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UNITED STATES
SECURITIES AND EXCHANGE COMMISSION

Washington, D.C. 20549

FORM 10-K

(Mark One)
ANNUAL REPORT PURSUANT TO SECTION 13 OR 15(d) OF THE SECURITIES EXCHANGE ACT
OF 1934
For the fiscal year ended: December 31, 2013
or

0 TRANSITION REPORT PURSUANT TO SECTION 13 OR 15(d) OF THE SECURITIES EXCHANGE
ACT OF 1934

For the transition period from to
Commission file number: 001-36310
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Delaware 20-4839882
(State or other jurisdiction of (ILR.S. Employer
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99 Hayden Avenue, Suite 500
Lexington, Massachusetts 02421
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Registrant’s telephone number, including area code(781) 860-0045
Securities registered pursuant to Section 12(b) afie Act:

Title of each clas Name of each exchange on which register
Common Stock, par value $0.001 per shal The NASDAQ Global Market
Securities registered pursuant to Section 12(g) tfie Act:
None

Indicate by check mark if the registrant is a welbwn seasoned issuer, as defined in Rule 405%08#curities Act.  Yed No
Indicate by check mark if the registrant is notuieed to file reports pursuant to Section 13 orti®ecl5(d) of the Act. YesO No

Indicate by check mark whether the registrant @b tiled all reports required to be filed by SectiB or 15(d) of the Securities Exchange Act of4193
during the preceding 12 months (or for such shqréeiod that the registrant was required to filehsteports), and (2) has been subject to suchyfilin
requirements for the past 90 days. YEb No

Indicate by check mark whether the registrant iisnitted electronically and posted on its corpo¥aleb site, if any, every Interactive Data File
required to be submitted and posted pursuant te b of Regulation S-T (§232.405 of this chapderjng the preceding 12 months (or for such shorter
period that the registrant was required to submitost such files). Yedl No O

Indicate by check mark if disclosure of delinquilers pursuant to Iltem 405 of Regulation S-K (8§20%) is not contained herein, and will not be
contained, to the best of registrant’s knowledgealéfinitive proxy or information statements incorgted by reference in Part 11l of this Form 10-Kaoy
amendment to this Form 10-KX]

Indicate by check mark whether the registrantlage accelerated filer, an accelerated filer, aaccelerated filer, or a smaller reporting comp&se
definitions of “large accelerated filer,” “accelezd filer,” and “smaller reporting company” in Ruléb-2 of the Exchange Act. (Check one):

Large accelerated file O Accelerated file| O
Non-accelerated file (Do not check if a smaller reporting compa Smaller reporting compar O
Indicate by check mark whether the registrantsbell company (as defined in Rule 12b-2 of the BExge Act). YesO No

The aggregate market value of the registrant's comstock, par value $0.001 per share (“Common S}tplkkld by non-affiliates of the registrant,
based on the last reported sale price of the Conftack on the NASDAQ Global Market at the closées$iness on February 13, 2014, was $167,507,049.
The registrant has elected to use February 13,,28&4nitial trading date of the registraatommon stock on the NASDAQ Global Market, ascleulatior
date because on June 28, 2013 (the last busingss thee registrant’s most recently completed seldistal quarter), the registrant was not publichded.

For purposes hereof, shares of Common Stock hethbly executive officer and director of the registrand entities affiliated with such executivaasfs
and directors have been excluded from the foregcéhculation because such persons and entitiesmagemed to be affiliates of the registrant. This
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References to Concert

Throughout this Annual Report on Form 10-K, the f@any,” “Concert,” “we,” “us,” and “our,” except veine the context requires
otherwise, refer to Concert Pharmaceuticals, Ind.its consolidated subsidiary, and “our boardigféadors” refers to the board of directors of
Concert Pharmaceuticals, Inc.

Forward-Looking Information

This Annual Report on Form 10-K contains forwardidimg statements regarding, among other thingsfudure discovery and
development efforts, our future operating resulid financial position, our business strategy, ath@ioobjectives for our operations. The
words “anticipate,” “believe,” “estimate,” “expettintend,” “may,” “plan,” “predict,” “project,” “would” and similar expressions are inten
to identify forward-looking statements, although ab forward-looking statements contain these idging words. You also can identify
forward-looking statements by the fact that theyndorelate strictly to historical or current facthere are a number of important risks and
uncertainties that could cause our actual resuigifter materially from those indicated by forwambking statements. These risks and
uncertainties include those inherent in pharmaceltesearch and development, such as adversésrasalir drug discovery and clinical
development activities, decisions made by the Bd®d and Drug Administration and other regulatartharities with respect to the
development and commercialization of our drug cdaigis, our ability to obtain, maintain and enfantellectual property rights for our drug
candidates, our ability to obtain any necessamnioing to conduct our planned activities and ottsérfactors. We may not actually achieve
the plans, intentions or expectations discloseslinforward-looking statements, and you shouldph@te undue reliance on our forward-
looking statements. Actual results or events cdiffér materially from the plans, intentions angegtations disclosed in the forwdibking
statements we make. We have included importandfaat the cautionary statements included in this#al Report on Form 10-K,
particularly in the section entitled “Risk Factois”Part | that could cause actual results or essemtliffer materially from the forwarlboking
statements that we make. Our forward-looking statémdo not reflect the potential impact of anyfatacquisitions, mergers, dispositions,
joint ventures or investments that we may makeekmtequired by law, we do not undertake any ofitigao publicly update any forwe-
looking statements.
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ITEM1. Business
OVERVIEW

We are a clinical stage biopharmaceutical compamyyang our extensive knowledge of deuterium chémito discover and develop novel
small molecule drugs. Our approach starts with @t drugs, advanced clinical candidates or presWostudied compounds that we believe
can be improved with deuterium substitution to jule\better pharmacokinetic or metabolic propetdied thereby enhance clinical safety,
tolerability or efficacy. We believe our approachyrenable drug discovery and clinical developmieat is more efficient and less expensive
than conventional small molecule drug researchdavelopment.

We have a robust pipeline, including three clinis@ige candidates and a number of preclinical comg®that we are actively developing.
Our clinical programs are CTP-354 for spasticityaasated with multiple sclerosis and spinal coijdriyy, CTP-499 for diabetic kidney disea
and AVP786 for neurologic and psychiatric disorders uralercollaboration with Avanir. We also have ongoawdlaborations with Celger
for deuterated compounds including CTP-730, whicim ipreclinical development for inflammatory dises, and with Jazz Pharmaceuticals,
for JZP-386, a deuterated analog of sodium oxyllageactive ingredient in its marketed drug Xyr&mwhich is in preclinical development
for narcolepsy. Between our wholly owned and calfaltion programs, we expect to have up to five pcbdandidates in clinical
development by the end of 2014, including at léastproduct candidates in Phase 2 clinical trials.

We believe we are the leader in applying deutechemistry in drug discovery and development. Déurteiis similar to hydrogen in size a
shape. However, deuterium differs from hydrogearie pharmaceutically important respect—deuteriunméoa more stable chemical bond
with carbon. This increased stability has the piiagrthrough the selective substitution of deuwterifor hydrogen, to improve
pharmacokinetic and metabolic properties withoatngding a compound’s intrinsic biological activity/e believe that our application of
deuterium chemistry, which we refer to as deutemtis an efficient way to build on existing knoddg to create important new medicines.

We have built a deuterated chemical entity platfonhich we refer to as our DCE Platfofin Our platform comprises the proprietary know-
how, techniques and information that we have actat®d since our inception in 2006. Our DCE Platf@liows us to efficiently identify
compounds for deuteration and to design, evalu@eelop and manufacture deuterated compounds.

In our drug discovery and development processefiuid on the significant existing information rediang the corresponding non-deuterated
compound. This allows us to efficiently identifyatecompounds and, in some cases, shorten the awfdime necessary to initiate clinical
trials as compared to conventional small moleculgydesearch and development. In clinical develapiimee believe that the Food and Drug
Administration, or FDA, and comparable foreign riegory authorities may allow some of our compoutiiig are deuterated analogs of
approved products, or of compounds for which apair@/pending, to follow an expedited developmeathpray by relying on previous
clinical and preclinical data related to the nonrdeated compound. For example, in June 2013, Avapbrted that the FDA agreed to an
expedited development pathway for AVP-786, permit#\vanir to reference data from its developmerd@ftromethorphan and quinidine in
its investigational new drug application, or INDdaany future New Drug Application, or NDA, for AVFB6.

We are utilizing our DCE Platform to discover areVédlop product candidates for a variety of indwasi CTP-354, CTP-499 and AVP-786
are advancing in clinical trials and we have mistipreclinical candidates, two of which we expecttove into clinical trials in 2014. Our
priority programs include:

. CTP-354, a novel, potentially first-in-clasgpasedating treatment for spasticity that we ait@ally developing for use in patients with
multiple sclerosis and patients with spinal coljdiiynto address
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significant unmet medical need in these market$2-3%4 is a subtype selective GABA&eceptor modulator. GABA receptors are
found in the nervous system and, when activatetliae the transmission of certain nerve signalse@elasses of widely used drugs
target GABAA receptors, including benzodiazepines and some sigepts, none of which have the receptor subtyleetsaty that we
believe CTP-354 possesses. We designed CTP-354\me therapeutic benefits without the severe siflects and dosing burden that
can limit or prevent the use of existing agentseéating spasticity. For example, the strong sedatdffects of benzodiazepines severely
limit their therapeutic use in spasticity and certather indications. We completed a 71-subjectseHasingle ascending dose clinical
trial of CTP-354 and the nine-subject first paraaklated Phase 1 imaging study. The results fonPPhase 1 single ascending dose
trial indicate that CTP-354 has a favorable phaokietic profile that supports once-daily dosingeTresults also indicate that CTP-
354 did not cause sedation at levels of GABreceptor occupancy well above the levels achieydokeinzodiazepines at doses that are
typically prescribed. GABA receptor occupancy is a measure of the extent ichW®TP-354 binds to GABA receptors that we
believe may correlate to therapeutic activity. damudary 2014, we initiated a multiple ascending deisase 1 clinical trial evaluating
daily doses of 2 mg and 6 mg of CTP-354 in healthlynteers and we expect to report top line resalthe second half of 2014.
Assuming successful completion of the multiple asiagg dose Phase 1 clinical trial, we plan to &é@ia Phase 2 clinical program for
CTP-354 in the second half of 2014. We expecttti@Phase 2 clinical program will include one dalitrial for the treatment of
spasticity associated with multiple sclerosis and dlinical trial for the treatment of spasticitysaciated with spinal cord injury. Due to
the fact that we did not determine a maximum tdéstalose in our preclinical testing, the FDA hderimed us that we may not
administer multiple doses of CTP-354 in excess wigoper day in clinical trials without first conding an additional higher dose
preclinical toxicology study. We believe that mplé doses of 6 mg per day would be sufficient fier treatment of spasticity; however
we initiated an additional preclinical toxicologlyidy to enable us to evaluate higher doses of C34&i8needed in our spasticity trials,
as well as to support clinical development in otlisease indication

. CTP-499, a novel oral multi-subtype selectiviilditor of phosphodiesterases, or PDEs, whictearymes that we believe play an
important role in type 2 diabetic kidney diseasecdrding to a 2009 article in the American Diab&issociation journaDiabetes
Care, type 2 diabetes is the leading cause of chromlicdy disease. Type 2 diabetic kidney disease esuitrin the need for dialysis &
renal transplantation. Many patients with this dsecontinue to experience a decline in renal fomctespite treatment with standarc
care therapies. We are developing CTP-499 as ativadileatment to the current standard of cariitther slow progression towards
kidney failure. We are currently conducting a thpagt Phase 2 clinical trial of CTP-499 in which have enrolled patients with type 2
diabetic kidney disease and macroalbuminuria. 132@e completed the first part of this trial, a\#dek, double-blind, parallel, two-
arm, placebo-controlled study in 182 patients. \Weehalso completed dosing in the second part dfridle a blinded 24-week extension
study, which, combined with the data from the fppatt of the trial, has provided 48 weeks of placebntrolled data in 123 patients. \
did not achieve statistical significance in thenaiy efficacy endpoint of this trial, which was rmeeed at 24 weeks. However, we
believe that the data we have analyzed to date fhranfirst 48 weeks of treatment support the paaeof CTP-499 to help protect
kidney function in patients with rapidly progressitype 2 diabetic kidney disease. We have condymteliminary analyses of these 48
weeks of data, but have not yet completed a fudlyais. We expect to report the final results far first 48 weeks of the trial in the
second quarter of 201

. AVP-786, a combination of a deuterium-substitutiextromethorphan analog and an ultra-low dosgiioiidine. We have granted
Avanir Pharmaceuticals, Inc., or Avanir, an exaladicense to develop and commercialize deutem¢stromethorphan analogs,
including the analog in AVP-786. Avanir is developiAVP-786 for the treatment of neurologic and péatic disorders. In February
2013, Avanir reported positive results from a Phasénical trial of AVP-786. In October 2013, Aviameported plans to advance AVP-
786 into a Phase 2 clinical trial in the second bbP014 for treatment-resistant major depressdigerder in patients with insufficient
response to conventional e-depressant:

. A collaboration with Celgene Corporation andgéee International Sarl, which we collectivelyaefo as Celgene, to research, develop
and commercialize certain deuterated compoundshéireatment of canc
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or inflammation, with an initial focus on a singleogram. In the initial program, we have selectd@®¢30, a product candidate for the
treatment of inflammatory diseases, and expeceginbPhase 1 clinical trials in 201

. A collaboration with Jazz Pharmaceuticals ndlaimited, or Jazz Pharmaceuticals, to reseam¥eldp and commercialize JZP-386, a
product candidate containing a deuterated analegdifim oxybate for potential use in patients wigincolepsy. Sodium oxybate is the
active ingredient in the marketed drug Xyrem. Irc®mber 2013, an investigational medicinal prodwsiséer, or IMPD, the basis for
initiating clinical trials in the European Unionaw/filed for JZP-386. The IMPD received approvalamuary 2014. Jazz
Pharmaceuticals expects a Phase 1 clinical tridZ€-386 to be conducted in 2014, following manufactyif clinical material

Through December 31, 2013, we had received an ggtgef $106.0 million in upfront and milestone pents, equity investments and
research and development funding from current antér collaborations. Under our current collabanadi we have the potential to receive
up to $1.6 billion in future milestone paymentslirding over $1.2 billion in research, developmamd regulatory milestones, as well as
royalties on any future net product sales.

On February 19, 2014, we completed the sale of0600D shares of common stock in our initial pubfiiering, or IPO, at a price to the puk
of $14.00 per share, resulting in net proceedstof$74.6 million after deducting underwriting cisints and commissions of $5.9 million
and offering costs of $3.5 million. On March 3, 20tve completed the sale of an additional 649,680es of common stock at a price to the
public of $14.00 per share under the underwritevgr-allotment option to purchase additional shafesommon stock, resulting in net
proceeds to us of $8.5 million after deducting unditing discounts and commissions.

Our senior management team has extensive expeiiencag discovery and development. Collectivelyr team has been involved in the
research, development or approval of 12 drugsRoger D. Tung, our Chief Executive Officer and af@ur founders, is an accomplished
leader in drug research and development. Priasdading our company, Dr. Tung was the Vice PregidéDrug Discovery at Vertex
Pharmaceuticals, Inc. At Vertex, he was a co-inmeat two drugs that were approved for the treatnoéilV, amprenavir and
fosamprenavir, and oversaw the discovery of tweoépproved drugs, ivacaftor (Kalyde®d for cystic fibrosis and telaprevir (Incivék) for
hepatitis C. Dr. Tung conceptualized our DCE Platf@pproach as a means to accelerate pharmaceetealrch and development and cr
important new medicines. He has invented or co+itee many of the compounds in our pipeline.

OUR STRATEGY

Our strategy is to apply our extensive knowledgdefterium chemistry to discover, develop and coroiakize novel small molecule drugs.
Key components of our strategy include:

. Rapidly advancing our deuterated product candid. We seek to reduce the time and cost associatbccemventional small molecule
drug research and development by capitalizing erktftown activity, safety, efficacy or developmeistdry of the non-deuterated
analogs of our product candidates. Leveragingkihisviedge, we have been able in a number of owgrpros, including CTP-499, to
advance compounds from initial synthesis to clingaluation in less than two years. We also sealetelop product candidates that
may be eligible for an expedited development oulagry pathway, such as reported by Avanir for ~786.

. Establishing collaborations to develop and commadizé deuterated product candidatOur current collaborations are focused on
deuterated analogs of one or more of our collabosaproprietary compounds. In these situationspeeefit from our collaborators’
knowledge and experience with, and rights of refeego regulatory filings for, their correspondimgn-deuterated compounds. We n
establish similar collaborations in the future athgb plan to enter into other collaborations toeasdhe resources of larger
biopharmaceutical companie
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. Capitalizing on our DCE Platform to build a robysipeline of additional deuterated product candidateur DCE Platform consists of
the proprietary know-how, techniques and infornratizat we have developed over the past seven y&arbroadly apply our DCE
Platform to approved drugs, advanced clinical cdatgis or previously studied compounds. We partilyulaok to initiate development
programs in areas of significant medical need amdraercial opportunity. We believe we are capablgetifying one to two novel
deuterated compounds per year that we can advataprieclinical development while concurrently mesgsing our existing pipelin

. Retaining commercialization rights on a selectiasib and building a specialized commercializatiapability in the United StateWe
plan to use a combination of third party collabimmtlicensing and distribution arrangements afacased in-house commercialization
capability to sell any of our products that recaivarketing approval. For the United States, we jdaseek to retain full
commercialization rights for products that we cammercialize with a specialized sales force an@tain co-promotion or similar
rights, when feasible, in indications requiringaeger commercial infrastructure. We plan to coltalbe® with other parties for
commercialization outside the United Sta

. Expanding our broad patent estate covering deutgf@bmpounds and related technolcSince our inception in 2006, we have
systematically sought, and continue to seek, totiffecompounds that can be improved through sieleaeuterium substitution and to
obtain patent protection for deuterated analogh@de compounds with the goal of establishing adproprietary position in this field.
We hold issued U.S. patents covering the compasigfanatter of each of our most advanced produntlickates. In addition, we own
issued patents or patent applications that clasrd#uterated analogs of more than 9C-deuterated compounc

DEUTERIUM: IMPLICATIONS FOR DRUG RESEARCH AND DEVEL OPMENT

The average adult human body contains approximatalygrams of deuterium. While essentially iderttoshydrogen in size and shape,
deuterium differs from hydrogen in that it contaamsadditional neutron. As a result, deuterium foamore stable chemical bond with
carbon than does hydrogen. The deuterium-carbod Isatypically six to nine times more stable thae hydrogen-carbon bond. This has
important implications for drug development becadisg metabolism often involves the breaking ofregeén-carbon bonds.

o

)
>

)

Hydrogen

Deuterium
Substitution

P !) Deutarium

Non-Deuterated Deuterated

Because deuterium forms more stable bonds withocadieuterium substitution can in some cases @ttey metabolism, including through
improved metabolic stability, reduced formatiort@fic metabolites, increased formation of desiretiva metabolites, or a combination of
these effects. At the same time, because deutalingaly resembles hydrogen, the substitution ofetaun for hydrogen has generally been
found not to materially alter the intrinsic biologl activity of a compound.
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Deuterated compounds can generally be expectedam hiochemical potency and selectivity simitatheir hydrogen analogs. The effect
any, of deuterium substitution on metabolic prapsrare highly dependent on the specific molequisitions at which deuterium is
substituted for hydrogen. In addition, the metabeffects of deuterium substitution, if any, ar@redictable, even in compounds that have
similar chemical structures.

OUR DCE PLATFORM

Our DCE Platform consists of the proprietary knoswhtechniques and information that we have dewadapver the past seven years.
Deuterated compounds can have an increased halfilthe body and increased systemic exposurerapared to their corresponding non-
deuterated analogs, which we believe can leadneflie such as improved safety, efficacy, toleigbédnd convenience. Due to our
significant experience in deuterium chemistry ahdrmaceutical research and development, we believare well-positioned to efficiently
identify compounds that can benefit from deutergubstitution and create optimally deuterated prodandidates.

We believe that our DCE Platform can enable dregaliery and clinical development that is more &fficand less expensive than
conventional small molecule drug research and deveént. Conventional drug discovery and developrasntengthy processes with high
failure rates. Relatively few molecules identifiecdrug discovery possess the beneficial pharmaémdbactivity and acceptable tolerability
and toxicity required to become clinically usefutdicines that address commercially important nedtisbelieve that our product candidates
may have a higher likelihood of becoming useful miegs because we selectively deuterate molechésare already known to be
pharmacologically activan vivoand have either been studied in humans or arelgloBemically related to such molecules. We belithat

our likelihood of success may be even greater $@€& which we have selectively deuterated analbgpproved drugs.

Our DCE Platform includes the following capabilijevhich we believe provide us with key competitigvantages:

Selection of attractive compounds for deuteratidie. identify candidate compounds for selective deatien through the efforts of a team tl
integrates chemistry, biology, medical, regulatimgllectual property and commercial expertise. Mgbeve our ability to choose appropriate
candidate molecules for selective deuteration isrgoortant competitive advantage. We apply our erpee and know-how to identify
approved drugs, advanced clinical candidates afiquiely studied compounds that we believe can h@ared with deuterium substitution to
provide better pharmacokinetic or metabolic prapsrand thereby enhance clinical safety, tolerigbili efficacy. We prioritize candidate
compounds based on medical need, commercial opptyrteompetitive and patent landscapes and intestrategic fit. We believe that we
are capable of identifying one to two novel deuetaompounds per year that we can advance inthigoal development while
concurrently progressing our existing pipeline.

Medicinal chemistry and chemical and biologicatiteg of deuterated compouncWe have developed significant proprietary know-how
the design, synthesis, chemical analysis, bioaicalydssessment, preclinical evaluation and clirdeaelopment of deuterated compounds.
Our know-how includes the ability to:

. synthesize a wide range of chemical compoumalsihcorporate deuterium selectively at specifisijons and accurately analyze
deuterium content at those positio

. identify, through an efficient, iterative prase the deuterated compounds that possess impirovétb or in vivo metabolic or
pharmacokinetic properties relative to the corresiig nor-deuterated compoun

. develop and apply bioanalytical methods to iifigand measure metabolites formed by ith&itro andin vivo metabolism of deuterated
compounds; an

. understand how the effects of selective deutesubstitution may translate framvitro to in vivosystems and from non-human models
to humans
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Manufacturing of deuterated compounByYy applying our manufacturing and analytical knoawhand capabilities, we are able to
reproducibly manufacture deuterated compounds.n@unufacturing capabilities include the ability to:

. manufacture, analyze and formulate deuterated cangmthat can be used in early stage clinicakt

. manufacture low kilogram quantities of deutedaactive pharmaceutical ingredients and produndidates suitable for early stage
clinical trials;

. transfer our methods to manufacturing vendorsaaatproduce mu-kilogram quantities of clinical trial materials;c

. utilize a supply chain that we have built with niplk vendors that can provide deuterium reagerdsiermediates in commercial sc
guantities.

Development opportunities using our DCE Platform

We apply our DCE Platform to create deuteratedogysabf:

. marketed drugs for their approved indications anpounds in clinical development for their targeitedications;

. marketed drugs for n-approved indications or compounds in clinical depetent for indications that were not previouslg&ed; anc

. previously studied compounds, or close analogetiethat were not, or are no longer being, deedo

Potential advantages of product candidates based aur DCE Platform

We apply our DCE Platform to systematically iden@fpproved drugs, advanced clinical candidates@ripusly studied compounds for
which we believe we can improve or create clinmhefit through deuterium substitution. Potentéhlantages of our selective deuteration
include:

. Improved metabolic profilelWe have selectively deuterated compounds and conalsqaroduced by metabolism of other compounds,
which are called metabolites, to improve their et profiles by reducing the formation of toxic reactive metabolites or by
increasing the formation of desired, active metiddmrelative to the corresponding non-deuteratedpound. The improved metabolic
profile may potentially reduce or eliminate unwahséde effects or undesirable drug interactions.éxample, Avanir has reported that,
compared to dextromethorphan, the deuterated dagtiwrphan in AVP-786 required less quinidine, @afelic inhibitor, to achieve
desired clinical blood levels in a Phase 1 clintcal.

. Improved oral bioavailabilityWe have selectively deuterated compounds to retfigcextent of undesired metabolism in the walhef t
intestines and in the liver, referred to as firas® metabolism. This resulted in a larger percentdginmetabolized drug reaching the
target site of action. Deuterated compounds withrovied bioavailability may be active at lower dogesr example, CTP-354 achieved
substantially higher blood levelsin vivo preclinical tests than did the corresponding-deuterated compound at an equivalent d

. Increased hallife. We have selectively deuterated compounds to prdioeig pharamacokinetic profile, which is an in@eén the half-
life of the compound in the body. This may decrahsenumber of doses that a patient is requirédke per day or provide more
consistent exposure of the compound in comparigahet corresponding non-deuterated compound. Fampbe, in preclinicain vivo
testing, JZ-386 demonstrated a prolonged pharmacokinetic prafid reduced variability relative to sodium oxgh
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Potential for expedited discovery and developmentfaleuterated product candidates

We believe our approach of applying selective datiten using our DCE Platform has the potentightavide a more efficient and less
expensive approach to developing new chemicalyeditiigs as compared to conventional small moledulg research and development.
reasons include:

. By building on the known activity, safety offieacy of approved drugs, advanced clinical cangisiar previously studied compounds,
we believe we can progress our product candidhtesgh discovery and into clinical development mgueckly than in conventional
small molecule drug research and developmentniinaber of cases, including CTP-499, we have advhoompounds from initial
synthesis to clinical evaluation in less than tveang.

. We believe the FDA and comparable foreign ratpuly authorities may allow some of our compoumds are deuterated analogs of
approved products, or of compounds for which apair@/pending, to follow an expedited developmeathpray by relying on previous
clinical data regarding the corresponding non-deitel compound. For example, our collaborator Aveeported agreeing with the
FDA to an expedited development pathway for AVP-#&8 would permit Avanir to reference data fromdevelopment of
dextromethorphan and quinidine in its IND, and &rtyre NDA, for AVF-786.

OUR PRODUCT CANDIDATES

The following table summarizes key information abour priority programs. All of these product cagaties are small molecules designed for
oral administration.
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CTP-354
Overview

CTP-354 is a novel, potentially first-in-class, regdating treatment for spasticity that we aredlyt developing for use in patients with
multiple sclerosis and patients with spinal coijdip. CTP-354 is a subtype selective GARAeceptor modulator. GABA receptors are
found in the nervous system and, when activatetljae the transmission of certain nerve signals.

GABA areceptors can possess one of a numbarsafbunits, includingr 1, a 2, a 3 anda 5. The pharmacological effects of activating a
GABA areceptor in the nervous system are believed toraepeinly on which type af subunit the receptor contains. Several classes of
widely used drugs target GABAreceptors, including benzodiazepines such as diezépalium). Benzodiazepines are used for theriren!
of anxiety, spasticity, muscle tension, insomn@ita alcohol withdrawal and seizures. Activatiomdf GABA a receptors is believed to be
mainly responsible for sedation and ataxia, which lack of muscle control during voluntary moveitseassociated with benzodiazepine |
and may also contribute to their amnesiac and hatiitg effects. Activation afl 2, a 3 anda 5 GABA a receptors is believed to cause other
therapeutic effects of benzodiazepines, includimiygpasticity, muscle relaxation, anti-anxietytiaeizure and potentially anpiain activities
Some sleep agents, such as zolpidem (AmBjeand zaleplon (Sonaf?), also target GABA receptors, but activate 1 GABA a receptors
significantly more potently than the otteessubtypes, which is believed to cause their pronedrsedative properties. Based on this clinical
precedent as well as a variety of preclinical medek believe that a compound that activat@sa 3 anda 5 GABA a receptors but does not
significantly activatex 1 GABA a receptors will have clinical effects similar in amber of important respects to benzodiazepinejding
anti-spasticity, muscle relaxant, anti-seizure poténtially anti-pain effects, but without the stgosedative effects of benzodiazepines.

We submitted an IND to the FDA in January 2013tfer development of CTP-354 for spasticity in patemith multiple sclerosis or spinal
cord injury. We have completed a single ascendoggdPhase 1 clinical trial to evaluate the satetgrability and pharmacokinetics of CTP-
354 in healthy volunteers. We have also conductedase 1 positron emission tomography, or PET, iimgegfudy to assess the brain GABA
areceptor occupancy of CTP-354 following a singlsalof the compound in healthy volunteers.

In January 2014, we initiated a multiple ascendioge Phase 1 clinical trial evaluating daily dosfe® mg and 6 mg of CTP-354 in healthy
volunteers. Assuming successful completion of thétipie ascending dose Phase 1 clinical trial, & o initiate a Phase 2 clinical program
for CTP-354 in the second half of 2014. We expleat the Phase 2 clinical program will include otieical trial for the treatment of
spasticity associated with multiple sclerosis and dlinical trial for the treatment of spasticiysaciated with spinal cord injury. In our
previous preclinical testing, minimal, if any, toity was observed for CTP-354, and a maximum féasibse or a maximum tolerated dose
was not determined. As a result, the FDA has inémlms that we may not administer multiple doseS8T?-354 in excess of 6 mg per day in
clinical trials without first conducting an additial higher dose preclinical toxicology study. Wdidnge that multiple doses of 6 mg per day
would be sufficient for the treatment of spastichipwever, we initiated an additional precliniaakicology study to enable us to evaluate
higher doses of CTP-354, if needed in our spagtidils, as well as to support clinical developmiaerother disease indications. Based on the
well-known efficacy of benzodiazepines and otheBaAx modulators, we believe CTP-354 has potential inmlver of other indications,
including anxiety, chronic pain, muscle tension apdepsy.

Backgrounc

CTP-354 is a deuterated analog of a compound disedvby Merck & Co. referred to as L-838417. L-8BB4vas found in preclinical animal
studies to possess certain therapeutic beneftteedfienzodiazepine class of drugs, but without fheidominantly sedative effect. Merck
reported that, imn vitro testing, L-838417 activated tloe2, a 3 anda 5 GABA a receptors, which are associated with anti-spagticiuscle
relaxation, anti-anxiety, anti-seizure and, potdhtj anti-pain activities, with approximately 408bthein vitro activity of a
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benzodiazepine, with no significant activity at th& GABA a receptors. Moreover, in a numberiofvivoanimal studies, L-838417 provided
potent muscle relaxant, anti-anxiety, anti-convaisand anti-pain activity, without causing appargsdation or ataxia. In preclinical animal
testing, Merck identified pharmacokinetic limitai®of L-838417 relating to bioavailability and \aility and did not progress the compound
into clinical development. We designed CTP-354\weroome the pharmacokinetic limitations of L-8384dhile retaining its attractive
pharmacological profile.

Spasticity

Spasticity is a chronic condition characterizedriwpluntary tightness, stiffness or contractiomuiscles that occurs in patients who have
damage to the brain or spinal cord. Spasticityreanlt from a wide range of disorders, includingtiple sclerosis, spinal cord injury, ceret
palsy, amyotrophic lateral sclerosis, stroke anmediigary spastic paraplegia. Symptoms can range mild muscle tightness to more severe
symptoms, including crippling and painful inability move limbs that can result in disability anchifiished quality of life. The American
Association of Neurological Surgeons estimatedd@@that there were 12 million patients suffering spasticity worldwide.

Market

Spasticity in Multiple Sclerosidultiple sclerosis is the most common disablingnodagical condition affecting young adults, typigal
developing between the ages of 20 to 40 years. oo to a 2008 World Health Organization reportyltiple sclerosis affects more than

1.3 million people worldwide, including an estima#00,000 people in the United States. Spastisigne of the more common symptoms of
multiple sclerosis and can be among the most paitdunaging and debilitating symptoms of multipdéesosis. According to American
Association of Neurological Surgeons, about 80%eadple with multiple sclerosis suffer from some réegof spasticity. Of the estimated
400,000 patients diagnosed with multiple sclerosthe United States, we estimate that at least, 3%40,000 patients, suffer from
moderate to severe spasticity that impacts dailgtion in a meaningful way. Spasticity in multiglelerosis may be as mild as the feeling of
tightness of muscles or may be so severe as tapeqgohinful, uncontrollable spasms of extremitiesjally of the legs. Spasticity may also
produce pain or tightness in and around joints,@rdcause low back pain. Although spasticity irtiple sclerosis can occur in the arms and
legs, it is much more common in the legs.

Spasticity in Spinal Cord InjurySpasticity is a significant health issue for maepple with spinal cord injury. According to thatibnal
Spinal Cord Injury Statistics Center, in 2012, thevere approximately 270,000 people in the UnitedeS suffering from spinal cord injury
with approximately 12,000 new incidences per y@acording to a 2011 report of the University of Wamgton Model Systems Knowledge
Translation Center, 65% to 78% of spinal cord ipjpatients experience some degree of spasticitye®an articles published in Archives of
Physical Medicine and Rehabilitation in 1990 an89,9ve estimate that 28% to 46% of spinal cordrinpatients suffer from problematic
spasticity that could result in treatment. The nomshmon muscles to be affected by spasticity imeetion with spinal cord injury are the
flexors, muscles that contract joints such as Hipeges or elbows, or the extensors, muscles thahéxsuch joints. Spasms can occur as an
automatic response to painful sensations.
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Limitations of Current Treatmen

Spasticity is typically treated with a combinatioippharmacotherapy, physical therapy, occupatitreziapy and, in some severe cases,
surgical intervention to sever affected nerves osctes. The available pharmaceutical treatmentsgasticity are frequently limited by either
inadequate relief of symptoms or dose-limiting sffects, such as sedation, and based on a 206& idpNVE MOVE, a not-for-profit
organization dedicated to improving awareness ofarment disorders, we estimate that over 40% of lpawjth spasticity are not satisfied
with the management of their disorder or the statbeir overall health. First-line treatments &mtult use in the United States typically
include:

. Oral baclofen, the most commonly prescribechaémr spasticity, which is approved by the FDA faratment of spasticity resulting
from multiple sclerosis and spinal cord injury pirel cord disease. It is also used extensivetiipalgh not approved, for treatment of
spasticity in post-stroke and cerebral palsy p&iddaclofen has dose-limiting side effects, inalgddrowsiness, dizziness and ataxia.
Sedation resulting from baclofen is particularlplgiematic and many patients are maintained on Isefapeutic doses due to lack of
more attractive options. In addition, baclofen hahort halflife in the body and, as a result, it is typicallysed three times a day, wh
is an inconvenience for patients. Moreover, baclai@n result in severe withdrawal symptoms if abyugiscontinued, including
hallucinations, seizures and rebound spasti

. Tizanidine, which is approved by the FDA foe tijeneral management of spasticity. Oral tizanigimearketed as Zanaflé&x
Tizanidine can be highly sedating, has a shortlifalin the body and is not as widely used as @feci for the treatment of spasticity. It
is typically reserved for daily activities and tism@hen relief of spasticity is most important. Wé¢izanidine can also result in liver
injury and the recommended monitoring of liver ftiog imposes a burden on both the patient and lilgsigian.

. Injected botulinum toxin, which is approvedthg FDA for treatment of upper limb spasticity ouéts, among other indications.
Botulinum toxin, which is marketed as Bot®x is also used, although not approved for, treatrakahildren with cerebral palsy. It is
currently in Phase 3 trials for that indication t@mum toxin can be very effective for treatmehspasticity in small muscle groups &
localized injections of botulinum toxin are commpnked to treat spasticity as a monotherapy oomkination with other therapies.
However, more extensive injections of botulinumimosan result in systemic toxicity that is charaizeed by swallowing and breathing
difficulties that can lead to deatf

Other less commonly used treatments include:

. Diazepam, which is approved by the FDA as ah agent for the treatment of spasticity relatedfgper motor neuron disorders,
including cerebral palsy and paraplegia. Diazepamarketed as Valium. Diazepam is a benzodiazegidelike other benzodiazepin
its therapeutic efficacy is limited by side effeatsd concerns about abuse potential. The most caotymeported side effects of
diazepam are drowsiness, fatigue, muscle weakmeksataxia. As a result of these side effects, Giskaaepam for the treatment of
spasticity is typically reserved for use in smalsds at night for patients who have difficulty pieg.

. Dantrolene, which is approved by the FDA a®eat agent for the treatment of spasticity resglfimm upper motor neuron disorders
such as spinal cord injury, stroke, cerebral patsmultiple sclerosis, but which is rarely usedtasiuses severe muscle weakness and
can cause liver damag

. Abdominal implantation of a pump that injectclofen around the spinal cord, referred to asiih&rcal administration. Intrathecal
administration of baclofen can provide effectiviefeof spasticity, particularly in lower limbs, biis use is limited by its invasiveness
and potentially dangerous complications resultiognf spinal fluid leaks, hemorrhage, infection, ed¢h dislodgement or blockage and
pump failure. Abrupt discontinuation, whether assult of catheter dislodgement, pump failure ather cause, can result in high
fever, altered mental status, exaggerated rebguastisity and, in rare cases, multiple or-system failure and deat

. Surgical intervention, to sever sensory nervesnore rarely, muscles. The use of surgical inteiieeris limited due its invasiveness ¢
irreversibility.
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Potential Advantages of C-354 for Spasticity

We believe that CTP-354 has the potential to pWbrapeutic benefits without the limitations riséing spasticity therapies, which can
include severe sedative effects, toxicity, frequamging or invasiveness. In our Phase 1 clinid¢alstr CTP-354 demonstrated highly favorable
pharmacokinetics with low variability, dose-proponal exposure, a long half-life in the body anghlevels of GABAa receptor occupancy.
We believe these results support once-daily dosulmich would provide a substantial improvementtom three-times-daily dosing required
by current standard-of-care oral spasticity medisinn our Phase 1 clinical trials, CTP-354 prodidauch higher levels of GABA receptor
occupancy without causing sedation than benzodiazs@t doses that are typically prescribed, whietbelieve supports the potential of
CTP-354 to be a non-sedating treatment for spastici

CTP-354 Clinical Development

Phase 1 Single Ascending Dose Clinical Trin August 2013, we completed a randomized, doubetbplaceboeontrolled, single ascendi
dose Phase 1 clinical trial in 71 healthy adulumtéers at a single center in the United Statessess the safety, tolerability and
pharmacokinetics of CTP-354. Volunteers were raridedto receive CTP-354 or placebo in a three mratio with eight cohorts of eight
volunteers each and one cohort of seven volunt&ersiolunteers in each cohort received a singledsf CTP-354 and the remaining
subjects received placebo. Doses were administeraal liquid suspensions ranging from 0.15 mgap0 mg.

In the clinical trial, CTP-354 was generally walldrated up to 60 mg, the highest dose tested. d/eal test higher doses after our
concurrently conducted Phase 1 imaging study ineécthat high levels of GABA receptor occupancy could be achieved at doses linaar
60 mg.

Pharmacokinetic data from our single ascending tiedndicated that CTP-354 was well-absorbedMdt inter-subject variability and a
long plasma half-life, potentially supporting ondaHy dosing of the compound. The following grapiows the mean plasma concentration
over time following administration of single ascergldoses of CTP-354 in the six subjects in eattodof the trial who received CTP-354.
As illustrated in the graph, doses of CTP-354 ofigPand higher resulted in plasma concentratioexaess of 100 ng/mL, maintained for 24
hours following dosing. Our Phase 1 imaging studtligated that these plasma concentrations corréelggloio brain GABAa receptor
occupancy of greater than 50%. We believe thahitje GABA a receptor occupancy of CTP-354 at wiellerated doses supports its poter
as a non-sedating oral treatment for spasticity.

12



Table of Contents

CTP-354 Mean Plasma Concentration vs. Time
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CTP-354 was generally well-tolerated in our Phasangle ascending dose trial. No serious adversatswvere reported in the trial. The most
common adverse events observed in the trial were:

. dizziness, which was experienced by nine of thelisects treated with C-354;
. drowsiness, which was experienced by seven of4tmubjects treated with C-354;

. prolonged QTc, an indicator of potential cacddarhythmias, which was experienced by four of8esubjects treated with CTP-354;
and

. pain or muscle tightness, which was experiernethree of the 54 subjects treated with CTP-3tdtavo of the 17 subjects receiving
placebo

Neurologic adverse effects were more common atenighses of CT-354, particularly 40 mg and 60 mg, whereas prodah@Tc and
muscular adverse effects did not appear to be dependent. In the clinical judgments of the priatgtudy investigator and an independent
medical monitor, no incident of QTc prolongationsaansidered to have posed a health risk to thieatshin the trial. All adverse events
were considered mild with the exception of two dwaits of dizziness and drowsiness in the 40 mgmgrand one incident of nhausea in the 60
mg group, each of which was considered moderateh E&ident of muscular pain or tightness with CI%% occurred at least one day after
dosing.

Phase 1 Imaging StudWe are currently conducting a Phase 1 imagingadirttial using PET scanning to measure the extenhich CTP-
354 binds to GABAx receptors in the brain in healthy adult volunteErs. the first part of this imaging study, we ewaid single doses of
CTP-354 of 4 mg, 20 mg, 40 mg and 60 mg in a witaine healthy volunteers. We selected these dosesuse they did not produce dose-
limiting side effects in our single ascending dokeical trial and with the goal of providing a véidange of GABAx receptor occupancy. Our
objectives in this study were to assess whether-83Pcould provide similar or higher brain GABA&eceptor occupancy levels than those
typically provided by benzodiazepines at dosesdbatot cause dose-limiting sedation; and to complae relationship between CTP-354
plasma levels and GABAbrain receptor occupancy.

In the first part of the imaging study, we obseraedrage GABA. receptor occupancies of between 34% and 82% irestsfive hours after
subjects received a single dose of either 4 mgn@040 mg or 60 mg of CTP-354. For each subjectzovelucted a baseline scan in which a
small amount of flumazenil, a radiolabeled, positemnitting benzodiazepine, was injected intravelyoaisd the brain was subsequently
imaged to show
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flumazenil binding to the GABA receptors. The subject was given a single oral db&¥P-354 within two weeks of the baseline sdéane
hours after CTR854 dosing, the subject received another injeatforadiolabeled flumazenil and the imaging was adge to provide a seco
scan. Twenty-four hours after CTP-354 dosing, titgext received another injection of radiolabeledazenil and the imaging was repeated
to provide a third scan.

The images below were obtained from the two subjetto received a single 20 mg dose of CTP-35dnmages:

. the baseline, or first, scans appear bright dubeagresence of radiolabeled flumazenil bound ¢0GABA a receptors

. the second and third scans are not as brigtiteafirst scan due to the binding of CTP-354 ®4hbjects’ GABAa brain receptors,
which prevents the radiolabeled flumazenil fromdimg; and

. the third scan is somewhat brighter than tloeseé scan, showing that less CTP-354 is bounda@&thBA a receptors after 24 hours
than after five hours

Phase 1 Imaging Study: 20 mg of CTP-354

Subject 1

Eawlire

The scans we obtained from the seven other subjetts first part of the imaging study were cotesis with these scans from the subjects
receiving the 20 mg dose, with GAB&eceptor occupancy levels increasing with dosinglebetween 4 mg and 40 mg, but appearing r
increase significantly between 40 mg and 60 mg.

In the first part of the imaging study, we obtainpntitative measures of GAB&receptor occupancy for the single doses of CTPtBa#
were administered. A single 20 mg dose of CTP-35digse at which no sedative or other adverse ewsrtsreported in the study, provided
GABA areceptor occupancy levels, at both five hours ahtddurs following dosing, substantially in excesthe 10% to 25% occupancy
levels at which benzodiazepines and GABFreceptor-binding sleep drugs become highly sedative

The table below shows the average GABReceptor occupancy at five hours and 24 hours diising in the first part of the imaging study.

Average GABA A Receptol Average GABA A Receptol
Number of Occupancy at 5 Hours Occupancy at 24 Hours
CTP-354 Dos! Subjects After Dosing After Dosing
4 mg 2 34% 13%
20 mg 2 63% 60%
40 mg 3 79%(1) 71%
60 mg 2 82% 76%

(1) Reflects data from two of the three subjects. Widdawot calculate GAB.areceptor occupancy at five hours for the first sabjdue to
computer error
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The graph below shows the relationship betweemmasoncentration and brain GAB&eceptor occupancy for CTP-354 in the first part of
the imaging study. The 17 data points on the glagbw each represent a single reading in a singdgest. These include two readings for
each subject, one at five hours and one at 24 Hollosving dosing, with the exception of one sulbjiar whom we could not calculate GAE
areceptor occupancy at five hours due to a comparter. The graph below shows how GABAeceptor occupancy increases with increa
plasma concentration. As illustrated in the graphobserved that plasma concentrations in exces8®mhg/mL correlated with GABA
receptor occupancies greater than 50%.

CTP-354 GABA a Receptor Occupancy vs. Plasma Concentration in Helly Volunteers

1004

754

% Receptor Occupancy

10 16“ “:IIf!ﬂ
CTP.354 Plasma Concentration at5 hr & 24 hr (ng/mL)

In the Phase 1 imaging study, no drug related agvevents were reported in volunteers receivingg4n20 mg of CTP-354. At 40 mg, two
of three subjects reported mild to moderate dizgnenild drowsiness and nausea and one subjectepatied mild euphoria, loss of balance
and lightheadedness. At 60 mg, adverse eventsdedlgaedation and ataxia, both mild in one subjedteth moderate in the other. One
subject receiving 60 mg of CTP-354 reported mijghiheadedness, restlessness and irritability andttier reported mild dizziness. All
adverse effects had resolved by the following day.

Based on clinical studies of diazepam and otherddiazepines, we believe that the high and sustdirein GABAA receptor occupancy
levels achieved by CTP-354, at doses that weretaieltated in our Phase 1 clinical trials, provédeédence of its therapeutic potential. For
instance, in our Phase 1 imaging study, a singlmg@@ose of CTP-354 did not cause sedation oratakile producing GABA receptor
occupancy of greater than 50% sustained for 24shevhich is much higher than the receptor occupanai which benzodiazepines typically
cause sedation. Therefore, we believe that CTPr®B4provide clinical benefit against spasticity #@mto that of benzodiazepines without
the dose-limiting effects of benzodiazepines. Hasvewhile the data we have obtained to date inRtwase 1 imaging study have generally
been consistent, due to the relatively small sehthe study we cannot be certain that these dateepresentative of the data that would be
obtained from a larger-scale clinical trial.

We plan to conduct the second part of this Phaseijing study during the first half of 2014 to exatle GABAA receptor occupancy after
repeated dosing of CTP-354. We expect that repetsidg will enable us to determine GABAeceptor occupancy levels after CTP-354
plasma levels are at steady state. We expectttisantaging study will support selection of therafieally relevant doses for Phase 2 clinical
trials.

Partial Clinical Hold

In November 2013, we received notice from the FDA partial clinical hold on CTP-354 that preveassfrom administering single doses in
excess of 60 mg per day and multiple doses in exaie8 mg per day. In January
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2014, we initiated a multiple ascending dose Phadmical trial evaluating daily doses of 2 mg &hthg of CTP-354 in healthy volunteers.
We do not intend to conduct single dose clinicaldrof CTP-354 with doses in excess of 60 mg.

In our previous preclinical testing, CTP-354 wasoasated with minimal, if any, toxicity. Howevehe FDA notice stated that, since a
maximum tolerated dose was not achieved in thaskest, preclinical testing at doses higher thasdhested in our preclinical studies to date
would be needed before we can clinically evaluatdtipie doses that exceed 6 mg per day. In Decer@®&8, we had a phone conference
with the FDA to discuss the partial clinical holdtice. During the phone conference, the FDA corgirnthat we could dose CTP-354 up to 6
mg per day in multiple doses for 28 days. They atated that to administer CT354 in a Phase 2 clinical trial at multiple dosesager than |
mg per day, the required additional testing codabnducted in only one animal species to deteramimaximum tolerated dose or a
maximum feasible dose. We estimate that administratf 6 mg per day of CTP-354 in multiple doses/meovide brain GABAa receptor
occupancy of about 60%, which is significantly teglthan that achieved by typical clinical dosebeafizodiazepines. Based on this estimated
receptor occupancy level, we believe that multgdses of 6 mg per day would be sufficient for tleatment of spasticity, the first indication
for which we plan to conduct clinical trials. Hovexywe have initiated the additional preclinicalitmlogy study to enable us to evaluate
higher doses of CTP-354, if needed in our spagtidls, as well as to support clinical developmierother disease indications. Based on our
dialog with the FDA, we do not believe that thetjgdiclinical hold will affect the timelines of oyreviously planned Phase 2 clinical trials of
CTP-354.

Additional Phase 1 Clinical Trie

In January 2014, we commenced a Phase 1 multipendimg dose clinical trial to evaluate safetyetability and pharmacokinetics of CTP-
354 in up to 62 healthy volunteers. We expect poreinitial data from this Phase 1 clinical trialthe second half of 2014. We designed this
clinical trial to assess multiple doses and forriioies of CTP-354 as well as the effects of takifg?€354 with food as compared to followi
fasting. As a result of the long half-life of CTB4 we believe that plasma concentrations of CT4#¥88 increase over the course of a
number of days when it is administered once daitcordingly, in this clinical trial we are evaluagj doses of CTP-354 lower than those that
resulted in saturation of GABAreceptor occupancy following a single dose. Weantty plan to evaluate daily doses of 2 mg and 6oing
CTP-354 over 10-day periods, with dosing in a kbsuispension formulation. We may also incorponatie this clinical trial a cross-over to a
solid dose formulation for subjects receiving 6 igve are able to lift the partial clinical holsh@TP-354, we plan to evaluate daily doses of
CTP-354 that are higher than 6 mg over 10-day gderiwith dosing that may be in a liquid suspensioa solid dose formulation.

Planned Phase 2 Clinical Developm:

Subject to successful completion of our ongoingseHamultiple ascending dose clinical trial andgéhhimaging study, we plan to advance
CTP-354 into two Phase 2 clinical trials. We exgeatommence the Phase 2 clinical developmentdrséitond half of 2014 and report initial
top-line results in the first half of 2016. We plandetermine dosing levels following completiortioé Phase 1 multiple ascending dose

clinical trial. We expect that the Phase 2 clinicills will evaluate the safety and efficacy of B854 for the potential treatment of spasticity
associated with both multiple sclerosis and spioadl injury and will feature two-way cross-overween dosing with CTP-354 and placebo.

CTP-354 Preclinical Development

Our preclinical program included testing of CTP-354 neuropathic pain rat model, in which CTP-8&4% effective with no apparent
sedation or ataxia at the therapeutic doses. Spabif the effectiveness of CTB54 in the neuropathic pain rat model at oral do$éstwee!
10 and 100 mg/kg was similar to that of gabapeitistandard positive control in this model, dogetD@® mg/kg. In this preclinical test, 30
and 100 mg/kg doses of
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CTP-354 also demonstrated a longer duration obadtian gabapentin. Our preclinical program alstuished studies in rat models in which
CTP-354 demonstrated an improved pharmacokinetifii@icompared to L-838417. We also conducted a @ABeceptor occupancy study
in rats evaluating doses ranging from 1 mg to 30 Ting minimally effective dose of CTP-354 in themauropathic pain model was 1 mg/kg,
a dose that provided rat brain GABAeceptor occupancy of about 25%. Higher dosestegbil greater occupancy, with 30 mg/kg resulting
in brain GABAA receptor occupancy of about 80% to 85%.

Our preclinical program also included pharmacokinstudies in rats comparing CTP-354 to L-83841TP€354 and L-838417 were orally
dosed at 1 mg/kg in eight male Sprague-Dawley Tdts.plasma levels of CTP-354 were significantlgager than those of L-838417. The
maximum observed peak plasma concentration for 834Pwas 4.8 times higher than that of L-838417 thedotal exposure to CTE54 was
three times higher as compared to L-838417. BardHis study, we were encouraged to further dev€lop-354. The Phase 1 study that we
later conducted showed that CTP-354 has a londgliflean humans than it does in rats. The grajghol shows the comparison of CTP-354
and L-838417 in this rat pharmacokinetic study.

CTP-354 vs. L-838417 Oral Pharmacokinetics in Rats
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Fast Forward Sponsored Research Agreer

In February 2012, we entered into a sponsored relsegreement with Fast Forward LLC, a subsididthe National Multiple Sclerosis
Society, to fund the preclinical advancement of €B4. Under the Fast Forward agreement, we receivezhrefundable upfront payment
$0.2 million, as well as further non-refundable paynts of $0.6 million for the achievement of theghinical development milestones set
forth in the agreement. We are obligated to makesttne payments to Fast Forward not in excesdafraingle digit multiple of the
funding amount if we commercialize CTP-354 or liseithe development and commercialization of CTP#8%xthird party.

Potential Additional Indication

Based on the well-known efficacy of benzodiazepies other GABA\ modulators, we believe CTP-354 has potential inmatver of other
indications, including anxiety, chronic pain, mustgnsion and epilepsy.

CTP-499
Overview

CTP-499 is a novel oral multi-subtype selectivalbitbr of PDEs that we are developing to slow tihegpession of type 2 diabetic kidney
disease in patients with macroalbuminuria. We heaérm type 2 diabetic kidney
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disease to refer to chronic kidney disease in ptieith type 2 diabetes. We are developing CTPa98n additive treatment to the current
standard of care for type 2 diabetic kidney diseangiotensin modulation, which is treatment with”CEi or an ARB. We are currently
conducting a three-part Phase 2 clinical trial ®P&499 in which we have enrolled patients with tZpdiabetic kidney disease and
macroalbuminuria who were receiving standard-oedegatment. We believe that CTP-499, if approwvettis indication, will address a
substantial commercial market, as despite the gtigeeeffect of angiotensin modulators in type &lditic kidney disease, we estimate that
each year over 40,000 patients with type 2 diabmtegress to end-stage kidney failure in the UnB&ates. We expect that we would conduct
any large Phase 3 clinical trial of CTP-499 in t@pdiabetic kidney disease in collaboration witle @n more partners.

CTP-499 is a deuterated analog of 1-(S)-5-hydroxyh8,7-dimethylxanthine, or HDX, an active metaibmbf pentoxifylline. Pentoxifylline
was approved over three decades ago for the treawhetermittent claudication, or lower limb pai@esulting from obstructed arteries, and
has a well-established safety profile. Investigaimonsored, single site clinical studies have atallipentoxifylline in chronic kidney disease
patients, including in patients with diabetes, where also simultaneously treated with an angiotensidulator. In most of these studies, the
investigator reported that patients experiencesacation in albuminuria. In some of these studidsch were conducted for at least 12
months, the investigator also reported a slowingeidine of kidney function in patients receivingnpoxifylline compared to the decline in
patients receiving placebo. We chose to develop-@d%because our preclinical research, combinell Mérature data, indicated that HDX,
rather than pentoxifylline, may be responsibletf@ majority of these observed beneficial effeéfgemtoxifylline in humans.

Type 2 Diabetic Kidney Disease

Type 2 diabetic kidney disease is a condition inciwhihe kidneys’ ability to filter blood is impaileand is typically chronic and progressive.
The filtering ability of the kidney is measuredgiesmerular filtration rate, or GFR. Direct measusstof GFR is cumbersome. As a result, it
is typically estimated by measuring blood levelg@itain waste products, creatinine or cystatirr 6ath, and then applying a mathematical
formula that accounts for additional variablesuding age, race and gender, to derive the eGFR &fd eGFR are measured in units of
milliliters per minute per 1.73 meters squared,clihis a typical adult body surface area. An eGFRQ@fo 89 is mild or early stage kidney
disease, 30 to 59 is moderate or mid-stage, 19 te @dvanced or severe kidney disease and belondicates kidney failure requiring
dialysis or kidney transplantation to avoid death.

Urinary excretion of albumin, a common proteintie blood, is believed to indicate kidney damagrugftained for longer than three months.
Albumin excretion is typically measured in termdJACR, a ratio that helps to correct for varialilibh urine concentrations. UACR is
expressed as milligrams of albumin per gram oftareee. A UACR greater than 300 mg/g is referre@somacroalbuminuria and, when
sustained for three months or longer, generallicatds substantial kidney damage. Macroalbumiraméreduced eGFR are independent
indicators of kidney disease. Patients who havh bcroalbuminuria and reduced eGFR are at highfaisrapidly advancing disease, death
or progression to kidney failure.

Type 2 diabetic kidney disease is a highly comphaultifactorial disease involving inflammatory, daiive and fibrotic processes. PDEs a
family of enzymes that regulate diverse pathwayslired in these processes. Different PDEs, inclgdi@veral which CTP-499 inhibits, have
been shown to contribute to kidney damage in preel animal models.

Market

According to the Centers for Disease Control, it 2Gpproximately 26 million people in the Unite@i®s had diabetes, with 90% to 95%
suffering from type 2 diabetes, commonly referre@s$ adulibnset diabetes. According to a 2009 article inAheerican Diabetes Associatir
journalDiabetes Care type 2 diabetes is the leading cause of chradicdy disease. The United States Renal Data Suavegtional data
system that
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collects, analyzes and distributes information alemal-stage renal disease, the most severe stapeariic kidney disease, in the United
States, indicates that diabetes is the leadingecaiusnd-stage renal disease in the United Statggents with type 2 diabetes and chronic
kidney disease have a markedly increased mortalitycompared to type 2 diabetics without chromindy disease.

Patients with end stage renal disease resulting &foronic kidney disease and other causes impsgmadicant economic burden on the
United States, constituting approximately 1.3% afdi¢are beneficiaries but accounting for approxatyad.0% of Medicare expenditures, or
$33 billion, according to the 2012 annual reporthaf United States Renal Data Survey. AccordintpéoUnited States Renal Data Survey, in
2010 in the United States, it cost approximatel§,860 more per year to treat a patient undergogmgddialysis, treatment in which a
machine filters wastes, salts and fluid from theoll, than a patient with chronic kidney disease didanot require hemodialysis.
Consequently, we believe that a drug that wouldydel prevent the progression of renal diseasaladnset of end stage renal disease
would have significant pharmacoeconomic benefits.

Limitations of Current Therapie

Current standard of care for type 2 diabetic kiddisgase is treatment with angiotensin modulafidiese are antihypertensive agents that
have the effect of reducing albuminuria and slovitmgdecline of renal function. However, despieatment with these drugs, many type 2
diabetic kidney disease patients continue to egpes loss in renal function at a rate that is §icamtly faster than normal agetated decline
No new disease modifying treatments for type 2 eligtkidney disease have been approved by the FDRe last decade and we believe
an agent with a novel mechanism, such as CTP-A89can complement the effects of angiotensin nadttul and further slow the
progression toward kidney failure would offer arpontant medical benefit and present a substardiaheercial opportunity.

CTP-499 Phase 2 Clinical Trial

We have completed dosing in the blinded partsPfiase 2 placebo-controlled clinical trial of CTF348 patients with type 2 diabetic kidney
disease and macroalbuminuria. All patients enrahetthe clinical trial are being concurrently tredtwith angiotensin modulators. The clini
trial consists of three parts:

* Part 1—a double-blind, parallel, two-arm, placebo-cor&distudy evaluating the safety and efficacy of 6@of CTP499 twice
daily for 24 weeks. We enrolled 182 patients is firist part of the trial, which we completed in120

» Part 2—a blinded 24-week extension study in which aligrats who completed Part 1 were eligible to cordineceiving 600 mg
of CTP-499 or placebo twice daily. We enrolled p&3ients in this part of the clinical trial and kasompleted dosing 123 of the
143 patients that we enrolled in Part 2 of theictihtrial completed Part 2. We have conductedimpiabry analyses of the
combined 48 weeks of data from Parts 1 and 2 ofliheal trial, but have not yet completed a falalysis of the data from Part
We expect to report final results for the firstw8eks of the trial in the second quarter of 2(

» Part 3—all patients who complete Part 2 are eligiblegioeive 600 mg of CTP-499 twice daily in a 48 wepkrelabel extension
study. We expect the open-label extension studybsicompleted by the end of 2014. As of DecemiieB13, 102 patients had
enrolled in the ope-label extension stud'

The primary objective of the trial was to evalutiite safety and efficacy of treatment with CTP-4@8hmistered in twice daily oral doses of
600 mg in a controlled release formulation for aimium of 24 weeks. The primary endpoint was measan of changes in UACR at 24
weeks. Key secondary endpoints were changes imsemeatinine, eGFR and UACR, as well as safetyudiag incidence of adverse events,
over 48 weeks.

The key criteria for inclusion of patients in thiakincluded the following characteristics:

. eGFR from 23 to 89 mL/min/1.73 m2, which indicaeitd to moderately severe type 2 diabetic kidnesedse
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. having been on a stable angiotensin modulaggimen for a minimum of four weeks prior to infifey screening and nine weeks prior
to initiating dosing

. blood pressure less than or equal to 145/90 mrr

. glycosylated hemoglobin Alc (HbAlc) less tharequal to 10.5%, for the purposes of excludinggpds with poorly controlled blood
glucose; ant

. UACR greater than or equal to 200 mg/g in npalents and 300 mg/g in female patients, raticalmimin to creatinine that are
indicative of substantial kidney damage in menwanden, but not more than 5,000 mg/g, a ratio irtdiesof severe kidney diseas

Phase 2 Clinical Trial Resul

We believe that the preliminary data we have aralytp date from the first 48 weeks of treatmenpsuipthe potential of CTP-499 to help
protect kidney function in patients at risk for ¢yp diabetic kidney disease progression. As desttilelow, we did not achieve statistical
significance in the primary endpoint of the triald weeks. However, while our Phase 2 clinicall tnias not intended to be powered for
statistical significance with respect to serum tin@e or eGFR, and 48 weeks is a limited duratmmmeasuring kidney function, our
preliminary analyses of these key secondary entipaird8 weeks showed potential benefits includimgarly statistically significant impact
on serum creatinine levels and a positive trenelGiFR.

Our preliminary 48 week analyses suggest thatehens creatinine levels of patients who received @9P rose less than those of patients
who received placebo. Serum creatinine is wastdymtathat is cleared by the kidneys and increas@rgm creatinine levels are believed to
indicate worsening of kidney function. Our prelimig analyses indicate that the mean serum creatieirel in the 65 patients receiving CTP-
499 increased by 0.13 mg/dL over the 48 weekseatttnent, as compared to an increase of 0.21 mg/thei58 patients receiving placebo.
The lower value in the case of CTP-499 represeB&Yaimprovement as compared to placebo (p = Osd@a twotailed statistical analysi

at 48 weeks and may indicate a slower declinedridy function in patients treated with CTP-499 ttiasse who received placebo. A two-
tailed analysis is a rigorous statistical test #estesses whether a study drug performs betteorsewhan placebo, as opposed to a one-tailed
analysis that only tests if it is better. The stidal analysis plan for our Phase 2 trial was thasea twotailed analysis. However, many Phi

2 trials use a one-tailed analysis. If analyzed lmne-tailed analysis, the serum creatinine resudtdd be statistically significant (p < 0.05).

Our preliminary analyses of mean eGFR levels inbth@atients receiving CT#39 compared to the 58 patients receiving placéd8 aveek:
did not indicate a statistical difference. Howewar preliminary analyses indicated a favorabladravhich was not statistically significant
48 weeks in reduced incidence of large eGFR dexiimpatients receiving CTP-499 as compared tosplacDeclining eGFR is believed to
indicate worsening of kidney function. In this @meecified analysis, we compared the number of pstiwho experienced eGFR declines «
least 30% and 40% after 48 weeks in the CTP-499mand the placebo group. Our preliminary analysdisated the following:

. Eight out of the 58 patients receiving placetro]l4%, experienced a 30% or greater decline iBRRG&ompared with four out of the 65
patients receiving C1-499, or 6.2% (p = 0.11

. Three out of the 58 patients receiving placeindg.2%, experienced a 40% or greater declin&iRR, compared with one out of the 65
patients receiving C1-499, or 1.5% (p = 0.23

In addition, a preliminary post-hoc analysis weduceted also indicated a statistically significaiféet, at 48 weeks, in reduced incidence of
large increases in serum creatinine levels in pttigeceiving CTP-499 as compared to placebo. ABawveeks, six out of the 58 patients
receiving placebo, or 10.3%, experienced a 50%aaitgr increase in serum creatinine levels, contpaith one out of the 65 patients
receiving CTP-499, or 1.5% (p < 0.05). A 50% inse& serum creatinine levels corresponds matheatigtio between a 30% and a 40%
decline in eGFR.
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We believe that the incidence of large declingddmey function, measured as decreases in eGFRcmrdses in serum creatinine, in drug-
treated versus placebo-treated patients, may lae@ptable primary endpoint for Phase 3 clinicakttpment of a drug candidate for the
treatment of type 2 diabetic kidney disease. Oliebis based on the findings of a December 2012ndific workshop sponsored by the NKF
and the FDA, and subsequent presentations by tHe amidl the FDA. We intend to request in mid-2014madh of Phase 2 meeting with the
FDA to discuss endpoints for Phase 3 clinical depedent of CTP-499.

We have also conducted a preliminary post-hoc arsabf our data at 48 weeks in which we determthatiall but one of the incidents of
30% or greater declines in eGFR occurred in patiesith initial baseline UACR levels above the teéalroliment median, which was about
850 mg/g. This suggests that we may be able toummradsubsequent clinical trial designed to meaanreGFR decline of at least 30% with a
substantially enriched patient population by eimglionly patients with baseline UACR levels that aubstantially higher than the minimum
that was required for our Phase 2 clinical triaCdmP-499. A trial with such an enriched patientylagion would have the potential to provide
the same statistical power to detect a differemte/den placebo and drug treatment as a trial @mgathacroalbuminuric patients with a wic
range of UACR levels, but with a considerably seratiumber of patients.

We did not observe a statistical difference betwgarents receiving CTR99 and patients receiving placebo in change in BAC24 weeks
the primary endpoint of the Phase 2 clinical tli&dwever, our preliminary analyses after 48 wedkseatment indicated that the mean rise in
UACR for the CTP-499 group was 24 mg/g (2.2%) fiaseline mean of 1089 mg/g, compared to a msamfi222 mg/g for the placebo
group from a baseline mean of 1066 mg/g (20.8%,) Qpl3). While UACR has been commonly used as digaror of efficacy in Phase 2
trials in type 2 diabetic kidney disease, it is aotepted by the FDA as an endpoint for a Phasiei8at trial for the treatment of type 2
diabetic kidney disease.

Treatment with CTP-499 was generally well tolerdteBart 1 of our Phase 2 clinical trial. Overaitidence of serious adverse events in Part
1 of the trial was balanced between the placeb®@#band CTP-499 (15.7%) groups. None of the seramlverse events were attributed by
trial investigators to drug treatment and thereenermerically more serious adverse cardiac evamkacebo-treated patients (5.7%) than in
patients who received CTP-499 (3.4%). Two deatlesiwed during Part 1 of the trial. Both deaths oxliin patients in the CTP-499 group;
however, neither was attributed by trial investigatto drug treatment. Discontinuations due to estvevents were comparable in the placebo
(10.2%) and CTP-499 (10.1%) groups. Adverse ewsittsat least 10% incidence in either treatmentgravere gastrointestinal disorders
(22.7% for placebo and 29.2% for CTP-499); infawig15.9% for placebo and 27.0% for CTP-499); viasalisorders (15.9% for placebo
and 9.0% for CTP-499); peripheral edema, fatigukfamer (12.5% for placebo and 11.2% for CTP-488)vous system disorders (9.1% for
placebo and 11.2% for CTP-499); musculoskeletalcmhective tissue disorders (6.8% for placeboln@% for CTP-499); respiratory and
thoracic disorders (6.8% for placebo and 10.1%6P-499); endocrine disorders (4.5% for placeboEhd% for CTP-499); and

metabolism and nutritional disorders (10.2% forcplao and 3.4% for CTP-499). Our preliminary anayefter 48 weeks of treatment also
suggest that levels of serum potassium in patightsreceived CTP-499 were similar to baseline evElevated levels of serum potassium
are considered unsafe and have the potential tbdimsing.
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A summary of the serious adverse events in PafblioPhase 2 clinical trial is shown in the tabédow.

Placebo CTP-499

n=2388 n=2389
Serious Adverse Events
Total serious adverse evel 14(15.99) 14(15.7%)
Cardiac disorder 5(5.7%) 3(3.4%)
Infections 3(3.4%) 5(5.6%)
Vascular disorder 4(4.5%) 1(2.1%)
Neoplasms — 2(2.2%)
Psychiatric disorder — 2(2.2%)
Blood and lymphatic system disords — 1(1.1%)
Gastrointestinal disorde 1(1.1%) —
Nervous system disorde 1(1.1%) —

Data have been collected with respect to safetytalrdability of CTP-499 in Part 2 of the trial. Opreliminary analyses indicates that for
Part 2 of the trial, CTP-499 was generally welktated.

AVP-786
Overview

In February 2012, we granted Avanir an exclusigerise to develop and commercialize deuteratedatagthorphan analogs. Avanir is
developing AVP-786, which is a combination of atdeated dextromethorphan analog and an ultra-lose a@d quinidine, for the treatment of
neurologic and psychiatric disorders. In Februd@¥3 Avanir reported positive results from a Phhsénical trial of AVP-786. In June 201
Avanir reported that the FDA had agreed to an eitpédlevelopment pathway for AVP-786. In Octobet 20Avanir reported plans to
advance AVP-786 into a Phase 2 clinical trial ia $econd half of 2014 for treatment-resistant ma@gmuressive disorder in patients with
insufficient response to conventional anti-depretsa

Avanir currently markets a combination of dextrohmephan and quinidine, NuedeXafor pseudobulbar affect, which is a neurological
condition characterized by involuntary, sudden smahetimes frequent episodes of laughing or cryiing. quinidine in Nuedexta inhibits the
metabolism of dextromethorphan. Without a metabialitbitor such as quinidine, dextromethorpharaigidly metabolized by most humans,
limiting its effectiveness and resulting in the guotion of metabolites that are harmful in largeoants. However, quinidine can cause heart
rhythm changes. As a result, it is preferable toimize dosing of quinidine.

Planned Development by Avai

Avanir has stated that it plans to develop AVP-#88&he treatment of neurologic and psychiatriodiers, including pain, behavioral
disorders, mood disorders and movement disordesgniAhas also reported that it plans to integitatdevelopment of AVP-786 into its
ongoing clinical development program for AVP-923jextromethorphan and quinidine combination prodacididate. Avanir reported that
AVP-786, which includes a lower dose of quinidihart AVP-923, provided approximately the same phaakiaetic exposure as
AVP-923 in a Phase 1 clinical trial. Avanir has aanced conducting Phase 2 or Phase 3 clinicas toeAVP-923 in agitation in Alzheimes’
disease; central neuropathic pain in multiple sdist; levodopa-induced dyskinesia, a movement désaraused by the use of levodopa to
treat Parkinson’s disease; and diabetic peripheratopathic pain.

AVF-786 Clinical Development

Phase 1 Clinical Trialln February 2013, Avanir reported the results cdredomized, double-blind, twavay crossover Phase 1 clinical trial
AVP-786 at a single center in Australia to asskegpharmacokinetic profile,
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safety and tolerability of single and multiple desé AVP-786 both with and without quinidine. InghPhase 1 clinical trial, Avanir used
AVP-923 as a control. The first stage of this studyuded 36 healthy subjects. Twelve additional sulsjeere enrolled in the second stag
the study. Avanir reported results indicating th&tP-786 with a reduced dose of quinidine relativédVP-923 demonstrated a
pharmacokinetic profile comparable to AVP-923 watimparable safety and tolerability.

Planned Phase 2 Clinical Trialn October 2013, Avanir reported that it expectfileoits IND for AVP-786 in the second half of 2014. Ava
was not required to file an IND prior to commencetna its Phase 1 clinical trial of AVP-786 becatisat trial was conducted in Australia.
Avanir reported that, subject to the acceptandtisfIND, it plans to initiate a Phase 2 randomjzadcebo-controlled clinical trial in the
second half of 2014 to evaluate the safety andafji of AVP-786 in patients with treatment-resistamjor depressive disorder. Avanir
reported that it expects to enroll patients witjandepressive disorder who have insufficient resgoto conventional anti-depressants.
Avanir further reported that treatment with AVP-7&6placebo in the trial is expected to be adjwectd treatment with other anti-
depressants.

Expedited Development PaAvanir has reported conducting Phase 2 and Phabei@al trials to evaluate AVP23 and has reported plan:
expedite the completion of one of its ongoing AVE3Zlinical trials to guide development of AVP-7@8anir has stated that it intends to
replace AVP-923 with AVP-786 in future clinical duation and that the FDA has agreed to an expedigeedlopment pathway for AVP-786
that would permit Avanir to reference data generaliering its clinical testing of AVP-923 in its IN@Nnd any future NDA, for AVP-786.

CTP-730

In April 2013, we entered into a strategic collaiam with Celgene related to deuterium-substitutaehpounds for the treatment of cancer or
inflammation. We are initially focusing on one pram; however, the collaboration has the potenti@rtcompass multiple programs. In the
initial program, we have selected CTP-78@roduct candidate for the treatment of inflammatliseases, and expect to begin Phase 1 cl
trials in 2014. We are responsible for developmahtur expense, through the completion of singteraultiple ascending dose Phase 1
clinical trials.

JZP-386

In February 2013, we licensed to Jazz Pharmacdsitivtea commercial rights to deuterated analog®diusn oxybate, including JZP-386,
under an exclusive worldwide license agreementiUpodxybate is the active ingredient in Xyrem, agaription medicine marketed in the
United States by Jazz Pharmaceuticals to treabfwtlte key symptoms of narcolepsy, excessive dayslaepiness and cataplexy. For 2013,
Jazz Pharmaceuticals reported Xyrem annual nez sa569.1 million as compared to net Xyrem safe®378.7 million for 2012.

In preclinicalin vivotesting, JZP-386 demonstrated a prolonged pharniaetidk profile and reduced variability relativegodium oxybate.
We are responsible for conducting specified prédinand clinical activities for JZP-386 throughdaincluding Phase 1 clinical trials. Jazz
Pharmaceuticals is responsible for manufacturiimgozl material and reimbursing us for all costsaasated with our program-related
activities, subject to limitations specified in thgreement, including adherence within a particopéacentage to a development budget. Jazz
Pharmaceuticals is also responsible for conduetimyfunding all further development and commerz#ion of JZP-386.

In December 2013, an IMPD, the basis for initiatdfigical trials in the European Union, was filext 1ZP-386. The IMPD received approval
in January 2014. Jazz Pharmaceuticals has repiided expects a Phase 1 clinical trial of JZP-886e conducted in 2014, following
manufacturing of clinical material. JZ886 is being treated as a Schedule | Controlledtanbe by the DEA and being regulated accordit
See “—Government Regulations—Regulation of Corgtblbubstances” for additional information.
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C-10068

C-10068 is a novel oral deuterium-substituted analfodextroethorphan, a compound with preclinidanacological activities qualitatively
similar to those of dextromethorphan. Dextroetharptvas identified in a collaboration between théidwel Institutes of Health, or NIH, and
Walter Reed Army Institute of Research, or WRAIRidentify analogs of dextromethorphan with imprdwleerapeutic properties. Similar to
dextromethorphan, dextroethorphan forms the unalgisimetabolite dextrorphan, but to a lesser degree

We believe that C-10068 has the potential to fpeat and seizure-generating diseases and injsties, as epilepsy, ischemic stroke and
traumatic brain injury. C-10068 has demonstratadsaizure activity irin vivo preclinical studies in animals. C-10068 has alswsh
therapeutic potential for the treatment of paimirivomodels. In addition, we have found that C-100681®tess dextrorphan than either
dextromethorphan or dextroethorpfiarvitro in human liver microsomes, which are small pariééolated in the laboratory to study
metabolism. We have conducted a portion of ourljpieal program for C-10068 in collaboration withet National Institute of Neurological
Disorders and Stroke and WRAIR. We are conductimthér preclinical evaluation of C-10068.

OTHER PRECLINICAL PROGRAMS AND PIPELINE OPPORTUNITI ES

We are also conducting a number of other preclimioagrams, including deuterated ivacaftor for plogential treatment of cystic fibrosis and
chronic obstructive pulmonary disease and deutgatgziquantel in collaboration with the Therapesifor Rare and Neglected Diseases
division of the NIH for the treatment of schistosasis and other parasitic diseases.

We have discovered a significant number of addii@ompounds utilizing our DCE Platform that hawtemtial application in many differe
therapeutic areas, including oncology, central oesvsystem disorders, inflammation and antivifdle.are evaluating these programs for
possible further development, either by us alonia aollaboration with another party.

COLLABORATIONS

We are party to a number of collaborations forrsearch, development and commercialization ofestatéd compounds. Through
December 31, 2013, we had received an aggreg&e06f0 million in upfront and milestone paymentgjity investments and research and
development funding from current and former coltations. Under our current collaborations, which @escribed below, we have the
potential to receive up to $1.6 billion in futurél@stone payments, including over $1.2 billion @search, development and regulatory
milestones, as well as royalties on any futurepnetiuct sales.

Celgene

Overview.n April 2013, we entered into a master developnaamt license agreement with Celgene, which is pilynfbcused on the
research, development and commercialization ofiipdaeuterated compounds targeting cancer oanimfhation. The collaboration is
initially focused on one program, but has the piéito encompass up to four programs. For théainirogram, we granted Celgene an
exclusive worldwide license to develop, manufacamd commercialize deuterated analogs of a selectedeuterated compound and cert
close chemical derivatives thereof. We further tgdrCelgene licenses with respect to two additipnagirams and an option with respect"
third additional program. We and Celgene have ahjosethe non-deuterated compounds for each ofabetlditional license programs. For
the option program, Celgene may select the nonedatetd compound at a later time, which, unlessraike agreed by us, will be limited to a
compound for which Celgene possesses exclusivesriglith respect to the two additional license paogs, we granted Celgene an upfront
exclusive worldwide license to develop, manufacamd commercialize deuterated products that codierated analogs of the agreed non-
deuterated compounds. Celgene is restricted frdiming their research, development and commerzédion rights under each of the upfront
licenses, unless, within seven
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years after the effective date of the agreemerigede pays us a license exercise fee. If Celgeas dot elect to pay the license exercise
during the seven year period, the license will expiVith respect to the option program, once a aamg is selected, Celgene may exercise
its option by paying us an option exercise fee inifeven years of the effective date of the agreénamd upon Celgene’s exercise of the
option we will grant to Celgene an exclusive woridevlicense to develop, manufacture and commezeialeuterated products that contain
deuterated analogs of the selected non-deuterategaund.

Research Obligation'We are responsible for conducting and funding neseand early development activities for the imiieogram at our
own expense pursuant to agreed upon developmerg.glais includes the completion of single and iplétascending dose Phase 1 clinical
trials and any mutually agreed upon additional BHaslinical trials, as set forth in the developigan and approved by the joint steering
committee for the collaboration.

We do not have any obligation to conduct any resear development activities for any of the additibprograms unless and until Celgene
exercises its rights with respect to such prograthgays us the applicable exercise fee. If Celgaeecises its rights with respect to any
additional program and pays us the applicable ésefee, we are responsible for conducting reseandndevelopment activities at our own
expense pursuant to agreed upon development pfaihthe completion of the first Phase 1 clinicddk, which will be defined in each
development plan on a program-psegram basis. In addition, if Celgene exercisesigthts with respect to the option program andspas/th
applicable exercise fee, we are responsible fdiisgeo generate a deuterated compound for clirdegklopment in the selected option
program at our own expense.

Celgene is responsible for all development costis mispect to the initial program beyond the PHasknical trials that we conduct. If
Celgene exercises its rights with respect to amljtiadial program, Celgene will be solely resporssifar all research, development and
commercialization costs for such program followihg completion of the first Phase 1 clinical tfa such program.

Following its assumption of responsibility for dés@ment costs of a product candidate, Celgeneysimed to use commercially reasonable
efforts to develop, obtain regulatory approvaldod commercialize the product candidate until girob, if any, as Celgene determines in its
reasonable discretion based on comparative mditratghat product candidate does not represerbstamtial improvement over the
corresponding non-deuterated compound.

GovernanceOversight of the development program for each aategf licensed products under the agreement idegliby separate joint
steering committees. There is likewise a joint ppt®mmittee to discuss and guide all matters figratents owned by or licensed to us
relating to the licensed products.

PaymentsUnder the terms of the agreement, we received aefomdable upfront payment of $35.0 million. Irdéwn, we are eligible to
earn up to $23.0 million in development milestoagrpents, including $8.0 million related to the cdatipn of a Phase 1 clinical trial, up to
$247.5 million in regulatory milestone payments apdo $50.0 million in sales-based milestone payseslated to products within the
initial program. If Celgene exercises its rightshaiespect to either of the two additional licepsegrams, we will receive a license exercise
fee for the applicable program of $30.0 million amitl also be eligible to earn up to $23.0 milliondevelopment milestone payments and up
to $247.5 million in regulatory milestone paymefutsthat program. Additionally, with respect to oofethe additional license programs we
are eligible to receive up to $100.0 million inesabased milestone payments based on net salesdafgs, and with respect to the other
additional license program we are eligible to reeeip to $50.0 million in sales-based milestonenpenyts based on net sales of products. If
Celgene exercises its option with respect to thmogrogram in respect of a compound to be idexdtiat a later time, we will receive an
option exercise fee of $10.0 million and will béélle to earn up to $23.0 million in developmerntastone payments and up to $247.5
million in regulatory milestone payments.

In addition, with respect to each program, Celgsrrequired to pay us royalties on net sales ol diaensed product at defined percentages
ranging from the mid-single digits to low doublgits below 20%, on worldwide
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net product sales of licensed products. The royalty for each licensed product in each counttiiésperiod commencing with first
commercial sale of the applicable licensed produtiie applicable country and ending on the latésixpiration of specified patent coverage,
expiration of regulatory exclusivity or 10 yeardidaving commercial launch. The royalty rate is redd, on a country-by-country basis,
during any period within the royalty term when #é no patent claim or regulatory exclusivity cong the licensed product in the particular
country.

Exclusivity RestrictionsDuring the term of the agreement, we may not rebealevelop or commercialize, or grant or offegtant a third
party a license to research, develop or commezeiadiny licensed product, and with respect to i@ program, certain products that
Celgene has the right to select as an option ptpdtier than pursuant to the agreement.

Term and TerminatiorThe agreement will expire upon the later of theesdly anniversary of the effective date of the ages® and the
expiration of all royalty terms with respect to kdicensed product in each country. Celgene hasghéto terminate the agreement, in whole
or only with respect to a particular licensed prdupon 60 days prior written notice to us. Theeagient may also be terminated by us ir
event of an uncured material breach by Celgerteelagreement is terminated for any reason, tkadies granted by us to Celgene will
terminate and specified rights to licensed produdtisrevert to us.

Avanir

Overview.In February 2012, we entered into a developmentiaadse agreement with Avanir under which we gedrvanir an exclusive
worldwide license to develop, manufacture and coroialize deuterated dextromethorphan containinglpets. Avanir is initially focused ¢
developing AVP-786, which is a combination of at@eated dextromethorphan analog and an ultra-lose @6 quinidine, for the treatment of
neurologic and psychiatric disorders.

Research ObligationtUnder the agreement, upon Avagirequest we are obligated to provide researctdanelopment services with resp
to licensed products pursuant to an agreed up@arels and development plan until the first acceganf an IND for any licensed product
filed by Avanir or its affiliates or sublicenseesthe United States, European Union or Japan. Welaigated to use commercially reason
efforts to conduct and complete the activitiesgresil to us under the agreement. Avanir is requoese commercially reasonable efforts to
develop and commercialize licensed product canegdftr specified numbers of indications in the BadiStates, European Union and Japan.
Avanir is responsible for funding 100% of our rasbeand development costs incurred under the dpredat plan or for activities conducted
at Avanir's request, including pass-through cost @ rate per full-time equivalent, or FTE, yeapof employees’ time, which we mutually
agreed to, subject to limitations specified in éiggeement. However, Avanir is currently conductiigesearch and development activities
without our services.

GovernanceQOur collaboration with Avanir is guided by a josteering committee. There is likewise a joint patammmittee to discuss and
guide all matters for any patents owned by or keghto us relating to the licensed products orratise filed with respect to certain
inventions within the scope of the collaboration.

PaymentsUnder the agreement, we received a non-refundadftent payment of $2.0 million and a milestone paytof $2.0 million in
2013. We are also eligible to receive, with respedicensed products comprising a combinationeftdrated dextromethorphan and
quinidine, up to $4.0 million in development mile@sé payments, including $2.0 million related tdiation of dosing in a Phase 2 or Phase 3
clinical trial for AVP-786, up to $37.0 million iregulatory and commercial launch milestone paymantsup to $125.0 million in sales-
based milestone payments based on net productcfdiesnsed products. In addition, we are eligitalehigher development milestones, uj
an additional $43.0 million, for licensed produtttat do not require quinidine. Avanir is currendigveloping deuterated dextromethorphan
only in combination with quinidine. Avanir alsonsquired to pay us royalties at defined percentageging from the mid-single digits to low
double digits below
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20% on worldwide net product sales of licensed pectel The royalty term for each licensed produ@anh country is the period commenc
with first commercial sale of the applicable licedproduct in the applicable country and endinghenlater of expiration of specified patent
coverage or 10 years following commercial laundine Toyalty rate is reduced, on a country-by-coubtis, during any period within the
royalty term when there is no patent claim covethmglicensed product in the particular country.

Exclusivity RestrictionsDuring the term of the agreement, neither we ncaiwmay research, develop or commercialize anglyorbthat
contains deuterated dextromethorphan or grantfer aflicense under any deuterated dextromethorppacific intellectual property, other
than pursuant to the agreement. We are also subjeettain additional exclusivity restrictionssat forth in the agreement, including certain
restrictions on the development, commercializatiod licensing of deuterated dextromethorphan asakgh as C-10068, for the treatment
of pseudobulbar affect or behavioral symptoms imeletia patients.

Term and TerminationThe agreement will expire on a licensed productitsnsed product and country-by-country basis endéite of the
expiration of the applicable royalty term with respto each licensed product in each country. Ratig the earlier of the completion of a
specified Phase 2 clinical trial milestone or theand anniversary of the effective date of the emgent, Avanir has the right to terminate the
agreement upon 90 days prior written notice toNis.may terminate the agreement if Avanir ceaseet@lop or commercialize licensed
products and does not recommence development aneocralization efforts following our notice to AvianThe agreement may also be
terminated by either Avanir or us in the eventmuacured material breach by the other party.

If the agreement is terminated for any reasonlite@ses granted by us to Avanir will terminatertker, if the agreement is terminated, other
than by Avanir as a result of our material breacthe agreement, specified rights to licensed petslwill revert to us and Avanir will be
required, following our request, to grant us ani&e under specified intellectual property contblby Avanir and related to licensed products.
If the termination takes place after the completiba Phase 2 clinical trial for a licensed prodwet are required to pay a royalty on our net
product sales of licensed products until such tamévanir has recovered a multiple of the out-ofket expenses paid by Avanir to develop
the licensed product prior to termination of theesmgnent. If the termination takes place after Avhas generated Phase 3 clinical data, we
are generally restricted for a specified periotirok following termination from marketing any licgad product that is approved by the
applicable regulatory authority based on the PBad@ical data generated by Avanir.

Jazz Pharmaceuticals

Overview.In February 2013, we entered into a developmentiaadse agreement with Jazz Pharmaceuticals éarels, develop and
commercialize products containing deuterated sodixyibate, or D-SXB. We are initially focusing oneoanalog, designated as JZP-386.
Under the terms of the agreement, we granted Jaamfaceuticals an exclusive, worldwide, royalty+breplicense under intellectual
property controlled by us to develop, manufactureg eommercialize D-SXB products including, but histited to, JZP-386.

Research Obligation'We, together with Jazz Pharmaceuticals, are comducertain development activities for a Phasdriaal trial with
respect to JZP-386 pursuant to an agreed uponajmweht plan. We are responsible under the developptan for conducting a Phase 1
clinical trial with respect to JZP-386. Thereaftuy obligations to conduct further developmenivaéts are subject to mutual agreement.
Jazz Pharmaceuticals has assumed all manufactespgnsibilities. Pursuant to the agreement, osiisdor activities under the development
plan, including pass-through costs and the costaipEmployees’ time at a rate per full-time eqlémayear of our employees’ time, which
we mutually agreed to, are reimbursed by Jazz Pd@euaticals. This reimbursement is subject to lititites specified in the agreement,
including adherence within a particular percentagihe development budget. Under the agreemert,Plaarmaceuticals is subject to
specified diligence obligations regarding the depetent and commercialization of licensed products.

GovernanceOur collaboration with Jazz Pharmaceuticals is edibdy a joint steering committee and a joint patemmittee.
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PaymentsUnder the agreement, we received a non-refundattent payment of $4.0 million and we are eligibbereceive an aggregate of
up to $8.0 million in development milestone paynsenp to $35.0 million in regulatory milestone paynts and up to $70.0 million in sales
milestone payments based on net product salesavfded products. In addition, Jazz Pharmaceutxatgiuired to pay us royalties at defined
percentages ranging from the mid-single digitote touble digits below 20%, on a country-by-couratng licensed product-by-licensed
product basis, on worldwide net product salesagfised products. The royalty term for each licepseduct in each country is the period
commencing with first commercial sale of the apgile licensed product in the applicable country emding on the later of the expiration of
specified patent coverage or 10 years following mantial launch. The royalty rate is lowered, oroantry by country basis, under certain
circumstances as specified in the agreement.

Exclusivity RestrictionsDuring the term of the agreement, subject to exoaptspecified in the agreement, we may not granffer a licenst
or other rights to a third party with respect toresearch, develop, manufacture or commercidz8XB compounds, licensed products,
sodium oxybate or any compounds that are stru¢yusatilar to and have substantially similar bioilog activity to D-SXB.

Term and TerminationThe agreement will expire on a licensed productitsnsed product and country-by-country basis endéite of the
expiration of the applicable royalty term with respto each licensed product in each country. Bazgmaceuticals may terminate the
agreement, on a country-by-country basis or ierit$rety, upon 90 days prior written notice to W& may terminate the agreement upon
written notice to Jazz Pharmaceuticals if Jazz mhaeuticals decides to permanently cease develdmndrcommercialization of all licens
products. We may also terminate the agreemenzif Baarmaceuticals has abandoned development oneaialization activities for
licensed products and following notice from us deesresume development or commercialization a@tvi The agreement may also be
terminated by either party in the event of an uadunaterial breach by the other party.

If the agreement is terminated for any reasonlite@ses granted by us to Jazz Pharmaceuticalsr@sgiect to DEXB products will terminat
and specified rights to licensed products will it¥e us. In addition, at our request, both panwdkenter into good faith negotiations to ag
upon commercially reasonable royalties payabledfoua non-exclusive license under intellectualpgrty controlled by Jazz
Pharmaceuticals, and made in the course of devgjdjgensed products, to develop, manufacture antheercialize licensed products.

Following termination of the agreement with respgeca country or countries, but not in its entirdty Jazz Pharmaceuticals for Jazz
Pharmaceuticals’ convenience, Jazz Pharmaceutieprovide us written notice that it desires tatoae or recommence development and
commercialization of licensed products in such ¢guar countries, in which event Jazz Pharmacelstitiaense with respect to D-SXB
products in such country or countries and corregjpgnpayment obligations under the agreement \eilidinstated except in specified
circumstances in which we have previously notifledz Pharmaceuticals of our intent to develop ormercialize licensed products in such
country or countries either directly or throughhad party licensee.

INTELLECTUAL PROPERTY

We protect our product candidates through the tipatents, trade secrets and careful monitoringuofproprietary know-how. As of
February 28, 2014, we held more than 100 issueshfmtvorldwide, including 50 issued patents inlimni¢ed States. Our patents and patent
applications, if they issue as patents, for oud lgagrams expire between 2028 and 2034.

CTP-354

We hold U.S. patents covering the composition oftenaf CTP-354 and related compounds. These paéxpire in 2029. We also have a
pending U.S. patent application claiming composgiand methods covering CTP-354. We have correspgisbued patents in Europe and
Japan that expire in 2029. We have retained ahe@CTP-354 patent rights.
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CTP-499

We hold a U.S. patent that covers the compositfanaiter of CTP-499 and related compounds. Thismiagxpires in 2029. We also have
pending U.S. patent applications that cover CTPat8®related compounds. We have two patent apigitator CTP-499 in Europe and two
issued patents in Japan that cover the composifiomatter of CTP-499. Patents that issue from thegean patent applications would expire
in 2029 and 2030. The issued Japanese patente éx@@029 and 2030. We have retained all of the-@9® patent rights.

AVP-786

We hold U.S. patents covering the composition oftenand methods of use of the deuterated dexttwmnghan analog that comprises AVP-
786. These patents have expirations from 2028 30.20/e also have a pending U.S. patent applicatimering methods of use of certain
other dextromethorphan compounds. We have correépgissued patents in Europe and Japan that eixp2@28. We have granted
exclusive licenses under these patent rights tava

Celgene Collaboration

We hold U.S. patents and a U.S. patent applicatimering the composition of matter of deuterateal@ys of one of the compounds that we
have exclusively licensed to Celgene and U.S. pafgplications covering other compounds that weehaxclusively licensed to Celgene. 1
patents expire in 2030 and the patent applicatibrssued as patents, would expire between 2022834. We also have provisional U.S.
patent applications for compounds that we haveuskatly licensed to Celgene. We have issued pateriarope and Japan for compounds
that we have exclusively licensed to Celgene thpire between 2029 and 2034.

JZP-386

We hold a U.S. patent covering the composition after of deuterated analogs of sodium oxybateudiol JZP-386, and their methods of
use for treating certain diseases and disordeskidimg narcolepsy, as well as a corresponding tb8tinuing application. The expiration of
this patent and this application occur in 2030. Mgkl a corresponding European patent that expire®380. We also have patent applications
in the United States, Europe and Japan that c@r4386 and related compounds and their methodseofar treating certain diseases and
disorders, including narcolepsy that, if issueduldcexpire in 2032. We have granted exclusive Besnunder these patent rights to Jazz
Pharmaceuticals.

C-10068

We have allowed U.S. patent claims for the commsibf matter of C-10068, and methods of use feating certain diseases and disorders.
The expiration of a patent issuing from these gedeplications would be in 2029. We have a corradpw issued patent in Europe expiring
in 2029 and a patent application in Japan thésifed as a patent, would expire in 2029. We hetaéned all of the C-10068 patent rights.

Other Product Candidates

We also have patent portfolios that are relateslnamber of other programs. These patent portfaliesvholly owned by us. These include
issued patents or patent applications that claintedlated analogs of more than 90 non-deuterategsdmd drug candidates.

The term of individual patents depends upon thellegm of the patents in the countries in whickytare obtained. In the United States and
other countries in which we file, the patent teen20 years from the earliest date of filing a noovfsional patent application.

Under U.S. patent law, the patent term may be elet@by patent term adjustment due to certain fdlaf the U.S. Patent and Trademark
Office to act in a timely manner. The patent teffra patent that covers an FDA-
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approved drug may also be eligible for patent textension, which permits patent term restorationcaspensation for the patent term lost
during the FDA regulatory review process. The Haldéixman Act permits a patent term extension ofaufive years beyond the expiration
of the patent. The length of the patent term extenis related to the length of time the drug islemregulatory review. Patent extension
cannot extend the remaining term of a patent beyotadal of 14 years from the date of product apakand only one patent applicable to an
approved drug may be extended. Similar provisioesagailable in Europe and other non-U.S. jurisditt to extend the term of a patent that
covers an approved drug. In the future, if and winénpharmaceutical products receive FDA appravalexpect to apply for patent term
extensions on patents that we believe are elidirlsuch extension. We also intend to seek paggnt extensions in other jurisdictions where
these are available. However, there is no guardhstehe applicable authorities, including the FDMII agree with our assessment of
whether such extensions should be granted, andikgeanted, the length of such extensions.

We also rely on trade secrets and careful monigooinour proprietary knowow to protect aspects of our business that aramenable to,
that we do not consider appropriate for, patentgutoon, including our DCE Platform, such as:

. our methods of evaluating candidate compoundsédatetation

. our bioanalytical methods for identifying an@asuring metabolites formed by tihevitro andin vivo metabolism of deuterated
compounds

. our analytical methods for evaluating how stecdeuterium substitution affects different phaookinetic and metabolic parameters in
in vitro andin vivosystems; an

. our methods to determine the degree of deuterilmstigution in compounds we manufacttL

MANUFACTURING AND SUPPLY

We have developed the internal capability to martuf@ up to low kilogram quantities of deuteratetive pharmaceutical ingredients for use
in Phase 1 clinical trials. Our manufacturing filigibccupies approximately 700 square feet at aatlify in Lexington, Massachusetts.

While our manufacturing capabilities can supporgthl clinical trials, we currently rely, and expeccontinue to rely, on third parties for
the manufacture of product candidates for our cdihirials, including the ongoing clinical trial§ @TP-354 and, potentially, of CTP-499. We
obtain these manufacturing services, including blothmanufacture of the active pharmaceutical iigrés and finished drug product, on a
purchase order basis and have not entered intet@ngcontracts with any of these third party maetirers. We expect to rely on third
parties for commercial manufacturing for any of ptwduct candidates that receive marketing approval

We have successfully transferred the methods wénuser internal manufacturing to our third partamufacturers, allowing them to produce
multi-kilogram quantities of clinical trial mateflsawith similar efficiency as we manufacture compdsiinternally. If any of our third party
manufacturers should become unavailable to usrpr@ason, we believe that there are a numbertehgal replacements, although we
might incur some delay in identifying and qualifgisuch replacements.

We believe that all of the deuterium that we usmanufacturing our product candidates is curred#isived, directly or indirectly, from
deuterium oxide. For most of our deuterium suppéyrely on bulk supplies of deuterium oxide, which eurrently source from two supplie
one located in the United States and one locateshdbwhich is affiliated with a foreign governmewte may establish deuterium oxide
supply arrangements with an additional supplielictviis located outside of the United States araffiated with a foreign government. It is
also possible that our current U.S. supplier ofteléum oxide relies on our current foreign supplas well as our potential future foreign
supplier, for its supply of deuterium oxide, altigbuve are not familiar with its procurement proesssn order to internationally transport
deuterium oxide that we purchase from either ofehtevo foreign suppliers, we, or our U.S. supphesy be required to obtain an export
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license from the country of origin and we may bguieed to obtain an International Import Certifiedtom the country of destination. We are
also required to obtain an export license fromNlnelear Regulatory Commission before shipping déwte oxide from the United States to
any contract manufacturer in another country. Eddhese documents specifies the maximum amoudéwterium oxide that we, or our
suppliers, are permitted to either import or exploriparticular, in order to obtain additional slieg of deuterium oxide from the foreign-
government affiliated supplier from which we haweghased deuterium oxide, we will be required ttawmban additional export license from
the country of origin and a U.S. import certificai€hile we have obtained similar licenses and fieaties in the past, we may not be able to
obtain them in the future in a timely manner oalat

Certain of our manufacturing processes for our pebdandidates incorporate deuterium by using datge chemical intermediates or
reagents that are derived from deuterium oxide ti@ideuterated chemical intermediates and reageatare not subject to the license
requirements applicable to deuterium oxide. Howether manufacturer of the deuterated chemicalrimeeliate or reagent may themselves be
required to obtain deuterium oxide under applicdibEnsing requirements. Most of the manufactuoéthiese deuterated chemical
intermediates and reagents are not located in dearhat produce bulk quantities of deuterium exitiherefore, our ability to source these
deuterated chemical intermediates or reagentsieflend on the ability of these manufacturers taintteuterium oxide from other countri

We purchase our raw materials on a purchase oed#s bnd have not entered into long-term contsaittsany of these third party suppliers.
We believe that the raw materials for our prodactdidates are readily available and that the dostamufacturing for our product candidates
will not preclude us from selling them profitablfyapproved for sale.

COMMERCIALIZATION

We have not yet established a sales, marketingootugt distribution infrastructure. We plan to aseombination of third party collaboration,
licensing and distribution arrangements and a feduss-house commercialization capability to sell ahour products that receive marketing
approval. With respect to the United States, wa pdaseek to retain full commercialization rights products that we can commercialize v
a specialized sales force and to retain co-promaticsimilar rights when feasible in indicationgué&ing a larger commercial infrastructure.
We plan to collaborate with third parties for conmoi@lization in the United States of any produbit require a large sales, marketing and
product distribution infrastructure. We also plarcollaborate with third parties for commercialiratoutside the United States.

We plan to build a marketing and sales managenrganization to create and implement marketing agrias for any products that we mar
through our own sales organization and to overadesapport our sales force. We expect the respititisof the marketing organization
would include developing educational initiativegtwiespect to approved products and establishiatjgeships with thought leaders in
relevant fields of medicine.

COMPETITION

The biotechnology and pharmaceutical industriecheagacterized by rapidly advancing technologiet®rise competition and a strong
emphasis on proprietary products. Any product aates that we successfully develop and commereialit compete with existing

therapies and new therapies that may become alaifathe future. There are a number of large pla@eutical and biotechnology companies
that currently market and sell products or are yingsthe development of product candidates forts@tment of spasticity, kidney disease,
neurologic disorders, cancer and inflammation kigneindications for our priority programs. Sevdeabe pharmaceutical and biotechnology
companies have also begun to cover deuteratedgmaldheir product candidates in patent applicestiand may choose to develop these
deuterated compounds. In addition, we know of dogebhnology company, Auspex Pharmaceuticals, &nd, possibly two others, DeutRx
LLC and
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Berolina innovative Research and Development Sesvitharma GmbH, that are developing product catedidesed on deuterium
substitution. Potential competitors also includadsmmic institutions, government agencies and gitiblic and private research organizatic

Many of our existing and potential future compettbave significantly greater financial resourced expertise in research and development,
manufacturing, preclinical testing, conducting idal trials, obtaining regulatory approvals and keding approved products than we do.
Mergers and acquisitions in the pharmaceuticallaotchnology industries may result in even mos®ueces being concentrated among a
smaller number of our competitors. Smaller or eathge companies may also prove to be significamipetitors, particularly through
collaborative arrangements with large and estabtistompanies. These competitors also compete with recruiting and retaining qualified
scientific and management personnel and estabfjstinical trial sites and patient registration @inical trials, as well as in acquiring
technologies complementary to, or necessary farpmgrams.

The key competitive factors affecting the succéssl®f our product candidates, if approved, dkely to be their efficacy, product labeling,
side effect profiles, safety, convenience, pri@tipularly if there is generic competition, difertiation from their corresponding non-
deuterated compounds when applicable, and theadnlal of reimbursement from government and otthénd party payors.

Our commercial opportunity could be reduced or &lated if our competitors develop and commerciglimeducts that are safer, more
effective, have fewer or less severe side efferessmore convenient or are less expensive thapmrtucts that we or our collaborators may
develop. Our competitors also may obtain FDA oeotlegulatory approval for their products soonantive or our collaborators may obtain
approval for ours, which could result in our conifjpes establishing a strong market position befeecor our collaborators are able to enter
the market.

In addition, we anticipate that some of the prodwzctdidates that we or our collaborators may deveditl be deuterated analogs of approved
drugs, some of which are or will then be availadriea generic basis. If such deuterated analogammeved, we expect that they will comg
against branded and generic mguterated compounds in the same indications lasedhanced efficacy, safety or convenience ofngpdf
physicians do not believe that a product that weusrcollaborators develop offers substantial ath@es over the corresponding non-
deuterated compound, or that the advantages offgredir product as compared to the correspondimgdeuterated compound are not
sufficient to merit the increased price over theresponding non-deuterated compound that we ocallaborators would seek, physicians
might not prescribe our product.

If the product candidates for our priority prograame approved for the indications for which we or collaborators are currently undertaking
clinical trials, they will compete with the therapidiscussed below and will likely compete withenttherapies that are currently in
development.

CTP-354

We are initially developing CTP-354 for the treatrhef spasticity associated with multiple sclerasisl spinal cord injury. Current first-line
treatment for spasticity includes oral and locarstig and physical and occupational therapy. Falrdsugs have been approved in the United
States for the treatment of spasticity: baclofeorgsal), tizanidine (Zanaflex), diazepam (Valiuamd dantrolene (Dantrium), each of which
is available on a generic basis. Spasticity is tilsated through localized injections of botulintowrin. In addition, there are several
potentially competitive product candidates in Phasénical development being pursued by pharmacaland biotechnology companies,
including GW Pharmaceuticals plc and Osmotica Phaeuticals Corp.

CTP-499

The current standard of care for type 2 diabetin&y disease in patients with macroalbuminuriaeiattnent with angiotensin modulators.
Angiotensin modulators are available on a genaagish We are developing CTP-
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499 as an additive treatment to this current st@hdbcare. If CTP-499 receives marketing approiahay also face competition from a
number of product candidates that are currentbfiitical development, including potentially compie® product candidates in Phase 3
clinical development being pursued by AbbVie Idanssen Research & Development LLC and NephroGémex,

AVF-786

Avanir is developing AVP-786 for the treatment elunologic and psychiatric disorders. There arerabar of marketed drugs and product
candidates in clinical development for these intitices.

GOVERNMENT REGULATIONS

Government authorities in the United States, afeéderal, state and local level, and in other coesiand jurisdictions, including the
European Union, extensively regulate, among othiegs, the research, development, testing, manufamnanufacturing changes,
packaging, storage, recordkeeping, labeling, athiegt promotion, sales, distribution, marketinggdamport and export of pharmaceutical
products. The processes for obtaining regulatopy@gls in the United States and in foreign coestand jurisdictions, along with
subsequent compliance with applicable statutesegulations and other regulatory authorities, regthie expenditure of substantial time and
financial resources.

Review and Approval of Drugs in the United States

In the United States, the FDA regulates drugs uiitierFederal Food, Drug, and Cosmetic Act, or FD&#d implementing regulations. The
process of obtaining regulatory approvals and tisasguent compliance with appropriate federalestatal and foreign statutes and
regulations requires the expenditure of substatitisd and financial resources. Failure to complihwie applicable U.S. requirements at any
time during the product development process, agbnorocess or after approval, may subject an agpliand/or sponsor to a variety of
administrative or judicial sanctions, includingusél by the FDA to approve pending applicationshdrawal of an approval, imposition of a
clinical hold, issuance of warning letters and otigpes of letters, product recalls, product saigutotal or partial suspension of production or
distribution, injunctions, fines, refusals of gomerent contracts, restitution, disgorgement of pspbr civil or criminal investigations and
penalties brought by the FDA and the Departmerdusfice or other governmental entities.

An applicant seeking approval to market and diataka new drug product in the United States myst&jly undertake the following:

. completion of preclinical laboratory tests,raal studies and formulation studies in compliandé the FDA's good laboratory practice,
or GLP, regulations

. submission to the FDA of an IND, which allows huntdinical trials to begin unless the FDA objectshin 30 days
. approval by an independent institutional reviewrdoar IRB, representing each clinical site befeaeh clinical trial may be initiate

. performance of adequate and well-controlled &uilinical trials in accordance with the FDA's @mnt Good Clinical Practices, or
cGCPs, to establish the safety and efficacy optloposed drug product for each indicati

. preparation and submission to the FDA of an NI
. satisfactory review of the NDA by an FDA advisogntmittee, where appropriate or if applicat

. satisfactory completion of one or more FDA iesfions of the manufacturing facility or facilitias which the drug product, and the
active pharmaceutical ingredient or ingredientsdbg are produced to assess compliance with dugasd manufacturing practices ¢
to assure that the facilities, methods and conamdsadequate to ensure the pro’s identity, strength, quality and puri
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. payment of user fees and securing FDA approvdi®@NDA,; and

. compliance with any pc-approval requirements, including REMS and -approval studies required by the FC

Preclinical Studies and an IN

Preclinical studies can include vitro and animal studies to assess the potential forrad\eyents and, in some cases, to establish aabgio
for therapeutic use. The conduct of preclinicatlsts is subject to federal regulations and requams) including GLP regulations. Other
studies include laboratory evaluation of the pustability and physical form of the manufacturedgisubstance or active pharmaceutical
ingredient and the physical properties, stabilitd aeproducibility of the formulated drug or drugg@uct. An IND sponsor must submit the
results of the preclinical tests, together with ofanturing information, analytical data, any avliéaclinical data or literature and plans for
clinical studies, among other things, to the FDApag of an IND. Some preclinical testing, suchosgerterm toxicity testing, animal tests
reproductive adverse events and carcinogenicity, eoatinue after the IND is submitted. An IND auwtinally becomes effective 30 days
after receipt by the FDA, unless before that time EDA raises concerns or questions related toposed clinical trial and places the trial on
clinical hold. In such a case, the IND sponsor thedFDA must resolve any outstanding concerns befw clinical trial can begin. As a
result, submission of an IND may not result in Bi2A allowing clinical trials to commence.

Following commencement of a clinical trial underlBid, the FDA may place a clinical hold on thaatriA clinical hold is an order issued by
the FDA to the sponsor to delay a proposed cliriatstigation or to suspend an ongoing investigatA partial clinical hold is a delay or
suspension of only part of the clinical work regedsunder the IND. For example, a specific protaegbart of a protocol is not allowed to
proceed, while other protocols may do so. No mbaa t30 days after impaosition of a clinical holdpartial clinical hold, the FDA will

provide the sponsor a written explanation of thedtor the hold. Following issuance of a clinibald or partial clinical hold, an investigati
may only resume after the FDA has notified the spothat the investigation may proceed. The FDA béke that determination on
information provided by the sponsor correcting dieéiciencies previously cited or otherwise satisfythe FDA that the investigation can
proceed.

Human Clinical Studies in Support of an NI

Clinical trials involve the administration of theviestigational product to human subjects undestipervision of qualified investigators in
accordance with cGCP requirements, which includeray other things, the requirement that all reseaubjects provide their informed
consent in writing before their participation inyatlinical trial. Clinical trials are conducted wrdwritten study protocols detailing, among
other things, the objectives of the study, the patars to be used in monitoring safety and thectffeness criteria to be evaluated. A prot:
for each clinical trial and any subsequent prot@néndments must be submitted to the FDA as pdinediND. In addition, an IRB
representing each institution participating in ¢himical trial must review and approve the plandoly clinical trial before it commences at t
institution, and the IRB must conduct continuingiesv and reapprove the study at least annually.IRiBemust review and approve, among
other things, the study protocol and informed cahggormation to be provided to study subjects.IRB must operate in compliance with
FDA regulations. Information about certain clinitdhls must be submitted within specific timefrare the NIH for public dissemination on
their ClinicalTrials.gov website.
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Human clinical trials are typically conducted imeta sequential phases, which may overlap or be icaub

Phase 1: The product candidate is initially introduced ift@althy human subjects or patients with the tadgetase or condition and
tested for safety, dosage tolerance, absorptiotgbosm, distribution, excretion and, if possililegain an early indication of
its effectiveness

Phase 2: The product candidate is administered to a limgtatient population to identify possible adverseef and safety risks, to
preliminarily evaluate the efficacy of the prodimt specific targeted diseases and to determinagdo®lerance and optimal
dosage

Phase 3: The product candidate is administered to an exghpegent population, generally at geographicaipdrsed clinical trial site
in well-controlled clinical trials to generate empudata to statistically evaluate the efficacy aafibty of the product for
approval, to establish the overall risk-benefitfipecof the product, and to provide adequate infation for the labeling of the
product.

Progress reports detailing the results of the @inirials must be submitted at least annualih®RDA and more frequently if serious adverse
events occur. Phase 1, Phase 2 and Phase 3 clitataimay not be completed successfully withig apecified period, or at all. Furthermao

the FDA or the sponsor may suspend or terminatmiaal trial at any time on various grounds, indilug a finding that the research subjects
are being exposed to an unacceptable health iisitlaBy, an IRB can suspend or terminate appr@fa clinical trial at its institution, or an
institution it represents, if the clinical trial mot being conducted in accordance with the IRB&uirements or if the drug has been associated
with unexpected serious harm to patients. The FOlRtypically inspect one or more clinical siteslate-stage clinical trials to assure
compliance with cGCP and the integrity of the dalidata submitted.

Section 505(b)(2) NDAs

NDAs for most new drug products are based on tvamadte and we-controlled clinical trials which must contain stdostial evidence of the
safety and efficacy of the proposed new producés€happlications are submitted under Section 5(bj the FDCA. The FDA is,

however, authorized to approve an alternative tfd¢DA under Section 505(b)(2) of the FDCA. Thipéyof application allows the applice

to rely, in part, on the FDA'’s previous findingssaffety and efficacy for a similar product, or psibéd literature. Specifically, Section 505(b)
(2) applies to NDAs for a drug for which the applit relies, as part of its application, on invesiigns made to show whether or not the drug
is safe and effective for use “that were not coneldiby or for the applicant and for which the aggutit has not obtained a right of reference or
use from the person by or for whom the investigegiovere conducted.”

Thus, Section 505(b)(2) authorizes the FDA to appran NDA based on safety and effectiveness datamére not developed by the
applicant. NDAs filed under Section 505(b)(2) magvide an alternate and potentially more expediipathway to FDA approval for new or
improved formulations or new uses of previouslyrappd products. If the 505(b)(2) applicant canlg#th that reliance on the FDA’s
previous approval is scientifically appropriates #ipplicant may eliminate the need to conduct wepi&clinical or clinical studies of the new
product. The FDA may also require companies toguarfadditional studies or measurements to supperthange from the approved
product. The FDA may then approve the new drug ickatel for all or some of the label indications fdrich the referenced product has been
approved, as well as for any new indication solghthe Section 505(b)(2) applicant.

If our partners submit NDAs for approval of deutethanalogs of marketed compounds for which theyttee NDA holder, we believe that in
certain cases the FDA may allow referencing of dfata the non-deuterated compound in support oafhication for approval of the
deuterated product. Since this referencing by auntners would involve use of their own data andraquire the use of another party’s data, it
would constitute a Section 505(b)(1) application.
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Submission of an NDA to the FDA

Assuming successful completion of required clinteating and other requirements, the results optkelinical and clinical studies, together
with detailed information relating to the produattsemistry, manufacture, controls and proposedilapeamong other things, are submitted
to the FDA as part of an NDA requesting approvahtorket the drug product for one or more indicaidsinder federal law, the submissiol
most NDAs is additionally subject to an applicatiger fee, currently exceeding $2.1 million, arelgponsor of an approved NDA is also
subject to annual product and establishment ussr, fairrently exceeding $104,000 per product asd 50 per establishment. These fees
are typically increased annually.

Under certain circumstances, the FDA will waive épplication fee for the first human drug applicatthat a small business, defined as a
company with less than 500 employees, or its afélisubmits for review. An affiliate is definedabusiness entity that has a relationship

a second business entity if one business entitiralsnor has the power to control, the other bessnentity, or a third party controls, or has
the power to control, both entities.

The FDA conducts a preliminary review of an NDA it 60 days of its receipt and informs the spotgothe 74th day after the FDA's
receipt of the submission to determine whethemgbication is sufficiently complete to permit stébgtive review. The FDA may request
additional information rather than accept an NDAffting. In this event, the application must beubmitted with the additional information.
The resubmitted application is also subject toaevbefore the FDA accepts it for filing. Once thdmission is accepted for filing, the FDA
begins an in-depth substantive review. The FDAdwased to specified performance goals in the repimgess of NDAs. Most such
applications are meant to be reviewed within temti® from the date of filing, and most applicatiéms"priority review” products are meant
to be reviewed within six months of filing. The rew process may be extended by the FDA for threitiadal months to consider new
information or clarification provided by the apgit to address an outstanding deficiency identifigthe FDA following the original
submission.

Before approving an NDA, the FDA typically will ipsct the facility or facilities where the produstinanufactured. The FDA will not
approve an application unless it determines ttattanufacturing processes and facilities are inpiamce with cGMP requirements and
adequate to assure consistent production of thduptavithin required specifications. Additionallyefore approving an NDA, the FDA will
typically inspect one or more clinical sites towaescompliance with cGCP.

The FDA also may require submission of a risk eatdfun and mitigation strategy, or REMS, plan toigaite any identified or suspected
serious risks. The REMS plan could include medicaguides, physician communication plans, assedsptems, and elements to assure safe
use, such as restricted distribution methods, pategistries, or other risk minimization tools.

The FDA is required to refer an application foravel drug to an advisory committee or explain whgtsreferral was not made. Typically,
advisory committee is a panel of independent egpartiuding clinicians and other scientific exgethat reviews, evaluates and provides a
recommendation as to whether the application shioelldpproved and under what conditions. The FD#otsbound by the recommendations
of an advisory committee, but it considers suclomemendations carefully when making decisions.

The FDA's Decision on an NDA

On the basis of the FDA'’s evaluation of the NDA @tdompanying information, including the resultdhaf inspection of the manufacturing
facilities, the FDA may issue an approval letteaa@omplete response letter. An approval lettena@izes commercial marketing of the
product with specific prescribing information fgregific indications. A complete response letteregally outlines the deficiencies in the
submission and may require substantial additicestlrtg or information in order for the FDA to resader the application. If and when those
deficiencies have been addressed to the FDA'Saetiisn in a resubmission of the NDA, the FDA visisue an
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approval letter. The FDA has committed to reviewsugh resubmissions in two or six months dependimthe type of information included.
Even with submission of this additional informatitine FDA ultimately may decide that the applicatibes not satisfy the regulatory criteria
for approval.

If the FDA approves a product, it may limit the egyed indications for use for the product, reqtiirat contraindications, warnings or
precautions be included in the product labelinguie that post-approval studies, including Phaskndcal trials, be conducted to further
assess the drug’s safety after approval, requstenteand surveillance programs to monitor the pob@fter commercialization, or impose
other conditions, including distribution restrigtgor other risk management mechanisms, includBg®, which can materially affect the
potential market and profitability of the produthe FDA may prevent or limit further marketing opeoduct based on the results of post-
market studies or surveillance programs. After apgal, some types of changes to the approved prpsuch as adding new indications,
manufacturing changes and additional labeling cdaimne subject to further testing requirementsrDA review and approval.

The product may also be subject to official loesse, meaning that the manufacturer is requirpériorm certain tests on each lot of the
product before it is released for distributionth& product is subject to official release, the nfaaturer must submit samples of each lot,
together with a release protocol showing a sumroftlie history of manufacture of the lot and theutts of all of the manufacturer’s tests
performed on the lot, to the FDA. The FDA may imiéidn perform certain confirmatory tests on lofssome products before releasing the
lots for distribution. Finally, the FDA will condutaboratory research related to the safety aret@ffeness of drug products.

Pos-Approval Requirements

Drugs manufactured or distributed pursuant to FIppravals are subject to pervasive and continuigglegion by the FDA, including, amo
other things, requirements relating to recordkegpieriodic reporting, product sampling and disttibn, advertising and promotion and
reporting of adverse experiences with the prodiiter approval, most changes to the approved pripduch as adding new indications or
other labeling claims, are subject to prior FDAieswvand approval. There also are continuing, annset fee requirements for any marketed
products and the establishments at which such ptedwe manufactured, as well as new applicaties fer supplemental applications with
clinical data.

In addition, drug manufacturers and other entitieslved in the manufacture and distribution of epy@d drugs are required to register their
establishments with the FDA and state agenciesaandubject to periodic unannounced inspectiorth®y¥DA and these state agencies for
compliance with cGMP requirements. Changes to taeufacturing process are strictly regulated anelnofequire prior FDA approval before
being implemented. FDA regulations also requireestigation and correction of any deviations fronMi#and impose reporting and
documentation requirements upon the sponsor anth&nayparty manufacturers that the sponsor maydaeto use. Accordingly,
manufacturers must continue to expend time, moaey effort in the area of production and qualitpteol to maintain cGMP compliance.

Once an approval is granted, the FDA may withdiaevapproval if compliance with regulatory requirenseand standards is not maintained
or if problems occur after the product reachestiaeket. Later discovery of previously unknown peshs with a product, including adverse
events or problems with manufacturing processemahticipated severity or frequency, or failuretmply with regulatory requirements,
may result in revisions to the approved labelingdd new safety information; imposition of posérket studies or clinical trials to assess |
safety risks; or imposition of distribution or othrestrictions under a REMS program. Other potéotasequences include, among other
things:

. restrictions on the marketing or manufacturinghaf product, complete withdrawal of the product fridva market or product recal

. fines, warning letters or holds on g-approval clinical trials
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. refusal of the FDA to approve pending NDAs agpglements to approved NDAs, or suspension or iimt of product license
approvals

. product seizure or detention, or refusal to peth@timport or export of products;

. injunctions or the impaosition of civil or crimingkenalties

The FDA strictly regulates marketing, labeling, adising and promotion of products that are plamedhe market. Drugs may be promoted
only for the approved indications and in accordanitk the provisions of the approved label. The F&#d other agencies actively enforce
laws and regulations prohibiting the promotion fiflabel uses, and a company that is found to haygoperly promoted off-label uses may
be subject to significant liability.

In addition, the distribution of prescription pharoeutical products is subject to the PrescriptiomgD

Marketing Act, or PDMA, which regulates the distrilon of drugs and drug samples at the federal Jevel sets minimum standards for the
registration and regulation of drug distributorstbg states. Both the PDMA and state laws limitdistribution of prescription pharmaceuti
product samples and impose requirements to ensaceiatability in distribution.

Abbreviated New Drug Applications for Generic Dri

In 1984, with passage of the Hatch-Waxman Amendsienthe FDCA, Congress authorized the FDA to appgeneric drugs that are the
same as drugs previously approved by the FDA utideNDA provisions of the statute. To obtain appiaf a generic drug, an applicant
must submit an abbreviated new drug applicatio®MDA, to the agency. In support of such applicatipa generic manufacturer may rel
the preclinical and clinical testing previously dosted for a drug product previously approved uraieNDA, known as the reference listed
drug, or RLD. To reference that information, howeiee ANDA applicant must demonstrate, and the FbJst conclude, that the generic
drug does, in fact, perform in the same way afthe it purports to copy.

Specifically, in order for an ANDA to be approvelde FDA must find that the generic version is ideaitto the RLD with respect to the act
ingredients, the route of administration, the desfogm, and the strength of the drug. At the same,tthe FDA must also determine that the
generic drug is “bioequivalent” to the innovatoudr Under the statute, a generic drug is bioegeitab a RLD if “the rate and extent of
absorption of the generic drug do not show a sicanitt difference from the rate and extent of abonpof the reference listed drug. . . .”

Upon approval of an ANDA, the FDA indicates that tieneric product is “therapeutically equivaleotttie RLD and it assigns a therapeutic
equivalence rating to the approved generic drutsipublication “Approved Drug Products with Theeafic Equivalence Evaluations,” also
referred to as the “Orange Book.” Physicians aratplacists consider the therapeutic equivalencegéti mean that a generic drug is fully
substitutable for the RLD. In addition, by operatif certain state laws and numerous health insergnrograms, the FDA's designation of a
therapeutic equivalence rating often results irsstudion of the generic drug without the knowledgeconsent of either the prescribing
physician or patient.

Under the Hatch Waxman Amendments, the FDA mayapptove an ANDA until any applicable period of nmatent exclusivity for the

RLD has expired. The FDCA provides a period of fpears of data exclusivity for new drug containgngew chemical entity. In cases where
such exclusivity has been granted, an ANDA maybeofiled with the FDA until the expiration of fiyeears unless the submission is
accompanied by a Paragraph IV certification, inalihdase the applicant may submit its applicatiam fears following the original product
approval. The FDCA also provides for a period oéthyears of exclusivity if the NDA includes remoof one or more new clinical
investigations, other than bioavailability or bio@églence studies, that were conducted by or feragbplicant and are essential to the approval
of the application. This three-year exclusivityipdroften protects changes to a previously appralrad product, such as a new dosage form,
route of administration, combination or indication.
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Hatck-Waxman Patent Certification and the 30 Month Stay

Upon approval of an NDA or a supplement thereto ANiponsors are required to list with the FDA eaatept with claims that cover the
applicant’s product or a method of using the prodbach of the patents listed by the NDA sponsuislished in the Orange Book. When an
ANDA applicant files its application with the FD&je applicant is required to certify to the FDA ceming any patents listed for the
reference product in the Orange Book, except fternia covering methods of use for which the ANDAlaant is not seeking approval.

Specifically, the applicant must certify with respto each patent that:

. the required patent information has not been fi

. the listed patent has expire

. the listed patent has not expired, but will expinea particular date and approval is sought atigerd expiration; o

. the listed patent is invalid, unenforceable or wdk be infringed by the new produ

A certification that the new product will not infige the already approved product’s listed patentisad such patents are invalid or
unenforceable is called a Paragraph IV certificatlbthe applicant does not challenge the listatépts or indicate that it is not seeking
approval of a patented method of use, the ANDAiappbn will not be approved until all the listedtpnts claiming the referenced product
have expired.

If the ANDA applicant has provided a Paragraph évtification to the FDA, the applicant must alsadg@otice of the Paragraph IV
certification to the NDA and patent holders onae ANDA has been accepted for filing by the FDA. TMIRA and patent holders may then
initiate a patent infringement lawsuit in respotséhe notice of the Paragraph 1V certificationeThing of a patent infringement lawsuit
within 45 days after the receipt of a ParagrapltdXtification automatically prevents the FDA froppaoving the ANDA until the earlier of
30 months, expiration of the patent, settlemenheflawsuit or a decision in the infringement ctirze is favorable to the ANDA applicant.

To the extent that the Section 505(b)(2) appliéamnelying on studies conducted for an already @yl product, the applicant is required to
certify to the FDA concerning any patents listedtfee approved product in the Orange Book to timeesaxtent that an ANDA applicant
would. As a result, approval of a 505(b)(2) NDA damnstalled until all the listed patents claimihg teferenced product have expired, until
any non-patent exclusivity, such as exclusivitydbtaining approval of a new chemical entity, lisbe the Orange Book for the referenced
product has expired, and, in the case of a Paradxapertification and subsequent patent infringatrmuit, until the earlier of 30 months,
settlement of the lawsuit or a decision in theingfement case that is favorable to the Sectiont§(B) applicant.

Pediatric Studies and Exclusivi

Under the Pediatric Research Equity Act of 200RDsA or supplement thereto must contain data thakaequate to assess the safety and
effectiveness of the drug product for the claimedidations in all relevant pediatric subpopulaticensd to support dosing and administration
for each pediatric subpopulation for which the prdds safe and effective. With enactment of thed=and Drug Administration Safety and
Innovation Act, or FDASIA, in 2012, sponsors musbasubmit pediatric study plans prior to the assesnt data. Those plans must contai
outline of the proposed pediatric study or stutliesapplicant plans to conduct, including studyeotiyes and design, any deferral or waiver
requests, and other information required by reganafThe applicant, the FDA, and the FDA'’s interraliew committee must then review the
information submitted, consult with each other, agdee upon a final plan. The FDA or the applicaay request an amendment to the ple
any time.
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The FDA may, on its own initiative or at the requefsthe applicant, grant deferrals for submissibsome or all pediatric data until after
approval of the product for use in adults, or @rlpartial waivers from the pediatric data requiests. Additional requirements and
procedures relating to deferral requests and résjf@sextension of deferrals are contained in FDM&Inless otherwise required by
regulation, the pediatric data requirements doapply to products with orphan designation.

Pediatric exclusivity is another type of non-pateirketing exclusivity in the United States andyrdinted, provides for the attachment of an
additional six months of marketing protection te term of any existing regulatory exclusivity, inding the non-patent and orphan
exclusivity. This six-month exclusivity may be gtad if an NDA sponsor submits pediatric data thatyf respond to a written request from
the FDA for such data. The data do not need to gshevproduct to be effective in the pediatric papioh studied; rather, if the clinical trial is
deemed to fairly respond to the F¥equest, the additional protection is grantecepbrts of requested pediatric studies are subditt an
accepted by the FDA within the statutory time Ignivhatever statutory or regulatory periods of esitfity or patent protection cover the
product are extended by six months. This is naitarg term extension, but it effectively extends tégulatory period during which the FDA
cannot accept or approve another application.

Patent Term Restoration and Extens

A patent claiming a new drug product may be elggifor a limited patent term extension under theg-Puce Competition and Patent Term
Restoration Act of 1984 (commonly referred to asHtatch-Waxman Amendments). Those Amendments parpatent restoration of up to
five years for patent term lost during product depment and the FDA regulatory review. The restoraperiod granted is typically one-half
the time between the effective date of an IND dr@submission date of a NDA, plus the time betwlersubmission date of a NDA and
ultimate approval. Patent term restoration caneatded to extend the remaining term of a patenteptdal of 14 years from the product’s
approval date. Only one patent applicable to amaygul drug product is eligible for the extensiomd éhe application for the extension must
be submitted prior to the expiration of the patarquestion. The U.S. Patent and Trademark Ofiefiervs and approves the application for
any patent term extension or restoration in coatiaoh with the FDA.

Regulation of Controlled Substances

We handle a product that is treated as a “contt@léstance” under the Controlled Substances At®90, or CSA. The CSA authorizes the
U.S. Drug Enforcement Agency, or DEA, to reguléie tegistration, procurement, manufacturing, prtidn¢cpossession, labeling and
distribution of controlled substances. Controlledstances are classified as Schedule 1, 11, lllph\¥ substances, with Schedule | substances
considered to present the highest risk of substabase and Schedule V substances the lowest risk.

Our product candidate JZ¥86, which we have licensed to Jazz Pharmaceutisadsdeuterium substituted analog of sodium ote/Bodiun
oxybate is regulated as a chemical by the DEA Ssheedule | controlled substance. However, when ditatad into Xyrem, the drug product
is regulated as a Schedule 11l substance. Becdube &chedule | classification of sodium oxybd@P-386 is regulated by the DEA as a
Schedule | controlled substance. If JZP-386 becappsoved as the active pharmaceutical ingredreatdrug product, the DEA may decide
to regulate the drug product as a Schedule llirofletl substance, similar to Xyrem.

The manufacture, shipment, storage, sale and uSehefdule | substances are subject to a high defiregulation. Every person who
manufactures, distributes, dispenses, imports pors any controlled substance must register ighEA, unless they are exempt.
Moreover, for Schedule | substances, the CSA aizt®the DEA to establish aggregate productionagifr all manufacturers, individual
production quotas for specific registered manuf@stiand individual production quotas for registsamho have not manufactured controlled
substances during one or more proceeding years.
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We expect our product candidate CTP-354 to beifiledss a Schedule IV substance under the CSA.G3 also places significant
restrictions on substances which have been claedsiii Schedules 11l and IV. While these restricti@mne not as severe as those governing
substances in Schedules | and Il, they nonethektablish strict limitations on the manufacturée sand distribution of Schedule Il and IV
substances. For example, prescriptions for coeti@dlbstances that are prescription drugs in stieddsiles may only be filled or refilled by
pharmacists up to five times within six months aftee date on which the prescription was issuetissrthe prescribing practitioner renews
the prescription.

The failure to maintain compliance with applical#guirements under the CSA can result in enforcémetion that could have a material
adverse effect on our business, results of ope&rmtaod financial condition. The DEA may inspecilfies, seek civil penalties, refuse to
renew necessary registrations or initiate proceggdia revoke those registrations. In certain cirstamces, violations could lead to criminal
proceedings. Individual states also regulate ctiatt@ubstances, and we and our contract manu&astare subject to state regulation on
distribution of these products.

Review and Approval of Drug Products in the Europea Union

In order to market any product outside of the UWhiBtates, a company must also comply with numesiadsvarying regulatory requirements
of other countries and jurisdictions regarding gyasafety and efficacy and governing, among othargs, clinical trials, marketing
authorization, commercial sales and distributioowf products. Whether or not it obtains FDA apptder a product, the company would
need to obtain the necessary approvals by the aaleaforeign regulatory authorities before it cammence clinical trials or marketing of
the product in those countries or jurisdictionse Hpproval process ultimately varies between caménd jurisdictions and can involve
additional product testing and additional admiiie review periods. The time required to obtgipraval in other countries and
jurisdictions might differ from and be longer thitmat required to obtain FDA approval. Regulatorgrapal in one country or jurisdictic
does not ensure regulatory approval in anotheralfailure or delay in obtaining regulatory appraweone country or jurisdiction may
negatively impact the regulatory process in others.

Pursuant to the European Clinical Trials Direct@eystem for the approval of clinical trials i tBuropean Union has been implemented
through national legislation of the member statbsder this system, an applicant must obtain appifoen the competent national authority
of a European Union member state in which the @dihirial is to be conducted. Furthermore, the igppt may only start a clinical trial after a
competent ethics committee has issued a favorgiiteom. Clinical trial applications must be accomjgal by an investigational medicinal
product dossier with supporting information prelsed by the European Clinical Trials Directive andresponding national laws of the
member states and further detailed in applicabiéaguece documents.

To obtain marketing approval of a drug under Euampénion regulatory systems, an applicant must sidmarketing authorization
application, or MAA, either under a centralizeddecentralized procedure.

The centralized procedure provides for the grarmt sihgle marketing authorization by the Europeamg@ission that is valid for all European
Union member states. The centralized procedurengalsory for specific products, including for medies produced by certain
biotechnological processes, products designatedpisin medicinal products, advanced therapy preduad products with a new active
substance indicated for the treatment of certasralies. For products with a new active substadieated for the treatment of other diseases
and products that are highly innovative or for Wwhéccentralized process is in the interest of padighe centralized procedure may be
optional.

Under the centralized procedure, the Committed/fedicinal Products for Human Use, or the CHMP, lelgthed at the EMA is responsible
for conducting the initial assessment of a druge THMP is also responsible for several psthorization and maintenance activities, suc

the assessment of modifications or extensions &xeting marketing authorization. Under the cditeal procedure in the European Union,
the
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maximum timeframe for the evaluation of an MAA H2days, excluding clock stops, when additionadrimfation or written or oral
explanation is to be provided by the applicantsponse to questions of the CHMP. Accelerated atialumight be granted by the CHMP in
exceptional cases, when a medicinal product isajbminterest from the point of view of public higehnd in particular from the viewpoint of
therapeutic innovation. In this circumstance, tihdAEensures that the opinion of the CHMP is givetthim 150 days.

The decentralized procedure is available to appiscevho wish to market a product in various Europdgaion member states where such
product has not received marketing approval inEmgopean Union member states before. The decerstdgtirocedure provides for approval
by one or more other, or concerned, member stétas assessment of an application performed bynoeraber state designated by the
applicant, known as the reference member stateetthis procedure, an applicant submits an apicdtased on identical dossiers and
related materials, including a draft summary ofdua characteristics, and draft labeling and paekegflet, to the reference member state
and concerned member states. The reference metabepeepares a draft assessment report and dfdfts related materials within 120 di
after receipt of a valid application. Within 90 dayf receiving the reference member state’s assags@port and related materials, each
concerned member state must decide whether toapfite assessment report and related materials.

If a member state cannot approve the assessment egql related materials on the grounds of paiésérious risk to public health, the
disputed points are subject to a dispute resolutienhanism and may eventually be referred to thefggan Commission, whose decision is
binding on all member states.

Data and Market Exclusivity in the European Un

In the European Union, new chemical entities qudbf eight years of data exclusivity upon markgtauthorization and an additional two
years of market exclusivity. This data exclusivifygranted, prevents regulatory authorities in Bugopean Union from referencing t
innovator’s data to assess a generic (abbreviated) apphdatieight years, after which generic marketinthatization can be submitted, a
the innovator's data may be referenced, but notaga for two years. The overall ten-year periol e extended to a maximum of eleven
years if, during the first eight years of those years, the marketing authorization holder obtamsuthorization for one or more n
therapeutic indications which, during the scientédvaluation prior to their authorization, are hieldbring a significant clinical benefit in
comparison with existing therapies. Even if a coomqbis considered to be a new chemical entity adponsor is able to gain the prescr
period of data exclusivity, another company newaebs could also market another version of the drsigch company can complete a full
MAA with a complete database of pharmaceutical ®clinical tests and clinical trials and obtaiarketing approval of its product.

Pharmaceutical Coverage, Pricing and Reimbursement

Significant uncertainty exists as to the coveragg r@imbursement status of products approved b and other government authorities.
Sales of products will depend, in part, on the mtxte which the costs of the products will be c@eeby third-party payors, including
government health programs in the United States asdviedicare and Medicaid, commercial health Ersuand managed care organizations.
The process for determining whether a payor witmte coverage for a product may be separate frenptocess for setting the price or
reimbursement rate that the payor will pay forpheduct once coverage is approved. Third-party magtay limit coverage to specific
products on an approved list, or formulary, whicighmh not include all of the approved products fqraaticular indication.

In order to secure coverage and reimbursemenifppeoduct that might be approved for sale, a compaay need to conduct expensive
pharmacoeconomic studies in order to demonstratengrdical necessity and cost-effectiveness of theéyet, in addition to the costs required
to obtain FDA or other comparable regulatory apptevA payor’s decision to provide coverage foragdproduct does not imply that an
adequate reimbursement rate will be approved. Tarty reimbursement may not be sufficient to mampaice levels high enough to reali
an appropriate return on our investment in prodeselopment.
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The containment of healthcare costs has becomierityof federal, state and foreign governments] the prices of drugs have been a focus
in this effort. Third-party payors are increasinghallenging the prices charged for medical proglacid services and examining the medical
necessity and cost-effectiveness of medical pradaietl services, in addition to their safety anttadfy. If these third-party payors do not
consider a product to be cost-effective compareather available therapies, they may not coveptiogluct after approval as a benefit under
their plans or, if they do, the level of paymentymat be sufficient to allow a company to sellgteducts at a profit. The U.S. government,
state legislatures and foreign governments havesisggnificant interest in implementing cost contaent programs to limit the growth of
governmenipaid health care costs, including price contrastrictions on reimbursement and requirementsubstitution of generic produc
for branded prescription drugs. Adoption of suchtoals and measures, and tightening of restrigiiviécies in jurisdictions with existing
controls and measures, could limit payments forplaaeuticals.

As a result, the marketability of any product whiekeives regulatory approval for commercial sads suffer if the government and third-
party payors fail to provide adequate coverageraimbursement. In addition, an increasing emphasisianaged care in the United States
has increased and will continue to increase thespire on drug pricing. Coverage policies, thirdypegimbursement rates and drug pricing
regulation may change at any time. In particulae, Patient Protection and Affordable Care Act,rasraded by the Health Care and Educe
Affordability Reconciliation Act, contains provisis that may reduce the profitability of drug progyincluding, for example, increased
rebates for drugs sold to Medicaid programs, extenst Medicaid rebates to Medicaid managed caamagimandatory discounts for certain
Medicare Part D beneficiaries and annual fees basetharmaceutical companies’ share of sales wré¢tiealth care programs. Even if
favorable coverage and reimbursement status is@ttdor one or more products that receive regwyaapproval, less favorable coverage
policies and reimbursement rates may be implementtee future.

In the European Union, pricing and reimbursemehéswes vary widely from country to country. Somergdas provide that drug products
may be marketed only after a reimbursement priseblean agreed. Some countries may require the etiompbf additional studies that
compare the cost-effectiveness of a particular ycodandidate to currently available therapies.d@mple, the European Union provides
options for its member states to restrict the rasfgirug products for which their national healtsiurance systems provide reimbursemen
to control the prices of medicinal products for lamuse. European Union member states may apprspeci#ic price for a drug product or it
may instead adopt a system of direct or indireatrods on the profitability of the company placitige drug product on the market. Other
member states allow companies to fix their owngwifor drug products, but monitor and control conyparofits. The downward pressure on
health care costs in general, particularly presiorpdrugs, has become intense. As a result, isorgly high barriers are being erected to the
entry of new products. In addition, in some cowstyicross-border imports from Igwiced markets exert competitive pressure that radyic:
pricing within a country. Any country that has gricontrols or reimbursement limitations for druggarcts may not allow favorable
reimbursement and pricing arrangements for anyuofpooducts.

Healthcare Law and Regulation

Healthcare providers, physicians and third-partyopsuwill play a primary role in the recommendatanmd prescription of drug products that
are granted marketing approval. Arrangements waitld{party payors and customers are subject todtyagplicable fraud and abuse and
other healthcare laws and regulations that maytrainghe business or financial arrangements alatioaships through which we market, :
and distribute our products for which we obtain keting approval. Restrictions under applicable fallend state healthcare laws and
regulations, include the following:

. the federal healthcare Anti-Kickback Statutehbits, among other things, persons from knowiragig willfully soliciting, offering,
receiving or providing remuneration, directly odirectly, in cash o
in kind, to induce or reward either the referrahaofindividual for, or the purchase, order or renmandation of, any good or service, for
which payment may be made, in whole or in part.euradfederal healthcare program such as Medicaté/dicaid,;
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. the federal False Claims Act imposes civil jées, and provides for civil whistleblower or gaim actions, against individuals or
entities for knowingly presenting, or causing topbesented, to the federal government, claims &ynpent that are false or fraudulen
making a false statement to avoid, decrease oreedan obligation to pay money to the federal gowemt;

. the federal Health Insurance Portability andduntability Act of 1996, or HIPAA, imposes crimirand civil liability for executing a
scheme to defraud any healthcare benefit programasing false statements relating to healthcargers

. HIPAA, as amended by the Health InformationArexlogy for Economic and Clinical Health Act ansliinplementing regulations, also
imposes obligations, including mandatory contradierans, with respect to safeguarding the privaegurity and transmission of
individually identifiable health informatior

. the federal false statements statute prohiitsvingly and willfully falsifying, concealing orowvering up a material fact or making any
materially false statement in connection with teéwry of or payment for healthcare benefits, ibeon services

. the federal transparency requirements under thétH8are Reform Law will require manufacturers afigk, devices, drugs and med
supplies to report to the Department of Health ldndchan Services information related to paymentsathdr transfers of value to
physicians and teaching hospitals and physicianessitip and investment interests; ¢

. analogous state and foreign laws and regulstisuch as state anti-kickback and false claims,lavay apply to sales or marketing
arrangements and claims involving healthcare itenservices reimbursed by non-governmental thindygaayors, including private
insurers

Some state laws require pharmaceutical companiesnply with the pharmaceutical industry’s volugtaompliance guidelines and the
relevant compliance guidance promulgated by therfddyjovernment in addition to requiring drug mamtsdirers to report information related
to payments to physicians and other health cargges or marketing expenditures. State and forkgrs also govern the privacy and
security of health information in some circumstanaeany of which differ from each other in sigréiit ways and often are not preempted by
HIPAA, thus complicating compliance efforts.

Regulation of Deuterium Oxide

We believe that all of the deuterium that we usmanufacturing our product candidates is curred#isived, directly or indirectly, from
deuterium oxide. For most of our deuterium suppéyrely on bulk supplies of deuterium oxide, which eurrently source from two supplie
one located in the United States and one locateshdbwhich is affiliated with a foreign governmewte may establish deuterium oxide
supply arrangements with an additional supplielictviis located outside of the United States araffiBated with a foreign government. In
order to internationally transport any deuteriundexthat we purchase from either of these two fpreiuppliers, we, or our U.S. supplier,
may be required to obtain an export license froendbuntry of origin and we may be required to abtai International Import Certificate
from the country of destination. We are also regplito obtain an export license from the NucleardRegry Commission before shipping
deuterium oxide from the United States to any @tmanufacturer in another country. Each of tldeseiments specifies the maximum
amount of deuterium oxide that we, or our suppliare permitted to either import or export. We habtained two export licenses from the
Nuclear Regulatory Commission, each for the expb®0,000 kilograms of heavy water over the lifglod license, which are valid un
December 2015 and January 2019, respectively. Heny@vorder to obtain additional supplies of deuta oxide from the foreign-
government affiliated supplier from which we haweghased deuterium oxide, we will be required ttawmban additional export license from
the country of origin and a U.S. import certificai€hile we have obtained similar licenses and fieaties in the past, we may not be able to
obtain them in the future in a timely manner oalatWe have not obtained an export license froendbuntry in which our potential future
foreign supplier is located. In addition, if anyar product candidates is approved by the FDAj the FDA will also have regulatory
jurisdiction over the manufacture and use of déuteioxide in such produc

44



Table of Contents

EMPLOYEES

As of February 28, 2014, we had 45 employees, 26hofm were primarily engaged in research and prodercelopment activities. A total of
17 employees have Ph.D. degrees. None of our ergdogre represented by a labor union and we baliaveelations with our employees
good.

FACILITIES

Our offices are located in Lexington, Massachusetssisting of approximately 45,000 square fedeased office and laboratory space. The
term of the lease expires in September 2015.

LEGAL PROCEEDINGS

We are not currently a party to any material lggakeedings.

AVAILABLE INFORMATION

We file reports and other information with the Seétes and Exchange Commission, or SEC, as reqliyatie Securities Exchange Act
of 1934, as amended, which we refer to as the EhgdhAct. You can find, copy and inspect informatiem file at the SEC’s public reference
room, which is located at 100 F Street, N.E., RdA&80, Washington, DC 20549. Please call the SEE8®0-SEC-0330 for more
information about the operation of the SEC’s puldierence room. You can review our electroniciléd reports and other information that
we file with the SEC on the SEC’s web site at iipyw.sec.gov.

We were incorporated under the laws of the Stafeetéware on April 12, 2006 as Concert Pharmacalgtitnc. Our principal
executive offices are located at 99 Hayden AveBuée 500, Lexington, Massachusetts, 02421, andetephone number is (781) 860-0045.
Our Internet website is http://www.concertpharmenctVe make available free of charge through oursitetour Annual Report on Form 10-
K, quarterly reports on Form 10-Q, current reporid=orm 8-K and amendments to those reports fitddraished pursuant to Sections 13
(a) and 15(d) of the Exchange Act. We make thegerte available through our website as soon a®naddy practicable after we
electronically file such reports with, or furnishch reports to, the SEC. In addition, we reguladg our website to post information regarc
our business, product development programs andrganee, and we encourage investors to use our tegparticularly the information in
the section entitled “Investor Relations,” as arsewf information about us.

The foregoing references to our website are nenitéd to, nor shall they be deemed to, incorpanédemation on our website into this
Annual Report on Form 10-K by reference.
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ltem 1A. Risk Factors

Our business is subject to numerous risks. Thevatlg important factors, among others, could causeactual results to differ materially
from those expressed in forward-looking statemerade by us or on our behalf in this Annual ReparForm 10K and other filings with th
Securities and Exchange Commission, or the SEGspedeases, communications with investors andstetdments. Actual future results r
differ materially from those anticipated in ourvi@rd-looking statements. We undertake no obligatonpdate any forward-looking
statements, whether as a result of new informafidare events or otherwise.

RISKS RELATED TO OUR FINANCIAL POSITION AND NEED FO R ADDITIONAL CAPITAL

We have incurred significant losses since inceptipexpect to incur losses for at least the next seabyears and may never sustain
profitability.

We have incurred significant annual net operatosgés in every year since our inception. Our ret Veas $11.3 million for the year ended
December 31, 2011, $20.4 million for the year endedember 31, 2012 and $6.1 million for the yeateghDecember 31, 2013. As of
December 31, 2013, we had an accumulated defi§it 8.6 million. We have not generated any revefmoss product sales and have
financed our operations to date primarily throug public offering of our common stock, and privalgcements of our preferred stock, debt
financings and funding from collaborations. We haeé completed development of any product candidatehave devoted substantially all
of our financial resources and efforts to researuth development, including preclinical studies andclinical development programs. We
expect to continue to incur significant expenseasianreasing operating losses for at least the sexeral years. Our net losses may fluctuate
significantly from quarter to quarter and year &ax; Net losses and negative cash flows have hddy#él continue to have, an adverse effect
on our stockholders’ equity (deficit) and workingpdtal.

We anticipate that our expenses will increase suistly if and as we:
» continue to develop and conduct clinical trialshwigéspect to CT-354;

* initiate and continue research, preclinical alinical development efforts for our other prodoandidates and potential product
candidates

» seek to identify additional product candidai
» seek marketing approvals for our product candiddi@issuccessfully complete clinical tria

» establish sales, marketing, distribution arlteotommercial infrastructure in the future to coenanalize various products for
which we may obtain marketing approv

* require the manufacture of larger quantities ofipict candidates for clinical development and paaéiptcommercialization
* maintain, expand and protect our intellectual proypeortfolio;
» hire additional personnel, such as clinical, qyalitntrol and scientific personn

e add operational, financial and management méiion systems and personnel, including persomnslipport our product
development and personnel and infrastructure naness help us comply with our obligations as aljpuompany; anc

e add equipment and physical infrastructure to supmar research and developme

Our ability to become and remain profitable depesnsur ability to generate revenue. We do not exfzegenerate significant revenue
unless and until we are, or one of our collabogi®rable to obtain marketing approval for, anctsssfully commercialize, one or more of
our product candidates. This will require succass iange of challenging activities, including cdetipg clinical trials of our product
candidates, obtaining marketing approval for th@seluct candidates, manufacturing, marketing afithgehose products for which
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we, or our collaborators, may obtain marketing apal, satisfying any post-marketing requirements alotaining reimbursement for our
products from private insurance or government payWe, and our collaborators, may never succe#iiee activities and, even if we do, or
one of our collaborators does, we may never gemeexenues that are large enough for us to aclpifeability. Even if we do achieve
profitability, we may not be able to sustain orrgase profitability on a quarterly or annual ba®isr failure to become and remain profitable
would decrease the value of our company and conpéir our ability to raise capital, expand our bess, maintain our research and
development efforts, diversify our pipeline of puotlcandidates or continue our operations. A dedlirthe value of our company could ce
our stockholders to lose all or part of their invesnts in us.

We have a limited operating history and no historyof commercializing pharmaceutical products, which nay make it difficult to
evaluate the prospects for our future viability.

We began operations in the second quarter of 2D060operations to date have been limited to fin@geind staffing our company,
developing our technology and product candidatesestablishing collaborations. We have not yet destrated an ability to successfully
conduct a multi-center international clinical triabnduct a large-scale pivotal clinical trial, abtmarketing approvals, manufacture a
commercial scale product, or arrange for a thindyp® do so on our behalf, or conduct sales ancketig activities necessary for successful
product commercialization. Consequently, predictiabout our future success or viability may noab@ccurate as they could be if we had a
longer operating history or a history of succedgfdéveloping and commercializing pharmaceuticaldoicts.

We will need substantial additional funding. If weare unable to raise capital when needed, we coulelforced to delay, reduce or
eliminate our product development programs or commeeialization efforts.

Developing pharmaceutical products, including canitig preclinical studies and clinical trials, isery time-consuming, expensive and
uncertain process that takes years to completeexflect our expenses to increase in connectionawittongoing activities, particularly as we
initiate new clinical trials of, initiate new reseh and preclinical development efforts for andksearketing approval for, our product
candidates. In addition, if we obtain marketingrappl for any of our product candidates, we mayirgignificant commercialization
expenses related to product sales, marketing, rmatwifng and distribution to the extent that sualles marketing and distribution are not the
responsibility of one of our collaborators. In pautar, the costs that we may be required to ifiouthe manufacture of any product candidate
that receives marketing approval may be substafiiabur knowledge, no deuterated drug has ever beecessfully commercialized.
Manufacturing a deuterated drug at commercial stalg require expensive and specialized facilifigecesses and materials. In addition,
relative to previous years when we operated as/atprcompany, we expect to incur significant addil costs in 2014 and future years
associated with operating as a public company. Adingly, we will need to obtain substantial additi funding in connection with our
continuing operations. If we are unable to raigatahwhen needed or on attractive terms, we mafpteed to delay, reduce or eliminate our
research and development programs or any futureneooialization efforts.

We plan to use our current cash and cash equigadent investments, including the net proceeds ofament initial public offering, primarily
to fund our ongoing research and development sffovie will be required to expend significant fumderder to advance the development of
CTP-354 and our other product candidates. In auditivhile may seek one or more collaborators fauridevelopment of CTP-499 and
expect that we would conduct any large Phase &alitrial of CTP-499 in type 2 diabetic kidney else in collaboration with one or more
partners that would pay most of the associatedscas may not be able to enter into a collabordtorCTP-499 on suitable terms or at all.
any event, our existing cash and cash equivalentsrevestments, including the net proceeds of eaemt initial public offering, will not be
sufficient to fund all of the efforts that we plemundertake or to fund the completion of develophw# any of our product candidates.
Accordingly, we will be required to obtain furthieinding through public or private equity offeringigbt financings, collaborations and
licensing arrangements or other sources. Adequtiéi@nal financing may not be available
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to us on acceptable terms, or at all. Our abititplbtain debt financing may be limited by covenamtshave made under our loan and security
agreement with Hercules Technology Growth Capiited,, or Hercules, and our pledge to Hercules bsgantially all of our assets, other than
our intellectual property, as collateral. The nagapledge in favor of Hercules with respect to mtellectual property under the loan and
security agreement could further limit our abilibyobtain additional debt financing. Our failurertédse capital as and when needed would
have a negative impact on our financial conditind aur ability to pursue our business strategy.

We believe our existing cash and cash equivalendsravestments as of December 31, 2013 combinddtivit proceeds from our recent intial
public offering, will enable us to fund our openafiexpenses, debt service and capital expendiggrgrements into the first half of 2016,
without giving effect to potential milestone payrneethat we may receive under existing collaboratigreements. This estimate assumes we
either enter into a collaboration agreement pursteawhich a partner funds further development ®P&499 or we do not otherwise expend
significant funds for further development of thi®guct candidate. Our estimate as to how long vpeexour existing cash and cash
equivalents and investments to be able to contindiend our operations is based on assumptionariagitprove to be wrong, and we could
use our available capital resources sooner thacuwently expect. Changing circumstances couldeassto consume capital significantly
faster than we currently anticipate, and we maylrieespend more money than currently expected lsecafucircumstances beyond our
control. Our future funding requirements, both stterm and long-term, will depend on many factarsjuding:

» the progress, timing, costs and results ofadirtrials of, and research and preclinical depeient efforts for, our product
candidates and potential product candidates, ingucurrent and future clinical trial

e our ability to identify a collaborator for CT489 and the terms and timing of any collaboratigreament that we may establish
the development and commercialization of -499;

» our current collaboration agreements remainingfieceand achievement of milestones under theseeagents

» our ability to enter into and the terms anditignof any additional collaborations, licensingotiher arrangements that we may
establish

» the number of product candidates that we pursudteiddevelopment requiremen
» the outcome, timing and costs of seeking regulaapprovals

» the costs of commercialization activities fayaf our product candidates that receive markedimgroval, to the extent such costs
are not the responsibility of one of our collaborat including the costs and timing of establishingduct sales, marketing,
distribution and manufacturing capabilitit

» subject to receipt of marketing approval, reveriugny, received from commercial sales of our pidiandidates
» our headcount growth and associated costs as vaméxqur research and development and establismmercial infrastructure

» the costs of preparing, filing and prosecutpagent applications, maintaining and protectingiotellectual property rights and
defending against intellectual property relatedneta and

» the costs of operating as a public comp:

Raising additional capital may cause dilution to oustockholders, restrict our operations or requireus to relinquish rights to our
technologies or product candidates.

Until such time, if ever, as we can generate sulbsigoroduct revenues, we expect to finance osheweds through a combination of public
or private equity offerings, debt financings anditidnal collaborations and licensing arrangemeWwts.do not have any committed external
source of funds, other than potential milestonenmyts and royalties under our collaborations wiglg€ne, Avanir and Jazz
Pharmaceuticals, each of which
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is subject to the achievement of development, etgry or saledased milestones with respect to our product cabelsd To the extent that
raise additional capital through the sale of commstoick, convertible securities or other equity sities, the ownership interests of our
stockholders may be materially diluted, and theeof these securities could include liquidatiomthrer preferences and anti-dilution
protections that could adversely affect the rigifteur stockholders. In addition, debt financirfgavailable, would result in increased fixed
payment obligations and may involve agreementsitichide restrictive covenants that limit our alyilio take specific actions, such as
incurring additional debt, making capital expendigior declaring dividends, that could adverselyaat our ability to conduct our business.
For example, our debt facility with Hercules congarestrictive covenants that, among other thimgssaibject to certain exceptions, prohibit
us from transferring any of our material assetsging with or acquiring another entity, enteringpifa transaction that would result in a
change of control, incurring additional indebtedneseating any lien on our property, making inkresits in third parties or redeeming stock
or paying dividends. Future debt securities or ofimancing arrangements could contain similar arerestrictive negative covenants. In
addition, securing additional financing could regua substantial amount of time and attention foammanagement and may divert a
disproportionate amount of their attention awayrfrday-to-day activities, which may adversely affeat managemers’ability to oversee tt
development of our product candidates.

If we raise additional funds through collaborati@nsnarketing, distribution or licensing arrangetsesith third parties, we may have to
relinquish valuable rights to our technologiesufatrevenue streams or product candidates or ficanses on terms that may not be favor

to us. If we are unable to raise additional funéhfemwneeded, we may be required to delay, limiticedr terminate our product development
or future commercialization efforts or grant righdsdevelop and market product candidates that addwotherwise prefer to develop and
market ourselves.

Our existing and any future indebtedness could advsely affect our ability to operate our business.

As of December 31, 2013, we had $15.1 million dstanding borrowings under our loan and securitgament with Hercules, which we ¢
required to repay in monthly installments througttaber 2015. We could in the future incur additiandebtedness beyond our borrowings
from Hercules.

Our outstanding indebtedness combined with ourrdthancial obligations and contractual commitmentsluding any additional
indebtedness beyond our borrowings from Herculegldchave significant adverse consequences, inadudi

. requiring us to dedicate a portion of our cestources to the payment of interest and principdlicing money available to fund
working capital, capital expenditures, product depment and other general corporate purpc

. increasing our vulnerability to adverse changegeineral economic, industry and market conditi

. subjecting us to restrictive covenants that mealuce our ability to take certain corporate axdior obtain further debt or equity
financing;

. limiting our flexibility in planning for, or reaatig to, changes in our business and the industmhinh we compete; ar

. placing us at a competitive disadvantage comparedit competitors that have less debt or better sistvicing options

In addition, although the rate of interest thatase required to pay under the loan and securityeagent is capped, our indebtedness und:
loan and security agreement bears interest atiablarate below that cap, making us vulnerablatceases in the market rate of interest. If

the market rate of interest increases substantigkywill have to pay additional interest on thidébtedness, which would reduce cash
available for our other business needs.
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We intend to satisfy our current and future debtise obligations with our existing cash and caghiealents and investments and funds fi
external sources. However, we may not have suffidiends, and may be unable to arrange for additifinancing, to pay the amounts due
under our existing debt instruments. Failure to enp&tyments or comply with other covenants undesegisting debt instruments could result
in an event of default and acceleration of amodnts Under our loan and security agreement witltiides, the occurrence of an event that
would reasonably be expected to have a materiarad\weffect on our business, operations, assetdition is an event of default. If an
event of default occurs and the lender acceletatieamounts due, we may not be able to make aatetepayments, and the lender could
seek to enforce security interests in the colldsrauring such indebtedness, which includes sobiatly all of our assets other than our
intellectual property. In addition, the covenantsler our existing debt instruments, the pledgeunfassets as collateral and the negative
pledge with respect to our intellectual propertulddimit our ability to obtain additional debt fincing.

RISKS RELATED TO THE DISCOVERY, DEVELOPMENT AND COM MERCIALIZATION OF OUR PRODUCT CANDIDATES

Our approach to the discovery and development of mduct candidates based on selective deuterationuaproven, and we do not knov
whether we will be able to develop any products afommercial value.

We are focused on discovering and developing nawelll molecule drugs that have improved metabaligh@armacokinetic characteristics as
a result of our selective substitution of deuterii@mhydrogen. We apply our proprietary platformststematically identify approved drugs,
advanced clinical candidates or previously stud@tipounds that we believe can be improved withateurn substitution to provide better
pharmacokinetic or metabolic properties and theesihyance clinical safety, tolerability or efficady our knowledge, no deuterated drug has
ever been approved for sale in the United StatédsleWe believe that selective deuteration can pceccompounds that possess favorable
pharmaceutical properties, and preclinical studias early-stage clinical trials have indicated tteatain of our product candidates may
possess these properties, we have not yet succaadeday not succeed in demonstrating efficacysareky for any of our product
candidates in later stage clinical trials or inadhing marketing approval thereafter. For examalihough we have discovered and evaluated
numerous deuterated compounds, we have not yeheglda compound beyond Phase 2 clinical development

We are particularly dependent on the success of oyaroduct candidate, CTP-354, and our ability to deelop, obtain marketing
approval for and successfully commercialize CTP-354CTP-354 is currently subject to a partial clinicd hold that prevents us from
administering doses in excess of 60 mg per day imgle dose clinical trials and 6 mg per day in mulple dose clinical trials without an
additional preclinical study. If we are unable to @velop, obtain marketing approval for or successfly commercialize CTP-354, either
alone or through a collaboration, or experience sigficant delays in doing so, our business could beaterially harmed.

We currently have no products approved for saleaaadnvesting a significant portion of our effoatsd financial resources in the
development of CTP-354 for the treatment of spagti©ur prospects are substantially dependentusrability, or that of any future partner,
to develop, obtain marketing approval for and sasftdly commercialize CTP-354.

In November 2013, we received notice from the FDA partial clinical hold on CTP-354 that preveassfrom administering single doses in
excess of 60 mg per day and multiple doses in exazie8 mg per day and the FDA subsequently inforomethat we may not administer
multiple doses of CTP-354 in excess of 6 mg peridayinical trials without first conducting an atldnal higher dose preclinical study. We
do not intend to conduct single dose clinical i@l CTP-354 with doses in excess of 60 mg. Whiebelieve that multiple doses of 6 mg per
day would be sufficient for the treatment of spastj we are conducting the additional preclinitticology study to enable us to evaluate
higher doses of CTP-354, if needed in our spagtidals, as well as to support clinical developtierother disease indications. If we are
required to perform additional preclinical
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studies to support the lifting of the partial ctial hold, it will increase our expected developneogts and could delay the clinical
development of CTP-354. If we are delayed in adkings or unable to address, the FDA’s concernscaudd be delayed, or prevented, from
studying higher doses of CT354, which higher doses may be necessary to shiima®f. If these higher doses are necessary to gffiwacy
we could be delayed or prevented from obtainingketamg approval of CTP-354.

The success of CTP-354 will depend on several factacluding the following:

. successful completion of clinical trials, whicbuld require lifting of the partial clinical hotth CTP-354 or agreement by the FDA that
the dosing protocols necessary to support sucdessfipletion of clinical trials are not subjecttt® partial clinical hold

. receipt of marketing approvals from applicable ftathry authorities

. our ability to develop a solid dose formulation®FF-354;

. the performance of our future collaborators for 354, if any;

. the extent of any required p-marketing approval commitments to applicable regmaauthorities

. establishment of supply arrangements with thirdypaaw materials suppliers and manufactur

. establishment of arrangements with third party nfaecturers to obtain finished drug products thategeropriately packaged for sa
. obtaining and maintaining patent, trade secretegtan and regulatory exclusivity, both in the @xitStates and international
. protection of our rights in our intellectual profyeportfolio;

. launch of commercial sales if and when appro'

. a continued acceptable safety profile of (-354 following any marketing approv:

. commercial acceptance, if and when approved, bgmat the medical community and third party payarsl

. competition with other therapies, including bacihgfézanidine, benzodiazepines and injected batulitoxin.

If we are unable to develop, receive marketing aygrfor, or successfully commercialize CTP-354ewperience delays as a result of any of
these factors or otherwise, our business could dtenmally harmed.

Clinical drug development involves a lengthy and epensive process with an uncertain outcome.

Clinical testing is expensive, time-consuming andartain as to outcome. We cannot guarantee tlyatlanical studies will be conducted as
planned or completed on schedule, if at all. Th@adl development of our product candidates isepsble to the risk of failure inherent at
any stage of drug development, including failureéononstrate efficacy in a clinical trial or acrasigroad population of patients, the
occurrence of severe or medically or commerciatigaceptable adverse events, failure to comply prittiocols or applicable regulatory
requirements and determination by the FDA or ampgarable foreign regulatory authority that a drogduoict is not approvable. It is possible
that even if one or more of our product candidatesa beneficial effect, that effect will not bees¢ed during clinical evaluation as a resu
one or more of a variety of factors, including #iee, duration, design, measurements, conductalysis of our clinical trials. Conversely, as
a result of the same factors, our clinical trialsynndicate an apparent positive effect of a prodaadidate that is greater than the actual
positive effect, if any. Similarly, in our clinicélials we may fail to detect toxicity of or intoéhility caused by our product candidates, or
mistakenly believe that our product candidates@tie or not well tolerated when that is not intftte case.

While we believe that our DCE Platform may enabilggddiscovery and clinical development that is meffecient and less expensive than
conventional small molecule drug research and dgvetnt, we may not be
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able to realize the advantages that we expectditian, while a key element of our drug discovand development strategy involves
utilizing existing information regarding non-dewdtrd compounds to assist the discovery and developaof deuterated analogs of those
compounds, not all of the product candidates tleatlevelop are based on drugs or drug candidatepritgressed into advanced clinical
development. Particularly in these situations, taxgsinformation regarding the corresponding nontdeated compound may not be sufficient
to mitigate drug development risks. For examplehaee pursued clinical development of CTP-499 lierpotential treatment of type 2
diabetic kidney disease in patients with macroalinumia. CTP-499 is a deuterated analog of a meitgbol a drug that was not approved for
this indication. CTP-499 failed to achieve statiatisignificance in the primary efficacy endpoifiuonary albumin to creatinine ratio at 24
weeks for a Phase 2 clinical trial. CBB4 is subject to development risks normally inheie clinical development because no correspon
non-deuterated compound has been clinically evaduaVhile Merck & Co. reported that the non-deutiaanalog of CTP-354 activated the
a 2,a 3 anda 5 GABA areceptors, which are associated with anti-spagtioitiscle relaxation, anti-anxiety, anti-seizurd,gyotentially,
anti-pain activities, with approximately 40% of tinevitro activity of a benzodiazepine, we do not know if ge@rmacological profile of CTP-
354 will be clinically effective for treating sp#sty at doses of CTP-354 that are well tolerated.

In addition to the risk of failure inherent in drdgvelopment, certain of the deuterated compoumatsite, and our collaborators, are
developing and may develop in the future may bé&qadarly susceptible to failure to the extent ttegg based on compounds that others have
previously studied or tested, but did not progiestevelopment due to safety, tolerability or edfig concerns or otherwise. Deuteration of
these compounds may not be sufficient to overcdragtoblems experienced with the correspondingdenerated compound.

The outcome of preclinical studies and early chhicials may not be predictive of the succesststl clinical trials, and interim results of a
clinical trial, such as the results of our prelianiy analyses of data from our Phase 2 clinical ofi&TP-499 that are presented in this Annual
Report on Form 10-K, do not necessarily predialfiesults. For example, although Phase 1 cliticab of CTP499 supported advancem
into Phase 2 clinical trials, CTP-499 failed to iaeke statistical significance in the primary effigaendpoint of urinary albumin to creatinine
ratio in the Phase 2 clinical trial. However, wdidee that the incidence of large declines in kighunction, measured as decreases in eGFR
or increases in serum creatinine in drug-treategdugeplacebo-treated patients, could become theapyiefficacy endpoint required by the
FDA for Phase 3 clinical development of a drug d¢date for the treatment of type 2 diabetic kidnésedse. While incidence of large decli

in eGFR was a secondary endpoint of our ongoing®Ralinical trial, preliminary analyses of ourreunt data from the trial indicate that we
have not achieved a statistically significant reguthis endpoint. Even if our Phase 2 clinicéltof CTP-499 ultimately demonstrates
positive results with respect to this metric ageosdary endpoint, any such results may not beatigde of the results that we may achieve in
Phase 3 clinical trials. Furthermore, the FDA hasyet approved incidence of large declines in e@BRn acceptable endpoint for a Phase 3
clinical trial for the treatment of type 2 diabekiciney disease. If the endpoints approved by A For Phase 3 clinical trials in this
indication differ from the endpoints of the clini¢aals we have conducted of CTP-499, we may rteembnduct additional clinical trials of
CTP-499 to support entry into Phase 3 clinical esabn.

Many companies in the pharmaceutical and bioteagyoindustries have suffered significant setbankate-stage clinical trials after
achieving positive results in earlier development] we cannot be certain that we will not face lsimetbacks. The design of a clinical trial
can determine whether its results will support apal of a product and flaws in the design of aicihtrial may not become apparent until
clinical trial is well advanced. We have limitedoexience in designing clinical trials and may bahla to design and execute a clinical trie
support marketing approval. In addition, preclihigad clinical data are often susceptible to vagyirterpretations and analyses. Many
companies that believed their product candidatefoeed satisfactorily in preclinical studies aduhical trials have nonetheless failed to
obtain marketing approval for the product candislaieven if we, or our collaborators, believe thet tesults of clinical trials for our product
candidates warrant marketing approval, the FDAoongarable foreign regulatory authorities may disagetnd may not grant marketing
approval of our product candidates.
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In some instances, there can be significant vditiain safety or efficacy results between differetinical trials of the same product candidate
due to numerous factors, including changes in prie€edures set forth in protocols, differencethasize and type of the patient populations,
changes in and adherence to the dosing regimenthrdclinical trial protocols and the rate of dsapamong clinical trial participants. For
example, while we have conducted Phase 1 clinizd$tto evaluate the safety and tolerability ofgde doses of CTP-354, we have not yet
evaluated the safety or efficacy of CBB4 administered in multiple doses or in the intghgatient population, each of which will be reqd
for FDA approval, and the FDA has placed a padiaical hold on CTP354 that prevents us from administering doses @egx of 60 mg pe
day in single dose clinical trials and 6 mg per gagnultiple dose clinical trials. Any Phase 2, B&& or other clinical trials that we, or our
collaborators, may conduct may not demonstratetfieacy and safety necessary to obtain regulaapproval to market our product
candidates.

If clinical trials of our product candidates fail to satisfactorily demonstrate safety and efficacy tthe FDA and other regulators, we, or
our collaborators, may incur additional costs or eperience delays in completing, or ultimately be uriale to complete, the development
and commercialization of these product candidates.

We, and our collaborators, are not permitted toroentialize, market, promote or sell any productdidaite in the United States without
obtaining marketing approval from the FDA. Compéedbreign regulatory authorities, such as the paem Medicines Agency, or EMA,
impose similar restrictions. We, and our collaborst may never receive such approvals. We, andallaborators, must complete extensive
preclinical development and clinical trials to derstrate the safety and efficacy of our product @tateds in humans before we, or they, will
be able to obtain these approvals. For exampleessribed above, the FDA has placed a partialogiriiold on CTP-354 that prevents us
from administering doses in excess of 60 mg peridajngle dose clinical trials and 6 mg per daynultiple dose clinical trials. If we are
delayed in addressing, or unable to address, thedEbncerns, we could be delayed, or preventenhn fstudying higher doses of CTP-354,
which higher doses may be necessary to show effi¢hthese higher doses are necessary to showaeffj we could be delayed or prevented
from obtaining marketing approval of CTP-354.

Clinical testing is expensive, difficult to designd implement, can take many years to completésaintierently uncertain as to outcome. \
and our collaborators, have not previously subhitbe NDA to the FDA or similar drug approval filimgp comparable foreign regulatory
authorities for any of our product candidates.

Any inability to successfully complete preclini@id clinical development could result in additiooasts to us, or our collaborators, and
impair our ability to generate revenues from pradiates, regulatory and commercialization milesscared royalties. In addition, if (1) we, or
our collaborators, are required to conduct adddi@tinical trials or other testing of our prodweindidates beyond the trials and testing that
we, or they contemplate, (2) we, or our collabargtare unable to successfully complete clinidalgrof our product candidates or other
testing, (3) the results of these trials or testsumfavorable, uncertain or are only modestly fabte, or (4) there are unacceptable safety
concerns associated with our product candidatespmaur collaborators, in addition to incurringdéttdbnal costs, may:

. be delayed in obtaining marketing approval for product candidate:
. not obtain marketing approval at ¢
. obtain approval for indications or patient popwast that are not as broad as intended or de:

. obtain approval with labeling that includesrsfigant use or distribution restrictions or sigoént safety warnings, including boxed
warnings;

. be subject to additional p-marketing testing or other requirements

. be required to remove the product from the market abtaining marketing approv:
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If we, or our collaborators, experience any of a nmber of possible unforeseen events in connectionttviclinical trials of our product
candidates, potential marketing approval or commerilization of our product candidates could be delagd or prevented.

We, or our collaborators, may experience numerofisraseen events during, or as a result of, clinicas that could delay or prevent
marketing approval of our product candidates, idiclg:

clinical trials of our product candidates magguce unfavorable or inconclusive results, suchitis Part 1 of our Phase 2 clinical trial
for CTF-499;

we, or our collaborators, may decide, or reutamay require us or them, to conduct additiatialcal trials or abandon product
development program

the number of patients required for clinicéls of our product candidates may be larger thanow our collaborators, anticipate, patient
enrollment in these clinical trials may be slow®art we, or our collaborators, anticipate or pgrtiois may drop out of these clinical
trials at a higher rate than we, or our collabastanticipate

our third party contractors or those of oudawbrators, including those manufacturing our pataandidates or components or
ingredients thereof or conducting clinical triats @ur behalf or on behalf of our collaborators, rfeilto comply with regulatory
requirements or meet their contractual obligatimngs or our collaborators in a timely manner calgl

regulators or institutional review boards may authorize us, our collaborators or our or tireiestigators to commence a clinical trial
or conduct a clinical trial at a prospective ts#e;

we, or our collaborators, may have delays athéng or fail to reach agreement on acceptalhécall trial contracts or clinical trial
protocols with prospective trial site

patients that enroll in a clinical trial maysreépresent their eligibility to do so or may othisewnot comply with the clinical trial
protocol, resulting in the need to drop the paidram the clinical trial, increase the needed Bment size for the clinical trial or exte
the clinical tria’s duration:

we, or our collaborators, may have to suspertdraninate clinical trials of our product candiesfor various reasons, including a
finding that the participants are being exposedracceptable health risks, undesirable side efteatther unexpected characteristics of
the product candidat

regulators or institutional review boards meguire that we, or our collaborators, or our oirthwestigators suspend or terminate
clinical research for various reasons, includingewnpliance with regulatory requirements or th&indards of conduct, a finding that
the participants are being exposed to unacceptedalkth risks, undesirable side effects or othexpeeted characteristics of the product
candidate or findings of undesirable effects caused chemically or mechanistically similar drugdoug candidate

the FDA or comparable foreign regulatory auities may disagree with our or our collaboratoisiical trial design or our or their
interpretation of data from preclinical studies atidical trials;

the FDA or comparable foreign regulatory aultties may fail to approve or subsequently find fauvith the manufacturing processes or
facilities of third party manufacturers with whiake, or our collaborators, enter into agreementglfoical and commercial supplie

the supply or quality of raw materials or maaeifired product candidates or other materials sacg$o conduct clinical trials of our
product candidates may be insufficient, inadeqoateot available at an acceptable cost, or we mpgrence interruptions in supply;
and

the approval policies or regulations of the FBrAcomparable foreign regulatory authorities migpi§icantly change in a manner
rendering our clinical data insufficient to obtamarketing approva

Product development costs for us, or our collalmesawill increase if we, or they, experience delaytesting or pursuing marketing
approvals and we, or they, may be required to olatdditional funds to complete clinical
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trials and prepare for possible commercializatibow product candidates. We, and our collaboratbvsnot know whether any preclinical
tests or clinical trials will begin as planned, lwiged to be restructured or will be completed dreglule, or at all. Significant preclinical or
clinical trial delays also could shorten any pesiadring which we, or our collaborators, may hawedxclusive right to commercialize our
product candidates or allow our competitors, ordbeapetitors of our collaborators, to bring product market before we, or our
collaborators, do and impair our ability, or theligpof our collaborators, to successfully commiatze our product candidates and may harm
our business and results of operations. In addititany of the factors that cause, or lead to, @dinrial delays may ultimately lead to the
denial of marketing approval of any of our prodcahdidates.

If we, or our collaborators, experience delays or ifficulties in the enrollment of patients in clinical trials, our, or their, receipt of
necessary regulatory approvals could be delayed @revented.

We, or our collaborators, may not be able to itétiar continue clinical trials for CTB54 or any of our other product candidates if wehey
are unable to locate and enroll a sufficient nundfesligible patients to participate in clinicaidls as required by the FDA or comparable
foreign regulatory authorities, such as the EMAidPd enroliment is a significant factor in the g of clinical trials, and is affected by me
factors, including:

. the size and nature of the patient populat

. the severity of the disease under investigat

. the proximity of patients to clinical site

. the eligibility criteria for the trial

. the design of the clinical tria

. efforts to facilitate timely enrolimen

. competing clinical trials; an

. clinicians’ and patients’ perceptions as toplo&ential advantages and risks of the drug beindjed in relation to other available

therapies, including any new drugs that may be@pgat for the indications we are investigati

Our inability, or the inability of our collaborammrto enroll a sufficient number of patients for,ar their, clinical trials could result in
significant delays or may require us or them tonalom one or more clinical trials altogether. Enmaht delays in our, or their, clinical trials
may result in increased development costs for canlyct candidates, delay or halt the developmeandfapproval processes for our product
candidates and jeopardize our, or our collaboratability to commence sales of and generate regsiitom our product candidates, which
could cause the value of our company to declineliamtiour ability to obtain additional financing,needed.

We believe we, or our collaborators, may in some stances be able to secure clearances from the FDAammparable foreign
regulatory authorities to use expedited developmergathways. If unable to obtain such clearances, wer they, may be required to
conduct additional preclinical studies or clinicaltrials beyond those that we, or they, contemplateyhich could increase the expense of
obtaining, and delay the receipt of, necessary maeting approvals.

The deuterated compounds that we produce and sekvelop can have similar pharmacological propetis their corresponding non-
deuterated compounds. Therefore, we believe thabmaur collaborators, may, in some instancestbe to obtain clearance from the FDA
or comparable foreign regulatory authorities tddiel expedited development programs for some detg#@reompounds that reference and
on findings previously
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obtained from prior preclinical studies or clini¢aéls of the corresponding non-deuterated comgsuRor example, our collaborator Avanir
reported in June 2013 that the FDA has agreed #xpedited development pathway for AVP-786, a pebdandidate Avanir is developing
that includes our licensed deuterated dextromettasrgompound, permitting Avanir to reference dedenfits development of
dextromethorphan and quinidine in its IND, and &rtyure NDA, for AVP-786.

While we anticipate that following an expedited elepment pathway may be possible for some of otreatiand future product candidates,
we cannot be certain that we, or our collaborateilspbe able to secure clearance to follow sucpeadited development pathways from the
FDA or comparable foreign regulatory authoritiesatdition, if we follow, or one of our collaborasdollows, such an expedited regulatory
pathway and the FDA or comparable foreign regujasmrthorities are not satisfied with the result®of having done so, such as might be the
case if a deuterated compound is found to havesinadide side effects or other undesirable propettiat were not anticipated based on the
corresponding non-deuterated compound, the FDAreign regulatory authorities may be unwilling tagt clearance to follow expedited
development pathways for other deuterated compounds

Consequently, we, or our collaborators, may beireduo pursue full development programs with respe any product candidates that we,
or they, previously anticipated would be able titofw an expedited development pathway, includingdiecting a full range of preclinical and
clinical studies to attempt to establish the safety efficacy of these product candidates. A neamhduct a full range of development
activities would significantly increase the costslevelopment and length of time required before aveour collaborators, could seek
marketing approval of such a product candidateoagpared to the costs and timing that we or theigcigiate. While we have been able to
reference, for purposes of some of our IND-enakdifuglies, data generated during development addhesponding non-deuterated
compound, we have not ourselves obtained clearfaoicethe FDA or any comparable foreign regulatauyharity to reference such data in
connection with more advanced stages of development

Serious adverse events or undesirable side effecisother unexpected properties of CTP-354 or any abur other product candidates,
including those that we have licensed to collaborats, may be identified during development that cow delay or prevent the product
candidate’s marketing approval.

Serious adverse events or undesirable side effaatsed by, or other unexpected properties of, mdyct candidates could cause us, one of
our collaborators, an institutional review boardegulatory authorities to interrupt, delay or Hdiihical trials of one or more of our product
candidates and could result in a more restrictibel or the delay or denial of marketing approyeltie FDA or comparable foreign
regulatory authorities. A dose of a deuterated amg could, in comparison to an equal dose of thieesponding nowteuterated compoun
result in increased exposure levels, distributiod balf-life in the body and alter the levels oftaular metabolites that are present in the
body. These changes may cause serious adversa evemdesirable side effects that we or our collators did not anticipate, whether ba
on the characteristics of the corresponding nortetated compound or otherwise. If any of our offreduct candidates is associated with
serious adverse events or undesirable side effettave properties that are unexpected, we, ocallaborators, may need to abandon
development or limit development of that produatdidate to certain uses or subpopulations in wthiehundesirable side effects or other
characteristics are less prevalent, less sevareor acceptable from a risk-benefit perspectivenyisompounds that initially showed
promise in clinical or earlier stage testing haatell been found to cause undesirable or unexpsittedeffects that prevented further
development of the compound.

For CTP-354, we are seeking to achieve GAB#&ceptor occupancy levels that are well above thttséned by other GABA modulators,
such as benzodiazepines, and we do not know whatssleffects may be associated with such high GABZeptor occupancy. In our
clinical trials of CTP-354, moderate adverse evlatge been reported including dizziness, drowsiaadsnausea at single doses. Additional
or more serious adverse events, undesirable dieet®br other unexpected properties of CTP-35dngrof our other product candidates
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could arise or become known either during furthmiaal development or, if approved, after the apy@d product has been marketed. If such
an event occurs during development, clinical triatsour product candidates could be suspendedrorinated and the FDA or comparable
foreign regulatory authorities could order us or coilaborators to cease further development, requs to conduct additional clinical trials or
other tests or studies or deny approval of theiegiple product candidate.

Even if one of our product candidates receives magking approval, it may fail to achieve the degreefonarket acceptance by
physicians, patients, third party payors and othersn the medical community necessary for commerciauccess and the market
opportunity for the product candidate may be smalle than we estimate.

We have never commercialized a product. Even if GB# or any of our other product candidates, iniclgdhose licensed to our
collaborators, is approved by the appropriate @guy authorities for marketing and sale, it mapetbeless fail to gain sufficient market
acceptance by physicians, patients, third partypsagnd others in the medical community. For examghysicians are often reluctant to
switch their patients from existing therapies ewdren new and potentially more effective or convehteeatments enter the market. Further,
patients often acclimate to the therapy that threycarrently taking and do not want to switch usldeir physicians recommend switching
products or they are required to switch therapigstd lack of reimbursement for existing therapies.

Efforts to educate the medical community and thadty payors on the benefits of our product cartéslanay require significant resources
and may not be successful. If any of our produntizates is approved but does not achieve an atketpyel of market acceptance, we may
not generate significant revenues and we may reuirbe profitable. The degree of market acceptan€€Té¥-354 or any of our other product
candidates, including those licensed to our collatmws, if approved for commercial sale, will depem a number of factors, including:

. the efficacy and safety of the produ

. the potential advantages of the product comparedtéonative treatment

. the prevalence and severity of any side effe

. the clinical indications for which the product igpsoved;

. whether the product is designated under physiceatrnent guidelines as a f-line therapy or as a secc- or thirc-line therapy
. limitations or warnings, including distribution ose restrictions, contained in the pror's approved labeling

. our ability, or the ability of our collaborators, ¢ffer the product for sale at competitive pric

. the produc's convenience and ease of administration comparaliernative treatment

. the willingness of the target patient populatioriryg and of physicians to prescribe, the prod

. the strength of sales, marketing and distributigop®rt;

. the approval of other new products for the sami#ins;

. changes in the standard of care for the targettidations for the produc

. the timing of market introduction of our approvewgucts as well as competitive produr

. availability and amount of reimbursement from goweent payors, managed care plans and other thitg payors;
. adverse publicity about the product or favorablbligity about competitive products; a

. potential product liability claims
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The potential market opportunities for our prodeamdidates are difficult to precisely estimate. @stimates of the potential market
opportunities are predicated on many assumptiarigding industry knowledge and publications, thpatty research reports and other
surveys. While we believe that our internal assumngtare reasonable, these assumptions involvextireise of significant judgment on the
part of our management, are inherently uncertaihthe reasonableness of these assumptions hasembabsessed by an independent source
If any of the assumptions proves to be inaccuthteactual markets for our product candidates cbaldmaller than our estimates of the
potential market opportunities.

If any of our product candidates receives marketingapproval and we, or others, later discover that th drug is less effective than
previously believed or causes undesirable side efts that were not previously identified, our ability to market the drug, or that of our
collaborators, could be compromised.

Clinical trials of our product candidates are cartdd in carefully defined subsets of patients waeehagreed to enter into clinical trials.
Consequently, it is possible that our clinicallimay indicate an apparent positive effect of@pct candidate that is greater than the actual
positive effect, if any, or alternatively fail tdentify undesirable side effects. If, following appal of a product candidate, we, or others,
discover that the drug is less effective than pmesiy believed or causes undesirable side effaatstere not previously identified, any of the
following adverse events could occur:

. regulatory authorities may withdraw their approefithe drug or seize the dru

. we, or our collaborators, may be required to retteldrug or change the way the drug is adminidie

. additional restrictions may be imposed on the mtargeof, or the manufacturing processes for, theigaar drug;

. we may be subject to fines, injunctions or the isifion of civil or criminal penalties

. regulatory authorities may require the additioadieling statements, such a“black boy” warning or a contraindicatiol

. we, or our collaborators, may be required tate a Medication Guide outlining the risks of piheviously unidentified side effects for
distribution to patients

. we, or our collaborators, could be sued and halildi for harm caused to patier
. the drug may become less competitive;

. our reputation may suffe

Any of these events could have a material and adveffect on our operations and business and ealversely impact our stock price.

If we are unable to establish sales, marketing andistribution capabilities or enter into sales, marleting and distribution arrangements
with third parties, we may not be successful in comercializing any product candidates that we develoff and when those product
candidates are approved.

We do not have a sales, marketing or distributidrastructure and have no experience in the saeketing or distribution of pharmaceutical
products. To achieve commercial success for anyoapd product, we must either develop a sales aar#teting organization or outsource
these functions to third parties. We plan to userabination of third party collaboration, licensiagd distribution arrangements and a
focused in-house commercialization capability #bay products that receive marketing approval.

We generally plan to seek to retain full commeizalon rights for the United States for produttattwe can commercialize with a
specialized sales force and to retain co-promatiosimilar rights for the United States when febesih indications requiring a larger
commercial infrastructure. The development of satesrketing and distribution capabilities will réusubstantial resources, will be time-
consuming and could delay any
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product launch. If the commercial launch of a pridiandidate for which we recruit a sales force estdblish marketing and distribution
capabilities is delayed or does not occur for aason, we could have prematurely or unnecessadlyiied these commercialization costs.
This may be costly, and our investment could beifage cannot retain or reposition our sales aradk@ting personnel. In addition, we may
not be able to hire or retain a sales force inthited States that is sufficient in size or hasqadgée expertise in the medical markets that we
plan to target. If we are unable to establish tainea sales force and marketing and distributmpabilities, our operating results may be
adversely affected. If a potential partner has wreent or commercialization expertise that weevaiis particularly relevant to one of our
products, then we may seek to collaborate with poégntial partner even if we believe we could othse develop and commercialize the
product independently.

We plan to collaborate with third parties for conmoiglization in the United States of any produbist require a large sales, marketing and
product distribution infrastructure. We also plarcommercialize our product candidates outsidethiged States through collaboration,
licensing and distribution arrangements with thiedties. As a result of entering into arrangemeuiitis third parties to perform sales,
marketing and distribution services, our produgteraies or the profitability of these product revenmay be lower, perhaps substantially
lower, than if we were to directly market and ggtiducts in those markets. Furthermore, we maynsaacessful in entering into the
necessary arrangements with third parties or maynbéle to do so on terms that are favorable ténuaddition, we may have little or no
control over such third parties, and any of theny fad to devote the necessary resources and attettt sell and market our products
effectively.

If we do not establish sales and marketing capagslieither on our own or in collaboration witlir¢hparties, we will not be successful in
commercializing any of our product candidates tkative marketing approval.

We face substantial competition from other pharmacetical and biotechnology companies and our operatimresults may suffer if we
fail to compete effectively.

The development and commercialization of new dmagipcts is highly competitive. We expect that weg aur collaborators, will face
significant competition from major pharmaceuticaipanies, specialty pharmaceutical companies artddbinology companies worldwide
with respect to CTP-354 and any other of our prbdaadidates that we, or they, may seek to deval@mmmercialize in the future.
Specifically, there are a number of large pharmicaiuand biotechnology companies that currentlykagand sell products or are pursuing
the development of product candidates for thermeat of the key indications of our priority progrsnncluding spasticity, neurologic
disorders, cancer and inflammation. Our competitoay succeed in developing, acquiring or licens@anologies and drug products that
more effective, have fewer or more tolerable siifieces or are less costly than any product candildiat we are currently developing or that
we may develop, which could render our product @atds obsolete and noncompetitive.

We are initially developing CTP-354 for the treatrhef spasticity in multiple sclerosis and spinatctinjury. Current first-line treatment for
spasticity includes oral and local agents and laysind occupational therapy. Four oral drugs teen approved in the United States for the
treatment of spasticity: baclofen (Liore&3) tizanidine (Zanafle® ), diazepam (Valium) and dantrolene (Dantrifiin each of which is
available on a generic basis. Spasticity is aksatéd through localized injections of botulinumitoxn addition, there are several potentially
competitive product candidates in Phase 3 clirdeaklopment being pursued by pharmaceutical artddiioology companies, including GW
Pharmaceuticals plc and Osmotica Pharmaceuticals. Co

We are developing CTB99 for the treatment of type 2 diabetic kidneyedige in patients with macroalbuminuria. The curstartdard of cal
in this indication is angiotensin modulation, whishreatment with an angiotensin converting enzymhéitor, which we refer to as an ACI
or an angiotensin receptor blocker, which we riedeas an ARB. Both of these types of drugs arel@viai on a generic basis. We are
developing CTR499 for administration in combination with theseighk. These drugs are well established therapi¢stbavidely accepted t
physicians, patients and third party payors. Pligss; patients and third party payors may not adtepaddition of CTP-499 to their current
treatment regimens for a variety of potential re@sincluding a desire not to incur the additioc@dt of CTP-499 or a perception that the
addition of CTP-
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499 would be poorly tolerated or of limited bendfitCTP-499 receives marketing approval, it magodace competition from a number of
product candidates that are currently in clinieatelopment including potentially competitive protdoandidates in Phase 3 clinical
development being pursued by AbbVie Inc., Jansssse&ch & Development LLC and NephroGenex, Inc.

Avanir has reported that it plans to develop A¥&®6 for the treatment of neurologic and psychiatisorders. There are a number of mark
drugs and product candidates in clinical developrfmrthese indications.

Our commercial opportunity could be reduced or &lated if our competitors develop and commerciglimeducts that are safer, more
effective, have fewer or less severe side effextssmore convenient or are less expensive thap@mucts that we, or our collaborators, may
develop. Our competitors also may obtain FDA oeotharketing approval for their products before @aregur collaborators, are able to
obtain approval for ours, which could result in sampetitors establishing a strong market positiefore we, or our collaborators, are able to
enter the market.

Many of our existing and potential future compettbave significantly greater financial resourced expertise in research and development,
manufacturing, preclinical testing, conducting idal trials, obtaining marketing approvals and netirkg approved products than we do.
Mergers and acquisitions in the pharmaceuticallaot:chnology industries may result in even mosaueces being concentrated among a
smaller number of our competitors. Smaller or eathge companies may also prove to be significamipetitors, particularly through
collaborative arrangements with large and estabtistompanies. These competitors also compete with recruiting and retaining qualified
scientific and management personnel and estabfjghinical trial sites and patient registration @linical trials, as well as in acquiring
technologies complementary to, or necessary farpmgrams.

We also face competition in the development of dezrtated compounds.

Several large pharmaceutical and biotechnology emigs have begun to cover deuterated analogsiopiteeluct candidates in patent
applications and may choose to develop these ddgatecompounds. These large pharmaceutical anechioblogy companies may have
significantly greater financial resources and efipelin research and development, manufacturireglipical testing, conducting clinical
trials, obtaining marketing approvals and marketipgroved products than we do. In addition, we kobane biotechnology company,
Auspex Pharmaceuticals, Inc., and possibly tworstH2eutRx LLC and Berolina innovative Research Beéelopment Services Pharma
GmbH, that are developing product candidates basatkuterium substitution. These competitors mambee successful than us in
developing deuterated compounds. In addition, tkesgpetitors may enter into collaborative arrangemher business combinations that
result in their ability to research and developtdeated compounds more effectively than us. Ouemi@l competitors also include academic
institutions, government agencies and other puiit private research organizations.

If our competitors in the development of deuteratechpounds are able to grow their intellectual propestates and create new and
successful deuterated compounds more effectively tis, our ability to identify additional compourfds preclinical and clinical
development and obtain product revenues in futargs could be compromised, which could resustigmificant harm to our operations and
financial position.

If the FDA or comparable foreign regulatory authorities approve generic versions of any of our produstthat receive marketing
approval, or such authorities do not grant our prodicts appropriate periods of data exclusivity beforeapproving generic versions of
our products, the sales of our products could be agrsely affected.

Once an NDA is approved, the product covered thebelcomes a “reference listed drug” in the FDA’blpmation, “Approved Drug Products
with Therapeutic Equivalence Evaluationslanufacturers may seek approval of generic versibmeference listed drugs through submis:
of abbreviated new drug applications, or ANDAsthHa United States. In support of an ANDA, a genaranufacturer need not conduct
clinical
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studies. Rather, the applicant generally must stemvits product has the same active ingredierd¢gage form, strength, route of
administration and conditions of use or labelingresreference listed drug and that the generisimeris bioequivalent to the reference listed
drug, meaning it is absorbed in the body at theesate and to the same extent. Generic productsmajgnificantly less costly to bring to
market than the reference listed drug and compdhn@sproduce generic products are generally abtdfer them at lower prices. Thus,
following the introduction of a generic drug, arsfgcant percentage of the sales of any brandedymioor reference listed drug may be
typically lost to the generic product.

The FDA may not approve an ANDA for a generic pretduntil any applicable period of non-patent exilig for the reference listed drug
has expired. The Federal Food, Drug, and Cosmeticok FDCA, provides a period of five years of fmatent exclusivity for a new drug
containing a new chemical entity. Specificallycases where such exclusivity has been grantedN&Amay not be filed with the FDA
until the expiration of five years unless the sugsitn is accompanied by a Paragraph IV certificatt@t a patent covering the reference
listed drug is either invalid or will not be infded by the generic product, in which case the aaptimay submit its application four years
following approval of the reference listed drug. Whwe believe that our product candidates cordgtive ingredients that would be treate
new chemical entities by the FDA and, thereforapiproved, should be afforded five years of datduskvity, the FDA may disagree with
that conclusion and may approve generic produtés afperiod that is less than five years. Manuf@&cs may seek to launch these generic
products following the expiration of the applicablarketing exclusivity period, even if we still leapatent protection for our product.

Competition that our products may face from geneeisions of our products could materially and aslely impact our future revenue,
profitability and cash flows and substantially liraur ability to obtain a return on the investmemtshave made in those product candidates.

To the extent we, or our collaborators, market prodicts that are deuterated analogs of generic drugéat are approved or will be
approved while we market our products, our productswill likely compete against these generic productand the sales of our products
could be adversely affected.

We anticipate that some of the products that weuorcollaborators, may develop will be deuteraedlogs of approved drugs that are or
then be available on a generic basis. In additfome develop a product that is a deuterated anaf@nongeneric approved drug, the FDA
comparable foreign regulatory authorities may algprove generic versions of the corresponding renestated drug. If approved, we expect
that our deuterated products will compete agalmedeé generic non-deuterated compounds in the sativations. Efforts to educate the
medical community and third party payors on thedfigsof any product that we develop as compardtiéaorresponding non-deuterated
compound, or generic versions of it, may requigaigicant resources and may not be successfuhy$igians, rightly or wrongly, do not
believe that a product that we, or our collabostdevelop offers substantial advantages overahesponding non-deuterated compound, or
generic versions of the corresponding non-deutéredenpound, or that the advantages offered by mdyzt as compared to the
corresponding non-deuterated compound, or its gewersions, are not sufficient to merit the inaea price over the corresponding non-
deuterated compound, or its generic versionswiabr our collaborators, would seek, physicianghinot prescribe that product. In
addition, third party payors may refuse to providienbursement for a product that we, or our coltabtmrs, develop when the corresponding
non-deuterated compound, or generic versions ofahesponding non-deuterated compound, offer apdrealternative therapy in the same
indication, or may otherwise encourage use of treesponding non-deuterated compound, or genersores of the corresponding non-
deuterated compound, over our product, even ipooduct possesses favorable pharmaceutical preperti

Competition that our product candidates may fasmfany generic non-deuterated product on whictpoeaiuct candidate is based or a later-
approved generic version of a branded non-deutkmteuct on which our product is based, could nelteg and adversely impact our future
revenue, profitability and cash flows and substdiytiimit our ability to obtain a return on theviestments we have made in those product
candidates.
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Even if we, or our collaborators, are able to commeialize any product candidate that we, or they, deelop, the product may become
subject to unfavorable pricing regulations, third party payor reimbursement practices or healthcare réorm initiatives that could harm
our business.

The commercial success of our product candidatkslepend substantially, both domestically and aldr@n the extent to which the costs of
our product candidates will be paid by health maiance, managed care, pharmacy benefit and sineitdthcare management organizations,
or reimbursed by government health administratigth@rities, private health coverage insurers ahérathird party payors. If reimbursement
is not available, or is available only to limitez&ls, we, or our collaborators, may not be abkuttcessfully commercialize our product
candidates. Even if coverage is provided, the aggteeimbursement amount may not be high enoughide us, or our collaborators, to
establish or maintain pricing sufficient to realezsufficient return on our or their investments.

There is significant uncertainty related to thiatdty payor coverage and reimbursement of newlyamat drugs. Marketing approvals, pric
and reimbursement for new drug products vary widiegn country to country. Some countries requirprapal of the sale price of a drug
before it can be marketed. In many countries, tie@ng review period begins after marketing or protdlicensing approval is granted. In sc
foreign markets, prescription pharmaceutical pgaiemains subject to continuing governmental cdmtven after initial approval is granted.
As a result, we, or our collaborators, might obtaiarketing approval for a product in a particulanmtry, but then be subject to price
regulations that delay commercial launch of thedpo, possibly for lengthy time periods, which nmegatively impact the revenues we are
able to generate from the sale of the productanh ¢buntry. Adverse pricing limitations may hinaer ability or the ability of our
collaborators to recoup our or their investmentrie or more product candidates, even if our prodactidates obtain marketing approval.

Our ability, and the ability of our collaboratote,commercialize CTP-354 or any other product odaui will depend in part on the extent to
which coverage and reimbursement for these produtgelated treatments will be available from goweent health administration
authorities, private health insurers and other wiggions. Government authorities and third paeyagss, such as private health insurers and
health maintenance organizations, decide which catidns they will cover and establish reimbursenf@rgls. The healthcare industry is
acutely focused on cost containment, both in theddrStates and elsewhere. Government authoritieghard party payors have attempted to
control costs by limiting coverage and the amodmeonbursement for particular medications, whichild affect our ability or that of our
collaborators to sell our product candidates pabfit. These payors may not view our products, ¥f ais cost-effective, and coverage and
reimbursement may not be available to our custoneerhose of our collaborators, or may not beisigffit to allow our products, if any, to
marketed on a competitive basis. Cost-controldtiites could cause us, or our collaborators, toe#se the price we, or they, might establish
for products, which could result in lower than aipated product revenues. If the prices for oudpuats, if any, decrease or if governmental
and other third party payors do not provide adezjagaverage or reimbursement, our prospects fontevand profitability will suffer.

There may also be delays in obtaining coverage@ntbursement for newly approved drugs, and cowenagy be more limited than the
indications for which the drug is approved by tti@Aor comparable foreign regulatory authorities.ristover, eligibility for reimbursement
does not imply that any drug will be paid for ih@ses or at a rate that covers our costs, imjudisearch, development, manufacture, sale
and distribution. Reimbursement rates may varyyay of example, according to the use of the drudythe clinical setting in which it is
used. Reimbursement rates may also be based obursiement levels already set for lower cost drugeay be incorporated into existing
payments for other services.

In addition, increasingly, third party payors agquiring higher levels of evidence of the beneditd clinical outcomes of new technologies
and are challenging the prices charged. We, andalaborators, cannot be sure that coverage withmilable for any product candidate that
we, or they, commercialize and, if available, tina reimbursement rates will be adequate. Furthemet reimbursement for drug products
may be subject to

62



Table of Contents

additional reductions if there are changes to Iduas presently restrict imports of drugs from coiest where they may be sold at lower prices
than in the United States. An inability to promptlytain coverage and adequate payment rates frémglbeernment-funded and private
payors for any our product candidates for which eaveyur collaborators, obtain marketing approvallddave a material adverse effect on
operating results, our ability to raise capitaldegbto commercialize products and our overall fai@rcondition.

We may not be successful in our efforts to identifgr discover additional potential product candidates.

A significant portion of the research that we avaducting involves the development of new deutdratempounds using our DCE Platform.
The drug discovery that we are conducting using@@E Platform may not be successful in creatingmpoumds that have commercial value
or therapeutic utility beyond the corresponding-denterated compound, or at all. Our research progmay initially show promise in
creating potential product candidates, yet failitdd viable product candidates for clinical deymtgent for a number of reasons, including:

. deuterated analogs of existing non-deuterad@gpounds or newly designed deuterated compoundsstayemonstrate satisfactory
efficacy or other benefits, such as convenienadosfng, increased tolerability, enhanced formatibdesirable active metabolites or
reduced formation of toxic metabolite

. potential product candidates may, on furthedgt be shown to have harmful side effects or otharacteristics that indicate that they
are unlikely to be products that will receive mditkg approval and achieve market acceptanc

. pharmaceutical companies have begun to clainedated analogs of their compounds in patengfjmesulting in otherwise promising
deuterated product candidates already being cowmr@atents or patent applicatio

Our research programs to identify new product adetdis will require substantial technical, finaneiatl human resources. We may be
unsuccessful in our efforts to identify new potehgiroduct candidates. In addition, we may focusedforts and resources on one or more
potential product candidates that ultimately provee unsuccessful.

If we are unable to identify suitable additionaigmounds for preclinical and clinical development; ability to develop product candidates
and obtain product revenues in future periods cbaldompromised, which could result in significhatm to our financial position and
adversely impact our stock price.

Product liability lawsuits against us could divertour resources, cause us to incur substantial liakies and limit commercialization of
any products that we may develop.

We face an inherent risk of product liability clamas a result of the clinical testing of our pradtandidates despite obtaining appropriate
informed consents from our clinical trial partioijts. We will face an even greater risk if we or oallaborators commercially sell any
product that we may or they may develop. For exampé may be sued if any product we develop allgeaises injury or is found to be
otherwise unsuitable during clinical testing, mawtfiring, marketing or sale. Any such product ligbtlaims may include allegations of
defects in manufacturing, defects in design, aifaito warn of dangers inherent in the productjigegce, strict liability or a breach of
warranties. Claims could also be asserted undir stesumer protection acts. If we cannot succhgsfefend ourselves against product
liability claims, we may incur substantial liabidis or be required to limit commercialization of guoduct candidates. Regardless of the
merits or eventual outcome, liability claims magutk in:

. decreased demand for our product candidates ouptethat we may develo
. injury to our reputation and significant negativedia attention
. withdrawal of clinical trial participants

. significant costs to defend resulting litigatic
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. initiation of investigations by regulatot

. product recalls, withdrawals or labeling, marketargpromotional restriction:
. substantial monetary awards to trial participamtpatients

. loss of revenue

. reduced resources of our management to pursueusingss strategy; ai

. the inability to commercialize any products thatmway develop

Although we maintain general liability insurance®@ million in the aggregate and clinical triaHikty insurance of $5 million in the
aggregate, this insurance may not fully cover piaehabilities that we may incur. The cost of apgoduct liability litigation or other
proceeding, even if resolved in our favor, couldshbbstantial. We will need to increase our insueacmverage if and when we begin selling
any product candidate that receives marketing abrtn addition, insurance coverage is becomimgeasingly expensive. If we are unable
to obtain or maintain sufficient insurance coveragian acceptable cost or to otherwise protechagpabtential product liability claims, it
could prevent or inhibit the development and conmuiaéproduction and sale of our product candidatdsch could adversely affect our
business, financial condition, results of operatiand prospects.

JZP-386 is a deuterated analog of a Schedule | conlled substance and will likely be classified as &chedule | or Schedule I
controlled substance, which could substantially lirit our ability to obtain the quantities of JZP-386needed to conduct clinical trials
and the ability of our collaborator to market and Il JZP-386 if it receives marketing approval. We o0 expect CTP-354 to be
classified as a Schedule 1V controlled substancehigh would result in restrictions on the sale and whtribution of that product if it
receives marketing approval.

The placement of drugs or other substances intedsdbs under the Controlled Substances Act of 19iE0CSA, is based upon the
substance’s medical use, potential for abuse dietlysar dependence liability. Under the CSA, eveeyson who manufactures, distributes,
dispenses, imports or exports any controlled substanust register with the U.S. Drug Enforcemengay, or DEA, unless exempt. Our
product candidate JZP-386, which we have licenseidizz Pharmaceuticals, is a deuterium-substiautatbg of sodium oxybate. Sodium
oxybate is regulated as a chemical by the DEA &sheedule | controlled substance. Because of thedsdé | classification of sodium
oxybate, JZP-386 is regulated by the DEA as a Sdbhddontrolled substance. As a result, we or Rirarmaceuticals will be required to
obtain a license to ship the chemical intermediaé we are using as the precursor to JZP-386,hwhigy delay or prevent the manufacturing
of JZP-386 for clinical trials.

Specifically, the DEA limits the quantity of cemiaSchedule | controlled substances that may beugextlin the United States in any year
through a quota system. If our contract manufacsuier JZP-386, or those for Jazz Pharmaceutinasufacture JZP-386 in the United
States, they will be required to obtain separaté QEotas to supply us or Jazz Pharmaceuticals 37t 386 for the conduct of clinical trials.
Different, but potentially no less burdensome ratiahs, may apply if we or Jazz Pharmaceutical®stado contract for the manufacture of
JZP-386 outside of the United States.

The process of obtaining the quotas needed to @bridel planned clinical trials of JZB86 may involve lengthy legal and other efforts am

or Jazz Pharmaceuticals, or suppliers or manufatdor us or Jazz Pharmaceuticals, may not betalolbtain sufficient quotas from the
DEA. If we or Jazz Pharmaceuticals, or suppliersianufacturers for us or Jazz Pharmaceuticals,otaitain the quotas that are needed on
a timely basis, or at all, we and Jazz Pharmacaatinay not be able to conduct, on a timely basé all, the clinical trials of JZP-386 that
are planned, including the Phase 1 clinical thaktve will be responsible for conducting, and business, financial condition, results of
operations and growth prospects could be adveestdygted.

If JZP-386 is approved for marketing in the Unif&dtes, we believe that the commercial drug comigidZP-386 will remain subject to the
CSA as a Schedule 1l controlled substance. Thestictions could limit the
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marketing and distribution of the commercial dregitaining JZP-386. We also expect our product aatdj CTP-354, to be classified as a
Schedule IV controlled substance under the CSAAgh the CSA’s restrictions governing substaneedchedule |V are not as stringent as
those for substances in Schedule 111, they toocttioiit our ability to market and sell CTP-354tiis approved for marketing.

In addition, failure to maintain compliance withpdipable requirements under the CSA, particulagiyra@nifested in loss or diversion of
regulated substances, can result in enforcemepnatiat could include civil penalties, refusakémew registrations or quotas, revocation of
registrations or quotas or criminal proceedingy, @which could have a material adverse effecbonbusiness, results of operations and
financial condition. Individual states also regalabntrolled substances, and we and Jazz Pharnwdsuand contract manufacturers for us
and Jazz Pharmaceuticals, will be subject to ségfelation on distribution of these products.

RISKS RELATED TO OUR DEPENDENCE ON THIRD PARTIES

We depend on collaborations with third parties forthe development and commercialization of some of ogroduct candidates and
expect to continue to do so in the future. Our prgzects with respect to those product candidates witlepend in significant part on the
success of those collaborations.

We have entered into collaborations with Celgenegnv and Jazz Pharmaceuticals for the developamghtommercialization of certain of
our product candidates and expect to enter intitiaddl collaborations in the future. We have lietitcontrol over the amount and timing of
resources that our collaborators dedicate to threldpment or commercialization of our product cadiaties. Our ability to generate revenues
from these arrangements will depend on our collatioos’ abilities to successfully perform the funos assigned to them in these
arrangements. In addition, our collaborators haeeight to abandon research or development pograd terminate applicable agreements,
including funding obligations, prior to or upon teepiration of the agreed upon terms.

Collaborations involving our product candidatesgpasiumber of risks, including the following:
. collaborators have significant discretion in detieinmg the efforts and resources that they will ggplthese collaboration
. collaborators may not perform their obligationseapected

. collaborators may not pursue development amaneercialization of our product candidates or macehot to continue or renew
development or commercialization programs, basedioital trial results, changes in the collaboratstrategic focus or available
funding or external factors, such as an acquisitioat divert resources or create competing préarisuch as occurred in a prior
collaboration we had with Glaxo Group Limited, 08K

. collaborators may delay clinical trials, progishsufficient funding for a clinical trial prograrstop a clinical trial or abandon a product
candidate, repeat or conduct new clinical trialseguire a new formulation of a product candidatecfinical testing

. product candidates developed in collaboratith ws, including in particular product candidatesed on deuteration of a collaborator’s
marketed drugs or advanced clinical candidates, lmayiewed by our collaborators as competitive \lisir own product candidates or
products, which may cause collaborators to ceadevote resources to the commercialization of eadpct candidate:

. a collaborator with marketing and distributigghts to one or more products may not commit siéfit resources to the marketing and
distribution of such product or produc

. disagreements with collaborators, includingadieements over proprietary rights, contract imegtion or the preferred course of
development, might cause delays or terminatiomefrésearch, development or commercialization edpet candidates, might lead to
additional responsibilities for us with respecptoduct candidates, or might result in litigatianaobitration, any of which would be
time-consuming and expensiv
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. collaborators may not properly maintain or defendiatellectual property rights or may use our prefary information in such a way
to invite litigation that could jeopardize or iniddte our intellectual property or proprietary infation or expose us to potential
litigation;

. collaborators may infringe the intellectual progeights of third parties, which may expose ustigdtion and potential liability; an

. collaborations may be terminated and, if teateéd, may result in a need for additional capdgiursue further development or
commercialization of the applicable product cantiid:

Collaboration agreements may not lead to develop@recommercialization of product candidates inrhest efficient manner or at all. If a
collaborator of ours is involved in a business coration, it could decide to delay, diminish or témate the development or
commercialization of any product candidate licenseid by us.

We expect to seek to establish additional collabotians, and, if we are not able to establish them ocommercially reasonable terms, w
may have to alter our development and commercializan plans.

Our drug development programs and the potentiaihceroialization of our product candidates will regusubstantial additional cash to fund
expenses. We may seek one or more collaboratotedatevelopment and commercialization of one orenod our product candidates. For
example, conducting pivotal Phase 3 clinical tril€TP-499 in patients with type 2 diabetic kidritgease with macroalbuminuria will

likely involve significant cost and we expect tha would conduct any large Phase 3 clinical tfaC®P-499 in type 2 diabetic kidney
disease in collaboration with one or more partn&rsey element of our business strategy is the ldgweent of deuterated product candidates
based on approved drugs, advanced clinical caredidatpreviously studied compounds. Our likelyatodirators for these product candidates
in many cases will include the pharmaceutical camgzthat developed the corresponding non-deuttcatmpounds. In addition, likely
collaborators may include large and mid-size phaeutical companies, regional and national pharntaccompanies and biotechnology
companies.

We face significant competition in seeking apprafaicollaborators. Whether we reach a definitiveagent for a collaboration will depend,
among other things, upon our assessment of thabmoktor’'s resources and expertise, the terms @amtitoons of the proposed collaboration
and the proposed collaborator’s evaluation of almemof factors. Those factors may include the patkdifferentiation of our product
candidate from its corresponding non-deuteratetbgndesign or results of clinical trials, the lik@od of approval by the FDA or
comparable foreign regulatory authorities and dwutatory pathway for any such approval, the paéntarket for the product candidate, the
costs and complexities of manufacturing and deilidethe product to patients and the potential ehpeting products. The collaborator may
also consider alternative product candidates dmelogies for similar indications that may be aablé for collaboration and whether such a
collaboration could be more attractive than the witk us for our product candidate.

Collaborations are complex and time-consuming fgotiate and document. In addition, there have laegignificant number of recent
business combinations among large pharmaceutiogbanies that have resulted in a reduced numbestefiial future collaborators. We are
also restricted under the terms of certain of oisting collaboration agreements from entering icatlaborations regarding or otherwise
developing specified compounds that are similahéocompounds that are subject to those agreerardtsollaboration agreements that we
enter into in the future may contain further resioins on our ability to enter into potential cbitaations or to otherwise develop specified
compounds.

We may not be able to negotiate collaborations tmely basis, on acceptable terms, or at all.dfave unable to do so, we may have to
curtail the development of the product candidatenoich we are seeking to collaborate, reduce taydiés development program or one or
more of our other development programs, delayatemtial commercialization or reduce the scopengfsales or marketing activities, or
increase our expenditures and undertake developon&aimmercialization activities at our own expensae elect to
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increase our expenditures to fund development mmeercialization activities on our own, we may nézdbtain additional capital, which
may not be available to us on acceptable termsait.af we do not have sufficient funds, we mayt be able to further develop our product
candidates or bring them to market and generatdugtaevenue. In cases where we seek a collabdmatarproduct compound that is a
deuterated analog of a compound that has beenopidyideveloped, failure to enter into a collabioratvith the developer of the
corresponding non-deuterated compound may resallass of the potential to obtain clearance fraemEDA to follow expedited
development programs that reference and rely atirfigs previously obtained from the developer’s ppreclinical or clinical studies of the
corresponding non-deuterated compound.

We rely on third parties to conduct our clinical trials. If they do not perform satisfactorily, our business may be materially harmed.

We do not independently conduct clinical trialsaafy of our product candidates. We rely on thirdipar such as contract research
organizations, clinical data management organirafimedical institutions and clinical investigatdosconduct these clinical trials and expect
to rely on these third parties to conduct clinicils of any other product candidate that we dgveRny of these third parties may terminate
their engagements with us under certain circumstri€ we need to enter into alternative arrangaséncould delay our product
development activities.

Our reliance on these third parties for clinicatelepment activities limits our control over thessivities but we remain responsible for
ensuring that each of our studies is conducteddonr@ance with the applicable protocol, legal, tatpuy and scientific standards. For
example, notwithstanding the obligations of a cacttresearch organization for a trial of one of praduct candidates, we remain responsible
for ensuring that each of our clinical trials imdacted in accordance with the general investigatiplan and protocols for the trial.
Moreover, the FDA requires us to comply with staddacommonly referred to as current Good ClinRlctices, or cGCPs, for conducting,
recording and reporting the results of clinicaisito assure that data and reported results edi#bte and accurate and that the rights, inte
and confidentiality of trial participants are pretied. The FDA enforces these cGCPs through perindpections of trial sponsors, principal
investigators, clinical trial sites and institutadmeview boards. If we or our third party contastfail to comply with applicable cGCPs, the
clinical data generated in our clinical trials nt@ydeemed unreliable and the FDA may require petfiorm additional clinical trials before
approving our product candidates, which would déteeymarketing approval process. We cannot beindhat, upon inspection, the FDA
will determine that any of our clinical trials covith cGCPs. We are also required to registaricél trials and post the results of
completed clinical trials on a governmesgensored database, ClinicalTrials.gov, withinaiartimeframes. Failure to do so can result indj
adverse publicity and civil and criminal sanctions.

Furthermore, the third parties conducting clinicills on our behalf are not our employees, anépixfor remedies available to us under our
agreements with such contractors, we cannot cowtiether or not they devote sufficient time, shitld resources to our ongoing developr
programs. These contractors may also have rel&tinsvith other commercial entities, including @empetitors, for whom they may also
conducting clinical trials or other drug developractivities, which could impede their ability tewbte appropriate time to our clinical
programs. If these third parties do not successfidtry out their contractual duties, meet expedieallines or conduct our clinical trials in
accordance with regulatory requirements or ouedtpatotocols, we may not be able to obtain, or begelayed in obtaining, marketing
approvals for our product candidates. If that oscure will not be able to, or may be delayed in @ftorts to, successfully commercialize our
product candidates. In such an event, our finamellts and the commercial prospects for any prockndidates that we seek to develop
could be harmed, our costs could increase andhilitydo generate revenues could be delayed, inadaor foreclosed.

We also rely on other third parties to store arstritiute drug supplies for our clinical trials. Apgrformance failure on the part of our
distributors could delay clinical development orrk&ing approval of our product candidates or comumaézation of any resulting products,
producing additional losses and depriving us oéptél product revenue.
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Because there are limited sources of deuterium, wand our collaborators, are exposed to a number afsks and uncertainties
associated with our deuterium supply.

We believe that all of the deuterium that we usmanufacturing our product candidates is curred#isived, directly or indirectly, from
deuterium oxide. For most of our deuterium suppéyrely on bulk supplies of deuterium oxide, which eurrently source from two supplie
one located in the United States and one locateshdbwhich is affiliated with a foreign governmewite may establish a deuterium oxide
supply arrangement with an additional supplier,clitis located outside of the United States andfilsated with a foreign government. It is
also possible that our current U.S. supplier ofteléum oxide relies on our current foreign supplas well as our potential future foreign
supplier, for its supply of deuterium oxide, altigbuve are not familiar with its procurement pragsic

We estimate that our current source of deuteriuideowill be sufficient to meet our anticipated regments through at least 2015. However,
we do not have long-term agreements with our ctiseppliers. If we are not able to establish ormt@n supply arrangements with the
foreign government-affiliated suppliers from whigle have purchased and believe we may be able thase additional deuterium oxide, or
the relevant foreign governments decide to withfaalyg authorization for the export of deuterium @xitat we seek, we may be unable to
secure alternative sources. If we are unable taioisufficient supplies of deuterium oxide from @urrent suppliers or our potential future
foreign supplier, we would be forced to either saltérnative suppliers of deuterium oxide, likelyather countries, or alternative sources of
deuterium. Such alternative supplies may not bdabla to us on acceptable terms or at all.

In order to internationally transport any deuterioxide that we purchase from either of these tweiém suppliers, we, or our U.S. supplier,
may be required to obtain an export license froencibuntry of origin and we may be required to absai International Import Certificate
from the country of destination. We are also regplito obtain an export license from the Nucleardkegry Commission before shipping
deuterium oxide from the United States to any @tmanufacturer in another country. Each of tldeseiments specifies the maximum
amount of deuterium oxide that we, or our suppliare permitted to either import or export. In fautar, in order to obtain additional supp
of deuterium oxide from the foreign-governmentlefted supplier from which we have purchased déauteoxide, we will be required to
obtain an additional export license from the copofrorigin and a U.S. import certificate. While \wave obtained similar licenses and
certificates in the past, we may not be able taiolthem in the future in a timely manner or at\Ale have not obtained an export license
from the country in which our potential future figpe supplier is located and may not be able toadm s timely fashion or at all. In addition,
our current U.S. export licenses may be insuffictermeet our future requirements and we may nattide to obtain further licenses in a
timely manner or at all.

Certain of our manufacturing processes for our pebdandidates incorporate deuterium by using datge chemical intermediates or
reagents that are derived from deuterium oxide ti@ideuterated chemical intermediates and reageatare not subject to the license
requirements applicable to deuterium oxide; howdlvermmanufacturer of the deuterated chemical indeliade or reagent may themselves be
required to obtain deuterium oxide under applicdibEnsing requirements. Most of the manufactuoéithese deuterated chemical
intermediates and reagents are not located in dearhat produce bulk quantities of deuterium exitiherefore, our ability to source these
deuterated chemical intermediates will depend erattility of these manufacturers to obtain deuteraxide from other countries. In the
future we may arrange for supplies of deuteratemiribal intermediates or reagents from manufactuoeeted in countries from which they
can source deuterium oxide in bulk. However, cattnaanufacturers in these countries may not repteseiable alternative to our current
suppliers. We do not have long-term agreements avitrsuppliers of deuterated chemical intermediatesagents and we obtain some of
these deuterated chemical intermediates or reaffentssingle sources, putting us at risk of uncolfed cost increases or supply interrupti
if we cannot establish alternative sourcing arramgas. Deuterated chemical intermediates may beresiyge or difficult to obtain or may be
produced by specialized techniques that are natlwigracticed and we may not be able to enterantangements for larger scale supply of
deuterated chemical intermediates on acceptabtestar at all.
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If we are unable to obtain sufficient supplies efiterium, our ability to produce our product caatis would be impeded and our business,
financial condition and prospects could be harnegarticular, certain of our manufacturing proesssncluding those for CTP-499 and
certain other of our product candidates, are ptegeto require particularly large quantities of @eiwm for late-stage clinical trials and for
commercialization. Consequently, any adverse impadaiur ability to obtain deuterium oxide from aunrent suppliers, import deuterium
oxide into the United States or export deuteriund@xo our contract manufacturers could have dqaarly severe impact on our ability to
develop or commercialize those product candidates.

Similarly, to develop and commercialize any of beensed product candidates, our collaboratorsweiéld to obtain supplies of deuterium
will be subject to risks and requirements in comieacwith sourcing deuterium that are similar te thnes that we face. In addition, if any of
our product candidates is approved by the FDA, therFDA will also have regulatory jurisdiction awee manufacture and use of deuterium
oxide and deuterated chemical intermediates orergagn such products. Any adverse impact on auspo collaborators’, ability to obtain
deuterium could delay or prevent the developmerbormercialization of our product candidates, widohld have a material adverse effect
on our business.

We contract with third parties for the manufacture and distribution of our product candidates for clinical trials and expect to continue
to do so in connection with our future developmenand commercialization efforts. This reliance on thid parties increases the risk that
we will not have sufficient quantities of our prodict candidates or such quantities at an acceptablest, which could delay, prevent or
impair our development or commercialization efforts

We currently have only very limited internal cagiigis to manufacture our product candidates. Weettily rely, and expect to continue to
rely, on third party contractors to manufacturecpnécal and clinical supplies of our product cathaties and to package, label and ship these
supplies. We expect to rely on third party conwesto manufacture, package, label and distribotensercial quantities of any product
candidate that we commercialize following apprdealmarketing by applicable regulatory authoritiBeliance on such third party
contractors entails risks, including:

. manufacturing delays if our third party contoas give greater priority to the supply of otheogiucts over our product candidates or
otherwise do not satisfactorily perform accordiodghe terms of the agreements between us and

. the possible termination or nonrenewal of agreembytour third party contractors at a time thatdstly or inconvenient for u:
. the possible breach by the third party contraadbisur agreements with thet
. the failure of third party contractors to complythvapplicable regulatory requiremer

. the possible mislabeling of clinical supplipstentially resulting in the wrong dose amountsigeiupplied or active drug or placebo not
being properly identifiec

. the possibility of clinical supplies not beidglivered to clinical sites on time, leading tanaal trial interruptions, or of drug supplies
not being distributed to commercial vendors imaelly manner, resulting in lost sales; ¢

. the possible misappropriation of our proprietafpimation, including our trade secrets and k-how.

We currently rely on a small number of third parontract manufacturers to supply the majority of mguired finished product for our
preclinical studies and clinical trials. We do hawe long-term agreements with any of these thartigs. If any of our existing manufacturers
should become unavailable to us for any reasomrmasgincur some delay in identifying or qualifyingptacements.

If any of our product candidates are approved lyyragulatory agency, we plan to enter into agredseith third party contract
manufacturers for the commercial production anttidistion of those products. It may be difficultfos to reach agreement with a contract
manufacturer on satisfactory terms or in a timegnmer,

69



Table of Contents

especially if the manufacturer believes it is umilgusuited to use our deuterium chemistry manufaajuprocesses or that our deuterium
chemistry manufacturing processes bear greateuptiot risks than manufacture of non-deuteratedpmmds. In addition, we may face
competition for access to manufacturing faciliessthere are a limited number of contract manufacéwperating under current good
manufacturing practices, or cGMPs, that are capafileanufacturing our product candidates. Consetiyyeme may not be able to reach
agreement with third party manufacturers on sattefg terms, which could delay our commercializatéfforts.

Third party manufacturers are required to complihwiGMPs and similar regulatory requirements oetsiee United States. Facilities used
our third party manufacturers must be approvechbyRDA after we submit an NDA and before poterafgroval of the product candidate.
Similar regulations apply to manufacturers of ourduct candidates for use or sale in foreign coesmtiWe do not control the manufacturing
process and are completely dependent on our thitty manufacturers for compliance with the applieakgulatory requirements for the
manufacture of our product candidates. If our mactufrers cannot successfully manufacture matdvédidonforms to the strict regulatory
requirements of the FDA and any applicable fore&gulatory authority, they will not be able to sexthe applicable approval for their
manufacturing facilities. If these facilities aretmpproved for commercial manufacture, we may rniedithd alternative manufacturing
facilities, which could result in delays in obtaigiapproval for the applicable product candidate.

In addition, our manufacturers are subject to onggieriodic inspections by the FDA and correspogditate and foreign agencies for
compliance with cGMPs and similar regulatory regoients both prior to and following the receipt @frketing approval for any of our
product candidates. Some of these inspections mayannounced. Failure by any of our manufactucecomply with applicable cGMPs or
other regulatory requirements could result in sanstbeing imposed on us, including fines, injumies, civil penalties, delays, suspensions or
withdrawals of approvals, operating restrictiomsefruptions in supply and criminal prosecutioms; af which could significantly and
adversely affect supplies of our product candidateshave a material adverse impact on our busifiraacial condition and results of
operations.

Our current and anticipated future dependence oftoers for the manufacture of our product candelatay adversely affect our future pre
margins and our ability to commercialize any prddubat receive marketing approval on a timely emahpetitive basis.

RISKS RELATED TO OUR INTELLECTUAL PROPERTY

If we are unable to obtain and maintain sufficientpatent protection for our product candidates, or ifthe scope of the patent protection
is not sufficiently broad, our competitors could deelop and commercialize products similar or idential to ours, and our ability to
successfully commercialize our product candidates ay be adversely affected.

Our success depends in large part on our abiligbtain and maintain patent protection in the Whiates and other countries with respe
our proprietary product candidates. If we do natcadately protect our intellectual property, compesi may be able to erode or negate any
competitive advantage we may have, which could haunbusiness and ability to achieve profitabilify. protect our proprietary position, \
file patent applications in the United States ambad related to our novel product candidatesabaimportant to our business. The patent
application and approval process is expensive iamet¢onsuming. We may not be able to file and proseall necessary or desirable patent
applications at a reasonable cost or in a timelgmea Neither deuterium itself, nor the generalogm of selective substitution of deuterium
for hydrogen in existing compounds are patentahkerefore we usually seek patents on a compounchbypound basis or on a relatively
narrow genus of compounds. We are not guarantegg#tents will issue protecting any particulartdeated compound for which we seek
patent protection.

Our ability to obtain and maintain patent proteatfor our product candidates may be limited if ttisares of non-deuterated compounds are
held to anticipate or make obvious claims of deattst analogs of the same or
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similar compounds. In addition, several large plareutical and biotechnology companies have begpuorsue patent protection for
deuterated analogs of their products and produatidates, and may in the future obtain patent ptite that covers deuterated analogs of
those product candidates. If patents directed piiyn® non-deuterated compounds are deemed t@grdeuterated analogs of those
compounds or patent claims on deuterated analogsnpounds become common in the biotechnology hadhpaceutical industries, these
factors may limit, in part or in whole, our ability seek and obtain patent protection for new ptbdandidates based on deuterium
modification of compounds. It may also limit in par in whole, our ability to develop new produandidates based on deuterium
modification of such compounds without obtaininiicanse from those patent holders.

The patent position of biotechnology and pharmacautompanies generally is highly uncertain. Nagistent policy regarding the breadth
of claims allowed in biotechnology and pharmacelpatents has emerged to date in the United Staiesmany foreign jurisdictions. In
addition, the determination of patent rights wigspect to pharmaceutical compounds commonly ingadeenplex legal and factual questic
which has in recent years been the subject of ritigation. As a result, the issuance, scope, Wglig¢nforceability and commercial value of
our patent rights are highly uncertain.

Assuming the other requirements for patentabiligyraet, currently, the first to file a patent apgtion is generally entitled to the patent.
However, prior to March 16, 2013, in the Unitedt8sathe first to invent was entitled to the pat@utblications of discoveries in the scient
literature often lag behind the actual discoverées patent applications in the United States dherqurisdictions are typically not published
until 18 months after filing, or in some cases atotll. Therefore we cannot be certain that we wheeeirst to make the inventions claimed in
our patents or pending patent applications, orleatvere the first to file for patent protectionsoich inventions. Moreover, we may be
subject to a third party preissuance submissigoriof art to the U.S. Patent and Trademark Officehecome involved in opposition,
derivation, reexamination, inter partes reviewrtetference proceedings, in the United Statessewdiere, challenging our patent rights or
the patent rights of others. An adverse deternondti any such submission, proceeding or litigationld reduce the scope of, or invalidate,
our patent rights, allow third parties to commdize&our technology or product candidates and caengigectly with us, without payment to
us, or result in our inability to manufacture onwuercialize products without infringing third paggtent rights.

Our pending and future patent applications mayrestlt in patents being issued which protect oadpct candidates, in whole or in part, or
which effectively prevent others from commercialgzicompetitive products. Changes in either therpddsvs or interpretation of the patent
laws in the United States and other countries niieynish the value of our patents or narrow the scopour patent protection. In addition,
the laws of foreign countries may not protect aghts to the same extent or in the same mannéredatvs of the United States. For example,
European patent law restricts the patentabilitynethods of treatment of the human body more thatetiStates law does.

Even if our patent applications issue as patehéy, tnay not issue in a form that will provide ushaany meaningful protection, prevent
competitors from competing with us or otherwisevie us with any competitive advantage. Our contgestimay be able to circumvent our
patents by developing similar or alternative tedbgies or products in a non-infringing manner. @ampetitors may also seek approval to
market their own products similar to or otherwisenpetitive with our products. Alternatively, ourmapetitors may seek to market generic
versions of any approved products by submitting A¥@o the FDA in which they claim that patents odoe licensed by us are invalid,
unenforceable or not infringed. In these circumstanwe may need to defend or assert our patertistto, including by filing lawsuits
alleging patent infringement. In any of these typeproceedings, a court or other agency with dicson may find our patents invalid or
unenforceable, or that our competitors are comgetira non-infringing manner. Thus, even if we hagskd and enforceable patents, these
patents still may not provide protection againshpeting products or processes sufficient to achiwebusiness objectives.
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The issuance of a patent is not conclusive as taventorship, scope, validity or enforceabiliyd our owned and licensed patents may be
challenged in the courts or patent offices in tmitédl States and abroad, including challenges tirde U.S. Patent and Trademark Office
post-grant review procedures. Such challenges emyltrin loss of exclusivity or in patent claimsrigenarrowed, invalidated or held
unenforceable, in whole or in part, which coulditiour ability to stop others from using or commializing similar or identical technology
and products, or limit the duration of the patemt@ction of our technology and products. In additigiven the amount of time required for
the development, testing and regulatory reviewest product candidates, patents protecting suchidate$ might expire before or shortly
after such candidates are commercialized.

If we are unable to protect the confidentiality ofour trade secrets, the value of our technology cadibe materially adversely affected
and our business would be harmed.

While we have obtained composition of matter patevith respect to our most advanced product cateidaur DCE Platform is not
patented. In seeking to develop and maintain a etithye position through our DCE Platform and astieer aspects of our business, we rely
on trade secrets, including unpatented know-hoshrtelogy and other proprietary information. We stefgrotect these trade secrets, in part,
by entering into non-disclosure and confidentiadigreements with parties who have access to tharh,as our consultants, independent
contractors, advisors, corporate collaboratorssidatscientific collaborators, contract manufaatsireuppliers and other third parties. We i
enter into confidentiality and invention or patassignment agreements with employees and certaguttants. Any party with whom we
have executed such an agreement may breach tlegnagnt and disclose our proprietary informatioaluiding our trade secrets, and we may
not be able to obtain adequate remedies for swedches. Enforcing a claim that a party illegallyctised or misappropriated a trade secret is
difficult, expensive and time-consuming, and th&come is unpredictable. In addition, if any of tnaide secrets were to be lawfully obtained
or independently developed by a competitor, we wdnave no right to prevent such third party, osthto whom they communicate such
technology or information, from using that techrgpi@r information to compete with us. If any of dtade secrets were to be disclosed to or
independently developed by a competitor, our bssimand competitive position could be harmed.

We may become involved in lawsuits to protect or darce our patents or other intellectual property, which could be expensive, time
consuming and unsuccessful.

Competitors may infringe our patents, trademar&pydghts or other intellectual property. To couritdringement or unauthorized use, we
may be required to file infringement claims, whadn be expensive and time consuming and divetirtteeand attention of our management
and scientific personnel. Any claims we assertragigerceived infringers could provoke these patieassert counterclaims against us
alleging that we infringe their patents, in additio counterclaims asserting that our patentsrev&it or unenforceable, or both. In any pa
infringement proceeding, there is a risk that arcwill decide that a patent of ours is invalidwrenforceable, in whole or in part, and that we
do not have the right to stop the other party fi@img the invention at issue. There is also athisk, even if the validity of such patents is
upheld, the court will construe the patent’s clamasrowly or decide that we do not have the righgtbp the other party from using the
invention at issue on the grounds that our patanins do not cover the invention. An adverse oute@ma litigation or proceeding involving
our patents could limit our ability to assert oatgnts against those parties or other competimi may curtail or preclude our ability to
exclude third parties from making and selling sanibr competitive products. Any of these occurrermasuld adversely affect our competitive
business position, business prospects and finaomialition. Similarly, if we assert trademark infjement claims, a court may determine that
the marks we have asserted are invalid or unerdbteeor that the party against whom we have aserademark infringement has superior
rights to the marks in question. In this case, mdd ultimately be forced to cease use of suchetraatks.

Even if we establish infringement, the court magide not to grant an injunction against furtheringing activity and instead award only
monetary damages, which may or may not be an ateegermedy. Furthermore, because of the substamtialint of discovery required in
connection with intellectual property litigatiomere
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is a risk that some of our confidential informatiwould be compromised by disclosure during litigatiMoreover, there can be no assurance
that we will have sufficient financial or other cesces to file and pursue such infringement claintgch typically last for years before they
are concluded. Even if we ultimately prevail inlswtaims, the monetary cost of such litigation #meldiversion of the attention of our
management and scientific personnel could outwaighbenefit we receive as a result of the procegdin

If we are sued for infringing intellectual property rights of third parties, such litigation could becostly and time consuming and could
prevent or delay us from developing or commercialimg our product candidates.

Our commercial success depends, in part, on olityaii develop, manufacture, market and sell audpict candidates and use our DCE
Platform without infringing the intellectual propgiand other proprietary rights of third partiesirierous third party U.S. and non-U.S.
issued patents and pending applications existdorpounds and methods of use for the treatmentasitigty, kidney disease, neurologic
disorders, cancer and inflammation, the key indbecet for our priority programs. In addition, sonfette nondeuterated compounds on wh
our product candidates are, or future product ctatds may be, based are covered by issued patgratent applications, the holders of
which may attempt to assert claims against us.ake,dve are not aware of any judicial decision imgldhat a patent that covers a non-
deuterated compound should be construed to alser deuterated analogs thereof, absent specifimsluaiith respect to the deuterated
analogs. Any such judicial decision, or legal pemtiags asserting such claims, could increase kbéHbod of potential infringement claims
being asserted against us. If any third party gatenpatent applications are found to cover oodpct candidates or their methods of use, we
may not be free to manufacture or market our prodacdidates as planned without obtaining a licewséch may not be available on
commercially reasonable terms, or at all.

There is a substantial amount of intellectual propktigation in the biotechnology and pharmaceatiindustries, and we may become party
to, or threatened with, litigation or other adveiagproceedings regarding intellectual properghts with respect to our products candidates,
including interference proceedings before the B&ent and Trademark Office. Third parties mayragsgingement claims against us based
on existing or future intellectual property rightie outcome of intellectual property litigatiorsigbject to uncertainties that cannot be
adequately quantified in advance. The pharmacéw@imhbiotechnology industries have produced aifsigimt number of patents, and it may
not always be clear to industry participants, idaolg us, which patents cover various types of petglor methods of use. The coverage of
patents is subject to interpretation by the couwntsl the interpretation is not always uniform. & are sued for patent infringement, we would
need to demonstrate that our product candidatedupts or methods either do not infringe the pat&iins of the relevant patent or that the
patent claims are invalid or unenforceable, andnag not be able to do this. Proving invalidity iffidult. For example, in the United States,
proving invalidity requires a showing of clear az@hvincing evidence to overcome the presumptioratiflity enjoyed by issued patents. We
may also assert that a patent claim for a corretipgmon-deuterated compound does not cover owlystoHowever, we are not aware of
any judicial proceedings addressing the questiomhafther our product would be outside the scopmioh a patent claim. Even if we are
successful in these proceedings, we may incur aatisk costs and the time and attention of our gament and scientific personnel could be
diverted in pursuing these proceedings, which cbhalk a material adverse effect on us. In additi@may not have sufficient resources to
bring these actions to a successful conclusion.

If we are found to infringe a third party’s intedteal property rights, we could be forced, inclglby court order, to cease developing,
manufacturing or commercializing the infringing guzt candidate or product. Alternatively, we mayréguired to obtain a license from such
third party in order to use the infringing techrptaand continue developing, manufacturing or mankethe infringing product candidate.
However, we may not be able to obtain any requiceshse on commercially reasonable terms or aEakn if we were able to obtain a
license, it could be noaxclusive, thereby giving our competitors acceshéosame technologies licensed to us. In additien¢ould be four
liable for monetary damages, including treble daesaand attorneys’ fees if we are found to havdwlifl infringed a patent. A finding of
infringement could prevent us
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from commercializing our product candidates or éous to cease some of our business operationsh whidd materially harm our business.
Claims that we have misappropriated the confideimfarmation or trade secrets of third partiesIdduave a similar negative impact on our
business.

RISKS RELATED TO REGULATORY APPROVAL AND OTHER LEGA L COMPLIANCE
MATTERS

Even if we complete the necessary preclinical andimical studies, the marketing approval process isxpensive, time consuming and
uncertain and may prevent us or our collaborators fom obtaining approvals for the commercialization d some or all of our product
candidates. As a result, we cannot predict when af, and in which territories, we, or our collaborators, will obtain marketing approval
to commercialize a product candidate.

The research, testing, manufacturing, labelingr@apg, selling, marketing, promotion and distrilautiof drug products are subject to
extensive regulation by the FDA and comparableidoreegulatory authorities, which regulations diffeom country to country. We, and our
collaborators, are not permitted to market our pobaeandidates in the United States or in othentraas until we, or they, receive approva
an NDA from the FDA or marketing approval from apgble regulatory authorities outside the Uniteatt&t. Our product candidates are in
various stages of development and are subjecttdgks of failure inherent in drug development.,\&ted our collaborators, have not
submitted an application for or received marketipgroval for any of our product candidates in tmétédl States or in any other jurisdiction.
We have limited experience in conducting and margatie clinical trials necessary to obtain marlgtpprovals, including FDA approval
an NDA.

The process of obtaining marketing approvals, bothe United States and abroad, is lengthy, exper@d uncertain. It may take many
years, if approval is obtained at all, and can \wanystantially based upon a variety of factorduidiag the type, complexity and novelty of
product candidates involved. This is the case ¢lveugh the deuterated compounds that we producsesidto develop can have similar
pharmacological properties as their correspondomaeuterated compounds. Even if, as a resulty&aoh similarities, we, or our
collaborators, obtain clearance from the FDA areotegulatory authorities to follow expedited depenent programs for some deuterated
compounds that reference and rely on previoustgmsifor nondeuterated compounds, the review and approval opamgduct candidates mi
still take a substantial period of time.

In addition, changes in marketing approval polidesng the development period, changes in or tiaetnent or promulgation of additional
statutes, regulations or guidance or changes imagyy review for each submitted product applmatimay cause delays in the approval or
rejection of an application. Regulatory authorifiese substantial discretion in the approval preegsl may refuse to accept any application
or may decide that our data are insufficient fggrapal and require additional preclinical, clinicalother studies. In addition, varying
interpretations of the data obtained from precéihand clinical testing could delay, limit or preenarketing approval of a product candid
Any marketing approval we, or our collaboratorsinditely obtain may be limited or subject to regtons or post-approval commitments that
render the approved product not commercially viable

Any delay in obtaining or failure to obtain requrapprovals could materially adversely affect duitity or that of our collaborators to
generate revenue from the particular product catdjdvhich likely would result in significant hammour financial position and adversely
impact our stock price.

Failure to obtain marketing approval in international jurisdictions would prevent our product candidates from being marketed
abroad.

In order to market and sell our products in thedpean Union and many other jurisdictions, we, amdcollaborators, must obtain separate
marketing approvals and comply with numerous angling regulatory requirements. The approval proceduaries among countries and can
involve additional testing. The time required tdab approval may differ substantially from thagjuéed to obtain FDA approval. The
marketing approval process outside the United Sigeaerally includes all of the risks associatetth wbtaining FDA
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approval. In addition, in many countries outside thnited States, it is required that the productjyeroved for reimbursement before the
product can be approved for sale in that countrg, ¥d our collaborators, may not obtain approfrats regulatory authorities outside the
United States on a timely basis, if at all. Appidwathe FDA does not ensure approval by regulatoorities in other countries or
jurisdictions, and approval by one regulatory atitii@utside the United States does not ensurecappbby regulatory authorities in oth
countries or jurisdictions or by the FDA.

Even if we, or our collaborators, obtain marketingapprovals for our product candidates, the terms ofipprovals and ongoing
regulation of our products may limit how we, or they, manufacture and market our products, which couldmaterially impair our
ability to generate revenue.

Once marketing approval has been granted, an apgraoduct and its manufacturer and marketer dsgsiuto ongoing review and
extensive regulation. We, and our collaboratorsstrthierefore comply with requirements concerningeatising and promotion for any of our
product candidates for which we or they obtain reting approval. Promotional communications withpezs to prescription drugs are subj
to a variety of legal and regulatory restrictiomsl anust be consistent with the information in thedoict's approved labeling. Thus, we and
our collaborators will not be able to promote angducts we develop for indications or uses for \Whlwey are not approved.

In addition, manufacturers of approved productstande manufacturers’ facilities are required tmply with extensive FDA requirements,
including ensuring that quality control and mantifising procedures conform to cGMPs, which inclueguirements relating to quality

control and quality assurance as well as the cporeding maintenance of records and documentatidneporting requirements. We, our
contract manufacturers, our collaborators and tmitract manufacturers could be subject to pesiadannounced inspections by the FDA to
monitor and ensure compliance with cGMPs.

Accordingly, assuming we, or our collaboratorseiee marketing approval for one or more of our miiccandidates, we, and our
collaborators, and our and their contract manufacsuwill continue to expend time, money and efforall areas of regulatory compliance,
including manufacturing, production, product sullaeice and quality control.

If we, and our collaborators, are not able to cognwath post-approval regulatory requirements, wa aur collaborators, could have the
marketing approvals for our products withdrawn égulatory authorities and our, or our collabordta@isility to market any future products
could be limited, which could adversely affect ability to achieve or sustain profitability. Furthéhe cost of compliance with post-approval
regulations may have a negative effect on our diperaesults and financial condition.

Any of our product candidates for which we, or ourcollaborators, obtain marketing approval in the future could be subject to post-
marketing restrictions or withdrawal from the marke t and we, or our collaborators, may be subject touhstantial penalties if we, or
they, fail to comply with regulatory requirements a if we, or they, experience unanticipated problemsvith our products following
approval.

Any of our product candidates for which we, or oallaborators, obtain marketing approval in theifat as well as the manufacturing
processes, post-approval studies and measurebntptalvertising and promotional activities foichuyproduct, among other things, will be
subject to continual requirements of and reviewhs/FDA and other regulatory authorities. Thesealireqents include submissions of safety
and other postrarketing information and reports, registration &stihg requirements, requirements relating to afaoturing, quality contro
quality assurance and corresponding maintenaneofds and documents, requirements regardingistrébdtion of samples to physicians
and recordkeeping. Even if marketing approval pfaduct candidate is granted, the approval mayubgest to limitations on the indicated
uses for which the product may be marketed orgatinditions of approval, including the requiremienimplement a Risk Evaluation and
Mitigation Strategy, or REMS.
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The FDA may also impose requirements for costlyt-pearketing studies or clinical trials and sunagilte to monitor the safety or efficacy of
a product. The FDA and other agencies, includimgRkpartment of Justice, closely regulate and mpttie post-approval marketing and
promotion of products to ensure that they are mastufed, marketed and distributed only for the appd indications and in accordance with
the provisions of the approved labeling. The FDAawes stringent restrictions on manufacturers’ camaoations regarding of&bel use an

if we, or our collaborators, do not market any of product candidates for which we, or they, reeenarketing approval for only their
approved indications, we, or they, may be subetdrnings or enforcement action for off-label neitkg. Violation of the FDCA and other
statutes, including the False Claims Act, relatm¢ghe promotion and advertising of prescriptiongdr may lead to investigations or
allegations of violations of federal and state tieahre fraud and abuse laws and state consumtecton laws.

In addition, later discovery of previously unknoadverse events or other problems with our productseir manufacturers or manufactur
processes, or failure to comply with regulatoryuiegments, may yield various results, including:

. restrictions on such products, manufacturers orufsaturing processe
. restrictions on the labeling or marketing of a protl

. restrictions on product distribution or u:

. requirements to conduct p-marketing studies or clinical trial

. warning letters or untitled letter

. withdrawal of the products from the mark

. refusal to approve pending applications or suppitegmi® approved applications that we sub
. recall of products

. fines, restitution or disgorgement of profits overues

. suspension or withdrawal of marketing approv

. refusal to permit the import or export of produs

. product seizure; ¢

. injunctions or the impaosition of civil or crimingkenalties

Recently enacted and future legislation may increasthe difficulty and cost for us and our collaborabrs to obtain marketing approval
of and commercialize our product candidates and aéfct the prices we, or they, may obtain.

In the United States and some foreign jurisdictidtihere have been a number of legislative and a¢gyl changes and proposed changes
regarding the healthcare system that could premedélay marketing approval of our product candidatestrict or regulate post-approval
activities and affect our ability, or the ability aur collaborators, to profitably sell any prodsiébr which we, or they, obtain marketing
approval. We expect that current laws, as wellthsrchealthcare reform measures that be adoptibe ifuture, may result in more rigorous
coverage criteria and in additional downward pressun the price that we, or our collaborators, megive for any approved products.

In the United States, the Medicare PrescriptiongDtnprovement, and Modernization Act of 2003, MMA, changed the way Medicare
covers and pays for pharmaceutical products antll cmcrease the coverage and price that we, ocalaborators, may receive for any
approved products. While the MMA only addresseg drenefits for Medicare beneficiaries, private payaften follow Medicare coverage
policy and payment limitations in setting their oveimbursement rates. Therefore, any reductiorimlbursement that results from the Ml
may result in a similar reduction in payments frprivate payors.
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More recently, in March 2010, President Obama signto law the Patient Protection and AffordableeCAct, as amended by the Health
Care and Education Affordability Reconciliation Aot collectively the PPACA.

Among the provisions of the PPACA of potential impace to our product candidates are the following:
. an annual, nc-deductible fee on any entity that manufacturesmparts specified branded prescription drugs antbbio agents
. an increase in the statutory minimum rebates a faaturer must pay under the Medicaid Drug Rebatgiam;

. expansion of healthcare fraud and abuse lawkjding the False Claims Act and the Anti-Kickb&thtute, new government
investigative powers and enhanced penalties focommpliance

. a new Medicare Part D coverage gap discourgrar, in which manufacturers must agree to offéb f®int-of-sale discounts off
negotiated prices

. extension of manufactur¢ Medicaid rebate liability
. expansion of eligibility criteria for Medicaid progms;

. expansion of the entities eligible for discainhder the Public Health Service pharmaceutiéeing program new requirements to
report financial arrangements with physicians azthing hospitals

. a new requirement to annually report drug samplasrhanufacturers and distributors provide to ptigas; anc

. a new Patient-Centered Outcomes Researchutestd oversee, identify priorities in, and condtmmparative clinical effectiveness
research, along with funding for such resea

In addition, other legislative changes have beep@sed and adopted since the PPACA was enactese Thanges included aggregate
reductions to Medicare payments to providers aofoup% per fiscal year, starting in 2013. In Janu0¢3, President Obama signed into law
the American Taxpayer Relief Act of 2012, which,ag other things, reduced Medicare payments torabpeoviders and increased the
statute of limitations period for the governmentdoover overpayments to providers from threewue fiears. These new laws may result in
additional reductions in Medicare and other healtadunding.

Legislative and regulatory proposals have been n@d&pand post-approval requirements and resiets and promotional activities for
pharmaceutical products. We cannot be sure whattditional legislative changes will be enactedybether the FDA regulations, guidance
or interpretations will be changed, or what the aetpof such changes on the marketing approvalsiopmduct candidates, if any, may be. In
addition, increased scrutiny by the United Statesdtess of the FDA’s approval process may signitigadelay or prevent marketing
approval, as well as subject us and our collabosatomore stringent product labeling and post-ratng testing and other requirements.

Our relationships with customers and third party payors will be subject to applicable anti-kickback, faud and abuse and other
healthcare laws and regulations, which could exposes to criminal sanctions, civil penalties, contraitial damages, reputational harm
and diminished profits and future earnings.

Healthcare providers, physicians and third partyopawill play a primary role in the recommendatamd prescription of any products for
which we obtain marketing approval. Our future agements with third party payors and customeianyf, will subject us to broadly
applicable fraud and abuse and other healthcare dan regulations. The laws and regulations magtcain the business or financial
arrangements and relationships through which weéetasell and distribute any products for whichaiain marketing approval. These
include the following:

. Anti-Kickback Statute The federal healthcare anti-kickback statute jitd) among other things, persons from knowingiy avillfully
soliciting, offering, receiving or providing remuiagion, directly ol
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indirectly, in cash or in kind, to induce or rewaod in return for, either the referral of an inidival for, or the purchase, order or
recommendation or arranging of, any good or sepfarewhich payment may be made under a federdthwae program such as
Medicare and Medicaic

. False Claims Ac. The federal False Claims Act imposes criminal eind penalties, including through civil whistledler orqui tam
actions, against individuals or entities for, amaotiger things, knowingly presenting, or causingpégpresented false or fraudulent cle
for payment by a federal healthcare program or ntakifalse statement or record material to paymeatfalse claim or avoiding,
decreasing or concealing an obligation to pay mdodfie federal government, with potential liakilibhcluding mandatory treble
damages and significant |-claim penalties, currently set at $5,500 to $11 8&0false claim

. HIPAA. The federal Health Insurance Portability and Aotability Act of 1996, or HIPAA, imposes criminahd civil liability for
executing a scheme to defraud any healthcare bhgmefjram or making false statements relating ttheare matters, and, as amended
by the Health Information Technology for Econommngl&Clinical Health Act and its implementing regidas, also imposes obligations,
including mandatory contractual terms and techrsaééguards, with respect to maintaining the psiyaecurity and transmission of
individually identifiable health informatior

. Transparency RequirementEederal laws require applicable manufacturexooéred drugs to report payments and other transfer
value to physicians and teaching hospit

. Controlled Substances A. The CSA regulates the handling of controlled sases such as J-386 and, potentially, C1-354; anc

. Analogous State and Foreign La. Analogous state and foreign fraud and abuse tadlsregulations, such as state anti-kickback and
false claims laws can apply to sales or marketimgngements and claims involving healthcare itemrseovices and are generally broad
and are enforced by many different federal aneé stgencies as well as through private acti

Some state laws require pharmaceutical companiesnply with the pharmaceutical industry’s volugtaompliance guidelines and the
relevant compliance guidance promulgated by therfddjovernment and require drug manufacturersgort information related to payme
and other transfers of value to physicians andrdibalthcare providers or marketing expenditurésteSand foreign laws also govern the
privacy and security of health information in sooreumstances, many of which differ from each othesignificant ways and often are not
pre-empted by HIPAA, thus complicating compliantferts.

Efforts to ensure that our business arrangemeirtisthird parties will comply with applicable heattire laws and regulations will involve
substantial costs. It is possible that governmemnigiorities will conclude that our business p@timay not comply with current or future
statutes, regulations or case law involving appliedraud and abuse or other healthcare laws apdatons. If our operations are found to

in violation of any of these laws or any other goweental regulations that may apply to us, we magubject to significant civil, criminal

and administrative penalties, damages, fines, soprnent, exclusion of products from government &ahldealthcare programs, such as
Medicare and Medicaid, and the curtailment or testiring of our operations. If any of the physicdan other healthcare providers or entities
with whom we expect to do business is found todidmcompliance with applicable laws, they mayshéject to criminal, civil or
administrative sanctions, including exclusions frgovernment funded healthcare programs.

If we fail to comply with environmental, health andsafety laws and regulations, we could become subjdo fines or penalties or incur
costs that could have a material adverse effect aur business.

We are subject to numerous environmental, healthsafety laws and regulations, including those guwg laboratory procedures and the
handling, use, storage, treatment and disposazdrdous materials and wastes. From time to tirderathe future, our operations may
involve the use of hazardous and flammable matgiiiatiuding chemicals and biological materialg] amy also produce hazardous waste
products. Even if we
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contract with third parties for the disposal of¢benaterials and waste products, we cannot corhpldiminate the risk of contamination or
injury resulting from these materials. In the eveintontamination or injury resulting from the usmedisposal of our hazardous materials, we
could be held liable for any resulting damages, amgliability could exceed our resources. We alsald incur significant costs associated
with civil or criminal fines and penalties for faik to comply with such laws and regulations.

We maintain workerstompensation insurance to cover us for costs apdrnses we may incur due to injuries to our emplsyesulting fron
the use of hazardous materials, but this insurar@menot provide adequate coverage against potdiatiities. However, we do not maintain
insurance for environmental liability or toxic taiaims that may be asserted against us.

In addition, we may incur substantial costs in otdecomply with current or future environmentadalth and safety laws and regulations.
Current or future environmental laws and regulatioray impair our research, development or prodoaftorts, which could adversely affe
our business, financial condition, results of ofiers or prospects. In addition, failure to compligh these laws and regulations may result in
substantial fines, penalties or other sanctions.

Governments outside the United States tend to impesstrict price controls, which may adversely affecbur revenues, if any.

In some countries, such as the countries of thef&an Union, the pricing of prescription pharmaicals is subject to governmental control.
In these countries, pricing negotiations with goweental authorities can take considerable time #fereceipt of marketing approval for a
product. To obtain reimbursement or pricing appt@avaome countries, we, or our collaborators, rhayequired to conduct a clinical trial
that compares the cost-effectiveness of our protucther available therapies. If reimbursemerdgwfproducts is unavailable or limited in
scope or amount, or if pricing is set at unsatisfiaclevels, our business could be materially hatme

RISKS RELATED TO EMPLOYEE MATTERS AND MANAGING GROW TH

Our future success depends on our ability to retaiour Chief Executive Officer and other key executies and to attract, retain and
motivate qualified personnel.

Our industry has experienced a high rate of turnofenanagement personnel in recent years. Outyatnlcompete in the highly competiti
biotechnology and pharmaceuticals industries depeapdn our ability to attract and retain highly kified managerial, scientific and medical
personnel. We are highly dependent on the pharniaektesearch and development and business dewvelupexpertise of Roger D. Tung,
our President and Chief Executive Officer, as wslthe other principal members of our managemeientfic and development team.
Although we have formal employment agreements withexecutive officers, these agreements do neeptehem from terminating their
employment with us at any time. In addition, althbwe maintain a key-man insurance policy with eespo Dr. Tung, we do not carry key-
man insurance on any of our other executive officeremployees and may not carry any key-man insera the future.

If we lose one or more of our executive officensr, ability to implement our business strategy sasfidly could be seriously harmed.
Furthermore, replacing executive officers may bgadilt and may take an extended period of timeause of the limited number of
individuals in our industry with the breadth of ltkiand experience required to develop, gain margetpproval of and commercialize
products successfully. Competition to hire fronstimited pool is intense, and we may be unablar®, train, retain or motivate these
additional key personnel on acceptable terms gillercompetition among numerous pharmaceutical atddhnology companies for similar
personnel. We also experience competition for thiaghof scientific and clinical personnel from warsities and research institutions. In
addition, we rely on consultants and advisors udiclg scientific and clinical advisors, to assistimformulating our research and
development and commercialization strategy. Ousultitants and advisors may be employed by emplayteesy than us and may
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have commitments under consulting or advisory @mtérwith other entities that may limit their awaility to us. If we are unable to continue
to attract and retain high quality personnel, duility to develop and commercialize product cantidawill be limited.

We expect to grow our organization, and as a resyltve may encounter difficulties in managing our graith, which could disrupt our
operations.

We expect to experience significant growth in thenber of our employees and the scope of our opastparticularly in the areas of drug
manufacturing, regulatory affairs and sales, mamgeind distribution. Our management may needwuertla disproportionate amount of its
attention away from our day-to-day activities tovate time to managing these growth activities. Tanage these growth activities, we must
continue to implement and improve our manageriagérational and financial systems, expand our t&sliand continue to recruit and train
additional qualified personnel. Due to our limifathncial resources and the limited experienceuwfrnanagement team in managing a
company with such anticipated growth, we may nodlbe to effectively manage the expansion of o@rations or recruit and train additio
qualified personnel. Our inability to effectivelyamage the expansion of our operations may resuwleaknesses in our infrastructure, give
rise to operational mistakes, loss of business ppities, loss of employees and reduced produgtasinong remaining employees. Our
expected growth could require significant capitgdenditures and may divert financial resources fodher projects, such as the development
of additional product candidates. If our managenenhable to effectively manage our expected gnpatir expenses may increase more
than expected, our ability to generate revenuekldmireduced and we may not be able to implemenbuasiness strategy. Our future
financial performance and our ability to commeiizialproduct candidates and compete effectively dgfppend, in part, on our ability to
effectively manage any future growth.

RISKS RELATED TO OUR COMMON STOCK

The price of our common stock may be volatile anddctuate substantially, which could result in subsintial losses for purchasers of
our common stock.

Our stock price may be volatile. The stock markegéneral and the market for smaller pharmaceudicdlbiotechnology companies in
particular have experienced extreme volatility thas often been unrelated to the operating perfocmaf particular companies. As a resu
this volatility, investors may not be able to ¢bkir common stock at or above the prices they fmid. The market price for our common
stock may be influenced by many factors, including:

. the success of existing or new competitive prodactechnologies

. the timing and results of clinical trials of C-354 and CT-499 and any other product candids
. commencement or termination of collaborations far @evelopment program

. failure or discontinuation of any of our developmprograms

. results of clinical trials of product candidatesoof competitors

. regulatory or legal developments in the United &tand other countrie

. developments or disputes concerning patent apitatissued patents or other proprietary rig
. the recruitment or departure of key person

. the level of expenses related to any of our prodantlidates or clinical development progra

. the results of our efforts to develop additionaldarct candidates or produc

. actual or anticipated changes in estimates asamdial results, development timelines or recomratads by securities analys

. announcement or expectation of additional finaneifigrts;
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. sales of our common stock by us, our insiders loerostockholders

. variations in our financial results or those of gamies that are perceived to be similar tc
. changes in estimates or recommendations by sexuatialysts, if any, that cover our stc
. changes in the structure of healthcare paymentsys

. market conditions in the pharmaceutical and biatettigy sectors

. general economic, industry and market conditions;

. the other factors described in tI*Risk Factor” section.

An active trading market for our common stock may rot be sustained.

Although we have listed our common stock on The RA® Global Market, an active trading market for c@ammon stock may not be
sustained. In the absence of an active trading @ndok our common stock, investors may not be &bkell their common stock at or above
the price at which they acquired their shares thatimes that they would like to sell. An inaetirading market may also impair our ability
to raise capital to continue to fund operationséling shares and may impair our ability to acguither companies or technologies by using
our shares as consideration.

We have broad discretion in the use of our cash resves and may not use them effectively.

Our management will have broad discretion to ugecash reserves and could use our cash reserves/gthat do not improve our results of
operations or enhance the value of our common siidok failure by our management to apply thesedieftectively could result in financial
losses that could have a material adverse effeouoibusiness, cause the price of our common stodkcline and delay the development of
our product candidates. Pending their use, we magst our cash reserves in a manner that doegoatige income or that loses value.

We are an “emerging growth company,” and the reduce disclosure requirements applicable to emerging gwth companies may
make our common stock less attractive to investors.

We are an “emerging growth compangg defined in the JOBS Act, and may remain an emggyowth company for up to five years. For
long as we remain an emerging growth company, @e@armitted and plan to rely on exemptions frontaterdisclosure requirements that
applicable to other public companies that are nogrging growth companies. These exemptions inchaddveing required to comply with tl
auditor attestation requirements of Section 40thefSarbane®xley Act of 2002, or SOX Section 404, not beinguieed to comply with an
requirement that may be adopted by the Public Compacounting Oversight Board regarding mandatargitfirm rotation or a suppleme
to the auditor’s report providing additional infoation about the audit and the financial statemeatijced disclosure obligations regarding
executive compensation and exemptions from theirements of holding a nonbinding advisory vote gaautive compensation and
shareholder approval of any golden parachute patsment previously approved. In this Annual Repartrorm 10-K, we have not included
all of the executive compensation related infororathat would be required if we were not an emeygjrowth company. We cannot predict
whether investors will find our common stock letisagtive if we rely on these exemptions. If sommeeistors find our common stock less
attractive as a result, there may be a less atriding market for our common stock and our staggepmay be more volatile.

In addition, the JOBS Act provides that an emergjrgvth company can take advantage of an extendadition period for complying with
new or revised accounting standards. This allowsraerging growth company to delay the adoptioneofain accounting standards until
those standards would otherwise apply to privatepamies. We have irrevocably elected not to avaseves of this exemption from new or
revised accounting standards and, therefore, weudnject to the same new or revised accountinglatds as other public companies that are
not emerging growth companies.
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We are currently incurring and expect to continue o incur increased costs as a result of operating aspublic company, and our
management will be required to devote substantiaime to new compliance initiatives and corporate garnance practices.

As a newly public company, we are incurring andestppo incur additional significant legal, accoangtiand other expenses that we did not
incur as a private company. We expect that thepereses will further increase after we are no lomgetemerging growth company.” The
Sarbanes-Oxley Act of 2002, the Dodd-Frank Wak&tiReform and Consumer Protection Act, the listeguirements of The NASDAQ
Global Market and other applicable securities raled regulations impose various requirements ofiggabmpanies, including establishment
and maintenance of effective disclosure and firg@ra@ntrols and corporate governance practiceseXect that we will need to hire
additional accounting, finance and other persotmebmply with the requirements of being a pubbonpany, and our management and other
personnel will need to devote a substantial amofitime towards maintaining compliance with thesguirements. These requirements will
increase our legal and financial compliance costswill make some activities more time-consuming aastly. For example, we expect that
the rules and regulations applicable to us as &gabmpany may make it more difficult and more ewgpive for us to obtain director and
officer liability insurance, which could make it neodifficult for us to attract and retain qualifietembers of our board of directors. We are
currently evaluating these rules and regulationd,@nnot predict or estimate the amount of adtificosts we may incur or the timing of
such costs. These rules and regulations are aftgjact to varying interpretations, in many cases wutheir lack of specificity, and, as a
result, their application in practice may evolveeptime as new guidance is provided by regulatod/governing bodies. This could result in
continuing uncertainty regarding compliance matsard higher costs necessitated by ongoing revismdssclosure and governance practi

Pursuant to SOX Section 404 we will be requiretutaish a report by our management on our intecnatrol over financial reporting
beginning with our second filing of an Annual Repam Form 10-K with the SEC. However, while we réman emerging growth company,
we will not be required to include an attestatiepart on internal control over financial reportisgued by our independent registered public
accounting firm. To achieve compliance with SOXt##t404 within the prescribed period, we will begaged in a process to document and
evaluate our internal control over financial repagt which is both costly and challenging. In ttegard, we will need to continue to dedicate
internal resources, potentially engage outside Wtargs and adopt a detailed work plan to assedslacument the adequacy of internal
control over financial reporting, continue stepsmgrove control processes as appropriate, valittatrigh testing that controls are
functioning as documented and implement a contisueporting and improvement process for internatrod over financial reporting.
Despite our efforts, there is a risk that we wit be able to conclude, within the prescribed tiaeie or at all, that our internal control over
financial reporting is effective as required by SG&ction 404. If we identify one or more materigaknesses, it could result in an adverse
reaction in the financial markets due to a lossavffidence in the reliability of our financial statents.

A significant portion of our total outstanding shares is restricted from immediate resale but may beotd into the market in the near
future, which could cause the market price of our ammon stock to decline significantly, even if our bsiness is doing well.

Sales of a substantial number of shares of our camstock in the public market could occur at ameti These sales, or the perception in the
market that the holders of a large number of shafreemmon stock intend to sell shares, could redhe market price of our common stock.
Of the 17,249,895 shares of our common stock audgtg as of February 28, 2014, 11,695,895 sharesuarently subject to restrictions on
transfer under 180-day lock-up arrangements witieeithe underwriters for our initial public offag or under stock option agreements
entered into between us and the holders of thameshThese restrictions are due to expire on Augys2014, resulting in these shares
becoming eligible for public sale on August 12, 2¥lthey are registered under the Securities Adi983, as amended, which we refer to as
the Securities Act, or if they qualify for an exetiop from registration under the Securities Actliding under Rules 144 or 701.
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Moreover, holders of an aggregate of 9,919,821eshafr our common stock, have rights, subject talitimms, to require us to file registration
statements covering their shares or, along witthtiléer of a warrant to purchase 70,796 sharesmohwon stock, to include their shares in
registration statements that we may file for owrsglor other stockholders. We also plan to regatet, 159,374 shares of common stock that
we may issue under our equity compensation planse@e register these shares, they can be frekelyrsthe public market upon issuance
and once vested, subject to volume limitationsiapple to affiliates and the lock-up arrangememtscdbed above.

We do not anticipate paying any cash dividends onuo capital stock in the foreseeable future, accordaigly, stockholders must rely on
capital appreciation, if any, for any return on their investment.

We have never declared or paid cash dividends onapital stock. We currently plan to retain alloofr future earnings, if any, to finance the
operation, development and growth of our busineésghermore, the terms of our debt facility withreldes preclude us from paying
dividends, and any future debt agreements maypaisdude us from paying dividends. As a resultjtehpppreciation, if any, of our comm
stock will be the sole source of gain for our stogklers for the foreseeable future.

Our executive officers, directors and principal stakholders, if they choose to act together, have ttability to substantially influence all
matters submitted to stockholders for approval.

As of February 28, 2014, our executive officers dimdctors, combined with our stockholders who osvneore than 5% of our outstanding
common stock, and their affiliates, in the aggregbeneficially owned shares representing appraeind9.9% of our capital stock. As a
result, if these stockholders were to choose tdogether, they would be able to substantiallyuefice all matters submitted to our
stockholders for approval, as well as our managéi et affairs. For example, these persons, if dimpose to act together, would
substantially influence the election of directonsl @pproval of any merger, consolidation or salallodr substantially all of our assets. This
concentration of ownership control may:

. delay, defer or prevent a change in coni
. entrench our management or the board of directw

. impede a merger, consolidation, takeover or othsimess combination involving us that other stobdéis may desire

Provisions in our corporate charter documents and nder Delaware law could make an acquisition of usyhich may be beneficial to
our stockholders, more difficult and may prevent atempts by our stockholders to replace or remove oucurrent management.

Provisions in our corporate charter and our bylevay discourage, delay or prevent a merger, acguisit other change in control of us that
stockholders may consider favorable, includinggeations in which our stockholders might otherweseeive a premium for their shares.
These provisions could also limit the price thatkistors might be willing to pay in the future fdtwvases of our common stock, thereby
depressing the market price of our common stoclkdutition, because our board of directors is resipbmfor appointing the members of our
management team, these provisions may frustrgteeoent any attempts by our stockholders to repbagemove our current managemeni
making it more difficult for stockholders to reptamembers of our board of directors. Among othigrgth these provisions:

. establish a classified board of directors suchallahembers of the board are not elected at one;
. allow the authorized number of our directors tahanged only by resolution of our board of direst
. limit the manner in which stockholders can remowedors from the boarc

. establish advance notice requirements for natiuns for election to the board of directors argooposing matters that can be acted on
at stockholder meeting
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. require that stockholder actions must be eéigett a duly called stockholder meeting and prokittions by our stockholders by written
consent

. limit who may call a special meeting of stockholdaetings

. authorize our board of directors to issue preféstock without stockholder approval, which cbié used to institute a “poison pittiat
would work to dilute the stock ownership of a paigrhostile acquirer, effectively preventing acgjtions that have not been approved
by our board of directors; ar

. require the approval of the holders of at |6&8t of the votes that all our stockholders wowgcehtitled to cast to amend or repeal
certain provisions of our charter or byla\

Moreover, because we are incorporated in Delawaeegre governed by the provisions of Section 20B@Delaware General Corporation
Law, which prohibits a person who owns in exces$596 of our outstanding voting stock from mergimgombining with us for a period of
three years after the date of the transaction iichviine person acquired in excess of 15% of owstantling voting stock, unless the merger or
combination is approved in a prescribed manneis Tould discourage, delay or prevent someone freguiang us or merging with us,
whether or not it is desired by, or beneficialdar stockholders.

If securities or industry analysts do not publish esearch or publish inaccurate or unfavorable rese&h about our business, our share
price and trading volume could decline.

The trading market for our common stock dependthenesearch and reports that securities or inglastalysts publish about us or our
business. We do not have any control over thesgsiaaThere can be no assurance that analystsaviélr us, or provide favorable coverage.
If one or more analysts downgrade our stock or ghdheir opinion of our stock, our share price widikely decline. In addition, if one or
more analysts cease coverage of our company dofegigularly publish reports on us, we could lesébility in the financial markets, which
could cause our share price or trading volume tdirtie

ITEM 1B. Unresolved Staff Comments
None

ITEM 2.  Properties

We lease our principal facilities, which consistpproximately 45,000 square feet of office, resdleand laboratory space located at 99
Hayden Avenue, Lexington, Massachusetts. The lease=ing this space expire on September 30, 28/E5believe that our existing
facilities are sufficient for our current needs fioe foreseeable future.

ITEM 3. Legal Proceedings
We are not currently a party to any material lggakeedings.

ITEM 4.  Mine Safety Disclosures
Not applicable.

ITEM5.  Market for Registrant’s Common Equity, Related Stockholder Matters and Isuers Purchases of Equity Securitie
MARKET INFORMATION

Our common stock has been publicly traded on th&DNAQ Global Market under the symbol “CNCE” sincébfeary 13, 2014. Prior
to that time, there was no public market for oumowon stock. As a result, we have not set forth tgulgrinformation with respect to the high
and low prices for our common stock for the two tresent fiscal years.
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HOLDERS

As of March 28, 2014, there were 55 holders of i@ our common stock. This number does not inelbéneficial owners whose
shares are held by nhominees in street name.

DIVIDENDS

We have never declared or paid any cash dividendsio capital stock. We currently intend to retalinof our future earnings, if any, to
finance the growth and development of our businé&sdo not intend to pay any cash dividends tchthlders of our common stock in the
foreseeable future. Our ability to pay dividendsoom common stock is prohibited by the covenantsurfdebt facility with Hercules and may
be further restricted by the terms of any of ouufe indebtedness.

RECENT SALES OF UNREGISTERED SECURITIES

Set forth below is information regarding sharesamhmon stock issued, and options granted, by uagl@013 that were not registered under
the Securities Act of 1933, as amended, or ther8suAct. Included is the consideration, if ame received for such shares, options and
warrants and information relating to the sectiohef Securities Act, or rule of the Securities &xdhange Commission, or the SEC, under
which exemption from registration was claimed. Nalerwriters were involved in any such issuances.

During 2013, we granted options to purchase aneagge of 81,057 shares of common stock, each exexgise price of $3.73 per
share, to employees pursuant to our 2006 Stoclo@piid Grant Plan. During 2013, we issued an agtgef 8,062 shares of common stock
upon the exercise of options for aggregate conaiter of $32,169.

The stock options and the common stock issuable thpexercise of such options described above issued pursuant to written
compensatory plans or arrangements with our empkydirectors and consultants, in reliance on xeenption provided by Rule 701
promulgated under the Securities Act. All recipgeeither received adequate information about dsdraccess, through employment or other
relationships, to such information.

PURCHASE OF EQUITY SECURITIES
We did not purchase any of our registered equitystes during the period covered by this AnnuapBrt on Form 10-K.

USE OF PROCEEDS FROM REGISTERED SECURITIES

We effected the initial public offering, or IPO, @fir common stock through a Registration Stateraeriform S-1 (File No. 333-
193335) that was declared effective by the Seesrdnd Exchange Commission on February 12, 20#4a aegistration statement on Form S-
1 (File No. 333-193920) filed pursuant to Rule 4§2{f the Securities Act that became effective ehrbary 12, 2014. On February 19, 2014,
we completed the sale of 6,000,000 shares of cormstumk in our IPO at a price to the public of $D4pg&r share, resulting in net proceeds to
us of $74.6 million after deducting underwritingdbdunts and commissions of $5.9 million and offgnsts of $3.5 million. In addition, we
granted the underwriters a 30-day option to purehgsto 900,000 additional shares of common stottkeal PO price to cover over
allotments, if any. On March 3, 2014, we compldatesiadditional sale of 649,690 shares of commockstader this option at a price to the
public of $14.00 per share, resulting in net prase®e us of $8.5 million after deducting underwgtidiscounts and commissions of $0.6
million. The offering commenced on February 12,2@hd terminated before the sale of all of the Séesi registered in the offering. None
the underwriting discounts and commissions or otiff@ring expenses were paid to directors or ofiagf ours or their associates or to
persons owning 10 percent or more of our commocksto to any affiliates of ours. UBS Securities La6d Wells Fargo Securities, LLC
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acted as joint bookdnning managers of the offering and as represeasof the underwriters. JIMP Securities LLC acedead manager al
Roth Capital Partners, LLC acted as co-manageh®pffering. There were no selling stockholderthim offering.

As of March 21, 2014, we estimate that we have apgidoximately $5.2 million of the net proceedsnariily to fund the development
of CTP-354, to advance and expand the researcpractinical development of additional product catadés and for working capital, capital
expenditures and other general corporate purpbse® of the net proceeds were paid directly orréadiy to directors or officers of ours or
their associates or to persons owning 10 percemiooe of our common stock or to any affiliates ofsy other than payments in the ordinary
course of business to officers for salaries antbte-employee directors as compensation for boalsard committee service. We have
invested the balance of the net proceeds fromffieeirtg in a variety of capital preservation invasints, including short-term, investment
grade, interest bearing instruments and U.S. govenh securities. There has been no material chanma planned use of the balance of the
net proceeds from the offering as described infioaf prospectus filed with the SEC pursuant todR424(b) under the Securities Act.

86



Table of Contents

ITEM 6. Selected Financial Date

You should read the following selected consoliddilegincial data together with our consolidated ficial statements and accompanying n
appearing elsewhere in this Annual Report on FOBAK and the “Management’s Discussion and Analy§iBioancial Condition and Results
of Operations” section of this Annual Report onfAdr0-K. We have derived the statement of operatilata for the years ended

December 31, 2011, 2012 and 2013 and the balamet data as of December 31, 2012 and 2013 frorawdited financial statements
included in this Annual Report on Form KO-Our historical results for any prior period ar@ necessarily indicative of the results that rbhe
expected in any future period.

(in thousands, except per share dat 2011 2012 2013
Revenue
License and research and development rev $ 13,961 $ 11,34¢ $23,40¢
Milestone revenu 5,50( 1,50( 2,00(
Total revenue 19,467 12,84¢ 25,40¢
Operating expense
Research and developm:e $ 23,43¢ $24,19: $21,79(
General and administratiy 7,37 7,26¢ 8,02¢
Total operating expens 30,81: 31,45¢ 29,81¢
Loss from operation (11,346 (18,610 (4,410
Investment incom 44 22 21
Interest and other expen (18) (1,85¢€) (1,667)
Net loss $(11,320) $(20,444) $(6,05¢)
Accretion on redeemable convertible preferred s (1,069) (38¢) (396
Net loss applicable to common stockhol—basic and dilute: $(12,389 $(20,837) $(6,457)
Net loss per share applicable to common stockhs—basic and dilute: $ (9.66) $ (16.15) $ (4.99
Weighted-average number of common shares used Inggeper share applicable to common
stockholder—basic and dilute 1,28: 1,29( 1,29:
As of December 31
Consolidated balance sheet date 2011 2012 2013
(in thousands)
Cash and cash equivalel $ 22,94¢ $ 7,49 $ 9,63¢
Shor-term investments, available for si 19,70¢ 20,06° 23,03¢
Working capital 33,86! 20,94( 18,12¢
Total asset 49,40 33,12¢ 39,77
Deferred revenu 11,022 2,75( 19,63:
Loan payable, net of discou 7,13t 19,73: 14,91¢
Redeemable convertible preferred st 111,46( 111,84¢ 112,24
Total stockholder deficit $(86,719 $(106,68") $(112,10¢
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ITEM 7.  Managemen’s Discussion and Analysis of Financial Condition ahResults of Operations

You should read the following discussion and anglysour financial condition and results of opeosis together with our consolidated
financial statements and the related notes appegagisewhere in this Annual Report on Forn-K. Some of the information contained in this
discussion and analysis or set forth elsewherdimreport, including information with respect targlans and strategy for our business and
related financing, includes forward-looking statartsethat involve risks and uncertainties. You stiaabd the “Risk Factorssection in Par
1—Item 1A. of this report for a discussion of intpot factors that could cause actual results tdedimaterially from the results described in
or implied by the forward-looking statements conéal in the following discussion and analysis.

OVERVIEW

We are a clinical stage biopharmaceutical compamyéng our extensive knowledge of deuterium chémit discover and develop novel
small molecule drugs. Our approach starts with @t drugs, advanced clinical candidates or presWostudied compounds that we believe
can be improved with deuterium substitution, a pescwe refer to as deuteration, to provide bettarrpacokinetic or metabolic properties
and thereby enhance clinical safety, tolerabilitgfiicacy. We believe this approach may enablgdiiscovery and clinical development that
is more efficient and less expensive than convaatismall molecule drug research and development.

We are utilizing our DCE Platform to discover areVelop product candidates for a variety of indmasgi. CTP-354 and AVP-786 are
advancing in clinical trials and we have multipteginical candidates, two of which we expect tovmmto clinical trials in 2014. Our
priority programs include:

» CTF-354 for spasticity associated with multiple sclés@nd spinal cord injury, which is in Phase lickhtrials;
« CTF-499 for type 2 diabetic kidney disease, which ia idhase 2 clinical tria

» AVP-786 for neurologic and psychiatric disoslerhich has completed a Phase 1 clinical triakamdir collaboration with
Avanir;

» CTF-730 for inflammatory diseases, which is in predalidevelopment under our collaboration with Celgeand

» JZF-386 for narcolepsy, which is in preclinical devetegnt under our collaboration with Jazz Pharmacaldti

Since our inception in 2006, we have devoted suatistly all of our resources to our research andetippment efforts relating to our product
candidates, including activities to: develop ourtbRlatform and our core capabilities in deuteridraraistry, identify potential product
candidates, undertake preclinical studies andadlrtrials, manufacture product in compliance veitirent good manufacturing practices,
provide general and administrative support for ¢h@serations and establish our intellectual prgp&¥te have generated an accumulated
deficit of $113.6 million since inception througle@mber 31, 2013 and will require substantial &mithd capital to fund our research and
development. We do not have any products apprawesifie and have not generated any revenue froduprgales. We have funded our
operations primarily through the public offeringdaprivate placement of our equity, debt financing &unding from collaborations. Since
inception through December 31, 2013, we have raasegiggregate of $222.3 million to fund our operagi of which $89.3 million was
through upfront license fees, milestone paymeetmbursement of research and development costethrd payments under our current and
former collaborations, $113.0 million in gross pgeds from the sale of convertible preferred stadkch includes an equity premium of $3.9
million, and $20.0 million was from the gross preds of a secured debt financing and the relatedie® of a warrant to purchase preferred
stock.

On February 19, 2014, we completed the sale of0§000 shares of common stock in our initial pubfi@ring, or IPO, at a price to the put
of $14.00 per share, resulting in net proceeds tof $74.6 million after
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deducting underwriting discounts and commission$509 million and offering costs of $3.5 millionn@arch 3, 2014, we completed the
sale of an additional 649,690 shares of commorksiba price to the public of $14.00 per share utige underwriters’ over-allotment option
to purchase additional shares of common stock]tiegun net proceeds to us of $8.5 million afteddcting underwriting discounts and
commissions.

We have incurred net losses in each year fromragnition in 2006 through 2013. Our net losses B&fe3 million, $20.4 million and $6.1
million for the years ended December 31, 2011, 20®2013, respectively. We do not expect to bétphde for the year ending
December 31, 2014. Substantially all of our nesésshave resulted from costs incurred in conneegtitinour research and development
programs and from general and administrative csdsciated with our operations.

We expect to continue to incur significant experesesincreasing operating losses for at least éxé several years. We expect our expenses
will increase substantially in connection with @mgoing activities, as we:

. continue to develop and conduct clinical trials additional preclinical studies with respect to (-354;

. initiate and continue research, preclinical alwical development efforts for our other prodoahdidates and potential product
candidates

. seek to identify additional product candidal
. seek marketing approvals for our product candidgu@issuccessfully complete clinical tria

. establish sales, marketing, distribution arfteotommercial infrastructure in the future to coenamlize various products for which we
may obtain marketing approvi

. require the manufacture of larger quantities ofipid candidates for clinical development and paddiptcommercialization
. maintain, expand and protect our intellectual priypportfolio;

. hire additional personnel, such as clinical, gyalitntrol and scientific personni

. add equipment and physical infrastructure to suppar research and development;

. add operational, financial and management imédgion systems and personnel, including persomnalipport our product development
and personnel and infrastructure necessary tousemmply with our obligations as a public compz

We do not expect to generate revenue from produes sinless and until we, or our collaboratorsgessfully complete development and
obtain marketing approval for one or more of owdurct candidates, which we expect will take a nunoibgears and is subject to significant
uncertainty. We have developed the internal cajpalhd manufacture up to low kilogram quantitiesdeuterated active pharmaceutical
ingredients for use in Phase 1 clinical trials. léwer, to date, almost all of our manufacturing\aiitis have been performed by third parties.
Additionally, we currently utilize third-party camict research organizations to carry out our dinitevelopment activities and we do not yet
have a sales organization. If we obtain or belitd we are likely to obtain, marketing approvalday of our product candidates for which
we retain commercialization rights, we expect tuinsignificant commercialization expenses relateproduct sales, marketing,
manufacturing and distribution. We expect to seelund our operations through a combination of gqofferings, debt financings and
additional collaborations and licensing arrangesént at least the next several years. Howevemag be unable to raise additional funds or
enter into such other arrangements when needeavonable terms or at all. Our failure to raise tapr enter into such other arrangements
as and when needed would force us to delay, Inettice or terminate our research and developmegtams and could have a material
adverse effect on our financial condition and dailitg to develop our products. We will need to geate significant revenues to achieve
sustained profitability and we may never do so.

COLLABORATIONS

We have entered into a number of collaborationsiferresearch, development and commercializatiateoferated compounds. To date, our
collaborations have provided us with significamding for both our
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specific development programs and our DCE Platfdrhey also have provided us with access to theiderable scientific, development,
regulatory and commercial capabilities of our dodleators. In addition, in some instances, wherelexelop and seek to collaborate with
respect to deuterated analogs of marketed drugbdrug candidates that are more advanced in eliti@ls, our collaborators may be eligi
to seek an expedited development or regulatorywattby relying on previous clinical data regardthgir corresponding non-deuterated
compound. For example, our collaborator Avanir regebagreeing with the FDA to an expedited develepinpathway for AVP-786. We
believe that our collaborations have contributedupability to progress our product candidates lauttl our DCE Platform. We have
established the following key collaborations:

Celgene In April 2013, we entered into a master developtaad license agreement with Celgene, which imgrily focused on the
research, development and commercialization ofipdaeuterated compounds targeting cancer oanimfihation. The collaboration is
initially focused on one program, but has the piiéito encompass up to four programs. For théainirogram, we granted Celgene an
exclusive worldwide license to develop, manufacamd commercialize deuterated analogs of a selectedieuterated compound and
several close chemical derivatives thereof. Wehrgranted Celgene licenses with respect to twidtiadal programs and an option
with respect to a third additional program. We &sdgene have agreed on the non-deuterated compouedch of the two additional
license programs. For the option program, Celgeag select the non-deuterated compound at a later, tivhich, unless otherwise
agreed by us, will be limited to a compound for ethCelgene possesses exclusive rights. With respéiee two additional license
programs, we granted Celgene an upfront exclusomddwide license to develop, manufacture and corsiakze deuterated products
that contain deuterated analogs of the agreed npordeuterated compounds. Celgene is restricted fitdizing their research,
development and commercialization rights under edi¢he upfront licenses, unless, within seven yedier the effective date of the
agreement, Celgene pays us a license exercisé agene does not elect to pay the license egerfge during the seven year period,
the license will expire. With respect to the optmegram, once a compound is selected, Celgeneemeagise its option by paying us
option exercise fee within seven years of the ¢éffeaate of the agreement, and upon Celgene’siseof the option we will grant to
Celgene an exclusive worldwide license to devetognufacture and commercialize deuterated prodhatscbntain deuterated analogs
of the selected n«-deuterated compoun

Under the Celgene agreement, we received a nondahlle upfront payment of $35.0 million in April 28 During the year ended
December 31, 2013, we recognized $17.0 millioreoEnue upon the delivery of a license for theahjprogram and $1.3 million of
revenue related to research and development semparéormed on the initial program. In addition, are eligible to earn up to $23.0
million in development milestone payments, inclgd#8.0 million related to the completion of a Phasginical trial, up to $247.5
million in regulatory milestone payments and ui$5®.0 million in sales-based milestone paymenttedito products within the initial
program. If Celgene exercises its rights with respe either of the two additional license programe will receive a license exercise
fee for the applicable program of $30.0 million amifl also be eligible to earn up to $23.0 milliondevelopment milestone payments
and up to $247.5 million in regulatory milestongments for that program. Additionally, with resp&zibne of the additional license
programs we are eligible to receive up to $100.laniin sales-based milestone payments based bsates of products, and with
respect to the other additional license progranakeeeligible to receive up to $50.0 million in saleased milestone payments based on
net sales of products. If Celgene exercises it®optith respect to the option program in respée compound to be identified at a le
time, we will receive an option exercise fee of $1l@illion and will be eligible to earn up to $23rlllion in development milestone
payments and up to $247.5 million in regulatoryastibne payments. In addition, with respect to g@obgram, Celgene is required to
pay us royalties on net sales of each licensedustat defined percentages ranging from the simdle digits to low double digits belc
20%, on worldwide net product sales of licensedipots. The royalty rate is reduced on a countrdyntry basis during any period
within the royalty term when there is no patentrolar regulatory exclusivity covering the licengabduct in the particular country.
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Under the Celgene agreement, we are responsibtfatucting and funding research and developmeivitaes for the initial program
at our own expense pursuant to agreed upon develapgoans. These activities consist of the comphetif single and multiple
ascending dose Phase 1 clinical trials and any atiytagreed upon additional Phase 1 clinical tril€elgene exercises its rights with
respect to any additional program and pays usphécable exercise fee, we are responsible for gotidg research and development
activities at our own expense pursuant to agreed dgvelopment plans until the completion of tmstfiPhase 1 clinical trial, which w
be defined in each development plan on a prograprbgram basis. In addition, if Celgene exercisesights with respect to the opti
program and pays us the applicable exercise fe@reveesponsible for seeking to generate a deatecaimpound for clinical
development in the selected option program at aur expense.

. Avanir. In February 2012, we entered into a developmedtiaense agreement with Avanir under which wentgd Avanir an
exclusive worldwide license to develop, manufacamd commercialize deuterated dextromethorpharagung products. Avanir is
initially focused on developing AVP-786, which i€ambination of a deuterated dextromethorphan grahal an ultra-low dose of
quinidine, for the treatment of neurologic and pgegtric disorders

Under the Avanir agreement, we received a non-ghte upfront payment of $2.0 million in Februafi2 and a milestone payment
of $2.0 million in April 2013. We are also eligible receive, with respect to licensed products aisimy a combination of deuterated
dextromethorphan and quinidine, up to $4.0 miliimdevelopment milestone payments, including $2ildan related to initiation of
dosing in a Phase 2 or Phase 3 clinical trial foiPA786, up to $37.0 million in regulatory and conmai@ launch milestone payments
and up to $125.0 million in sales-based milestcaements based on net product sales of licensedipt®dn addition, we are eligible
for higher development milestones, up to an aduti&43.0 million, for licensed products that da reguire quinidine. Avanir is
currently developing deuterated dextromethorphdy imncombination with quinidine. Avanir also isgeired to pay us royalties at
defined percentages ranging from the mid-singlé@sltg low double digits below 20% on worldwide pebduct sales of licensed
products. The royalty rate is reduced, on a codyrgountry basis, during any period within theatty term when there is no patent
claim covering the licensed product in the parcwountry.

Avanir is responsible for funding 100% of our resbaand development costs incurred under the dpredat plan or for activities
conducted at Avanis request, subject to limitations specified indlgeeement. However, Avanir is currently conductitigesearch an
development activities without our services.

. Jazz Pharmaceutica. In February 2013, we entered into a developmedtliaense agreement with Jazz Pharmaceuticaéstarch,
develop and commercialize products containing datdd sodium oxybate, or D-SXB. We are initiallgdising on one analog,
designated as JZP-386. Under the terms of the mgiewe granted Jazz Pharmaceuticals an exclusorédwide, royalty-bearing
license under intellectual property controlled syt develop, manufacture and commerciali-SXB products including Jz-386.

Under the Jazz Pharmaceuticals agreement, we egtainon-refundable upfront payment of $4.0 milliiofrebruary 2013. We are also
eligible to receive up to $8.0 million in developmenilestone payments, up to $35.0 million in regoity milestone payments and up to
$70.0 million in sales milestone payments basedetrproduct sales of licensed products. In additiamz Pharmaceuticals is require
pay us royalties at defined percentages ranging fre mid-single digits to low double digits bel@@%, on a country-by-country and
licensed product-by-licensed product basis, ondvade net product sales of licensed products. Dlgalty rate is lowered, on a
country-by-country basis, under certain circumstares specified in the agreement.

We are currently conducting certain developmenviiets for a Phase 1 clinical trial with respegt}ZP-386 pursuant to an agreed upon
development plan, and we have supplied a deuteiatixanediate for making clinical trial materiakfa Phase 1 clinical trial. Thereaf
our obligations to conduct further development\dii¢is are subject to mutual agreement. Jazz Plaeutiaals has assumed all
manufacturing responsibilities. Pursuant to theeagrent, our costs for activities under the devebtagm
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plan, including pass-through costs and the costaibEmployees’ time at a rate per full-time eqléwayear of our employees’ time,
which we mutually agreed to, are reimbursed by Fdmrmaceuticals. This reimbursement is subjelatitations in the agreement,
including adherence within a particular percentagihe development budget.

Following termination of the agreement with respgeca country or countries, but not in its entirdty Jazz Pharmaceuticals for Jazz
Pharmaceuticals’ convenience, Jazz Pharmaceutialgprovide us written notice that it desires tatoaie or recommence
development and commercialization of licensed pet&lin such country or countries, in which evezJharmaceuticals’ license with
respect to D-SXB products in such country or caaatand corresponding payment obligations undeagfnieement will be reinstated
except in specified circumstances in which we haewiously notified Jazz Pharmaceuticals of oueribto develop or commercialize
licensed products in such country or countrieseeittirectly or through a third party licensee.

In addition to these collaborations, in Februar§20ve entered into a sponsored research agreavitarftast Forward LLC, or Fast Forwa
a subsidiary of the National Multiple Sclerosis Bty to fund the preclinical advancement of CTR-33nder the Fast Forward agreement,
we received a non-refundable upfront payment a2 $@illion, as well as further non-refundable paytsesf $0.6 million for the achievement
of the preclinical development milestones set fartthe agreement. We are obligated to make mitespayments to Fast Forward not in
excess of a low-single digit multiple of the fungiamount if we commercialize CT¥4 or license the development and commercialinaif
CTP-354 to a third party.

In May 2009, we entered into a research and dewstop collaboration and license agreement with Glaraup Limited, or GSK to research,
develop and commercialize multiple products comg@gmeuterated compounds, including CTP-499 animately, CTP-298, which was
developed pursuant to the agreement for the tredtaiddlV. Our agreement with GSK, as subsequeathended, expired in May 2012 after
GSK opted out of further development under the egent. The rights to the product candidates deeelemder the agreement have reverted
to us and we are free to pursue them without furbhdigation to GSK other than to repay GSK an amtaf up to $2.75 million, if we
commercialize CTP-499 or if, prior to a specifieatalin 2018, we re-license or transfer rights tdP&p9.

FINANCIAL OPERATIONS OVERVIEW
Revenue

We have not generated any revenue from the sal@®diicts. All of our revenue to date has been igeee through collaboration, license
research arrangements with collaborators and néihprganizations for the development and commdimztion of product candidates.

The terms of these agreements include one or nidghe dollowing types of payments: non-refundalitense fees, payments for research and
development activities, payments based upon thiewaaiment of specified milestones, payment of lieeesercise or option fees relating to
product candidates and royalties on any net progales. To date, we have received non-refundalftentppayments, several milestone
payments and certain research and developmentseeienues. However, we have not yet earned egydé exercise or option fees, sales-
based milestone payments or royalty revenue asudt i product sales.

In the future, we will seek to generate revenuenfeocombination of product sales, milestone paymant royalties on future product sale
connection with our current collaborations with @&ie, Avanir and Jazz Pharmaceuticals, or othé&almmiations we may enter into.
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Research and development expenses

Research and development expenses consist prino&clysts incurred for the development of our paidiandidates, which include:

employerrelated expenses, including salary, benefits, trané stoc-based compensation exper
expenses incurred under agreements with contregareh organizations and investigative sites thatligct our clinical trials
the cost of acquiring, developing and manufactudiigcal trial materials

facilities, depreciation and other expensesciwmclude direct and allocated expenses for a@t maintenance of facilities,
insurance and other supplit

platform-related lab expenses, which consigtasts related to synthesis, analysis iandtro andin vivo characterization of
deuterated compounds to support the selection egtession of potential product candida:

expenses related to consultants and advisors

costs associated with preclinical activities argltatory operations

Research and development costs are expensed agthdDosts for certain development activitiesramognized based on an evaluation o
progress to completion of specific tasks usingrimiation and data provided to us by our vendorsaamctlinical sites.

The following summarizes our development programs.

CTP-354, a novel, potentially first-in-class, non-sedatireatment for spasticity that we are initially éeping for use in patients
with multiple sclerosis and patients with spinalccmjury to address a significant unmet medicad these markets. We
recently completed a 71-subject Phase 1 singlendsug dose clinical trial of CTP-354 and the nindvjsct first part of a related
Phase 1 imaging study. In January 2014, we indiatenultiple ascending dose Phase 1 clinical ¢traluating daily doses of 2 mg
and 6 mg of CTP-354 in healthy volunteers. Assunsimgcessful completion of the multiple ascendinged®hase 1 clinical trial,
we plan to initiate a Phase 2 clinical program@adiP-354 in the second half of 2014. We expecttthaPhase 2 clinical program
will include one clinical trial for the treatment gpasticity associated with multiple sclerosis ané clinical trial for the treatment
of spasticity associated with spinal cord injuryeXo the fact that we did not determine a maxintolerated dose in our
preclinical testing, the FDA has informed us thatmway not administer multiple doses of CTP-354xitess of 6 mg per day in
clinical trials without first conducting an additial higher dose preclinical toxicology study. Wéidnee that multiple doses of 6 1
per day would be sufficient for the treatment adistizity; however, we have initiated the additiopadclinical toxicology study to
enable us to evaluate higher doses of CTP-354gitled, in our spasticity trials, as well as to supglinical development in other
disease indication:

CTP-499, a novel, potentially first-in-class, treatment figpe 2 diabetic kidney disease that we are dgiedpas an additive
treatment to the current standard of care. We @ameiatly conducting a three-part Phase 2 clinigal of CTP-499 in which we
have enrolled patients with type 2 diabetic kiddesgase and macroalbuminuria. In 2013, we compliiedirst part of this trial, a
24-week, double-blind, parallel, two-arm, placelomvcolled study in 182 patients. We have also cetepl dosing in the second
part of the trial, a blinded 24-week extension gfwehich, combined with the data from the firsttpafrthe trial, has provided 48
weeks of placebo-controlled data in 123 patients.did not achieve statistical significance in thienary efficacy endpoint of this
trial, which was measured at 24 weeks. Howevetheleve that the data we have analyzed to date therfirst 48 weeks of
treatment support the potential of CTP-499 to petgect kidney function in patients with rapidlyogressing type 2 diabetic
kidney disease. We have conducted preliminary aealpf these 48 weeks of data, but have not yepleded a full analysis. We
expect to report the final results for the firstwi@eks of the trial in the second quarter of 2(
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* AVF-786, a combination of a deuterium-substituted dextrinomgohan analog and an ultra-low dose of quinidile.have granted
Avanir an exclusive license to develop and comnadime deuterated dextromethorphan analogs, inafyitiea analog in AVP-786.
Avanir is developing AVPZ£86 for the treatment of neurologic and psychiatisorders. In February 2013, Avanir reported pos
results from a Phase 1 clinical trial of AVP-786.Qctober 2013, Avanir reported plans to advanc®A&86 into a Phase 2 clinic
trial in the second half of 2014 for treatment-seent major depressive disorder in patients wislfficient response to
conventional an-depressant:

» A collaboration with Celgene to research, depeind commercialize certain deuterated compounrdsié treatment of cancer or
inflammation, with an initial focus on a single gram. In the initial program, we have selected @BB; a product candidate for
the treatment of inflammatory diseases, and expedotgin clinical trials in 201«

» A collaboration with Jazz Pharmaceuticals seegch, develop and commercialize JZP-386, a ptadundlidate containing a
deuterated analog of sodium oxybate for potensalin patients with narcolepsy. Sodium oxybatbésdctive ingredient in the
marketed drug Xyrem. In December 2013, an investigal medicinal product dossier, or IMPD, the kdsr initiating clinical
trials in the European Union, was filed for JZP-386e IMPD received approval in January 2014. Rirarmaceuticals expects a
Phase 1 clinical trial of J2-386 to be conducted in 2014, following manufactgrirfi clinical material

e (C-10068, a novel oral deuterium-substituted analog of dethorphan, a compound with preclinical pharmagick activities
qualitatively similar to those of dextromethorph#rat we are investigating for the potential treaitnof pain and seizures. We are
conducting further preclinical evaluation 0-10068.

We are also conducting a number of other preclimoagrams, including deuterated ivacaftor for plogential treatment of cystic fibrosis and
chronic obstructive pulmonary disease.

We plan to continue to seek to identify compourdd tan be improved through selective deuteriunstution and believe we are capabls
identifying one to two novel deuterated compouneisygar that we can advance into preclinical dgyalent while concurrently progressing
our existing pipeline.

A significant portion of our research and developh@sts have been external costs, which we track grogram-by-program basis. These
external costs include fees paid to investigammwasultants, central laboratories and contracireseorganizations in connection with our
clinical trials, and costs related to acquiring amahufacturing clinical trial materials. Our intafmesearch and development costs are
primarily personnel-related costs, depreciation @ther indirect costs. We do not track our intemeakarch and development expenses on a
program-by-program basis as they are deployed sionodtiple projects under development.

The successful development of any of our productiickates is highly uncertain. As such, at this time cannot reasonably predict with
certainty the duration and completion costs ofdimeent or future clinical trials of any of our pitct candidates or if, when, or to what extent
we will generate revenues from the commercializatind sale of any of our product candidates th&timlmarketing approval. We may ne
succeed in achieving regulatory approval for angwfproduct candidates. The duration, costs, ianidg of clinical trials and development
of our product candidates will depend on a var@dtiactors, including:

» the scope and rate of progress of our ongoing dsas@ny additional clinical trials and other rassh and development activitie
» results from ongoing as well as any additionalichhtrials and research and development actiyi
» significant and changing government regulat

» the terms and timing and receipt of any regulagpyrovals
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» the performance of our collaborato

» our ability to manufacture, market, commercialand achieve market acceptance for any of ouluystaccandidates that we are
developing or may develop in the future;

» the expense and success of filing, prosecutingmitdfig and enforcing any patent claims and othefl@ctual property right:

A change in the outcome of any of these variabliéls respect to the development of a product candidauld mean a significant change in
the costs and timing associated with the developwihat product candidate. For example, if theAR® another regulatory authority were
to require us to conduct clinical trials or othes@arch and development activities beyond thosevhaurrently anticipate will be required
the completion of clinical development of a prodc@hdidate, including as a result of the partigical hold on CTP-354 that prevents us
from administering doses in excess of 6 mg peridaiultiple dose clinical trials, or if we exper@nsignificant delays in enrollment in any
of our clinical trials, we could be required to expl significant additional financial resources & on the completion of clinical
development.

Research and development activities are centi@litdousiness model. Product candidates in latgestaf clinical development generally
have higher development costs than those in eatbgyes of clinical development, primarily duehte increased size and duration of later-
stage clinical trials. We expect research and dgveént costs to increase significantly for the $eemble future as our product candidate
development programs progress. However, we doel@\e that it is possible at this time to accusapeoject total program-specific
expenses through commercialization. There are nousdactors associated with the successful comalaaiion of any of our product
candidates, including future trial design and vasicegulatory requirements, many of which cannaldtermined with accuracy at this time
based on our stage of development. Additionallyrieicommercial and regulatory factors beyond omtrol will impact our clinical
development programs and plans.

General and administrative expenses

General and administrative expenses consist piliynafrsalaries and related costs for personneluding stock-based compensation and
travel expenses for our employees in executiveratipmal, finance, legal, business developmenttamdan resource functions. Other general
and administrative expenses include facility-relatests, depreciation and other expenses not s#idt¢a research and development expense
and professional fees for directors, accountinglagdl services and expenses associated with afgeamd maintaining patents.

We anticipate that our general and administratipgeases will increase in the future as we increasdeadcount to support our continued
research and development of our product candidélesalso anticipate increased expenses associdtetd@ing a public company, including
costs for audit, legal, regulatory and tax-relaedsices, director and officer insurance premiwemnsl investor relations costs. Additionally, if
and when we believe a regulatory approval of thet firoduct candidate that we intend to commemzadin our own appears likely, we
anticipate an increase in payroll and related espgis a result of our preparation for commergatations, especially as it relates to the
sales and marketing of our product candidates.

Investment income

Investment income consists of interest income ehamecash equivalents and short-term and long-tevestments.

Interest and other expense

Interest and other expense consists primarily @f@st expense on amounts outstanding under otifalglity with Hercules, amortization of
debt discount and the re-measurement gain or ksxeted with the change in the fair value ofpreferred stock warrant liability.
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CRITICAL ACCOUNTING POLICIES AND SIGNIFICANT JUDGME NTS AND ESTIMATES

Our management'’s discussion and analysis of oanéiial condition and results of operations are daseour consolidated financial
statements, which have been prepared in accordeitit®).S. generally accepted accounting principlédge preparation of these financial
statements requires us to make judgments and ¢efirtteat affect the reported amounts of assetslities, revenues, and expenses and the
disclosure of contingent assets and liabilitiesun financial statements. We base our estimatdsstarical experience, known trends and
events, and various other factors that are belitwd reasonable under the circumstances. Aatgalts may differ from these estimates
under different assumptions or conditions. On agoary basis, we evaluate our judgments and estgnatéght of changes in circumstances,
facts and experience. The effects of material renssin estimates, if any, will be reflected in t@nsolidated financial statements
prospectively from the date of change in estimates.

While our significant accounting policies are désed in more detail in the notes to our consoliddieancial statements appearing elsewhere
in this Annual Report on Form 10-K, we believe tbkowing accounting policies used in the prepamatf our financial statements require
the most significant judgments and estimates.

Revenue recognition

We have primarily generated revenue through armraegés with collaborators for the development andmoercialization of product
candidates.

Collaboration revenue

The terms of our collaboration and license agredsnesve typically contained multiple elements, elivetrables, which have included
licenses, or options to obtain licenses, to prodaotidates, referred to as exclusive licenseweisas research and development activities to
be performed by us on behalf of the collaborattateel to the licensed product candidates. Paynthatsve may receive under these
agreements include namfundable upfront license fees, payment for reteand development activities, payments based apbievement
specified milestones, payment upon exercise oh$iegights or options to license product candidatesroyalties on any resulting product
sales.

Multiple-Element ArrangementsOur collaborations primarily represent multipleraent arrangements. We analyze multiple-element
arrangements based on the guidance in Financiaukting Standards Board, or FASB, Accounting Stassl€odification, or ASC, Topic
605-25,Revenue Recognition-Multiple-Element ArrangemeatsASC 605-25. Pursuant to the guidance in AS& &0, we evaluate
multiple-element arrangements to determine theveliglbles included in the arrangement and whetteeinttfividual deliverables represent
separate units of accounting or whether they meistdzounted for as a combined unit of accountihgs &valuation involves subjective
determinations and requires us to make judgmertstabe individual deliverables and whether sudivdeables are separable from the other
aspects of the contractual relationship. Delivarslalre considered separate units of accountingdawthat: (1) the delivered item(s) has
value to the customer on a standalone basis anfit{@) arrangement includes a general right afrretelative to the delivered item(s),
delivery or performance of the undelivered iteni¢g)onsidered probable and substantially in outrocbnin assessing whether a delivered
item(s) has standalone value, we consider wheligecallaboration partner can use the delivered(ggfor its intended purpose without the
receipt of the remaining element(s), whether tHaevaf the deliverable is dependent on the undedivéem(s) and whether there are other
vendors that can provide the undelivered elemerit(shaking these assessments, we consider fasuolsas the research, manufacturing and
commercialization capabilities of the collaboratjmartner and the availability of the associatedeetige in the general marketplace. The te

of our collaboration and licensing arrangementsigtocontain general rights of return that wouldchwde recognition of revenue.

Arrangement consideration that is fixed or deteahle is allocated among the separate units of atitmuusing the relative selling price
method. We determine the selling price of a unaa@founting following the hierarchy of evidencesmribed by ASC 605-25. Accordingly,
we determine the estimated selling price for units
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of accounting within each arrangement using verspeeific objective evidence of selling price, ib#lable, third-party evidence of selling
price if vendor-specific objective evidence is aghilable, or best estimate of selling price ifthef vendor-specific objective evidence nor
third-party evidence is available. We typically dm@st estimate of selling price to estimate thiéngeprice for exclusive licenses and research
and development services, since we generally dbaat vendor-specific objective evidence or thiedtp evidence of selling price for these
items. Determining the best estimate of sellinggfor a unit of accounting requires significardgment. In developing the best estimate of
selling price for a unit of accounting, we considpplicable market conditions and relevant entigesfic factors, including factors that were
contemplated in negotiating the agreement withctiromer and estimated costs. We validate thedséistate of selling price for units of
accounting by evaluating whether changes in thedssymptions used to determine the best estimailofg price will have a significant
effect on the allocation of arrangement consideratietween multiple units of accounting.

Our multiple-element revenue arrangements may decthe following:

* Option ArrangementsAn option to obtain an exclusive license is cdaséd substantive if, at the inception of the ageament, we
are at risk as to whether the collaboration pantvikichoose to exercise the option. Factors thatcansider in evaluating whether
an option is substantive include the overall oliyectf the arrangement, the benefit the collaboratight obtain from the
arrangement without exercising the option, the tmsixercise the option and the likelihood thatdpton will be exercised. For
arrangements under which an option is considerbstantive, we do not consider the item underlymgdption to be a deliverat
at the inception of the arrangement and the assacaption fees are not included in allocable ayemment consideration, assum
the option is not priced at a significant and imeeatal discount. Conversely, for arrangements untiéech an option is not
considered substantive, we would consider the itaderlying the option to be a deliverable at theeption of the arrangement
and a corresponding amount would be included iratloeable arrangement consideration. A signifiGamd incremental discount
included in an otherwise substantive option is @ered to be a separate deliverable at the inaepfithe arrangemer

» Exclusive License. We recognize arrangement consideration allodateadch unit of accounting when all of the revenue
recognition criteria included in ASC Topic 668&venue Recogniti@re satisfied for that particular unit of accougtilve will
recognize as revenue arrangement consideratidnuaéid to exclusive licenses that have standalahgevfrom the other
deliverables to be provided in an arrangement wainery. We will recognize as revenue arrangengcensideration attributed to
exclusive licenses that do not have standaloneeviatun the other deliverables to be provided imaangement over our
estimated performance period as the arrangemertivbeuaccounted for as a single, combined unitobanting.

» Research and Development Servi. We recognize revenue associated with researcld@relopment services ratably over the
associated period of performance. If there is soatnible pattern of performance and/or objectivebasurable performance
measures do not exist, then we recognize revenaestiaight-line basis over the period we are ebgueto complete our
performance obligations. Conversely, if the pat@rperformance in which the service is providedh® customer can be
determined and objectively measurable performaneasnres exist, then we recognize revenue undartiegement using the
proportional performance method. Revenue recogrigzbahited to the lesser of the cumulative amoofippayments received or
the cumulative amount of revenue earned as oféhieg ending date

Milestone Revent. At the inception of an arrangement that incluehélestone payments, we evaluate whether each miless substantive
and at risk to both parties on the basis of thdiegant nature of the milestone. This evaluatiariudes an assessment of whether:

» the consideration is commensurate with eitherperformance to achieve the milestone or the medraent of the value of the
delivered item(s) as a result of a specific outcoeseilting from our performance to achieve the stdae;
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» the consideration relates solely to past perforrapand

» the consideration is reasonable relative to alhefdeliverables and payment terms within the gearent.

We evaluate factors such as the scientific, cliniegulatory, commercial and other risks that nhesbvercome to achieve the respective
milestone and the level of effort and investmeguieed to achieve the respective milestone in ngakiis assessment. There is considerable
judgment involved in determining whether a milegt@atisfies all of the criteria required to conéulat a milestone is substantive. We h
concluded that all of the development and regwatailestones included in our current collabora@wrangements are substantive.
Accordingly, in accordance with FASB ASC Topic 688-Revenue Recognition-Milestone Methadvenue from development and
regulatory milestone payments will be recognizeth&ir entirety upon successful accomplishmenhefrhilestone, assuming all other
revenue recognition criteria are met. Milestoned tre not considered substantive would be recedras revenue over the remaining period
of performance, assuming all other revenue recmgndriteria are met. Revenue from satased milestone payments will be accounted f
royalties and recognized as revenue upon achievieshéme milestone, assuming all other revenuegaition criteria are met.

Royalty Revenu. We will recognize royalty revenue in the periddale of the related product(s), based on the nlyidg contract terms,
provided that the reported sales are reliably nmaédel and we have no remaining performance obtigatiassuming all other revenue
recognition criteria are met.

Accrued research and development expenses

As part of the process of preparing our finandiatesnents, we are required to estimate our acaxpenses as of each balance sheet date.
This process involves reviewing open contractsurdhase orders, communicating with our persormilentify services that have been
performed on our behalf and estimating the levedest/ice performed and the associated cost inctioratie service when we have not yet
been invoiced or otherwise notified of the actuatc The majority of our service providers invoiemonthly in arrears for services
performed or when contractual milestones are metnvilke estimates of our accrued expenses as obakmite sheet date in our financial
statements based on facts and circumstances kmoushdt that time. We periodically confirm the aeoy of our estimates with the service
providers and make adjustments if necessary. Exesrgflestimated accrued research and developmpahsas include fees paid to:

» contract research organizations in connection wlittical trials;
» investigative sites in connection with clinicakis;
» vendors in connection with preclinical developmaditivities; anc

» vendors related to product manufacturing, develogrard distribution of clinical supplie

We generally accrue expenses related to reseadctiemelopment activities based on the serviceswed@and efforts expended pursuant to
contracts with multiple contract research orgaimzes that conduct and manage clinical trials onlmhvalf as well as other vendors that
provide research and development services. Thadiabterms of these agreements are subject totia¢iga, vary from contract to contract
and may result in uneven payment flows. There neinstances in which payments made to our vendibrexeeed the level of services
provided and result in a prepayment of the clineglense. Payments under some of these contrgiadien factors such as the successful
enrollment of subjects and the completion of chhizial milestones. In accruing service fees, stngate the time period over which services
will be performed and the level of effort to be erged in each period. If the actual timing of teef@rmance of services or the level of effort
varies from our estimate, we adjust the accrugrepaid accordingly. Non-refundable advance paysimtgoods and services that will be
used in future research and development activatiesexpensed when the activity has been performedhen the goods have been received
rather than when the payment is made.

98



Table of Contents

Although we do not expect our estimates to be risiedifferent from amounts actually incurred oifir estimates of the status and timing of
services performed differ from the actual status #ming of services performed we may report amstimat are too high or too low in any
particular period. To date, there has been no maatfferences from our estimates to the amouttatly incurred.

Stock-Based Compensation

Since our inception in May 2006, we have appliedftir value recognition provisions of Financialedcnting Standards Board
Accounting Standards Codification Topic 7T3mpensation-Stock Compensatjavhich we refer to as ASC 718, to account foisaikk-
based compensation. We recognize compensationretstsd to stock options granted to employeestasdhe estimated fair value of the
awards on the date of grant. Stock compensatiaectko non-employee awards is remeasured at epohting period until the awards are
vested. Described below is the methodology we héilized in measuring stock-based compensation resge

Determining the amount of stock-based compens#tidre recorded requires us to develop estimatdsedhir value of stock-based
awards as of their grant date. We recognize stasled compensation expense ratably over the rezmaiivice period, which in most cases is
the vesting period of the award. Calculating thevalue of stock-based awards requires that weentgdghly subjective assumptions. We use
the Black-Scholes option pricing model to value stack option awards. Use of this valuation methoghprequires that we make
assumptions as to the volatility of our common lsttlee fair value of our common stock on the gidate for the period prior to our IPO, the
expected term of our stock options, the risk fraeriest rate for a period that approximates theebeg term of our stock options and our
expected dividend yield. Because there had beqrublic market for our common stock prior to our |R@ believe that we have insufficient
data from our limited public trading history to appriately utilize company-specific historical ainaplied volatility information.

Accordingly, we utilize data from a representativeup of publicly traded companies to estimate etgubstock price volatility. We selected
representative companies from the biopharmaceutidaktry with similar characteristics as us, imithg stage of product development and
therapeutic focus. We use the simplified methogdrascribed by the Securities and Exchange Commis3iaff Accounting Bulletin No. 107,
Share-Based Paymeas we do not have sufficient historical exercise da provide a reasonable basis upon which tonesti the expected
term of stock options granted to employees. Foremployee grants, we use an expected term eqtia teemaining contractual term of the
award. We utilize a dividend yield of zero basedlonfact that we have never paid cash dividendshawe no current intention of paying
cash dividends. The risk-free interest rate use@dch grant is based on the U.S. Treasury yialdecn effect at the time of grant for
instruments with a similar expected life.

Under ASC 718, we are also required to estimatéetred of forfeitures expected to occur and reamthpensation expense only for
those awards that we ultimately expect will vesé Wéve performed an historical analysis of optwaras that were forfeited prior to vesting
and recorded total stock option expense that rteftethis estimated forfeiture rate. Stock-basedpmmation expense requires certain
estimates by management. We cannot currently grirgidotal amount of stock-based compensationresgto be recognized in any future
period because such amounts will depend on leV¥ed®ok-based payments granted in the future akasehe portion of the awards that
actually vest. ASC 718 requires forfeitures to béneated at the time of grant and revised, if nsagg in subsequent periods if actual
forfeitures differ from those estimates. During flears ended December 31, 2011, 2012 and 2013torated annual forfeiture rate was !

Total compensation cost recognized for all stockeldlecompensation awards in the consolidated statsrokoperations and
comprehensive loss as follows:

Year ended December 31

(in thousands' 2011 2012 2013

Research and development $572 $ 564 $ 582
General and administrati 331 304 42C
Total $90¢ $ 86¢ $ 1,00z
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We have computed the fair value of employee stqtions at the date of grant using the followinggi®éd-average assumptions:

Year ended
December 31,
2011 2012 2013
Expected volatility 78.1% 72.€% 70.1%
Expected term (in year 6.C 6.C 6.C
Risk-free interest rat 1.0% 0.95% 1.6%%
Expected dividend yiel — % — % — %

The following table presents the grant dates, numbtunderlying shares of common stock and theshare exercise prices of stock
options that we granted from January 1, 2011 tHnddgcember 31, 2013, along with the fair valuegbeare utilized to calculate stock-based
compensation expense:

Date of grant

Number of
shares of commo

stock underlying

options granted

Option exercise price

Estimated
common stock fail

value per share
on grant date

3/24/2011 150,44: $ 3.7¢ $ 3.7¢
6/23/2011 15,04: 3.7¢ 3.7¢
9/22/2011 44,95 3.5C 3.5(C
11/1/2011 12,381 3.5C 3.5C
12/12/2011 107,62! 3.5C 3.5(C
12/15/2011 173,44. 3.5C 3.5C
1/26/2012 884 3.5C 3.5C
3/22/2012 4,95¢ 3.5C 3.5C
11/12/201z 32,65( 2.8¢ 8.7¢1)
5/3/2013 15,57 3.7¢ 13.0(®
5/28/2013 65,48¢ 3.7¢ 16.8¢®)

(1) The common stock fair value per share on gdat¢ was adjusted in connection with a retrospedair value assessment for financial
reporting purposes

The estimated fair value per share of common stmckach date of grant in the table above repregbetdetermination by our board of
directors of the fair value of our common stoclofithat date. Due to the absence of an active méwkeur common stock as of those dates,
each of which was prior to the commencement ofiigadf our common stock on the NASDAQ Global MarkatFebruary 13, 2014 in
connection with our IPO, the fair value of our coomstock was determined in good faith by our badrdirectors, in both contemporaneous
and retrospective valuations of our common stooksistent with the methodologies outlined in theekican Institute of Certified Public
Accountants Practice Aid/aluation of Privately-Held-Company Equity Secestissued as Compensatiarferred to as the AICPA Practice
Aid, with the assistance and upon the recommenustid management and based on objective and sivigiéattors including:

» the prices of our preferred stock sold to al@¢snvestors in arm’s length transactions, anditites, preferences and privileges of
our preferred stock as compared to those of oumommstock, including the liquidation preference®of preferred stocl

» our results of operations, financial position anel $tatus of research and development eff

» the composition of, and changes to, our managetaant and board of directol

» the lack of liquidity of our common stock as a pitiy company

e our stage of development and business strategyhanthaterial risks related to our business andsitrgy

» the achievement of enterprise milestones, includimgring into collaboration and license agreem
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» the valuation of publicly traded companies in tifee $ciences and biotechnology sectors, as wete@antly completed mergers ¢
acquisitions of peer companie

» any external market conditions affecting the liéeeaces and biotechnology industry sect

« the likelihood of achieving a liquidity everdrfthe holders of our common stock and stock optisach as an initial public
offering or a sale of our company, given prevailingrket conditions; an

» the state of the initial public offering market fmilarly situated privately held biotechnologyngganies

Since our IPO, the exercise price per share affibn grants has been set at the closing priceotommon stock on The NASDAQ
Global Market on the applicable date of grant.

We recorded non-cash stock-based compensation &xé$0.9 million, $0.9 million and $1.0 millioorfthe years ended
December 31, 2011, 2012 and 2013, respectivelipesember 31, 2013, we had $1.5 million of totale@egnized stock-based compensation
expense, net of estimated forfeitures, relateddcksoption plan that will be recognized over agited-average period of 2.0 years. We
expect to continue to grant stock options in thark, and to the extent that we do, our actuakshased compensation expense recognized ir
future periods will likely increase.

There were significant judgments and estimatesrérfien the determinations of fair value of our ¢oon stock described above. These
judgments and estimates included assumptions regaodr future operating performance, the timedmpleting an initial public offering ¢
other liquidity event and the determinations of éippropriate valuation methods. If we had madestifiit assumptions, our stock-based
compensation expense, net (loss) income and resf) (lecome per common share could have been signify different.

RECENTLY ADOPTED ACCOUNTING PRONOUNCEMENTS

From time to time, new accounting pronouncemerddsaued by the FASB or other standard settingdsoaind adopted by us as of the
specified effective date. Unless otherwise disalisa®e believe that the impact of recently issuedidards that are not yet effective will not
have a material effect on our financial positiomresults of operations upon adoption.

RESULTS OF OPERATIONS
Comparison of the years ended December 31, 2012 apd13

The following table summarizes our results of ofiers for the years ended December 31, 2012 an8, 20dether with the changes in those
items in dollars.

Year ended December 31 Increase

(in thousands' 2012 2013 (Decrease
Revenue

License and research and development rev $ 11,34¢ $ 23,40¢ $ 12,05¢

Milestone revenu 1,50( 2,00( 50C
Total revenus 12,84¢ 25,40¢ 12,55¢
Operating expense

Research and developmt 24,19: 21,79 (2,409

General and administratiy 7,26¢€ 8,02¢ 762
Total operating expens 31,45¢ 29,81¢ (1,647
Loss from operation (18,610 (4,410 14,20(
Investment incom 22 21 Q)
Interest and other expen (1,856 (1,667 18¢
Net loss $ (20,449 $ (6,056 $ 14,38¢
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Revenu

Revenue was $25.4 million for the year ended Deeer8lb, 2013, compared to $12.8 million for the ymaded December 31, 2012, an
increase of $12.6 million. The increase in revewas primarily due to license revenue recognizedHeryear ended December 31, 2013 of
$17.0 million under our collaboration with Celgeared $3.7 million under our collaboration with J&tmarmaceuticals, in connection with «
grant of licenses under these collaborations, dsase2.0 million of milestone revenue recognifedthe year ended December 31, 2013
based on positive data from Avanir's Phase 1 dintiéal of AVP-786. In comparison, we recognizegtie@nue for the year ended

December 31, 2012 comprised primarily of $8.3 millbf research and development revenue and $1lismif milestone revenue under our
collaboration with GSK, which ended in 2012. Weogized license revenue of $2.0 million in the yeraded December 31, 2012 relating to
the license grant to Avanir for deuterated dextrittmgohan. In addition, an increase of $1.7 milliomevenue recognized for services
performed under our collaborations contributecheodverall increase in revenue for the year endsgem®ber 31, 2013 as compared to the
prior year, of which $1.4 million was related to\sees performed under our collaboration with Celge

As of December 31, 2013, we had deferred revenue of

*  $16.7 million related to our collaboration wittelgene, $4.2 million of which is classified asreat and $12.5 million of which is
classified as lor-term, on our consolidated balance sh

»  $0.2 million related to our collaboration withzz Pharmaceuticals and associated with reseadctieelopment services to be
performed and recognized as revenue over the d@stimemaining performance period of 36 months;

» $2.8 million related to a payment received from GB&t we will not recognize as revenue until allagment obligations laps

Research and development expel

The following table summarizes our external redeartd development expenses, by program, for thes ygmled December 31, 2012 and
2013, with our internal research expenses sepwreltdsified by category. Because Avanir is conidigcthe clinical development of AVIP8€E
at its expense, we made minimal investment in tbgnmam during these periods.

Year ended December 31

(in thousands’ 2012 2013
Direct research and development expen
CTF-499 $ 5,967 $ 3,90¢
CTF-354 1,091 1,771
CTF-730 19 45k
JZF-386 53 258
CTF-298(1) 1,47¢ 4
Total direct research and development expe 8,60¢ 6,38¢
Employee and contract-related expense 9,031 10,72:
Platformr-related lab expensi 3,19¢ 1,391
Facility expense 2,83: 2,80z
Other expense 523 48¢€
Personnel and other expen 15,58t 15,40«
Total research and development expe! $ 24,19 $ 21,79

(1) We were developing C-298 for the treatment of HIV prior to the termiratiof our collaboration with GS}
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Research and development expenses were $21.8mfilliche year ended December 31, 2013, compar$@4® million for the year ended
December 31, 2012, a decrease of $2.4 million.ddweease was primarily due to a $2.1 million desgean CTP-499 expenses due to the
completion of a preclinical toxicology study in Augf 2012 and subjects completing the Phase 2 alitrial during the year ended
December 31, 2013, a $1.8 million decrease inqiatfrelated laboratory expenses and a $1.5 mitlieecrease in CTP-298 expenses due to
the completion of a Phase 1 clinical trial in M@12. These decreases were partially offset by aillion increase in employee and
contractor-related expenses that were primarilgsalt of $0.9 million increase for employee bonusgased, $0.4 million increase for
severance obligations due to a former employees@r®imillion increase due to greater engagemedlimtal consultants during the year
ended December 31, 2013. In addition, the decremsesfurther offset by a $0.7 million increaseéCimP-354 expenses upon the initiation of
Phase 1 clinical trials, $0.4 million increase ifRE730 expense under our collaboration with Celgamea $0.2 million increase in JZP-386
expense under our collaboration with Jazz Pharntme¢siduring the year ended December 31, 2013.

General and administrative expenses

General and administrative expenses were $8.0omifbr the year ended December 31, 2013, compargdrteral and administrative
expenses of $7.3 million for the year ended Decer@hbe2012. The increase was primarily due to 4 #lllion increase in compensation
expense relating to employee bonuses and $0.3millicrease in professional fees primarily reldtecharket research for our product
candidates.

We expect that our general and administrative es@&will increase in future periods as we expandpearations and incur additional costs
in connection with being a public company. We dpéte that these increases will likely include legaditing and filing fees, additional
insurance premiums and general compliance and ttimgsaxpenses.

Interest and other expen

Interest and other expense was an expense of $llighrfor the year ended December 31, 2013, whiels comparable to an expense of $1.9
million for the year ended December 31, 2012. Esparcognized in connection with the re-measurewfehie fair value of the redeemable
convertible preferred stock warrant that we isstioeldercules in connection with draws under our dability decreased by $0.3 million for

the year ended December 31, 2013 compared to ithrepriod. The decrease was offset by an incref$6.1 million in interest expense
associated with $12.5 million of principal that deew under our debt facility with Hercules in Mar2®12.

Comparison of the years ended December 31, 2011 ap0d12

The following table summarizes our results of ofiers for the years ended December 31, 2011 and, 20dether with the changes in those
items in dollars.

Year ended December 31 Increase

(in thousands' 2011 2012 (Decrease
Revenue

License and research and development rev $ 13,96" $ 11,34¢ $ (2,61¢)

Milestone revenu 5,50( 1,50( (4,000
Total revenue 19,467 12,84¢ (6,61¢)
Operating expense

Research and developm 23,43¢ 24,19 757

General and administrati\ 7,37 7,26¢€ (111
Total operating expens 30,81: 31,45¢ 64€
Loss from operation (11,346 (18,610 7,26¢
Investment incom 44 22 (22
Interest and other expen (18) (1,85¢€) 1,83¢
Net loss $ (11,320 $ (20,449 $ 9,12¢
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Revenu

Revenue was $12.8 million for the year ended Deeer8lb, 2012 compared to $19.5 million for the yeadled December 31, 2011, a
decrease of $6.6 million. The decrease in reveragprimarily due to decreases of $5.7 million sech and development revenue and
million in milestone revenue under our collaboratwith GSK, which were partially offset by $2.0 fiah of license revenue relating to the
license grant to Avanir for deuterated dextromgthan analogs and $0.4 million of research and deweént revenue under our Avanir
collaboration as well as $0.7 million of researol development revenue relating to our sponsorgehreh agreement with Fast Forward.
Revenue under our collaboration with GSK constdigebstantially all of our revenue for the yeareth®ecember 31, 2011 and related to
CTP-298.

Research and development expel

The following table summarizes our external redeartd development expenses, by program, for thes ygmled December 31, 2011 and
2012, with our internal research expenses sepwreltedsified by category. Because Avanir is conidigcthe clinical development of AVIP8€
at its expense, we made minimal investment in tbgnmam during these periods.

Year ended December 31

(in thousands’ 2011 2012
Direct research and development expen
CTF-499 $ 5,947 $ 5,967
CTF-354 35¢ 1,091
CTF-298(%) 2,77¢ 1,47¢
Total direct research and development expe 9,07¢ 8,53¢
Employee and contract-related expense 9,411 9,031
Platforr-related lab expensi 1,56¢ 3,27(
Facility expense 2,911 2,83¢
Other expense 471 528
Personnel and other expen 14,35] 15,65
Total research and development expe! $ 23,43¢ $ 24,19:

(1) We were developing C-298 for the treatment of HIV prior to the termiratiof our collaboration with GS}

Research and development expenses were $24.2mfilliche year ended December 31, 2012, compar$@83e! million for the year ended
December 31, 2011, an increase of $0.8 million. ihbeease was primarily due to $1.7 million of ieased expenses relating to preclinical
programs that are now covered by our collaboratiith Celgene and $0.7 million of increased expemskging to our CTP-354 program
associated with IND-enabling toxicology studiese3@ increases were partially offset by $1.3 milbbdecreased expenses with respect to
CTP-298 and a $0.3 million decrease in employeepamsation expense.

General and administrative expenses

General and administrative expenses were $7.3omifbr the year ended December 31, 2012, whichomasparable to general and
administrative expenses of $7.4 million for theryeaded December 31, 2011.

Interest and other expen

Interest and other expense was an expense of $lliéhrfor the year ended December 31, 2012, coreghao an expense of $18 thousand for
the year ended December 31, 2011, an increasgameg of $1.9 million. The
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increase was primarily due to interest expense7o fillion of principal that we drew under our tiéhcility with Hercules in December
2011 and $12.5 million of principal that we drewdenour debt facility with Hercules in March 2012.

LIQUIDITY AND CAPITAL RESOURCES

We have incurred cumulative losses and negativie ftaws from operations since our inception in A@006, and as of December 31, 2013,
we had an accumulated deficit of $113.6 million. 8¥icipate that we will continue to incur lossesdt least the next several years. We
expect that our research and development and dematadministrative expenses will continue to @ase and, as a result, we will need
additional capital to fund our operations, whichmay raise through a combination of equity offesindebt financings and additional
collaborations and licensing arrangements.

We have financed our operations to date primahifgugh the public offering and private placemenbwf equity, debt financing and funding

from collaborations. As of December 31, 2013, we tash and cash equivalents and investments of $3ilion. We subsequently raised
proceeds of $83.1 million from the sale of 6,649,68ares of common stock in our IPO in the firsirtgr of 2014.

Cash flows

The following table sets forth the primary souraed uses of cash for each of the periods set featthw:

Year ended December 31

(in thousands’ 2011 2012 2013
Net cash provided by (used il
Operating activitie: $(18,08%) $ (26,42) $ 13,01¢
Investing activities 22,90: (1,200 (3,637)
Financing activitie: 6,98¢ 12,16¢ (7,239
Net increase (decrease) in cash and cash equis $11,80: $ (15,459 $ 2,14¢

Operating activities.Net cash provided by operating activities was @I8illion during the year ended December 31, 20dr8pared to net
cash used in operating activities of $26.4 millchning the year ended December 31, 2013. The isereacash provided by operating
activities was primarily due to receipt in the yeaded December 31, 2013 of a non-refundable upfrayment of $35.0 million related to

our collaboration with Celgene and a non-refundaiplieont payment of $4.0 million related to ourlabbration with Jazz Pharmaceuticals.
Net cash used in operating activities was $26.4anifor the year ended December 31, 2012 compar&d.8.1 million for the year end:
December 31, 2011. The increase in cash used matipg activities in 2012 was driven by a $4.0 moilldecrease in milestone revenue from
collaborations, an increase of $1.3 million in netg payments relating to indebtedness incurrékicember 2011 and March 2012 under our
debt facility with Hercules and a $1.2 million dease in accounts payable.

Investing activities Net cash provided by (used in) investing actigitensisted of purchases of fixed assets, purcluist®rt-term and long-
term investments, and proceeds from the maturighoft-term and long-term investments. Net cash isevesting activities for the year
ended December 31, 2013 was $3.6 million compareet cash used in investing activities of $1.diamlfor the year ended December 31,
2012. The increase in net cash used in investitigithes was primarily due to a decrease in maiesiof investments of $11.0 million,

partially offset by a decrease in purchases ofstments of $8.5 million. Net cash used in investiogvities for the year ended December 31,
2012 was $1.2 million compared to net cash providethvesting activities of $22.9 million for thegr ended December 31, 2011. The
decrease in net cash provided by investing aaiwitvas primarily due to decreased maturities afstments of $26.4 million, partially offset
by a decrease in purchase of investments of $2lmi
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Financing activities Net cash used in financing activities for the yeaded December 31, 2013 was $7.2 million comptreet cash
provided by financing activities of $12.2 millioarfthe year ended December 31, 2013. The decneams cash provided by financing
activities was primarily due to our receipt durihg year ended December 31, 2012 of proceeds ob $iilion under our debt facility with
Hercules, combined with an increase in principginpants under our debt facility with Hercules of$#illion and a $2.0 million increase in
deferred issuance costs related to our IPO foy¢lae ended December 31, 2013 as compared to teygar period. Net cash provided by
financing activities for the year ended December2Bil2 was $12.2 million compared to $7.0 million the year ended December 31, 2011.
The increase in net cash provided by financingsaiets was primarily due to an increase of $5.2iomilin proceeds under our debt facility
with Hercules.

Credit Facilities

In December 2011, we executed a Loan and Secugitgdment with Hercules, which provided for up t@ $2million in funding, to be
made available in two tranches. We borrowed tte fianche of $7.5 million in December 2011 andstheond tranche of $12.5 million in
March 2012. As of December 31, 2013, an aggrede#@®1 million of principal and accrued interestmained outstanding under the Loan
and Security Agreement.

Each advance under the Loan and Security Agreebgsams interest at a variable rate equal to thegref8.5% and an amount equa
8.5% plus the prime rate of interest minus 5.258dyipled however that the per annum rate of intewst shall not exceed 11%. We were
required to pay interest only on the indebtedniessugh April 30, 2013. We are now repaying our reving indebtedness under the Loan and
Security Agreement in 22 equal monthly paymentgrofcipal and interest of $0.7 million through Owmto 1, 2015.

The loan is collateralized by a blanket lien onodlbur corporate assets, excluding intellectuapprty, and by a negative pledge on our
intellectual property. The loan and security agreentontains default provisions that include theuoence of a material adverse effect, as
defined therein, that would entitle the lender ¢gldre all principal, interest and other amountsaWy us under the loan and security
agreement immediately due and payable.

In connection with the December 2011 borrowing urile Loan and Security Agreement, we issued tatdes a warrant to purchase
an aggregate of 200,000 shares of Series C prdfstoek with an exercise price of $2.50 per shareonnection with the March 2012
borrowing under the Loan and Security Agreememtwhrrant we issued to Hercules automatically becaxercisable for an additional
200,000 shares of Series C preferred stock. Uporptgion of our IPO in February 2014 the warrantaree exercisable for an aggregate of
70,796 shares of our common stock at an exercise pf $14.13 per share and the related warrabilitiawas reclassified to additional paid-
in capital.

Operating capital requirements

We do not anticipate commercializing any of ourdurct candidates for several years. We anticipatewe will continue to generate
losses for the foreseeable future, and we expedbises to increase as we continue the developrfieantd seek regulatory approvals for,
product candidates, and begin to commercializeagupyoved products for which we retain commerciélirarights. We are subject to all of
the risks incident in the development of new druadpcts, and we may encounter unforeseen expetiffes)lties, complications, delays and
other unknown factors that may adversely affecttusiness, as well as additional risks stemmingn filee unproven nature of deuterated
drugs.

We believe our existing cash and cash equivalerdsravestments as of December 31, 2013 combinddtiv proceeds from our IPO
completed in February 2014, will enable us to fond operating expenses, debt service and capipeneliture requirements into the first half
of 2016, without giving effect to potential mileapayments that we may receive under existingloothation agreements. This estimate
assumes we either enter into a collaboration ageaepursuant to which a partner funds further dgwelent of CTP-499 or
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we do not otherwise expend significant funds fottfer development of this product candidate. Howewe may require additional capital
the further development of our existing productdidates and may also need to raise additional fandser to pursue other development
activities related to additional product candidates

To date, we have not generated any revenue frodupt®ales. We do not expect to generate signifiearenue from product sales
unless and until we, or our collaborators, obtaarkating approval of and commercialize one of aurent or future product candidates.
Because our product candidates are in various Stafggevelopment and the outcome of these effertmcertain, we cannot estimate the
actual amounts necessary to successfully compéstelabment and commercialization of our productiadetes or whether or when we will
achieve profitability. We anticipate that we wiitinue to generate losses for the foreseeablesfuimd we expect the losses to increase as
we continue the development of, and seek markatipgovals for, our product candidates, and begaotomercialize any approved products
for which we retain commercialization rights.

Until such time, if ever, as we can generate sultisigproduct revenues, we expect to finance oshceeeeds through a combination of
equity offerings, debt financings and additiondlalmorations, strategic alliances and licensin@mgements. Except for any obligations of
collaborators to reimburse us for research andldpreent expenses or to make milestone payments mudegreements with them, we do
not have any additional committed external souoddands. Additional capital may not be availablereasonable terms, if at all. If we are
unable to raise additional funds when needed, webeaequired to delay, limit, reduce or terminatie product development or future
commercialization efforts or grant rights to deyeénd market product candidates that we would waiilserprefer to develop and market
ourselves. If we raise additional funds throughifiselance of additional debt or equity securitiespuld result in dilution to our existing
stockholders, increased fixed payment obligationsthese securities may have rights senior to thbeer common stock. We are subject to
covenants under our existing loan and securityeagest with Hercules, and may become subject tor@vs under any future indebtedness,
that could limit our ability to take specific aati®, such as incurring additional debt, making edgxpenditures or declaring dividends, which
could adversely impact our ability to conduct ousiness. In addition, the pledge of substantidllgfaour assets with the exception of our
intellectual property as collateral, and the negatiledge with respect to our intellectual propeutyder our debt facility with Hercules limit
our ability to obtain additional debt financing.

Our expectation with respect to the period of tiim®ugh which our financial resources will be adstguo support our operations is a
forward-looking statement and involves risks andaustainties, and actual results could vary as altre§a number of factors, including those
discussed in the “Risk Factors” section of this AainReport on Form 10-K. We have based this esirmatassumptions that may prove to be
wrong, and we could utilize our available capiedaurces sooner than we currently expect. If waaaexpand our operations or otherwise
capitalize on our business opportunities becauskekesufficient capital, our business, financiahdition and results of operations could be
materially adversely affected.

Contractual obligations
The following table summarizes our contractual géddions at December 31, 2013:

Less thar 3to5 More than
1to3
(in thousands’ Total 1 year years years 5 years
Long-term debt obligationd) $16,37C  $ 8,90¢  $7,46: $— $ —
Operating lease obligatioi@ 3,21¢ 1,824 1,392 — —
Total contractual obligatior $19,58¢ $10,73: $8,85¢ $— $ —

(1) Consists of payment obligations for principabainterest under our debt facility with Herculds of December 31, 2013, we had $15.1
million in outstanding borrowings under the deltifidy, bearing interest at a variable rate of theeater of 8.5% and an amount equal
to 8.5% plus the prime rate of intert
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minus 5.25%, subject to a cap of 11%. Under the$enf the loan and security agreement governinglée facility, we were required
to pay interest only through April 30, 2013, whfobm January 1, 2013 to April 30, 2013 consistedhohthly payments of $0.1 million.
Following April 30, 2013, we are required to repidys indebtedness in equal monthly payments of ®dlion through October 1£
2015. The loans under the debt facility are colialieed by a lien on substantially all of our corate assets, excluding intellectual
property, which is subject to a negative pledgeauride loan and security agreement. The loan aedrity agreement contains defa
provisions that include the occurrence of a matesidverse effect, as defined therein, that woulitlerthe lender to declare a
principal, interest and other amounts owed by udeunrthe loan and security agreement immediatelyadutpayable

(2) Consists of future lease payments and repayotdigiations with respect to leasehold improvemeniser the operating lease for our
office and laboratory space at 99 Hayden Avenugirigton, Massachusetts. The operating lease expineSeptember 30, 201

We also have obligations to make future paymentkitd parties that become due and payable onghiexement of certain development,
regulatory and commercial milestones, such asttredf a clinical trial, filing of an NDA, approVay the FDA or product launch. We have
not included these commitments on our balance sihréetthe table above because the achievementiramdy of these milestones is not fixed
and determinable. These commitments include:

» An obligation to make a payment to GSK of u$28 million if we commercialize CTB99 or if, prior to a specified date in 20
we re-license or transfer rights to our C-499 program prior to a specified date in 2C

» Obligations to make milestone payments to Fasivard not in excess of a low-single digit mukigif the $0.8 million Fast
Forward funding amount if we commercialize CTP-864icense the development and commercializatio@ TP-354 to a third
party.

We enter into contracts in the normal course ofriss with contract research organizations forljrieal research studies, research supplies
and other services and products for operating magRolhese contracts generally provide for tern@inain notice, and therefore are
cancelable contracts and not included in the tabt®ntractual obligations and commitments.

OFF-BALANCE SHEET ARRANGEMENTS

We did not have during the periods presented, andawnot currently have, any off-balance sheenhgements, as defined in the rules and
regulations of the SEC.

ITEM 7A. Quantitative and Qualitative Disclosures About Market Risk

We are exposed to market risk related to changiggarest rates. Our primary exposure to markétisisnterest rate sensitivity, which is
affected by changes in the general level of U.®rast rates, particularly because our investmemetén short-term available-f@ale securitie
and interest on our debt facility accrues at aalde rate that references the prime rate.

We had cash and cash equivalents and investme#820f million as of December 31, 2013 and $27l6anias of December 31, 2012, in
each case primarily money market mutual funds stingi of U.S. government-backed securities. Ouilalie-for-sale securities are subject
to interest rate risk and will fall in value if ket interest rates increase. Due to the sty duration of our investment portfolio and tbes
risk profile of our investments, an immediate 108amge in interest rates would not have a mateffiatteon the fair market value of our
portfolio.

We had outstanding borrowings under our debt tgaiith Hercules of $15.1 million as of December 2013 and $20.0 million as of
December 31, 2012. Interest is payable at a variate of the greater of 8.5% and an amount equab®so plus the prime rate of interest
minus 5.25%, provided however, that the per anmterést
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rate shall not exceed 11%. As a result of the 11&imum annual interest rate and interest rate ptiote until prime exceeds 5.25%, we h
limited exposure to changes in interest rates arolngs under this facility. An immediate 10% clyarin the prime rate as of December 31,
2013 would have no effect on the amount of our ireguinterest payments under the debt facility diernext twelve-month period.

We contract with suppliers of raw materials andtaet manufacturers internationally. Transactioiith these providers are predominantly
settled in U.S. dollars and, therefore, we belighat we have only minimal exposure to foreign coicseexchange risks. We do not hedge
against foreign currency risks.

Inflation generally affects us by increasing oustonf labor and clinical trial costs. We do notibed that inflation had a material effect on
business, financial condition or results of operadiduring the years ended December 31, 2011, 284 2013.
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Report of Independent Registered Public Accountingrirm

The Board of Directors and Stockholders
Concert Pharmaceuticals, Inc.

We have audited the accompanying consolidated balsimeets of Concert Pharmaceuticals, Inc. (thep@ag) as of December 31, 2012 and
2013, and the related consolidated statementsaratipns and comprehensive loss, redeemable cdregteferred stock and stockholders’
deficit, and cash flows for each of the three yéathe period ended December 31, 2013. Thesediabstatements are the responsibility of
the Company’s management. Our responsibility sxjgress an opinion on these financial statemerstsdoan our audits.

We conducted our audits in accordance with thedstals of the Public Company Accounting OversighamioUnited States). Those
standards require that we plan and perform the &mdbtain reasonable assurance about whethdindrecial statements are free of material
misstatement. We were not engaged to perform ai afuithe Company’s internal control over finanaiaporting. Our audits included
consideration of internal control over financigbogting as a basis for designing audit procedurasdre appropriate in the circumstances, but
not for the purpose of expressing an opinion oreffectiveness of the Company’s internal contraroinancial reporting. Accordingly, we
express no such opinion. An audit also includesnixiag, on a test basis, evidence supporting thewents and disclosures in the financial
statements, assessing the accounting principlesars significant estimates made by managementeaadating the overall financial
statement presentation. We believe that our apditgide a reasonable basis for our opinion.

In our opinion, the financial statements refer@alove present fairly, in all material respedts, ¢onsolidated financial position of Concert
Pharmaceuticals, Inc. at December 31, 2012 and @0d3he consolidated results of its operationsisnchsh flows for each of the three
years in the period ended December 31, 2013, ifocmity with U.S. generally accepted accountingpiples.

/sl Ernst & Young LLP

Boston, Massachusetts
March 31, 2014
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Concert Pharmaceuticals, Inc.

CONSOLIDATED BALANCE SHEET S

December 31

2012

2013

(In thousands, except shar:
and per share data)

Assets
Current assett
Cash and cash equivale $ 7,49 $ 9,63¢
Shor-term investments, available for si 20,067 23,03¢
Interest receivabl 102 92
Accounts receivabl 13 17C
Prepaid expenses and other current a: 1,17¢ 1,10¢
Total current asse 28,85( 34,04t
Property and equipment, r 3,45¢ 2,47:
Restricted cas 70€ 70€
Other asset 11¢ 2,54¢
Total asset $ 33,12¢ $ 39,77
Liabilities, redeemable convertible preferred stockand stockholders’ deficit
Current liabilities:
Accounts payabl $ 81z $ 971
Accrued expenses and other liabilit 1,95: 2,47¢
Deferred revenue, current porti — 4,321
Leasehold improvement loan, current port 332 332
Loans payable, net of discot 4,812 7,81¢
Total current liabilities 7,91( 15,917
Deferred revenue, net of current port 2,75( 15,31(
Leasehold improvement loan, net of current por 581 24¢
Deferred lease incentive, net of current por 89¢ 38t
Deferred rent, net of current porti 451 20¢
Warrant to purchase redeemable secur 45¢ 463
Loan payable, net of current portion and discc 14,91¢ 7,101
Total liabilities 27,96¢ 39,63
Commitments(Note 9)
Redeemable convertible preferred stock (Series,A; Bnd D), $0.001 par value per share;
62,916,667 shares authorized; 56,047,067 shawgsdssd outstanding at December 31, 2012 and
2013; aggregate liquidation preference of $112&93ecember 31, 2012 and 2C 111,84¢ 112,24
Stockholder deficit:
Common stock, $0.001 par value per share; 83,7I6bé&res authorized; 1,290,238 and 1,298,3
shares issued and outstanding at
December 31, 2012 and 20 1 1
Additional paic-in capital 88¢ 1,52¢
Accumulated other comprehensive incc 4 4
Accumulated defici (107,58) (113,63)
Total stockholder deficit (106,68 (112,109
Total liabilities, redeemable convertible preferstdck and
stockholder’ deficit $ 33,12¢ $ 39,77

See accompanying notes.
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Concert Pharmaceuticals, Inc.

CONSOLIDATED STATEMENTS OF OPERATIONS AND COMPREHEN

Revenue
License and research and development rev
Milestone revenu

Total revenue

Operating expense
Research and developm
General and administrati

Total operating expens
Loss from operation
Investment incom
Interest and other expen
Net loss
Other comprehensive los
Unrealized gain (loss) on investme
Comprehensive los
Reconciliation of net loss to net loss applicableammon stockholder
Net loss
Accretion on redeemable convertible preferred s

Net loss applicable to common stockhol—basic and dilute
Net loss per share applicable to common stockhe—basic and dilute:

SIVE LOSS

Year ended
December 31
2011 2012 2013
(In thousands, except per share date

$ 13,967 $ 11,34¢ $23,40¢

5,50( 1,50( 2,00(
19,46’ 12,84¢ 25,40
23,43 24,19 21,79(

7,371 7,26¢ 8,02¢
30,81 31,45¢ 29,81

(11,349 (18,610 (4,410)
44 22 21
(18) (1,856) (1,667

$(11,320  $(20,44)  $(6,056

16 ) —
$(11,30)  $(20,449  $ (6,056

$(11,320  $(20,449  $(6,056)

(1,069) (389) (396)
$(12,389  $(20,83)  $(6,459)
$ (9.6 $ (16.15 $ (4.99

Weighted-average number of common shares used Insgeper share applicable to common

stockholder—basic and dilute:

See accompanying notes.
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Concert Pharmaceuticals, Inc.

CONSOLIDATED STATEMENTS OF REDEEMABLE CONVERTIBLE P REFERRED STOCK AND STOCKHOLDERS’

DEFICIT
Redeemable
convertible
preferred stock Common stock Accumulated
Carrying Additional other Total
paid-in comprehensivi  Accumulated  stockholders’
Shares value Shares Amount capital income deficit deficit
(In thousands, except share date
Balance at December 31, 2C 56,047,06 $110,39: 1,277,270 $ 1 3 56C $ @ 3 (75,81) $ (75,269
Accretion of redeemable convertible prefer
stock to redemption valt — 1,06¢ — — (1,069 — — (1,069
Exercise of stock optior — — 12,96:¢ — 15 — — 15
Unrealized gain on sh«term investment — — — — — 1€ — 16
Stocl-based compensation expel — — — — 903 — — 90<
Net loss — — — — — — (11,320 (11,32()
Balance at December 31, 2C 56,047,06 111,46(  1,290,23: 1 40¢ 9 (87,13) (86,719
Accretion of redeemable convertible prefer
stock to redemption valt 38¢ — — (38¢) — — (38¢)
Unrealized gain on sh«term investment — — — — — 5) — 5)
Stocl-based compensation expel — — — — 86¢ — — 86¢
Net loss — — — — — — (20,44¢) (20,449
Balance at December 31, 2C 56,047,06 111,84( 1,290,23 1 88¢ 4 (107,58) (106,68)
Accretion of redeemable convertible preferr
stock to redemption valt — 39¢ — — (396) — — (396€)
Exercise of stock optior — — 8,06z — 32 — — 32
Unrealized gain on sh-term investment — — — — — — — —
Stocl-based compensation expel — — — — 1,00: — — 1,00
Net loss — — — — — — (6,05€) (6,05€)
Balance at December 31, 2C 56,047,06 $112,24. 1,298,300 $ 1 $ 152 % 4 $ (113,63) $ (112,109

See accompanying notes.
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Concert Pharmaceuticals, Inc.

CONSOLIDATED STATEMENTS OF CASH FLOWS

Operating activities
Net loss

Adjustments to reconcile net loss to net cash (irsegprovided by operating activitie

Depreciation and amortizatic
Stocl-based compensation expel

Accretion of premiums and discounts on s-term investment

Amortization of discount on loan payatl
Amortization of deferred financing cos

Re-measurement of warrant to purchase redeemableitsex

Amortization of deferred lease incenti
Changes in operating assets and liabilit

Accounts receivabl

Interest receivabl

Prepaid expenses and other current a:

Other asset

Accounts payabl

Accrued expenses and other liabilit

Deferred ren

Deferred revenu

Net cash (used in) provided by operating activi

Investing activities

Purchases of property and equipir
Purchases of shi-term investment
Maturities of shor-term investment

Net cash provided by (used in) investing activi

Financing activities

Proceeds from issuance of loan payable, net chmssicost
Principal payments on loan paya

Repayment of leasehold improvement I«

Proceeds from issuance of common st

Payment of initial public offering cos

Net cash provided by (used in) financing activi

Net increase (decrease) in cash and cash equis
Cash and cash equivalents at beginning of pe

Cash and cash equivalents at end of pe

Supplemental cash flow informatic
Cash paid for intere:
Initial public offering costs incurred but unpaidperiod enc

See accompanying notes.

Year ended

December 31
2011 2012 2013

(In thousands)
$(11,320  $(20,449  $ (6,05€)
1,61¢ 1,452 1,34¢
903 86¢ 1,00:
774 36& 30z
— 96 97
— 39 38
— 291 4
(519 (517) (517
1,00( 487 (157)
114 26 10
(29) (364) 32
(70) 5 69
40z (764) 15¢
274 432 (15)
(62) (131) (181)
(11,179 (8,272) 16,88:
(18,085 (26,427) 13,01¢
(290) (46¢) (367)
(40,879 (38,399 (29,929
64,07( 37,66¢ 26,65¢
22,90: (1,200) (3,637)
7,30z 12,50( —
— — (4,909)
(332) (332) (332)
15 — 32
- - (2,029
6,98¢ 12,16¢ (7,239
11,80: (15,459 2,14¢
11,14¢ 22,94¢ 7,49(
$ 22,94¢ $ 7,49( $ 9,63¢
$ — $ 1,33¢ $ 1,601
$ — $ — $ 47F
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Concert Pharmaceuticals, Inc.

NOTES TO CONSOLIDATED FINANCIAL STATEMENTS

1. Nature of business

Concert Pharmaceuticals, Inc. (Concert or the Coyjpaas incorporated on April 12, 2006 (inceptias)a Delaware corporation, with
operations based in Lexington, Massachusetts. Tmep@ny is a clinical stage biopharmaceutical comphat applies its extensive
knowledge of deuterium chemistry to discover anebttigp novel small molecule drugs. The Company’'saeggh starts with approved drugs,
advanced clinical candidates or previously stud@tipounds that the Company believes can be impreitddeuterium substitution to
provide better pharmacokinetic or metabolic prapsrand thereby enhance clinical safety, tolerghili efficacy. The Company believes this
approach may enable drug discovery and clinicagéligment that is more efficient and less expentiga conventional small molecule drug
development.

The Company has generated an accumulated defi$it18.6 million since inception through DecemberZ113 and will require substantial
additional capital to fund its research and deveenpt. It is subject to risks common to companieth@biotechnology industry, including, |
not limited to, risks of failure of preclinical sties and clinical trials, the need to obtain marigeapproval for its product candidates, the r
to successfully commercialize and gain market aecee of its product candidates, dependence opérspnnel, protection of proprietary
technology, compliance with government regulatiatesselopment by competitors of technological inrtmres and ability to transition from
pilot-scale manufacturing to large-scale productibproducts.

The Company had cash and cash equivalents andnimeets of $32.7 million at December 31, 2013. Tlenfany believes that its existing
cash and cash equivalents and investments togeitiethe net proceeds from its initial public offeg completed in February 2014, further
described in Note 16, Subsequent events, will fiicent to allow the Company to fund its curreqevating plan for at least the next 12
months. Management expects the Company to continineur losses for the foreseeable future. The @owg's ability to achieve
profitability in the future is dependent upon thesessful development, approval, and commerci&izatf its product candidates and
achieving a level of revenues adequate to supper€ompany’s cost structure. The Company may restdeve profitability, and unless and
until it does, the Company will continue to needaise additional capital. Management intends tmlffuture operations through additional
private or public debt or equity offerings, and ns@gk additional capital through arrangements wotlaborators or from other sources. Tt
can be no assurances, however, that additionairfgivll be available on terms acceptable to then@any, or at all.

Unless otherwise indicated, all amounts are inshads except per share amounts.

2. Summary of significant accounting policies

The accompanying financial statements reflect h@ieation of certain significant accounting podisias described in this note and elsewhere
in the accompanying financial statements and notes.

Principles of consolidation

The accompanying consolidated financial statemientade the accounts of Concert Pharmaceuticats,dnd its wholly owned subsidiary,
Concert Pharmaceuticals Securities Corporationghvis a Massachusetts subsidiary created to bliygrekbhold securities. All intercompany
transactions and balances have been eliminated.

Use of estimates

The preparation of financial statements in confeymiith U.S. generally accepted accounting priresplGAAP) requires management to
make estimates and assumptions that affect thetegpamounts in the financial statements and aceoripg notes. Actual results could
materially differ from those estimates.
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Management considers many factors in selectingogpiate financial accounting policies and in depaig the estimates and assumptions
are used in the preparation of the financial statés1 Management must apply significant judgmenhig process. Management’s estimation
process often may yield a range of potentially seable estimates and management must select amathatfalls within that range of
reasonable estimates. Estimates are used in foe/iiol) areas, among others: revenue recognitiomfigitiple-element revenue arrangemet
stock-based compensation expense, including estigntiite fair value of the Company’s common stobk; ¥aluation of liability-classified
warrants; accrued expenses; and income taxes.

Reverse stock split

In January 2014, the Company’s board of directoadssiockholders approved a one-for-5.65 reverssk split of the Company’s common
stock. The reverse stock split became effectivdanuary 29, 2014. All share and per share amonitkifinancial statements have been
retroactively adjusted for all periods presentedit@ effect to the reverse stock split, includieglassifying an amount equal to the reduction
in par value to additional paid-in capital.

Segment information

Operating segments are identified as componerds ehterprise about which separate discrete finhimformation is available for evaluati
by the chief operating decision maker, or decisi@king group, in making decisions on how to alleaasources and assess performance.
The Company views its operations and manages #isi&ss in one operating segment. All material lived assets of the Company reside in
the United States.

Cash, cash equivalents and investments

Cash equivalents include all highly liquid investriteematuring within 90 days from the date of pusghdnvestments consist of securities
with original maturities greater than 90 days wpenchased. The Company classifies these investrasragailable-for-sale and records them
at fair value in the accompanying consolidated fimdasheets. Unrealized gains or losses are incimdactumulated other comprehensive
income. Premiums or discounts from par value arerped to investment income over the life of tmelerlying investment.

Cash, cash equivalents and investments includefbliogving at December 31, 2012 and 2013 (in thodsx:

Amortized Unrealized Unrealized

Average Fair

maturity cost gains losses value
December 31, 201
Cash $ 59: $ — $ — $ 592
Money market fund 6,891 — — 6,897
Cash and cash equivalel $ 7,49 $ — $ — $ 7,49(
U.S. Treasury obligatior 230 day $ 1,50¢ $ — $ — $ 1,50¢
Government agency securiti 279 day 18,55¢ 4 — 18,56
Shor-term investment $ 20,06: $ 4 $ — $20,06"
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Amortized Unrealized Unrealized

Average Fair

maturity cost gains losses value
December 31, 201
Cash $ 2,18¢ $ — $ — $ 2,18¢
Money market fund 7,45( — — 7,45(
Cash and cash equivalel $ 9,63¢ $ — $ — $ 9,63¢
U.S. Treasury obligatio 301 day $ 50C $ — $ — $ 50C
Government agency securiti 324 day 22,53t 4 — 22,53¢
Shor-term investment $ 23,03¢ $ 4 $ — $23,03¢

Although available to be sold to meet operatingdses otherwise, securities are generally heldutinamaturity. The cost of securities sold is
determined based on the specific identificationhoétfor purposes of recording realized gains asdds. During 2012 and 2013, there were
no realized gains or losses on sales of investmantsno investments were adjusted for other teanporary declines in fair value.

Concentrations of credit risk

Financial instruments that potentially subject@mmpany to concentration of credit risk consish@ipally of money market funds and
investments. The Company has not experienced &t dosses in these accounts and does not betiessexposed to any significant credit
risk on these funds. The Company has no foreighaxge contracts, option contracts or other foreighange hedging arrangements. At
December 31, 2012 and 2013, substantially all @@bmpany’s cash was deposited in accounts atighdytrated financial institutions, thus
limiting the amount of credit exposure to any oimarficial institution. These amounts at times mageex federally insured limits.

Deferred issuance costs

Deferred issuance costs, which primarily consisticéct and incremental legal and accounting fe&ding to the Company’s initial public
offering of common stock, are capitalized as inedriDeferred issuance costs related to the Compamiial public offering will be offset
against initial public offering proceeds upon tlbmsummation of the offering and are included asraponent of other assets in the
accompanying consolidated balance sheets. No asmwane deferred related to the Company’s propaséédlipublic offering as

of December 31, 2012 and $2.5 million was defeasdf December 31, 2013.

Fair value of financial measurements

The Company measures certain financial assetsiaitities at fair value on a recurring basis (pipally cash equivalents, short-term and
long-term investments and the preferred stock watiability) that have been classified as LeveR yr 3 within the fair value hierarchy as
described below. Fair values determined by Levapiits utilize quoted prices (unadjusted) in activarkets for identical assets or liabilities
that the Company has the ability to access. Fdiregadetermined by Level 2 inputs utilize data that are observable, such as quoted
prices, interest rates, and yield curves. Fairesfdetermined by Level 3 inputs utilize unobsemalzta points for the asset or liability. The
Company’s investments in money market funds, Ue&sury obligations, and government agency seesifiiive been classified as Level 1
because their fair values are based on quoted inarikes. The disclosed fair value of the Compargan payable is determined using cui
applicable rates for similar instruments as oftiakance sheet date. The carrying value of the Cagipédoan payable approximates fair value
because of the length of the remaining term oldha and an interest rate yield that is
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near current market rate yields. The disclosedviaiime of the Company’s loan payable is a LevéhBility within the fair value hierarchy.
The preferred stock warrant liability is classifiesl Level 3 because certain inputs to the valuatidhe warrant are based on unobservable
inputs. The assumptions used to value the warranthare fully described in Note 12.

The carrying amount of financial instruments natiea at fair value, including loan payable andskfzold improvement loan approximate
value due to either their short-term maturitiegnterest rates which approximate market rates.

Property and equipment

Property and equipment are recognized at cost epcediated over their estimated useful lives utiiiegstraight-line method. Repair and
maintenance costs are expensed as incurred, whaggasimprovements are capitalized as additiormogerty and equipment. Potential
impairment is assessed when there is evidenceveats or circumstances indicate that the carrgingunt of an asset may not be recovered.
No such impairment losses have been recorded thrbegember 31, 201

Revenue recognition

The Company has primarily generated revenue thrangingements with collaborators and nonprofit pizgtions for the development and
commercialization of product candidates.

The Company recognizes revenue in accordance wiinEial Accounting Standards Board (FASB) Accougitstandards Codification
(ASC) Topic 605Revenue RecognitiddSC 605). Accordingly, revenue is recognized whérf the following criteria are met:

. Persuasive evidence of an arrangement e
. Delivery has occurred or services have been redd
. The selle’s price to the buyer is fixed or determinable;

. Collectability is reasonably assure

Amounts received prior to satisfying the revenumgnition criteria are recognized as deferred reedn the Companyg’ consolidated balan
sheets. Amounts expected to be recognized as reweithin the 12 months following the balance stuzte are classified as deferred reve
current portion. Amounts not expected to be recogphas revenue within the 12 months following takahce sheet date are classified as

deferred revenue, net of current portion.

The Company’s revenue is currently generated tHramadlaborative research and development and lingregreements. The terms of these
agreements typically contain multiple elementgjaiverables, which may include licenses, or oitmobtain licenses, to product
candidates, referred to as exclusive licenses glsaw research and development activities to bi@peed by us on behalf of the collaborat
partner related to the licensed product candiddtes.terms of these agreements may include payrneeitie Company of one or more of the
following: a nonrefundable, upfront payment; mitest payments; payment of license exercise or of¢ies with respect to product
candidates; fees for research and developmentssrieéndered; and royalties on commercial salésesfsed product candidates, if any. To
date, the Company has received upfront paymentsralanilestone payments and certain research emel@pment service payments but has
not received any license exercise or option feesaoned royalty revenue as a result of productsale

When evaluating multiple element arrangementsCihimpany considers whether the deliverables und@eattangement represent separate
units of accounting. This evaluation requires scifje determinations and
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requires management to make judgments about tihddndl deliverables and whether such deliverablesseparable from the other aspects
of the contractual relationship. In determining timits of accounting, management evaluates cectéaria, including whether the
deliverables have standalone value, based on tigdmyation of the relevant facts and circumstafimesach arrangement. The consideration
received is allocated among the separate unitsafuating using the relative selling price metharal the applicable revenue recognition
criteria are applied to each of the separate units.

The Company determines the estimated selling foicdeliverables within each agreement using versgecific objective evidence (VSOE)
of selling price, if available, third-party eviden€TPE) of selling price if VSOE is not availabte,best estimate of selling price (BESP) if
neither VSOE nor TPE is available. Determining B&SP for a deliverable requires significant judgtm&he Company has used its BESP to
estimate the selling price for licenses to the Canyfs proprietary technology, since the Companysdu# have VSOE or TPE of selling
price for these deliverables. In those circumstandaere the Company utilizes BESP to determineghienated selling price of a license to
the Company’s proprietary technology, the Compams@ers market conditions as well as entity-spetafctors, including those factors
contemplated in negotiating the agreement, estiun@ddéeelopment costs, and the probability of sucaessthe time needed to commerciali.
product candidate pursuant to the license. In atiig the Company’s BESP, the Company evaluateshe@hehanges in the key assumptions
used to determine the BESP will have a signifiedfect on the allocation of arrangement considenaietween multiple deliverables.

The Company’s multiple-element revenue arrangenraatsinclude the following:

Exclusive License. The deliverables under the Company’s collabonagigreements generally include exclusive licenseketelop,
manufacture and commercialize one or more deutt@mpounds. To account for this element of thareyement, management evaluates
whether the exclusive license has standalone ¥eduethe undelivered elements based on the coradidarof the relevant facts and
circumstances of each arrangement, including tbeareh and development capabilities of the colktimr partner. The Company may
recognize the arrangement consideration allocatdidenses upon delivery of the license if factd aimcumstances indicate that the license
has standalone value from the undelivered elemesiish generally include research and developmenices. The Company defers
arrangement consideration allocated to licenstesié and circumstances indicate that the delivécedse does not have standalone value
from the undelivered elements.

When management believes the license does notdtand-alone value from the other deliverables tprogided in the arrangement, the
Company generally recognizes revenue attributedetidicense on a straight-line basis over the Cawgacontractual or estimated
performance period, which is typically the ternttod Company’s research and development obligatibns&anagement cannot reasonably
estimate when the Company’s performance obligatitds, then revenue is deferred until managementeemonably estimate when the
performance obligation ends. The periods over whisienue should be recognized are subject to estiniy management and may change
over the course of the research and developmeniamding agreement. Such a change could havderialampact on the amount of
revenue the Company records in future periods.

Research and Development Servi. The deliverables under the Company’s collabonagind license agreements may include deliverables
related to research and development services petiermed by the Company on behalf of the collationgpartner. As the Company is
principally responsible for the performance of thssrvices under the agreements, the Company rigesgevenue on a gross basis for
research and development services as those seareEgerformed.

Payments or reimbursements resulting from the Coyipaesearch and development efforts are recograzehe services are performed and
presented on a gross basis because the Compdmeypsiticipal for such efforts,
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so long as there is persuasive evidence of angeraent, the fee is fixed or determinable, and ctila of the related amount is reasonably
assured.

Option AgreementsThe Company’s arrangements may provide a col&bowvith the right to select a deuterated compdondicensing
within an initial pre-defined selection period. mdhese agreements, a fee would be due to the &omypon the exercise of an option to
acquire a license. The accounting for option areamgnts is dependent on the nature of the optiantepido the collaboration partner. An
option is considered substantive if, at the inaeptf the arrangement, the Company is at risk aghtether the collaboration partner will
choose to exercise the option to secure exclugieases. Factors that the Company considers inatiad) whether an option is substantive
include the overall objective of the arrangemdm, hienefit the collaborator might obtain from theagement without exercising the option,
the cost to exercise the option relative to thaltopfront consideration and the additional finahcommitments or economic penalties
imposed on the collaborator as a result of exergittie option. For arrangements under which arooft secure a license is considered
substantive, the Company does not consider thedeeanderlying the option to be a deliverable atitiception of the arrangement. For
arrangements under which the option to securesadie is not considered substantive, the Comparsidens the license underlying the opt
to be a deliverable at the inception of the arramgy@ and, upon delivery of the license, would aplpéymultipleelement revenue arrangem
criteria to the license and any other deliverabdedetermine the appropriate revenue recognitiosigaificant and incremental discount
included in an otherwise substantive option is @ered to be a separate deliverable at the inaeptithe arrangement.

Milestone Revent. The Company’s collaboration agreements geneiratlyde contingent milestone payments related ézisied
development milestones, regulatory milestones atesdased milestones. Development milestoneypieatly payable when a product
candidate initiates or advances in clinical trishpes or achieves defined clinical events suchaad-pf-concept. Regulatory milestones are
typically payable upon submission for marketingrappl with regulatory authorities or upon receiptiotual marketing approvals for

a compound, approvals for additional indicatiormymucommercial launch or upon the first commersidé. Sales-based milestones are
typically payable when annual sales reach spedifeels.

At the inception of each arrangement that includédsstone payments, the Company evaluates whe#uoér milestone is substantive and at
risk to both parties on the basis of the contingettire of the milestone. This evaluation includesssessment of whether (a) the
consideration is commensurate with either (i) thigtys performance to achieve the milestone grtie enhancement of the value of the
delivered item(s) as a result of a specific outcoesallting from the entitg performance to achieve the milestone; (b) thaidenation relate
solely to past performance; and (c) the considmmnat reasonable relative to all of the deliveraldad payment terms within the arrangement.
The Company evaluates factors such as the scentfjulatory, commercial and other risks that ninesbvercome to achieve the respective
milestone, the level of effort and investment regdito achieve the respective milestone and whetieemilestone consideration is reasoni
relative to all deliverables and payment termsmdrrangement in making this assessment. Milestitrat are not considered substantive are
accounted for as license payments and recognizedstnaight-line basis over the remaining periogaformance.

Research and development costs

Costs incurred in the research and developmeiteo€bmpany’s products are expensed as incurre@éaRdsand development expenses are
comprised of costs incurred in providing researuth @evelopment activities, including salaries aaddiits, facilities costs, overhead costs,
contract research and development services, aed otltside costs. Nonrefundable advance paymengofmds and services that will be used
in future research
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and development activities are expensed when tindtadas been performed or when the goods haea bbeceived rather than when the
payment is made.

Accounting for stock-based compensation

The Company accounts for its stock-based compemsatvards in accordance with FASB ASC Topic T@&mnpensation—Stock
CompensatiofASC 718). ASC 718 requires all stodkased payments to employees, including grants pfame stock options and restric
stock and modifications to existing stock optidileshe recognized in the consolidated statemendpe@fations and comprehensive loss based
on their fair values. The Company uses the Bladkefxs option pricing model to determine the failuezof options granted.

Compensation expense related to awards to empléayeesognized on a straight-line basis based emtant date fair value over the
associated service period of the award, which iegaly the vesting term. Awards to non-employaesaajusted through share-based
compensation expense as the award vests to réfecurrent fair value of such awards and expenséd) an accelerated attribution model.

The Company utilized various valuation methodolegreaccordance with the framework of the Ameribigtitute of Certified Public
Accountants’ Technical Practice AMaluation of Privately-Held Company Equity Secestissued as Compensatidio estimate the fair
value of its common stock. Each valuation methoglplocludes estimates and assumptions that requareagement’s judgment. These
estimates and assumptions include a number of thigeend subjective factors, including external kesiconditions affecting the
biotechnology industry, the prices at which the @any sold shares of redeemable convertible prefatieck, the superior rights and
preferences of securities senior to the commorkstaoa the likelihood of achieving a liquidity exesuch as an initial public offering or sale.
Significant changes to the key assumptions uséukivaluations could result in different fair vadugf common stock at each valuation date.

Income taxes

The Company provides deferred tax assets anditiabifor the expected future tax consequencesropbrary differences between the
Company’s financial statement carrying amountstardax basis of assets and liabilities using exthtzx rates expected to be in effect in the
years in which the differences are expected torseveéd valuation allowance is provided to redueedeferred tax assets to the amount

will more likely than not be realized.

The Company evaluates tax positions taken, or éggdo be taken, in the course of preparing itsédxrns to determine whether the tax
positions are “more likely than not” of being suséal by the applicable tax authority. Tax positions deemed to meet the more-likely-than-
not threshold would be recognized as a tax expense.

Guarantees

As permitted under Delaware law, the Company indéemits officers and directors for certain eveotsccurrences while the officer or
director is, or was, serving at the Company’s retjiresuch capacity. The term of the indemnificatigfor the officer’s or director’s lifetime.
The maximum potential amount of future paymentsGbepany could be required to make is unlimitedyéner, the Company has directors’
and officers’ insurance coverage that limits itp@sure and enables it to recover a portion of atyé amounts paid.

The Company leases office space under a non-cdmeaperating lease which is further described aeNd, Commitments. The Company
has a standard indemnification arrangement unéeletise that requires it to
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indemnify the landlord against all costs, expengiess, suits, claims, demands, liabilities, anticas directly resulting from any breach,
violation, or non-performance of any covenant arditon of the Company’s lease.

As of December 31, 2012 and 2013, the Company badxperienced any material losses related to timelennification obligations, and no
material claims with respect thereto were outstagndihe Company does not expect significant clamteted to these indemnification
obligations and, consequently, concluded thatairevilue of these obligations is negligible, amdrelated reserves were established.

Comprehensive loss

Comprehensive loss is comprised of net loss aner @bmprehensive income or loss. Other compreheriisdome or loss consists of
unrealized gains and losses on short-term invegnen

Net income (loss) per share

Net income (loss) per share information is deteedinsing the tw-class method, which includes the weighted-averageber of common
shares outstanding during the period and otherisiesuthat participate in dividends (a participatisecurity). The Company’s redeemable
convertible preferred stock are participating sitiesras defined by ASC 260-1Barnings Per Share

Under the two-class method, basic net income (jossshare applicable to common stockholders isoeed by dividing the net income
(loss) applicable to common stockholders by theghteid-average number of common shares outstandlirigd reporting period. Diluted net
income (loss) per share is computed using the whirgve of (1) the twoelass method or (2) the if converted method. Then@any allocate
net income first to preferred stockholders basedividend rights under the Company’s articles abirporation and then to preferred and
common stockholders based on ownership interestisloNses are not allocated to preferred stockmlalethey do not have an obligation to
share in the Company’s net losses.

Diluted net income (loss) per share gives effealtpotentially dilutive securities, including reemable convertible preferred stock, and
shares issuable upon the exercise of outstandingmta and stock options, using the treasury stoethod. For the years ended Decembe
2011, 2012 and 2013, the Company has excludedfimetseof all potentially dilutive shares, whictcinde redeemable convertible preferred
stock, a warrant to purchase redeemable convegibferred stock and outstanding common stock ngtifvom the weightedverage numb
of common shares outstanding as their inclusigchéncomputation for all periods would be anti-dilatdue to net losses.

The following common stock equivalents were exctlftem the calculation of diluted net loss per shiar the periods indicated because
including them would have had an anti-dilutive etfén thousands):

Year ended
December 31,
2011 2012 2013
Preferred stock 9,92( 9,92( 9,92(
Warrant 71 71 71
Outstanding stock optior 1,952 1,96( 1,95:

11,94 11,95! 11,94«
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Subsequent events

The Company considers events or transactions titair @after the balance sheet date but prior tastheance of the financial statements to
provide additional evidence relative to certainneates or to identify matters that require addiilogisclosure. Refer to Note 16, Subsequent
events.

Application of new or revised accounting standards

On April 5, 2012, the Jump-Start Our Business 8patAct (the JOBS Act) was signed into law. The 3Gt contains provisions that,
among other things, reduce certain reporting reguénts for an “emerging growth company.” As an ginergrowth company the Company
has elected to not take advantage of the extemdasition period afforded by the JOBS Act for thgplementation of new or revised
accounting standards, and as a result, will comyily new or revised accounting standards on theveait dates on which adoption of such
standards is required for non-emerging growth congsa

Recently adopted accounting pronouncements

From time to time, new accounting pronouncemerdgssaued by the FASB or other standard settingdsoaind adopted by the Company ¢
the specified effective date. Unless otherwiseudised, the Company believes that the impact ofitlycissued standards that are not yet
effective will not have a material effect on itadncial position or results of operations upon &édop

3. Restricted cash

At December 31, 2012 and 2013, $0.7 million of @@npany’s cash is restricted by a bank as collatera stand-by letter of credit issued
by the Company to its landlord in connection wiik tease of the Company’s corporate headquarters.

4. Property and equipment
Property and equipment consists of the followinatember 31, 2012 and 2013 (in thousands):

December 31 December 31
Estimated useful life
(in years) 2012 2013
Laboratory equipment 5 $ 2,38 $ 2,062
Computer and telephone equipm 3 27¢ 14z
Software 3 141 66
Furniture 3 167 1
Leasehold improvements
Lesser of useful il
or lease term (7 yea 5,86: 5,84¢
8,83: 8,11¢
Less accumulated depreciation and amortize (5,37¢) (5,64¢€)
$ 3,45¢ $ 2,47

Depreciation and amortization expense was chamegerations in the amounts of $1.6 million for ytear ended December 31, 2011, $1.5
million for the year ended December 31, 2012 an@ #iillion for the year ended December 31, 2013.
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5. Accrued expenses and other liabilities

Accrued expenses and other liabilities consisheffollowing (in thousands):

December 31

2012 2013
Accrued professional fees and other $ 39: $ 56¢
Employee compensation and bene — 29C
Research and development exper 86¢€ 86C
Deferred lease incentive, current port 513 513
Deferred rent, current portic 181 243
$1,95¢ $2,47¢

6. Redeemable convertible preferred stock

The Company has issued Series A, Series B, SersglGeries D redeemable convertible preferrekgtadlectively, the “Preferred Stock”
The Company classifies the Preferred Stock outsidtockholders’ deficit because the shares comtamingent redemption features that are
not solely within the Company’s control.

Preferred Stock consisted of the following as o€®maber 31, 2012 (in thousands):

Preferred Redemptior Common

shares stock
Preferred issued value / issuable

shares and liquidation Carrying upon
authorized outstanding preference value conversior
Series A 10,00( 10,00( $ 10,00( $ 9,99( 1,77(C
Series B 24,25( 24,25( 48,50( 48,48: 4,29;
Series C 22,00( 15,13( 37,82¢ 37,79¢ 2,67¢
Series C 6,667 6,66 16,66 15,57] 1,18(
62,917 56,04 $ 112,99: $111,84¢ 9,92(

Preferred Stock consisted of the following as oé®&maber 31, 2013 (in thousands):

Preferred Redemptior Common

shares stock
Preferred issued value / issuable

shares and liquidation Carrying upon
authorized outstanding preference value conversior
Series A 10,00( 10,00( $ 10,00( $ 9,99: 1,77C
Series B 24,25( 24,25( 48,50( 48,48¢ 4,29:
Series C 22,00( 15,13( 37,82¢ 37,80¢ 2,67¢
Series C 6,66 6,661 16,66 15,95« 1,18(
62,91’ 56,04 $ 112,99: $112,24- 9,92(

The Preferred Stock have the following rights areferences:

Voting.The holders of the Preferred Stock are entitleebte, together with the holders of common stockalbmatters submitted to
stockholders for a vote, except with respect tatenaon which Delaware General Corporation Law iregithat a vote will be by a separate
class. Each preferred stockholder is entitled ¢éonthmber of votes equal to the number of sharesmimon stock into which each preferred
share is convertible at
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the time of such vote. The holders of at least @%he outstanding Series A Preferred Stock votiggther as a single class are entitled to
elect two directors to the Company’s Board of Dioes. The holders of at least 60% of the outstajp@earies B Preferred Stock voting
together as a single class are entitled to elexivectors to the Company’s board of directorse fiblders of Preferred Stock and the holders
of common stock, voting together as a single atgsan as-converted to common stock basis, ardeghtd elect the remaining directors.

Dividends.The holders of Preferred Stock are entitled toivecdividends when and if declared by the boardigctors. No dividends may
be paid on shares of common stock until the Combasyfirst paid to the holders of Preferred Stodkvadend equal to 6% per annum of the
aggregate conversion prices for the Preferred Stockuing from the original issue dates of the &refl Stock. No dividends have been
declared through December 31, 2013.

Liguidation preferenceln the event of any liquidation, dissolution or wing up of the affairs of the Company, the hold&rthe then-
outstanding Preferred Stock shall receive the grezt(1) $1.00 per share for Series A PreferretiSt$2.00 per share for Series B Preferred
Stock, $2.50 per share for Series C Preferred Stouk $2.50 per share for Series D Preferred Spiak,all declared but unpaid dividends
(2) such amount per share of Preferred Stock payabtonverted into common stock. Any remainingtassf the Company shall be
distributed ratably among the holders of commoulsttf the assets or surplus funds to be distritbtitethe holders of the Preferred Stock are
insufficient to permit the payment to such holdefrgheir full preferential amount, the assets amgbluis funds legally available for distributi
shall be distributed ratably among the holderdefRreferred Stock in proportion to the full prefgial amount that each holder is otherwise
entitled to receive.

ConversionEach share of Preferred Stock, at the option ohtilder, is convertible into a number of fully paidares of common stock as
determined by dividing $1.00 for Series A Preferg&tdck, $2.00 for Series B Preferred Stock, $2d8®kries C Preferred Stock, and $2.50
for Series D Preferred Stock by the conversionepiniceffect at the time. The conversion price afi€@eA Preferred Stock is $5.65 per share,
the conversion price of Series B Preferred Stodk k30 per share, the conversion price of SeriBseferred Stock is $14.13 per share and
the conversion price of Series D Preferred Stodl& 13 per share. These conversion prices arecubjadjustment in accordance with anti-
dilution provisions contained in the Company’s @iedte of Incorporation. Conversion is automatiamediately upon the closing of a firm
commitment underwritten public offering in whicletigross proceeds are not less than $30 millionpon the written election of the holders
of at least 60% of the then-outstanding sharesdeS B Preferred Stock and at least 50% of the-thestanding shares of Series C Preferred
Stock.

Redemptior. Commencing 90 days prior to October 31, 2015hthiders of at least 60% of the-then outstandirageshof Series B Preferred
Stock and at least 50% of the-then outstandingeshair Series C Preferred Stock may require the @omfo redeem the Preferred Stock in
three equal annual installments, the first occgree of a date that is at least 90 days afterettiemnption election, at $1.00 per share for Si
A Preferred Stock, $2.00 per share for Series Befhead Stock, $2.50 per share for Series C PrefeSteck and $2.50 per share for Series D
Preferred Stock plus any declared but unpaid dnddeThe Company is accreting the shares to trenrgtion values over the period from
issuance to October 31, 2015, such that the carfimount of the securities will equal the redemptimmounts of $1.00 for Series A Prefer
Stock, $2.00 for Series B Preferred Stock, $2.5f&ries C Preferred Stock and $2.50 for SeriesdfeRed Stock. The difference between
the redemption values and the carrying amount aeBer 31, 2012 and December 31, 2013 are thenissuasts associated with each
offering and the unamortized premium on Series &dfred Stock (see Note 10, Collaboration agreeshefhe accretion amounts are
recognized as an increase to the carrying valtiesoPreferred Stock with a corresponding chargealthitional paid-in capital, and amounted
to $1.1 million for the
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year ended December 31, 2011, $0.4 million foryéer ended December 31, 2012 and $0.4 millionHferyear ended December 31, 2C
The annual accretion is expected to be $0.1 mifiiwrthe year ended December 31, 2014 and nonedfier due to the automatic conversion
of all outstanding preferred stock on February2(¥,4.

The Company has evaluated the Preferred Stock etedneined it should be considered an “equity hastl not a “debt host” as defined by
ASC 815, Derivatives and HedgingThis evaluation is necessary in order to deteerifiany embedded features require bifurcation and,
therefore, separate accounting as a derivativditiatihe Company’s analysis followed the “wholestrument approach,” which compares an
individual feature against the entire preferrealstostrument which includes that feature. The Camys analysis was based on a
consideration of the Preferred Stock’s economicattaristics and risks and more specifically evigdall the stated and implied substantive
terms and features including (i) whether the PrefeStock included redemption features, (ii) whethe preferred stockholders were entitled
to dividends, (iii) the voting rights of the Preafed Stock and (iv) the existence and nature ofcamyersion rights. As a result of the
Company'’s determination that the Preferred Sto@ni$equity host,” the embedded conversion feairmt considered a derivative liability.

In connection with the closing of the Company’siaipublic offering on February 19, 2014, all betCompany’s outstanding preferred stock
converted into 9,919,821 shares of common stock.

7. Stockholders’ deficit
Stock incentive plan

The Company’s Amended and Restated 2006 Stock @ptid Grant Plan (the 2006 Plan) provides for$kaance of a total of
2,212,389 shares of common stock in the form ofitize stock options, non-qualified stock opticemswards of stock and direct stock
purchase opportunities to directors, officers, eyeés and consultants of the Company.

Generally, the Company’s stock options are granii¢idl an exercise price equal to the estimatedvaime of the underlying common stock on
the date of grant as determined by the board etthirs, expire no later than ten years from the dagrant, and vest over various periods not
exceeding four years. At December 31, 2013, 168sb84es were available for future grant under 0@62Plan.

In January 2014, the Company adopted the 2014 $toektive Plan (the 2014 Plan). The 2014 Plan foeceffective on February 11, 2014.
The 2014 Plan provides for the grant of incentieels options, nonstatutory stock options, restdatck awards, restricted stock units, st
appreciation rights and other stock-based awarpgenlihe closing of the Company’s initial publicerihg on February 19, 2014, 2,249,911
shares of common stock were reserved for issuamterdhe 2014 Plan. The number of shares resemnvael the 2014 Plan is subject to
further increase by the number of shares of comstaeck subject to outstanding awards under the Z0&6 that expire, terminate or are
otherwise surrendered, cancelled, forfeited or rgpased. In addition, the 2014 Plan includes aergneen provision” that allows for an
annual increase in the number of shares of comnumk swvailable for issuance under the 2014 Plae. arimual increase will be added on the
first day of each year beginning in 2015 and eadfssquent anniversary until 2024, equal to the $w£2,000,000 shares of common stock,
4.0% of the number of shares of common stock audatg on January 1 of each such fiscal year arahawunt determined by the board of
directors.
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The following is a summary of option activity undbhe 2006 Plan:

Weighted-
Weighted-
average average Aggregate
Number of exercise remaining intrinsic
shares price per contractual values
(in thousands share term (in years) (in thousands
Outstanding at December 31, 2012 1,96( $ 3.1t 6.€ $ 11,00(
Granted 81 3.7
Forfeited and expire (80) 3.8(
Exercisec (8) 3.9¢
Outstanding at December 31, 2( 1,95 $ 3.1¢ 5.2 $ 14,60
Exercisable at December 31, 2( 1,674 $ 3.0¢ 4.¢ $ 12,64«
Unvested at December 31, 2C 27¢ $ 3.6C 7.4
Vested and expected to vest at December 31, @) 1,944 $ 3.1z 5.2 $ 14,54

(1) This represents the number of vested optisre @ecember 31, 2013, plus the number of unvestiohs expected to vest as of
December 31, 2013, based on the unvested optidbeamber 31, 2013, adjusted for the estimateeifare rate of 5%

The intrinsic value of options exercised during year ended December 31, 2011 was $32 thousandgdbe year ended December 31, Z
was $0 and during the year ended December 31, ®28%30.1 million.

The weighted-average fair values of options gradtgthg the year ended December 31, 2011 was $@28ig the year ended December 31,
2012 was $6.53, and during the year ended DeceBih@013 was $13.77.

The aggregate intrinsic values in the precedintgtedpresent the total pre-tax intrinsic value (iféerence between the Company’s common
stock price on the last day of the reporting pedad the exercise price, multiplied by the numliéndhe-money stock options) that would
have been received by the stock option holdersaiadock option holders exercised their stock@pdiat the end of the reporting period. The
amount of aggregate intrinsic value will changeeblagn the fair value of the Company’s common stock.

Stock-based compensation expense

The Company estimates the fair value of its staggell awards using the Black-Scholes option prigindel, which requires the input of
subjective assumptions, including (a) the expestedk price volatility, (b) the calculation of tk&pected term of the award, (c) the risk-free
interest rate, (d) expected dividends and (e)direvhlue of the Company’s common stock on the daggrant.

Due to the lack of a public market for the tradafghe Company’s common stock prior to its inifialblic offering and a lack of company
specific historical and implied volatility datagtiCompany has based its estimate of expected litglat the historical volatility of a group of
similar companies that are publicly traded. Whdactig these public companies on which it has thétseexpected stock price volatility, the
Company selected companies with comparable chaistas to it, including enterprise value, risk files, position within the industry, and
with historical share price information sufficientmeet the expected term of the stock-based awahgsCompany computes historical
volatility data using the daily closing prices the selected companies’ shares during the equivptiod of the calculated expected term of
the stock-based awards. The Company will contioupply this process until a sufficient amount istdrical information regarding the
volatility of its own stock price becomes available
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The expected term was determined using the siraglifiethod, which is the mid-point between the ngstiate and the end of the contractual
term.

The Company is required to estimate forfeiturehattime of grant, and revise those estimateshisesguent periods if actual forfeitures differ
from those estimates. The Company has applied mmsforfeiture rate of 5% to employee options ¢gdrduring the years ended
December 31, 2011, 2012 and 2013. The annual foréefate was estimated based upon actual histéoicaitures.

The risk-free rate is determined by reference ®. Ureasury zero-coupon issues with remaining ritgsiisimilar to the expected term of the
options.

The Company has not paid, and does not anticipati@, cash dividends on shares of common stoekefbre, the expected dividend yield
is assumed to be zero.

The fair values of options granted during the yesided December 31, 2011, 2012 and 2013 were atddulising the following estimated
weighted-average assumptions:

December 31

2011 2012 2013
Expected volatility 78.1% 72.8% 70.1%
Expected term (in year 6.C 6.C 6.C
Risk-free interest rat 1.0% 0.95% 1.6%%
Expected dividend yiel — % — % — %

The Company recognized stock-based compensationdgrants of stock options to employees and non-eyegls of $0.9 million for the year
ended December 31, 2011, $0.9 million for the ywrated December 31, 2012 and $1.0 million for ther y&ded December 31, 2013. Total
compensation cost recognized for all stock-basegpemsation awards in the consolidated statemeripeyhtions and comprehensive loss is
as follows (in thousands):

Year ended
December 31,
2011 2012 2013
Research and development $ 572 $ 564 $ 58z
General and administrati 331 304 42C
Total stocl-based compensation expel $ 902 $ 86¢ $ 1,00:

As of December 31, 2013 there was $1.5 millionotdltunrecognized compensation cost related tostadeoptions. Total unrecognized
compensation cost will be adjusted for future cleang forfeitures. The Company expects to recogthiaecost over a
weighted-average period of 2.0 years.
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Reserved shares

The Company had reserved the following shares wincon stock as of December 31, 2013 for the potlectiaversion of outstanding
Preferred Stock and warrants and the exerciseok stptions (in thousands):

December 31

2013
Series A Preferred Stock 1,77(C
Series B Preferred Stor 4,292
Series C Preferred Stock (including warr¢ 2,74¢
Series D Preferred Stor 1,18(
Common stock option 2,121
12,11:

8. Income taxes

During 2011, 2012 and 2013, the Company did nainta benefit for income taxes related to its ofpegdosses. The Company has provided
a full valuation allowance against its net defetti@dassets, as the Company believes that it ig fil@ly than not that the deferred tax assets
will not be realized.

A reconciliation of the federal statutory incoma tate and the Company’s effective income tax istes follows:

Year ended December 31

2011 2012 2013
Federal statutory income tax rate 34.(% 34.(% 34.(%
State income taxe 5.3 5.2 5.3
Change in valuation allowan: (44.5 (34.9 (43.9)
Credits 9.2 1.2 31.7
Permanent item (2.8 (1.9 (5.9
Expiring state net operating loss carryforw (1.2 (3.9 (21.9)
Effective income tax rat 0.0% 0.C% 0.C%

The significant components of the Company’s netdefl tax assets consist of the following (in trengs):

December 31

2012 2013
Net operating loss carryforwar $ 38,05¢ $ 38,58¢
Deferred revenu 1,081 1,081
Research and development credit carryforw. 4,33t 6,271
Depreciatior 1,032 47
Star-up costs 22 18
Other (166) 97¢

44,36 46,98¢
Valuation allowanct (44,369 (46,980
Net deferred tax asse $ — $ —
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At December 31, 2013, the Company had federal petating loss carryforwards of $103.5 million atate net operating loss carryforwards
of $64.1 million available to reduce future taxalnleome, which expire at various dates beginningdh4 through 2034. The Company also
had federal and state research and developmeaotdedit carryforwards of $4.9 million and $2.1 nuol, respectively, available to reduce
future tax liabilities, and which expire at variadetes through 2034.

Realization of the future tax benefits is dependeninany factors, including the Company’s abil@ygenerate taxable income within the net
operating loss carryforward period. Under the mimris of the Internal Revenue Code, the net opgrétiss and tax credit carryforwards are
subject to review and possible adjustment by theriral Revenue Service and state tax authoritiesoperating loss and tax credit
carryforwards may become subject to an annualdtioi in the event of certain cumulative changeth@ownership interest of significant
shareholders over a three-year period in exceS6 percent, as defined under Sections 382 and 38@ dnternal Revenue Code,
respectively, as well as similar state provisiortss could limit the amount of tax attributes tikah be utilized annually to offset future
taxable income or tax liabilities. The amount o tmnual limitation is determined based on theevalithe company immediately prior to the
ownership change. Subsequent ownership changes$unilgr affect the limitation in future years. TBempany has completed several
financings since its inception which may have reslin a change in control as defined by Secti@isahd 383 of the Internal Revenue Ce
or could result in a change in control in the fetur

At December 31, 2013, the Company had no unrecedriax benefits. The Company has not conducteddy sff its research and
development credit carryforwards. A study may resubn adjustment to the Company’s research amdldement credit carryforwards;
however, until a study is completed and any adjestiis known, no amounts will be presented as @entgin tax position. A full valuation
allowance has been provided against the Compaag&arch and development credit carryforwards &iagh, adjustment is required, this
adjustment would be offset by an adjustment toveieation allowance. Thus, there would be no impac¢he consolidated balance sheet or
statement of operations if an adjustment were reduinterest and penalty charges, if any, reltdathrecognized tax benefits would be
classified as income tax expense in the accompgrsgatement of operations. As of December 31, 2BE3Company had no accrued interest
related to uncertain tax positions. In many cagesCompany’s uncertain tax positions are relategbtirs that remain subject to examination
by relevant tax authorities. Since the Companw ig loss carryforward position, the Company is gahesubject to examination by the U.S.
federal, state and local income tax authoritiesafbrax years in which a loss carryforward is aale.

9. Commitments

In February 2008, the Company entered into a sgean-non-cancelable operating lease for approxilyds,000 square feet of office and
laboratory space (the 2008 Lease Agreement) inngéan, Massachusetts, which serves as the Comphegidquarters.

The 2008 Lease Agreement provides for escalatingp@yments over the seven-year lease term. Thep@ayris accounting for the
corresponding rent differential as deferred rend, i@ recognizing rental expense on a straightiass, beginning in February 2008.

The 2008 Lease Agreement included certain leasntives in the form of two tenant improvement abowes. The first tenant improvement
allowance of $3.7 million was for general improvertseto the facility’s office space and HVAC systerfise Company was required to
manage the improvements including making paymariiem up front, and then submitting requests ¢olaindlord for reimbursement. Once
approved, the landlord reimbursed the Company.ddmpany was not required to repay the landlorafor of this allowance. The Compe
has capitalized the improvements made with thetrsant improvement allowance into fixed assets,
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and has established a liability in the accompanip@@gnce sheet under the caption deferred leasatime. The Company is amortizing the
deferred lease incentive and amortizing the relfikedl assets over the lease term.

The second tenant improvement allowance of $2.Bamilvas for improvements to be made to build labbory space to the Company’s
specifications. The second tenant improvement afme is similar to the first, except that the Conypaust repay the reimbursements to the
landlord monthly over the lease term, plus intea¢st 10% annual rate. The amount to be repaitettandlord, exclusive of interest, is
reflected in the accompanying balance sheet ane tetbow as “leasehold improvement loan.” The Conypaas capitalized the
improvements made with the second tenant improveaiEwance into fixed assets, and is amortizirggmtover the lease term.

The future minimum lease payments (including basé obligations and repayment of the leasehold awvgment loan, including interest
accrued at 10% per annum) under the 2008 LeasecAupat is as follows (in thousands):

Repayment o

leasehold
Base rent improvement Total
obligations loan () obligations
At December 31, 201
2014 $ 1,361 $ 463 $ 1,82«
2015 1,04t 347 1,392
$ 2,40¢ 81C $ 3,21¢
Less amounts representing intel (229)
Less leasehold improvement loan, current poi (339
Leasehold improvement loan, net of current por $ 24¢

(1) Includes interest accrued at 10% per anni

Rent expense was $0.7 million for the year endeckBwber 31, 2011, $0.7 million for the year endedddeber 31, 2012 and $0.7 million for
the year ended December 31, 2013.

Employment agreements

Five of the Compang employees are covered by employment agreemenissicg salary, certain benefits and incentive cengation. Unde
these agreements, the executives could be entitlselverance pay up to 12 months of base salaiy J@BRA insurance coverage for 12
months and acceleration of stock option vestinguasng for such acceleration a termination withzause or on death or disability or
resignation for good reason within one year afteh@nge in control). During 2013, the Company aedr®0.3 million in severance and
benefit obligations in connection with the depaataf its Chief Medical Officer, with the associatsabts allocated to research and
development expenses on the statement of operati@hsomprehensive loss. Approximately $69 thousdmésh payments related to these
obligations were made during 2013, resulting intaltrecorded liability of $0.3 million related this obligation as of December 31, 2013.

10. Collaboration agreements
Celgene

In April 2013, the Company entered into a masteetment and license agreement (the Celgene Agmna@mwith Celgene Corporation and
Celgene International Sarl (Celgene), which is prily focused on the research,
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development and commercialization of deuteratedpmamds that are deuterated analogs of certain ratethted compounds targeting
cancer or inflammation. The collaboration will iaity focus on one program, but has the potenti@rtcompass up to four programs.

For the initial program, the Company granted Cedgam exclusive worldwide license to develop, mactuf@ and commercialize products
that contain deuterated analogs of a selected patechted compound and several close chemicaladimeg thereof. The Company further
granted Celgene licenses with respect to two amditiprograms and an option with respect to a thdtditional program. The Company and
Celgene have agreed on the non-deuterated compéamgisch of the two additional license progran. the option program, Celgene may
select the non-deuterated compound at a later tirhigh, unless otherwise agreed by the Company p&ilimited to a compound for which
Celgene possesses exclusive rights. With respébettwo additional license programs, on the eiffectiate of the Celgene Agreement the
Company granted Celgene an exclusive worldwidenfiedo develop, manufacture and commercialize ptsdbat contain deuterated anal
of the agreed upon non-deuterated compounds. Geigaastricted from utilizing their research, depenent and commercialization rights
under each of the upfront licenses unless, withires years of the effective date of the Celgenedgent, Celgene pays the Company a
license exercise fee. If Celgene does not elegayothe license exercise fee during the sevenperéad, the license will expire. With respect
to the option program, once a compound is sele@elfjene may exercise its option by paying the Goman option exercise fee within
seven years of the effective date of the Celgeneément, and upon Celgene’s exercise of the ohi@Company will grant to Celgene an
exclusive worldwide license to develop, manufacamd commercialize deuterated products that codinerated analogs of the selected
non-deuterated compound.

The Company is responsible, at its own expense;dnducting research and early development a@sritr the initial program pursuant to
agreed upon development plans. This includes thgptaiion of single and multiple ascending dose BHaslinical trials and any mutually
agreed upon additional Phase 1 clinical trialssedgorth in the development plan and approvedbyjdint steering committee (JSC) for the
collaboration.

The Company does not have any obligation to condiugtresearch or development activities for anghefadditional programs unless and
until Celgene exercises its rights with respeauch program and pays us the applicable exeraisédff€elgene exercises its rights with
respect to any additional program and pays the Gomgthe applicable exercise fee, the Company moresble, at its own expense, for
conducting research and development activitiestich program pursuant to agreed upon developmans pintil the completion of Phase 1
clinical trial, which will be defined in each deeeiment plan on a program-by-program basis. In axgitf Celgene exercises its rights with
respect to the option program and pays the Comffengpplicable option exercise fee, the Compamngsponsible for seeking to generate a
deuterated compound for clinical development insthlected option program. Oversight of the devekamnprogram for each program under
the Celgene Agreement is guided by separate JSCs.

Celgene is solely responsible for all researcheltgmment and commercialization costs with respethé¢ initial program beyond the Phase 1
clinical trials that the Company conducts. If Celgexercises its rights with respect to any aduktiprogram, Celgene will be solely
responsible for all research, development and cawiaization costs for such program following thenpletion of the first Phase 1 clinical
trial for such program.

Following its assumption of responsibility for dés@ment costs of a product candidate, Celgenaysimed to use commercially reasonable
efforts to develop, obtain regulatory approvaldod commercialize the product candidate until giroh, if any, as Celgene determines in its
reasonable discretion based on comparative mditratghe product candidate does not representstantial improvement over the
corresponding non-deuterated compound.
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Under the terms of the Celgene Agreement, the Cagnpeceived a $35.0 million non-refundable upfrpayment from Celgene. In addition,
the Company is eligible to earn up to $23.0 milliordevelopment milestone payments, up to $247Ikomin regulatory milestone paymer
and up to $50.0 million in sales-based milestongrEts related to products within the initial praxgr. The next milestone payment the
Company might be entitled to receive under théahgrogram is $8.0 million related to the compdetiof a Phase 1 clinical trial. If Celgene
exercises its rights with respect to either oftthe additional license programs, the Company witlgive a license exercise fee of

$30.0 million and will also be eligible to receiup to $23.0 million in development milestone paytseand up to $247.5 million in regulatc
milestone payments for such program. With respeone of the additional license programs, the Campgeligible to receive up to

$100.0 million in sales-based milestone paymenset@n net sales of products, and with respetietother additional license program, the
Company is eligible to receive up to $50.0 milliarsales-based milestone payments based on netafgleoducts. If Celgene exercises its
option with respect to the option program, the Campwill receive an option exercise fee of $10.0iam and will be eligible to earn up to
$23.0 million in development milestone payments apdo $247.5 million in regulatory milestone payrse

In addition, with respect to each program, Celgsrrequired to pay the Company royalties on netssaf each licensed product at defined
percentages ranging from the mid-single digitote touble digits below 20%, on worldwide net pradsaies of licensed products. The
royalty term for each licensed product in each ¢guis the period commencing with first commerdale of the applicable licensed product
in the applicable country and ending on the ladésixpiration of specified patent coverage, expiradf regulatory exclusivity or 10 years
following commercial launch. The royalty rate islueed on a country-by-countbasis during any period within the royalty term whkere i
no patent claim or regulatory exclusivity coverthg licensed product in the particular country.

During the term of the Celgene Agreement, the Camppaay not research, develop or commercialize yantgor offer to grant a third party a
license to research, develop or commercialize liaepsed product, and with respect to the optimgpmm, certain products that Celgene has
the right to select as an option product, othen fharsuant to the Celgene Agreement.

The Celgene Agreement will expire upon the latahefseventh anniversary of the effective datdefGelgene Agreement and the expiration
of all royalty terms with respect to each licenpeaiduct in each country. Celgene has the righttminate the Celgene Agreement, in whole
or only with respect to a particular licensed pradupon 60 days prior written notice to the Compdrhe Celgene Agreement may also be
terminated by the Company in the event of an urttoraterial breach by Celgene. If the Celgene Agesens terminated for any reason, the
licenses granted by the Company to Celgene withiteaite and specified rights to licensed productsrevert to the Company. There are no
cancellation, termination or refund provisionshistarrangement that contain material financialseguences to the Company.

The Companys arrangement with Celgene contains the followielivdrables: (i) an exclusive worldwide licensedvelop, manufacture au
commercialize deuterated analogs of a selected sontprelated to the initial program (the Licensdideable), (ii) obligations to perform
research and development services associatedhaitinitial program (the R&D Services Deliverabl@)) obligation to supply preclinical ar
clinical trial material related to the initial pn@gn (the Supply Deliverable), (iv) participation tre JSC during the term of the initial program
(the JSC Deliverable), (v) significant and incretaédiscount related to the first additional licensogram for which the

non-deuterated compound has been selected (theDiscount Deliverable) and (vi) significant andiemental discount related to the second
additional license program for which the non-deatisdl compound has been selected (the Second Didbeliverable).
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As a result of the restrictions placed on the tddional license programs that preclude Celgeamfexercising its rights under the
respective licenses without the payment of a sicgnitt license exercise fee, for accounting purptise£ompany concluded that it had
effectively provided Celgene an option to obtagefises to those programs. The Company has determhiaiethe rights with respect to the
three additional programs are substantive optiGefgene is not contractually obligated to exeritseights and there is a significant fee that
is due upon exercise of the rights. Therefores itricertain as to whether Celgene will decide tr@se its rights for any of the three
additional programs. Consequently, the Companytiskawith regard to whether Celgene will exerdiserights. Accordingly, none of the
licenses with respect to the three additional paogr are considered deliverables at the inceptidhneo&rrangement and the associated license
right or option fees are not included in the alldesarrangement consideration. Similarly, the Conygdaas determined that for each additic
program the potential obligations to perform reskand development services, supply preclinicalcdimical trial material and participate on
the respective JSC are contingent upon CelgeneisigF its rights with respect to such programser€fore, consistent with the treatment of
the associated license right or option, the Comjsam®yated potential obligations are also not cdesd deliverables at the outset of the
arrangement.

As it relates solely to the option program for whtbe non-deuterated compound has not yet beectsg)éhe Company has determined that
such option is not priced at a significant andéneental discount as the option fee approximatebelseestimate of selling price of the
underlying license. As it relates to the two aduitil programs for which the non-deuterated compdasdbeen selected, the Company
concluded the respective license exercise fee egssthan the aggregate BESP for the respectiveskcand related obligations to perform
research and development services, supply prealiaitd clinical trial materials and participatetba JSC. Accordingly, pursuant to the
provisions of ASC 605-25, the Company concluded ttheilicense exercise fees were priced at a sognif and incremental discount. As a
result, the Company has concluded for accountimggaes that the discounts for these two additipr@rams represent separate elements in
the arrangement at inception.

The Company has concluded that the License Delietzas standalone value because Celgene canufilithe the underlying license for its
intended purpose without receipt of the remainiativérables in the arrangement. This conclusiorsicigred Celgene’s internal product
development expertise and commercialization capiaisithat enable it to use the License Deliverdbitats intended purpose without the
involvement of the Company. Moreover, the rightaegyed by the Company to Celgene in connection thighLicense Deliverable include
the contractual right to sublicense. Similarly,aflthe remaining deliverables were deemed to Iséaedalone value upon delivery. Factors
considered in this determination included, amorgiothings, whether any other vendors sell thestsaparately and if the customer could
use the item for its intended purpose without treipt of the remaining deliverables. Additionatlyere are no refund provisions in the
Celgene Agreement. Accordingly, each deliverabdtuihed in the Celgene arrangement qualifies aparate unit of accounting.

The Company determined that neither VSOE of seftirige nor TPE of selling price was available fay @f the units of accounting identifi
at the inception of the arrangement with Celgereotdingly, the selling price of each unit of aceting was determined based on
management’'s BESP. The Company developed BESRddritense Deliverable in reference to its othegrising transactions, applicable
market conditions, relevant entigpecific factors, and those factors contemplatetegotiating the agreement, including territoriesered by
the license, the stage of development and markenpal of the product candidate, estimated devekm costs, probability of success anc
time needed to commercialize a product candidatsuaut to the license and the Company’s pricingtmas and pricing objectives. The
Company developed BESP for the R&D Services Dedibker, the Supply Deliverable and the JSC Deliversébised on the nature of the
services to be performed and estimates of the mdéed@ffort and cost of the services adjustedifrasonable profit margin such that they
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BESP for the First Discount Deliverable and theddelcDiscount Deliverable based on the estimatedeval the associated
in-the-money license right. In developing suchmeate, the Company considered the period to exetteéskcense right, an appropriate
discount rate and the likelihood that a marketipigdnt who was entitled to the discount would eis® the license right.

Allocable arrangement consideration at inceptidimiged to the $35.0 million non-refundable upftgrayment. Total allocable arrangement
consideration was allocated among the separate ofnétccounting using the relative selling pricehmod as follows: (i) $17.0 million to the
License Deliverable; (ii) $8.7 million to the R&De&ices Deliverable; (iii) $3.2 million to the SupDeliverable; (iv) $0.1 million to the JS
Deliverable; (v) $3.0 million to the First Discoubtliverable; and (vi) $3.0 million to the Second&unt Deliverable.

The arrangement consideration allocated to thensied®eliverable was recognized upon delivery. Ani®afiocated to the R&D Services
Deliverable and Supply Deliverable are recognizedien the proportional performance method over ¥peeted period of performance, or
39 months. The amount allocated to the JSC Delleria recognized ratably over the expected pesfquerformance, or 39 months.
Amounts allocated to the First Discount Deliveradntel the Second Discount Deliverable are defemedaall be recognized at the earlier of
when the associated license rights are exercisgi@nses are delivered or upon lapsing of thestlgiohg right, if the respective right expil
unexercised. The Company reassesses the estine@atedgof performance for each unit of accountintha end of each reporting period.
Company will recognize royalty revenue in the perid sale of the related licensed product(s), basethe underlying contract terms,
provided that the reported sales are reliably nmaédel assuming all other revenue recognition gatare met.

In the event Celgene exercises its rights witheesfp either of the two additional license progsathe license exercise fee would be
considered a license fee and would be allocatedhgrtiee license and the related R&D Services Dddivker, Supply Deliverable, and JSC
Deliverable using the relative selling price methblde revenue recognition for the amounts alloc&tetie various deliverables would be
consistent with the revenue recognition describetthé previous paragraphs.

The Company has evaluated all of the milestonestlag be received in connection with the Celgemargrement. All development and
regulatory milestones are considered substantiib@basis of the contingent nature of the milestepecifically reviewing factors such as
the scientific, clinical, regulatory, commercialdaother risks that must be overcome to achieveritestone as well as the level of effort and
investment required. Accordingly, such amounts balrecognized as revenue in full in the periodirch the associated milestone is
achieved, assuming all other revenue recognitigiara are met. All sales-based milestones wilabeounted for in the same manner as
royalties and recorded as revenue upon achieveohiémé milestone, assuming all other revenue reitiogreriteria are met. Due to the
uncertainty of pharmaceutical development and thk historical failure rates generally associatéith wrug development, the Company may
not receive any milestone or royalty payments foahgene.

During the year ended December 31, 2013, the Coynanognized revenue of $17.0 million upon delivefyhe license deliverable,

$0.7 million for the R&D Services Deliverable an@.& million for the Supply Deliverable. The revenselassified as license and research
and development revenue in the accompanying catasell statement of operations and comprehensigeAasof December 31, 2013, there
is $16.7 million of deferred revenue related to @mmpany’s collaboration with Celgene, $4.2 millminwhich is classified as current and
$12.5 million of which is classified as long-terim,the accompanying consolidated balance sheet.
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Jazz Pharmaceutica

In February 2013, the Company signed a developamhticense agreement with Jazz Pharmaceuticals(Jazz Pharmaceuticals) that
provides Jazz Pharmaceuticals worldwide rightseteetbp and commercialize the Company’s deuteraidilis) oxybate

(D-SXB) compounds (the Jazz Pharmaceuticals Agra@m#azz Pharmaceuticals has principal respoitgifdr ongoing development
activities. Pursuant to the terms of the licenseagent, Jazz Pharmaceuticals has the option tireehe Company to provide development
support services through a single Phase 1 clitiizdl If Jazz Pharmaceuticals exercises its optio@ Company will receive payment for any
development support services provided and willdiebursed for all external costs related to theetigpment support services including
preclinical, manufacturing, regulatory and clinicakts.

Under the terms of the Jazz Pharmaceuticals Agregriee Company received a $4.0 million non-refunidaipfront payment. In addition,
the Company is eligible to earn up to $8.0 millinrdevelopment milestone payments, up to $35.0aniih regulatory milestone payments
and up to $70.0 million in sales-based milestongrEnts. The next milestone payment that the Compagiit be entitled to receive under
this agreement is $4.0 million related to the caetiph of a Phase 1 clinical trial.

In addition, Jazz Pharmaceuticals is required totpa Company royalties at defined percentagesimgrigom the mid-single digits to low
double digits below 20%, on a country-by-countrd &inensed product-by-licensed product basis, orldwade net product sales of licensed
products. The royalty term for each licensed prodtueach country is the period commencing witetfdcommercial sale of the applicable
licensed product in the applicable country and emdin the later of the expiration of specified patoverage or 10 years following
commercial launch. The royalty rate is lowered @oantry-by-country basis, under certain circumsésras specified in the agreement.

The Jazz Pharmaceuticals Agreement will expire iceased product-by-licensed product and counyrgduntry basis on the date of the
expiration of the applicable royalty term with respto each licensed product in each country. Bazzmaceuticals may terminate the
agreement, on a country-by-counb@gsis or in its entirety, upon 90 days prior writtetice. The Company may terminate the agreemnott
written notice to Jazz Pharmaceuticals if Jazz mhaeuticals decides to permanently cease develdmndrcommercialization of all licens
products. The Company may also terminate the agrreiindazz Pharmaceuticals has abandoned devettmmeommercialization activities
for licensed products and following notice from thempany does not resume development or commeaialih activities. The agreement
may also be terminated by either party in the ewéan uncured material breach by the other p#rtie agreement is terminated for any
reason, the licenses granted by the Company toRlzmaceuticals with respect to D-SXB productsteiiminate and specified rights to
licensed products will revert to the Company. Thameno cancellation, termination or refund pravasi in this arrangement that contain
material financial consequences to the Company.

The Company determined that there were three dalies under the Jazz Pharmaceuticals Agreemgan @xclusive, royalty-bearing
sub-licensable worldwide license to develop androencialize D-SXB compounds (the License Delivergli@ participation on a joint
steering committee (the JSC Deliverable) anddiideliverable to direct external patent activiaesl bear a portion of the external patent fees
(the Patent Support Deliverable).

The development support services were evaluatdwanception of the arrangement and determindsbta substantive option as the
Company is not obligated to deliver services unéags until such time as Jazz Pharmaceuticals eleetsercise the option and the
consideration for the development support senig@st priced at a significant and incremental disd. The nature of the development
support services is such that they are not es$émtiazz Pharmaceuticals’ use of the License Badble as Jazz Pharmaceuticals could
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perform the services themselves or obtain them finother service provider, if so desired. Thereftre Company concluded that the
License Deliverable had value to Jazz Pharmacdsiticaa standalone basis and was therefore sepdrabi the option to procure
development support services.

The Company has concluded that the License Delietzas standalone value upon delivery becauseRlammaceuticals can fully utilize
the underlying license for its intended purposéuiit the receipt of other deliverables in the ageament. This conclusion considered

Jazz Pharmaceuticals’ internal product developragpertise that enables it to use the License Delble for its intended purposes without
the involvement of the Company or the receipt efdkher deliverables. Moreover, the rights convedyethe Company to

Jazz Pharmaceuticals in connection with the Lic&w@aserable include the contractual right to sablise. Similarly, all of the remaining
deliverables were deemed to have standalone vakedon their nature. Factors considered in therénation included, among other
things, whether any other vendors sell the iterpausgely and if the customer could use the itenitéontended purpose without the receip
the remaining deliverables. Additionally, there acerefund provisions in the Jazz Pharmaceuticgie@ment. Accordingly, each deliverable
included in the Jazz Pharmaceuticals Agreementiftpsahs a separate unit of accounting.

The Company allocated the non-refundable upfronsicieration of $4.0 million among the deliverald@sed on management's best estimate
of selling price of each deliverable using thetieéaselling price method. The Company did not he@&OE or TPE of selling price for such
deliverables. The Company’s BESP for the LicenskvBeable considered the market opportunity for deeelopment and commercialization
of D-SXB compounds, the probability of successféveloping and commercializing such compoundsreéh®ining development costs to
develop such compounds, and the estimated timentonercialization. The Company’s analysis includeslfollowing market conditions and
entity-specific factors: (a) the specific right®pided under the license deliverable, (b) the pidéimdications pursuant to the license, (c) the
relevant territories for the license, (d) the depehent risk, (e) the market size, (f) the expegtediuct life assuming commercialization and
(9) the competitive environment. The Company dgwetbBESP for the JSC Deliverable and Patent Supmiterable based on the nature

of the services to be performed and estimateseohdisociated effort and cost of the services adjust a reasonable profit margin such that
they represented estimated market rates for sis@arices sold on a standalone basis.

The Company allocated arrangement considerati&3 af million to the License Deliverable, $0.1 naiflito the JSC Deliverable and

$0.2 million to the Patent Support Deliverable. Td@mpany recognized the arrangement considerafimocaged to the License Deliverable
upon delivery and will recognize revenue relatethinJSC Deliverable and the Patent Support Dalbterover the respective periods of
performance which is estimated to be 46 months.

The Company has evaluated all of the milestonestlag be received in connection with the Jazz Phaemticals Agreement. All
development and regulatory milestones are congidarbstantive on the basis of the contingent natfilee milestone, specifically reviewing
factors such as the scientific, clinical, regulgt@mommercial and other risks that must be overctmazhieve the milestone as well as the
level of effort and investment required. Accordingduch amounts will be recognized as revenuelinirfthe period in which the associated
milestone is achieved, assuming all other reveaaegnition criteria are met. All sales-based miaes will be accounted for in the same
manner as royalties and recorded as revenue upievament of the milestone, assuming all othermaeaecognition criteria are met.

For the year ended December 31, 2013, the Compaognized revenue of $3.7 million upon delivenjtaf License Deliverable,
approximately $17 thousand related to the JSC BPellle and approximately $44 thousand relatedeidtitent Support Deliverable.
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For the year ended December 31, 2013, the Compaognized revenue of $0.8 million related to thégrenance of development support
services and revenue of approximately $0.3 milfarreimbursements of travel and intellectual prtypexpenses, the cost of which is
recorded within general and administrative expenses

Avanir

In February 2012, the Company signed a licenseeaggat (the Avanir Agreement) with Avanir Pharmaizus, Inc. (Avanir) that provides
Avanir worldwide rights to develop and commerciali2oncert’s deuterated dextromethorphan (D-DM). d¢reement includes the rights to
multiple D-DM compounds. Avanir will have overadiaponsibility for research, development and comiakzation of D-DM.Avanir has tht
option to require the Company to provide manufaatuservices through a first IND filing. If Avan@xercises its option, the Company will
receive payment for any manufacturing servicesigeaand will be reimbursed for all external casiated to the manufacturing services.

Under the terms of the Avanir Agreement, the Corgpaceived a $2.0 million non-refundable upfrongpant in March 2012. During the
year ended December 31, 2013, the Company recabageevenue a $2.0 million milestone payment vecefrom Avanir based on positi
data from Avanir's Phase 1 clinical trial of AVP&.8AVP-786 includes one of the D-DM analogs licehgeAvanir. In addition, the
Company is eligible to earn up to $4.0 million ieveélopment milestone payments, up to $37.0 milioregulatory milestone payments and
up to $125.0 million in sales-based milestone paymelhe next potential milestone the Company mighéntitled to receive under the
Avanir Agreement is $2.0 million for initiation dfosing in a Phase 2 or Phase 3 clinical trial sfodyAVP-786.

Avanir also is required to pay the Company royaltaedefined percentages ranging from the mid-sidgits to low double digits below 20%
on worldwide net product sales of licensed produltt® royalty term for each licensed product inheeauntry is the period commencing w
first commercial sale of the applicable licensealdoict in the applicable country and ending on #terlof expiration of specified patent
coverage or 10 years following commercial laundie Toyalty rate is reduced, on a country-by-couhtrsis, during any period within the
royalty term when there is no patent claim, cowgtime licensed product in the particular country.

The Agreement will expire on a licensed productiibgnsed product and country-by-country basis endéite of the expiration of the
applicable royalty term with respect to each li@shproduct in each country. Following the earliethe completion of a specified Phase 2
clinical trial milestone or the second anniversafiyhe effective date of the agreement, Avanirthasright to terminate the agreement upon
90 days prior written notice to us. We may termenhie agreement if Avanir ceases to develop or cermialize licensed products and does
not recommence development or commercializatioorefffollowing our notice to Avanir. The agreemardy also be terminated by either
Avanir or us in the event of an uncured materiablsh by the other party. If the agreement is teaiteth for any reason, the licenses grante
us to Avanir will terminate subject to certain sified conditions.

The Company determined that the deliverables utieAvanir Agreement were the exclusive, royaltgiireg sub-licensable license to
D-DM delivered at the inception of the arrangematvell as participation on a joint steering conteeitthrough a first IND filing.

Pursuant to the terms of the agreement, the Comigamly required to participate in the joint siagrcommittee through a specified event.
Accordingly, the Company estimated that its pgpition on the joint steering committee would ndeex more than two years from the date
the agreement was executed and therefore concthdesstimated selling price of this deliverable \ivesgnificant.
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The manufacturing services were evaluated andméted to be a substantive option as the Compangtisbligated to deliver manufacturi
services unless and until such time as Avanir slecexercise the option and the consideratioth®manufacturing services is not priced
significant and incremental discount. The naturthefmanufacturing services is such that they atessential to the D-DM license and
Avanir could perform the manufacturing servicestibelves or obtain them from another service prayifleo desired. Therefore, the
Company concluded that the D-DM license had stam#avalue to Avanir and was separable from theoopt procure manufacturing
services as the D-DM license is sub licensablegethee no restrictions as to Avanir’'s use of therise and Avanir has the requisite scientific
expertise in the central nervous system disor@éd fo utilize the D-DM license for its intendedrpase without the involvement of the
Company.

The Company has concluded that the license debleeteas standalone value upon delivery becauseiAvan fully utilize the underlying
license for its intended purpose without the recefghe other deliverables in the arrangements Ebinclusion considered Avanir’s internal
product development expertise that enables it éathus license deliverable for its intended purpegéisout the involvement of the Company
or the receipt of the other deliverables. Moreotke, rights conveyed by the Company to Avanir inrection with the license deliverable
include the contractual right to sublicense.

The Company allocated arrangement considerati&?2 & million to the license and an insignificantamt to the Compang’participation o
the joint steering committee. Accordingly, the Ca@np recognized the $2.0 million non-refundable opfifee as revenue upon delivery of
the D-DM license during the year ended Decembe312.

The Company has evaluated all of the milestondstlag be received in connection with the Avanietise agreement. All development and
regulatory milestones are considered substantiib@basis of the contingent nature of the milestepecifically reviewing factors such as
the scientific, clinical, regulatory, commercialdaother risks that must be overcome to achieveritestone as well as the level of effort and
investment required. Accordingly, such amounts haéllrecognized as revenue in full in the periodfch the associated milestone is
achieved, assuming all other revenue recognitigar@ are met. All sales-based milestones wilabeounted for in the same manner as
royalties and recorded as revenue upon achieveofiémé milestone, assuming all other revenue reitiogrcriteria are met.

Since June 2012, Avanir has elected to conducesdlarch and development activities, including rfecturing activities; however, the
Company has continued to receive intellectual prgpEost reimbursements. The Company recognize2l dlion for the year ended
December 31, 2012 and $0.2 million for the yearegndecember 31, 2013 within license and researdidamnelopment revenue for
intellectual property cost reimbursements, the obsthich is recorded within general and admintsteexpense.

GSK

In May 2009, the Company entered into a ReseardiDmvelopment Collaboration and License Agreemidnet GSK Agreement) with
Glaxo Group Limited (GSK) for the development awndenercialization of deuterium-containing medicinEse Company was responsible
for the development of three programs through cetigot of proof of concept studies, two of which wédentified, and for providing
deuterated versions of three GSK pipeline compoyiadse selected by GSK) for GSK to develop.

Under the terms of the GSK Agreement, GSK paiddbmpany a non-refundable upfront cash payment 8f3dillion in June 2009. In
addition, GSK purchased 6,666,667 shares of SPrieseferred Stock at a per share price of $2.5yltiag in gross proceeds to the Comg
of $16.7 million. The Company determined that thegof $2.50 per share included a premium of $@&8share over the fair value of the
Series D Preferred
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Stock of $1.92 per share based on the resultzofitemporaneous valuation. The Company concluded tide deliverables at the inception
of the arrangement should be accounted for asgéesimit of accounting because neither VSOE or ©Pfair value existed for the
undelivered elements. Accordingly, the entire prempaid of $3.9 million and the $18.3 million nagfundable upfront cash payment were
included in deferred revenue until the third prognaas identified and the period of the Company$geeance obligations could be
determined.

In March 2011, the Company and GSK signed an amenttn the GSK Agreement. Under this amendment @&H# the Company a

$2.75 million payment and returned all rights ie gecond identified program to the Company. Thig%illion amount is subject to
repayment to GSK in the event that the Company ceroia@izes CTP-499 or if, at any time during theeseyear period from the date of the
amendment, the Company re-licenses or otherwissfees the rights to the Company’s CTP-499 prog@mthird party at any time during
the seven year period from the date of the amentnibe payment was classified as deferred revendend! not be recognized as revenue
until all repayment obligations lapse. This amenadinadso extended the deadlines for selection dh@)third program for which the Compe
was responsible for development and (ii) deuteragzdions of two GSK pipeline compounds for GSKiéwelop.

The Company determined that the amendment resml@dnaterial modification of the GSK Agreementguant to the provisions of ASU
2009-13, because the amendment changed the oaeeigement consideration, deliverables, and egpdthing of performance by a
material amount. As such, on the date of modifargtthe remaining activities under the GSK Agreetmere evaluated under ASC 605-25
(as amended by ASU 2009-13) to determine if thpyagented a multiple element revenue arrangembatCbmpany determined that the
GSK Agreement, as amended, included the followmigslof accounting that remained undelivered ondiae of modification:

. A combined unit of accounting comprised of srsé and development services for CTP 298 (the 298Program) and an option to
licenseCTF-298;

. A combined unit of accounting comprised of @tian to license a third program and related redeand development services for that
program (the Unselected Program); i

. A deliverable to provide deuterated versionsaaf GSK pipeline compounds (to be selected by GBKESK to develop (the Research
Programs)

The Company combined the delivered options ande@l@esearch and development services into comhinigsl of accounting because the
delivered options were determined to not have stimne value apart from the related research andldement services because only the
Company was capable of performing such services.ddmpany further determined that each unit of aetiog had stand-alone value from
the other units of accounting. Therefore, the Camgpallocated the non-refundable upfront consideratif $22.2 million among the units of
accounting on the date of modification based onagament’s BESP of the deliverables included in esxhof accounting using the relative
selling price method. The Company did not have VR®DEPE of selling price for such deliverables. Tmmpany’s BESP considered the
market opportunity for the development and comnadizzition of each program, the probability of GSHesting a third program (the
Unselected Program) and successfully developingcantmnercializing such program, the remaining dgwelent costs for each program, and
the estimated time to clinical proof of conceptéarch program.

The Company’s analysis included an assessmentapamble market transactions in which exclusivéoogtwere sold without related
research and development services, an estimalte dfiternal and external costs and effort that eidnd required to complete proof of conc
for the each program assuming market rates fotifu employee services and external costs, attteicase of the Unselected Program and
the Research Programs, an assessment of the gditglihlait GSK would exercise its rights to selectaampound for such deliverables and
require the Company to perform the related reseanchdevelopment services.
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The Company allocated arrangement considerati@2@f7 million to the CTP-298 Program, $1.5 millimnthe Unselected Program, and
$37 thousand to the Research Programs. Reventleef@TP-298 Program was to be recognized overghedof performance from the
GSK Agreement effective date through the estimdtdivery date of the CTP-298 option package inye20l13. Revenue for the Unselected
Program and Research Program would be recognizau sglection by GSK or the lapsing of the deadline.

For the year ended December 31, 2011, the Comgamgnized $13.9 million of revenue related to tA€€298 Program, including a
cumulative catch up adjustment on the date of thermlment for services previously performed of $8ilion. In addition during 2011, the
Company recognized $37 thousand of revenue upolapiseng of the Research Programs selection deadhiso during the year ended
December 31, 2011, the Company recognized mileswrenue of $4.0 million for achieving certain @il criteria in the

first-in-human clinical trial and $1.5 million faoxicology and regulatory achievements.

In first quarter of 2012, the Company received ssmbgnized a $1.5 million milestone for openingldb for CTP-298.

For the year ended December 31, 2012, the Compaognized the remaining deferred revenue of $6liBmassociated with the
CTP-298 Program upon GSK’s exercise of its optrmitt in May 2012 with respect to this program anel remaining deferred revenue of
$1.5 million upon the lapsing of the UnselectedgPam deadline.

Other than with respect to the Company’s repayrobligation, the GSK Agreement is no longer in eff@ed, as a result, the Company does
not expect to receive additional payments undef38& Agreement.

11. Sponsored research agreement

In February 2012, the Company entered into a spedsesearch agreement with Fast Forward LLC (Fasvard), the

National Multiple Sclerosis Soci€'s subsidiary devoted to research and drug devedmpntnder the research agreement, Fast Forward
provided $0.8 million of funding for the preclinicadvancement of CTP-354 (the Compound), a deet@sibtype-selective GABA
modulator developed by Concert with the therapeuiitential of treating spasticity. Concert receitteel funding as it met certain preclinical
milestones.

In certain circumstances, the Company is obligadedake milestone payments to Fast Forward natdess of a low-single digit multiple of
the funding amount. The Company will account foy arilestone payments paid to Fast Forward as rpgaipenses when it becomes
probable that any royalties will be owed to Fastwweod. As of December 31, 2012 and 2013, it waspnabable any royalties would be owed
to Fast Forward.

During the year ended December 31, 2012, Concestved payments totaling $0.7 million from Fastward, which were recognized as
revenue within license and research and developregahue in the accompanying statement of opestiod comprehensive loss. The
revenue recognized is commensurate with the seryieformed in 2012, and such payments are nomdahle as the Company has incurred
costs in excess of the amounts funded.

During the year ended December 31, 2013, Concegived payments totaling $45 thousand from Fasv&at, which were recognized as
revenue within license and research and developregahue in the accompanying statement of operaaod comprehensive loss. The
revenue recognized is commensurate with the serypieformed in 2013, and such payments are nomdafle as the Company has incurred
costs in excess of the amounts funded.
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12. Loan payable and warrant to purchase redeemableecurities

On December 22, 2011, the Company entered intcaa bod Security Agreement (the Loan and Securitgé&ment) with

Hercules Technology Growth Capital, Inc. (Hercul@$)e Loan and Security Agreement provides for eggte advances of up to $20 milli
The advances under the Loan and Security Agreewengt to be made in two tranches: (i) $7.5 millianded at closing, and (ii) up to an
additional $12.5 million through March 31, 2012 eTinaximum amount of principal outstanding allowalniéer the Loan and Security
Agreement is $20 million. Under the first trancHete Loan and Security Agreement, the Companyiobtban advance on December 22,
2011 totaling $7.5 million (the December 2011 Adwen Under the second tranche of the Loan and Beé&greement, the Company
obtained an advance on March 29, 2012 totalingSsd@llion (the March 2012 Advance). The Companyuimed $0.2 million in loan issuan
costs paid directly to the lenders, which have beféset against the loan proceeds as a loan discoun

Each advance made under the Loan and Security fgmetebears interest at a variable rate of the gredt8.5% and an amount equal to 8
plus the prime rate of interest minus 5.25%, presliiowever, that the per annum interest rate abakxceed 11%. Through December 31,
2013, the December 2011 Advance and the March 20%2ance had an interest rate of 8.5%. Interest-palyments are due monthly on the
first day of each month beginning the month after date of the respective advance until April 3,2 Then, the aggregate principal bala
outstanding is payable in 30 equal monthly instahis of principal and interest beginning May 1,2@hd continuing through the maturity
date on October 1, 2015.

Additionally, the advances are to be repaid in ifulnediately upon an event of default, as defiffidw: Loan and Security Agreement defines
events of default, including the occurrence of aene that results in a material adverse effect uperCompany’s business operations,
properties, assets or condition (financial or othee), its ability to perform its obligations undard in accordance with the terms of the new
loan agreement, or upon the ability of the lendemsnforce any of their rights or remedies withpext to such obligations, or upon the
collateral under the Loan and Security Agreemenipan the liens of the lenders on such collateralpomn the priority of such liens. The
Company does not believe that any events have @xtthiat could reasonably be deemed to have aialadwerse effect. Substantially all
assets of the Company are pledged as collateridl the exception of intellectual property, whichhge subject of a negative pledge under the
Loan and Security Agreement. The lendeseturity interest in the collateral is a first pitp security interest. There are no financial aveet:
associated with the Loan and Security Agreement.

As of December 31, 2013, the future minimum paym®meuoe under the Loan and Security Agreement af@la®/s (in thousands):

Minimum

Year Payments

201¢ $ 8,90¢

201t 7,462

16,37(

Less amounts representing intel (1,279
Present value of minimum payme 15,09:
Less discoun (172)
Less current portio (7,81%)
Loan payable net of current portion and unamortiisdount $ 7,101

In connection with the Loan and Security Agreemtrd, Company granted Hercules a warrant (the Wgrtaqpurchase up to 200,000 shares
of Series C Preferred Stock at an exercise pri2df0 per share which vested
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immediately upon the December 2011 Advance. Uperdthw of the March 2012 Advance, the warrant becexrercisable for an additional
200,000 shares of Series C Preferred Stock atentisg price of $2.50 per share.

Pursuant to ASC Topic 48Djstinguishing Liabilities from Equitythe Warrant is classified as a liability andasmeasured to

the-then current value at each balance sheetTatefollowing table sets forth a summary of changetbe fair value of the Warrant which
represents a recurring measurement that is clegsifithin Level 3 of the fair value hierarchy whieréair value is estimated using significant
unobservable inputs (in thousands):

Year ended
December 31
2011 2012 2013
Beginning balance $ — $ 16¢ $ 45¢
Change in fair valu 16¢ 291 4
Ending balanc: $ 16€ $ 45¢ $ 46%

The Warrant expires on the earlier of: (i) ten gfaom the effective date of the Loan and Secukigyeement or (ii) five years after the
closing of an initial public offering of the Compas common stock.

The Company measured the fair value of the Waaarmf December 31, 2011 using the Black-Scholesmpticing method. The Company
measured the fair value of the Warrant as of Dee#r@h, 2012 and December 31, 2013 using a hybriladethat is consistent with the
manner in which the Company estimated the fairevaliiits common stock on those dates. Using theithybethod, the Company used the
Black-Scholes option pricing method to value theriafat based on the results of the initial publifenhg scenarios and the option pricing
method to value the Warrant based on the resultseofther assumed scenarios (sale or liquidatidm.results of those valuations were then
weighted consistent with the weightings used inGoenpany’s common stock valuation to determinevtherant fair value. The significant
assumptions used in estimating the fair value @MFarrant include the exercise price, volatilityttoé stock underlying the warrant,

risk-free interest rate, estimated fair value @f pineferred stock underlying the warrant, and gienated life of the warrant.

Where the fair value of the Warrant was estimatdguthe Black-Scholes option pricing model, thenpany used the following
weighted-average assumptions:

Year ended
December 31,
2011 2012 2013
Expected volatility 70% 70% 70%
Expected term (in year 10.C 7.¢ .3
Risk-freeinterest rate 2.C% 0.95% 1.7%%
Expected dividend yiel — % — % — %

Fair value

The Company estimated the fair value of its shaf&eries C Preferred Stock as of December 31, a@tiZlDecember 31, 2013, using a
hybrid approach based on a probability-weightedaye expected return method and the option prigiathod. The Company estimated the
fair value of its shares of Series C Preferred IStscof December 31, 2011 using the probabilitygivedd expected return method.
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Concert Pharmaceuticals, Inc.

NOTES TO CONSOLIDATED FINANCIAL STATEMENTS (continu ed)

Expected volatility

The Company estimated the expected volatility basedctual historical volatility of the stock prio&similar companies with

publicly-traded equity securities. The Company glated the historical volatility of the selectedrgmanies by using daily closing prices over
a period of the expected term of the associateddawde companies were selected based on theimpeiste value, risk profiles, position
within the industry, and with historical share griaformation sufficient to meet the expected tefrthe associated award.

Expected term

The Company based the expected term on the aetualiming contractual term as of each respectivesarement date.

Risk-free interest rate

The Company estimated the risk-free interest rateference to the yield on U.S. Treasury secuwritigh a maturity date commensurate with
the expected term of the Warrant.

Expected dividend yield

The Company estimated the expected dividend yiat&th on consideration of its historical dividengexience and future dividend
expectations. The Company has not historicallyated or paid dividends to stockholders. Moreowveatpes not intend to pay dividends in
future, but instead expects to retain any earnin@svest in the continued growth of the busindgsordingly, the Company assumed an
expected dividend yield of 0.0%.

13. Related-party transactions

For the year ended December 31, 2013, the Compaidyapconsultant related to a founding stockho&®& thousand in fees for services as a
clinical consultant. These fees were recognizegssarch and development expense.

14. 401(K) retirement plan

In January 2008, the Company established the CbRbarmaceuticals 401(k) Retirement Plan (the 40RIgn) in which substantially all of
its permanent employees are eligible to participamontribute a percentage of base wages up &oremunt not to exceed an annual statutory
maximum. The Company matches 50% of the first 6%moémployee’s contributions subject to statutomyts.

The Company made matching contributions under @ig€kj Plan of $0.2 million for the year ended Debem31, 2011, $0.2 million for the
year ended December 31, 2012 and $0.2 millioniferyear ended December 31, 2C
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NOTES TO CONSOLIDATED FINANCIAL STATEMENTS (continu ed)

15. Quarterly Financial Information (unaudited)

Three Months Ended

March 31, September 3C December 31
June 30,
2012 2012 2012 2012
(in thousands, except per share date
(unaudited)
Revenue $ 6,58¢ $5,77: $ 264 $ 228
Operating expenst 8,05( 7,351 8,591 7,45¢
Loss from operation (1,467 (1,589 (8,339 (7,232
Other expense, n (249 (539 (525 (527
Net loss $ (1,700 $(2,12) $ (8,859 $ (7,759
Net loss per sha—basic and dilute: $ (1.40 $ (1.72) $ (6.99) $ (6.09
Three Months Ended
March 31, September 3C December 31
June 30,
2013 2013 2013 2013
(in thousands, except per share date
(unaudited)
Revenue $ 5,87: $17,44: $ 681 $ 1,41%
Operating expenst 7,00z 8,02¢ 7,791 6,992
(Loss) income from operatiol (2,130 9,41t (7,11€) (5,579
Other expense, n (649 (650 (11) (336)
Net (loss) incom $ (1,779 $ 8,76¢ $ (7129 $ (5919
Net loss per sha—basic and dilute: $ (1.4 $ 0.0C $ (5.59 $ (4.6

16. Subsequent events

The Company reviews all activity subsequent to weak hut prior to the issuance of the financialesteents for events that could require
disclosure or that could impact the carrying valfiassets or liabilities as of the balance shett. ddl significant subsequent events have
been properly disclosed in the financial statements

In January 2014, the Company’s board of directacssiockholders approved an amendment of the Coyrgeertificate of incorporation to,
among other things, change the definition of aifjgdlpublic offering to remove the per share prieguirement and provide that mandatory
conversion of the Company’s preferred stock woulcuo upon the closing of a firm commitment undetteri public offering of common
stock with gross proceeds to the Company of nattlesn $30 million.

In February 2014, the Company closed the initiddligwffering (IPO) of its common stock pursuanttoegistration statement on Form S- 1,
as amended. An aggregate of 6,649,690 shares ahoaratock registered under the registration stat¢mere sold at a price to the public of
$14.00 per share, including the over-allotmentaptNet proceeds of the IPO were $83.1 millioncdnjunction with this transaction, all
outstanding shares of the Company’s preferred st@rk converted into 9,919,821 shares of commarkstod the outstanding warrant to
purchase 400,000 shares of Series C redeemablertibier preferred stock converted into a warrarmgucchase 70,796 shares of common
stock at an exercise price of $14.13 per share.
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ITEM 9. Changes in and Disagreements with Accountants on Acunting and Financial Disclosure

None.

ITEM 9A. Controls and Procedures
Evaluation of Disclosure Controls and Procedures

The term “disclosure controls and procedures,’&fdd in Rules 13a-15(e) and 15d-15(e) under dwmfties Exchange Act of 1934,
as amended, or the Exchange Act, refers to coraralsprocedures that are designed to ensure foatiation required to be disclosed by a
company in the reports that it files or submitsemithe Exchange Act is recorded, processed, surnethaind reported, within the time peri
specified in the Securities and Exchange Commissiohes and forms. Disclosure controls and proceslinclude, without limitation,
controls and procedures designed to ensure thaniaftion required to be disclosed by a companpénréports that it files or submits under
the Exchange Act is accumulated and communicatétetcompany’s management, including its princggacutive and principal financial
officers, or persons performing similar functioas,appropriate to allow timely decisions regardiguired disclosure. Our management
recognizes that any controls and procedures, ntentaaw well designed and operated, can providg mdsonable assurance of achieving
their objectives and our management necessariljesafs judgment in evaluating the cost-benefiatienship of possible controls and
procedures. Our disclosure controls and procecaneedesigned to provide reasonable assurance ievatheir control objectives.

Our management, with the participation of our Clagécutive Officer and Chief Financial Officer, hasluated the effectiveness of
disclosure controls and procedures as of Decenthe2® 3, the end of the period covered by this AhiReport on Form 10-K. Based upon
such evaluation, our Chief Executive Officer ande€Rinancial Officer have concluded that our distire controls and procedures were
effective at the reasonable assurance level ascbf date.

Management’s Report on Internal Control Over Finandal Reporting

This Annual Report on Form 10-K does not includeort of management’s assessment regarding imteong&ol over financial
reporting or an attestation report of our independegistered public accounting firm due to a titmrs period established by rules of the
Securities and Exchange Commission for newly putdimpanies.

Changes in Internal Control over Financial Reportirg

There was no change in our internal control ovearitial reporting that occurred during the threethe ended December 31, 2013 that
has materially affected, or is reasonably likelyrtaterially affect, our internal control over fir@al reporting.

ITEM 9B. Other Information

None.
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PART Il

Item 10. Directors, Executive Officers and Corpora¢ Governance
EXECUTIVE OFFICERS AND DIRECTORS

The following table sets forth the name, age arsitipms of each of our executive officers and divex as of February 28, 2014.

Name Age  Position(s

Executive Officer

Roger D. Tung, Ph.LC 54  President and Chief Executive Officer, Direc
Nancy Stuar 55  Chief Operating Office

Ryan Daws 40  Chief Financial Office

lan Robert Silverman, J.D., Ph. 61  Senior Vice President and General Coul
Nor-Employee Director

Richard H. Aldrich()(3) 59  Director, Chairman of the Board of Directc
Ronald W. Barrett, Ph.[(2) 58 Director

John G. Freund, M.L() 60 Director

Peter Barton Hui®) 79 Director

Wilfred E. Jaeger, M.CAH@) 58  Director

Helmut M. Schihsler, Ph.[(D 54  Director

Wendell Wierenga, Ph.[®) 66 Director

(1) Member of audit committe
(2) Member of compensation committ
(3) Member of the nominating and corporate governarwarnittee

Executive Officers

Roger D. Tung, Ph.Lis our co-founder and has served as our PresigenChief Executive Officer and as a member of aarb of directors
since April 2006. Before Concert, Dr. Tung was anfding scientist at Vertex, a pharmaceutical congpamere he was employed from 1989
to 2005, most recently as its Vice President ofgdRiscovery. Prior to Vertex, he held various posis at Merck, Sharp & Dohme Research
Laboratories, a global healthcare provider, and Stpgibb Institute for Medicinal Chemistry. Dr. Turereived a B.A. in Chemistry from
Reed College and a Ph.D. in Medicinal ChemistthatUniversity of Wisconsin-Madison. We believettBa. Tung’s detailed knowledge of
our company and his 28 year career in the globatrphceutical and biotechnology industries, inclgdiis roles at Vertex, provide a critical
contribution to our board of directors.

Nancy Stuarhas served as our Chief Operating Officer sincemt2007 and was our Senior Vice President, Catp@trategy and
Operations from July 2006 to October 2007. Prigoining Concert, Ms. Stuart held various busingssrations and business development
positions at Amgen Inc., a biopharmaceutical corgpKimetix Pharmaceuticals, Inc., a pharmaceuticahpany subsequently acquired by
Amgen, Scion Pharmaceuticals, Inc., a pharmacdwicapany, Vertex and Genzyme Corporation, a blotetogy company subsequently
acquired by Sanofi S.A. Ms. Stuart holds a B.9nfthe University of Michigan, and an M.B.A. frometSimmons College Graduate School
of Management.

Ryan Dawthas served as our Chief Financial Officer sincaidan2014. Prior to joining Concert, Mr. Daws sehas an independent
consultant from June 2013 to January 2014, inclydimengagement with Concert from September 2018rtaary 2014. Mr. Daws served as
a Director in the Healthcare Investment Bankinguprat Stifel, Nicolaus & Company, Inc., a finan@atvices company, from September
2010 to June 2013. From March 1999 to June 2016eh&d in positions of increasing responsibilifyhim the Healthcare
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Investment Banking Group of Cowen and Company, La @nancial services firm. Mr. Daws holds a BisFinance and Organizational
Management from the University of South Carolind an International M.B.A. from the University of @b Carolina’s Moore School of
Business.

lan Robert Silverman, J.D., Ph.has served as our Senior Vice President and GeGetalsel since December 2010 and prior to thatovas
Vice President and General Counsel from January B@@ecember 2010. Prior to joining Concert, hwes in various legal related roles at
Millennium Pharmaceuticals, Inc., a pharmaceuticahpany, Vertex and FMC Corporation, a chemical ufeaturing company.

Dr. Silverman received his J.D. from Rutgers-Camidaw School, a Ph.D. in organic chemistry from th@versity of New Mexico and a
B.A. from Lehigh University.

Non-Employee Directors

Richard H. Aldrichis our co-founder and has served as a member dfaard of directors and as Chairman of our boamiretctors since

May 2006. Mr. Aldrich is a Founder and has beerireanf Longwood Fund, a venture capital firm, sifie@bruary 2010. Mr. Aldrich
founded RA Capital Management LLC, a hedge fun@0@4 and served as a Managing Member from 20@0@8 and as a Co-Founding
Member from 2008 until 2011. Mr. Aldrich has co-faled several biotechnology companies includingiSiRharmaceuticals, Inc., which
was acquired by GlaxoSmithKline in 2008, and Aln@hearmaceuticals, Inc., which was acquired by Hly in 2011. He has also held
management positions at Vertex, where he was aweding employee, and Biogen Corporation (now Biolgiec Inc., a biotechnology
company). Mr. Aldrich co-founded and serves onttbard of directors of Verastem, Inc., a public biapnaceutical company and also serves
on the boards of directors of OvaScience, Incyldip life sciences company of which he servestesrman of the board, and PTC
Therapeutics, Inc., a public biopharmaceutical canyp Mr. Aldrich received his undergraduate dedresn Boston College, and an M.B.A.
from the Amos Tuck School at Dartmouth College. Mééeve Mr. Aldrich’s broad-based experience inibess, including his leadership and
board experience at life science companies, anthhigiarity with our business as a co-founder of company allows him to be a key
contributor to our board of directors.

Ronald W. Barrett, Ph.Chas served as a member of our board of directoce $hecember 2007. Dr. Barrett is a founder of )t Inc., a
public biopharmaceutical company, and has servés &hief Executive Officer since 2001, its Chiientific Officer from 1999 to 2001
and as a member of its board of directors sinc®1Bfor to XenoPort he held various positions #Hymax Research Institute, a drug
discovery company now owned by GlaxoSmithKline pleg Abbott Laboratories, a healthcare companyBBrtett received a B.S. from
Bucknell University and a Ph.D. in pharmacologynir®utgers University. We believe that Dr. Barreittidustry and board experience,
including his experience as the chief executiveceffof a publically traded biopharmaceutical companakes him a key contributor to our
board of directors.

John G. Freund, M.Chas served as a member of our board of directoce $december 2013. Dr. Freund co-founded SkylinagMes in

1997 and has served as a partner at Skyline gméeuinding. Prior to joining Skyline, Dr. Freuneirged as managing director in the private
equity group of Chancellor Capital Management,igeape capital investment firm. In 1995, he co-foaddntuitive Surgical, a medical device
company, and served on its board of directors @6I0. From 1988 to 1994, Dr. Freund served inousrpositions at Acuson Corporation, a
maker of ultrasound equipment that is now partiefr@ns, most recently as Executive Vice Presid&mtr to joining Acuson, Dr. Freund
worked at Morgan Stanley Venture Partners from 188@88. From 1982 to 1988, Dr. Freund was a ggmpartner at Morgan Stanley &
Co., an investment banking company, where he coded the Healthcare Group in the Corporate Fin@sgeartment in 1983. He has served
on the board of directors of XenoPort, Inc., a ipltraded biopharmaceutical company, since 1898, Tetraphase Pharmaceuticals, Inc., a
publicly traded biopharmaceutical company, sincé2®r. Freund also serves on the board of dirsaibthe following private companies;
Advion Inc., Collegium Pharmaceuticals, Inc., DigeBx Corporation, Protein Therapeutics, Inc., Sa@dnc. and Sutro Biopharma, Inc.,
and three U.S. registered investment funds manlgéhpital Research and Management. He also prelyiserved on the board of directors
of five publicly traded companies; Map Pharmaceica biopharmaceutical company, Hansen
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Medical, a medical device company, Sirtris Pharraticals, a biopharmaceutical company, LIL Biosystenlife sciences instrumentation
company, and Mako Surgical Corp., a medical devarapany. Dr. Freund is a member of the AdvisoryrBdar the Harvard Business
School Healthcare Initiative, and is a member ef Therapeutics Advisory Council of Harvard Medi8ahool. Dr. Freund received a B.A. in
history from Harvard College, an M.D. from Harvaviédical School and an M.B.A. from Harvard Busingstiool. We believe that

Dr. Freunds extensive finance and investment experienceexgisrience as an executive and his service ondheltof directors of numerol
public and privately held companies allows him ¢oabkey contributor to our board of directors.

Peter Barton Huthas served as a member of our board of directoce $0)ecember 2006. Mr. Hutt has practiced law air@gpon & Burling
LLP, specializing in food and drug law, since 196Rcept for the period from 1971 to 1975) and auilyeserves as senior counsel. From
1971 to 1975 he was Chief Counsel for the Foodlmd) Administration. Mr. Hutt is a member of theand of directors of Momenta
Pharmaceuticals, Inc., a public pharmaceutical @mpDBYV Technologies SA, Q Therapeutics, Inc. Zocha Ltd., each of which is a
public biotechnology company, as well as numeraiafe companies. During the last five years, Muttthlso served as a member of the
board of directors of Celera Genomics, a publi¢dmbnology company that was acquired by Quest Distigs, Inc. in 2011, CV
Therapeutics, Inc., a public biotechnology comptira was acquired by Gilead Sciences, Inc. in 2866, Ista Pharmaceuticals, Inc., a pu
pharmaceuticals company that was acquired by Ba&datmb Inc. in 2012. Mr. Hutt received a B.A. fro¥fale University, an LL.B. from
Harvard Law School and an LL.M. from New York Unisity School of Law. We believe Mr. Hutt's extensiknowledge of regulatory and
legal issues related to drug development and Imgcgeon numerous boards of directors allows hirhé@ key contributor to our board of
directors.

Wilfred E. Jaeger, M.Dhas served as a member of our board of directocg $lay 2006. Dr. Jaeger co-founded Three Archmest a
venture capital firm, in 1993 and has served aartnBr since that time. Prior to co-founding Thigeh Partners, Dr. Jaeger was a general
partner at Schroder Ventures. He is also a menfiteedoard of directors of Threshold Pharmacelsgjdac., a public pharmaceutical
company, as well as numerous private companiesldager received a B.S. in Biology from the Uniitgrsf British Columbia, his M.D.
from the University of British Columbia School ofddicine and an M.B.A. from Stanford University.dddition to representing one of our
principal stockholders, we believe that that Degl’s financial and medical knowledge and expegeallows him to be a key contributor to
our board of directors.

Helmut M. Schihsler, Ph.lhas served as a member of our board of directocge September 2011. Dr. Schihsler has worked fon TV
Capital, a group of life science venture capital healthcare private equity firms, since 1990 amdently serves as its Chairman and
Managing Partner. During 2007 and 2008, Dr. Sclaitedbo served as Chairman of the European Priaguéy and Venture Capital
Association. Dr. Schihsler currently serves as mbag of the board of Enanta Pharmaceuticals, énpublic pharmaceutical company,
several other healthcare growth companies and N&ncR Innovation, the technology transfer organirabf the German Max Planck
Society. For several years he was a member ofdlextton Committee for the Technology Pioneers @oyg Prior to joining TVM Capital,
Dr. Schuhsler worked for Horizonte Venture Managetna venture capital firm, and was an assistasfegsor for corporate finance at the
Institute for Advanced Studies in Vienna. Dr. Scéléhreceived a Ph.D. in the Social and Economierses from the University of
Economics in Vienna. In addition to representing ohour principal stockholders, we believe that Behiihsler's business and financial
experience as a director and investor in severapemies in our industry allows him to be a key dbotor to our board of directors.

Wendell Wierenga, Ph.has served as a member of our board of directoce $ilarch 2014. From June 2011 to February 201M\ereng:
worked as Executive Vice President, Research anélBgment of Santarus, Inc., a public biopharmacalitompany that was acquired by
Salix Pharmaceuticals, Ltd. in January 2014. Fro®i72o May 2011, Dr. Wierenga served as Executive Yresident, Research and
Development of Ambit Biosciences Corporation, gbiarmaceutical company engaged in the discoverndamdlopment of small-molecule
kinase inhibitors. From 2003 to 2007, he serveBxautive Vice President, Research and
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Development of Neurocrine Biosciences, Inc., a basmaceutical company developing therapeutics darepsychiatric, neuroinflammatory
and neurodegenerative diseases. From 2000 to Po0®/ierenga served as the Chief Executive Offafe8yrrx, Inc., biotechnology
company focused on small-molecule drug compoundst # joining Syrrx, from 1990 to 2000, he wasige vice president of worldwide
pharmaceutical sciences, technologies and develapai€arke-Davis, a division of Warner Lambert,@gharmaceutical company that was
acquired by Pfizer Inc. in 2000. Prior to Parke-Baidr. Wierenga worked at Upjohn Co., later Pharim& Upjohn, Inc., a pharmaceutical
and biotechnology company, for 16 years in varjpasitions, most recently as executive directoris€alvery research. Pfizer acquired
Pharmacia & Upjohn, then named Pharmacia Cor20@2. Dr. Wierenga received a B.S. from Hope Cellagd a Ph.D. in chemistry from
Stanford University. Dr. Wierenga is a member &f foards of directors of Cytokinetics, Incorporatedera Therapeutics, Inc. and
XenoPort, Inc., which are publicly traded biophacew#tical companies. During the last five years,\Wierenga also served as a member of
the boards of directors of Onyx Pharmaceuticals, b public biopharmaceutical company that wasiiaed by Amgen in 2013. We believe
that Dr. Wierenga’s extensive experience in biopteareutical research and development and his seywitiee boards of directors of several
public biopharmaceutical companies allows him tatkey contributor to our board of directors.

AUDIT COMMITTEE

Our board of directors has established an auditittee, which operates under a charter that has égproved by our board of directors.
members of our audit committee are John G. Frewfifked E. Jaeger and Helmut M. Schiihsler. Dr. $hér is the chair of the audit
committee. Our board of directors has determinatié¢hch of these directors is independent withémtieaning of Rule 10A-3 under the
Securities Exchange Act of 1934, or the Exchange lAcaddition, our board of directors has deteedithat each of Dr. Schihsler and
Dr. Jaeger qualifies as an audit committee findmoipert within the meaning of Securities and ExgeCommission, or SEC, regulations
and the NASDAQ Listing Rules. In making this detaration with respect to each of these directors,bmard has considered the formal
education and nature and scope of his previousriexpe, coupled with past and present service aowsaudit committees. Our audit
committee assists our board of directors in itgsight of our accounting and financial reportinggess and the audits of our financial
statements. Our audit committee’s responsibilitietude:

e appointing, approving the compensation of, andszisg the independence of the our registered pabtounting firm

» overseeing the work of our independent registetgdipaccounting firm, including through the rededimd consideration of repa
from such firm;

» reviewing and discussing with management andra@ependent registered public accounting firm aumual and quarterly
financial statements and related disclosu

* monitoring our internal control over financial reting, disclosure controls and procedures and abdeisiness conduct and eth
» overseeing our internal audit function, if a
» discussing our risk management polici

» establishing policies regarding hiring employ&®m our independent registered public accourfting and procedures for the
receipt and retention of accounting related compdaaind concern:

* meeting independently with our internal auditingftour independent registered public accounting find managemer
* reviewing and approving or ratifying any relatedgm transactions; ar

» preparing the audit committee report required b Skes.

All audit services to be provided to us and all4aermlit services, other than de minimis non-auditises, to be provided to us by our
independent registered public accounting firm nimgsapproved in advance by our audit committee.
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CODE OF BUSINESS CONDUCT AND ETHICS

We have adopted a written code of business coradutethics that applies to our directors, offi@erd employees, including our principal
executive officer, principal financial officer, pdipal accounting officer or controller, or pers@esforming similar functions. A copy of the
code is posted on the Corporate Governance sedftioar website, which is located at www.concertphaicom. If we make any substantive
amendments to, or grant any waivers from, the addmisiness conduct and ethics for any officerio¥ador, we will disclose the nature of
such amendment or waiver on our website or in eeatireport on Form 8-K.

SECTION 16(A) BENEFICIAL OWNERSHIP REPORTING COMPLI ANCE

Section 16(a) of the Exchange Act requires ourctiirs and certain officers and holders of more th@# of our common stock to file with
the SEC initial reports of ownership of our comnstock and other equity securities on a Form 3 apdnts of changes in such ownership on
a Form 4 or Form 5. These Section 16 reportinggmsrare required by SEC regulations to furnish itis @opies of all Section 16(a) forms
they file. However, during the fiscal year endec&uaber 31, 2013, we did not have any class of ggeiturity registered under Section 1.
the Exchange Act, accordingly no reports were meglio be filed pursuant to Section 16(a) by tH&setion 16 reporting persons with
respect to our common stock during that fiscal year

Item 11. Executive Compensation

This section discusses the material elements oéxeecutive compensation policies for our “nameccakiee officers” and the most important
factors relevant to an analysis of these polidigsrovides qualitative information regarding theamner and context in which compensation is
awarded to and earned by our executive officersagkim the “Summary compensation table” below, ar“oamed executive officers,” and is
intended to place in perspective the data presentdr following tables and the corresponding aidve.

In connection with becoming a public company, weehbegun a thorough review of all elements of ow@cative compensation program,
including the function and design of our equityantive programs. We have begun, and we expectriinee in the coming months, to
evaluate the need for revisions to our executivegensation program to ensure our program is cotngetiith the companies with which
compete for executive talent and is appropriatafpublic company.

SUMMARY COMPENSATION TABLE

The following table sets forth information regamglicompensation earned by our President and Cheive Officer, our next two highest
paid executive officers during the year ended Ddim31, 2013 and one individual who would have b@snof our next two highest paid
executive officers during the year ended DecemtePB13 but for the fact that this individual wag serving as one of our executive offic
as of December 31, 2013. We refer to these indal&glas our named executive officers.

Non-equity
incentive plar
All other
compensatior compensatior
Salary
Name Year (%) $) ($) Total ($)
Roger D. Tung, Ph.D. 201z 373,17: 212,213 8,17¢2 593,56(
President and Chief Executive Offic 201z 365,86 31,0243 8,02¢4 404,91¢
Nancy Stuar 201z 300,05¢ 127,900 8,17¢2 436,13:
Chief Operating Office 2012 294,18 18,69 8,02¢4 320,90°
lan Robert Silverman, J.D., Ph. 201z 295,39¢ 125,91:1) 8,17¢2 429,48t
Senior Vice President and General Cour
James Shipley, M.L) 201z 261,62 60,0149 365,187 686,82¢
Former Chief Medical Office 201z 324,03t 20,00:3) 8,02¢4 352,07:
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(1) Consists of a cash bonus paid under our 20E8@&tkve bonus program that was earned as of theo€2@13 and a cash bonus under
our 2012 executive bonus program that became paydinling 2013 as the result of the satisfactioa obntingency during 2013. See
the“ —Narrative disclosure to summary compensation 1 described below for a description of these progre

(2) Consists of $7,650 that we matched pursuant to46ack) plan and $528 in life insurance premiu

(3) Consists of a cash bonus paid under our 2012 eikexhonus program that was earned and no longeraread subject to contingenci
at the end of 2012. See “* —Narrative disclosure to summary compensation " described below for a description of this progr:

(4) Consists of $7,500 that we matched pursuant to46ack) plan and $528 in life insurance premiu

(5) Dr. Shipley served as our Chief Medical Officerilnis departure from our company effective Octobgr 2013

(6) Consists of a cash bonus under our 2012 exexbtbnus program that became payable during 201Beasesult of the satisfaction of a
contingency during 2013. See the “—Narrative disake to summary compensation table” described bétova description of this
program.

(7) Consists of $7,650 that we matched pursuanttct01(k) plan, $440 in life insurance premiumsl &357,098 in severance, accrued
vacation and continuation of medical and dentaldfés payable in connection with termination of Bhiple’s employment with u

Narrative disclosure to summary compensation table

Base salaryln 2013, we paid annual base salaries of $373dTirtTung, $300,054 to Ms. Stuart, $295,399 to$lverman and, prior to

his departure from our company effective October2a 3, $261,627 to Dr. Shipley. We use base sasldoi recognize the experience, skills,
knowledge and responsibilities required of all employees, including our named executive officliene of our named executive officers is
currently party to an employment agreement or otigeeement or arrangement that provides for auioroascheduled increases in base
salary.

Annual bonusOur board of directors may, in its discretion, advaonuses to our named executive officers from tiortéme. We typically
establish annual bonus targets based around & sg¢aified corporate goals for our named execudifieers and conduct an annual
performance review to determine the attainmentuohgoals. Our management may propose bonus ateaiftls compensation committee of
the board or the board primarily based on suchereyrocess. Our board of directors makes the flatdrmination of the eligibility
requirements for and the amount of such bonus aw&vith respect to 2013, we awarded and paid beneis$119,136 to Dr. Tung, $71,804
to Ms. Stuart and $70,687 to Dr. Silverman, in eza$e as determined by our board of directors basedir achievement of company goals,
with such amounts representing 80% of their respebionus targets. With respect to 2012, we awaathelpaid bonuses of $124,100 to

Dr. Tung, $74,796 to Ms. Stuart, $73,632 to Drv&ilnan and $80,018 to Dr. Shipley, in each casketesmined by our board of directors
based on our achievement of company goals, with anwunts representing 85% of their respective btamgets. Of these amounts, 25%
was awarded and paid on December 31, 2012 astegflatthe summary compensation table above, wihdeemaining amounts remained
contingent on the closing of a licensing transactigth Celgene, which occurred on April 4, 2013e$b remaining amounts were
subsequently paid on April 30, 2013.

Equity incentivesAlthough we do not have a formal policy with regpecthe grant of equity incentive awards to oue@xive officers, or ar
formal equity ownership guidelines applicable terth we believe that equity grants provide our eftees with a strong link to our long-term
performance, create an ownership culture and loedign the interests of our executives and outldtolders. In addition, we believe that
equity grants with a timbased vesting feature promote executive reteneoalse this feature incentivizes our executiveerf§i to remain i
our employment during the vesting period. Accortlingur compensation committee and board of dimscperiodically review the equity
incentive compensation of our named executive effiand from time to time may grant equity incemtiwards to them in the form of stock
options.
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We typically grant stock option awards at the sthemployment to each executive and our other eyggs. Through 2013, we have not
maintained a practice of granting additional eqoityan annual basis, but we have retained disor&iprovide additional targeted grants in
certain circumstances.

We award our stock options on the date our boadirettors or compensation committee approves thetg\We set the option exercise price
and grant date fair value based on our per-shéireasd valuation on the date of grant. For gramtonnection with initial employment,
vesting begins on the initial date of employmenmnd vested stock option grants to our executivesaher employees typically vest 25% on
the first anniversary of grant or, if earlier, théial employment date and 6.25% per quarter thiee, through the fourth anniversary of the
vesting commencement date, and have a term of &@ flm the grant date. In 2013, we did not gespiity awards to any of our named
executive officers.

OUTSTANDING EQUITY AWARDS AT YEAR END

The following table sets forth information regamglioutstanding stock options held by our named ekexofficers as of December 31, 2013.

Option awards

Number of securities Option
underlying unexerciset Number of securities exercise Option
underlying unexercised expiration

Name options (#) exercisable options (#) unexercisabl price ($) date
Roger D. Tung, Ph.D. 88,49 — 1.12 12/11/201
53,091 — 4.5¢ 12/19/201:
38,05 — 4.41 12/10/201!
21,9049 7,30( 3.7¢ 12/14/202
19,9112 19,91: 3.51 12/15/202.
Nancy Stuar 79,64¢ 0.57 8/30/201t
35,39¢ — 1.13 12/11/201
53,09° — 4.5¢ 12/19/201:
34,51: — 4.41 12/10/201
15,921 5,30¢ 3.7¢ 12/14/202
11,0612 11,06: 3.51 12/15/202.
lan Robert Silverman, J.D., Ph. 53,09’ — 1.13 6/4/201°
19,46¢ — 1.1: 12/11/201
14,15¢ — 4.5¢ 12/19/201:
30,97 — 4.41 12/10/201!
15,9241 5,30¢ 3.7¢ 12/14/202
11,0642 11,06 3.51 12/15/202.
James Shipley, M.C 79,0913 — 3.7¢ 3/24/202.
9,67¢ — 3.51 12/15/202.

(1) This option vested as to 6.25% of the sharelSlarch 14, 2011 and vests as to an additional 6.26%e shares at the end of each
successive thr-month period through and including December 14,2

(2) This option vested as to 6.25% of the sharelSlarch 15, 2012 and vests as to an additional 6.26%e shares at the end of each
successive thr-month period through and including December 15,32

(3) This option provided for vesting as to 25%lwf shares on January 1, 2012 and as to an additi6r25% of the shares at the end of
each successive three-month period through anddiireg January 1, 2015. All vesting under this optigased upon Dr. Shipley’s
departure from our company on October 15, 201&rafthich this option remained exercisable for aipéiof one year

(4) This option provided for vesting as to 6.25%hef shares on March 15, 2012 and as to an additiér25% of the shares at the end of
each successive three-month period through anddirg December 15, 2015. All vesting under thisompteased upon Dr. Shipley’s
departure from our company on October 15, 201%&rafthich this option remains exercisable for a pdrof one yeai
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EMPLOYMENT AGREEMENTS, SEVERANCE AND CHANGE IN CONT ROL ARRANGEMENTS
Employment agreements

We have entered into employment agreements with egbr. Tung, Ms. Stuart, Mr. Daws and Dr. Silvemm The employment agreements
confirm the executive officers’ titles, compensatarrangements, eligibility for benefits made aafalié to employees generally and also
provide for certain benefits upon termination ofpdmyment under specified conditions. Each nameduiee officer's employment is at wil

Because we entered into Mr. Daws’ agreement in ection with his joining us as chief financial offig his agreement also provides that he
receive:

* aone-time signing bonus of $97,000, repaybilhim if his employment with us ends within thestil2 months because of a
voluntary resignation other than for good reasoa tarmination for cause, each as defined in theesgent, an

e anoption to purchase 123,893 shares of ounoamstock, which option was granted to him on Fakyd9, 2014 in connection
with the closing of our initial public offering, #i an exercise price of $14.09 per share, thergogiice of our common stock on
the NASDAQ Global Market on the date of grant, ardch is scheduled to vest, assuming he remainsogmg with us, as to
25% on January 20, 2015 and thereafter ratably theenext 12 quarters as of the last day of eaelnteu

Benefits provided upon termination without cause

Under the terms of the employment agreements we &atered into with each of Dr. Tung, Ms. Stuant, Daws and Dr. Silverman, if an
executive’'s employment is terminated by us withmause and other than as a result of death or &igadyi by such executive officer for good
reason, each as defined in such employment agreéepmin to a change of control, as defined in sestployment agreement, and subject to
the executive’s execution of a general releasetdmiial claims against us, we will be obligatedippay an amount equal to his or her then-
current monthly base salary for a period of 12 rherisix months for Mr. Daws), any bonus that hantswvarded to and earned by him or
but that has not been paid before termination,b@se salary earned but not paid through the datrmfnation and any vacation time accr
but unused on the date of termination and (2) oaetto provide medical and dental benefits to #terg that he or she was receiving them at
the time of termination for up to 12 months, subjecertain legal restrictions.

In connection with Dr. Shipley’s departure from @ompany effective October 15, 2013, we enteremlanteparation agreement with

Dr. Shipley under which we agreed to (1) make s@aves payments to Dr. Shipley in the amount ofiéicurrent base salary for 12 months
following his termination and (2) continue to prdgimedical and dental benefits to the extent thatds receiving them at the time of
termination for 12 months.

Benefits provided upon a change of control

Under the terms of the employment agreements we @atered into with each of Dr. Tung, Ms. Stuant, Paws and Dr. Silverman, if the
executive’'s employment is terminated by us or azcessor without cause or by such executive offmegood reason, as defined in such
employment agreement, within one year followindharge of control, as defined in such employmerg@gent, and subject to the
executive’s execution of a general release of gialetiaims against us, in lieu of the severanagefies described above:

» If the change of control constituted a chamgeur ownership or effective control, or a changéhe ownership of a substantial
portion of our assets, each within the meaningre$ury Regulation Section 409A, or a 409A charigmuwtrol event, we will be
obligated to pay the executive, in a lump sum payren amount equal to his or her then-current higrtase salary for a period
of 12 months (six months for Mr. Daw:
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» If the change of control is not a 409A chan§eantrol event, we will be obligated to pay theseuwtive an amount equal to his or
her then-current monthly base salary for a perfot?amonths (six months for Mr. Daws) over the @uof one year in
installments in accordance with our normal paypoédictices

* We will be obligated to pay the executive aynibs that has been awarded to and earned by hier dout that has not been paid
before termination, any base salary earned bupaidtthrough the date of termination and any vaadiime accrued but unused
the date of terminatior

» The executive will be entitled to medical arehthl benefits, to the extent that he or she wesiving them at the time of such
termination, for up to 12 months, subject to certagal restrictions

In addition, if a change of control, as definedirth employment agreement, occurs and within oaefgdowing such change of control we
or our successor terminate the executive's employmwier than for cause, as defined in such empémyragreement, or the executive’s
employment ends on death or disability, or the etiee terminates his or her employment for goodoeaas defined in such employment
agreement, all stock options held by the execwtiMammediately vest in full.

Other agreements

We have also entered into employee confidentialibn-competition and proprietary information agreets with each of our named
executive officers. Under the employee confideityiahon-competition and proprietary informatiorregments, each named executive officer
has agreed (1) not to compete with us during hiseoremployment and for a period of one year dfietermination of his or her employme

(2) not to solicit our employees during his empl@yrnand for a period of one year after the ternomadf his or her employment, (3) to
protect our confidential and proprietary informatiand (4) to assign to us related intellectual priypdeveloped during the course of his or
her employment.

401(K) retirement plan

We maintain a 401(k) retirement plan that is intsthtb be a tax-qualified defined contribution plender Section 401(K) of the Internal
Revenue Code. In general, all of our employeesligible to participate, beginning on the first dzfythe month following commencement of
their employment. The 401(k) plan includes a satiferral arrangement pursuant to which participamay elect to reduce their current
compensation by up to the statutorily prescribedtjiequal to $17,500 in 2014, and have the amofitite reduction contributed to the 401
plan. Currently, we match 50% of employee contidng up to 6% of the employeesalary, subject to the statutorily prescribedt/iegual tc
$7,800 in 2014. The match immediately vests in full

DIRECTOR COMPENSATION

In December 2013, our board of directors approveilextor compensation program that became effeethe time of our initial public
offering in February 2014. Under this director cemgation program, we pay our non-employee directiesners in cash. Each non-
employee director receives a cash retainer foiigeon the board of directors and for service awhemmmittee of which the director is a
member. The chairmen of the board and of each ctteemieceive higher retainers for such servicesg&liees are payable quarterly in
arrears. The fees paid to non-employee directarsdovice on the board of directors and for sereiceach committee of the board of
directors of which the director is a member aréofiews:

Chairman
Member
Annual Annual
Fee Fee
Board of Directors $30,00( $60,00(
Audit Committee $ 7,50( $ 15,00(
Compensation Committe $ 5,00( $10,00(
Nominating and Corporate Governance Comm $ 3,00( $ 7,00(
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We also reimburse our non-employee directors fas@aable travel and out-pbcket expenses incurred in connection with atrgnbtoard o
director and committee meetings.

In addition, under our director compensation prograach new director elected to our board of dimscteceives an option to purchase 25
shares of our common stock. Each of these optidlhsegt in equal quarterly installments over aettwyear period measured from the date of
grant, subject to the director’s continued serase director, and will become exercisable indplbn a change in control of our company.
Further, on the date of the first board meetingl fadler each annual meeting of stockholders, eaebtdr that has served on our board of
directors for at least six months will receive gation to purchase 10,000 shares of our common skEegh of these options will vest in equal
quarterly installments over a one-year period mesgktrom the date of grant, subject to the diréstoontinued service as a director, and will
become exercisable in full upon a change in comtfolur company. The exercise price of these optisiti equal the fair market value of our
common stock on the date of grant.

This policy is intended to provide a total compeimsapackage that enables us to attract and rqtailified and experienced individuals to
serve as directors and to align our directors’rggts with those of our stockholders.

Prior to our initial public offering in February 20, we did not have a formal non-employee directonpensation policy, however, we
provided compensation for board service to Riclirhrdldrich, Ronald W. Barrett and Peter Barton Hatthe form of an annual cash retai
and an equity stock option grant. Mr. Hutt receieglditional cash compensation for his service ardheommittees. None of our other non-
employee directors received any compensation pwiour initial public offering, though we reimbudseur non-employee directors for
reasonable travel and out-of-pocket expenses iedurnr connection with attending board of directod @ommittee meetings.

We did not grant stock options or other equity-ldeseards to any of our non-employee directors du2idl3.

The compensation of our non-employee directors poi@ur initial public offering was establisheaddahgh arm’s length negotiation, taking
into account the responsibilities of each direetiod the directos qualifications and prior experience and indudata for such positions. Tt
compensation was approved by our compensation ctteeniWe did not pay any compensation to our Peasidnd Chief Executive Officer
in connection with his service on our board of clioes prior to our initial public offering, howevyeas described above, our President and
Chief Executive Officer is now eligible to receiganual stock option grants as compensation fosdrgice on our board of directors. The
compensation that we paid to our President andf Exiecutive Officer in 2013 is discussed abovehis tExecutive compensation” section.

The following table sets forth information regarmglicompensation earned by our non-employee dirediaiag 2013.

Fees earned or pai

Name in cash ($) Option awards ($)® Total ($)
Richard H. Aldrich 60,00( — 60,00(
Ronald W. Barrett, Ph.L 30,00( — 30,00(

Douglas G. Cole, M.C(? — — _
John G. Freund, M.L — _
Peter Barton Hut 30,00( — 30,00(
Wilfred E. Jaeger, M.C — — —
Helmut M. Schihsler, Ph.L — — _

(1) We did not grant stock options or other eqliased awards to any of our non-employee directarind 2013. As of December 31,
2013:

e Mr. Aldrich held stock options to purchase 21,2Béres of common stock in the aggregate, which weseed in full;
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» Dr. Barrett held stock options to purchase 31,8bares of common stock in the aggregate, which weséd in full; anc
* Mr. Hutt held stock options to purchase 36,279 skasf common stock in the aggregate, which wertedés full.

(2) Dr. Cole resigned from our board of directors effee January 9, 201+

COMPENSATION COMMITTEE INTERLOCKS AND INSIDER PARTI CIPATION

None of our executive officers serves, or in thet s served, as a member of the board of diseotasompensation committee, or ot
committee serving an equivalent function, of aniiteithat has one or more executive officers whwa@s members of our board of directors
or our compensation committee. None of the memdieosir compensation committee is an officer or eyeé of our company, nor have tl
ever been an officer or employee of our company.

Item 12. Security Ownership of Certain Beneficial @Qvners and Management and Related Stockholder Matter
SECURITY OWNERSHIP OF CERTAIN BENEFICIAL OWNERS AND MANAGEMENT
The following table sets forth information regamglithe beneficial ownership of our common stockfasebruary 28, 2014 by:

» each person, or group of affiliated persons, wHamvn by us to beneficially own more than 5% of common stock

» each of our named executive office

» each of our directors; ar

« all of our directors and executive officers as aug.
Beneficial ownership is determined in accordandé wie rules and regulations of the SEC. Theses ggmerally attribute beneficial
ownership of securities to persons who possesssalkeared voting power or investment power wipeet to those securities and include
shares of common stock issuable upon the exerts®eak options that are immediately exercisablexarcisable within 60 days after
February 28, 2014. Except as otherwise indicatédf ¢he shares reflected in the table are shafe®@mmon stock and all persons listed

below have sole voting and investment power wiipeet to the shares beneficially owned by themjestibto community property laws,
where applicable. The information is not necesganificative of beneficial ownership for any othperrpose.

The percentage ownership calculations for benéfizisership are based on 17,249,895 shares of constogk outstanding as of
February 28, 2014. Except as otherwise indicatadenable below, addresses of named beneficiakoswere in care of Concert
Pharmaceuticals, Inc., 99 Hayden Avenue, Suite Bexington, Massachusetts 02421.

158



Table of Contents

In computing the number of shares of common staeieficially owned by a person and the percentageeoship of that person, we deemed
outstanding shares of common stock subject to eptield by that person that are currently exertésabexercisable within 60 days after
February 28, 2014. We did not deem these sharsgaoding, however, for the purpose of computingptereentage ownership of any other
person.

Percentage
Number of of shares
shares beneficially
beneficially
Name of beneficial owne owned owned
5% Stockholder
Entities affiliated with Three Arch Partne(l) 1,638,85. 9.5%
Brookside Capital Partners Fund, L@ 1,497,83 8.7%
Entities affiliated with TVM Capita® 1,483,67. 8.6%
Entities affiliated with GlaxoSmithKlin(4) 1,356,53. 7.%%
Skyline Venture Partners Qualified Purchaser FMd.IP. ®) 1,208,92i 7.C%
Executive Officers and Directo
Roger D. Tung, Ph.L®) 787,71 4.5%
Nancy Stuar( 232,35! 1.2%
James Shipley, M.L®) 88,77: *
lan Robert Silverman, J.D., Ph.©) 147,39¢ t5
Richard H. Aldrich(10) 472 ,56: 2.7%
Ronald W. Barrett, Ph.[(11) 31,85¢ &
John G. Freund, M.L[(12) 1,208,92 7.C%
Peter Barton Hui(13) 40,70:¢ &
Wilfred E. Jaeger, M.C(4) 1,638,85. 9.5%
Helmut M. Schihsler, Ph.[(15 1,483,67. 8.6%
Wendell Wierenga, Ph.[(16) 15,927 *
All current executive officers and directors asaup (12 personst7) 6,148,73; 34.1%

* Represents beneficial ownership of less than 1&upbutstanding stocl

(1) Consists of 801,726 shares of common stocklyelthree Arch Partners IV, L.P., 777,620 sharesosfimon stock held by Three Arch
Partners Ill, L.P., 41,807 shares of common stoelki by Three Arch Associates Ill, L.P. and 17,78dres of common stock held
Three Arch Associates IV, L.P. The voting and digp@ decisions with respect to the shares heldilinge Arch Associates lll, L.P. a
Three Arch Partners Ill, L.P., are made by thedaling managing members of their general partnere&hArch Management lll,
L.L.C.: Mark Wan and Wilfred Jaeger, each of whastldims beneficial ownership of such shares extetite extent of any pecunie
interest therein. The voting and dispositive deeisiwith respect to the shares held by Three Aartners IV, L.P. and Three Arch
Associates IV, L.P. are made by the following mamagembers of their general partner, Three Arcmisigement 1V, L.L.C.: Mar
Wan and Wilfred Jaeger, each of whom disclaims figakownership of such shares except to the éxdEany pecuniary interest
therein. The address for the funds affiliated Witiree Arch Partners is 3200 Alpine Road, Portoldlésa CA 94028

(2) Brookside Capital, LLC is the investment adviseBitookside Capital Management, LL'BCM”). BCM is the sole general partner of
Brookside Capital Investors, L.F'BCI”) and BCI is the sole general partner of Brogikle Capital Partners Fund, L.P. (“BCPF").
BCM and BCI each may be deemed to share votinglepositive powers with respect to the shares hglBCPF. Each of BCM ar
BCI disclaims beneficial ownership of such secesitiexcept to the extent of its pecuniary intdtesein.

(3) Consists of 1,104,969 shares of common stddkidyeTVM Life Science Ventures VI GMBH & Co. K@ &78,703 shares of common
stock held by TVM Life Science Ventures VI LP.a&ldra Goll, Helmut Schihsler, Hubert Birner, SteFascher and Axel Polack are
members of the investment committee of TVM Lien8eiVentures VI Management Limited Partnershgpexial limited partner of
TVM Life Scienc¥entures VI GMBH & Co. KG and TVM Life Science Ussg VI LP with voting and dispositive power ovex share
held by those entities. TVM Life Science Venturklatiagement Limited Partnership and th
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(4)

(5)

(6)

(7)
(8)

(9)
(10)

(11)
(12)

(13)
(14)

(15)

individuals each disclaim beneficial ownership otls shares except to the extent of any pecuniéeydst therein. The address for each
of the individuals and entities listed above is TXM Capital GmbH, Maximilianstrasse 35, Entrance8G539 Munich, German
Consists of 1,179,941 shares of common stddkiyeGlaxo Group Limited and 176,592 shares of mmm stock held by S.R. One,
Limited, each of whom are wholly owned subsidianie&laxoSmithKline plc. The address of theseientis 980 Great West Roz
Brentford, Middlesex, United Kingdom TW8 9t

John G. Freund and Yasunori Kaneko are the Manaiieghbers of Skyline Venture Management IV, LLCglwisi the sole gener:
partner of Skyline Venture Partners Qualified Puasér Fund IV, L.P., and as such Drs. Freund andéé@may be deemed to sh
voting and dispositive power with respect to alirgls held by Skyline Venture Partners QualifieddPaser Fund IV, L.P. Each of Drs.
Freund and Kaneko disclaims beneficial ownershipuzh shares except to the extent of any pecumteest therein. The address
each of the individuals and entities listed ab®/625 University Ave, Suite 610, Palo Alto, Cahiar94301.

In addition to shares of common stock held diredtigludes 134,761 shares of common stock heldédRRoger D. Tung 2011 GRAT,
which Dr. Tung is the sole trustee, 12,389 shafemmon stock held by the RD Tung Irrevocable tTfaswhich Dr. Tung's wife is a
co-trustee, and 13,274 shares of common stockidyelde Tung Family Investment Trust, for which Tiung is a co-trustee. Includes
225,771 shares of common stock issuable upon treis& of options exercisable within 60 days afebruary 28, 2014

Consists of 232,353 shares of common stock issugiole the exercise of options exercisable withid®&@s after February 28, 201
Consists of 88,771 shares of common stock lidswaon the exercise of options exercisable widlidays after February 28, 2014.

Dr. Shipley departed our company effective Octdtier2013 upon which date all vesting of Dr. Shigptions ceased. Accordingly t
number of shares of common stock issuable upoextareise of options exercisable within 60 days dfebruary 28, 2014 includes
vesting of such options only through October 13,32

Consists of 147,398 shares of common stock issugiole the exercise of options exercisable withid&@s after February 28, 201

In addition to shares of common stock held diredtigludes 61,946 shares of common stock held b€&pital Associates, Inc. ar
102,417 shares of common stock held by the RidHaldrich 2011 GRAT. Mr. Aldrich is the sole stbolder of RA Capital
Associates, Inc. and is the sole trustee of thhd@itH Aldrich 2011 GRAT. Includes 21,236 sharesomfimon stock issuable upon
exercise of options exercisable within 60 days d&f&bruary 28, 2014

Consists of 31,855 shares of common stock issusplole the exercise of options exercisable withinl&gs after February 28, 201
Consists of the shares described in notelfdyea. Dr. Freund is a Managing Member of Skylinat\iee Management IV, LLC, which is
the sole general partner of Skyline Venture Padr@ualified Purchaser Fund IV, L.P., and as sucly madeemed to share voting and
dispositive power with respect to all shares heldSfyline Venture Partners Qualified Purchaser FIMdL.P. Dr. Freund disclaims
beneficial ownership of such shares except to xbhene of any pecuniary interest therein. Dr. Frelsnalddress is 525 University Ave,
Suite 610, Palo Alto, California 9430

Includes 36,279 shares of common stock issuable tifoexercise of options exercisable within 60sd&yer February 28, 201
Consists of the shares described in notelfpya. Dr. Jaeger is a managing member of Three Mahagement I, L.L.C, the general
partner of Three Arch Associates Ill, L.P. and Thfech Partners lll, L.P., and Three Arch Managetrsh L.L.C, the general partne
of Three Arch Partners IV, L.P. and Three Arch Asstes IV, L.P. Dr. Jaeger disclaims beneficial enship of such shares except to
the extent of any pecuniary interest therein. iege’s address is 3200 Alpine Road, Portola Valley, @823.

Consists of the shares described in notel§®ya. Dr. Schiihsler is a member of the investn@nhuttee of TVM Life Science Ventures
VI Management Limited Partnership, the general partof TVM Life Science Ventures VI GMBH & Co. K@l 8VM Life Science
Ventures VI LP, and as such Dr. Schih
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may be deemed to share voting and dispositive paitkrespect to all shares held by these entlliesSchiihsler disclaims beneficial
ownership of such shares except to the extentyopaouniary interest therein. Dr. Schiihsler's addres c/o TVM Capital GmbH,
Maximilianstrasse 35, Entrance C, 80539 Munich, iGany.

(16) Includes 3,538 shares of common stock issuable tifpoexercise of options exercisable within 60 ddtesr February 28, 201«

(17) Includes 787,201 shares of common stock issualzle tie exercise of options exercisable within 6@sd#ter February 28, 201.

SECURITIES AUTHORIZED FOR ISSUANCE UNDER OUR EQUITY COMPENSATION PLANS

The following table provides information about gexurities authorized for issuance under our equitgpensation plans as of December 31,
2013.

Number of Number of securities
securities to be remaining available
issued upon exercis Weighted-average for future issuance
exercise price of under equity
of outstanding outstanding options compensation plans
options, warrants (excluding securities
Plan category and rights warrants and rights reflected in column (a)

@) (b) (©
Equity compensation plans approved by
security holder: 1,952,571 $ 3.14 168,5842)
Equity compensation plans not approved by
security holder: — — —
Total 1,952,57 $ 3.14 168,58«

(1) Consists of stock options outstanding as ofdbdwer 31, 2013 under our Amended and Restated 20@@& Option and Grant Plan,
which we refer to as the 2006 Pl

(2) Consists of shares of common stock authorizetbuthe 2006 Plan that remained available fortgrader future awards as of
December 31, 2013. In January 2014, in connectitmour initial public offering, our board of direwrs determined that we would not
grant any further stock options or other awardseurile 2006 Plan following the closing of our iaitpublic offering, which occurred in
February 2014. In addition, in January 2014, owarbmf directors and our stockholders approved26d# Stock Incentive Plan, which
became effective on February 11, 2014 and whichefier to as the 2014 Plan. Upon the closing ofinitial public offering, 2,249,911
shares of common stock were reserved for issuamerthe 2014 Plan. The number of shares resemnaer the 2014 Plan is subject to
further increase by (i) the number of shares ofammmon stock subject to outstanding awards urge2006 Plan that expire, termin
or are otherwise surrendered, cancelled, forfete@purchased and (ii) an annual increase, taldedhon January 1 of each year, from
and after 2015 through 2024, equal to the lowegap?,000,000 shares of our common stock, (b) #i#feonumber of our outstanding
shares on January 1 of each such fiscal year arah(@mount determined by our board of direct

Item 13. Certain Relationships and Related Transa@ns, and Director Independence

The following is a description of transactions sidanuary 1, 2013 to which we have been a partlyirawhich any of our directors, execut
officers or beneficial owners of more than 5% of woting securities, or affiliates or immediate fgrmembers of any of our directors,
executive officers or beneficial owners of morenttsdb of our voting securities, had or will haveiedt or indirect material interest. We
believe the terms obtained or consideration thapaid or received, as applicable, in connectiomwie transactions described below were
comparable to terms available or the amounts tlbatdvbe paid or received, as applicable, from wateel third parties.
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SEVERANCE AND CHANGE IN CONTROL AGREEMENTS

See the “Item 11. Executive Compensation—EMPLOYMENGREEMENTS, SEVERANCE AND CHANGE IN CONTROL
ARRANGEMENTS” above for a discussion of these agements.

INDEMNIFICATION OF OFFICERS AND DIRECTORS

Our certificate of incorporation provides that widl mdemnify our directors and officers to the ledt extent permitted by Delaware law. In
addition, we have entered into indemnification agnents with each of our directors and executivieaf$ that may be broader in scope than
the specific indemnification provisions containadhe Delaware General Corporation Law. These imdération agreements require us,
among other things, to indemnify each such direaimt executive officer for some expenses, includitgrneys’ fees, judgments, fines and
settlement amounts incurred by him or her in aripaor proceeding arising out of his or her sezvés one of our directors or executive
officers. In addition, we maintain standard pokca# insurance under which coverage is providealiodirectors and officers against losses
arising from claims made by reason of breach of dutther wrongful act, and to us with respegvagments which may be made by us to
such directors and officers pursuant to the abogiemnification provisions or otherwise as a maifdaw.

PURCHASES IN INITIAL PUBLIC OFFERING

In our initial public offering, beneficial owner$ more than 5% of our voting securities and théiliates purchased an aggregate of
831,000 shares of our common stock at the initidlip offering price of $14.00 per share. The fallog table sets forth the number of shares
of our common stock purchased and the aggregatteptaishase price paid by each of these entitiesiirinitial public offering.

Shares ol

Common
Purchasel Stock Purchase Pric¢
Brookside Capital Partners Fund, L.P. 350,00( $ 4,900,001
S.R. One, Limitec 35,00( $ 490,00(
Skyline Venture Partners Qualified Purchaser Fuhd.IP. () 150,00( $ 2,100,001
Entities affiliated with Three Arch Partne(@) 207,00( $ 2,898,00!
Entities affiliated with TVM Capita® 89,00( $ 1,246,00!

(1) John G. Freund, a member of our board of direct@s Managing Member of Skyline Venture Managemé&ritLC, which is the sol
general partner of Skyline Venture Partners QuadifPurchaser Fund 1V, L.

(2) The purchase amounts disclosed on this linsisbof the aggregate purchase amounts of Threb Associates lll, L.P., Three Arch
Partners Ill, L.P., Three Arch Associates IV, LaRd Three Arch Partners IV, L.P. Wilfred E. Jaegemember of our board
directors, is a managing member of Three Arch Mamagnt 111, L.L.C, the general partner of Three AA$sociates Ill, L.P. and Three
Arch Partners Ill, L.P., and Three Arch ManagemihtL.L.C, the general partner of Three Arch Pars/, L.P. and Three Arc
Associates IV, L.F

(3) The purchase amounts disclosed on this linsisbof the aggregate purchase amounts of TVM&dfence Ventures VI GMBH & Co.
KG and TVM Life Science Ventures VI LP. Helmut dhisler, a member of our board of directors, member of the investme
committee of TVM Life Science Ventures VI Managehtiented Partnership, the general partner of TVMeLScience Ventures VI
GMBH & Co. KG and TVM Life Science Ventures VI

POLICIES AND PROCEDURES FOR RELATED PERSON TRANSACTIONS

Our board of directors has adopted a written rdlpgrson transaction policy to set forth policiad arocedures for the review and approval
or ratification of related person transactions.slplicy covers any transaction, arrangement aticglship, or any series of similar
transactions, arrangements or relationships, irchvihie were or are to be a participant, the amowmived exceeds $120,000, and a related
person had or will have a
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direct or indirect material interest, including tlaut limitation, purchases of goods or servicesibfrom the related person or entities in
which the related person has a material intenedgbitedness, guarantees of indebtedness and enguibisnus of a related person.

Our related person transaction policy contains ptars for any transaction or interest that is cwisidered a related person transaction L
SEC rules as in effect from time to time. In adlitithe policy provides that an interest arisiniglgdrom a related person’s position as an
executive officer of another entity that is a pap@nt in a transaction with us will not be subjicthe policy if each of the following
conditions is met:

» the related person and all other related persomsiothe aggregate less than a 10% equity intéresich entity

» the related person and his or her immediatélyamembers are not involved in the negotiationthef terms of the transaction with
us and do not receive any special benefits asudt @sthe transaction; ar

» the amount involved in the transaction equeds than the greater of $200,000 or 5% of the dmgymass revenue of the company
receiving payment under the transacti

The policy provides that any related person traisa@roposed to be entered into by us must bertegpdo our General Counsel and will be
reviewed and approved by our audit committee imatance with the terms of the policy, prior to effeeness or consummation of the
transaction whenever practicable. The policy presithat if our chief financial officer determinéat advance approval of a related person
transaction is not practicable under the circuntstanour audit committee will review and, in itsatetion, may ratify the related person
transaction at the next meeting of the audit cotemitThe policy also provides that alternatively;, chief financial officer may present a
related person transaction arising in the timegquebetween meetings of the audit committee to tadr of and audit committee, who will
review and may approve the related person tramsactubject to ratification by the audit commitsgehe next meeting of the audit
committee.

In addition, the policy provides that any relatedgon transaction previously approved by the argdiimittee or otherwise already existing
that is ongoing in nature will be reviewed by thelihicommittee annually to ensure that such relptrdon transaction has been conducted in
accordance with the previous approval granted byatidit committee, if any, and that all requirestttisures regarding the related person
transaction are made.

The policy provides that transactions involving gansation of executive officers will be reviewedl @pproved by our compensation
committee in the manner to be specified in thetehaf the compensation committee.

A related person transaction reviewed under thigypwvill be considered approved or ratified ifistauthorized by the audit committee in
accordance with the standards set forth in thecpatiter full disclosure of the related personiasts in the transaction. As appropriate for
the circumstances, the policy provides that thetaemnmittee will review and consider:

» the related pers(s interest in the related person transaci
» the approximate dollar value of the amount involirethe related person transacti

» the approximate dollar value of the amounthef telated person’s interest in the transactiohaut regard to the amount of any
profit or loss;

« whether the transaction was undertaken in the argdioourse of business of our compa

« whether the transaction with the related persqmaposed to be, or was, entered into on termss®féyorable to us than the te
that could have been reached with an unrelated farty;

» the purpose of, and the potential benefits to usheftransaction; ar
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» any other information regarding the relatedspartransaction or the related person in the cowofethe proposed transaction that
would be material to investors in light of the cinastances of the particular transacti

The policy provides that the audit committee wélview all relevant information available to it albde related person transaction. The pc
provides that the audit committee may approve fifiyrtne related person transaction only if theiaadmmittee determines that, under all of
the circumstances, the transaction is in, or ismainsistent with, our best interests. The pofioyvides that the audit committee may, in its
sole discretion, impose such conditions as it desppsopriate on us or the related person in cororeetith approval of the related person
transaction.

DIRECTOR INDEPENDENCE

Rule 5605 of the NASDAQ Listing Rules requires garity of a listed company’s board of directorshi® comprised of independent directors
within one year of listing. In addition, the NASDAI(Qsting Rules require that, subject to specifigdaptions, each member of a listed
company’s audit, compensation and nominating ampacate governance committees be independent ahdullit committee members also
satisfy independence criteria set forth in Rule 10@nder the Exchange Act. Under Rule 5605(a)(2ljrector will only qualify as an
“independent directorif, in the opinion of our board of directors, therson does not have a relationship that wouldfare with the exercis

of independent judgment in carrying out the resjimiitses of a director. In order to be consideiadependent for purposes of Rule 10A-3, a
member of an audit committee of a listed company n@, other than in his or her capacity as a merobthe audit committee, the board of
directors, or any other board committee, accepgctly or indirectly, any consulting, advisory,aher compensatory fee from the listed
company or any of its subsidiaries or otherwisamaffiliated person of the listed company or ahigsosubsidiaries.

In December 2013, our board of directors underto&view of the composition of our board of direstand its committees and the
independence of each director. In January 2014véardh 2014, our board of directors further constdahe independence of John G. Freund
and Wendell Wierenga, respectively, in connectidth their respective appointments to our boarditdalors. Based upon information
requested from and provided by each director caniegthis background, employment and affiliatiomgliiding family relationships, our
board of directors has determined that each ofizactors, with the exception of Dr. Tung, is andépendent director” as defined under Rule
5605(a)(2) of the NASDAQ Listing Rules. Our boafdl@ectors also determined that John G. Freundir&¥di E. Jaeger and Helmut M.
Schuhsler, who comprise our audit committee, amth&d H. Aldrich, Ronald W. Barrett and Wilfred Faeger, who comprise our
compensation committee, satisfy the independetacelatds for such committees established by the &8#Qhe NASDAQ Listing Rules, as
applicable. In making such determinations, our dadrdirectors considered the relationships thahesaich non-employee director has with
our company and all other facts and circumstanaedoard of directors deemed relevant in deterngimitlependence, including the
beneficial ownership of our capital stock by eaoh-+employee director.

Item 14. Principal Accountant Fees and Service
AUDITORS' FEES

The following table summarizes the fees of Ernstd@ing LLP, our registered public accounting firmildal to us for each of the last two
fiscal years.

Fee Category 2012 2013
Audit Feed?) $65,00( $785,00(
Audit-Related Fee — —
Tax Feed2 11,66( 12,00(
All Other Fees — —
Total Fees $76,66( $797,00(
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(1) Audit fees consist of fees for the audit of ouadicial statements, the review of our interim finahstatements and services associc
with our registration statement on Forr-1.

(2) Tax fees consists of fees incurred for tax d@mpe, tax advice and tax planning and includessféor tax return preparation and tax
consulting.

All such accountant services and fees were preeapgrby our audit committee in accordance with"Bre-Approval Policies and
Procedures” described below.

PRE-APPROVAL POLICIES AND PROCEDURES

The audit committee of our board of directors hdmpded policies and procedures for the pre-approfvalidit and non-audit services for the
purpose of maintaining the independence of ourpeddent auditor. We may not engage our indeperaigtitor to render any audit or non-
audit service unless either the service is appravedivance by the audit committee, or the engagetoaender the service is entered into
pursuant to the audit committee’s pre-approvalqgiedi and procedures. Notwithstanding the foreggingrapproval is not required with
respect to the provision of services, other thatitateview or attest services, by the independeuitor if the aggregate amount of all such
services is no more than 5% of the total amourd pgius to the independent auditor during the figear in which the services are provided,
such services were not recognized by us at thedirttee engagement to be non-audit services artu srwices are promptly brought to the
attention of the audit committee and approved paarompletion of the audit by the audit committee.

From time to time, our audit committee may pre-apprservices that are expected to be provided by ke independent auditor during the
following 12 months. At the time such pre-approgajranted, the audit committee must identify thetipular pre-approved services in a
sufficient level of detail so that our managemeiltmot be called upon to make a judgment as tottwiea proposed service fits within the
pre-approved services and, at each regularly stdedoeeting of the audit committee following sugpival, management or the
independent auditor shall report to the audit cottemiregarding each service actually provided tpursuant to such pre-approval.

The audit committee has delegated to its chairharatithority to grant pre-approvals of audit or-aoiit services to be provided by the
independent auditor. Any approval of services leydhairman of the audit committee is reported ¢odbmmittee at its next regularly
scheduled meeting.
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PART IV

ITEM 15. Exhibits and Financial Statement Schedule

(1) Financial Statemen

Our consolidated financial statements are set fartPart Il, Item 8 of this Annual Report on Fori®-K and are incorporated herein by
reference.

(2) Financial Statement Schedu

Schedules have been omitted since they are eitteéequired or not applicable or the informatiomikerwise included herein.
(3) Exhibits

The exhibits filed as part of this Annual ReportFmrm 10-K are listed in the Exhibit Index immedigtpreceding such Exhibits, which
Exhibit Index is incorporated herein by reference.
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SIGNATURES

Pursuant to the requirements of Section 13 or 1&f(the Securities Exchange Act of 1934, the regigthas duly caused this report to
be signed on its behalf by the undersigned, théoedmy authorized, on March 31, 2014.

CONCERT PHARMACEUTICALS, INC

By: /s/ Roger D. Tung
Roger D. Tung, Ph.D.
President and Chief Executive Offic

Pursuant to the requirements of the Securities &xgl Act of 1934, this report has been signed bbélptihe following persons on
behalf of the registrant and in the capacities@mthe dates indicated:

Signature Title Date
st S TR Ot 5 202
/Sésgr?ggz‘s’vs 8ltlfiitzl;rF)inancial Officer (Principal Financial March 31, 2014
i resdnt nes an Coorate Conolr g 3,

/s/ Richard H. Aldrich

Richard K. Aldrich Chairman March 31, 2014
Ronald W, Baret, P Pirector Moreh 31, 2014
onn 6. Freund- M Prrector Hareh 3%, 2014
peier Baron Hul Pirector e 3%, 2018
Tiired € Jasge M Pirector Hreh 3%, 2018
s/ Wendell Wierenga Director March 31, 2014

Wendell Wierenga, Ph.L
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Exhibit
number

3.1

3.2

4.1

10.1

10.2

10.3 #

104 #

105 #

10.6 #

10.7 #

10.8 #

109 #

10.10 #

10.11 #

10.12 #

EXHIBIT INDEX

Description

Restated Certificate of Incorporation of the Ragist (incorporated by reference to Exhibit 3.1he Registrant’s current
report on Form -K (File No. 00:-36310) filed with the SEC on February 20, 20

Amended and Restated Bylaws of the Registrant (purated by reference to Exhibit 3.2 to the Regigts current report on
Form &K (File No. 00:-36310) filed with the SEC on February 20, 20

Specimen certificate evidencing shares of commaocksiincorporated by reference to Exhibit 4.1 te Registrant’s
registration statement on Forr-1 (File No. 33-193335), filed with the SEC on February 3, 20

Third Amended and Restated Registration Rights &ment, dated as of June 1, 2009, as amended (areted by reference
to Exhibit 10.1 to the Registrant’s registratioatestment on Form S-1 (File No. 3383335), filed with the SEC on January
2014)

Warrant to purchase shares of Series C ConveRitdéerred Stock issued by the Registrant to Hescligsehnology Growth
Capital, Inc. (incorporated by reference to Exhilfit2 to the Registrant’s registration statemenfom S-1 (File No. 333-
193335), filed with the SEC on January 13, 2C

Amended and Restated 2006 Stock Option and Grant Bs amended (incorporated by reference to Ext03 to the
Registrar’s registration statement on Fort-1 (File No. 33-193335), filed with the SEC on January 13, 2(

Form of Incentive Stock Option Agreement under 288&ck Option and Grant Plan (incorporated by exfee to Exhibit 10.
to the Registrant’s registration statement on F8rth
(File No. 33:-193335), filed with the SEC on January 13, 2(

Form of Nonstatutory Stock Option Agreement und@&@Stock Option and Grant Plan (incorporated fgremce to Exhibit
10.5 to the Registra’s registration statement on Fori-1 (File No. 33-193335), filed with the SEC on January 13, 2(

2014 Stock Incentive Plan (incorporated by refeegiocExhibit 10.6 to the Registrant’s registratitatement on Form S-1
(File No. 33:-193335), filed with the SEC on February 3, 20

Form of Incentive Stock Option Agreement under 281gck Incentive Plan (incorporated by referencExbibit 10.7 to the
Registrant’s registration statement on Form S-1
(File No. 33:-193335), filed with the SEC on February 3, 20

Form of Nonstatutory Stock Option Agreement und&r£2Stock Incentive Plan (incorporated by referendexhibit 10.8 to
the Registrant’s registration statement on Form S-1
(File No. 33:-193335), filed with the SEC on February 3, 20

Amended and Restated Employment Agreement, datefidauary 10, 2014, by and between the RegistirrethRoger Tung,
as amended (incorporated by reference to Exhib@ the Registrant’s registration statement om¥8-1 (File No. 333-
193335), filed with the SEC on January 13, 2C

Amended and Restated Employment Agreement, datefiJauary 10, 2014, by and between the RegisarasthiNancy
Stuart, as amended (incorporated by reference hibExX0.10 to the Registrant’s registration stageton Form S-1 (File No.
333-193335), filed with the SEC on January 13, 2C

Separation Agreement, dated as of October 2, 2408nd between the Registrant and James E. Shagdeymended
(incorporated by reference to Exhibit 10.11 toRegyistrant’s registration statement on Form S-lke(Rb. 333-193335), filed
with the SEC on January 13, 20:

Amended and Restated Employment Agreement, datefidasuary 10, 2014, by and between the Regisaraohl. Robert
Silverman, as amended (incorporated by referen&ahibit 10.12 to the Registrant’s registratiortataent on Form S-1 (File
No. 33:-193335), filed with the SEC on January 13, 2(
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Exhibit
number

10.13 #

10.14

10.15

10.16 t

10.17 t

10.18 t

10.19 #

10.20 #

10.21 #

211

31.1*

31.2*

32.1*

32.2*

Description

Form of Director and Officer Indemnification Agreent by and between the Registrant and each of Rbgeéung, Nancy
Stuart, D. Ryan Daws, James E. Shipley, lan Rdbierérman, Pauline McGowan, Richard H. Aldrich, RhW. Barrett,
John G. Freund, Peter Barton Hutt, Wilfred E. Jadgelmut M. Schiihsler and Wendell Wierenga (incogped by reference
to Exhibit 10.13 to the Registrant’s registratiéatement on Form S-1 (File No. 333-193335), filathwhe SEC on January
13, 2014)

Loan and Security Agreement, dated as of Decenthe2®L1, between the Registrant and Hercules Tdotyarowth
Capital, Inc. (incorporated by reference to Exhilfit14 to the Registrant’s registration statemenftorm S-1 (File No. 333-
193335), filed with the SEC on January 13, 2C

Lease Agreement, dated as of February 12, 2008n8dyetween the Registrant and One Ledgemont Lih€®i(porated by
reference to Exhibit 10.15 to the Registrant’s segtion statement on Form S-1 (File No. 333-1933@8&d with the SEC on
January 13, 201«

Development and License Agreement, dated as olueepR4, 2012, between the Registrant and Avararihceuticals, Inc.
(incorporated by reference to Exhibit 10.16 to Regyistrant’s registration statement on Form S-lke(Rb. 333-193335), filed
with the SEC on February 3, 201

Development and License Agreement, dated as oluBepP6, 2013, between the Registrant and JazarRitauticals Ireland
Limited (incorporated by reference to Exhibit 10tdthe Registrant’s registration statement on F8rin(File No. 333-
193335), filed with the SEC on February 3, 20

Master Development and License Agreement, dated April 4, 2013, among the Registrant, Celgenerimational Sarl and
Celgene Corporation (incorporated by referencexuitiit 10.18 to the Registrant’s registration sta¢et on Form S-1 (File
No. 33:-193335), filed with the SEC on February 3, 20

Summary of Executive Bonus Program (incorporatedeligrence to Exhibit 10.19 to the Registrant'sstgtion statement on
Form &1 (File No. 33-193335), filed with the SEC on January 13, 2(

Summary of Director Compensation Program (incorfgatdy reference to Exhibit 10.20 to the Registsamgistration
statement on Form-1 (File No. 33-193335), filed with the SEC on January 13, 2C

Employment Agreement, dated as of January 16, 2814nd between the Registrant and D. Ryan Dawsiiorated by
reference to Exhibit 10.21 to the Registrant’s segtion statement on Form S-1 (File No. 333-1933@8&d with the SEC on
February 3, 2014

Subsidiaries of the Registrant (incorporated bgnarice to Exhibit 21.1 to the Registrant’s regiginastatement on Form S-1
(File No. 33:-193335), filed with the SEC on January 13, 2(

Chief Executive Officer—Certification pursuant tallR 13ai4(a) of the Securities Exchange Act of 1934, aptall pursuar
to Section 302 of the Sarba-Oxley Act of 200z

Chief Financial Officer—Certification pursuant tallj 13a-14(a) of the Securities Exchange Act of4193 adopted pursuant
to Section 302 of the Sarba-Oxley Act of 200z

Chief Executive Officer—Certification pursuant t8 .S.C. Section 1350, as adopted pursuant tod®e@€6 of the
Sarbane-Oxley Act of 200z

Chief Financial Officer—Certification pursuant t8 U.S.C. Section 1350, as adopted pursuant tod@e@€i6 of the Sarbanes-
Oxley Act of 200z

* Filed herewith

t Confidential treatment requested as to certaitigns, which portions have been omitted and fdegarately with the Securities and
Exchange Commissiol

# Management contracts or compensatory plans orgeraents required to be filed as an exhibit heratsyant to Item 15(a) of Form -K.



Exhibit 31.1

CERTIFICATION PURSUANT TO RULE 13a-14(a)
OF THE SECURITIES EXCHANGE ACT OF 1934, AS ADOPTED PURSUANT TO
SECTION 302 OF THE SARBANES-OXLEY ACT OF 2002

I, Roger D. Tung, certify that:

1.
2.

| have reviewed this Annual Report on Forn-K of Concert Pharmaceuticals, In

Based on my knowledge, this report does notaiominy untrue statement of a material fact or dondtate a material fact necessary to
make the statements made, in light of the circuntgts.under which such statements were made, nistadisg with respect to the
period covered by this repo

Based on my knowledge, the financial statememis,other financial information included in théport, fairly present in all material
respects the financial condition, results of operatand cash flows of the registrant as of, amgdtfe periods presented in this rep

The registrant’s other certifying officer(s) anare responsible for establishing and maintaimisglosure controls and procedures (as
defined in Exchange Act Rules -15(e) and 15-15(¢e)) for the registrant and ha

(&) Designed such disclosure controls and procsdorecaused such disclosure controls and procedoifge designed under our
supervision, to ensure that material informatidatieg to the registrant, including its consolidhgibsidiaries, is made known to
us by others within those entities, particularlyidg the period in which this report is being pnegzh

(b) Evaluated the effectiveness of the registradisslosure controls and procedures and presentgilsi report our conclusions about
the effectiveness of the disclosure controls andguiures, as of the end of the period coveredibyéport based on such
evaluation; an

(c) Disclosed in this report any change in thestgnt’s internal control over financial reportitigat occurred during the registrant’s
most recent fiscal quarter (the registrant’s fodigbal quarter in the case of an annual repo#) tlas materially affected, or is
reasonably likely to materially affect, the regast’s internal control over financial reporting; a

The registrant’s other certifying officer(s) anldave disclosed, based on our most recent evafuat internal control over financial
reporting, to the registrant’s auditors and theitacmmmittee of the registrant’s board of direct@spersons performing the equivalent
functions):

(&) All significant deficiencies and material weakses in the design or operation of internal céotrer financial reporting which are
reasonably likely to adversely affect the regid’s ability to record, process, summarize and refpmahcial information; an

(b) Any fraud, whether or not material, that invedvmanagement or other employees who have a sagmiifiole in the registrant’s
internal control over financial reportin

Date: March 31, 201

/s/ Roger D. Tung

Roger D. Tung
President and Chief Executive Offic



Exhibit 31.2

CERTIFICATION PURSUANT TO RULE 13a-14(a)
OF THE SECURITIES EXCHANGE ACT OF 1934, AS ADOPTED PURSUANT TO
SECTION 302 OF THE SARBANES-OXLEY ACT OF 2002

I, Ryan Daws, certify that:

1.
2.

| have reviewed this Annual Report on Forn-K of Concert Pharmaceuticals, In

Based on my knowledge, this report does notaiominy untrue statement of a material fact or dondtate a material fact necessary to
make the statements made, in light of the circuntgts.under which such statements were made, nistadisg with respect to the
period covered by this repo

Based on my knowledge, the financial statememis,other financial information included in théport, fairly present in all material
respects the financial condition, results of operatand cash flows of the registrant as of, amgdtfe periods presented in this rep

The registrant’s other certifying officer(s) anare responsible for establishing and maintaimisglosure controls and procedures (as
defined in Exchange Act Rules -15(e) and 15-15(¢e)) for the registrant and ha

(&) Designed such disclosure controls and procsdorecaused such disclosure controls and procedoifge designed under our
supervision, to ensure that material informatidatieg to the registrant, including its consolidhgibsidiaries, is made known to
us by others within those entities, particularlyidg the period in which this report is being pnegzh

(b) Evaluated the effectiveness of the registradisslosure controls and procedures and presentgilsi report our conclusions about
the effectiveness of the disclosure controls andguiures, as of the end of the period coveredibyéport based on such
evaluation; an

(c) Disclosed in this report any change in thestgnt’s internal control over financial reportitigat occurred during the registrant’s
most recent fiscal quarter (the registrant’s fodigbal quarter in the case of an annual repo#) tlas materially affected, or is
reasonably likely to materially affect, the regast’s internal control over financial reporting; a

The registrant’s other certifying officer(s) anldave disclosed, based on our most recent evafuat internal control over financial
reporting, to the registrant’s auditors and theitacmmmittee of the registrant’s board of direct@spersons performing the equivalent
functions):

(&) All significant deficiencies and material weakses in the design or operation of internal céotrer financial reporting which are
reasonably likely to adversely affect the regid’s ability to record, process, summarize and refpmahcial information; an

(b) Any fraud, whether or not material, that invedvmanagement or other employees who have a sagmiifiole in the registrant’s
internal control over financial reportin

Date: March 31, 201

/s/ Ryan Daws

Ryan Daws
Chief Financial Office



Exhibit 32.1

CERTIFICATION PURSUANT TO 18 U.S.C. SECTION 1350,
AS ADOPTED PURSUANT TO
SECTION 906 OF THE SARBANES-OXLEY ACT OF 2002

In connection with the Annual Report on Form 10fiConcert Pharmaceuticals, Inc. (the “Company”)tfar year ended December 31,
2013 as filed with the Securities and Exchange C@sion on the date hereof (the “Report))Roger D. Tung, President and Chief Exect
Officer of the Company, hereby certify, pursuant®U.S.C. Section 1350, as adopted pursuant tioB8e306 of the Sarbanes-Oxley Act of
2002, that, to my knowledge:

(1) The Report fully complies with the requirementsSefction 13(a) or 15(d) of the Securities Exchangeoh 1934; anc

(2) The information contained in the Report faphesents, in all material respects, the finan@abition and results of operations of
the Company

Dated: March 31, 201 /s/ Roger D. Tung
Roger D. Tunc
President and Chief Executive Offic

A signed original of this written statement requitey Section 906 has been provided to Concert Paegnticals, Inc. and will be
retained by Concert Pharmaceuticals, Inc. and fsiheid to the Securities and Exchange Commissias etaff upon request.



Exhibit 32.2

CERTIFICATION PURSUANT TO 18 U.S.C. SECTION 1350,
AS ADOPTED PURSUANT TO
SECTION 906 OF THE SARBANES-OXLEY ACT OF 2002

In connection with the Annual Report on Form 10fiConcert Pharmaceuticals, Inc. (the “Company”)tfar year ended December 31,
2013 as filed with the Securities and Exchange C@sion on the date hereof (the “Report”), |, Ryam3, Chief Financial Officer of the
Company, hereby certify, pursuant to 18 U.S.C.i8erc350, as adopted pursuant to Section 906 ob#nbanes-Oxley Act of 2002, that, to
my knowledge:

(1) The Report fully complies with the requirementsSefction 13(a) or 15(d) of the Securities Exchangeoh 1934; anc
(2) The information contained in the Report faphesents, in all material respects, the finan@abition and results of operations of
the Company

Dated: March 31, 201 /s/ Ryan Daws
Ryan Daws
Chief Financial Office

A signed original of this written statement requitey Section 906 has been provided to Concert Paegnticals, Inc. and will be
retained by Concert Pharmaceuticals, Inc. and fsiheid to the Securities and Exchange Commissias etaff upon reques



