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UNITED STATES SECURITIES AND EXCHANGE COMMISSION
Washington, D.C. 20549

FORM 10-K

(Mark One)

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

For the fiscal year ended December 31, 2011
or

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: 001-34703

Alimera Sciences, Inc.

(Exact name of registrant as specified in its chaetr)

Delaware 20-002871¢
(State or other jurisdiction of (I.LR.S. Employer
incorporation or organization) Identification Number)
6120 Windward Parkway, Suite 29(
Alpharetta, GA 30005
(Address of principal executive offices) (Zip Code)

(678) 990-5740

(Registrant’s telephone number, including area code
Securities registered pursuant to Section 12(b) dlfie Act:

Common Stock, $0.01 par value per share The NASDAQ Stock Market LLC
(Title of each class (Name of each exchange on which registe

Securities registered pursuant to Section 12(g) t¢ifie Act:
None

Indicate by check mark if the registrant is a welbwn seasoned issuer, as defined in Rule 405c06#turities Act. Yes' No x
Indicate by check mark if the registrant is notuiegd to file reports pursuant to Section 13 ort®ecl5(d) of the Act. Yes™ No x

Indicate by check mark whether the registrant ¢ filed all reports required to be filed by Seeti® or 15(d) of the Securities Excha
Act of 1934 during the preceding 12 months (ordioch shorter period that the registrant was requodile such reports), and (2) has been
subject to such filing requirements for the pasti@@s. Yesx No ~

Indicate by check mark whether the registrant lnésnstted electronically and posted on its corpo¥atb site, if any, every Interactive
Data File required to be submitted and posted untsto Rule 405 of Regulation5¢§ 232.405 of this chapter) during the precedignonth
(or for such shorter period that the registrant veggiired to submit and post such files). Yes No ~

Indicate by check mark if disclosure of delinquitlerrs pursuant to Item 405 of Regulation S-K (205 of this chapter) is not
contained herein, and will not be contained, toltest of registrant’s knowledge, in definitive pyox information statements incorporated by
reference in Part Ill of this Form 10-K or any arderent to this Form 10-K.x

Indicate by check mark whether the registrantlexge accelerated filer, an accelerated filer, @accelerated filer, or a smaller reporting
company. See the definitions of “large acceleréited” “accelerated filer” and “smaller reportir@mpany” in Rule 12b-2 of the Exchange
Act. (Check one):

Large accelerated file ~ Accelerated file



Non-accelerated file x (Do not check if a smaller reporting compa Smaller reporting compar
Indicate by check mark whether the registrantsiel company (as defined in Rule 12b-2 of the Actyes © No x

As of June 30, 2011, the aggregate market valtieeo€ommon Stock held by non-affiliates of the s&gint was $72,361,063, based on
the closing price of the registrant’s Common Staskreported by the NASDAQ Global Market. Share€@ihmon Stock held by each
executive officer, director and stockholders kndwrthe registrant to own 10% or more of the outditagn stock based on public filings and
other information known to the registrant have bertiuded since such persons may be deemed &f$ili@ihis determination of affiliate status
is not necessarily a conclusive determination fbeopurposes.
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DOCUMENTS INCORPORATED BY REFERENCE

Specified portions of the registrant’s proxy stagainwith respect to the registrant’s 2012 Annuakhitey of Stockholders, which is to be
filed pursuant to Regulation 14A within 120 dayseathe end of the registrant’s fiscal year endeddnber 31, 2011, are incorporated by
reference into Part Il of this Form -K.
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PART I
SPECIAL NOTE REGARDING FORWARD -LOOKING STATEMENTS AND PROJECTIONS

Various statements in this report are “forward-logkstatements” within the meaning of the Privage\Bities Litigation Reform Act of
1995. Forwardeoking statements involve substantial risks anceutainties. All statements, other than statemehiéstorical facts, included
this report regarding our strategy, future operetjduture financial position, future revenuesjg@cted costs, prospects, plans and objectives of
management are forward-looking statements. Thasensénts are subject to risks and uncertaintieaentlased on information currently
available to our management. Words such as, buimit¢d to, “anticipate,” “believe,” “estimate,”&pect,” “intend,” “may,” “plan,”
“contemplates,” “predict,” “project,” “target,” “Kely,” “potential,” “continue,” “will,” “would,” “should,” “could,” or the negative of these
terms and similar expressions or words, identifyird-looking statements. The events and circunestaneflected in the Company’s forward-
looking statements may not occur and actual resolifd differ materially from those projected irrtGompany’s forward-looking statements.
Meaningful factors which could cause actual resaltdiffer include, but are not limited to:

. delay in or failure to obtain regulatory approvatite Compan’s product candidate
. uncertainty as to the Compe¢'s ability to commercialize (alone or with othe@)d market acceptance of, ILUVIEN in the E
. the extent of government regulatio

. uncertainty as to the pricing and reimbursemerdejines for the Compa’s product candidates, including ILUVIEN in the vars
EU countries

. uncertainty as to the relationship between the fiteref the Compar’s product candidates and the risks of their-effect profiles;
. dependence on thi-party manufacturers to manufacture the Com’s product candidates in sufficient quantities anality;

. uncertainty of clinical trial result:

. limited sales and marketing infrastructu

. inability of the Company to successfully market aed ILUVIEN following regulatory approval; ar

. the Compan’s ability to operate its business in compliancélie covenants and restrictions that it is sulifpcnder its credi
facility.

All written and verbal forward-looking statementgriutable to us or any person acting on our bedna expressly qualified in their
entirety by the cautionary statements containe@ferred to in this section. We caution investarsto rely too heavily on the forward-looking
statements we make or that are made on our b&talfindertake no obligation, and specifically dexlmy obligation, to update or revise
publicly any forward-looking statements, whethemagsult of new information, future events or otvise.

We encourage you to read the discussion and asalfsiur financial condition and our consolidatedhficial statements contained in t
annual report on Form 10-K. We also encourage gaedd Item 1A of Part 1 of this annual report onnir 10-K, entitled “Risk Factors,”
which contains a more complete discussion of thlesrand uncertainties associated with our busimessldition to the risks described above
and in Item 1A of this report, other unknown or tetictable factors also could affect our resultserE can be no assurance that the actual
results or developments anticipated by us willdadized or, even if substantially realized, thatytkvill have the expected consequences to, or
effects on, us. Therefore no assurance can be tfieerthe outcomes stated in such forward-lookiagesnents and estimates will be achieved.
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ITEM 1. BUSINESS
Overview

Alimera Sciences, Inc. (we, Alimera or the Compaisyg biopharmaceutical company that specializésénesearch, development and
commercialization of prescription ophthalmic phacenaticals. We are presently focused on diseasestaff the back of the eye, or retina,
because we believe these diseases are not wedldre@th current therapies and represent a sigmificmarket opportunity.

Our most advanced product candidate is ILUVIEN iclvlreceived a positive outcome from the Decer#tealiProcedure with the
issuance of a Final Assessment Report (FAR) fram K. Medicines and Healthcare products Regulatémgncy (MHRA) indicating that
that it is approvable for the treatment of visioipairment associated with diabetic macular edemMdEDconsidered insufficiently responsive
to available therapies in seven European countriegbruary 2012. DME is a disease of the retirdhiarthe main cause of blindness among
patients with diabetes.

In September 2010, we completed two Phase 3 pictitatal trials (collectively, our FAME™ Study) dmth a high and low dose of
ILUVIEN involving 956 patients in sites across tHeS., Canada, Europe and India to assess the@ffarad safety of ILUVIEN in the
treatment of DME over a 36 month period. Based unamalysis of the data through month 24 of the EAStudy in December 2009, we
submitted a New Drug Application (NDA) in June 20d®the low dose of ILUVIEN in the U.S. with the$l Food and Drug Administration
(FDA), followed by registration filings in the Ueidl Kingdom, Austria, France, Germany, Italy, Posluand Spain under the European Ungon’
(EV) decentralized procedure in July 2010 withltheted Kingdom acting as the Reference Member SRS). The RMS is responsible for
coordinating the review and approval process batitself and the other involved countries, or Caoned Member States (CMS).

In November 2010, we received a Preliminary AssesgReport (PAR) from the RMS and in December 2@&received a Complete
Response Letter (CRL) from the FDA regarding ogpestive registration filings. The primary conceempressed in both the PAR and the
CRL centered on the benefits of ILUVIEN in treatiDyIE patients versus the risk of its side effetigon further analysis of our FAME Study
data through its final readout at month 36, we meitged that a predanned subgroup of chronic DME patients demoretratgreater benefit
risk profile than the full population dataset irr auiginal filings.

We submitted our response to the CRL to the FDMay 2011, including additional safety and efficatata through the final readout at
month 36 of the FAME Study with an emphasis ondfw@nic DME subgroup. In July 2011, we submittettaft response to the PAR to the
MHRA, the regulatory body in the RMS, which inclada similar data package.

In November 2011, the FDA issued a second CRL tornconicate that the NDA could not be approved iritsent form stating that the
NDA did not provide sufficient data to support thiat/ VIEN is safe and effective in the treatmentpaftients with DME. The FDA stated tf
the risks of adverse reactions shown for ILUVIENKhe FAME Study were significant and were not dffsgthe benefits demonstrated by
ILUVIEN in these clinical trials. The FDA has indited that we will need to conduct two additionalickl trials to demonstrate that the
product is safe and effective for the proposedcatibn. We expect to meet with the FDA in the selcguarter of 2012 to discuss the CRL and
the regulatory status of ILUVIEN.

After meetings and discussions with the MHRA, walfized and submitted our response to the PAR&MHRA in November 2011. In
February 2012, we received a FAR from the MHRA d¢adiing that the United Kingdom, Austria, Francerr@any, ltaly, Portugal and Spain
had reached a consensus that ILUVIEN was approwatuehat the decentralized procedure was complgten receipt of the FAR, we ente
the national phase with each of these seven cesntbiuring the national phase, labeling in eacinttgis local language is finalized. As part
the approval process in these countries, we havenitbed to conduct a five-year, post-authorizatiopen label registry study of ILUVIEN in
patients with chronic DME.

According to the International Diabetes Federafitias, Fifth Edition, the estimated prevalence ebple diagnosed with diabetes in
2011 was 366 million people worldwide, which is egfed to increase to 522 million people by 2030 patients with diabetes are at risk of
developing some form of diabetic retinopathy, ahtbplmic condition of diabetes that presents wytimgtoms that include the swelling and
leakage of blood vessels within the retina or threcamal growth of new blood vessels on the surtddbe retina. When the blood vessel
leakage of diabetic retinopathy causes swellindpénmacula, the part of the eye responsible fotrabwision, the condition is called DME and
is associated with inflammation and progressivenisoss leading to blindness. The prevalence offDNtreases over time; up to 30% in
patients suffering from diabetes for 25 years orantn the EU countries in which ILUVIEN has beeeommended for marketing
authorization there are approximately 19.0 millghabetics of whom we estimate approximately 1.liomisuffer from DME.
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According to the U.S. Centers for Disease Contndl Rrevention (CDC), the number of Americans diagaowith diabetes has increased
to approximately 19.0 million people in 2010.

The current standard of care for the treatmentMEDs laser photocoagulation. Laser photocoagutaica retinal procedure in which a
laser is used to cauterize leaky blood vessels apply a pattern of burns to reduce edema. Thisguture has undesirable side effects
including partial loss of peripheral and night @isi As a result of these side effects and a désirienproved visual outcomes, retinal specia
have supplemented laser photocoagulation with sleeofi both approved and off-label intravitreal atiens of anti-vascular endothelial growth
factor (anti-VEGF) and corticosteroid therapieswdweer, both corticosteroids and anti-VEGFs aretéohby a need for multiple injections to
maintain a therapeutic effect. There is no ophtl@binug therapy currently approved by the FDA foeg treatment of DME in the U.S.
Lucentis, an anti-VEGF, has received marketing euzhtion for the treatment of vision loss assadarith DME in the EU.

ILUVIEN is inserted in the back of the patient’seetp a placement site that takes advantage ofytéis eatural fluid dynamics to deliver
the non-proprietary corticosteroid fluocinolone tacéde (FAc). ILUVIEN is inserted in a non-surgigabcedure employing a device with a 25-
gauge needle which allows for a self-sealing wouinapproved, in the U.S. the non-surgical proceduill be performed in the retinal
specialist’s office, while in Europe it will be germed in a hospital or private clinic setting. IMIEN is an intravitreal implant that treats
patients by delivering a consistent sub-micrograilydiose of FAc in the eye, which is sustained tredtapeutically effective through 36
months. We believe that a sustained effect reguitirminimal side effects using a corticosteroid caly be achieved by providing lower
exposure to corticosteroids and focusing the dglite the back of the eye. Additionally, we belighat adverse events associated with
ILUVIEN are predictable and manageable by a refigisician, and within the acceptable limits ofragifor the treatment of DME.

ILUVIEN is also being studied in three Phase 2ichhtrials for the treatment of the dry form ofeagelated macular degeneration
(AMD), the wet form of AMD and retinal vein occlusi (RVO).

Our commercialization strategy is to establish IUEM as a leading therapy for vision loss in chrdDME patients and subsequently for
any other indications for which ILUVIEN proves safied effective. We are led by an executive tearh wxtensive development and
commercialization expertise with ophthalmic produetciuding the launch and management of Visudgrarug product sponsored by Nova
and the first pharmacological treatment indicatadpfatients with wet AMD. We intend to capitalize our management’s experience and
expertise to market ILUVIEN and other potential egee products, when, where and if such drugsveaegulatory approval. We plan to
commercialize ILUVIEN, directly or with a partnen, the United Kingdom, Austria, France, Germanglyt Portugal and Spain initially, with
potential expansion into other EU countries and Boncountries. If ILUVIEN is approved by the FDAgvintend to commercialize ILUVIEN
directly to retina centers across the U.S.

Business Strategy

We are presently focused on diseases affectinbdblke of the eye, or retina, because we believeetisgases are not well treated with
current therapies and represent a significant mangortunity. Our business strategy is to:

. Maximize the Commercial Success of ILUVIWe intend to commercialize ILUVIEN, directly or \itn partner, initially in the countries
in which ILUVIEN has been recommended for marke@mghorization, namely the United Kingdom, Austftiaance, Germany, Italy,
Portugal and Spail

. Pursue FDA Approval for ILUVIEN. We expect to medth the FDA in the second quarter of 2012 to déscthe CRL received in
November 2011 and the regulatory status of ILUVIENpproved by the FDA, we intend to directly coemtialize ILUVIEN to reting
centers in the U.<

. Pursue Approval in Additional Countries. With apgebof ILUVIEN in any of the initial seven EU couigs, we will be eligible for :
Mutual Recognition Procedure (MRP) under which e submit ILUVIEN for approval in any or all of themaining 20 EU countries.
The International Diabetes Federation estimate® thee approximately 11 million people sufferingnfr diabetes in these remaining
countries. We are also considering expansion intidM Eastern markets and Ind
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. Assess the Effectiveness of ILUVIEN for AdditiorRétinal Diseases. We believe that ILUVIEN has tbteptial to address additior
retinal diseases including, among others, dry AMBt AMD and RVO. ILUVIEN is being studied in thr&hase 2 clinical trials with
retinal specialists to assess the safety and effiohlLUVIEN for the treatment of these diseaséthe eye

. Expand Our Ophthalmic Product PipelirWe believe there are further unmet medical neetlserreatment of ophthalmic diseases.
Toward that end, we intend to leverage our managémexpertise and its broad network of relatiopshb continue to evaluate in-
licensing and acquisition opportunities for compasiand technologies with potential treatment apfibas for diseases affecting the ¢

Disease Overview and Market Opportunity
Diabetes and Diabetic Retinopathy

Diabetes mellitus, with its systemic and ophthalodmplications, represents a global public heditbat. The estimated prevalence of
diabetes worldwide in 2011 increased to 366 milfi@ople and is expected to increase to 522 mipieople by 2030. In the EU countries in
which ILUVIEN has been recommended for marketinthatization, according to the International Dialsef®@undation, Diabetes Atlas, Fifth
Edition, there are approximately 19.0 million diabe of whom we estimate approximately 1.1 millguffer from DME.

According to the CDC, the number of Americans daggd with diabetes has increased from approxim&8télynillion people in 1994 to
approximately 18.8 million people in 2010. In adutitto diagnosed cases, the CDC estimates thadditianal 7.0 million Americans with
diabetes are currently undiagnosed and are therefiirbeing monitored and treated to control thsiease and prevent systemic and
ophthalmic complications. With better diagnostiog #mproved public awareness, the number of perd@gnosed with and being treated for
diabetes is expected to increase.

All patients with diabetes are at risk of develgpgsome form of diabetic retinopathy, an ophthalogimplication of diabetes with
symptoms including the swelling and leakage of Bleessels within the retina or the abnormal groefthew blood vessels on the surface of
the retina. According to the American Diabetes Assion, diabetic retinopathy causes approximat@y00 to 24,000 new cases of blindness
in the U.S. each year; making diabetes the leachuge of new cases of blindness in adults aged 28.tDiabetic retinopathy can be divided
into either non-proliferative or proliferative netipathy. Non-proliferative retinopathy (also caltetkground retinopathy) develops first and
causes increased capillary permeability, micro gygmus, hemorrhages, exudates, macular ischemienandlar edema (thickening of the re
caused by fluid leakage from capillaries). Proétére retinopathy is an advanced stage of dialeticopathy which, in addition to
characteristics of non-proliferative retinopathgsults in the growth of new blood vessels. Theseleod vessels are abnormal and fragile,
growing along the retina and along the surfacéefdear, vitreous gel that fills the inside of #ye. By themselves, these blood vessels do not
cause symptoms or vision loss. However, these blesdels have thin, fragile walls that are pronleaage and hemorrhage.

Diabetic macular edema (DME) is a common oculararation of diabetes mellitus. As the incidencal@betes continues to increase
worldwide, the incidence of DME and other compilicas is predicted to rise as well. A majority otipats who suffer from diabetes do not
meet glycemic (glucose or blood sugar) targetsiltiag in chronic hyperglycemia (elevated levelgyafcose in the blood). This, in turn, leads
to the development of micreascular complications, the most common of whictiabetic retinopathy. Diabetic retinopathy is hading caus
of new-onset blindness in patients aged 20 to 0, WME accounting for a majority of vision loss patients with diabetic retinopathy. Vision
loss from DME affects both patients and caregivwet®) must assist the patient with doctor visits.

Diabetic Macular Edema

DME, the primary cause of vision loss associatetth @iabetic retinopathy, is a disease affectingntaeula, the part of the retina
responsible for central vision. When the blood eekmakage of diabetic retinopathy causes swellinge macula, the condition is called DN
The onset of DME is painless and may go undetdayatie patient until it manifests with the blurrin§central vision or acute vision loss. The
severity of this blurring may range from mild taofsund loss of vision. We estimate there are agprately 1.1 million patients suffering from
DME in the seven EU countries in which ILUVIEN Hasen recommended for marketing authorization.
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Limitations of Current Treatments for DME

The current standard of care for DME is laser pboégulation, often combined with the use of bothraped and off-label intravitreal
injections of antWVEGF agents and corticosteroid therapies. Lasetggloagulation is a retinal procedure in which efads used to apply a bt
or a pattern of burns to cauterize leaky blood eisst® reduce edema. Visual acuity gains are sébrthis therapy, although results are highly
variable and it may take more than eight monthsrfedian visual acuity to improve. Further, thigidestructive procedure that has undesir
side effects including partial loss of periphenadl aight vision. As a result of these side effectd a desire for improved visual outcomes,
retinal specialists have supplemented laser phatpdation with alternate therapies, including itigmes of corticosteroids and anti-VEGF
agents.

Studies have also shown that both anti-VEGF inbibiand corticosteroids, such as Lucentis (ranibah), Avastin and intravitreal
triamcinolone acetonide (IVTA), are efficacioussiome patients suffering from DME. However, bothticosteroids and anti-VEGFs are
limited by a need for multiple injections to maiinta therapeutic effect and are not efficacioualimpatients. This raises concerns not only for
patients, but also for caregivers who are affebieftequent doctor visits, and healthcare providens must monitor patients monthly.
Furthermore, a subset of patients does not resfmtiese therapies, and the disease persistsditicen] these therapies have safety concerns.
Corticosteroids have historically been associati#k significant increases in intraocular pressui@P), which may increase the risk of
glaucoma, and the acceleration of cataract formafmti-VEGF treatments increase the risk of endbalmitis and have also been shown to
raise IOP.

There are no ophthalmic drug therapies presentiyaved by the FDA for the treatment of DME in theSULucentis has recently been
approved by the European Medicines Agency (EMA)ge in DME in the EU, and is the only ophthalmiagitherapy approved to treat DA
in the initial seven EU countries in which ILUVIEMNSs been recommended for marketing authorizatiomeyer, in the United Kingdom, the
National Institute for Health and Clinical Exceltenhas recently published final guidance on theofis&icentis for this indication, stating tr
it is not recommended for the treatment of visogdairment due to DME and it is not yet receivingdat reimbursement in the remaining EU
countries for the treatment of DME.

ILUVIEN
Overview

Our most advanced product candidate is ILUVIENjraravitreal implant providing a therapeutic efféat up to 36 months in the
treatment of vision impairment associated with DMEdelivering sustained sub-microgram levels of FAaonproprietary corticosteroid wit
demonstrated efficacy in the treatment of oculaedse. Intravitreal refers to the space insideykebehind the lens that contains the jelly-like
substance called vitreous. DME is a disease offdtiea which affects individuals with diabetes aath lead to severe vision loss and blindn
ILUVIEN is implanted in the back of the patient'geein a non-surgical procedure using an implantatievice (the ILUVIEN applicator)
employing a 25-gauge needle, which allows for &sedling wound. This implantation is very simitarthe administration of an intravitreal
injection, a procedure commonly employed by retgpacialists. If approved, in the U.S. the non-maigrocedure will be performed in the
retinal specialist’s office, while in Europe it Wile performed in a hospital or private clinic sgjt Based on data from our FAME Study, we
believe ILUVIEN improves vision while mitigatingde effects commonly associated with the use ofaasteroids for the following reasons:

. ILUVIEN delivers FAcThe active pharmaceutical ingredient in ILUVIENHAc, which has demonstrated efficacy in the treatr
of DME in our FAME Study

. ILUVIEN delivers sustained s-microgram daily levels of a steroid to the eThe dosage level of ILUVIEN provides low
exposure to corticosteroids than other intraocditeage forms currently availab

. ILUVIEN delivers a therapeutic effect for up tor8énthsIn vitro release kinetics have shown that ILUVIEMYyides sustained
delivery of sub-microgram levels of FAc over tinBased on the results of the FAME Study, ILUVIEN yides a sustained,
therapeutic effect in the treatment of DME thro®ghmonths
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. ILUVIEN's placement utilizes the ¢s natural fluid dynamic<There are two natural currents of fluid within thee; one to the frol
of the eye and the other to the back of the eyegtora. We believe that ILUVIEN's delivery of sasted sub-microgram levels of
FAc and implantation into the back of the eye ojtén delivery of FAc to the retina by utilizing #eenatural currents, maximizes
efficacy and mitigates possible side effe

. ILUVIEN is implanted using a -gauge needleNeedle gauge determines the size of the woundgttagated. ILUVIEN is
implanted into the eye in a non-surgical procedigsiag a 25-gauge needle, which results in a wolbatlis small enough to seal
itself after the needle is removed, thus elimirgtime need for additional intervention. Using @é&rneedle would require a more
complicated implantation procedure to create esealing wound

Fluocinolone Acetonide

Fluocinolone acetonide (FAc), a non-proprietaryticosteroid, is the active compound in ILUVIEN aadnember of the class of steroids
known as corticosteroids. Corticosteroids have deirated a range of pharmacological actions, inefughhibition of inflammation, inhibitio
of leukostasis, up regulation of occludin, inhibitiof the release of certain inflammatory cytokinad suppression of VEGF secretion. These
pharmacological actions have the potential to tvegibus ocular conditions, including DME, dry AMi¥et AMD and RVO. However, FAc
shares many of the same side effects as othecasteroids currently available for intraocular useluding increased IOP, which may incre
the risk of glaucoma, and the acceleration of eatdiormation.

ILUVIEN is Positioned to Mitigate IOP Increases

Based on our analysis of the final clinical readootn our FAME Study through month 36, it appe&@ iLUVIEN mitigates the
incidence of steroid-induced IOP elevations commassociated with the intraocular use of cortiamsts, which we believe is due to its
implantation location in the posterior portion béteye.

The side effect of increased IOP associated witticosteroids in certain people is directly relatedhe interaction of corticosteroids w
the cells of the trabecular meshwork, a specialtizsie that acts as a filter located in the fiafrthe eye. In some individuals, corticosteroids
result in a build-up of debris in this meshworlcrigasing resistance to outflow, and increasingspresinside the eye. The positioning of
ILUVIEN allows it to take advantage of the postefflow of fluid away from the trabecular meshworktbe eye. We believe this positioning
minimizes the anterior chamber exposure to FAcraitidates the incidence of IOP elevations.

ILUVIEN Provides Sustained Sub-Microgram Delivery

ILUVIEN consists of a tiny polyimide tube with a mérane cap, licensed by us from pSivida US, InSijda) that is filled with 190ug
of FAc in a polyvinyl alcohol matrix. ILUVIEN is nebioerodable; however, both polyimide and the piolyl alcohol matrix are
biocompatible with ocular tissues and have histooesafe use within the eye. The low dose of ILEMIprovides sustained sub-microgram
levels of FAc and demonstrated a therapeutic efégatip to 36 months in our FAME Study. We beli¢hat ILUVIEN’s ability to deliver sub-
microgram levels of FAc mitigates the incidencd@P elevations commonly associated with the intréaorcuse of corticosteroids.

The ILUVIEN Applicator

We developed a custom, proprietary applicator f&MIEN, which includes improvements over the moelifisyringe used during our
FAME Study. These improvements include ergonomgigtefeatures, a transparent window to visuallyficonlLUVIEN's presence within
the applicator, a longer needle and markings tdeyuétinal specialists to the proper insertion pdks was the case with the modified syringe
used during our FAME Study, the ILUVIEN applicatmes a 25-gauge needle, which results in a wowatdglsmall enough to seal itself after
ILUVIEN has been implanted into the back of the ape the needle has been removed. We believe 2&gauge needle is the smallest
needle capable of delivering ILUVIEN into the baifkeye. If approved, in the U.S. the non-surgigakedure will be performed in the retinal
specialist’s office, while in Europe it will be germed in a hospital or private clinic setting.
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ILUVIEN Clinical Development Program
Development Program for the Treatment of DME

In September 2010, we completed two Phase 3 pictitatal trials (collectively, our FAME™ Study) dmth a high and low dose of
ILUVIEN involving 956 patients in sites across teS., Canada, Europe and India to assess the @ffaoad safety of ILUVIEN in the
treatment of DME over a 36 month period. Combineakment was completed in October 2007, and thatm@4 clinical readout from our
FAME Study was received in December 2009.

Based on our analysis of the data through montbf 2de FAME Study in December 2009, we filed a NDAJune 2010 for the low dose
of ILUVIEN in the U.S. with the FDA, followed by ggstration filings in the United Kingdom, AustriBrance, Germany, Italy, Portugal and
Spain under the EU’s decentralized procedure in 2000 with the United Kingdom acting as the RM8e RMS is responsible for
coordinating the review and approval process batitself and the other involved countries, or Coned Member States.

In November 2010, we received a PAR from the RM&iarDecember 2010, we received a CRL from the kBdearding our respective
registration filings. The primary concerns exprelsiseboth the PAR and the CRL centered on the ligsnaffILUVIEN in treating DME
patients versus the risk of its side effects. Ufasther analysis of our FAME Study data througHitsl readout at month 36, we determined
that a preplanned subgroup of chronic DME patients demoretiratgreater benefit to risk profile than the fudpulation dataset in our origir
filings.

We submitted our response to the CRL to the FDMay 2011, including additional safety and efficatata through the final readout at
month 36 of the FAME Study with an emphasis ondfw@nic DME subgroup. In July 2011, we submittettaft response to the PAR to the
MHRA, the regulatory body in the RMS, which inclada similar data package.

In November 2011, the FDA issued a second CRL tornconicate that the NDA could not be approved iritsent form stating that the
NDA did not provide sufficient data to support thiat/ VIEN is safe and effective in the treatmentpaftients with DME. The FDA stated tf
the risks of adverse reactions shown for ILUVIENKe FAME Study were significant and were not dffsgthe benefits demonstrated by
ILUVIEN in these clinical trials. The FDA has indited that we will need to conduct two additionalickl trials to demonstrate that the
product is safe and effective for the proposeddaitiibn. We expect to meet with the FDA in the selcguarter of 2012 to discuss the CRL and
the regulatory status of ILUVIEN.

After meetings and discussions with the MHRA, walfized and submitted our response to the PAR&MHRA in November 2011. In
February 2012, we received a FAR from the MHRA @ating that the United Kingdom, Austria, Francerr@any, Italy, Portugal and Spain
had reached a consensus that ILUVIEN was approaigehat the decentralized procedure was complgten receipt of the FAR, we ente
the national phase with each of these seven cesntbiuring the national phase labeling in each tglsiocal language is finalized. As part of
the approval process in these countries, we havenitbed to conduct a five-year, post-authorizatiopen label registry study of ILUVIEN in
patients with chronic DME.

ILUVIEN for Other Diseases of the Eye

We believe that ILUVIEN has the potential to addrether ophthalmic diseases such as dry AMD, weDAdid RVO. Details regarding
the rationale for these other indications are Hovis:

. Dry AMD. Dry AMD patients account for 90% of AMD patientsitlwthe greatest unmet need among these patieintg ae
treatment for geographic atrophy (GA) for whichrthare currently no treatments available. Pre-gdinstudies in two
established rat models reported at the AssocidtioResearch in Vision and Ophthalmology meetimg20d06, 2007 and
2008, described the efficacious effects of a mimiaed version of ILUVIEN in retinal degeneratiddased on these results,
we began enrollment of a pilot study in Decembd&@®® assess the safety and efficacy of ILUVIEN&tients with bilater:
GA secondary to AMD. Our Phase 2 study (the MAP Bial) is comparing ILUVIEN and a higher dose olJVIEN to a
sham injection in patients with bilateral GA secandto AMD. The change from baseline in the siz&#fwill be assessed
over time.
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. Wet AMD.The size of the wet AMD market was $2 billion in0B0according to visiongain, an independent compel
intelligence organization. We believe ILUVIEN wile synergistic with the market leading anti-VEGEr#pies in the
treatment of wet AMD. Anti-VEGFs require persistelosing to maintain a therapeutic effect which ieden on both the
patient and the physician. Given that corticostéstiave been shown to suppress the production GfFYR Phase 2
investigator sponsored study (the MAP Trial) isegsing the safety and efficacy of ILUVIEN and ah@gdose in
conjunction with Lucentis in patients with wet AMDhe study involves patients who had been treaiddlucentis for at
least six months and whose visual acuity has plaarior to enroliment. At baseline, subjects e either ILUVIEN or
a higher dose of ILUVIEN and an injection of LudsnBubjects receive additional Lucentis injectidnsing the study only
if subretinal or intraretinal fluid persists. Ouiee measures include the change from baseline \ésuétly at six months, and
mean number of injections of Lucentis over themonth study period versus the six months prioitudys entry.

. Macular edema associated with r-ischemic RVCAccording to GlobalData, a provider of global besia intelligence, the
are 16 million adults affected with RVO around therld. Retinal specialists have been using intrawgitinjections of the
corticosteroid triamcinolone acetonide on an offelebasis to treat non-ischemic RVO. In SeptemBeB2Allergan
introduced Ozurdex (a three to five month dexanstha intravitreal implant) as the first approveddurct for macular
edema following branch or retinal vein occlusioheTFDA'’s approval of Ozurdex provides additionablewnce that lower
levels of a steroid work effectively for RVO. Ini8ember 2009, we began enrollment for a Phasedy ¢the FAVOR
Study) to assess the safety and efficacy of ILUViRatients with macular edema secondary to R\@ FAVOR Study
is comparing ILUVIEN and a higher dose of ILUVIEN patients with macular edema secondary to R

ILUVIEN Registration Plan
U.S. Regulatory Requirements and Status

In the U.S., the FDA'’s requirement for the cliniezidence of the effectiveness of ILUVIEN for thiegtment of DME from our FAME
Study was based on two time-point comparisons.primeary efficacy variable was the proportion ofipats who had visual acuity
improvement in their study eye, referred to asrésponder rate, based on the change from baselBest Corrected Visual Acuity (BCVA) as
measured on the Early Treatment Diabetic Retingp&thdy (ETDRS) eye chart. BCVA improvement is defl as an increase from baseline
of 15 or more letters in BCVA as measured on th®RS eye chart. Our primary efficacy endpoint wafingel at month 24 of our FAME
Study using this variable. Based on the month Rdcal readout, ILUVIEN demonstrated efficacy irettreatment of DME in our FAME
Study. Then, as required by the FDA, another nurakdomparison of the responder rates at monttendi®4 of our FAME Study was
conducted to demonstrate that the responder ratesrgh 24 are numerically greater than or equéthéomonth 18 responder rates. Patients
enrolled in our FAME Study were followed for 36 ntlos. Although we submitted the month 24 resulth&FDA in our NDA for ILUVIEN
for approval, we received a CRL from the FDA in BPeber 2010, which, among other things, requesteadiditional 12 months of clinical
data from the completed FAME Study through montid&eview. The primary concerns expressed inGRé& centered on the benefits of
ILUVIEN in treating DME patients versus the riskitsf side effects. Upon further analysis of our FRI8tudy data through its final readout at
month 36, we determined that a pre-planned subgobopronic DME patients demonstrated a greateefieto risk profile than the full
population dataset in our original filing. We sultenl our response to the CRL to the FDA in May 20ddluding additional safety and
efficacy data through the final readout at monttoBe FAME Study with an emphasis on the chr@i¢E subgroup. In November 2011, the
FDA issued a second CRL to communicate that the MB#ld not be approved in its current form statimgt the NDA did not provide
sufficient data to support that ILUVIEN is safe aftective in the treatment of patients with DMEheTFDA stated that the risks of adverse
reactions shown for ILUVIEN in the FAME Study wesignificant and were not offset by the benefits dastrated by ILUVIEN in these
clinical trials. The FDA has indicated that we wited to conduct two additional clinical trialsemonstrate that the product is safe and
effective for the proposed indication. We expeatieet with the FDA in the second quarter of 2018isguss the CRL and the regulatory st
of ILUVIEN.
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Regulatory Requirements in Other Jurisdictions

There are no specific guidance documents for tingcal development of ophthalmic drug products wlgf the U.S. for the treatment
diabetic retinopathy or DME. We met with regulatagthorities in Canada, Germany, Spain, Franceugarand the United Kingdom and
presented our overall preclinical, technical, céaliand statistical development plans which inctute use of visual function as the primary
efficacy endpoint and an anatomical measure asmiotry efficacy endpoint or key secondary efficaeylpoint. In July 2010, we submitte
data package regarding the efficacy and safeti@¥/IEN through the end of the FAME Study to the Bqgible regulatory authorities in the
United Kingdom, Austria, France, Germany, ItalyrtBgal and Spain. After meetings and discussiottis thie MHRA, we finalized and
submitted our response to the PAR to the MHRA ivéober 2011. In February 2012, we received a FARfthe MHRA indicating that the
United Kingdom, Austria, France, Germany, ItalyrtBgal and Spain had reached a consensus that ENWas approvable and that the
decentralized procedure was complete. Upon recéifhie FAR, we entered the national phase with @di¢these seven countries. During the
national phase labeling in each country’s locagjleage is finalized. As part of the approval prodgeghese countries, we have committed to
conduct a five-year, post-authorization, open labgistry study of ILUVIEN in patients with chroni2ZME.

Commercialization

ILUVIEN is the only single treatment drug therapyyiding a sustained therapeutic effect of up tov@61ths in the treatment of patients
with chronic DME that is recommended for marketinghorization in the United Kingdom, Austria, FranGermany, Italy, Portugal and
Spain. ILUVIEN has not been approved by the FDA. Mtend to continue pursuit of approval for ILUVIBNthe U.S. for use in the treatm:
of DME and other diseases of the retina. In thesdsdJ countries in which ILUVIEN has been recommehtbr marketing authorization for
the treatment of DME, we intend to pursue appravdLUVIEN for use in the treatment of other disea®f the retina. In addition, we intenc
pursue approval in other countries of the EU amthaejurisdictions around the world for the usdldfVIEN in the treatment of DME and
other diseases of the retina. Our commercializagtoategy is to establish ILUVIEN as a leading #pgrfor the treatment of vision loss in
chronic DME patients and subsequently for otheiciaiibns for which ILUVIEN proves safe and effeetiun the EU countries in which we are
currently recommended for marketing authorizatise,plan to commercialize ILUVIEN, directly or withpartner. If approved in the U.S., we
intend to distribute ILUVIEN to physicians and reticenters through specialty distributors and phares. Although we anticipate ILUVIEN
being administered as a standalone therapy, wetimresee the use of ILUVIEN as precluding the Buistration of other therapies in
conjunction with ILUVIEN. Our commercialization ategy in any geography is subject to and depengsmt the regulatory approval of
ILUVIEN in any jurisdiction.

Sales and Marketing

We are led by an executive team with extensive ceroialization expertise with ophthalmic productslinling the launch and
management of Visudyne, a drug product sponsoredidwartis and the first pharmacological treatmenicated for the treatment of wet
AMD.

In the United Kingdom, Austria, France, Germanglyit Portugal and Spain we are currently evaluatmmgmercializing ILUVIEN
directly or with a partner. Currently we are enghgeith the assistance of local consultants, inptieing and reimbursement process in select
countries and are developing market access plaradlfcountries in which ILUVIEN has been recommeddor marketing authorization. If we
make the decision to commercialize ILUVIEN directig expect to create a commercial infrastructurgppiroximately fifty people in
management and the field combined including sapeesentatives, market access personnel and medieate liaisons.

In preparation for a potential U.S. commercial letuof ILUVIEN, we began recruiting sales and mairkginfrastructure personnel with
extensive ophthalmic-based sales experience ifotltéh quarter of 2010. We hired our marketing amehaged markets directors, three sales
directors and our four field-based managed markatsagers but did not add the personnel and ineucdhts of hiring and training an internal
sales force. We entered into a relationship witiC@hLLC, a contract sales force company, and wdwalde utilized their employees to act as
our sales representatives if we had received appaivthe ILUVIEN NDA from the FDA. Due to the reipé of the second CRL, we have
eliminated our sales management team and fielddbasemaged markets managers at this time.

Our plan includes ensuring that influential retinpécialists are presenting our FAME Study dategtretina meetings in the U.S. and
EU and developing our medical marketing, promotiod communication materials.
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Manufacturing

We do not have, and do not intend to establistdrouse manufacturing capability for our productd as a result we will continue to
depend heavily on third-party contract manufactuterproduce and package our products. We relhesetmanufacturers to produce active
pharmaceutical ingredients, or APIs, and finishedygproducts in accordance with current Good Martuféng Practices (cGMPs) and all ot
applicable laws and regulations. We anticipate wWetvill rely on contract manufacturers to devedop manufacture our products for
commercial sale. We maintain agreements with piatiesitd existing manufacturers that include confitagity and intellectual property
provisions to protect our proprietary rights rethte our product candidates.

Third party manufacturers will be responsible toe tommercial-scale production of ILUVIEN and th&/VIEN applicator. We have
finalized long-term agreements with the manufactofd=Ac, the APl in ILUVIEN (FARMABIOS SpA/Byron B8emical Company Inc.), the
manufacturer of the ILUVIEN applicator (Flextronicgernational, Ltd or an affiliate of Flextronibsternational, Ltd. (Flextronics)) and the
manufacturer of ILUVIEN (Alliance Medical Produdtsc. (Alliance)), which are discussed below.

pSivida manufactured our clinical trial materiads bur FAME Study, our pharmacokinetics study drelRhase 2 clinical trials being
conducted for the use of ILUVIEN for the treatmehtiry AMD and wet AMD. pSivida's manufacturing mess is manual and labor intensive
and not practical for commercial manufacturing. Wked with Flextronics and Alliance to develop amafacturing process where
automation is employed whenever feasible so thatawe a process capable of being scaled-up to peochmmercial quantities. The
manufacturing process for ILUVIEN consists of fil the polyimide tube with a matrix consisting @dd=and polyvinyl alcohol (PVA), cutting
the tubes, capping the tubes with membrane capsgcat high temperature, loading ILUVIEN insideth.UVIEN applicator, packaging and
sterilizing the product. This process has beersfeared and validated at Alliance, the third-paytract manufacturer of ILUVIEN. Alliance
is also the provider of the clinical trial matesidr the Phase 2 clinical trial being conductettiie use of ILUVIEN in the treatment of RVO.
We have discussed our approach to show equivaleitye pSivida manufacturing process to the comiaencanufacturing process with the
FDA, the MHRA and the German Bundeninstitut fur Aimittel und Medizinprodukte (BfArM). The CRLs weaeived from the FDA and the
assessment reports received from the EuropeantHeathorities did not raise any issue with our desteation of equivalency between the
manufacturing processes at pSivida and Alliancevéler, in the CRL we received in December 2010HDA did notify us that the methods
used in and the facilities and controls used ferrttanufacturing, processing, packing, or holdinthefdrug product at two of our
manufacturers did not comply with cGMPs during gpproval inspections. Both of these manufacturave lieceived confirmation from the
FDA that the deficiencies have been resolved aatitheir respective facilities are acceptable.

In February 2010, we entered into a commercial rfaoturing agreement with Alliance whereby Alliaragreed to manufacture and
package ILUVIEN for us at its Irvine, Californiaditity. Certain equipment at Alliance’s facility wagurchased by us and is used solely for the
purpose of allowing Alliance to manufacture andizeye ILUVIEN for us. Under the agreement, we ase aksponsible for supplying Alliance
with the ILUVIEN applicator and the API. Pursuaotdur agreement with Alliance, we have agreed dewofrom Alliance at least 80% of our
total requirements for new units of ILUVIEN in theS., Canada and Europe in a calendar year; provfde Alliance is able to fulfill our
supply requirements and is not in breach of iteagrents or obligations to us. Unless terminatelicear accordance with the provisions
thereof, our agreement with Alliance has an iniam of six years and will automatically renew $oiccessive terms of one year unless either
party delivers written notice of non-renewal to tiker at least 12 months prior to the end of tlem tcurrent term.

In our NDA and Marketing Authorization ApplicatidMAA) for ILUVIEN, we provided the FDA and the Elgégulatory authorities with
a completed process validation package on threenbich described manufacturing and packaging pha®s and in-process controls.
Validation was conducted on small scale, 400 uaittoes but in the U.S., this can be scaled up tini&s. However, in the EU, the
manufacturing process for ILUVIEN is consideredoastandard process. In order to scale-up to @idrgtch size, a new validation package
has to be submitted as a variation to the MAA. Plare underway to start manufacturing three ldog&rhes at Alliance in the second quarter
of 2012 in order to fulfill this requirement in tiiJ.

In addition, we submitted up to 18 months of stgbdata from three primary stability batches tondastrate that the product
manufactured using the process as described megptsed product specifications.
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In preparation for commercial production, Alliarfeas successfully completed an engineering batdenwnstrate that the process cal
scaled up to 800 unit batches. Two scaled-up bataleee also successfully manufactured demonstrétaighe critical steps up to and
including application of the cap membranes areagycible.

Competition

The development and commercialization of new dargsdrug delivery technologies is highly compegitiWe will likely face
competition with respect to ILUVIEN and any produete may develop or commercialize in the futurenfrmajor pharmaceutical companies,
specialty pharmaceutical companies and biotechygatoghpanies worldwide, many of whom have substhytigeater financial and other
resources than we do. In the countries in whichVLEN has been recommended for marketing authodmatr becomes approved for use in
the treatment of DME, it will compete against lagkotocoagulation and the use of anti-VEGF andausteroid injections, or other therapies
that may be approved in the future. There are atbempanies working to develop other drug therapiebsustained delivery platforms for
DME and other indications. We believe that thedwiing companies provide potential competition t&JMIEN:

. Genentech Inc.’s (Genentech) products Lucerdisilfizumab injection) and Avastin (bevacizumab)l@th anti-VEGF antibodies.
Lucentis is currently approved for the treatmenpatients with neovascular wet AMD and the treatnoémacular edema
following RVO in the U.S. and the EU and has relgergceived marketing authorization by the EMA éme in DME in Europe.
However, in the United Kingdom, the National Ingté for Health and Clinical Excellence has receptlplished final guidance
stating that Lucentis is not recommended for reirsbment in the treatment of visual impairment dauBME. Genentech has also
completed two Lucentis Phase 3 clinical trialstfa treatment of DME and has submitted a NDA fqrapal of Lucentis for the
treatment of DME in the U.S. Avastin, an oncologgduct, is used by retinal specialists in bothth®. and the EU in the treatm
of numerous retinal diseases but is not indicadecfy ophthalmic use. Genentech is a wi-owned member of the Roche Gro

. Allergan, Inc.’s (Allergan) product Ozurdex (dexethasone intravitreal implant), is a bioerodablkemrded release implant that
delivers the corticosteroid dexamethasone. Ozuislagproved for macular edema following branchestal RVO and non-
infectious uveitis affecting the posterior segmefithe eye in both the U.S. and the EU. Ozurdexalestrates peak efficacy at 60
days and duration of therapy of three to five mer

. Regeneron/Bayer’s Eyelea (aflibercept) was rdgequproved by the FDA for neovascular wet AMD lire tU.S. and has filed for
marketing authorization in neovascular wet AMDhe EU. Phase 2 trials of Eyelea for use in thetreat of DME are currently
being conducted in the U.S. and E

. Alcon, Inc.’s (Alcon) product TRIESENCE (triamailone acetonide injectable suspension), a presegviiee synthetic
corticosteroid for visualization during vitrectomg,approved for the treatment of sympathetic oplntiie, temporal arteritis, uveitis
and other inflammatory conditions unresponsiveofiidal corticosteroids in the U.S. TRIESENCE is imglicated for the treatment
of DME, dry AMD, wet AMD or RVO.

In addition, there are a number of other compaitefiding MacuSight, Inc., Thrombogenics NV andvidgali Pharma S.A., which are
developing drug therapies or sustained delivertfqias for the treatment of ocular diseases. Titesepanies are seeking to apply their
technologies to ophthalmic indications in earlygstalinical trials.

We believe we will be less likely to face genermenpetition for ILUVIEN because of the bioequivalgmequirements of a generic form
of ILUVIEN. A generic pharmaceutical competitorltdJVIEN would need to establish bioequivalency thgb the demonstration of an
equivalent pharmacodynamic endpoint in a clinidgal.tWe believe conducting such a clinical triadwld be cost prohibitive and time
consuming.
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The licensing and acquisition of pharmaceuticablpats, which is part of our strategy, is a highdynpetitive area. A number of more
established companies are also pursuing strateglesnse or acquire products. These establishetgpanies may have a competitive
advantage over us due to, among other factors,dlr, cash flow and institutional experience.

Licenses and Agreements
pSivida US, Inc.

In February 2005, we entered into an agreementp@8ikida to obtain a worldwide exclusive licensel&velop and sell ILUVIEN for
delivery to the back of the eye for the treatmertt prevention of eye diseases in humans (otheruhaitis). This agreement also provides us
with a worldwide non-exclusive license to develog aell pSivida's proprietary delivery device tdider other corticosteroids to the back of
the eye for the treatment and prevention of eyeadies in humans (other than uveitis) or to treaEDY delivering a compound to the back of
the eye through a direct delivery method througimaision required for a 25-gauge or larger needie.do not have the right to develop and
sell pSivida’'s proprietary delivery device in contien with indications for diseases outside ofélye or for the treatment of uveitis.

We made initial license fee payments totaling $360,to pSivida in 2004, and made additional liceflegepayments of $750,000 to
pSivida in 2005 upon the initiation of the FAME 8yu

Under the February 2005 agreement, we and pSigjdzed to collaborate on the development of ILUVIERh FAc for DME, and share
equally in ILUVIEN'’s development expenses. We afivjla also agreed that after commercializatiosuath product, profits, as defined in
that agreement, would be shared equally.

In March 2008, we and pSivida amended and resthtedgreement to provide us with 80% of the nefitsrand pSivida with 20% of the
net profits. In connection with the March 2008 agnent we agreed to:

. pay $12.0 million to pSivida upon executic
. issue a $15.0 million promissory note to pSivi
. forgive all outstanding development payments, pg@sahnd interest as of the effective date, whithléd $6.8 million

. continue responsibility for regulatory, clinicakgglinical, manufacturing, marketing and salestlfi@ remaining development a
commercialization of the product

. assume all financial responsibility for the depghent of the products and assume 80% of the coamatieation costs of the
products (instead of 50% as provided under thelu@ahr2005 agreemen

. make an additional milestone payment of $25.0 amillfter the first product has been approved byia; and
. share 33% of any lump sum milestone payments reddihom a su-licensee of ILUVIEN, as defined by the agreem
The $15.0 million promissory note was subsequemegbaid pursuant to its terms using the proceeds fror initial public offering (IPO).

Our license rights to pSivida's proprietary deliwelevice could revert to pSivida if we (i) fail twé to cure our breach of an obligation to
make certain payments to pSivida following receipivritten notice thereof; (ii) fail to cure othbreaches of material terms of our agreement
with pSivida within 30 days after notice of sucle&ches or such longer period (up to 90 days) asbmagasonably necessary if the breach
cannot be cured within such 30-day period; (il for protection under the bankruptcy laws, makassignment for the benefit of creditors,
appoint or suffer appointment of a receiver orteaover our property, file a petition under anglvaptcy or insolvency act or have any such
petition filed against us and such proceeding ramandismissed or unstayed for a period of mone @tadays; or (iv) we notify pSivida in
writing of our decision to abandon our license witBpect to a certain product using pSivida's petgry delivery device. We were not in
breach of our agreement with pSivida as of DecerBheP011.
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Emory University

In July 2009, we entered into an agreement with fgrbmiversity (Emory) related to the fulvene clasNADPH oxidase inhibitors.
Under such agreement, Emory granted to us an éxeugorldwide license to rights under intellectpabperty rights related to the fulvene
class of NADPH oxidase inhibitors for the developtenanufacturing, marketing and selling of pharewdical products containing such
compounds for therapeutic and prophylactic usethtreatment of diseases and disorders of théndyemans. In August 2009, we entered
into a second agreement with Emory University eglgb the triphenylmethane class of NADPH oxidasgbitors. Under such agreement,
Emory granted to us an exclusive, worldwide licetoseghts under intellectual property rights rethto the triphenylmethane class of NADPH
oxidase inhibitors for the development, manufacaiyrimarketing and selling of pharmaceutical prosigontaining such compounds for
therapeutic and prophylactic uses for the treatroédiseases and disorders of the eye in humarrinection with these agreements, we
made payments to Emory totaling $135,000 in cashissued to Emory shares of our common stock witha fair value of $300,000. In
September 2011, we discontinued our agreementBmitbry due to inactivity of the molecules in cliflitasting and have returned the rights
back to Emory.

We continue to evaluate alternative NADPH oxidasghitors in preclinical models.
Dainippon Sumitomo

In November 2007, we entered into a license agraemih Dainippon Sumitomo Pharma Co., Ltd. (Dapup) whereby it granted to us
a non-exclusive, worldwide, royalty free licensgtient rights under specific patents and pateplicgtions for the development,
manufacturing and marketing in the field of ophthalogy an injectable polymer tube implantable iatoeye containing a mixture of a polyt
and FAc (or derivative or pharmaceutically accelgtaalt of FAc) with a polyvinyl alcohol or otheolymer coating or layer at each end of the
tube. In addition, Dainippon granted to us an aptmacquire a non-exclusive, worldwide licenseatent rights and know-how related to
specific patents and patent applications for theelbgpment, manufacturing and marketing of othemrptageutical products in the field of
ophthalmology. In exchange for the license andoopgiranted to us by Dainippon, we paid $200,00Ddmippon shortly after the execution of
the license agreement, and we are expected torliea $200,000 to Dainippon within thirty daysiéating the first regulatory approval of
the licensed product in the U.S. by the FDA. Dgioip may terminate the license agreement if we nadliefail to fulfill or breach certain
terms and conditions of the license agreement aihtbfremedy such failure or breach within thidays after receipt of notice from Dainippon.
In addition, Dainippon may terminate the licenseeagnent in the event that we contest the validitye patent rights related to Dainippon’s
specific patents and patent applications. In thenewef termination of the license agreement by [Ppaion, owing to our breach of the agreen
or to our contesting the validity of Dainippon’stgat rights, we are still expected to make the paytndescribed above.

Government Regulation
General Overview

Government authorities in the U.S. and other coemixtensively regulate among other things theared, development, testing, quality,
efficacy, safety (pre- and post-marketing), mantufiaeg, labeling, storage, record-keeping, adviergispromotion, export, import, marketing
and distribution of pharmaceutical products.

u.S.

In the U.S., the FDA, under the Federal Food, Damngli Cosmetic Act (FD&C Act) and other federal éoahl statutes and regulations,
subjects pharmaceutical products to review. If wandt comply with applicable regulations, the gowveent may refuse to approve or place our
clinical studies on clinical hold, refuse to appeaur marketing applications, refuse to allow usyamnufacture or market our products, seiz¢
products, impose injunctions and monetary finesigrand prosecute us for criminal offenses.

To obtain approval of a new product from the FDA, mrust, among other requirements, submit data stippahe safety and efficacy as
well as detailed information on the manufacture emehposition of the product and proposed labeling.

16



Table of Contents

The testing and collection of data and the preparaif the necessary applications are expensiveaiar@lconsuming. The FDA may not act
quickly or favorably in reviewing these applicatiomnd we may encounter significant difficultiesosts in our efforts to obtain FDA appro
that could delay or preclude us from marketing maducts. The drug approval process in the U.Seigdly involves the following:

. completion of preclinical laboratory and animedting and formulation studies conducted under QGadxbratory Practices (GLP)
regulations

. submission of an Investigational New Drug Applioat{IND) which must become effective before humbmical trials may begin

. completion of adequate and well-controlled hurolamical trials to establish the safety and efficat the investigational drug for its
intended use; the studies must be conducted unaled Glinical Practices (GCP) regulatio

. submission of a NDA or Biologics License Applicati(BLA);

. satisfactory completion of an FDA inspection of thanufacturing facility or facilities where the piect is produced to asse
compliance with cGMP regulations; a

. FDA review and approval of the NDA or BL,

Preclinical tests include laboratory evaluationshef active drug’s chemical and physical properpesduct formulation and stability and
animal studies to establish pharmacological effantssafety. The sponsor must submit the resulpseafiinical tests, chemistry, manufactur
and control (CMC) information and a clinical devateent plan including clinical protocol(s) in an INDhe sponsor cannot start clinical
studies until the IND becomes effective which isda)s after receipt by the FDA unless the FDA mig@cerns or questions before expiration
of the 30-day review period. In that case, the spoand the FDA must resolve the questions or cosdeefore clinical trials can proceed.

Clinical trials involve the administration of theviestigational drug to human subjects under thersigion of qualified investigators.
They are typically conducted in three sequentialgals but the phases may overlap or be combinet.tEalcmust be reviewed and approved
by an independent Institutional Review Board befboan begin.

Phase 1 trials usually involve the initial introtioa of the investigational drug in a small numb&human subjects to evaluate the
product’s safety, dosage tolerance and pharmacaodgsand if possible, to gain an early indicatidit®effectiveness.

Phase 2 trials are usually conducted in a limitatiept population to evaluate dosage toleranceapptopriate dosage; identify possible
adverse effects and safety risks; and preliminanigluate the efficacy of the drug for specificigadions.

Phase 3 trials further evaluate clinical efficaog #est further for safety in an expanded patiepigation at geographically dispersed test
sites. Completion of two adequate and well-corgbiPhase 3 studies with results that replicate etdwdr is the norm before an application is
submitted to the FDA.

The FDA closely monitors the progress of each plo&séinical testing and may, at its discretiorgvaluate, alter, suspend or terminate
testing based on data accumulated to that poinitardsessment of the risk/benefit relationshifhéopatient. Total time required for running
the clinical studies varies between two and temsye&dditional clinical testing may be required &mrecial classes of patients, e.g., geriatric
patients, pediatric patients, patients with remmgairment.

Once all the clinical studies are completed, thenspr submits a NDA containing the results of nbnigal and clinical trials, together
with detailed CMC information for the product anwposed labeling. It is also important that thersmo provide a detailed description and
justify the risk/benefit relationship of the drugthe patient. Under the Prescription Drug User A&t PDUFA), the applicant has to pay a t
fee, which was $1.5 million in 2011, increasingso8 million in 2012.
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The FDA conducts a preliminary review of the NDAdamithin 60 days will make a “fileability” decisiofOnce the submission is
accepted for filing, the FDA conducts an in-dephiew of the NDA. Under the PDUFA, the FDA has teonths and six months, respectively,
in which to complete its review and issue an ackiter for a Standard and Priority Review NDA. Thgiew process may be extended by t
months if the FDA requests additional informatiarttee sponsor provides significant new informatiorclarification regarding information
already provided in the submission within the taste months of the original PDUFA date. If the FBAvaluation of the NDA and
audit/inspection of clinical and manufacturing prdares and facilities are favorable, the FDA mayéseither an approval letter or CRL. A
CRL is issued if the FDA determines that it willtrapprove the application in its present form. TRL will describe all of the specific
deficiencies the FDA has identified and when pdssithe FDA will recommend actions that the appiiczan take before the application may
be approved.

Upon receipt of a CRL, the applicant must take ofnthe following actions:
. resubmit the NDA addressing all deficiencies idiéediin the CRL;
. withdraw the NDA without prejudice to a subsequaitimission; o

. request an opportunity for a hearing on the quesifovhether there are grounds for denying approf/ghe NDA. Within 60 day
of the date of request, or within a different tipexiod to which the applicant and the FDA agree RDA will either approve the
NDA or refuse to approve the NDA. If the FDA refade approve the NDA, it will give the applicanivatten notice of ar
opportunity for a hearing on the question of whethere are grounds for denying approval of the N

Responses to the CRL can be classified as Clas€lass 2. Class 1 and Class 2 resubmissions hiave-month and a six-month review
cycle, respectively, beginning on the date the FBéeives the resubmission. Examples of Class bneisgions are: draft or final printed
labeling, safety update, stability update, propo$ad mandatory post-marketing commitments, assdigation data, minor re-analysis of
previously submitted data and minor clarificatioAsClass 2 resubmission is for any item not spedifis a Class 1 item including any item
would require presentation to an Advisory Committee

Within one year after receipt of the CRL, the apgiit is required to take one of the actions citealva. If the applicant does not take one
of these actions, the FDA will consider the lackefponse as a request to withdraw the NDA. Thécgmp can also request an extension of
time to resubmit the NDA. A resubmission must fudlydress all the deficiencies cited. A partial oese to the CRL will not be processed as a
resubmission and will not start a new review cycle.

Other Regulatory Requirements

Risk Evaluation and Mitigation Strategy (REM®)e Food and Drug Administration Amendments Ac20®7 (FDAAA), gives the FDA
authority to require a drug-specific REMS to enghiesafe use of the drug. In determining whethREMS is necessary, the FDA must
consider the size of the population most likelyise the drug, the seriousness of the disease diticonto be treated, the expected benefit of
the drug, the duration of treatment, the seriousoé&nown or potential adverse events and whethaot the drug is a new chemical entity. If
the FDA determines a REMS is necessary, the spansst propose the REMS plan at the time of apprev&®EMS may be required to
include various elements, such as a medicationegmighatient package insert, a communication glaadticate health providers of the drug’s
risks, a limitation on who may prescribe or dispgetie drug or other measures that the FDA deenessary to assure safe use of the drug.

The FDAAA also expands the FDA's authority to regupost-approval studies and clinical trials if #FI2A, after drug approval, deems it
appropriate. The purpose of such studies woula lssess a known serious risk or signals of awgeriek related to the drug or to identify an
unexpected serious risk when available data ingliteg potential for a serious risk. The FDA may atxjuire a labeling change if it becomes
aware of new safety information that it believesistl be included in the labeling of a drug.
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Post-Marketing RequirementBhere are post-marketing safety surveillance regquémts that are required to be met to continue etiagk
an approved product. Adverse experiences with thdyzt must be reported to the FDA and could rasuihposition of market restrictions
through labeling changes or in product removaldBob approvals may be withdrawn if compliance wébulatory requirements is not
maintained or if problems concerning safety andfticacy of the product occur following approvahe FDA may also, in its discretion,
require post-marketing testing and surveillancentmitor the effects of approved products or plamed@ions on any approvals that could
restrict the commercial applications of these potslu

With respect to product advertising and promotibmarketed products, the FDA imposes a humber ofptex regulations which
include, among others, standards for direct-to-oomes advertising, off-label promotions, industryespored scientific and educational
activities and Internet promotional activities. TRBA has very broad enforcement authority undeRbB&C Act, and failure to abide by these
regulations can result in penalties, includingifseiance of warning letters directing the spons@otrect deviations from FDA standards, a
requirement that future advertising and promotionaterials are pre-cleared by the FDA, and statifedteral civil and criminal investigations
and prosecutions.

The manufacturing facility that produces our praduacst maintain compliance with cGMP and is subjegieriodic inspections by the
FDA. Failure to comply with statutory and regulgtoequirements subjects a manufacturer to posklgl and regulatory action, including
Warning Letters, seizure or recall of productsyirgtions, consent decrees placing significantigigtns on or suspending manufacturing
operations and civil and criminal penalties. Inithiéal CRL, the FDA notified us that the methagsed in and the facilities and controls used
for the manufacturing, processing, packing, or ingjabf the drug product at two of our manufactudicdsnot comply with cGMPs during pre-
approval inspections. Both of these manufacturave meceived confirmation from the FDA that theidehcies have been resolved and that
their respective facilities are acceptable.

Foreign Regulations

Foreign regulatory systems, although varying franartry to country, include risks similar to thossaciated with FDA regulations in
u.s.

Under the EU regulatory system, applications fargdapproval may be submitted either in a centrdlzedecentralized procedure. Un
the centralized procedure, a single applicatioméEMA, if approved, would permit marketing of theduct throughout the EU (currently 27
member states). The centralized procedure is mandfr new chemical entities, biotech and orpharmgdroducts and products to treat All
cancer, diabetes and neuro-degenerative disongterjramune diseases, other immune dysfunctionsvaatidiseases. Products that constitute
a significant therapeutic, scientific or technicalovation or which are in the interests of pateintthe EU may also be submitted under this
procedure. We believe ILUVIEN would have potentiajualified for this procedure as a product thatstibutes a significant therapeutic,
scientific or technical innovation. However, we shdo pursue the decentralized procedure in theetdiingdom, Austria, France, Germany,
Italy, Portugal and Spain due to our limited resesr The decentralized procedure provides for egipdins to be submitted for marketing
authorization in a select number of EU countridge process is managed by a central Reference MeBtkerthat coordinates the review
process with the Concerned Member States.

Based on our analysis of the data through montbf 2de FAME Study, in July 2010, we submitted aadaéckage regarding the efficacy
and safety of ILUVIEN to the applicable regulat@mythorities in the United Kingdom, Austria, FranG&rmany, Italy, Portugal and Spain w
the United Kingdom acting as the RMS. In Novemb@&t® we received a PAR from the RMS regarding egristration filings. The primary
concerns expressed in the PAR centered on theitseoEfLUVIEN in treating DME patients versus thisk of its side effects. Upon further
analysis of our FAME Study data through its fireddout at month 36, we determined that a pre-ptheabgroup of chronic DME patients
demonstrated a greater benefit to risk profile tthenfull population dataset in our original filign July 2011, we submitted a draft response
to the PAR to the MHRA, the regulatory body in BREIS, including additional safety and efficacy dtteough the final readout at month 36 of
the FAME Study with an emphasis on the chronic D&dilEgroup. After meetings and discussions with th#RM, we finalized and submitted
our response to the PAR to the MHRA in Novemberl20d February 2012, we received a FAR from the MHRdicating that the United
Kingdom, Austria, France, Germany, Italy, Portugratl Spain had reached a consensus that ILUVIENappovable and that the
decentralized procedure was complete. Upon recéifpe FAR, we entered the national phase with @dithese seven countries Concerned
Member States. During the national phase labetirgpich country’s local language is finalized. Agt p&the approval process in these
countries, we have committed to conduct a five-ypast-authorization, open label registry studyLafVIEN in patients with chronic DME.
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A mutual recognition procedure of nationally apprdwecisions is available to pursue marketing aigations for ILUVIEN in the
remaining EU countries once marketing authorizaktias been received in any EU country. Under thaiaduiecognition procedure, the hold
of national marketing authorization in one of tleeictries within the EU may submit further applioat to other countries within the EU, who
will be requested to recognize the original autretion based on the FAR provided by the RMS.

Third-party reimbursement and pricing controls

In the EU, U.S. and elsewhere, sales of pharmaiadytioducts depend in significant part on the labdity of reimbursement to the
consumer from third-party payers, such as govermuet private insurance plans. Third-party payeesrecreasingly challenging the prices
charged for medical products and services. In ti&,Jollowing regulatory approval, if any, it wile time consuming and expensive for us to
go through the process of seeking reimbursement fedicare and private payers. Our products mayaatonsidered cost-effective, and
coverage and reimbursement may not be availaldefticient to allow us or our partners to sell puoducts on a competitive or profitable
basis. The passage of the Medicare Prescriptiog Bng Modernization Act of 2003 imposes new requéets for the distribution and pricing
of prescription drugs which may affect the markgtiri our products.

In many foreign markets, including the countrieshiea EU, pricing of pharmaceutical products is sabjo governmental control. In the
U.S., there have been, and we expect that theteavitinue to be, a number of federal and statpgsals to implement similar governmental
pricing control. While we cannot predict whetheclslegislative or regulatory proposals will be atiab the adoption of such proposals could
have a material adverse effect on our businesandial condition and profitability.

Patents and Proprietary Rights

Our success depends in part on our ability to ak#ad maintain proprietary protection for our prodeandidates, technology and know-
how, to operate without infringing on the proprigtaghts of others and to prevent others fromiimging our proprietary rights. Because all of
our product candidates are licensed to us by téndy collaborators, we are dependent on our cotltbrs’ ability to obtain and maintain such
protection. Where we have conducted our own rekeata policy is to seek to protect our proprietpogition by, among other methods, filing
U.S. and foreign patent applications related topyoprietary technology, inventions and improversehgt are important to the developmer
our business. We also rely on trade secrets, knmw-bontinuing technological innovation and in-tiseng opportunities to develop and
maintain our proprietary position.

As of December 31, 2011, we owned or have licetisext U.S. utility patents, one U.S. design padewt five U.S. patent applications as
well as numerous foreign counterparts to many e$e¢hpatents and patent applications relating to/IBN or the ILUVIEN applicator. We
licensed one European patent from pSivida direttexuir low-dose device and have an application pendirected to an applicator system for
ILUVIEN. We licensed our patent rights relatingltdJVIEN from pSivida. Pursuant to our agreementhwitSivida, we only have the right to
our ILUVIEN-related patent rights for diseasestad human eye (other than uveitis). Our licensedmiaiortfolio includes U.S. patents (with
no currently pending or issued corresponding Euangspplications or patents) with claims directechiethods for administering a
corticosteroid with an implantable sustained delnaevice to deliver the corticosteroid to the etus of the eye wherein aqueous
corticosteroid concentration is less than vitrecarsicosteroid concentration during release, wittrcarrently pending or issued corresponding
European applications or patents. Our licensechpatartfolio also includes a U.S. patent and a pend.S. patent application directed to our
high-dose ILUVIEN insert.

U.S. utility patents generally have a term of 2@rgerom the date of filing. The utility patenthig relating to ILUVIEN licensed to us
from pSivida include three U.S. patents that expeveen March 2019 and April 2020 and countergargs to these patents in a number of
other jurisdictions. A single European patentdgfised to us from pSivida directed to our low-dieeéce that expires in April of 2021. No
patent term extension will be available for anyrafse U.S. patents or any of our licensed U.S.ipgmehtent applications.

The patent positions of companies like ours areegaly uncertain and involve complex legal and dattjuestions. Our ability to
maintain and solidify our proprietary position faur technology will depend on our success in olngieffective claims and enforcing those
claims once granted. We do not know whether amyuofpatent applications or those patent applicattbat we license will result in the
issuance of any patents. Our issued patents asd that may issue in the future, or those licensers, may be challenged, invalidated or
circumvented, which could limit our ability to stop
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competitors from marketing related products orlémgth of term of patent protection that we mayehor our products. In addition, the rights
granted under any issued patents may not providéthgroprietary protection or competitive advayea against competitors with similar
technology. Furthermore, our competitors may indeatly deve