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PART |
ITEM1. BUSINESS
OVERVIEW

We are in the business of discovering, developimty@mmercializing small molecule drugs for thetneent of serious diseases. We
have built a drug discovery capability that integsabiology, chemistry, biophysics, automation enfidrmation technologies, with a goal of
making the drug discovery process more efficient productive. A Vertex-discovered compound for tifteatment of HIV infection,
fosamprenavir calcium, is being marketed by oulabdrator GlaxoSmithKline plc as Lexiva in the WmitStates and Telzir in Europe. We
currently are concentrating most of our drug depelent resources on four drug candidates: telap(e¥r950) for the treatment of hepatitis
C virus, or HCV, infection, VX-702 for the treatntesf rheumatoid arthritis and other inflammatorgetises, VX-770 for the treatment of
cystic fibrosis, or CF, and VX-883 for the treatrhefbacterial infection.

Our lead drug candidate is telaprevir, an oral tigp& protease inhibitor, and one of the mostaambed of a new class of antiviral
treatments in development targeting HCV infect@sgerious and life-threatening disease. We areumimdy three major Phase 2b clinical
trials of telaprevir. We expect that these threadeh2b clinical trials together will evaluate sirstd viral response rates in approximately
1,000 patients infected with genotype 1 HCV, thestppevalent form of HCV, including treatment-napatients and patients who did not
achieve sustained viral response with current fliesaWe expect the clinical results from thesesBt2b clinical trials to provide important
information supporting the design and initiatiorttie second half of 2007 of a Phase 3 clinical mmogfor telaprevir. The United States Food
and Drug Administration, or FDA, has granted “Fastek” designation to telaprevir. In June 2006,eméered into a collaboration agreement
with Janssen Pharmaceutica, N.V., or Janssen,rsdol& Johnson company, relating to telaprevir. &iralir agreement with Janssen, we
have retained exclusive commercial rights to tefajprin North America and will lead the clinical\ddopment program. Janssen will be
responsible for the commercialization of telaprewicluding the manufacture of its own commercigd@y of telaprevir for the Janssen
territories, which include the territories outsmfeNorth America and the Far East. Janssen hagdgoebe responsible for 50% of drug
development costs under the development programidoth America and the Janssen territories andgkamdditional contingent milestone
payments for the successful development, approwdilaunch of telaprevir.

In addition to telaprevir, we currently are focugsion:

* VX-702, a p38 MAP kinase inhibitor, which we curtlgrare investigating for the treatment of rheunmhrthritis, or RA. We are
conducting a 12-week, 120 patient Phase 2a clitiizdlin patients with RA to evaluate the safdbjerability and anti-inflammatory
effects of VX702 on a background of methotrexate. In January 206 commenced a Thorough QTc study, which igpa tf clinica
trial required for all small molecule drug candigprior to the initiation of Phase 3 clinical sieDepending on the results of the 12-
week Phase 2a clinical trial and the Thorough Qilidys we plan to conduct a larger six-month Phasknial trial of VX-702 on a
background of methotrexate.

* VX-770, a cystic fibrosis transmembrane reguladoiCFTR, potentiator, which we are investigatingtfee treatment of CF. We
recently completed a Phase 1 clinical trial of VX0 in healthy volunteers and in patients with @& plan to initiate a Phase 2 clini
trial of VX-770 in patients with CF in the secondagter of 2007.

* VX-883, a Vertex-discovered dual-mechanism invedigmal antibiotic, which is in preclinical develognt for the treatment of
patients with bacterial infection. Depending on dliecomes of our preclinical activities, we planirtitiate a Phase 1 clinical trial of
this drug candidate in 2007.

Our pipeline also includes several drug candidéitasare being developed by our collaborators. mbet advanced of these drug
candidates is MK-0457 (VX-680), an Aurora kinaskilitor that is being




developed by Merck & Co., Inc. for the treatmentancer. In December 2006, Merck announced realtsthe Phase 1 clinical trials of
MK-0457 (VX-680), which showed that MK-0457 (VX-6B8emonstrated clinical activity in select patiewith leukemias and
myeloproliferative disorders, and initiated a pald®hase 2 clinical trial of MK-0457 (VX-680) in fents with treatment-resistant chronic
myelogenous leukemia, or CML, and Philadelphia otosome-positive acute lymphocytic leukemia, or Rht, containing the T3151 BCR-
ABL mutation. We also are collaborating with Meimk the development of other Aurora kinase inhilsitor

We plan to continue adding promising drug candelédeour development pipeline through our ongoioignimitment to discovery
research. As we have matured as a company by adgamar drug candidates to later stage developmentave chosen to retain greater
development control and commercial rights to sofr@uo drug candidates in order retain a greatepgution of the potential value of those
drug candidates if they are successfully commereid! In the future, we expect that we will retaamtrol of clinical development and the
right to market some of our drug candidates ingheutic and geographic areas where we have owbelie can build sufficient expertise to
independently market the drug candidate, if ifgpraved, on a cost-effective basis.

In order to complete the clinical development pamgifor telaprevir and prepare to market telapriewMorth America if it is approved,
we are investing significant resources to expamndccapabilities with respect to clinical developmergulatory affairs and quality control, &
to build and manage a commercial supply chain. 8 expect to incur significant costs in 2007 tamrfacture registration batches of
telaprevir and build telaprevir commercial invemtor

OUR STRATEGY

Our goal is to become a fully integrated pharmacaltompany with industry-leading capabilities@search, development and
commercialization of pharmaceutical products. Teg &glements of our strategy are:

Focus on the devel opment and commercialization of telaprevir.  We plan to invest significant resources in theicihdevelopment and
preparation for launch of telaprevir. We have des@ja comprehensive clinical development prograntefaprevir consisting of multiple
concurrent clinical trials that will study the pilefof telaprevir. In addition, we are investinghinilding and managing a commercial supply
chain for telaprevir, including purchasing sigréfit quantities of long lead-time raw materials afghtifying and entering into relationships
with third-party manufacturers, in order to supptimely launch of telaprevir if we are successgiutompleting development and obtaining
marketing approval.

Capitalize on the advancesin our telaprevir clinical programto build our general drug development and commercialization capabilities.

We believe that the progress we made in 2006 apdriticular the advances we made in the developofaetaprevir have positioned us to
expand our general drug development and commeratadn capabilities. In 2007, we plan to inveskéy areas—including clinical
development, regulatory affairs, quality contrapunercial operations and commercial supply chainagament—that will be necessary in
order to complete development of telaprevir, tdkssggproval for telaprevir and to commercialize pevir if we are successful in obtaining
marketing approval. We expect that these capasilaiso will support realization of additional dieandidates that may progress through our
pipeline.

Invest in research and development and retain a greater proportion of rightsto proprietary drug candidates. We intend to continue to
invest significant amounts in our research and lbgweent programs. In the future, we expect thatwiefund a greater proportion of our
research programs than in past years, using idtemds rather than collaborator funds. We belithat this strategy will ultimately allow us
to retain greater development control of, and conarakrights to, those proprietary drug candiddtedg may meet our strategic internal
investment criteria as in effect from time to time.

Support a broad-based portfolio of drug candidates, including the introduction of multiple drug candidates into development. We have
elected to diversify our research and developmetitiies across a relatively




broad array of investment opportunities, due irt frathe high risks associated with the biotechggland pharmaceutical business. We plan
to continue to add promising potential drug cangig@o our development pipeline through our cortigwwommitment to discovery research.

Continue existing and establish new collaborations to devel op and commercialize selected drug candidates. Collaborations with
pharmaceutical companies have played an importéaim helping us advance our drug discovery cdjpiaisias well as to grow and advance
our drug candidate pipeline. Collaborations providevith financial support and other valuable reses for our research programs,
development resources for our drug candidates anllating and sales support for our products. We fdacontinue to rely on collaborators
to develop and commercialize certain of our drugdidates either worldwide, in collaboration with osin markets in which we are not
currently concentrating our resources.

License and acquire technologies, resources and products. In addition to collaborations, we also seek oppsically to license and
acquire technologies, resources and drugs thatthavgotential to strengthen our drug discoveryfpien, pipeline and commercial
capabilities.

Appropriately manage our capital resourcesin order to execute our strategy. We are focused on maintaining a financial pedfiiat will
enable us to execute our business strategy. In, 2e®écreased our cash, cash equivalents and taatkesecurities balance and reduced our
outstanding debt as a result of payments received €ollaborators and a series of capital transastthat offset significant operating
expenses. We expect to continue to pursue a gditeaating strategy that may lead us to undertaleea@ more additional capital
transactions.

COMMERCIAL PRODUCT AND CLINICAL DEVELOPMENT PROGRAM S

The drug candidates on which we are currently catnagng most of our drug development resourcesaivith the drugs and drug
candidates we have developed or are developingasitaborators, are set forth in the following &l addition, we are currently conduct
clinical trials or engaging in preclinical activat with respect to a number of additional drug wiatds.

Drug or Drug Candidate Clinical Indication(s) Phase Marketing Rights (Region)
Principal Areas of Focus
telaprevir (VX-950) Chronic HCV infection Phase 2b Vertex (North America);

Mitsubishi (Far East); and
Janssen (Rest of Worl

VX-702 Rheumatoid arthritis and other Phase 2 Vertex (Worldwide, except for Far East); and

inflammatory diseases Kissei (Far East, co-exclusive with Vertex in certa
Far East countries

VX-770 Cystic fibrosis Phase : Vertex (Worldwide)

VX-883 Bacterial infectior Preclinical Vertex (Worldwide)

Collaborator-Led Programs

Lexiva/Telzir* HIV infection and AIDS Marketed GlaxoSmithKline (Worldwide

MK-0457 (VX-680) Oncology Phase : Merck (Worldwide)

MK-6592 (VX-667) Oncology Phase : Merck (Worldwide)

AVN-944 (VX-944) Oncology Phase : Avalon Pharmaceuticals (Worldwid

VX-409 and backup compoun Pain Preclinical GlaxoSmithKline (Worldwide

* Fosamprenavir calcium is marketed under the tradees “Lexiva” in North America and “Telzir” in tHeuropean Union. Lexiva/Telzir is a prodrug of
amprenavir (marketed as “Agenerase”), our firsgdiar the treatment of HIV infection and AIDS. LeaiTelzir has replaced Agenerase in worldwide
markets.




Principal Areas of Focus
Telaprevir (VX-950) (investigational oral hepatitis C protease inhibitor for the treatment of chronicHCV infection)

Telaprevir, our most advanced drug candidate, israhhepatitis C protease inhibitor. Telaprevidésigned to inhibit NS3-4A serine
protease, an enzyme thought to be necessary for ig@li¢ation. The FDA has granted “Fast-Track” desition to telaprevir. We are
conducting three major Phase 2b clinical trialsetdprevir, which we refer to as the PROVE clinigalls, as part of a global development
program to determine the safety and antiviral @gtiof telaprevir. We expect the clinical resultsrh these Phase 2b clinical trials to provide
important information supporting the design andiation in the second half of 2007 of a Phase @icdil program for telaprevir. We believe
that the current PROVE clinical trials have thegmbial to generate sufficient safety and efficaajadn a broad range of genotype 1 HCV
patients, together with safety data from the pregdd3hase 3 program, to support a New Drug Apptinatir NDA, filing in late 2008. If
efficacy data from the Phase 3 program is requwethe NDA, the NDA filing may be later than 2008.

Under our agreement with Janssen, we have retexadsive commercial rights to telaprevir in No&tmerica and will lead the clinical
development program in North America and the Janssgitories. Janssen has the right to markeptelar in the rest of the world, except
Japan and certain Far East countries, where weodledorating with Mitsubishi Pharma Corporatioangsen has agreed to be responsible for
50% of drug development costs under the developpragram for North America and the Janssen tereisoand to make additional
contingent milestone payments for the successfgldpment, approval and launch of telaprevir. Jamssill be responsible for the
commercialization of telaprevir, including the méamture of its own commercial supply of telaprewiutside of North America and the Far
East.

In 2007, we anticipate a clinical trial exploringite-daily dosing of telaprevir will be initiatedhd that Janssen will conduct this clinical
trial through Tibotec, a separate Johnson & Johgsompany. In addition in 2007, we expect to expduedclinical development of telaprevir
into patients with genotype 2 and genotype 3 HCdtion. In 2006, Mitsubishi conducted a Phasérioal trial of telaprevir in the Far
East. Mitsubishi is designing a Phase 2 clinicabpam for telaprevir in the Far East.

We have begun to identify and enter into commereitionships with third-party manufacturers thdt be necessary in order to
manufacture commercial quantities of telaprevir2007, we expect to manufacture registration batcii¢elaprevir, and invest in telaprevir
commercial supply in order to support a timely leluif we are successful in obtaining regulatory keting approval for telaprevir.

Telaprevir was discovered in our collaboration, rewded, with Eli Lilly and Company. We hold worldiei rights to all other second-
generation HCV protease inhibitors discovered bguring our collaboration with Eli Lilly. We willwe Eli Lilly royalties on any future sal
of telaprevir, if approved, and certain other HOdtpase inhibitors.

Background: Treatment of Chronic Hepatitis C Virus Infection

HCYV infection causes chronic inflammation in theeli. The World Health Organization estimates thaté are as many as 170 million
people chronically infected with HCV worldwide atitht an additional 3 million to 4 million peoplesdanfected each year. Reports published
by the American Association for the Study of Lidisease have estimated that approximately 3.4aniflieople in the United States are
chronically infected with HCV, and the American eioundation estimates that 8,000 to 10,000 peoyle United States die as a result of
HCV infection each year.

Currently, there is no vaccine available to pre\d@V infection. The current standard treatmentgenotype 1 HCV infection is a
combination of pegylated interferon, or peg-IFNg aitbavirin, or RBV, administered for up to 48 weelhis treatment regimen is associated
with significant side effects, including fatigudydike symptoms, depression and anemia. Amongptgiwho begin treatment, approximately
50% of patients infected with genotype 1 HCV, thestcommon HCV genotype in the




United States, fail to either complete treatmerghmw a long-term sustained response to therapg. r&sult, we believe new safe and
effective treatment options for HCV infection areded.

Telaprevir Devel opment Program

We are conducting three major Phase 2b clinicalstof telaprevir. PROVE 1 is ongoing in the Unitadtes and PROVE 2 is ongoinc
European Union, both in treatment-naive patieRPE 3 has commenced and is being conducted witarjia in North America and the
European Union who did not achieve sustained vérsgphonse with previous interferon-based treatm@&®REOVE 1 and PROVE 2 are fully
enrolled, and we commenced patient enrollment iIOPR 3 in January 2007.

PROVE 1 and PROVE 2

We expect that together, the PROVE 1 and PROVEnal trials will evaluate rates of sustained Vi@sponse, or SVR, in
approximately 580 treatment-naive patients infeetéd genotype 1 HCV, including patients who wiiceive telaprevir and patients in the
control arms. SVR is defined as undetectable \énadls 24 weeks after all treatment has ceased.

A description of each of the clinical trial arms the PROVE 1 and PROVE 2 clinical trials, incluglithhe intended number of patients in
each trial, is set forth in the following table:

Number of Number of
Patients Patients
(treatment naive) (treatment naive)

Treatment Regimen PROVE 1 PROVE 2 Total
12-week regimens of telaprevir in combination witg-IFN and RBV 20 80 100
12-week regimens of telaprevir in combination withyope¢-IFN 0 80 80
12-week regimens of telaprevir in combination wi#g-IFN and RBYV, followed by

12 weeks of therapy with p-IFN and RBV 80 80 160
12-week regimens of telaprevir in combination wi#g-IFN and RBV, followed by

36 weeks of therapy with p-IFN and RBV 80 0 80
48-weeks of therapy with peg-IFN and RBV 80 80 160

Total 260 320 580

The PROVE 1 and PROVE 2 clinical trials togetheréhthe following four key objectives:

« to evaluate the optimal SVR rate that can be aeltievith telaprevir therapy in combination with p&dN and RBV;
» to evaluate the optimal treatment duration forgegair combination therapy;

« to evaluate the role of RBV in telaprevir-basecdpg; and

* to evaluate the safety of telaprevir in combinatigth peg-IFN and RBV.

In the PROVE 1 and PROVE 2 clinical trials, patgerdgceive telaprevir in a tablet formulation atosal of 750 mg every eight hours for
12 weeks. The PROVE 1 clinical trial is double-di#al and placebo-controlled, and the PROVE 2 clirtica is partially-blinded and
placebo-controlled.

In December 2006, we announced results from a pthimterim safety and antiviral activity analygiat was conducted and reviewed
the independent data monitoring committee overggettie PROVE 1 clinical trial. As of the cut-off datf the interim analysis, a total of 250
patients had been enrolled in the PROVE 1 clirtical and received at least one dose of telapm@vplacebo. In the data reported, the pati
in all three telaprevir-containing arms (approxietatl 75 patients) were pooled together and thdteeaere compared to the results in the
control arm of peg-IFN and RBV and placebo (apprately 75 patients).

At the time of the data cut-off for the safety a1séd, approximately 100 patients had completed &8ks on-study and more than 200
patients had completed eight weeks. The most conaduearse




events were similar in type between the two gro@dghese, the adverse events that were more colymeported in the telaprevir arms
included gastrointestinal disorders and rash. éntétaprevir groups, 9% of patients had discontinueatment due to adverse events,
including 3% as a result of rash, compared to 3%atients who discontinued treatment due to adwersats in the control arm. The
difference between the two groups is due to thatgrenumber of discontinuations due to rash, gewséstinal disorders, and anemia in the
telaprevir arms compared to the control arm. Seramverse events were noted in 3% of patientsiteaprevir groups and 1% of patients in
the control group.

The table below summarizes available HCV prelimynasults at week 12:

Patients who had undetectable HCV level

Treatment Assignment (less than 10 IU/mL) at week 1.
telaprevir + peg-IFN + RBV 65 of 74 (88%
placebo + pe-IFN + RBV 17 of 33 (52%

PROVE 3

In the PROVE 3 clinical trial, we expect to evaki&VR rates in approximately 440 patients infegtéd genotype 1 HCV located in
North America and the European Union who did nbiiece SVR with previous interfer-based treatments. We expect to complete
enrollment in this double-blinded and placebo-aolted clinical trial by the end of the second qeadf 2007. Patients in the telaprevir arms
of the PROVE 3 clinical trial will receive telapiiein a tablet formulation at a dose of 750 mg gweEght hours for 12 weeks or 24 weeks.

A description of each of the clinical trial armstbé PROVE 3 clinical trial, including the intendedmber of patients in the trial, is set
forth in the following table:

Number of
Patients
(treatment failure)
Treatment Regimen PROVE 3
12-week regimens of telaprevir in combination witg-IFN and RBYV, followed by 12 weeks of therapyhwieg-IFN
and RBV 110
24-week regimens of telaprevir in combination withyopec-IFN 110
24-week regimens of telaprevir in combination wittg-IFN and RBV, followed by 24 weeks of therapytwieg-IFN
and RBV 110
48-weeks of therapy with peg-IFN and RBV 110
Total 440

The PROVE 3 clinical trial has the following twoykebjectives:

* to evaluate the SVR rate that can be achievedtel#iprevir therapy in combination with peg-IFN @BV in patients who have not
achieved SVR with previous interferon-based treatsjeand

» to evaluate the safety profile of telaprevir adsti@ied in a 24-week course of therapy of telaptievdombination with peg-IFN and
RBV.

Previous Trials

From late 2004 through early 2006, we conductegri@s of small-scale clinical trials of telaprewirhealthy volunteers and HCV-
infected patients designed to evaluate safety,mpaenkinetics and antiviral activity of telapreviihe first of these trials, a Phase 1 clinical
trial of telaprevir in healthy volunteers, was cdeted in 2004. The next two trials were Phase ilistconducted in 2005a-trial of telaprevi
as monotherapy completed early in 2005, and adfitlaprevir dosed together with peg-IFN compldtger in 2005. We also conducted a
small Phase 2a combination therapy clinical trigktaprevir dosed with peg-IFN and RBV, which veasnpleted in 2006. The results of
these earlier trials supported the design andatigt of the ongoing PROVE clinical trials. Theukts of these trials represent clinical
treatment of small numbers of patients who wergailhy dosed in clinical trials of telaprevir fohert durations and may not be predictive of
patient outcomes in large clinical trials evalugtialaprevir.




VX-702 (oral p38 MAP kinase inhibitor for the treatment of RA and other inflammatory diseases)

VX-702 is our oral p38 mitogeaetivated protein, or MAP, kinase inhibitor, whigle are currently investigating for the treatmenRé¥.
In March 2006, we reported data from our three-inétttase 2 clinical trial of VX-702 in patients wiRA. In this trial, VX702 demonstrate
statistically significant clinical effects on sigaad symptoms of RA as measured by AGR  critesayell as several other widely used
clinical measures. However, we believe that thellewf improvement shown in this trial did not vaant further development of VX-702 as a
single agent for the treatment of RA. We are cotidga 12-week, 120-patient Phase 2a clinical ingatients with RA to evaluate the
safety, tolerability and anti-inflammatory effecsVX-702 on a background of methotrexate. In Japn2807, we started a Thorough QTc
study of VX-702. The FDA requires that companiesduct a Thorough QTc study of any small moleculeggdrandidate prior to the
commencement of Phase 3 clinical trials. Dependim¢he results of the 12-week Phase 2a clinicall &md the Thorough QTc study, we plan
to conduct a larger six-month Phase 2 clinical trigatients with RA of VX-702 on a backgroundroéthotrexate.

We hold worldwide development and commercializatights to VX-702, except for Japan and certainEast countries, where we are
collaborating with Kissei Pharmaceutical Co., Utd2006, Kissei completed a Phase 1 clinical ofa¥ X-702 in Japan in RA.

Background
p38 MAP Kinase Inhibitors for Inflammatory Diseases

The MAP kinases are a family of structurally-rethleiman enzymes involved in intracellular signajiaghways that enable cells to
respond to their environment. The p38 MAP kinasavslved in a variety of cellular processes, imfthg the onset and progression of
inflammation. When activated, the p38 MAP kinasggters production of multiple cytokines, includimgerleukin-1, or IL-1, TNF-alpha and
interleukin-6, or IL-6. Excess levels of IL-1 andlifF-alpha are associated with a number of acutechrahic inflammatory diseases.

We have extensive preclinical and clinical experéewith p38 MAP kinase inhibitors, which we belieway be a useful new class of
oral anti-inflammatory drugs.

Rheumatoid Arthritis

Rheumatoid arthritis, a systemic disease, is thst wammmon form of inflammatory arthritis. RA hapravalence of about 1% of the
worldwide population and an annual incidence o&8es per 10,000 adults. RA causes pain, swelliddass of function in affected joints.
The disease is often accompanied by significanbiddy and mortality. Patients with RA also havsignificant impairment in their quality
life.

The current first line standard treatment for RAdsninistration of a disease-modifying anti-rheumdtug, or DMARD, most
commonly methotrexate. Injectable anti-tumor neisréactor, or TNF, agents such as EnSrel  (etapgyclumira® (adalimumab) and
Remicade® (infliximab), generally on a backgroufidhethotrexate, are used when disease activitgtisontrolled by DMARDs and non-
steroidal anti-inflammatory drugs. We believe thatoral agent that successfully targets TNF praduchay provide an attractive treatment
option for patients with RA.

VX-702 Development Program

In March 2006, we obtained results from our 315guatthree-month Phase 2 clinical trial of VX-7@2RA which we refer to as the
VeRA trial. A total of 278 patients completed 12eke of treatment in this double-blind, randomizad placebo-controlled trial. Patients
received either 5 mg or 10 mg of VX-702 once dailyplacebo. In addition to VX902, patients could receive certain DMARDSs, butldaot
receive methotrexate or anti-TNF therapies. Atahd of 12 weeks, patients completed dosing with&%-and were evaluated for
improvement in clinical signs and symptoms accaydmAmerican College of Rheumatology criteriaA@R 20 . ACR 2 is a standardized
measure based on a patient’s




attainment of at least a 20% improvement in ACRe#jgal indicators of RA activity. In comparing défifences in outcomes between
treatments in a clinical trial, statistical signdince testing is used to establish the probabiiay the observed differences did not occur by
chance. The result of statistical testing is oftefined in terms of a “p-value,” with a level oD8.or less considered to be a statistically
significant difference.

In this clinical trial, treatment with VX-702 led ta dose-dependent, statistically significant inseein week 12 ACR response rates,
the primary endpoint of the clinical trial. Thimpercent of patients receiving placebo, 38% of pigieeceiving 5 mg daily of VX-702 and
40% of patients receiving 10 mg daily of VX-702 esled an ACRo response at week 12 (p-value=0.0¢kleere-Terpstra test for
increasing dose-response). In addition, 32% ofglilagatients, 41% of 5 mg VX-702-treated patients44% of 10 mg VX-702-treated
patients achieved a EULAR (moderate or good) resp@p=0.01). EULAR is another standardized measiirgdicators of RA under criteria
specified by the European League Against Rheumafisree-dependent statistically significant effexdts were seen on tender joint counts
(p=0.007), swollen joint counts (p=0.003), diseastvity score (DAS28; p=0.02) and morning stiffaép=0.03).

In 2004, we completed a Phase 2a double-blind,amimkd, placebo-controlled, dose-escalation clirtital of VX-702 for the treatmel
of patients with acute coronary syndrome, or AQ®#largoing percutaneous coronary intervention, dr B@h as stent placement. p38 MAP
kinase regulates the production of key inflammatytpkines implicated in the pathogenesis of AClisPhase 2a trial of VX-702 was
designed to evaluate the safety, tolerability amarmacokinetics of VX-702 in 45 patients with ut¢sangina and elevated levels of c-
reactive protein, a marker of inflammation measunetthe blood, undergoing PCI. In the Phase 2a #@§ there were no clinically
significant differences between treatment and fla@roups with respect to adverse events, and VXAT6ét pre-established safety and
pharmacokinetic objectives.

Clinical trials of a number of other p38 MAP kinashibitors have demonstrated dose-dependent éesgain liver enzymes, which
generally are thought to be markers for liver ipjun 2004, we completed a 28-day trial of VX2 in healthy volunteers designed specific
to evaluate the effect of VX-702 on liver enzymesis trial showed some transient elevations inrleezymes in a small number of subjects.
However, the magnitude of those enzyme elevatiahsat reach clinical significance and did not riegquliscontinuation of dosing. The
enzyme levels returned to normal during continuesird.

In the VeRA trial, premature discontinuations fdwvarse events across the trial arms were: plac2¥d, 6 mg (3%) and 10 mg (5%). |
clinically significant adverse effects were seeraijoratory parameters, including liver functioetée The most common adverse events that
led to treatment discontinuation in patients reiogjw X-702 were seen in two patients each and wgastroenteritis, nausea/vomiting, rash,
and renal impairment (increased serum creatinvmelddo 1.2 to 1.5 times upper limit of normal).€Timost common adverse events were
generally mild or moderate and were: infection (&Pplacebo patients and 10% of VX-702 patients¥tigentestinal disorders (6% placebo
and 8% VX-702), and skin disorders (0% placebo%¥advX-702). In electrocardiograms conducted dutimgVeRA trial, increases in QT
interval (a measure of electrical conduction intieart) were seen in the VX-702 treatment groupsnb patient in the VeRA trial
experienced a clinically significant (60 msec oprgximately 15%) increase in the Fridericia ratereoted QT interval. We expect that
Thorough QTc trial currently underway will provideditional information on the effects of VX-702 electrical conduction in the heart.

VX-770 (investigational oral CFTR potentiator for the treatment of cystic fibrosis)

VX-770 is a small molecule drug candidate designgmbtentiate the gating activity of the CFTR proteirchloride ion transporter on-
cell surface that is functionally defective in jeatis with cystic fibrosis. We submitted an Investignal New Drug, or IND, application with
the FDA and completed a Phase 1 clinical trial %70 in 2006. VX-770 received both “Fast Tracktddi©rphan Drug” designations from
the FDA in 2006.




VX-770 was discovered by us in our ongoing researtthbmyation with Cystic Fibrosis Foundation Therapes Incorporated, or CFF
and with the support and participation of the QyBibrosis Foundation. We hold worldwide developtraard commercialization rights to
VX-770. We would be required to pay CFFT royaltesany future sales of VX-770.

Cystic fibrosis is a genetic disease afflicting rpmately 30,000 people in the United States. 3ymaptoms of cystic fibrosis,
particularly the development of thick mucous thaises lung tissue inflammation and, ultimatelg\ersible lung damage, are caused by
defects in the CFTR protein. A leading hypothesithat mucous accumulates in the lung due to imgsraater and salt (including chloride
ion) transport across the cell surface membranimgusur expertise in ion channels, including higivent cell assays and medicinal
chemistry, we have identified selective ion charmetlulators for potential application to the treatrnof CF. VX-770 may work by
increasing the frequency with which the CFTR chaisepen, which could result in an increase irodile transport across the cell
membrane. In laboratory studies involving bronckiaithelial cells isolated from cystic fibrosis igsits, our researchers have demonstrated
that potentiator compounds may improve CFTR fumctio

In 2006, we completed a Phase 1 clinical trial %70 in 63 individuals, including healthy voluntseand patients with CF. Healthy
volunteers in the Phase 1 trial received escalatosgs of VX-770 for treatment durations of up4odays, and patients with CF received
single doses of VX-770. A rash was observed ineseubjects during the muliiese arm of the trial. However, we believe thatttla results
support a Phase 2 clinical trial of VX-770. We ptannitiate this Phase 2 clinical trial of VX-77 patients with CF in the second quarter of
2007.

VX-883 (gyrase inhibition for the treatment of bacgrial infection)

VX-883 is a novel, Vertex-discovered dual-mechaniiswestigational antibiotic currently in preclinladevelopment that targets both
DNA gyrase and topoisomerase IV. DNA gyrase andigmpnerase IV are enzymes that are essential teriduring the replication proce
DNA gyrase and topoisomerase |V inhibitors alreadythe market have proven to be potent, bregettrum antibiotics and are used to tre
variety of common Gram-positive and Gram-negatiaetérial infections in various treatment settinghile existing gyrase and
topoisomerase 1V inhibitors work by interacting vihe GyrA and ParC subunits of DNA gyrase andisapuoerase IV, VX-883 targets the
GyrB and ParE subunits. VX-883 is actiueyitro , against Gram-positive and Gram-negative bactpe#iogens prevalent in both
community and hospital settings, including cerfaathogens that are less susceptible to other slagsmtibiotics, such as agents targeting
other subunits of gyrase and topoisomerase V. Alingly, we believe that VX-883 may be useful iedting infections caused by drug
resistant bacteria, including methicillin-resist&#phyl ococcus aureus, commonly referred to as MRSA, a major and growingpblem with
currently marketed antibiotics. Depending on thecomes of specific preclinical activities we aredocting in early 2007, we plan to initiate
a Phase 1 clinical trial of VX-883 later in 2007.

We hold worldwide development and commercial right¥X-883.

Collaborator-Led Programs
Lexiva/Telzir: HIV protease inhibition for the trea tment of HIV/AIDS (GlaxoSmithKline plc)

Infection with HIV can lead to AIDS, a severe, {ifereatening impairment of the immune system. Adiwy to the Joint United Nations
Programme on HIV/AIDS, an estimated 39.5 milliomple worldwide were living with HIV in 2006. The lilad States National Institutes of
Health has estimated that there may be as many®&8 individuals in the United States infectethvirlV. There are four classes of
antiviral drugs approved for the treatment of HiWeiction and AIDS: nucleoside reverse transcripbalibitors, such as AZT and 3TC; non-
nucleoside reverse transcriptase inhibitors, sgatfavirenz; the fusion inhibitor enfuvirtide; aHt\ protease inhibitors, or HIV Pls. HIV P
are used as part of combination regimens for gegtrinent of HIV. HIV PlIs block the cleavage of HIglyproteins into active proteins, and
result in the production of non-infectious virakfgles. The HIV PI ritonavir has




been shown to significantly boost the levels otaiaerother Pls in the bloodstream and thereforadmyinistration of HIV Pls with ritonavir
has become progressively more frequent in clirpcattice as a strategy for achieving maximum araivdctivity, reducing the likelihood of
treatment failure (viral breakthrough), and lowgrthe overall pill count for patients. Sales of HMN& in the United States exceeded

$2.0 billion (excluding ritonavir) in 2006, an imase of approximately 14% from 2005. The UnitedeStenarket for HIV Pls is highly
competitive, with a number of HIV Pls currently thre market.

Our HIV PI, fosamprenavir calcium, is marketed hy oollaborator GlaxoSmithKline under the name keaxin the United States and
under the name Telzir in the European Union. LeMigkir was co-discovered by us and GlaxoSmithKane was developed by
GlaxoSmithKline under our collaboration with the@laxoSmithKline has worldwide marketing rights faxiva/Telzir, and we have the
right to conduct certain promotional and educati@utivities for Lexiva/Telzir in the United Stataad the European Union. We also have
right, which we have not exercised, to supply hirlkg substance to GlaxoSmithKline. We receive riigslon GlaxoSmithKline's sales of
Lexiva/Telzir.

Lexiva/Telzir is a prodrug of amprenavir, whichaisas discovered and developed under our collaboratth GlaxoSmithKline and
marketed under the name Agenerase. Lexiva/Telzgiréalaced Agenerase in worldwide markets. A prodan inactive compound that is
metabolized by the body to become the active dbug to the physical properties of prodrugs sucheadva/Telzir, it is possible to achieve a
higher effective dose of the active drug for eaaddpug pill administered, resulting in a smalldt purden for patients.

In September 2006, GlaxoSmithKline announced watlatthe 46th Annual Interscience Conference oinfiatobial Agents and
Chemotherapy, or ICAAC, data from a randomized peladel, multicenter international Phase 3b clihidal comparing the safety and
efficacy of Lexiva in combination with ritonavir topinavir in combination with ritonavir. The analg of this clinical trial presented at
ICAAC describes the virologic response and rest®aratterns associated with virologic failure. Btwleeks, four percent of the 434 patients
in the Lexiva/ritonavir arm and five percent of 4 patients in the lopinavir/ritonavir arm exgeded virologic failure, which was defined
as either a failure to achieve plasma HIV-1 RNAesk than 400c/mL by week 24, or confirmed rebaargasma HIV-1 RNA to greater
than 400 c/mL.

Lexiva was launched in the United States in lat@32@nd in certain European Union countries inttirel quarter of 2004. In 2006,
Lexiva generated the third largest sales revenomesg HIV Pl inhibitors in the United States, exdhglritonavir, and it currently holds an
approximate 11% share of the United States HIV &iket based on total prescriptions (also excluditogavir). Lexiva/Telzir is currently
approved for sale in approximately 45 countriesléwide, including the United States, France, Genn&pain, Italy, the United Kingdom
and Canada.

MK-0457 (VX-680) and MK-6592 (VX-667): Aurora kinase inhibition for the treatment of cancer (Merck & Co., Inc.)

We are collaborating with Merck in the area of Aar&inase inhibitors, including MK-0457 (VX-680),k46592 (VX-667) and
additional potential follow-on compounds. Auroradses are enzymes thought to play multiple roléisdrdevelopment and progression of
cancer, acting as regulators of cell proliferatiwansforming normal cells into cancer cells and/diegulating p53, one of the body’s natural
tumor suppressors. MK-0457 (VX-680) is a potenthitbr of Aurora kinases and of fB-kinase, a receptor tyrosine kinase that is kntmalve
inappropriately activated in several different tyd leukemia. We believe that inhibitors of Auréfaases may be useful as highly targeted
treatments for a range of oncology indications.

As part of the collaboration, we conducted a joggtearch program with Merck to characterize MK-08%X-680) activity across a
broad range of cancer types and to identify adutiolrug candidates targeting the Aurora kinasescklholds worldwide development and
commercialization rights to
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MK-0457 (VX-680), MK-6592 (VX-667) and certain adidnal compounds identified during the researctgmm.

MK-0457 (VX-680)

In December 2006, Merck initiated a pivotal Phaséirfical trial of MK-0457 (VX-680) in patients wittreatment-resistant chronic
myelogenous leukemia, or CML, and Philadelphia ofosome-positive acute lymphocytic leukemia, or Rht, containing the T3151 BCR-
ABL mutation based on encouraging results from aseH clinical trial of MK-0457 (VX-680). This clal trial is expected to enroll
approximately 270 patients. In the trial, MK-045/X(680) will be given as a five-day intravenoustisfon every two to three weeks to
evaluate both safety and efficacy.

In December 2006, Merck also reported the resitlits #hase 1 clinical trial for MK-0457 (VX-680) patients with CML, in patients
with Ph+ ALL with the T3151 BCR-ABL mutation and jpatients with refractory JAK-2 positive myelopfeliative diseases. Merck reported
that the Phase 1 dose escalation clinical trialueted 44 adult patients with advanced leukemiasnayeloproliferative disorders who were
treated with MK-0457 (VX-680) given as a five-dayravenous infusion every two-to-three weeks. Guhe 15 patients with refractory
CML, nine patients had a T315] BCR-ABL mutationgHi of these nine T315I patients had either a helogit and/or cytogenetic response
to MK-0457 (VX-680) following multiple cycles of@éatment. The six patients without the T315| BCR-AmRUtation (of the 15 patients with
refractory CML) did not exhibit any clinical respg®s to administration of MK-0457 (VX-680).

Merck also reported that two patients in the chhicial with Ph+ ALL carrying the T315I mutatiorall either hematologic and/or
cytogenetic responses, including one patient whibahelinical response with a full molecular remigsiSix of nine patients with
myeloproliferative disorders having the V617F aating mutation in JAK-2 also had clinical respondédsese clinical responses were
consistent with drug effects observed in leukenaitsc

The Phase 1 clinical trial of MK-0457 (VX-680) wdssigned primarily to evaluate the safety of VX-@#@en as a five-day continuous
infusion, to determine maximum tolerated dose avgkdimiting toxicities, and to assess pharmacdldaend pharmacodynamics. Merck
reported that no drug-related non-hematologicattties were observed with MK-0457 (VX-680) in tbknical trial and therefore a
maximume-tolerated dose has not yet been establiSidd effects were observed in the clinical taiadl included a lower white blood cell
count, nausea, hair loss, and inflammation in toetm

Merck also is conducting a Phase 2a clinical ofallIK-0457 (VX-680) in patients with lung cancerPhase 1 clinical trial of MK-0457
(VX-680) in patients with recurrent or non-respeessolid tumors and a Phase 1 clinical trial of A&7 (VX-680) in patients with solid
tumor and/or colorectal cancer.

Vertex researchers published the three-dimenseoatic structure of Aurora-A kinase in 2002, andlied the structure of flt-3
kinase in January 2004. We also presented prealidata in a number of research and medical veimu2303 suggesting that MK-0457 (VX-
680) should be further investigated to determiag@dtential to treat several different cancer tyfpesvhich there are currently few or no
available treatments. In a paper published in FatyrB004, our researchers reported demonstratinpédfirst time that a selective small
molecule inhibitor of Aurora kinase MK-0457 (VX-6Bihibited tumor growth and induced tumor regressin xenograft models of human
pancreatic and colon cancer. In addition, our nedess have presented data showing that MK-0457-§8®) prolonged survival and induc
sustained remission in an oncogene-driven modatofe myelocytic leukemia.

MK-6592 (VX-667)

In 2005, Merck selected MK-6592 (VX-667), a secéndtora kinase inhibitor, for preclinical developntelm December 2006 , Merck
initiated a Phase 1 clinical trial of MK-6592 (V>6®) in oncology patients with advanced solid tumors
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AVN-944 (VX-944):. IMPDH inhibition for the treatm ent of cancer (Avalon Pharmaceuticals, Inc.)

Our collaborator Avalon Pharmaceuticals is develgpAVN-944 (VX-944), an IMPDH inhibitor, for thegatment of advanced
hematological malignancies, such as leukemia, lyanghor myeloma. Inosine 5-monophosphate dehydregeoa IMPDH, is an enzyme
thought to be critical for the synthesis of quanedriphosphate, a molecule required for DNA sysithand cellular signalling. IMPDH is
over-expressed in many cancer cells, especiallpéanotological malignancies. Reports in medicatditure and presentations at scientific
conferences provide a clinical rationale for theedepment of IMPDH inhibitors for the treatmentt@@matologic malignancies. Results from
certain preclinical studies of AVN-944 (VX-944) icdted that AVN-944 (VX-944) inhibited tha vitro proliferation of lymphoid and
myeloid cells, the principal cells involved in thrst common types of human leukemias. AVN-944 (\@&Ralso significantly prolonged
survival in a model of aggressive mouse leukenmia $ingle-dose, dose-escalation Phase 1 climieahbf AVN-944 (VX-944) in healthy
volunteers, data indicated that AVN-944 (VX-944)snaally bioavailable.

In January 2006, Avalon initiated a Phase 1 clinical in the United States of AVN-944 (VX-944) patients with advanced
hematological cancer. In December 2006, Avalon anoed interim results from an ongoing open-lalegdeat dose-escalation clinical trial
designed to evaluate the safety and tolerabilith\dN-944 (VX-944) in patients with advanced hematit malignancies and to determine
the optimal dose for Phase 2 clinical trials. Avateported that AVN-944 (VX-944) demonstrated aistiaally meaningful impact on
IMPDH and other certain genes that are known tmbelved with cancer, including nucleotide biosyesis, energy and metabolism, DNA
replication, apoptosis and cell cycle control.

Avalon holds worldwide development and commercéion rights to AVN-944 (VX-944).

VX-409: Selective sodium channel modulation forte treatment of pain (GlaxoSmithKline plc)

GlaxoSmithKline is leading the development of VX94@n oral, subtype-selective sodium channel maolyland certain additional
back-up compounds as potential drug candidatethéotreatment of pain. VX-409 and the backup compsuwvere discovered through our
San Diego-based ion channel research program thsingapabilities and proprietary technologies #ratunique to that site.

GlaxoSmithKline holds worldwide development and cegncialization rights to VX-409 and certain baclagmpounds.

Other Programs

We have a number of additional drug candidatessdladeug candidates include the following drug cdatdis for which we may consic
entering into collaborative arrangements in ordeadvance their development.

VX-692 (gyrase inhibition for the treatment of bacterial infection)

VX-692 is a novel, Vertex-discovered investigatibaatibiotic, which targets both DNA gyrase anddiemerase 1V and is activie,
vitro, against Gram-positive and Gram-negative bactpatiogens. We are currently evaluating ¥%2 in preclinical development. We hq
worldwide development and commercial rights to V&6

VX-166 (caspase inhibition for the treatment of liver disease and sepsis)

VX-166 is a novel, Vertex-discovered inhibitor ofitiple caspases. Inhibition of caspases has be@nrsto inhibit apoptosis, a critical
component in the pathology of several liver diseas®l the onset and progression of sepsis. Wedeenstrated in animal models that
administration of VX-166 may be useful in the treant of such indications as acute liver diseasesapdis. We hold worldwide rights to
VX-166.
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VX-765 (ICE inhibition for the treatment of inflammatory diseases)

We discovered and have completed certain developantivities with respect to two interleukin-1 camting enzyme, or ICE, inhibitors
for the treatment of inflammatory diseases, VX-@@8 pralnacasan. ICE is an enzyme that controlsethase of active IL-1 (one of two
forms of IL-1) and IL-18, which have been correthteith disease states in a number of acute andhzhiflammatory diseases. Phase 1
clinical trials of VX-765 in healthy volunteers denstrated a dose-dependent decrease in levelsi8,Ithe first time this has been
demonstrated for any therapeutic agent. During 2@@5completed the clinical portion of our four WePhase 2a clinical trial of VX-765, in
68 patients with psoriasis. We believe these regilpreclinical studies and clinical trials to elatarrant further investigation of VX-765.

Our first generation ICE inhibitor, pralnacasanswiaveloped in collaboration with Sanofi-Aventiseft Aventis). Phase 2 clinical trials
of pralnacasan conducted by Aventis suggestedréntinent with pralnacasan produced positive afitsinmatory effects in patients
with RA and led to dose-dependent suppressioneopthduction of IL-1. In 2003, Aventis and Vertexiuntarily suspended the clinical
development of pralnacasan pending full analysfngiings that emerged from a nine-month nonclihiogicology study. In that nonclinical
study, high doses of pralnacasan were associatbdhe development of fibrosis in circumscribedaaref the liver of one species of animal.

Merimepodib (VX-497) (IMPDH inhibition for the treatment of autoimmune diseases)

We currently are completing the data analysis pbéser Phase 2b clinical trial of merimepodib,aal, small molecule inhibitor of
inosine 5-monophosphate dehydrogenase, or IMPDHhéotreatment of HCV infection. The goal of thisical trial, referred to as the
METRO trial, was to evaluate the safety, pharmauwetics and efficacy of merimepodib in combinatiathvpeg-IFN and RBV. In the HCV
field, we currently are focusing our efforts on ttevelopment of direct antivirals such as telaprédfe currently do not plan to conduct
additional merimepodib clinical trials in HCV infigen after the METRO trial is completed. Signifitaasearch on the IMPDH pathway has
demonstrated its potential utility in transplantiather autoimmune indications.

RESEARCH PROGRAMS

We believe that our integrated drug design apprboastsignificantly enhanced our ability to discoged develop small molecule drug
candidates directed at biologically complex targetsluding novel targets identified by genomiceash. We believe that our approach has
been validated through our ability to interest peagive collaborators in our research output andrysuccess in moving drug candidates
clinical trials. We have recently decided to foomsseveral core disease areas, in order to expahdevelop our expertise and leadership in
specific disease areas and to permit a framewargddfolio planning and execution. Currently, foer disease areas of highest priority to us
are: infectious diseases; immunological/inflammattiseases; cancer; and neurological diseasedisodiers. These disease areas were
selected by mapping our research strengths onéastisareas with high unmet need, with an emphasidaations where we believe we,
independently or in collaboration with other phacesgtical companies, will be able to discover, depehnd commercialize transforming
medicines consistent with our core purpose. Widzioh disease area, we intend to specialize inf8pexlications.

Integrated Drug Innovation Approach. Our drug design platform integrates biology, pharahagy, drug metabolism and
pharmacokinetics, toxicology, material sciencegphysics, medicinal chemistry and process chemiatrifomation and information
technologies in a coordinated and simultaneousdaghroughout the discovery process. The goalofimtegrated, interdisciplinary appro:
is to make the drug discovery and development pon®ore efficient and productive.

Focused Drug Discovery in Target-Rich Gene Families.  We have pioneered a novel approach to drug disgamearget-rich gene
families, which are groups of genes with similaguences that code for structurally similar proteive organize and cluster targets within a
gene family according to how they
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interact with chemical inhibitors, which allows tasuse high-throughput screening technologiesyinéics and medicinal chemistry to
rapidly identify drug-like classes of compoundgarallel for multiple targets. Along with this apacch, we use a variety of biological and
chemical methodologies that interrogate the fumctibnewly discovered proteins in order to focus duug discovery and development effi
on the most promising targets within the most psing gene families. We believe that our systenggijgication of this drug discovery
approach is increasing the speed and efficiendyrug design efforts directed at novel biologicayj&ds, and is securing valuable intellectual
property for us in gene families of interest.

Technology Platform

We employ a variety of technologies and use infdimmafrom a number of different scientific discipdis as part of our integrated
technology platform. The most significant of thera as follows.

* Functional Genomics. We use functional genomics techniques, such as lgesek-out mice, to help guide target selection s
the potential of chemical compounds in disease fgoll¢e also use antisense, siRNA, dominant negatlidines, transcriptional
profiling, proteomics and other biological approasto better characterize the role played by sipdeifgets in cellular processes.

» Biophysics. We generate atomic structural information on madkectargets using X-ray crystallography and nucleagnetic
resonance, or NMR, spectroscopy to guide desigroptithization of lead classes of drugs.

« Computer-based Modeling. We apply advanced proprietary computational modetirols to guide the evaluation and selection of
compounds for synthesis. During our virtual scragrprocess, which we refer toiassilico screening , candidate compounds are
selected for synthesis and further investigatioe. We proprietary algorithms to sort and filter poomds for specific properties in
order to seek compounds that are more likely tolmecdevelopment candidates.

« Pharmacokinetics and Pharmacology. We employ a number of approaches to obtain predictiformation on the bioavailability,
pharmacokinetic profile and efficacy of potentialigl candidates. These approaches inclndéro metabolism and toxicological
studies andin vivo assessment of leads in hypothetically predictivemahmodels.

» Assay Development. We use modern cell biology, enzymology, and scregtechniques to develop high-throughput assaystwhi
provide high-quality information to support drugdbvery. We also are utilizing our assay capagdito develop novel proprietaity
vitro assays to rapidly establish ADME/toxicology prddil®er compounds in our screening library.

» High-Throughput Screening. We conduct assays for most enzyme and receptatsanging very high-throughput screening
approaches, many of which are proprietary. Thesayasenable us to rapidly generate large numbdeadfcompounds and drug
candidates across targets from many different §mmédies. These approaches integrate compound neamegt, plate replication with
miniaturized screening, hit (potential lead) id&aodtion and follow-up.

* Material Sciences. By applying advanced principles of physical chergisind materials science at the interface betweeclipical
drug discovery and pharmaceutical product developywee are attempting to ensure that the drugsiirpipeline have excellent
Chemistry, Manufacturing and Controls propertiesCMC properties. CMC refers to the FDA requiremtat all drugs be
manufactured, stored and administered in a corttddshion. Our materials scientists study the atdewel structures of drug
candidates, as well as their physical and cherpicgierties. Utilizing this knowledge together witiolecular engineering design
principles, the properties of a drug candidateaaljasted to improve the resultant active pharmacaiungredient’s profile. Advances
in materials science have been applied with gneatess to the consumer products industries, tlrefécs industry and the medical
device industry in products such as plasma telewssicomputer chips and artificial bone replacesieheveraging advanced mater
science technologies in the pharmaceutical industtiie selection and development of drug
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candidates offers the potential for a higher rdteuacess in clinical development, decreased tomadrket, and enhanced product
performance.

* Instrumentation. We have a dedicated research and application dawelot group, which is responsible for designing lamittling
automated solutions to address many of the mowetitise and labor-intensive aspects and procedseéig discovery. For example,
most of our ion channel research is conducted USHWPR, our proprietary screening technology tsgs fluorescent probes and
waves of electrical stimulation to study ion chdank-VIPR provides an automated, high-throughpatform that enables us to
collect high quality data at speeds up to a thodisiames faster than patch clamping.

Current Research Programs

Our past drug discovery efforts have produced e&tyaof drug candidates that are currently in grécal or clinical development. We
believe our ongoing research programs continuegate potential value for us by generating new damdidates in areas of significant un
medical need. These programs include researchtitaggeertain kinases, ion channels, g-protein cedipeceptors and HCV protease
inhibitors.

Kinase Program

We have a broad-based drug discovery effort targatie human protein and lipid kinase family, ofiehhthere are more than 500
members. These kinases are enzymes that play r@lkeeiy transmitting signals between and withincefinases exert their effect by
phosphorylating other proteins, which then beconteated and perform a specific function. Kinasgwity has been implicated in many
major diseases, including cancer and autoimmuflepimatory, cardiovascular, metabolic, and neuriclalgliseases. As a result, we believe
that kinases are ideal targets for therapeuticuetgion. The clinical success of the oncology dr@jeeve® (imatinib mesylate) and
Tarceva® (erlotinib) offer examples of how smallleonle kinase inhibitors can be tailored to addepesific diseases. Our extensive drug
discovery efforts involving numerous targets in kirease gene family continue to refine our undemditag of kinase biology and the design of
kinase inhibitors. Our researchers have deternmtine@tomic structure of more than 25 kinase drigeta and hundreds of kinase/inhibitor
co-complexes. This information is of critical impemce in the design of selective inhibitors for oing research projects. We also have
designed a diverse library of proprietary kinadghitors and we continue to expand that library. &pely all of these tools with the objective
of determining and optimizing new chemical scafotdjainst targets of interest in the area of kimnasibition.

From 2000 through 2006, we received funding angbstidor our research efforts within the kinasgé&rfamily under our collaboration
with Novartis. In accordance with the terms of tiolaboration agreement, we retain the rights li¢thel drug candidates and intellectual
property developed under that collaboration.

In 2004, we entered into a collaboration with Mefakthe development of MK-0457 (VX-680), an Aurdiaase inhibitor, in cancer,
and for continuing collaborative research throug-2006 in the area of Aurora kinase inhibition.dén this collaboration agreement, Merck
is currently conducting Phase 2 clinical trialdMif-0457 (VX-680) and a Phase 1 clinical trial of M8692 (VX-667).

We are continuing investigation of several otheakie inhibitors that play a role in the developnaart progression of cancer,
inflammation and autoimmune disegsefectious diseases and neurodegenerative disetise most advanced of these inhibitors are $ed
JAKS inhibitors, which we believe have the poteliiabe used in treatments for transplantationripss and RA .

Membrane Target Programs (Ilon Channels and GPCRs)

We are conducting a broad-based drug discoveryrgnogargeting the ion channel family. lon chanretsa gene family of more than
650 proteins that act as cellular gatekeepersraiting the flow of ions across cell membranes. Tdrechannel family contains numerous
drugable targets representing
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potential therapeutic intervention points for aier of indications, including cystic fibrosis, paand inflammatory, cardiovascular and
metabolic diseases. Existing therapies such asdipne and nifedipine, which are calcium channetkers for the treatment of hypertens
and lamotrigine and carbamazepine, which are sodhannel inhibitors for the treatment of epilegsygvide a strong rationale for
developing drugs targeting ion channels.

Our ion channel research extends across severahammel subfamilies, including sodium channelsaggium channels, calcium
channels, and chloride channels and is princigatiused at present on the design and developmemalf-molecule drugs for the treatment
of pain and cystic fibrosis. For example, speafidium channels have been shown to increase iegsipn and function in peripheral nerve
cells at the site of injury, making them novel attlactive targets for the treatment of neuropaphic. We are utilizing our expertise in assay
development and screening to advance discoveryteffiathin the ion channel family.

We have an ongoing research collaboration with Ctgeting the CFTR protein. Improper functionifdcdTR may cause the
accumulation of water and salt, including chlorioles, that is believed to be the cause of mucoasmalation in the lungs of cystic fibrosis
patients. This collaboration with CFFT has produegd770, a potentiator of CFTR function that iséntled to increase the flux of chloride
ions through CFTR. VX-770 is currently in clinidalsting. Our continuing research efforts in thilatmration are focused on the
identification of possible CFTR corrector compoutitit may work to increase the number of ion chimninecertain lung cell membranes of
patients with CF as well as potentiator back uppoumds that will increase the flux of chloride idhsough CFTR.

G-protein coupled receptors, or GPCRs, represeatiditional gene family comprising over 1000 distiproteins that transduce
extracellular signals to the inside of the cell aegulate a diversity of functions in both normatdigathological conditions. A study has
estimated that approximately 25% of FDA-approvathdrtarget GPCRs. Our program is aimed at sewgrall and type 2 GPCR targets in
the areas of pain and nervous system disorders.

Additional Discovery Efforts

We plan to utilize our proprietary gene family-bdgdatform and experience in structure-based dasgigth to pursue targets in other
medically important gene families, such as protea&eong other things, we have significant effantslerway targeting follow up HCV
protease inhibitors to strengthen our HCV researachdevelopment franchise.

CORPORATE COLLABORATIONS

We have entered into corporate collaborations plithrmaceutical and other companies and organizatiat provide financial and ott
resources, including capabilities in research, greent, manufacturing, and sales and marketingypport our research and development
programs. At present, we have the following majmporate collaborations.

Janssen Pharmaceutica, N.V.

On June 30, 2006, we entered into a license, dpredat, manufacturing and commercialization agre¢méh Janssen. Under the
collaboration agreement, we will collaborate wietmgsen to develop and commercialize telaprevir.

Under the terms of the collaboration agreementwilleetain exclusive commercial rights to telapirey North America and will
continue to lead the development plan for telaprievNorth America and the Janssen territoriessSan received exclusive rights to
commercialize telaprevir outside of North Americaddhe Far East. In connection with the executiohe collaboration agreement, we
received an up-front payment of $165 million inyJA006. In addition, we could receive additionahiegent milestone payments, which
could total up to $380 million if telaprevir is sigssfully developed, approved and launched. Jameseagreed to be responsible for 50% of
drug development costs under
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the development program for North America and tiressen territories. Each of the parties to theabolation agreement will be responsible
for drug supply in their respective territories eT¢pllaboration agreement also includes a tiergdltpaveraging a mid-20% range, as a
percentage of net sales in the Janssen territaligending upon successful commercialization. Hitach, Janssen will be responsible for
certain third party royalties in its territorieendsen may terminate the collaboration agreemamt sig monthshotice to us. In such an eve
all manufacturing, commercialization and intelledtproperty rights to telaprevir under the collaimm agreement will revert to us.

As part of the collaboration agreement, followiegulatory approval and commercialization of telapri both North America and
Janssen’s territory, we will establish with Tibgtatso a Johnson & Johnson company, a global higtiditive to increase the prevention,
diagnosis, treatment and cure of HCV infectiorhegrincipally directed toward developing countries

GlaxoSmithKline plc

In 1993, we entered into a collaboration with GlarothKline covering the research, development amdraercialization of HIV
protease inhibitors, including Agenerase (ampragavéexiva/Telzir (fosamprenavir calcium) and breagir (VX-385). Under the original
agreement, GlaxoSmithKline had exclusive rightddggelop and commercialize our HIV Pls in all partshe world except the Far East. In
2003, we amended the agreement to add the FatdE@&ixoSmithKline’s territory for development acdmmercialization of Lexiva/Telzir.
GlaxoSmithKline pays us a royalty on all saleshaf HIV Pls covered by the agreement. We have redagertain bulk drug manufacturing
rights and certain co-promotion rights in the teries licensed to GlaxoSmithKline. We began earimoyalty from GlaxoSmithKline in
1999 on sales of Agenerase, in the fourth quaft2003 on sales of Lexiva, and in the third quanie2004 on sales of Telzir. Lexiva and
Tezir have replaced Agenerase in worldwide markets.

GlaxoSmithKline initiated development of a third\HPI discovered under the collaboration known achnavir (VX-385).
GlaxoSmithKline bore all development costs for largvir, and paid us $1.0 million in developmengstailestones. On December 15, 2(
GlaxoSmithKline formally notified us that it wouttiscontinue clinical development of brecanavir, ethinad advanced to Phase 2 clinical
trials. Currently, there are no drug candidatésddeveloped under this collaboration, and we aloamticipate any additional milestone
payments under this collaboration.

GlaxoSmithKline has the right to terminate its &gnent with us without cause upon 12 months’ nofiegmination of the agreement by
GlaxoSmithKline will relieve it of its obligatiorotmake further commercialization and developmem¢stione and royalty payments, and will
end any license granted by us to GlaxoSmithKlingdeurthe agreement. In June 1996, we and GlaxoShtrithkibtained a worldwide, non-
exclusive license under certain G.D. Searle & @ow owned by Pharmacia/Pfizer) patents in the aféHV protease inhibition. We pay
Searle a royalty based on sales of Lexiva/Telzir.

In December 2005, we entered into a separate coliibn agreement with GlaxoSmithKline for the depenent and commercialization
of VX-409 and certain back-up compounds. Undert¢hnms of the agreement, GlaxoSmithKline has théuske right and license to develop
and commercialize VX-409 and the back-up compouvatidwide. The agreement provides for a $20 milligifront license payment, whit
was paid in December 2005, and potentially additiaevelopment and commercial milestone paymestsnaing the development of VX-
409 and back-up compounds in major pharmaceutieskets across a range of indications. GlaxoSmitigiuill also pay us royalties on
annual net sales of any pharmaceutical productsragialized under the agreement. Prior to commiausch of any drug that is covered
by the agreement, GlaxoSmithKline can terminateatireement without cause upon six months’ notiagstd-ollowing commercial launch,
GlaxoSmithKline can terminate the agreement ony@a’s notice, unless the termination is the resiu#t safety issue associated with a drug
arising from the collaboration, in which case GlaruthKline may terminate immediately upon notice.
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Merck & Co., Inc.

In June 2004, we entered into a global collabonatith Merck to develop and commercialize MK-04%X¢680), our lead Aurora
kinase inhibitor, for the treatment of cancer, &mdonduct research targeting the discovery ofdafitianal Aurora kinase inhibitory
compound or compounds to follow MK-0457 (VX-680)eihk made an up-front license payment of $20 mmllioJune 2004, and provided
research funding of $15.8 million between June 2804 September 2006. In addition, the agreemeniges for as much as $350 million in
milestone payments, including up to $130 milliontte successful development of MK-0457 (VX-680}hg first oncology indication and
additional milestone payments for development of-B4&67 (VX-680) and followen compounds in subsequent major oncology indinatitn
2005, Merck selected MK-6592 (VX-667), a secondydrandidate covered by the collaboration, for dgmelent. Under the agreement,
Merck made two milestone payments totaling $19.ianiin 2005 and three milestone payments tota$8§.3 million in 2006. Under the
agreement, Merck is responsible for worldwide clithidevelopment and commercialization of MK-045%(§80) and follow-on candidates
(including MK-6592 (VX-667)) and will pay us royas on any product sales. Merck may terminate ¢ineeanent at any time without cause
upon 90 days’ advance written notice, except tixatn®nths’advance written notice is required for terminatmmny time when a product t
marketing approval in a major market and the teatim is not the result of a safety issue.

Cystic Fibrosis Foundation Therapeutics I ncorporated

In May 2004, we entered into a collaboration agrestmvith CFFT providing funding for our late-stagyestic fibrosis drug discovery
effort. The agreement subsequently was amendedédacthe term of the drug discovery effort to MaBd, 2008 and to include additional
development stage funding for specified VX-770 depment activities through the end of 2007. Theeagrent, as amended, provides that
CFFT will pay up to $32.4 million to us for reselaiand development activities. Under the amendeelemgent, we retain the right to develop
and commercialize any compounds discovered inadhese of the research collaboration, and we will paoyalty to CFFT on the net sale:
any drugs discovered in the collaboration. CFFvjpled $21.3 million in research support paymenisteel to the agreement in aggregate in
2004 and 2005, and the amended agreement prowidadditional funding from CFFT for further resdaduring the period from January 1,
2006 through March 31, 2008 directed toward CFTRemor compounds. CFFT also made a $1.5 milliolestdne payment to us upon
advancement of the first compound from the resepragram into clinical development. CFFT has tightio terminate the agreement
without cause, effective on June 30, 2007, upod&@’ prior written notice.

Mitsubishi Pharma Corporation

In June 2004, we entered into a license, developarhcommercialization agreement with Mitsubishithe development and
commercialization of telaprevir, in Japan and éertagher Far East countries. Under the terms oftireement, Mitsubishi has the right to
develop and commercialize telaprevir in its tersitdJnder the agreement, we are entitled to recgpvto $33 million in payments from
Mitsubishi through Phase 2 clinical development|uding an up-front license fee, development milestpayments and contributions to
certain drug development costs incurred by usdlaptevir. Further cost sharing beyond Phase Zalidevelopment will be determined by
Mitsubishi and us based on the design of registmdtials for telaprevir. We will also be entitlealroyalties on sales of telaprevir, if appro\
in Mitsubishi’s territory. Mitsubishi may terminatlke agreement at any time without cause upon 8§ gaior written notice. In 2006,
Mitsubishi conducted a Phase 1 clinical trial d&apeevir in the Far East. Mitsubishi is designinBlease 2 clinical program of telaprevir in the
Far East.
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Kissei Pharmaceutical Co., Ltd.

In September 1997, we entered into a collaborat@greement with Kissei to identify and develop compis that target p38 MAP kina
The research phase of the collaboration ended & 30, 2000, and we have received the full amofirésearch funding specified under the
agreement. We are working with Kissei to develogg eammercialize VX-702, which was discovered dumag p38 MAP kinase research
collaboration. Kissei has exclusive rights to depednd commercialize VX-702 in Japan and certamBaat countries, and co-exclusive
rights (with us) in China, Taiwan and South Koné& retain exclusive marketing rights outside thefast. Under our agreement, Kissei'
pay us development milestone payments for the ss@dedevelopment of VX-702 in the Far East, inaigd$2.5 million paid in 2005 upon
Kissei's submission of regulatory filings in prepaion for Phase 1 clinical trials of VX-702 in Jap&issei is providing a portion of the
funding for our clinical trials of VX-702 in patienwith RA. If VX-702 is approved for sale in Kigseterritory, we will have the option to
supply Kissei with bulk drug substance for manufeety Kissei into drug product. We will receivaigrsupply payments or royalties on any
product sales.

Avalon Pharmaceuticals, I nc.

In February 2005, we entered into a license agraemi¢gh Avalon for the development and commercatiian of the IMPDH inhibitor
AVN-944 (VX-944) for the treatment of cancer. Undiee agreement, Avalon has the exclusive worldwiglet and responsibility to develop
and commercialize AVN-944 (VX-944) for the treatrhefcancer. Avalon made a $5.0 million up-frorelise payment to us and has agreed
to make additional milestone payments to us foistieeessful development of AVN-944 (VX-944) in niplkk oncology indications. Avalon
will pay us royalties on any product sales. Thesagrent provides us with certain rights to co-pra¥¢N-944 (VX-944). Neither party has
the right to terminate the agreement other tharcdoise.

INTELLECTUAL PROPERTY

We actively seek protection for our products armppietary information by means of United States famdign patents, trademarks, and
copyrights, as appropriate. In addition, we relpmuprade secret protection and contractual arrapgésio protect certain of our proprietary
information and products. In addition to patentd panding patent applications that relate to p@bdtug targets, compounds we are
developing to modulate those targets, and methbdmking or using those compounds, we have sepatehts and pending patent
applications directed to proprietary elements ofdnug discovery platform. For example, some oséhtplatform” patents and applications
claim our proprietary E-VIPR ion channel screeni@aghnology.

Much of our technology and many of our process@&né upon the knowledge, experience and skillegfdcientific and technical
personnel. To protect our rights to our proprietamgpw-how and technology, we require all employees, dbageour consultants and advis:
when feasible, to enter into confidentiality agrees that require disclosure and assignment td igeas, developments, discoveries and
inventions made by these employees, consultanta@vidors in the course of their service to us.

Patents and Pending Patent Applications

We hold issued patents and pending patent apmitatn the United States, and in foreign countriesdeem appropriate, covering
intellectual property developed as part of eacburfadvanced research, development and commeroigidgms. Our intellectual property
holdings include but are not limited to:

« United States and foreign patents and pendingdgorgatent applications covering telaprevir, and ynather HCV protease inhibitot

« United States patents and pending applicationsroayassays useful to evaluate potential inhibitdrslCV protease, including
patents and applications covering the X-ray crysttaictures of HCV protease and the use of thosetstes to develop HCV protease
inhibitors.
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United States and foreign patents and foreign patgplications covering a class of chemical compisuhat includes VX202 as wel
as compositions including VX-702 and similar compdsi and the use of those compounds to treat p38 kidd2e related disorders.

« United States and foreign patent applications dogguotentiators of the CFTR protein, including VX0 and many other related
compounds, and the uses of those potentiatoredb GF.

« United States and foreign patent applications dogdsacterial gyrase inhibitors including VX-883da¥X-692 and the use of these
compounds for the treatment of bacterial infections

« United States and foreign patents that cover ctasbehemical compounds, pharmaceutical formulatamd uses of the same for
treating HIV infection and AIDS. These patents g specific coverage for fosamprenavir and itsplaaeutical formulations,
methods of manufacture and methods to treat HI¥diidn. In addition we have a non-exclusive, woittericense under certain
patent applications claiming HIV Pls. We have @uéd patent in the United States and foreign patemd foreign applications
covering amprenavir and related compounds.

» United States and foreign patents and pending didtates and foreign patent applications covenhgitors of multiple kinase
proteins.

» United States and foreign patent applications doganodulators of sodium ion channels and useetfeincluding VX-409 and
many other related compounds.

« United States and foreign patents and pendingdorgatent applications covering classes of chensmalpounds, pharmaceutical
compositions containing such compounds, and metbbdsing those compounds to treat or prevent IMRDétiated diseases,
including HCV infection. These patents cover mepdib (VX-497) and AVN-944 (VX-944), their combinaih with certain other
therapeutic agents and their uses for IMPDH-medidigeases.

» United States and foreign patents and pendingdoneatent applications covering several differéasges of compounds useful as
inhibitors of ICE, as well as pharmaceutical conifiass containing those compounds and methodsiafjubose compounds to treat
ICE-related diseases. These patents and applisdtiolude a series of patents and applicationshased from Sanofi S.A. in
July 1997, including a United States patent thaec® DNA sequences encoding ICE. We also haveagijans pending in the United
States and other countries claiming VX-765, pradsan (VX-740) and related compounds.

» Foreign patents and pending United States andgiopetent applications covering many caspase imingoincluding VX-166.

From time to time we enter into non-exclusive lisemgreements for proprietary third-party technplaged in connection with our
research activities. These license agreementsatyypigrovide for the payment by us of a license fag may also include terms providing for
milestone payments or royalties for the developnaeior commercialization of our drug productsiagdrom the related research. For
example, we have entered into a non-exclusive diearrangement with Chiron Corporation for rigbtsetchnology in the HCV area that may
provide Chiron with certain developmental milestpagments and royalty payments based on future sélelaprevir if approved.

MANUFACTURING

As we advance our proprietary drug candidates titralinical development toward commercializatior, will be required to continue
build our manufacturing, logistics, supply chairdauality assurance resources. We currently relg morldwide network of third-party
manufacturers to manufacture and distribute oug dandidates for clinical trials, and we expect tha will continue to do so to meet our
commercial supply needs for those drugs, if theyamproved for sale. Commercial manufacturing ofitaTelzir is being done by
GlaxoSmithKline.
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We have retained manufacturing and commercialinagésponsibilities for telaprevir in North Amerida.2007, we expect to undertake
significant efforts to prepare for the commercigbgly and marketing of telaprevir, in support dgfraely and effective commercial product
launch in subsequent years if we are successhiytaining regulatory marketing approval. Establighthe commercial supply chain for
telaprevir is a multi-step international endeavmoiving the purchase of several raw materials afiy@ication of certain manufacturing
processes requiring significant lead times, theveosion of active pharmaceutical ingredient togaidrm and the packaging of tablets for
distribution. We expect to source raw materialsgdsubstance and drug product, including finisheckpging, from third parties located in
the Far East, the European Union and the Unitei@Stand we are currently establishing and expanitiind-party relationships in this
regard. Establishing and providing quality assuedioc this global supply chain requires a significtnancial commitment, experienced
personnel and the creation or expansion of numdtongsparty contractual relationships. Becaus#hefsignificant lead times involved in our
supply chain for telaprevir, we may have less fdity to adjust our supply in response to changetemand than if we had shorter lead
times. We have successfully completed the techdieatlopment work for the Phase 3 and commerciatditation of telaprevir. While we
believe that there are multiple third parties tna capable of providing the materials and serwieesieed in order to manufacture and
distribute telaprevir, if it is approved for sagmme of these services are in high demand and itgmaconstrained. As a result there can b
assurance that we will be able to establish or tamirthese relationships on commercially reasontssies.

We believe that entering into arrangements withtiplel third-party manufacturers will reduce oukrgf supply chain disruption by
limiting our reliance on any one manufacturer. didiion, we are in the process of transferring técdl information regarding the
manufacture of telaprevir to Janssen so that Jangilebe able to manufacture telaprevir, if appedyfor sale in Janssen'’s territories and as a
secondary supply source for us. There is no asseyd&owever, that we will be able to establish sd@murces for each stage of
manufacturing of telaprevir or that any second sewvill be able to produce sufficient quantitiesagsarticular material in the required
timeframe to avoid a supply chain disruption ifrthés a problem with one of our suppliers.

We are focusing resources on the development ¢ésygsand processes to track, monitor and overseghiodrparty manufacturers’
activities. We evaluate the performance of ourdtmiarty manufacturers and confirm their continutiagabilities to meet our needs efficiently
and economically. Third-party manufacturing fam@kt both foreign and domestic, are subject todotpns by or under the authority of the
FDA and by or under the authority of other fedestdte, local or foreign authorities. Any failung dny of our third-party manufacturers to
pass any inspection could adversely affect ouitglid launch telaprevir in a timely manner, ifstapproved for sale, or adversely affect our
ability to continue to distribute telaprevir aftaunch.

We have established a quality assurance prograndet to ensure that our third-party manufactuaedsservice providers produce
materials and provide services, when applicablacoordance with the FDA’s current Good ManufaciiPractices, or cGMP, and other
applicable regulations. We will need to increasedquality assurance resources in connection wighcthmmercial launch of any drug prodt

The production of our drug candidates is basedmgn technology that we believe to be proprietshere applicable, we license this
technology to our third-party manufacturers to éaalhem to manufacture the various forms of ougdrandidates for us. However, in the
course of their services, a third-party manufactoray develop process technology related to theufaature of our drug candidates that the
manufacturer owns, either independently or joimtith us. This might increase our reliance on thahafacturer or require us to obtain a
license from that manufacturer if we wish to haue drug candidates manufactured by other supplilizing the same process.
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COMPETITION

We are engaged in fields characterized by extensisearch efforts, rapid technological progressiatehse competition. There are
many public and private companies, including phaenécal companies, chemical companies and biot#obyp companies, engaged in
developing products for the same human therapapfiications as those we are targeting. Many ofconmnpetitors have substantially greater
financial, technical and human resources than wandicare more experienced in the development ofdrags than we are. In order for us to
compete successfully, we may need to demonstraimirad safety, efficacy, ease of manufacturingrmadket acceptance of our products
over the products of our competitors that haveiveckor will receive regulatory approval for mariket

We face competition based on the safety and effichour drug candidates, the timing and scopesgiifatory approvals, the availabil
and cost of supply, marketing and sales capalsiliteimbursement coverage, price, patent positignogher factors. Our competitors may
develop or commercialize more effective, safer oraraffordable products than we are able to deveta@mmmercialize or obtain more
effective patent protection. As a result, our cotitpes may commercialize products more rapidly ffecively than we do, which would
adversely affect our competitive position, the liltkeod that our drug candidates, if approved, adhieve initial market acceptance and our
ability to generate meaningful revenues from thdrsgys. Even if our drug candidates are approvedaghakve initial market acceptance,
competitive products may render our drugs obsaetencompetitive. If any such drug is renderedot#ie, we may not be able to recover
the expenses of developing and commercializingdhag. With respect to all of our drugs and drugdidates, we are aware of existing
treatments and numerous drug candidates in develaipny our competitors.

HCV Infection

We are aware of numerous companies that are attegntptdevelop new treatments for HCV infectiorgliding Schering-Plough
Corporation, InterMune, Inc. in collaboration wiRoche, and Gilead Sciences in collaboration withikion Pharmaceuticals, which are
developing HCV protease inhibitors:

« Schering-Plough is developing SCH 503034, an omlgilable HCV protease inhibitor. SCH 503034 res# “Fast Track”
designation from the FDA in January 2006. ScheRimigh has reported that it is conducting a Phadmi2al trial with
approximately 350 patients. In 2005, Schering-Ptocgmmenced this clinical trial of SCH 503034 imdmnation with peg-IFN, with
and without RBV, for 24 or 48 weeks in patientshaghronic HCV genotype 1 who were nonrespondepsdwuious peg-IFN and RBV
combination therapy. In addition, in January 200fAe8ing-Plough disclosed the initiation of a Phasdinical trial of SCH 503034 in
combination with peg-IFN and RBV in which it expetb enroll approximately 400 treatment-naive pdsie

* InterMune in collaboration with Roche is developii@yIN-191, a HCV protease inhibitor. In Decembef@0InterMune announced
the initiation of a Phase 1a clinical trial of ITMN1 in healthy volunteers.

« Gilead Sciences and Achillion Pharmaceuticals allalzorating on the development of HCV proteaséhitbrs. In February 2007,
Gilead and Achillion announced the discontinuatibthe development of GS 9132 (ACH-806), which baén their lead HCV
protease inhibitor drug candidate, based on preémyidata from a Phadé/2 clinical trial. In February 2007 they also aunced the'
were evaluating additional compounds that they vrerestigating for the treatment of HCV infection.
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In addition to the protease inhibitor drug candédatompanies are developing polymerase inhibitogsug discovery target distinct
from protease inhibitors, for the treatment of HQWe HCV polymerase is responsible for synthesizingl RNA during HCV replication.
Companies that are in Phase 2 clinical developmvéhtpolymerase inhibitors include:

« ldenix Pharmaceuticals, Inc. in collaboration witbvartis is developing valopicitabine, an orallyadable inhibitor of HCV RNA
polymerase. Idenix has two ongoing Phase 2b clitigds, which were initiated in 2005, evaluatitige combination of valopicitabine
and peg-IFN in patients infected with HCV who pmasly failed to respond to antiviral treatment énr@tment-naive patients. In
addition, in October 2006, Idenix announced thaad recently initiated an additional 12-week 9€@egrd Phase 2 clinical trial of
valopicitabine, referred to as a drug/drug intdcectrial, to assess valopicitabine when adminétén combination with peg-IFN and
RBV.

« ViroPharma Incorporated in collaboration with Wyéethdeveloping HCV-796, a non-nucleoside polymerahitor, which is in
Phase 2 clinical trials.

* Roche is developing R1626, a polymerase inhibittnich is in Phase 2 clinical trials.

We are aware of numerous other compounds targki@ig that are in clinical trials, and we believettttzere are many additional
potential HCV treatments in research or early dewalent.

We believe that there is a potential for new oralgdcandidates, if approved, to be administeredttogy with or without peg-IFN and
RBV. We expect that in the future we may exploe pbtential for other combination therapies angdrticular a combination where all the
necessary drugs could be administered orally.

RA

There are currently several biological tumor neisréactor-alpha (TNFet ) inhibitors approved by the FDA for the treatmehRA
including EnbreP  (etanercept), Humita (adalimumainid Remicad@ (infliximab). Additionally, Orenéalabatacept), an inhibitor of T-
cell activation, and Rituxaf (rituximab), a mormwl antibody, are now marketed for the treatméRA

There is a wide range of drug candidates in nungectasses being investigated for the treatmenttofdamples include the IL-6
monoclonal antibody Actemfa  (tocilizumab) (RochaiGai), and the TNFa inhibitor certolizumab (UCB). There are also a nemaf p38
MAP kinase inhibitors under investigation for thetential treatment of RA. In addition to Vertexhet companies with open or planned
Phase 2 p38 MAP programs in RA include GlaxoSmii|Pfizer, and Roche.

CF

Several companies are engaged in the process efopévg treatments for CF. For example, PTC Thartp® Inc. recently has an
ongoing Phase 2 clinical trials for PTC124, a dragdidate that targets nonsense genetic mutatiabsan cause cystic fibrosis in some
populations. Altus Pharmaceuticals, Inc. is devielpALTU-135, an orally-delivered enzyme replaceiriberapy for the treatment of
pancreatic insufficiency, a condition that affectany CF patients. Inspire Pharmaceuticals Inceatiy is conducting Phase 3 clinical trials
of denufosol tetrasodium, an inhaled molecule #utivates an alternate chloride channel in theajref patients with CF.

HIV

The United States market for HIV Pls is highly catifive, with a number of competitive Pls curreraly the market. The two leading
HIV Pls in the United States are Bristol-Myers SduCompany’s Reyatdz and Abbott Laboratories’ af®. In 2006, Lexiva was the
third largest (measured in terms of sales reveHlM)PI inhibitor in the United States, excludingomavir, and it currently holds
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an approximate 11% share of the United States HIMadrket based on total prescriptions (also exdgditonavir).

In the field of HIV protease inhibition, Abbott Latatories, Bristol-Myers Squibb, Gilead Sciences,,|Johnson & Johnson and
Pfizer Inc., among others, have other HIV Pls dragdidates in various stages of development. litiaddo the currently marketed protease
inhibitors, each of these compounds and otherstlagtbe in research or development may eventuahypete with Lexiva/Telzir.

GOVERNMENT REGULATION

Our development, manufacture and potential sateeyhpeutics are subject to extensive regulatiobiyed States and foreign
governmental authorities. In particular, pharmaicaliproducts are subject to rigorous preclinicalpclinical and clinical testing and to other
approval requirements by the FDA in the United &ainder the Food, Drug and Cosmetic Act, and hypeoable agencies in most foreign
countries. In addition to prohibiting the sale alistribution of pharmaceutical products prior tgukatory approval, the FDA and comparable
agencies in most foreign countries prohibit the-ggproval promotion of investigational drugs as beiafe and effective for the indication
which it is under investigation. Although we hawersnarized the FDA process below, other countrieg naae different approval processes
with which we will need to comply if we seek to cluet clinical trials or obtain marketing approvalthose countries. In addition, even if we
ultimately intend to seek initial marketing apprbivathe United States, we may conduct early clihtcals in other countries, for a variety of
reasons, and therefore the submission of our liniXi@ in the United States may not occur until aft@e or more foreign-sited clinical trials
have been initiated.

Approval Process

As an initial step in the FDA regulatory approvabgess, toxicity studies in animals and other ssidlypically are conducted to help
identify potential safety problems that might beasated with administration of the drug candidsing tested over the period of time
planned for the initial human trials. For certaisedses, animal models exist that are believee farédictive of efficacy in humans. For such
diseases, a drug candidate typically is testeéffaracy in that animal model. The results of theeaclinical safety and disease model studies
are submitted to the FDA as a part of the IND susion, which is submitted prior to commencemeritwhan clinical testing in the United
States. For several of our drug candidates, noogpigtely predictive animal model exists. As a fgswin vivo evidence of efficacy will be
available until those drug candidates progressitoan clinical trials. A variety of nonclinical stied in a number of animal species, and other
nonclinical studies, ordinarily are conducted whilenan clinical trials are underway, to providegemental toxicology and other
information. This information as well as the resdfom the early clinical trials will provide a fodation for the design of broader and more
lengthy human clinical trials.

Clinical trials typically are conducted in threejgential phases, although the phases may overtegsePL frequently begins with the
initial introduction of the drug candidate into lthg human subjects prior to introduction into patis. The drug candidate may then be tested
in a relatively small number of patients for safetya preliminary basis, dosage tolerance, absorphioavailability, biodistribution,
metabolism, excretion, clinical pharmacology afgossible, for early information on effectiveneBbase 2 typically involves trials in a sn
sample of the intended patient population to astessfficacy of the drug for a specific indicatido determine dose tolerance and the op
dose range and to gather additional informatioatirel to safety and potential adverse effects. ®Basials are undertaken to further evaluate
clinical safety and efficacy in an expanded patmgayulation at geographically dispersed trial sitesletermine the overall risk-benefit ratio
of the drug candidate and to provide an adequatis ba proposed physician labeling. Each trialaaducted in accordance with standard:
forth in protocols that detail the objectives oé thial, the parameters to be used to monitor gafed the efficacy criteria to be evaluated. For
clinical trials in the United States, each protarnist be submitted to the FDA as part of the INBrsigsion. Further, each clinical trial must
be evaluated by an independent
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Institutional Review Board, or IRB, at each indiitan at which the trial will be conducted. The IRB8| consider, among other things, ethical
factors, the safety of human subjects and the pleskability of the institution.

Data from nonclinical testing and clinical trialeaubmitted to the FDA in a New Drug Application,NDA, for United States
marketing approval. The process of completing naital and clinical testing and obtaining FDA apgabfor a new drug is likely to take a
number of years and require the expenditure oftankial resources. Preparing an NDA involves cagrsitle data collection, verification,
analysis and expense, and there can be no assthahe@proval will be granted on a timely badiatiall. The approval process is affectel
a number of factors, including the severity of thgeted disease, the availability of alternatreatments and the risks and benefits
demonstrated in clinical trials. The FDA may denyNDA if applicable regulatory criteria are notiséd or may require additional testinc
information. Among the conditions for marketing egyal is the requirement that the prospective mactufer’s quality control and
manufacturing procedures conform to the FEAGMP regulations, which must be followed atiatles. In complying with standards set fc
in these regulations, manufacturers must contiowexpend time, money and effort in the area of petidn and quality control to ensure full
technical compliance. Manufacturing establishmemh foreign and domestic, also are subject tpantons by or under the authority of the
FDA and by or under the authority of other fedestdte, local agencies or foreign authorities.

Under the FDA Modernization Act of 1997, the FDAywaant “Fast Track” designation to facilitate thevelopment of a drug intended
for the treatment of a serious or life-threatergogdition if the drug demonstrates, among othergii the potential to address an unmet
medical need. The benefits of Fast Track designaticdlude scheduled meetings with the FDA to reedémput on development plans, the
option of submitting an NDA in sections (ratherrttsubmitting all components simultaneously), aredption of requesting evaluation of
trials using surrogate endpoints. Fast Track design does not necessarily lead to a priority nevae accelerated approval of a drug
candidate by the FDA. Telaprevir and VX-770 haweieed Fast Track designation by the FDA.

Timing to Approval

We estimate that it generally takes 10 to 15 yearppssibly longer, to discover, develop and btmgharket a new pharmaceutical
product in the United States as outlined below:

Phase: Objective: Estimated Duration:

Discovery Lead identification and target validati 2 to 4 year:

Preclinical Initial toxicology for preliminary identificationfarisks for humans; 1 to 2 years
gather early pharmacokinetic d:

Phase 1 Evaluate safety in humans; study how the drug ckatdiworks, 1to 2 years
metabolizes and interacts with other dr

Phase 2 Establish effectiveness of the drug candidate endpgtimal 2 to 4 years
dosage; continue safety evaluat

Phase 3 Confirm efficacy, dosage regime and safety praffi¢he drug 2 to 4 years
candidate; submit ND;

FDA approval Approval by the FDA to sell and market the drugtfue approved 6 months to 2 years
indication

A drug candidate may fail at any point during ghiecess. Animal and other nonclinical studies tgfpycare conducted during each ph
of human clinical trials.

Post-approval Sudies

Even after FDA approval has been obtained, fuhadies, including post-approval trials, may beures to provide additional data on
safety and will be required to gain approval far fale of a product as a treatment for clinicaicaiions other than those for which the
product initially was approved. Also,
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the FDA will require post-approval reporting to niton the side effects of the drug. Results of pgbroval programs may limit or expand
indications for which the drug product may be méelle Further, if there are any requests for madlifins to the initial FDA approval for the
drug, including changes in indication, manufactgnimocess, labeling or manufacturing facilitiesuaplemental NDA may be required to be
submitted to the FDA or we may elect to seek chamgel submit a supplemental NDA to obtain approval.

Other Regulations

Pursuant to the Drug Price Competition and PatentniRestoration Act of 1984, under certain condgia sponsor may be granted
marketing exclusivity for a period of five yeardléoving FDA approval. During this period, third pies would not be permitted to obtain
FDA approval for a similar or identical drug thrdugn Abbreviated NDA, which is the application fotypically used by manufacturers
seeking approval of a generic drug. The statue alsws a patent owner to extend the term of titenqt for a period equal to one-half the
period of time elapsed between the submission ¢éR&nand the filing of the corresponding NDA pliretperiod of time between the filing
the NDA and FDA approval. We intend to seek thedfiesiof this statute, but there can be no asserémat we will be able to obtain any st
benefits.

Whether or not FDA approval has been obtained,a@biof a drug product by regulatory authoritiegareign countries must be
obtained prior to the commencement of commercialssaf the product in such countries. Historicathe requirements governing the conc
of clinical trials and product approvals, and tinest required for approval, have varied widely froountry to country.

The FDA may grant orphan drug designation to dintgnded to treat a “rare disease or conditiont #ftects fewer than 200,000
individuals in the United States. Orphan drug desipn must be requested before submitting an egadn for marketing authorization.
Orphan drug designation does not convey any adgernia or shorten the duration of, the regulatemjew and approval process. If a product
that has an orphan drug designation subsequeictyves the first FDA approval for the indicatiom fehich it has such designation, the
product is entitled to orphan exclusivity, whichans the FDA may not approve any other applicatomarket the same drug for the same
indication for a period of seven years, excepirmtéd circumstances, such as a showing of clirsog@leriority to the product with orphan
exclusivity. Also, competitors may receive approsatiifferent drugs or biologics for the indicat®for which the orphan product has
exclusivity.

Pharmaceutical companies also are subject to \afemeral and state laws pertaining to health ‘femad and abuse,” including anti-
kickback laws and false claims laws. Anti-kickbdals make it illegal for any entity or person tdicg offer, receive, or pay any
remuneration in exchange for, or to induce, therraf of business, including the purchase or pigsen of a particular drug. False claims
laws prohibit anyone from knowingly and willinglygsenting, or causing to be presented, for paytoatird party payors, including
Medicare and Medicaid, claims for reimbursed drogservices that are false or fraudulent, claimstéams or services not provided as
claimed, or claims for medically unnecessary it@mservices.

In addition to the statutes and regulations desdriébove, we are also subject to regulation uldeOtcupational Safety and Health ,
the Environmental Protection Act, the Toxic SubstnControl Act, the Resource Conservation and YRegdAct and other federal, state,
local and foreign regulations, now or hereaftegfiiect.
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OTHER MATTERS
Employees

As of December 31, 2006, we had 962 employeesf{@dtme, 17 part time), including 707 in reseaiad development and 255 in
general and administrative functions. The numbeuffull time employees increased by 17% durin@&drom 806 on December 31, 2005.
We expect to increase further our headcount in 280%e invest in expanding our drug developmentcanamercialization capabilities. Of
our employees, 84 were located at our U.K. reseanchdevelopment facilities, 163 were located aftfacility in San Diego, California and
715 were based at our Cambridge, Massachusettstaers. Our scientific staff members have diVieiexperience and expertise in
molecular and cell biology, biochemistry, animahphacology, synthetic organic chemistry, proteina}-crystallography, protein nuclear
magnetic resonance spectroscopy, microbiology, ctatipnal chemistry, biophysical chemistry, medatichemistry, clinical pharmacology
and clinical medicine. Our employees are not cavérea collective bargaining agreement, and weidensur relations with our employees
to be good.

Information Available on the Internet

Our internet address wavw.vrtx.com. Our annual reports on Form 10-K, quarterly report Form 10-Q, current reports on Form 8-K,
and all amendments to those reports, are avaitalyleu free of charge through the “Investors” satf our website as soon as reasonably
practicable after those materials have been elgically filed with, or furnished to, the Securitiaad Exchange Commission.

Corporate Information

Vertex was incorporated in Massachusetts in 198@ car principal executive offices are located 2@ Waverly Street, Cambridge,
Massachusetts 02139. We have research sites Idoaech Diego, California, lowa City, lowa and Miit Park, U.K.
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EXECUTIVE OFFICERS AND DIRECTORS

The names, ages and positions held by our execooffieers and directors are as follows:

Name_ Age Position

Joshua S. Boger, Ph.D. 55  President and Chief Executive Offic

John J. Alam, M.D. 45  Executive Vice President, Medicines Development, @hief Medical
Officer

Victor A. Hartmann, M.D 57  Executive Vice President, Strategic and Corporatedlbpmen

Peter Mueller, Ph.D. 50 Executive Vice President, Drug Innovation and Resion, and Chief
Scientific Officer

lan F. Smith, C.P.A., A.C.A 41  Executive Vice President and Chief Financial Offi

Kenneth S. Boger, M.B.A., J.[ 60  Senior Vice President and General Coul

Richard C. Garriso 58  Senior Vice President and Catal

Johanna Messina Power, C.F 34  Vice President and Corporate Contro

Eric K. Brandt 44  Director

Roger W. Brimblecombe, Ph.D., D.¢ 77  Director

Stuart J.M. Collinson, Ph.L 47  Director

Eugene H. Cordes, Ph. 70 Director

Matthew W. Emmen 55  Director

Bruce I. Sach 47  Director

Charles A. Sanders, M.I 75 Director

Eve E. Slater, M.D., F.A.C.C 61 Director

Elaine S. Ulliar 59 Director

Dr. Joshua Boger is a founder of Vertex. He has legfgef Executive Officer since 1992. He was ouai@han of the Board from 1997
until May 2005. He was our President from our irtepin 1989 until December 2000, and was agairoaged our President in 2005. He \
our Chief Scientific Officer from 1989 until May 29. Dr. Boger has been a director since Vertexcetion. Prior to founding Vertex in
1989, Dr. Boger held the position of Senior DireacibBasic Chemistry at Merck Sharp & Dohme Reded&@boratories in Rahway, New
Jersey, where he headed both the Department ofdviatiChemistry of Immunology & Inflammation andetDepartment of Biophysical
Chemistry. Dr. Boger holds a B.A. in chemistry gatdosophy from Wesleyan University and M.S. andPldegrees in chemistry from
Harvard University. Dr. Boger is the brother of Mienneth Boger, our Senior Vice President and Gerigwunsel.

Dr. Alam currently serves as our Executive VicesRtent, Medicines Development, and Chief Medicdldef, a position he has held
since February 2006. From January 2001 to Feb2@0g, he served as our Senior Vice President off BExaluation and Approval. From
October 1997 to January 2001, he was our Vice &asdf Clinical Development. From 1991 to 1997, Blam held a variety of positions
with Biogen, Inc., including Director of Medical Bearch and Program Executive (beta interferonj\famex. Prior to joining Biogen,

Dr. Alam was a Research Fellow at the Dana Farbecér Institute and completed an internal medics@&lency at The Brigham and
Women'’s Hospital in
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Boston. Dr. Alam holds an M.D. from Northwesternitérsity Medical School and an S.B. in chemicaliaegring from the Massachusetts
Institute of Technology.

Dr. Hartmann, our Executive Vice President, Striatagd Corporate Development, joined Vertex in Baby 2005. From 2000 to 2005,
Dr. Hartmann served as the Senior Vice PresiddobdbBusiness Development and Licensing, for Nbsdharma AG. He served as Vice
President, Head of Scientific and Business Evadnadit Novartis from 1999 to 2000. Dr. Hartmann sdras Vice President and Head of
Global Project Management of Sandoz Pharma Ltter(Movartis AG) from 1995 to 1999. Dr. Hartmanmg@d Sandoz as Vice President
Head of Clinical Research and Development in 1884Hartmann received his medical degree from thevérsity of Bonn, Germany, and a
bachelor's degree from Macalester College.

Dr. Mueller currently serves as our Executive iresident, Drug Innovation and Realization, ande€8cientific Officer, a position he
has held since February 2006. From July 2003 touae 2006, Dr. Mueller was our Chief Scientificfioér and Senior Vice President, Drug
Discovery and Innovation. Prior to joining Vertéx, Mueller was the Senior Vice President, ResearchDevelopment, of Boehringer
Ingleheim Pharmaceuticals, Inc., with responsipfiitr the development of all drug candidates indbmpany’s worldwide portfolio in North
America. He led research programs in the areamwiunology, inflammatory cardiovascular disease gatk therapy on a global basis.
During his time with Boehringer Ingelheim, Dr. Mlexloversaw the discovery of numerous developmanticlates and held several positi
in basic research, medicinal chemistry and managerde. Mueller received both an undergraduate elegnd a Ph.D. in chemistry at the
Albert Einstein University of Ulm, Germany, where &lso holds a Professorship in Theoretic Orgahien@stry. He completed fellowships
in quantum pharmacology at Oxford University anéiiphysics at Rochester University.

Mr. Smith currently serves as our Executive Vicedttent and Chief Financial Officer, a positionhas held since February 2006. From
November 2003 to February 2006, he was our Seriac® Fresident and Chief Financial Officer, and froetober 2001 to November 20(
he served as our Vice President and Chief Fina@ffader. Prior to joining Vertex, Mr. Smith served a partner in the Life Science and
Technology Practice Group of Ernst & Young LLP,amtounting firm, from 1999 to 2001. Mr. Smith ialty joined Ernst & Young’s U.K.
firm in 1987, and then joined its Boston officeli®95. Mr. Smith currently is a member of the Boaf@irectors of Acorda Therapeutics, i
Epix Pharmaceuticals, Inc. and TolerRx Inc. Mr. nhiolds a B.A. in accounting and finance from Maegter Metropolitan University,
U.K., is a member of the American Institute of @rtl Public Accountants and is a Chartered Accaohbf England and Wales.

Mr. Kenneth Boger currently serves as our Senige\Rresident and General Counsel, a position hbdidsince 2001. He came to
Vertex from the law firm of Kirkpatrick & LockhattLP, now known as Kirkpatrick & Lockhart Prestont€aEllis LLP, where he was a
partner specializing in business and corporatedatvwas a member of the firm’s Management CommiReer to the merger of
Kirkpatrick & Lockhart with the Boston law firm aVarner & Stackpole LLP in 1999, Mr. Boger was atpar at Warner & Stackpole, where
he served on its Executive Committee from 19889%@71 Mr. Boger holds an A.B. in history from Dukailersity, an M.B.A. from the
Graduate School of Business at the University dt&p, and a J.D. from Boston College Law Schoal. Bbger is the brother of Dr. Joshua
Boger, our President and Chief Executive Officer.

Mr. Garrison, our Senior Vice President and Catajgined Vertex in that role in December 2005.rRrdune 2001 to December 2005,
Mr. Garrison was the founder and President of Birtk, a strategic consulting firm. Prior to thatr.Nbarrison was the Chairman and CEO of
Ingalls, Quinn & Johnson, one of New England’s émtgadvertising agencies, for 18 years. Mr. Ganrtsalds a B.A. in English from
Princeton University.

Ms. Messina Power currently serves as our Viceieasand Corporate Controller. Since joining trepany in 1999, Ms. Messina
Power also has served us as Assistant Corporatied@en(from 1999 to 2000) and Corporate Contno{feom 2000 to 2006). Prior to joining
us, Ms. Messina Power was employed
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as an accountant by PricewaterhouseCoopers LL&@yunting firm, from 1995 to 1999. She holds a. Bi&ccounting from Boston
College, and is a Certified Public Accountant.

Mr. Brandt has been a member of our Board of Dinescsince 2003. He is the President, Chief Exeeufifficer and a member of the
Board of Directors of Avanir Pharmaceuticals, whiehjoined in 2005. Prior to joining Avanir, Mr. &rdt held various positions at
Allergan Inc. from 1999 to 2005, including ExecuetiVice President, Finance and Technical OperatonsChief Financial Officer from
February 2005 to September 2005, Executive Viceifeat, Finance, Strategy and Business DevelopraadtChief Financial Officer from
2003 until February 2005, and Corporate Vice Pergidnd Chief Financial Officer from May 1999 td030From January 2001 to
January 2002, he also assumed the duties of Pn¢s@kebal Consumer Eye Care Business, at Allergaior to that, he held various positi
with the Boston Consulting Group, most recentlwier as Vice President and Partner, and a seniartbreeof the BCG Health Care practice.
Mr. Brandt also currently serves as a director ehBply International Inc. Mr. Brandt holds a Brschemical engineering from the
Massachusetts Institute of Technology and an M.Bdm Harvard University.

Dr. Brimblecombe has been a member of our Boaf@irafctors since 1993 and a member of the Boardevfex Pharmaceuticals
(Europe) Ltd. since 2005. He served as Chairmareofyuard Medica plc from 1991 to 2000, of Core GQrplc from 1997 to 1999, of Oxfo
Asymmetry International plc from 1997 to 2000 ar8ivida Ltd. From 2002 to 2007. From 1979 to 1999hbkld various Vice Presidential
posts in SmithKline & French Laboratories’ reseamold development organization, including Vice Rtest R&D for Europe and Japan. He
is currently a Partner in MVM Life Science Partnet$ and a director of Tissue Science Laboratguleglisted on the AIM market in the
United Kingdom). He holds Ph.D. and D.Sc. degragsharmacology from the University of Bristol, Eagd.

Dr. Collinson has been a member of our Board oé@ors since July 2001. He currently serves agta&taat Forward Ventures. Prior
our merger with Aurora Biosciences Corporation®Z2, Dr. Collinson served as the President, Chxefchtive Officer and Chairman of the
Board of Aurora. Dr. Collinson held senior managetmositions with Glaxo Wellcome from December 18@4une 1998, most recently
serving as Co-Chairman, Hospital and Critical CErerapy Management Team and Director of Hospitdl@ritical Care. Dr. Collinson
received his Ph.D. in physical chemistry from th@avdrsity of Oxford, England and his M.B.A. from rtard University.

Dr. Cordes has been a member of our Board of ireaince 2005, and a member of the Company’s &defidvisory Board since
1996. Dr. Cordes was the Chairman of Vitae Pharota@ds, Inc., a position he held from January 2@0Rlarch 2006. Prior to joining Vitae
Pharmaceuticals, Dr. Cordes was a professor ofypdmar at the University of Michigan. Dr. Cordes liged a B.S. degree in chemistry from
the California Institute of Technology and a Phmbbiochemistry from Brandeis University.

Mr. Emmens has been a member of our Board of Qirecince 2004. Mr. Emmens is the Chief Executiffec€r, Chairman of the
Executive Committee and a member of the Board oédrs of Shire Pharmaceuticals Group plc. Bejlmreng Shire in 2003, Mr. Emmens
served as president of Merck KGaA's global presimippharmaceuticals business in Darmstadt, Germar999, he joined Merck KGaA
and established EMD Pharmaceuticals, its UniteteStarescription pharmaceutical business. Mr. Ensninefd the position of President and
Chief Executive Officer at EMD Pharmaceuticals fr&@99 to 2001. Prior to this, Mr. Emmens held vasipositions, including Chief
Executive Officer, at Astra Merck, Inc. as wellseveral positions at Merck & Co., Inc. Mr. Emmelsoaurrently serves as a director of
Incyte Corporation. Mr. Emmens received a B.S. degn business management from Farleigh Dickinsoindysity.

Mr. Sachs has been a member of our Board of Diresioce 1998. He is a General Partner at Chailes Rentures. From 1998 to
1999, he served as Executive Vice President an@i@kelanager of Ascend Communications, Inc. Fro@719ntil 1998, Mr. Sachs served
as President and CEO of Stratus Computer, Inc. Ai@®5 to 1997, he served as Executive Vice PresatehGeneral Manager of the
Internet Telecom Business Group at Bay Networks, finom 1993 to 1995, he served as President and
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Chief Executive Officer at Xylogics, Inc. Mr. Sachiso currently serves as a director of BigBandaeks, Inc. Mr. Sachs holds a B.S.E.E
electrical engineering from Bucknell University, lfhE.E. in electrical engineering from Cornell Uaigity, and an M.B.A. from Northeast
University.

Dr. Sanders has been a member of our Board of @iedirector since 1996, has served as our letgideudirector since 2003 and has
served as our Chairman since May 2006. He retird®94 as Chief Executive Officer and in 1995 aaifthan of Glaxo Inc. From 1990 to
1995, he served as a member of the board of Glexémpm 1981 to 1989, Dr. Sanders held a numbeositions at Squibb Corporation,
including that of Vice Chairman. Dr. Sanders has/fmusly served on the boards of Merrill Lynch, Relgls Metals Co., Morton
International Inc., Fisher Scientific Internatioald Biopure Corporation. He is also a directo€ephalon Corporation, Genentech, Inc. and
Icagen, Inc. Dr. Sanders had his undergraduatea¢idncat University of Texas, and earned an M.Pmfthe University of Texas
Southwestern Medical School.

Dr. Slater has been a member of our Board of Dirsctince 2004. Dr. Slater is board-certified ieinal medicine and cardiology and
has extensive experience in the pharmaceuticabtnguncluding 19 years in senior management fmosstat Merck Research Laboratories.
Most recently, she was Assistant Secretary for tHestlthe United States Department of Health anch&tuServices, or HHS, where she
served as Health and Human Services Secretary Tohmompson’s chief health policy advisor. Prioraijng HHS, Dr. Slater held senior
management positions at Merck Research Laboratfndes1983 to 2001, including Senior Vice PresideinExternal Policy, Vice President
of Corporate Public Affairs, Senior Vice PresidenClinical and Regulatory Development, Executivieebtor of Biochemistry and Molecul
Biology and Senior Director of Biochemical Endoalimgy. Dr. Slater also serves as a director of VlaxGnc., Phase Forward Incorporated
and Theravance, Inc. Dr. Slater is a graduate ss&aCollege and received her M.D. from Columbia/ehsity’s College of Physicians and
Surgeons.

Ms. Ullian has been a member of our Board of Doesince 1997. Since 1996, she has served asi®neand Chief Executive Officer
of Boston Medical Center. From 1994 to 1996, sheeskas President and Chief Executive Officer aftBo University Medical Center
Hospital. From 1987 to 1994, Ms. Ullian served essilent and Chief Executive Officer of Faulknershital. She also serves as a director of
Thermo Fisher Scientific Inc. and Valeant Pharmécals, Inc. Ms. Ullian holds a B.A. in politicatience from Tufts University and a
M.P.H. from the University of Michigan.
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SCIENTIFIC ADVISORY BOARD

Our Scientific Advisory Board consists of individsiavith demonstrated expertise in various field®wldvise us concerning long-term
scientific planning, research and development. Stientific Advisory Board also evaluates our reskgrograms, recommends personnel to
us and advises us on technological matters. Thelmenof the Scientific Advisory Board, which is gled by Dr. Mark Murcko, our Chief
Technology Officer, are:

Mark Murcko, Ph.D Vice President and Chief Technology Officer, VerRharmaceuticals Incorporat

Peter Mueller, Ph.D. Chief Scientific Officer and Executive Vice PresitleDrug Innovation and Realization, Vertex
Pharmaceuticals Incorporat

Paul S. Anderson, Ph. Retired Vice President, Drug Discovery, Bri-Myers Squibb Compan

Steven J. Burakoff, M.D. Laura and Isaac Perlmutter Professor, New York ehsity School of Medicine; Director, New Yc

University Cancer Institute; Director, Skirball titste of Biomolecular Medicine, New York
University School of Medicin

Lewis C. Cantley, Ph.D. Chief, Division of Signal Transduction at Beth isr®eaconess Medical Center and the Harvard
Institutes of Medicine

Eugene H. Cordes, Ph.D. Chairman, Vitae Pharmaceuticals, Inc.; former Pysde of Pharmacy, College of Pharmacy and
Adjunct Professor of Chemistry, College of LiterauScience and the Arts, University of Michigan,
Ann Arbor

Stephen C. Harrison, Ph.D. Higgins Professor of Biochemistry, Harvard Univrsinvestigator, Howard Hughes Medical

Institute; Professor of Biological Chemistry and Ietular Pharmacology and Professor of
Pediatrics, Harvard Medical Schc

Jeremy R. Knowles, D. Ph Amory Houghton Professor of Chemistry and BiochérpjdHarvard University
Robert T. Schooley, M.C Professor and Head of the Division of Infectiousdaises, University of California, San Die
Roger Tsien, Ph.D. Investigator, Howard Hughes Medical Institute; ssor of Pharmacology and Professor of

Chemistry and Biochemistry, University of CalifaaniSan Diegt

Other than Dr. Murcko and Dr. Mueller, who are eoygld by Vertex, and Dr. Cordes, who is a membeuoBoard of Directors, none
of the members of the Scientific Advisory Boare&mployed by Vertex, and members may have other ¢omeants to or consulting or
advisory contracts with their employers or otheites that may restrict their availability. Accandly, such persons are expected to devote
only a small portion of their time to us. In additito our Scientific Advisory Board, we have essti#d consulting relationships with a
number of scientific and medical experts who aduis®n a project-specific basis.
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ITEM 1A. RISK FACTORS
Risk Factors

Investing in our common stock involves a high degree of risk, and you should carefully consider the risks and uncertainties described
below in addition to the other information included or incorporated by reference in this Annual Report on Form 10-K. If any of the following
risks actually occurs, our business, financial condition or results of operations would likely suffer, possibly materially. In that case, the trading
price of our common stock could fall.

WE EXPECT TO INCUR FUTURE LOSSES, AND WE MAY NEVER BECOME PROFITABLE.

We have incurred significant operating losses el since our inception, including net losses2f659 million, $203.4 million and
$166.2 million during 2006, 2005 and 2004, respetyi and expect to incur a significant operatiogslin 2007. We believe that operating
losses will continue beyond 2007, even if we regeignificant future payments under our existing furiure collaborative agreements,
because we are planning to make significant investsin research and development, and becausellwaoni significant selling, general
and administrative expenses in the course of relirgy, developing and commercializing our drug édatks. These net losses have had and
will continue to have an adverse effect on, amdhgrmthings, our stockholders’ equity, total assetd working capital. We expect that losses
will fluctuate from quarter to quarter and yeay&ar, and that such fluctuations may be substamtialcannot predict when we will become
profitable, if at all.

WE DEPEND HEAVILY ON THE SUCCESS OF OUR LEAD DRUG CANDIDATE, TELAPREVIR, WHICH IS STILL UNDER
DEVELOPMENT. IF WE ARE UNABLE TO COMMERCIALIZE TELA PREVIR, OR EXPERIENCE SIGNIFICANT DELAYS IN
DOING SO, OUR BUSINESS WILL BE MATERIALLY HARMED.

We are investing a significant portion of our timpersonnel and financial resources in the developwietelaprevir, which is currently
Phase 2b clinical trials. The clinical developmand commercial success of telaprevir will dependereral factors, including the following:

» successful completion and favorable outcomeiofoall trials;

e ongoing discussions with the FDA and comparatieifin authorities regarding the scope and dedigmioclinical trials;
« receipt and timing of marketing approvals foategkevir from the FDA and similar foreign regulat@ythorities;

« establishing and maintaining commercial manuféguarrangements for telaprevir with third-partamufacturers;

* launching commercial sales of telaprevir by ud anr collaborators; and

» acceptance of telaprevir, if approved, in the itedccommunity and with third-party payors.

If the data from our ongoing clinical trials or rolinical studies regarding the safety or effica¢yelaprevir are not favorable, we may
be forced to delay or terminate the clinical depetent of telaprevir, which would materially harnr dwsiness. Further, even if we gain
marketing approvals from the FDA and similar forerggulatory authorities in a timely manner, wergarbe sure that telaprevir will be
accepted by purchasers in the pharmaceutical mafkeé results of clinical trials of telaprevihe anticipated or actual timing of marketing
approvals for telaprevir, or the market acceptafdelaprevir, if approved, do not meet the exptéats of investors or public market analy
the market price of our common stock would likegcline.
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MANY OF OUR DRUG CANDIDATES ARE STILL IN THE EARLY STAGES OF DEVELOPMENT, AND ALL OF OUR DRUG
CANDIDATES REMAIN SUBJECT TO CLINICAL TESTING AND R EGULATORY APPROVAL. IF WE ARE UNABLE TO
SUCCESSFULLY DEVELOP AND TEST OUR DRUG CANDIDATES, WE WILL NOT BE SUCCESSFUL.

The success of our business depends primarily apoability, and our collaborators’ ability, to ddep and commercialize our drug
candidates, including telaprevir, successfully. @ug candidates are in various stages of developarel must satisfy rigorous standards of
safety and efficacy before they can be approvethéyDA or other regulatory authorities for sale.shtisfy these standards, we and/or our
collaborators must engage in expensive and lertgdting of our drug candidates. Despite our effant’s drug candidates may not:

« offer therapeutic or other improvement over éxgstompetitive drugs;

* be proven safe and effective in clinical trials;

* meet applicable regulatory standards;

* be capable of being produced in commercial gtiastat acceptable costs; or
 if approved for commercial sale, be successfudipnmercialized.

Positive results in preclinical studies of a dragdidate may not be predictive of similar resuitiimans during clinical trials, and
promising results from earlier clinical trials oflaug candidate may not be replicated in latelicdintrials. Findings in nonclinical studies
conducted concurrently with clinical trials coukkult in abrupt changes in our development adwitincluding the possible cessation of
development activities associated with a drug adatéi Furthermore, results from our clinical triaday not meet the level of statistical
significance required by the FDA or other regulatauthorities for approval of a drug candidate.

We and many other companies in the pharmaceutichbatechnology industries have suffered significgetbacks in late-stage clinical
trials even after achieving promising results irlyeatage development. Accordingly, the resultsrfrine completed preclinical studies and
clinical trials and ongoing clinical trials for odrug candidates may not be predictive of the tesué may obtain in later stage trials, and |
not be predictive of the likelihood of approvalaofirug candidate for commercial sale.

IF WE ARE UNABLE TO OBTAIN UNITED STATES AND/OR FOR EIGN REGULATORY APPROVAL, WE WILL BE UNABLE
TO COMMERCIALIZE OUR DRUG CANDIDATES.

Our drug candidates are subject to extensive gavental regulations relating to their developmelmjeal trials, manufacturing and
commercialization. Rigorous preclinical testing atidical trials and an extensive regulatory appigrocess are required in the United St
and in most other countries prior to the commersadé of our drug candidates. Satisfaction of tlaeskother regulatory requirements is
costly, time consuming, uncertain and subject tantigipated delays. It is possible that none ofdthgy candidates we are developing
independently, or in collaboration with others,IWeié approved for marketing.

We have limited experience in conducting and maratie late-stage clinical trials necessary toiobtegulatory approvals, including
approval by the FDA. The time required to compldieical trials and for the FDA and other counttiesgulatory review processes is
uncertain and typically takes many years. Our aislgf data obtained from preclinical and cliniaativities is subject to confirmation and
interpretation by regulatory authorities, which lgbdelay, limit or prevent regulatory approval. Wiay also encounter unanticipated delay
increased costs due to government regulation fudaré legislation or administrative action or chesgn FDA policy during the period of
drug development, clinical trials and FDA regulgtozview.

Any delay in obtaining or failure to obtain requirapprovals could materially adversely affect dhility to successfully commercialize
any drug candidate. Furthermore, any regulatoryaab to market a drug may be subject to unexpdatathtions on the indicated uses for
which we may market the drug. These limitations rimajt the size of the market for the drug.
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We are also subject to numerous foreign regulateguirements governing the conduct of clinicall$riananufacturing and marketing
authorization, pricing and third-party reimbursemndine foreign regulatory approval process inclualesf the risks associated with the FDA
approval process described above, as well asatsfisutable to the satisfaction of foreign reqments. Approval by the FDA does not en:
approval by regulatory authorities outside the eahibtates. Foreign jurisdictions may have diffeegyroval procedures than those required
by the FDA and may impose additional testing rezpaients for our drug candidates.

IF CLINICAL TRIALS FOR OUR DRUG CANDIDATES ARE PROL ONGED OR DELAYED, WE MAY BE UNABLE TO
COMMERCIALIZE OUR DRUG CANDIDATES ON A TIMELY BASIS , WHICH WOULD REQUIRE US TO INCUR
ADDITIONAL COSTS AND WOULD DELAY OUR RECEIPT OF ANY PRODUCT REVENUE.

We cannot predict whether or not we will encoupteblems with any of our completed, ongoing or pkehclinical trials that will caus
us or regulatory authorities to delay or suspeimcell trials, or delay the analysis of data fronr completed or ongoing clinical trials. Any
the following could delay the clinical developmeftour drug candidates:

< ongoing discussions with the FDA or comparableifprauthorities regarding the scope or design ofctinical trials;

« delays in receiving or the inability to obtain ré@gad approvals from the independent institutiomsiew board at one or more of the
institutions at which a clinical trial is conductedother reviewing entities at clinical sites stbel for participation in our clinical
trials;

« delays in enrolling volunteers or patients intmidal trials;

* alower than anticipated retention rate of volurge® patients in clinical trials;

» the need to repeat clinical trials as a resulhobnclusive results or unforeseen complicatiortesting;

» inadequate supply or deficient quality of drug ddate materials or other materials necessary ®ictnduct of our clinical trials;
< unfavorable FDA inspection and review of a clinit@l site or records of any clinical or precliaiénvestigation;

» serious and unexpected drug-related side effegisrenced by participants in our clinical trials; o

« the placement by the FDA of a clinical hold onialtr

Our ability to enroll patients in our clinical tisain sufficient numbers and on a timely basis Wélsubject to a number of factors,
including the size of the patient population, tla¢une of the protocol, the proximity of patientsctmical sites, the availability of effective
treatments for the relevant disease, the numbethef clinical trials competing for patients in theame indication and the eligibility criteria
for the clinical trial. In addition, subjects mago@ out of our clinical trials, and thereby posgilshpair the validity or statistical significance
of the trials. Delays in patient enrollment or wefgeen drop-out rates may result in increased eost$onger development times. While all or
a portion of these additional costs may be coveyeplayments under our collaborative agreementdaae all of the costs for our
development candidates for which we have no firermstipport from a collaborator.

We, the FDA or other applicable regulatory authesitmay suspend clinical trials of a drug candidatany time if we or they believe t
subjects or patients participating in such clinicils are being exposed to unacceptable healts or for other reasons.

In addition, it is impossible to predict whethegildative changes will be enacted, or whether FBgutations, guidance or interpretati
will be changed, or what the impact of such chanesy, may be. If we experience any such prolsleane may not have the financial
resources to continue development of the drug daelithat is affected or the development of angunfother drug candidates.
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IF OUR COMPETITORS BRING SUPERIOR DRUGS TO MARKET O R BRING THEIR DRUGS TO MARKET BEFORE WE
DO, WE MAY BE UNABLE TO FIND A MARKET FOR OUR DRUG CANDIDATES.

Our drug candidates in development may not betaldempete effectively with drugs that are currgoth the market or new drugs that
may be developed by others. There are many otlmpanies developing drugs for the same indicatibaswe are pursuing in development.
In order to compete successfully in these areasnust demonstrate improved safety, efficacy and easnanufacturing and gain market
acceptance over competing drugs that may recegudatry approval before or after our drug candidaaind over those that currently are
marketed. Many of our competitors, including magbarmaceutical companies such as GlaxoSmithKlingety Pfizer, Roche, Amgen,
Novartis, Johnson & Johnson and Sche-Plough possess substantially greater financiahrtieal and human resources than we possess. In
addition, many of our competitors have significarfteater experience than we have in conductinglipieal and nonclinical testing and
human clinical trials of drug candidates, scalipgmanufacturing operations and obtaining regulagqpgrovals of drugs and manufacturing
facilities. Accordingly, our competitors may sucdee obtaining regulatory approval for drugs mapidly than we do. If we obtain
regulatory approval and launch commercial salesuofdrug candidates, we also will compete with eespo manufacturing efficiency and
sales and marketing capabilities, areas in whicltuveently have limited experience.

IF OUR PROCESSES AND SYSTEMS ARE NOT COMPLIANT WITH REGULATORY REQUIREMENTS, WE COULD BE
SUBJECT TO DELAYS IN FILING NEW DRUG APPLICATIONS O R RESTRICTIONS ON MARKETING OF DRUGS AFTER
THEY HAVE BEEN APPROVED.

We currently are developing drug candidates foulatgry approval for the first time since our intiep, and are in the process of
implementing regulated processes and systems eghiarobtain and maintain regulatory approval fardrug candidates. Certain of these
processes and systems for conducting clinicaktaad manufacturing material must be compliant wétfulatory requirements before we can
apply for regulatory approval for our drug candi&atThese processes and systems will be subjeohtmual review and periodic inspection
by the FDA and other regulatory bodies. If we amahle to achieve compliance in a timely fashionmay experience delays in filing for
regulatory approval for our drug candidates. Inithmia, any later discovery of previously unknowroplems or safety issues with approved
drugs or manufacturing processes, or failure topglgwith regulatory requirements, may result intrietons on such drugs or manufacturing
processes, withdrawal of drugs from the marketjrtiposition of civil or criminal penalties or a tesfal by the FDA and/or other regulatory
bodies to approve pending applications for markgetipproval of new drugs or supplements to appraygdications, any of which could have
a material adverse effect on our business. In iatditve are a party to collaboration agreementstthasfer responsibility for complying with
specified regulatory requirements, such as filind maintenance of marketing authorizations andysaéporting, to our collaborator. If our
collaborators do not fulfill these regulatory olalitpns, any drugs for which we or they obtain apptonay be withdrawn from the market,
which would have a material adverse effect on augsiress.

EVEN IF WE OBTAIN REGULATORY APPROVALS, OUR DRUG CA NDIDATES WILL BE SUBJECT TO ONGOING
REGULATORY REVIEW. IF WE FAIL TO COMPLY WITH CONTIN  UING UNITED STATES AND APPLICABLE FOREIGN
REGULATIONS, WE COULD LOSE THOSE APPROVALS, AND OUR BUSINESS WOULD BE SERIOUSLY HARMED.

Even if we receive regulatory approval of any decagdidates that we are developing, we will be suligcontinuing regulatory review,
including the review of clinical results that aeported after our drug candidates become commigreiailable, approved drugs. Since drugs
are more widely used by patients once approvabkas obtained, side effects and other problemsheaybserved after approval that were
not seen or anticipated during pre-approval clinicals. In addition, the manufacturers and thenafacturing facilities we engage to make
any of our drug candidates will also be subjegi¢dodic
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review and inspection by the FDA. The subsequestadiery of previously unknown problems with theginmanufacturers or manufacturing
facilities may result in restrictions on the draganufacturers or facilities, including withdrawdltbe drug from the market or our inability to
use the facilities to make our drug. If we failcmmply with applicable continuing regulatory regumrents, we may be subject to fines,
suspension or withdrawal of regulatory approvabdoict recalls and seizures, operating restrictaorscriminal prosecutions.

OUR DRUG DEVELOPMENT EFFORTS ARE DATA-DRIVEN AND TH EREFORE POTENTIALLY SUBJECT TO ABRUPT
CHANGES IN EXPECTED OUTCOMES.

Small molecule drug discovery and development e pinitially, the identification of chemical compids that may have promise as
treatments for specific diseases. Once identifeedrag candidates, compounds are subjected to gétasting in a laboratory setting, in
animals and in humans. Our ultimate objective iddtermine whether the drug candidates have pHydieaacteristics, both intrinsically and
in animal and human systems and include a toxiccéd@rofile, that are compatible with clinical andmmercial success in treatment of the
disease being targeted. Throughout this proceggriements are conducted and data are gathereddbiat reinforce a decision to move to the
next step in the investigation process for a paldicdrug candidate, could result in uncertaintgrahe proper course to pursue, or could ri
in the termination of further drug development efavith respect to the compound being evaluategl nwgnitor the results of our discovery
research and our nonclinical studies and clini¢alstand regularly evaluate and re-evaluate outf@@m investments with the objective of
balancing risk and potential return in view of néata and scientific, business and commercial insigrhis process can result in relatively
abrupt changes in focus and priority as new infdiwnacomes to light and we gain additional insights ongoing programs and potential
new programs.

WE DEPEND ON OUR COLLABORATORS TO WORK WITH US TO D EVELOP, MANUFACTURE AND COMMERCIALIZE
MANY OF OUR DRUG CANDIDATES.

We have granted development and commercializatigrs to telaprevir to Janssen (worldwide othentNarth America and Far East)
and to Mitsubishi (Far East). We also have graf@dEast rights to VX-702 to our collaborator Kis§®e expect to receive significant
financial support under our Janssen collaboratgreeament, as well as meaningful technical and nesentufing contributions to the telaprevir
program. The success of some of our key in-housgrams, such as for telaprevir and VX-702, is ddpahupon the continued financial and
other support that our collaborators have agregudeide.

For some drug candidates on which we are not ctlyriatusing our development efforts, we have gedntorldwide rights to a
collaborator, such as our MK-0457 (VX-680) and MB9& (VX-667) collaboration with Merck, our Lexivadlzir and VX409 collaboration
with GlaxoSmithKline and our AVN-944 (VX-944) cobaration with Avalon.

The success of our collaborations depends on thesfnd activities of our collaborators. Eacloof collaborators has significant
discretion in determining the efforts and resoutbes it will apply to the collaboration. Our exigj collaborations may not be scientifically
commercially successful.

The risks that we face in connection with thesstag and any future collaborations include théofeing:

« Our collaboration agreements are subject to tertisimainder various circumstances, including, afhécase of our agreement with
Janssen, termination without cause. Any such teatitin could have an adverse material effect orfinancial condition and/or delay
the development and commercial sale of our druglidates, including telaprevir.

* Our collaborators may change the focus of theietipment and commercialization efforts. Pharmacal#ind biotechnology
companies historically have re-evaluated their tigraent and commercialization priorities followingergers and consolidations,
which have been common in recent years in thesestrids. The ability of some of our drug candidateseach their potential
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could be limited if our collaborators decreaseailrtb increase development or commercializatidorés related to those drug
candidates.

« Our collaboration agreements may have the effelitniting the areas of research and developmenttieamay pursue, either alone
or in collaboration with third parties.

e Our collaborators may develop and commercializbeeialone or with others, drugs that are simidaoit competitive with the drugs
or drug candidates that are the subject of thalotation with us.

IF WE ARE UNABLE TO ATTRACT AND RETAIN COLLABORATOR S FOR THE DEVELOPMENT AND
COMMERCIALIZATION OF OUR DRUGS AND DRUG CANDIDATES, WE MAY NOT BE ABLE TO FUND OUR
DEVELOPMENT AND COMMERCIALIZATION ACTIVITIES.

Our collaborators have agreed to fund portionsusfresearch and development programs and/or toucbtide development and
commercialization of specified drug candidates dfrthey are approved, drugs. In exchange, we Igiwen them technology, sales and
marketing rights relating to those drugs and drangdédates. Some of our corporate collaborators hghés to control the planning and
execution of drug development and clinical programetuding for our drug candidates MK-0457 ( VX @8MK-6592 ( VX -667), VX-409
and AVN-944 (VX-944). Our collaborators may exeecibeir control rights in ways that may negativaffect the timing and success of those
programs. Our collaborations are subject to tertisnaights by the collaborators. If any of ourledlorators were to terminate its relationship
with us, or fail to meet its contractual obligatgthat action could have a material adverse effeaur ability to undertake research, to fund
related and other programs and to develop, manuriaeind market any drugs that may have resulted fine@ collaboration. We expect to s
additional collaborative arrangements, which matylreoavailable to us, to develop and commerciairedrug candidates in the future. Even
if we are able to establish acceptable collabogadivangements in the future, they may not be sgéde

OUR INVESTMENT IN THE CLINICAL DEVELOPMENT AND MANU FACTURE OF COMMERCIAL SUPPLY OF
TELAPREVIR MAY NOT RESULT IN ANY BENEFIT TOUS IFT ELAPREVIR IS NOT APPROVED FOR COMMERCIAL
SALE.

We are investing significant resources in the chhdevelopment of telaprevir. In 2006, we increlager investment in telaprevir to
support our Phase 2b clinical development progitaprevir is the first drug candidate for which @eect to perform all activities related
to late stage development, drug supply, registnadiod commercialization in a major market. Evenutffotelaprevir is a Phase 2b drug
candidate, we are planning for and investing sigaift resources now in preparation for Phase celintrials, application for marketing
approval, commercial supply and sales and marketfeyalso expect to incur significant costs in 2@®whanufacture registration batches
invest in telaprevir commercial supply. Our engagetin these resource-intensive activities coul#erismore difficult for us to maintain
our portfolio focus, and puts significant investrmatrisk if we do not obtain regulatory approvatlsuccessfully commercialize telaprevir in
North America. There is no assurance that our dgwveént of telaprevir will lead successfully to regary approval, or that obtainir
regulatory approval will lead to commercial succéstelaprevir is not approved for commercial saidf its development is delayed for any
reason, our full investment in telaprevir may beiskt and our business and financial condition dda¢ materially adversely affected.

WE DEPEND ON THIRD-PARTY MANUFACTURERS TO DISTRIBUT E CLINICAL TRIAL MATERIALS FOR CLINICAL
TRIALS AND EXPECT TO CONTINUE TO RELY ON THEM TO ME ET OUR COMMERCIAL SUPPLY NEEDS FOR ANY
DRUG CANDIDATE THAT IS APPROVED FOR SALE. WE MAY NO T BE ABLE TO ESTABLISH OR MAINTAIN THESE
RELATIONSHIPS AND ARE SUBJECT TO SUPPLY DISRUPTIONS OUTSIDE OF OUR CONTROL.

If we are successful in advancing our proprietaggdcandidates through clinical development, wa péaestablish and maintain a
commercial supply chain and build our logistics gudlity control
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capabilities. We currently are relying on a worldeinetwork of third-party manufacturers to manufeetand distribute our drug candidates
for clinical trials, and we expect that we will diorue to do so to meet our commercial supply ndedthese drugs, if they are approved for
sale. As a result of our reliance on these thindypaanufacturers and suppliers, including soles®suppliers of certain components of our
drug candidates and drugs, we may be subject hifis@nt supply disruptions outside of our control.

We have retained manufacturing and commercialinatsponsibilities for telaprevir in North Ameridastablishing the commercial
supply chain for telaprevir is a multi-step intefaaal endeavor involving the purchase of seveaal materials, the application of certain
manufacturing processes requiring significant léaes, the conversion of active pharmaceuticaledgmt to tablet form and the packaging
of tablets for distribution. We expect to source raaterials, drug substance and drug product, duetufinished packaging, from third part
located in the Far East, the European Union antUttited States, and we are currently establishimjexpanding third-party relationships in
this regard. Establishing and providing qualityusmaace for this global supply chain requires aificamt financial commitment, experienced
personnel and the creation or expansion of numetlorgsparty contractual relationships. While we belidvattthere are multiple third parti
that are capable of providing the materials andises that we need in order to manufacture andilslige telaprevir, if it is approved for sale,
some of these services are in high demand and ibaaconstrained. ere can be no assurance that we will be abletablesh and mainta
this commercial supply chain on commercially readda terms in order to support a timely launchetdgrevir or at all.

We plan to identify and enter into commercial rielaships with multiple third-party manufacturersarder to reduce the risk of supply
chain disruption by limiting our reliance on anyeamanufacturer. In addition, we are in the prooéssansferring technical information
regarding the manufacture of telaprevir to Janssethat Janssen will be able to manufacture tel@pitapproved, for sale in Janssen’s
territories and as a secondary source for us. Tieere assurance, however, that we will be ablkestablish second sources for each stage of
manufacturing of telaprevir, or any other drug nrgicandidate, or that any second source will be mbproduce sufficient quantities in the
required timeframe to avoid a supply chain disiupff there is a problem with one of our suppliers.

Even if we successfully establish arrangements thitid-party manufacturers, supply disruptions mesult from a number of factors
including shortages in product raw materials, latraiechnical difficulties, regulatory inspectiomsrestrictions, shipping or customs delay
any other performance failure by any third-partynofacturer on which we rely.

Any supply disruptions could impact the timing afr@linical trials and the commercial launch of @pproved pharmaceutical drugs.
Furthermore, we may be required to modify our potiden methods to permit us to economically manufacbur drugs for commercial
launch and sale. Upon approval of a pharmaceudita for sale, if any, we similarly may be at rigksupply chain disruption for our
commercial drug supply. These modifications mayiegus to reevaluate our resources and the res®wifour third-party manufacturers,
which could result in abrupt changes in our promuncinethods and supplies. The production of ougdandidates is based in part on
technology that we believe to be proprietary. Weehiicensed this technology to enable our thirdyparanufacturers to manufacture drug
candidates for us. However, in the course of thetivices, a contract manufacturer may develop psosehnology related to the manufacture
of our drug candidates that the manufacturer oeitiser independently or jointly with us. This woutetrease our reliance on that
manufacturer or require us to obtain a license filoat manufacturer in order to have our productaufactured by other suppliers utilizing
the same process.

WE RELY ON THIRD PARTIES TO CONDUCT OUR CLINICAL TR IALS, AND THOSE THIRD PARTIES MAY NOT
PERFORM SATISFACTORILY, INCLUDING FAILING TO MEET E STABLISHED DEADLINES FOR THE COMPLETION OF
SUCH TRIALS.

We do not have the ability to independently condilicical trials for our drug candidates, and wiy @n third parties such as contract
research organizations, medical institutions aimdaal investigators to
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enroll qualified patients and conduct our clinitrédls. Our reliance on these third parties fonicial development activities reduces our col
over these activities. Accordingly, these thirdtpaontractors may not complete activities on scitesdor may not conduct our clinical trials
in accordance with regulatory requirements or dat tlesign. If these third parties do not sucagdistarry out their contractual duties or
meet expected deadlines, we may be required taagephem. Although we believe that there are a murobother third-party contractors we
could engage to continue these activities, it negylt in a delay of the affected trial. Accordingbyr efforts to obtain regulatory approvals
and commercialize our drug candidates may be délaye

IF WE ARE UNABLE TO DEVELOP INDEPENDENT SALES AND M ARKETING CAPABILITIES OR ESTABLISH THIRD-
PARTY RELATIONSHIPS FOR THE COMMERCIALIZATION OF OU R DRUG CANDIDATES, WE WILL NOT BE ABLE TO
SUCCESSFULLY COMMERCIALIZE OUR DRUG CANDIDATES EVEN IF WE ARE ABLE TO OBTAIN REGULATORY
APPROVAL.

We currently have no experience as a company @s sald marketing or with respect to pricing anéiolig adequate third-party
reimbursement for drugs. GlaxoSmithKline curretiihs exclusive sales and marketing rights to LeXedir. We will need to either develop
marketing capabilities and an independent salefor enter into arrangements with third partieseiband market any of our drug candid
if they are approved for sale by regulatory autiesi

In order to market telaprevir in North Americatiis approved, we intend to build a marketing orgation and a direct sales force, wt
will require substantial efforts and significantmagement and financial resources. During 2007 ntend to commit significant personnel
and financial resources to this effort, staging @mmitments to the extent possible in considematiothe ongoing telaprevir development
timeline. We will need to devote significant effart particular, to recruiting individuals with espence in the sales and marketing of
pharmaceutical products. Competition for persomrit these skills is intense and may be particyldifficult for us since telaprevir is still i
investigational drug candidate. In addition, if develop our own marketing and sales capabilitynvag be competing with other companies
that currently have experienced and well-fundedketarg and sales operations. As a result, we map@able to successfully develop our
own marketing capabilities or independent salesegfdor telaprevir in North America in order to soppan effective launch of telapreuvir if it
is approved for sale.

We have granted commercialization rights to oth@rmaceutical companies with respect to certamuofdrug candidates in certain
geographic locations, including telaprevir (Jansseridwide except for North America and the FartEaad Mitsubishi in the Far East), MK-
0457 (VX-680) and MK-6592 (VX-667) (Merck worldwifiand AVN-944 (VX944) (Avalon worldwide). To the extent that ourlabbrator:
have commercial rights to our drugs, any revenugsegeive from any approved drugs, will depend grily on the sales and marketing
efforts of others. We do not know whether we wéldble to enter into additional third-party saled earketing arrangements with respect to
any of our other drug candidates on acceptablestdfrat all, or whether we will be able to leveeafe sales and marketing capabilities we
intend to build for telaprevir in order to markeidssell any other drug candidate if it is approf@dsale.

WE MAY NEED TO RAISE ADDITIONAL CAPITAL THAT MAY NO T BE AVAILABLE.

We expect to incur substantial research and desedopand related supporting expenses as we desibdesvelop existing and future
compounds, undertake clinical trials of drug caatid resulting from such compounds, and build camufacturing, regulatory, development
and commercial capabilities. We also expect toristibstantial administrative and commercializagapenses in the future. We may need to
make significant capital investment in building eoanufacturing capacity and creating pre-launcleimery for one or more of our drug
candidates. We anticipate that we will finance ¢hesbstantial cash needs with:

» cash received from our existing collaborative agresets;
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« cash received from new collaborative agreements;

e Lexiva/Telzir royalty revenue;

» existing cash reserves, together with interestesham those reserves; and
» future product sales to the extent that we markegsidirectly.

We expect that funds from these sources will bécenit to fund our planned activities for at lettst next eighteemonths from the da
of this filing. If we need additional capital, iilhbe necessary to raise additional funds thropghlic offerings or private placements of eq
or debt securities or other methods of financingerkif our financial resources are sufficient toetn@ur short or intermediate term needs, we
may still decide, as we have in the past, to radditional funds when we believe financial marlkatditions are favorable. Any equity
financings could result in dilution to our then®iag security holders. Any debt financing, if dable at all, may be on terms that, among
other things, restrict our ability to pay divideratsd interest (although we do not intend to paydeinds for the foreseeable future). The
required interest payments associated with anyifgignt additional debt financing could materiadigversely affect our ability to service our
convertible subordinated notes and convertiblessenibordinated notes. The terms of any additidebt financing may also, under certain
circumstances, restrict or prohibit us from makimgrest payments on our convertible subordinatg#ds If adequate funds are not available,
we may be required to curtail significantly or diatinue one or more of our research, drug discogedevelopment programs (including
clinical trials), or attempt to obtain funds thréugrrangements with collaborators or others that raquire us to relinquish rights to certair
our technologies, drugs or drug candidates. Adutidinancing may not be available on acceptabiadeif at all.

IF WE FAIL TO EXPAND OUR HUMAN RESOURCES AND MANAGE OUR GROWTH EFFECTIVELY, OUR BUSINESS
MAY SUFFER.

We expect that if our clinical drug candidates omr to progress in development, we continue ttdluir commercial organization and
our drug discovery efforts continue to generatgydrandidates, we will require significant additibimvestment in personnel, management
systems and resources. For example, the number dfilbtime employees increased by 17% in 2006, &we expect to experience significant
growth in 2007. Our ability to commercialize ouudrcandidates, achieve our research and develombgatives, and satisfy our
commitments under our collaboration agreementsritépen our ability to respond effectively to theeenands and expand our internal
organization to accommodate additional anticipatexvth. If we are unable to manage our growth éffety, there could be a material
adverse effect on our business.

RISKS ASSOCIATED WITH OUR INTERNATIONAL BUSINESS RE LATIONSHIPS COULD MATERIALLY ADVERSELY
AFFECT OUR BUSINESS.

We have manufacturing, collaborative and clinicill relationships, and we and our collaboratoessaeking approval for our drug
candidates, outside the United States. In additienexpect that if telaprevir is approved for comered sale, a significant portion of our
commercial supply chain, including sourcing of naaterials and manufacturing, will be located in fae East and European Union.
Consequently, we are, and will continue to be, ettttp risks related to operating in foreign coigstr Risks associated with conducting
operations in foreign countries include:

« differing regulatory requirements for drug apprevial foreign countries;
» unexpected changes in tariffs, trade barriers agdlatory requirements;
« economic weakness, including inflation, or politizestability in particular foreign economies andriets;

» compliance with tax, employment, immigration anldalaws for employees living or travelling abroad,;
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« foreign taxes, including withholding of payroll &

« foreign currency fluctuations, which could resultiicreased operating expenses or reduced reveamsther obligations incident
doing business or operating a subsidiary in anatbentry;

« workforce uncertainty in countries where labor @hie more common than in the United States;
« production shortages resulting from any eventsctiffg raw material supply or manufacturing capébsi abroad; and
* Dbusiness interruptions resulting from geo-politiaetions, including war and terrorism.

These and other risks associated with our intesnatioperations may materially adversely affectahility to attain or maintain
profitable operations.

IF WE LOSE OUR TECHNOLOGICAL ADVANTAGES, WE MAY NOT BE ABLE TO COMPETE IN THE MARKETPLACE.

We believe that our integrated drug discovery céipalives us a technological advantage over mmpetitors. However, the
pharmaceutical research field is characterizedapidrtechnological progress and intense competifigra result, we may not realize the
expected benefits from these technologies. For plama large pharmaceutical company, with signifisamore resources than we have,
could pursue a systematic approach to the discafestyugs based on gene families, using propriedang targets, compound libraries, novel
chemical approaches, structural protein analydisigfiormation technologies. Such a company migbbtidy broadly applicable compound
classes faster and more effectively than we dahEurwe believe that interest in the applicatibstoucture-based drug design, parallel drug
design and related approaches has accelerated ssdtegies have become more widely understocginBsses, academic institutions,
governmental agencies and other public and prirestearch organizations are conducting researcevel@p technologies that may compete
with those we use. It is possible that our competitould acquire or develop technologies that @ioehder our technology obsolete or
noncompetitive. For example, a competitor couldedi®y information technologies that accelerate thene-level analysis of potential
compounds that bind to the active site of a drugetia and predict the absorption, toxicity, anétige ease-of-synthesis of candidate
compounds. If we were unable to access the sarhadbgies at an acceptable price, our businessldmibdversely affected.

THE LOSS OF THE SERVICES OF KEY EMPLOYEES OR THE FA ILURE TO HIRE QUALIFIED EMPLOYEES WOULD
NEGATIVELY IMPACT OUR BUSINESS AND FUTURE GROWTH.

Because our drug discovery and development aetsvire highly technical in nature, we require #r@ises of highly qualified and
trained scientists who have the skills necessacpimuct these activities. In addition, as we atietm grow our capabilities with respect to
clinical development, regulatory affairs, qualigntrol and sales and marketing, we will need tattand retain employees with experience
in these fields. Our future success will depenlhige part on the continued services of our kegrgidic and management personnel. We t
entered into employment agreements with some iddals and provide compensation-related benefigdl @ our key employees that vest
over time and therefore induce them to remain withHowever, the employment agreements can bertatea by the employee on relatively
short notice. The value to employees of stock-eeldtenefits that vest over time—such as optiongestticted stock—will be significantly
affected by movements in our stock price that wencacontrol, and may at any point in time be ifisignt to counteract more lucrative
offers from other companies.
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We face intense competition for our personnel fmamcompetitors, our collaborators and other corgsathroughout our industry.
Moreover, the growth of local biotechnology commanand the expansion of major pharmaceutical corapamto the Boston area have
increased competition for the available pool ofleliemployees, especially in technical fields, gmelhigh cost of living in the Boston and
San Diego areas makes it difficult to attract empés from other parts of the country. A failuredtain, as well as hire, train and effectively
integrate into our organization a sufficient numbgqualified scientists and professionals wouldatevely affect our business and our ability
to grow our business. In addition, the level ofding under certain of our collaborative agreemeefsends on the number of our employees
performing research and/or development under tagseements. If we cannot hire and retain the redysersonnel, funding received under
the agreements may be reduced.

IF OUR PATENTS DO NOT PROTECT OUR DRUGS, OR OUR DRUGS INFRINGE THIRD-PARTY PATENTS, WE COULD BE
SUBJECT TO LITIGATION AND SUBSTANTIAL LIABILITIES.

We have numerous patent applications pending itUtlited States, as well as foreign counterpartsttier countries. Our success will
depend, in significant part, on our ability to ahtand maintain United States and foreign pateottgetion for our drugs, their uses and our
processes, to preserve our trade secrets and tatepégthout infringing the proprietary rights diird parties. We do not know whether any
patents will issue from any of our patent appliwasi or, even if patents issue or have issuedthiassued claims will provide us with any
significant protection against competitive produmt®therwise be valuable commercially. Legal stadd relating to the validity of patents
and the proper scope of their claims in the phaemtical field are still evolving, and there is raneistent law or policy regarding the valid
breadth of claims in biopharmaceutical patentheraffect of prior art on them. If we are not afol®btain adequate patent protection, our
ability to prevent competitors from making, usinglaselling similar drugs will be limited. Furthermeg our activities may infringe the claims
of patents held by third parties. Defense and uatsen of infringement or other intellectual propeclaims, as well as participation in other
inter-party proceedings, can be expensive and tiamsuming, regardless of whether or not the outcdsrfevorable to us. If the outcome of
any such litigation or proceeding were adversecadd be subject to significant liabilities to #hiparties, could be required to obtain licenses
from third parties or could be required to ceadessaf affected drugs, any of which outcomes ctalde a material adverse effect on our
business.

WE DO NOT KNOW WHETHER LEXIVA/TELZIR WILL CONTINUE TO BE COMPETITIVE IN THE MARKET FOR HIV
PROTEASE INHIBITORS.

We currently receive royalties from sales of LeXivzir under our collaboration with GlaxoSmithkdinLexiva/Telzir's share of the
worldwide protease inhibitor market may decreasetdicompetitive forces and market dynamics. Oitgt Pls including Bristol-Myers
Squibbs’ Reyata? and Abbott Laboratories’ Kaltrand a number of other products are on the méokdihe treatment of HIV infection
and AIDS. Other drugs are still in development by competitors, including Bristol-Myers Squibb, Bomger Ingelheim and Johnson &
Johnson, which may have better efficacy, fewer sfffects, easier administration and/or lower ctisas Lexiva/Telzir. Moreover, the growth
in the worldwide market for HIV Pls has, to a cartextent, occurred as a result of early and aggregreatment of HIV infection with a
protease inhibitor-based regimen. Changes in treattistrategy, in which treatment is initiated latethe course of infection, or in which
treatment is more often initiated with a regimeat tthoes not include a protease inhibitor, may tesukeduced use of HIV Pls. As a result,
total market for HIV Pls may decline, decreasing shles potential of Lexiva/Telzir. Further, altbhwe provide education efforts related to
the promotion of Lexiva/Telzir in the United Statesd key markets in Europe, GlaxoSmithKline diré¢htsmajority of the marketing and
sales efforts and the positioning of Lexiva/Teimithe overall market, and we have little contreépthe direction or success of those efforts.
GlaxoSmithKline has the right to terminate its agment with us without cause upon twelve monthsiceotand would have no obligation to
pay further royalties to us upon any such termamati

43




IF PHYSICIANS, PATIENTS AND THIRD-PARTY PAYORS DO N OT ACCEPT OUR FUTURE DRUGS, WE MAY BE UNABLE
TO GENERATE SIGNIFICANT REVENUE, IF ANY.

Even if our drug candidates obtain regulatory apakahey may not gain market acceptance amongighys, patients and health care
payors. Physicians may elect not to recommend ugsdfor a variety of reasons including:

« the timing of the market introduction of competidrugs;

» lower demonstrated clinical safety and efficacy paned to other drugs;

* lack of cost-effectiveness;

» lack of availability of reimbursement from third#papayors;

« convenience and ease of administration;

« prevalence and severity of adverse side effects;

« other potential advantages of alternative treatmethods; and

« ineffective marketing and distribution support.

If our approved drugs fail to achieve market acaepé, we will not be able to generate significawenue.

IF THE GOVERNMENT AND OTHER THIRD-PARTY PAYORS FAIL TO PROVIDE COVERAGE AND ADEQUATE
PAYMENT RATES FOR OUR FUTURE DRUGS, OUR REVENUE AND PROSPECTS FOR PROFITABILITY WILL BE
HARMED.

In both domestic and foreign markets, our salemngffuture drugs will depend in part upon the alglity of reimbursement from third-
party payors. Such third-party payors include gorresnt health programs such as Medicare, manageduoaviders, private health insurers
and other organizations. These third-party paymrsrereasingly attempting to contain healthcastsby demanding price discounts or
rebates and limiting both the types and varietgirofys that they will cover and the amounts thay thiél pay for these drugs. As a result, they
may not cover or provide adequate payment for owré drugs. We might need to conduct post-margetindies in order to demonstrate the
cost-effectiveness of any future drugs to such gatisfaction. Such studies might require usaimmit a significant amount of
management time and financial and other resou@esfuture drugs might not ultimately be considecedt-effective. Adequate third-party
reimbursement might not be available to enabl@umsaintain price levels sufficient to realize apmaypriate return on investment in product
development.

Reimbursement rates may vary according to the figeealrug and the clinical setting in which itlised, may be based on payments
allowed for lower-cost products that are alreadynbairsed, may be incorporated into existing paysémt other products or services, and
may reflect budgetary constraints and/or imperfextiin Medicare or Medicaid data used to calculadse rates. Net prices for drugs may be
reduced by mandatory discounts or rebates reqbiyegbvernment health care programs. In additiogislation has been introduced in
Congress that, if enacted, would permit more widessgp importation of drugs from foreign countrietithe United States, which may inch
importation from countries where the drugs are stlidwer prices than in the United States. Sugrslation, or similar regulatory changes or
relaxation of laws that restrict imports of drugsn other countries, could reduce the net priceegeive for our marketed drugs.
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OUR BUSINESS HAS A SUBSTANTIAL RISK OF PRODUCT LIAB ILITY CLAIMS. IF WE ARE UNABLE TO OBTAIN
APPROPRIATE LEVELS OF INSURANCE, A PRODUCT LIABILIT Y CLAIM COULD ADVERSELY AFFECT OUR BUSINESS.

Our business exposes us to significant potent@dyoet liability risks that are inherent in the dieyenent, manufacturing and sales and
marketing of human therapeutic products. We culydratve clinical trial insurance and will seek totain product liability insurance prior to
the sales and marketing of any of our drug candgldiowever, our insurance may not provide adequaterage against potential liabilities.
Furthermore, clinical trial and product liabilitgsurance is becoming increasingly expensive. Asalt, we may be unable to maintain
current amounts of insurance coverage or obtaiitiaddl or sufficient insurance at a reasonable tmprotect against losses that could have
a material adverse effect on us. If a claim is ghdwagainst us, we might be required to pay legdl@her expenses to defend the claim, as
well as uncovered damages awards resulting frolai drought successfully against us. Furthermetesther or not we are ultimately
successful in defending any such claims, we mightelguired to direct significant financial and mge@al resources to such defense, and
adverse publicity is likely to result.

IF WE DO NOT COMPLY WITH LAWS REGULATING THE PROTEC TION OF THE ENVIRONMENT AND HEALTH AND
HUMAN SAFETY, OUR BUSINESS COULD BE ADVERSELY AFFEC TED.

Our research and development efforts involve thdrotled use of hazardous materials, chemicalsvanidus radioactive compounds.
Although we believe that our safety procedureshtordling and disposing of these materials compti tie standards prescribed by state
federal regulations, the risk of accidental contaatibn or injury from these materials cannot beglated. If an accident occurs, we could be
held liable for resulting damages, which could blessantial. We are also subject to numerous enwiestial, health and workplace safety
and regulations, including those governing labasapwocedures, exposure to blood-borne pathogethshenhandling of biohazardous
materials. Although we maintain workers’ comper@atnsurance to cover us for costs we may incurtduejuries to our employees
resulting from the use of these materials, thisliasce may not provide adequate coverage agaitesttfad liabilities. Due to the small
amount of hazardous materials that we generatbawe determined that the cost to secure insurameaage for environmental liability and
toxic tort claims far exceeds the benefits. Accoglli, we do not maintain any insurance to covelypioin conditions or other extraordinary
unanticipated events relating to our use and d@pifshazardous materials. Additional federal,estatd local laws and regulations affecting
our operations may be adopted in the future. We imayr substantial costs to comply with, and sultshfines or penalties if we violate, a
of these laws or regulations.

WE HAVE ADOPTED ANTI-TAKEOVER PROVISIONS THAT MAY F RUSTRATE ANY ATTEMPT TO REMOVE OR
REPLACE OUR CURRENT MANAGEMENT.

Our corporate charter and by-law provisions andidtolder rights plan may discourage certain tygasamsactions involving an actual
or potential change of control of Vertex that migktbeneficial to us or our security holders. Charter provides for staggered terms for the
members of the Board of Directors. Our by-laws gtha directors a right to adjourn annual meetioigstockholders, and certain provisions
of the by-laws may be amended only with an 80%lkstoltier vote. Pursuant to our stockholder rightsipkach share of common stock has
an associated preferred share purchase right.ights will not trade separately from the commorcktontil, and are exercisable only upon,
the acquisition or the potential acquisition thrbugnder offer by a person or group of 15% or nufréne outstanding common stock. We
may issue shares of any class or series of prefstoek in the future without stockholder approaadl upon such terms as our Board of
Directors may determine. The rights of the hold#rsommon stock will be subject to, and may be askilg affected by, the rights of the
holders of any class or series of preferred stbakrnay be issued in the future. As a result, $toltlers or other parties may find it more
difficult to remove or replace our current managetne
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OUR STOCK PRICE MAY FLUCTUATE BASED ON FACTORS BEYO ND OUR CONTROL.

Market prices for securities of companies such edex are highly volatile. Within the twelve montasded December 31, 2006, our
common stock traded between $26.50 and $45.38hpee.sThe market for our stock, like that of otbempanies in the biotechnology field,
has from time to time experienced significant pacel volume fluctuations that are unrelated toaperating performance. The future market
price of our securities could be significantly audtVersely affected by factors such as:

* announcements of results of clinical trials or rimical studies;

* announcements of financial results and other ojpeyaerformance measures, or capital structuriniyities;

« technological innovations or the introduction ofwng@rugs by our competitors;

* government regulatory action;

¢ public concern as to the safety of drugs develdpedthers;

* developments in patent or other intellectual propeaghts or announcements relating to these nmstter

» developments in domestic and international govemaigolicy or regulation, for example relatingimtellectual property rights; and

» developments relating specifically to other compardand market conditions for pharmaceutical antebimology stocks in general.

OUR OUTSTANDING INDEBTEDNESS MAY MAKE IT MORE DIFFI CULT TO OBTAIN ADDITIONAL FINANCING OR
REDUCE OUR FLEXIBILITY TO ACT IN OUR BEST INTERESTS .

As of December 31, 2006, we had approximately $4flllon in aggregate principal amount of 5% Corii#e Subordinated Notes due
in September 2007 and approximately $ 59.6 mililoaggregate principal amount of 5.75% Convertidmior Subordinated Notes due in
February 2011 outstanding. In February 2007, weanced that we will redeem the 5.75% Convertiblei@eSubordinated Notes due in
February 2011 on March 5, 2007 after which ourtamiging indebtedness will be significantly redudddtwithstanding the redemption of
our convertible senior subordinated notes in M&@07, the level of our indebtedness will affecbys

* exposing us to fixed rates of interest, which mayrbexcess of prevailing market rates;

* making it more difficult to obtain additional fineimg for working capital, capital expenditures, tsérvice requirements or other
purposes;

* constraining our ability to react quickly in an ambrable economic climate or to changes in ourrtass or the pharmaceutical
industry; and

 requiring the dedication of a substantial portibwar expected cash flow to service of our indebéss, thereby reducing the amount
of expected cash flow available for other purposes.

OUR ESTIMATES OF OUR LIABILITY UNDER OUR KENDALL SQ UARE LEASE MAY BE INACCURATE.

We leased a 290,000 square foot facility in Ken8ajllare, Cambridge, Massachusetts in January 20@315-year term. We currently
are occupying approximately 120,000 square fe#iefacility. We have sublease arrangements inediaicthe remaining rentable square
footage of the facility. In determining our obligats under the lease for the portion of the facilitat we are not occupying, we have made
certain assumptions relating to the time necedsasyblease the space after the expiration ofritialisubleases, projected future sublease
rental rates and the anticipated durations of &utiubleases. Our
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estimates have changed in the past, and may clatige future, resulting in additional adjustmetttshe estimate of liability, and the effect
of any such adjustments could be material.

GOVERNMENT INVESTIGATIONS OR LITIGATION AGAINST OUR  COLLABORATORS COULD IMPACT OUR BUSINESS.

The federal government, certain state governmerdavate payors are investigating and have beégtite actions against numerous
pharmaceutical and biotechnology companies alletfiagthe reporting of prices for pharmaceuticaldurcts has resulted in a false and
overstated Average Wholesale Price, or AWP, whictuin is alleged to have improperly inflated teanmbursement paid by Medicare
beneficiaries, insurers, state Medicaid programesjical plans and others to health care provideis pvescribed and administered those
products. Some payors are also alleging that phaeutizal and biotechnology companies are not ragptheir “best price” to the states
under the Medicaid program. In addition, recentagoment litigation against pharmaceutical compah&sfocused on allegations of off-
label promotion in connection with the filing ofia claims for government reimbursement. In any AWdBes or other cases brought by the
government where our collaborators or licenseesaneed as defendants with respect to any prodaetssed from us, the outcome of the
case could have a material adverse effect on panéial results.

SALES OF ADDITIONAL SHARES OF OUR COMMON STOCK COUL D CAUSE THE PRICE OF OUR COMMON STOCK TO
DECLINE.

Sales of substantial amounts of our common stotharopen market, or the availability of such shdoe sale, could adversely affect
price of our common stock. In addition, the iss@atcommon stock upon exercise of any outstandpipn or the conversion of any of our
outstanding convertible debt would be dilutive, amaly cause the market price for a share of our comstock to decline. As of
December 31, 2006, we had approximately 126.1anikihares of common stock issued and outstandiegal¥d had outstanding options to
purchase approximately 14.3 million shares of comistock with a weighted average exercise price26f44 per share. Our outstanding
notes were convertible into approximately 4.4 miilshares of common stock with a weighted averageersion price of $22.87 per share.
Outstanding options and convertible notes may leecésed or converted, as the case may be, if thkenprice of our common stock exceeds
the applicable exercise or conversion price.

SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K and, in particuthe description of our Business set forth in Itenthe Risk Factors set forth in this
Item 1A and our Management’s Discussion and AnalgéFinancial Condition and Results of Operatiseisforth in Item 7 contain or
incorporate a number of forward-looking statemevithin the meaning of Section 27A of the Securithes of 1933, as amended, and
Section 21E of the Securities Exchange Act of 1834amended, including statements regarding:

* our expectations regarding clinical trials, devehemt timelines and regulatory authority filings fetaprevir and other drug
candidates under development by us and our cobddu;

* our expectations regarding the number of patidr@swill be evaluated, the anticipated date by Whanrollment will be completed
and the data that will be generated by ongoingpdaudned clinical trials, and the ability to usettdata for the design and initiation of
further clinical trials and to support regulatoitinfys, including potentially an NDA for telapreyir

e our expectations regarding the scope and timirepngbing and potential future clinical trials, inding the ongoing Phase 2b clinical
trials and expected Phase 3 clinical program faptevir, the ongoing and planned clinical trials/X-702, the planned Phase 2
clinical trial of VX-770, the planned Phase 1 diitrial of VX-883 and the ongoing clinical triatdé MK-0457 (VX-680), MK-6592
(VX-667) and AVN-944 (VX-944);
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* our expectations regarding the future market denaswadmedical need for telaprevir and our other damglidates;

< our plans to fund a greater proportion of our rese@rograms than in past years with internal fuadsl our beliefs regarding the
benefits of this strategy;

» our beliefs regarding the support provided by chihirials and preclinical and nonclinical studié®ur drug candidates for further
investigation, clinical trials or potential useafreatment of those drug candidates;

* our business strategy;

« our planned investments in our drug developmentcanamercialization capabilities and telaprevirluging our expected 2007
research and development expenses for commergiplysimvestment in telaprevir;

 the focus of our drug development efforts;

* the establishment, development and maintenancellaborative relationships;

« our ability to use our research programs to ifieahd develop new potential drug candidates;

« our ability to increase our headcount and scpleur drug development and commercialization cdipiaisi

e our estimates regarding obligations associatéld aviease of a facility in Kendall Square, CampeidMassachusetts;
» the potential for the acquisition of new and ctenpentary technologies, resources and drugs orchndidates; and
« our liquidity.

Any or all of our forward-looking statements inglAnnual Report may turn out to be wrong. They lsamffected by inaccurate
assumptions we might make or by known or unknowksrand uncertainties. Many factors mentioned imd@acussion in this Annual Report
will be important in determining future results. r@equently, no forward-looking statement can beantaed. Actual future results may vary
materially.

We also provide a cautionary discussion of risks @mcertainties under “Risk Factors” in Item 1Atlis Annual Report. These are
factors that we think could cause our actual redoldiffer materially from expected results. Otfeators besides those listed there could also
adversely affect us.

Without limiting the foregoing, the words “belieyé&anticipates,” “plans,” “expects” and similar pressions are intended to identify
forward-looking statements. There are a numbeacdtofs that could cause actual events or resuttéfer materially from those indicated by
such forward-looking statements, many of whichtagond our control, including the factors set fartider “Item 1A. Risk Factors.” In
addition, the forward-looking statements contaihetkin represent our estimate only as of the datefiling and should not be relied upon
as representing our estimate as of any subseqagnt\While we may elect to update these forwarditmpstatements at some point in the
future, we specifically disclaim any obligationdo so to reflect actual results, changes in assongbr changes in other factors affecting
such forward-looking statements.

ITEM 1B. UNRESOLVED STAFF COMMENTS

We have not received any written comments that natéeen resolved from the Securities and Exch&ugemission regarding our
filings under the Securities Exchange Act of 1%&lamended.
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ITEM 2. PROPERTIES

We lease an aggregate of approximately 650,000redeeat of laboratory and office space in ninelites in Cambridge, Massachusetts.
The leases have expiration dates ranging from 29@818. We have the option to extend the leasedoheadquarters facility at 130
Waverly Street, Cambridge, where we lease apprarimna00,000 square feet of space, for one addititerm of five years, ending in 2015,
with respect to one portion of the building, anddp to two additional terms of five years, endin@019, for the other portion of the
building. The lease for approximately 192,000 sgqdaet of laboratory and office space at 200 Siddteget, located adjacent to our
headquarters, will expire in 2010. We have theawpto extend that lease for up to two additionalssutive teryear terms. The lease for ¢
21 Erie Street facility for 21,000 square feet fifce space, which we entered into in November 2@0®ires in May 2012 with the option to
extent for two additional consecutive five-yeamner

The lease for our Kendall Square, Cambridge, Médmssdts facility will expire in 2018. We have thgtion to extend that lease for two
consecutive terms of ten years each. We have sddegpproximately 145,000 square feet of the facdind are using the remaining
approximately 120,000 square feet of space leastkifacility for our research operations. Thelsabes are for terms ending in 2011 and
2012 with extension options to 2015 and 2018. Grthedsubleases has certain termination provish@ggnning in 2010.

We also lease approximately 81,200 square feethmfrhtory and office space in San Diego, Califarflze lease for this space will
expire on August 31, 2008. We have the option terek this lease for up to two additional termsieé fyears each.

We lease approximately 22,000 square feet of laborand office space in Milton Park, Abingdon, Eargl, for our United Kingdom
business and research and development activitigaranlease expiring in 2013, with a right of eaelsmination exercisable by us in 2008.

We believe our facilities are adequate for our enirneeds.

ITEM 3. LEGAL PROCEEDINGS

We are not a party to any material legal proceedil¢e are not a party to any litigation in any ¢auith any governmental authority,
and management is not aware of any contemplateskeding by any governmental authority against the@any.

ITEM 4. SUBMISSION OF MATTERS TO A VOTE OF SECURITY HOLDERS

There were no matters submitted to a vote of sgchiolders during the quarter ended December 30620
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PART Il

ITEM5. MARKET FOR REGISTRANT'S COMMON EQUITY, RELATED STOC KHOLDER MATTERS AND ISSUER
PURCHASES OF EQUITY SECURITIES

Market Information

Our common stock is traded on The Nasdaq GlobaicEdMarket under the symbol “VRTX.” The followingtile sets forth for the
periods indicated the high and low sale pricesspare of our common stock as reported by Nasdag:

Year Ended December 31, 200! High Low
First quarter $11.9¢ $ 9.2C
Second quarte 17.0€ 8.61
Third quartel 22.6€ 15.3¢
Fourth quarte 29.24 20.31
Year Ended December 31, 200t

First quarte| $44.71 $26.5C
Second quarte 40.0C 29.0C
Third quartel 37.1C 29.7¢
Fourth quarte 45.3¢ 32.5C

As of February 26, 2007, there were 1,515 holdéreaprd of our common stock.

Performance Graph

CUMULATIVE TOTAL RETURN
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Dividends

We have never declared or paid any cash dividendsiocommon stock, and we currently expect thatréuearnings, if any, will be
retained for use in our business.
Issuer Repurchases of Equity Securities

The table set forth below shows all repurchaseseofirities by us during the three months ended idbee31, 2006:

Maximum Number of
Total Number of Shares

Total Number Shares that may yet

Purchased as part of be purchased under

of Shares Average Price publicly announced publicly announced

Period Purchased Paid per Share Plans or Programs Plans or Programs
Oct. 1, 2006 to Oct. 31, 2006 13,48¢ $0.01 — —
Nov. 1, 2006 to Nov. 30, 20( 5,427 $0.01 — —
Dec. 1, 2006 to Dec. 31, 20! 4,071 $0.01 — —

Under the terms of our 1996 Stock and Option Ptah2006 Stock and Option Plan, we may award shdnesstricted stock to our
employees and consultants. These shares of reststick typically are subject to a lapsing rightepurchase by us. We may exercise this
right of repurchase in the event that a restristedk recipient’s service to us is terminated. &f @ercise this right, we are required to repay
the purchase price paid by or on behalf of thepient for the repurchased restricted shares, wiyigieally is the par value per share of $0.01.
Repurchased shares are returned to the applictditk &1d Option Plan under which they were iss@&dres returned to the 2006 Stock and
Option Plan are available for future awards unterterms of that plan.

Unregistered Sales of Equity Securities

On February 2, 2007, we called our 2011 Notesddemption. The redemption date is March 5, 2007fA=ebruary 28, 2007, we had
converted $29.4 million of aggregate principal amtoef 2011 Notes into 2,173,745 shares of our comstock. The conversions were
exempt from registration under the Securities Ac83, as amended, pursuant to Section 3(a)(9¢dhas they were exchanges with our
existing security holders where no commission beptemuneration was paid.
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ITEM 6. SELECTED FINANCIAL DATA

The following unaudited selected consolidated foalndata for each of the five years in the pegoded December 31, 2006 are derived
from our audited consolidated financial statemeniese data should be read in conjunction withamdited consolidated financial stateme
and related notes that are included elsewherasmtimual Report on Form 10-K and with “Managemsmiscussion and Analysis of
Financial Condition and Results of Operations”ued in Item 7 below.

Year Ended December 31
2006 2005 2004 2003 2002
(In thousands, except per share amount:

Consolidated Statements of Operations Date

Revenues
Royalties $ 41206 $ 32,82¢ $ 17,322 $ 9,00z $ 10,05¢
Collaborative and other research and development
revenue: 175,14¢ 128,061 85,39t 60,13¢ 84,71¢
Total revenues 216,35¢ 160,89( 102,717 69,141 94,77(C
Costs and expense
Royalty payment 12,17C 10,09¢ 5,64¢ 3,12¢ 3,334
Research and development expet 371,71z 248,54( 192,16: 199,63¢ 198,33¢
Sales, general and administrative expel 57,86( 43,99( 42,13¢ 39,082 41,05¢€
Restructuring and other expense 3,651 8,134 17,574 91,82¢ —
Total costs and expenses 445,39+ 310,76 257,52¢ 333,66¢ 242,72¢
Loss from operations (229,03%) (149,877) (154,807) (264,527 (147,95%)
Other income/(expense), r 15,06¢ (5,332 (7,994) (1,88¢€) 11,00C
Realized gain on sale of investment 11,182 — — — —
Loss on exchange of convertible subordinated
notes(2)(3; (5,151) (48,219 — — —
Loss on retirement of convertible subordinated
notes(4) — — (3,446 — —
Loss from continuing operations before cumulativ
effect of changes in accounting princip (207,937) (203,41)) (166,247) (266,41%) (136,95¢)
Income from discontinued operations(
Gain on sales of asse — — — 70,33¢ —
Income (loss) from discontinued operations — — — (693) 28,337
Total income from discontinued operations — — — 69,64¢ 28,331
Loss before cumulative effect of change in accag
principle $(207,937) $(203,417) $(166,247) $(196,767) $(108,62)
Cumulative effect of a change in accounting
principle—FAS 123(R)(6; 1,04€ — — — —
Net loss $(206,897) $(203,41) $(166,247) $(196,767) $(108,627)

Basic and diluted loss per common share before
cumulative effect of a change in accounting

principle $ (184 $ (2289 $ (212 $ (256 $ (143
Basic and diluted cumulative effect of a change in

accounting principle per common she 0.01 — — — —
Basic and diluted net loss per common share $ (183 $ (228 $ (212 $ (256 $ (@143
Basic and diluted weighted average number of

common shares outstandi 113,221 89,241 78,571 77,004 75,74¢
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December 31
2006 2005 2004 2003 2002
(In thousands)

Consolidated Balance Sheets Data:
Cash, cash equivalents and marketable sec. ~ $761,75. $407,51( $392,32( $583,16¢ $634,98¢

Other current asse 66,78( 23,89¢ 14,392 10,64z 21,58¢
Restricted cas 30,25¢ 41,48z 49,8417 26,061 26,091
Property and equipment, r 61,53¢ 54,53: 64,22¢ 80,08: 95,991
Other non-current assets 1,254 21,57¢ 24,66¢ 24,461 37,06¢
Total assets $921,57¢ $548,99¢ $545,45: $724,417 $815,72(
Deferred revenue $150,18« $ 32,30 $ 66,08¢ $ 59,517 $ 58,48¢
Accrued restructuring and other expe 33,07: 42,982 55,84z 69,52¢ —
Other current liabilitie: 110,64( 54,44: 50,161 47,79t 52,70¢
Collaborator development loan (due 20 19,991 19,991 19,997 32,46( 5,00C
Other lon¢-term obligations — — 2,92t 7,26¢ 5,944
Convertible subordinated notes(2) 42,10z 42,102 82,552 315,00( 315,00(
Convertible senior subordinated notes(2)(3)(4 59,64¢ 117,99¢ 232,44¢ — —
Stockholders’ equity 505,93¢ 239,17¢ 35,441 192,84t 378,58!
Total liabilities and stockholders’ equity $921,57¢ $548,99¢ $54545. $724,41. $815,72(

1)

()

(3)

(4)

(5)

(6)

(7)

During 2006 we sold 817,749 shares of Altus Phaeuticals common stock for approximately $11.7 miiliand the Altus warrants for
approximately $18.3 million. As a result of theesabf Altus common stock and warrants, we recoedeghlized gain on a sale of
investment of $11.2 million

In the third quarter of 2005, holders of 5% ConiéetSubordinated Notes due in September 2007 20&tes”) exchanged

$40.5 million in aggregate principal amount of 2003tes, plus interest, for approximately 2.5 miilishares of newly issued common
stock. As a result of this exchange, we incurredm-cash charge of approximately $36.3 millionséparate transactions, in the fourth
quarter of 2005, holders of 5.75% Convertible SeSiagbordinated Notes due in February 2011 (“201tedlpexchanged $114.5 millic

in aggregate principal amount of 2011 Notes, phtsrest, for approximately 8.1 million shares ofvhyeissued common stock. As a
result of this exchange, a non-cash charge of appedely $11.9 million was incurred. These chang#ate to the incremental shares
issued in the transactions over the number of shthet would have been issued upon conversioneofities at the conversion prices set
forth therein.

In the third quarter of 2006, holders of 2011 Nairshanged $58.3 million in aggregate principal ami@f 2011 Notes, plus accrued
interest, for approximately 4.1 million shares efuty issued common stock. As a result of this ergeawe incurred a non-cash charge
of approximately $5.2 million. This charge relateshe incremental shares issued in the transaotienthe number of shares that would
have been issued upon conversion of the note® afothiversion prices set forth therein.

During 2004, we issued approximately $232.4 milliormggregate principal amount of 2011 Notes irhexge for an equal principal
amount of our outstanding 2007 Notes. The Compeaogrded a charge related to the wdtéef the unamortized deferred issuance ¢
applicable to the 2007 Notes retired.

We sold certain assets and liabilities of our Digag Tools and Services business in two indepenidansactions in March and
December 2003. In October 2001, the FASB issuegi®@tnt No. 144, “Accounting for the Impairment afrig-Lived

Assets” (“FAS 144”)Pursuant to FAS 144, the Statement of Operatiotegssteown above give effect to the disposition efdissets soli
accounting for such assets as discontinued opagatio

Financial Accounting Standards Board Statementli28(R), “Share-Based Payment” (“FAS 123(R)") regsius to recognize expense
only for restricted shares expected to vest, aisdrésults in us being required to estimate faufeis on grant date. In connection with the
adoption of FAS 123(R) we recorded a $1.0 milliemé&fit due to the cumulative effect of estimatiogditures on the grant date rather
than recording them as they occur.

In February 2007, we announced that we wileem our 2011 Notes on March 5, 2007.
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ITEM7. MANAGEMENT’'S DISCUSSION AND ANALYSIS OF FINANCIAL CONDITION AND RESULTS OF OPERATIONS
Overview

We are in the business of discovering, developimty@mmercializing small molecule drugs for thetneent of serious diseases. We
have built a drug discovery capability that integsabiology, chemistry, biophysics, automation enfidrmation technologies, with a goal of
making the drug discovery process more efficient productive. Our most advanced drug candidateptelir, is being investigated for the
treatment of hepatitis C virus infection in threajar Phase 2b clinical trials. We are investingiigant resources to expand our capabilities
in clinical development, regulatory affairs, qualibntrol and commercial operations and to build aanage a commercial supply chain in
preparation for the Phase 3 development and trenpiat commercial launch of telaprevir. We alsoentgo incur significant costs in 2007 to
manufacture registration batches of telaprevirlauitt a telaprevir commercial inventory. We haveusnber of other drug candidates,
including candidates targeting rheumatoid arthriystic fibrosis, bacterial infection, cancer guadn, that are being evaluated in preclinical
studies or clinical trials either by us or in coltsation with other pharmaceutical companies. O ptotease inhibitor, fosamprenavir
calcium, is being marketed by our collaborator @BmithKline plc as Lexiva in the United States diedzir in Europe.

We currently are concentrating most of our drugeligyment resources on four drug candidates: telapfer the treatment of HCV
infection; VX-702, for the treatment of rheumateidhritis and other inflammatory diseases; VX-700 the treatment of cystic fibrosis; and
VX-883, for the treatment of bacterial infection.2007, we expect to continue Phase 2b and comni®mase 3 clinical trials of telaprevir,
commence Phase 2 clinical trials of VX-702 and V#3'and commence a Phase 1 clinical trial of VX-88. have retained the right to
commercialize telaprevir in North America and toncoercialize VX-702 (except for the Far East), VX@7ahd VX-883 worldwide. Our
pipeline also includes several drug candidatesatebeing developed by our collaborators. The mdganced of these drug candidates is
MK-0457 (VX-680), an Aurora kinase inhibitor that is being deged by Merck & Co., Inc. for the treatment of can We have a number
other drug candidates in development and a broadebdiscovery effort.

Our net loss for 2006 was $ 206.9 million , or 81p@r basic and diluted common share, and we expéntur substantial operating
losses in the future. In 2007, we expect that esearch and development expenses will be higherttizse in 2006, as we continue to incur
research and development costs related to telagmsdiour other drug candidates, establish a cogialeupply chain and build telaprevir
commercial inventory to support markets where wegeekto launch telaprevir, if approved, and build general drug development and
commercialization capabilities.

Business Focus

We have elected to diversify our research and deweént activities across a relatively broad arfayeestment opportunities, due in
part to the high risks associated with the biotedbgy and pharmaceutical business. This divergificastrategy requires more significant
financial resources than would be required if wespad a more limited approach. We are expendingfi&ignt resources on development and
commercialization of the drug candidates for whighcurrently have principal clinical developmergpensibility, in those markets where we
have commercial rights. We rely on collaboratorddéeelop and commercialize certain of our othegdrandidates either worldwide or in the
markets upon which we are not currently focused.

To date, we have relied on pharmaceutical compahgtorators to develop and market our drug candlthat have advanced to late
stage clinical trials or commercialization. Telaprés the first drug candidate for which we expexperform all activities related to late stage
development, drug supply, registration and comnaéreition in a major market. We have limited expade in Phase 3 clinical development,
supply chain management, or pharmaceutical sakbsnanketing, and we are building those
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capabilities as we advance telaprevir through @ihilevelopment. Even though telaprevir is a PRasgrug candidate, we are planning for
and investing significant resources now in prepanaior Phase 3 clinical trials, application for meting approval, commercial supply and
sales and marketing. Our engagement in these @smtensive activities could make it more diffictdr us to maintain our portfolio focus,
and puts significant investment at risk if we da abtain regulatory approval and successfully conemaéze telaprevir in North America.
While we attempt to stage our investments in eaal dandidate to coincide to some degree with thoeience of risk-reducing events
associated with the development of that drug caaidjdve may not be able through this approachdoce significantly the overall financial
risk associated with our drug development actisitiehere is no assurance that our developmentagfrevir will lead successfully to
regulatory approval, or that obtaining regulatopprval will lead to commercial success.

In the past, we have sought collaborator fundingafeignificant portion of our research activitiedhich required that we grant to those
collaborators significant rights to develop and cmencialize drug candidates generated by that relsebr the future, we expect that we will
fund a greater proportion of our research progrdmas in past years, using internal funds rathem ttwlaborator funds. We believe that this
strategy will ultimately allow us to retain greatlvelopment control of, and commercial rights wéhpect to, those proprietary drug
candidates that may meet our strategic internastnent criteria as in effect from time to time.

Discovery and Devel opment Process

Discovery and development of a new pharmaceuticalyrt is a lengthy and resource-intensive procelsigh may take 10 to 15 years
or more. Throughout this entire process, potediiay) candidates are subjected to rigorous evaluatigven in part by stringent regulatory
considerations, designed to generate informatioc@ming efficacy, proper dosage levels and a tyaakother physical and chemical
characteristics that are important in determinirfigthier a drug candidate should be approved foretiack The toxicity characteristics and
profile of drug candidates at varying dose levelsmistered for varying periods of time also arenitared and evaluated during the
nonclinical and clinical development process. Mi®mical compounds that are investigated as pateairtig candidates never progress into
formal development, and most drug candidates thatdyance into formal development never become caneiai products. A drug
candidate’s failure to progress or advance mayeedsult of any one or more of a wide range okasly experimental outcomes including,
for example, the lack of sufficient efficacy agditie disease target, the lack of acceptable atisorpharacteristics or other physical
properties, difficulties in developing a castective manufacturing or formulation methodsloz tliscovery of toxicities or side effects that
unacceptable for the disease indication beingedkat

Given the uncertainties of the research and dewaop process, it is not possible to predict withfaence which, if any, of our current
research and development efforts will result inaxkmatable pharmaceutical product. We monitor tiselte of our discovery research and our
nonclinical and clinical trials and frequently ewale our portfolio investments in light of new datal scientific, business and commercial
insights with the objective of balancing risk aratgntial. This process can result in relativelyugbrchanges in focus and priority as new
information becomes available and we gain additiovs&ghts into ongoing programs and potential ragrams.

Clinical Development Programs

Our development of telaprevir illustrates our foousmaintaining greater development control ofdmug candidates. We currently are
conducting later stage clinical trials of telapreamd expect to initiate a Phase 3 program foelaforevir in the second half of 2007. Desigr
and coordinating large-scale clinical trials toedetine the efficacy and safety of drug candidatessaupport the submission of an NDA
requires significant financial resources, alondgweiktensive technical and regulatory expertiseiafidstructure.
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We are conducting three major Phase 2b clinicalstof telaprevir. PROVE 1 is ongoing in the Unigtadtes and PROVE 2 is ongoinc
European Union, both in treatment-naive patierf®WYE 3 has commenced and is being conducted withrga in North America and the
European Union who did not achieve SVR with presimterferonbased treatments. We expect the results from tigseal trials to provide
important information supporting the design andiation of the Phase 3 clinical program for telafire

In 2007, we plan to conduct Phase 2 clinical tridl¥X-702 in patients with RA, a Phase 2 clinit@l of VX-770 in patients with CF,
and a Phase 1 clinical trial of VX-883.

Each of these programs requires a significant imvest of financial and personnel resources, timteexpertise by us and/or any
program collaborators to realize its full clinieald commercial value. Development investment atdtdge is subject to the considerable risk
that any one or more of these drug candidateswiladvance to product registration. Each drug ickate could fail to progress or advance
due to a wide range of adverse experimental outsppiacing our investment in the drug candidatist While we attempt to stage our
investments to mitigate these financial risks, diisgovery and development by its nature is a visky undertaking and staging of
investment is not always possible or desirable.@ifeect to continue to evaluate and prioritize i@t in our clinical development
programs based on the emergence of new clinicahandlinical data in each program throughout 208 ia subsequent years.

Manufacturing and Commercialization Strategy

We have retained manufacturing and commercialinatsponsibilities for telaprevir in North Amerida.2007, we expect to undertake
significant efforts to prepare for the commercigbgly and marketing of telaprevir, in support dgfraely and effective commercial product
launch in subsequent years if we are successhiytaining regulatory marketing approval. Establighthe commercial supply chain for
telaprevir is a multi-step international endeavmoiving the purchase of several raw materials afiy@ication of certain manufacturing
processes requiring significant lead times, theveosion of active pharmaceutical ingredient toeaidrm and the packaging of tablets for
distribution. We expect to source raw materialsgdsubstance and drug product, including finisheckpging, from third parties located in
the Far East, the European Union and the Unitei@Stand we are currently establishing and expanitiind-party relationships in this
regard. Establishing and providing quality assuedioc this global supply chain requires a significtinancial commitment, experienced
personnel and the creation or expansion of numetongsparty contractual relationships. Becausghefsignificant lead times involved in our
supply chain for telaprevir, we may have less ity to adjust our supply in response to changetemand than if we had shorter lead
times. We have successfully completed the techdieatlopment work for the Phase 3 and commerciatditation of telaprevir. We expect
that the level of our investment in commercial dym telaprevir, including costs related to buidiour internal infrastructure and costs
related to third-party manufacturing relationshipd| increase significantly in 2007. While mostthis investment will relate specifically to
telaprevir, and is at risk if telaprevir does ndvance successfully to registration, we expecttti@brganization and expertise that we buil
part of this process will contribute to our devetemt as a pharmaceutical company, and that it cxerek the advancement of our other,
earlier-stage drug candidates if they progressdmnamercial manufacturing stage.

Similarly, we currently have limited experienceaasompany in sales and marketing or with respeptiting and obtaining adequate
third-party reimbursement for drugs. In order tarkeatelaprevir in North America if it is approvede intend to build a marketing
organization and a direct sales force, which veifjuire substantial effort and significant managemaed financial resources. During 2007,
intend to commit significant personnel and finahmésources to this effort, staging our commitmeatthe extent possible in consideration of
the ongoing telaprevir development timeline. Wd néled to devote significant effort, in particulr recruiting individuals with experience
the sales and marketing of pharmaceutical prod@ampetition for personnel with these skills iimte and may be particularly difficult for
us since telaprevir is still an investigationalgleandidate. Although our investment in this
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infrastructure might be lost if telaprevir is n@ipaoved or if approval is significantly delayed, weuld expect our sales and marketing
infrastructure for telaprevir, if telaprevir is sssfully developed and commercialized, to be u$efus if and when we commercialize any
additional drugs.

Financing Strategy

At December 31, 2006, we had $761.8 million of ¢casish equivalents and marketable securities, $4libn in principal amount of
5% Convertible Subordinated Notes due September,2@ich we refer to as the 2007 Notes, and $59l&min principal amount of 5.75¢
Convertible Senior Subordinated Notes due in FelrR@11, which we refer to as the 2011 Notes. Beeave have incurred losses from our
inception and expect to incur losses for the farabée future, we are dependent in large part orcontinued ability to raise significant
funding to finance our research and developmentatipas, our creation of a commercial infrastruetand our overhead, and to meet our
long-term contractual commitments and obligatidnghe past, we have secured funds principallyughocapital market transactions,
strategic collaborative agreements, proceeds fhendisposition of assets, investment income anéstuance of stock under our employee
benefit programs. For example, we received $165lldmin July 2006 as an up-front payment under collaboration agreement with
Janssen and we completed an offering of 10 miBimeres of our common stock in September 2006, tieguh net proceeds to us of
approximately $313.7 million. In addition, we deased the aggregate outstanding principal amountio€onvertible debt by $58.4 million
2006 through the issuance of approximately 4.lionilshares of our common stock.

In February 2007, we announced that we will redeen2011 Notes on March 5, 2007. The 2011 Notesanvertible into shares of
our common stock at the option of the holder aticepequal to $14.94 per share. We expect the holafethe 2011 Notes will elect to convert
their notes into stock, in which case we will issygroximately 4.0 million shares. We will be raggi to repay any 2011 Notes that are not
converted at the rate of $1,003.19 per $1,000 pah@mount, which includes principal and inteitéstt will accrue to the redemption date.

In order to fund our research, development and faatwring activities, particularly for later stageug candidates, we expect to conti
to pursue a general financing strategy that may lsato undertake one or more additional capitaidactions, which may or may not be
similar to transactions in which we have engagetiénpast. We cannot be sure that any such fingrapportunities will be available on
acceptable terms if at all.

Collaborations and Collaborative Revenues

Collaborations have been and will continue to b@awortant component of our business strategy. &¢eive royalty revenues from
GlaxoSmithKline on their sales of our HIV proteasieibitor fosamprenavir calcium, which is markessiLexiva in the United States and
Telzir in Europe. In June 2006, we entered intol@aboration agreement with Janssen Pharmacelita, a Johnson & Johnson company,
relating to telaprevir. In July 2006, Janssen pa&ic non-refundable license payment of $165 millidmder our agreement with Janssen, we
have retained exclusive commercial rights to tedajprin North America and will lead the global dtial development program. Janssen has
agreed to be responsible for 50% of the drug dewedémt costs under the development program for eld@pin North America and the
Janssen territories, to pay us additional contihgalestone payments based on successful develdpamproval and launch of telaprevir,
to be responsible for the commercialization ofiedair outside of North America and the Far East.
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Our pipeline also includes several drug candiditasare being developed by our collaboratorsyiticlg:

* MK-0457 (VX-680) and MK-6592 (VX-677), which abeing investigated by Merck for oncology indicatpn
* AVN-944 (VX-944), which is being investigated Byalon Pharmaceuticals, Inc. for oncology indicatipand

* VX-409 and back-up compounds, which are beingstigated by GlaxoSmithKline for pain indications.

Critical Accounting Policies and Estimates

Our discussion and analysis of our financial caadiand results of operations is based upon ousa@tated financial statements
prepared in accordance with generally acceptedusticy principles in the United States, or GAAPeTireparation of these financial
statements requires us to make certain estimateassumptions that affect the reported amountss#ta and liabilities, the disclosure of
contingent assets and liabilities at the date efdtnsolidated financial statements and the regp@t@ounts of revenues and expenses during
the reported periods. These items are monitorecaaatyzed by management for changes in facts aodnestances, and material changes in
these estimates could occur in the future. Chaimgestimates are reflected in reported resultsiferperiod in which they become known. We
base our estimates on historical experience aridusaother assumptions that we believe to be reddemunder the circumstances. Actual
results may differ from our estimates if past eigrae or other assumptions do not turn out to Ibstantially accurate.

We believe that our application of the accountintigies for restructuring, revenue recognitionga@gh and development expenses,
investments and stock-based compensation, all @fhwdre important to our financial condition anduiés of operations, require significant
judgments and estimates on the part of managem®@entaccounting polices, including the ones disadissdow, are more fully described
Note B,“Accounting Policies,” to our consolidated finaricséatements included in this Annual Report on FaG¥K.

Revenue Recognition

We recognize revenue in accordance with the SE@H Sccounting Bulletin No. 101, “Revenue Recogmitin Financial
Statements” (“SAB 101"), as amended by SEC StaffoAdmting Bulletin No. 104, “Revenue RecognitionS&B 104”), and for revenue
arrangements entered into after June 30, 2003, gingelssues Task Force Issue No. 00-21, “Revenuangyements with Multiple
Deliverables” (“EITF 00-21").

Our revenues are generated primarily through cotlaiive research, development, manufacture and @roialization agreements. The
terms of these agreements typically include payrteens of one or more of the following: non-refubttaup-front license fees, research and
development funding, milestone payments and ra@gltih product sales.

Agreements containing multiple elements are divigha separate units of accounting if certain cidt@re met, including whether the
delivered element has stand-alone value to thatwoiator and whether there is objective and radiabldence of fair value of the undelivered
obligation(s). The consideration received is altedeamong the separate units based on eacls @ait'value or using the residual method,
the applicable revenue recognition criteria ardiaggo each of the separate units.

We recognize revenues from non-refundable, up-fioehse fees on a straight-line basis over theraoted or estimated period of
performance, which is typically the research oredlegment term. Research and development fundirgcisynized as earned, ratably over the
period of effort.
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Substantive milestones realized in collaboratioaragements are recognized as earned when the pondiag payment is reasonably
assured, subject to the following policies in thoseumstances where we have obligations remaiaiteg achievement of the milestone:

» In those circumstances where collection of a subsg&milestone is reasonably assured, we haveinémgaobligations to perform
under the collaboration arrangement and we haviesuit evidence of fair value for our remainingligations, we consider the
milestone payment and the remaining obligationtsst@eparate units of accounting. In these circumetg we use the residual method
under EITF 00-21 to allocate revenue among thestaitees and the remaining obligations.

« In those circumstances where collection of a substamilestone is reasonably assured, we haveinémgaobligations to perform
under the collaboration arrangement, and we ddhaee sufficient evidence of fair value for our rémiag obligations, we consider t
milestone payment and the remaining obligationseutite contract as a single unit of accountingh@ise circumstances where the
collaboration does not require specific deliveraladespecific times or at the end of the contragcht but rather our obligations are
satisfied over a period of time, substantive milaes are recognized over the period of performarius.typically results in a portion
of the milestone payment being recognized as reventthe date the milestone is achieved equaktapiplicable percentage of the
performance period that has elapsed as of thetltatmilestone is achieved, with the balance beefgrded and recognized over the
remaining period of performance.

We evaluate whether milestones are substantiveedahteption of the agreement based on the comtingeure of the milestone,
specifically reviewing factors such as the sciéntiihd other risks that must be overcome to achiegenilestone as well as the level of effort
and investment required. Milestones that are nosiciered substantive and do not meet the sepaitenia are accounted for as license
payments and recognized on a straight-line bags the remaining period of performance.

Payments received after performance obligationsreatecompletely are recognized when earned.

Royalty revenues are recognized based upon agtdastimated net sales of licensed products imdieé territories as provided by the
licensee and are recognized in the period the salag. Differences between actual royalty reverargsestimated royalty revenues, which
have not historically been significant, are rectattand adjusted for in the quarter they becomavkno

Research and Devel opment Expenses

All research and development expenses, includinguaits funded by research and development collabosgtare expensed as incurred.
Research and development expenses are comprisedtefincurred in performing research and developmetivities, including salaries and
benefits; stock-based compensation expense; labgratipplies; contract services, including clinig&l and pharmaceutical development
costs; expenses associated with the commercialysiqyestment in telaprevir (due to telaprevirage of development); and infrastructure
costs, including facilities costs and depreciatien third-party service providers’ billing terms not coincide with our period-end, we are
required to make estimates of the costs, includlimical trial costs, contract services and investirin commercial supply, incurred in a gi
accounting period and record accruals at period-@felbase our estimates on our knowledge of tremarebl and development programs,
services performed for the period, past historyrétaited activities and the expected duration eftttird-party service contract, where
applicable.

Restructuring Expense

We record liabilities associated with restructuraggivities based on estimates of fair value inghgod the liabilities are incurred, in
accordance with Financial Accounting Standards 8 @&tatement No. 146, “Accounting for Costs Assadatith Exit or Disposal
Activities” (“FAS 146"). The liability for accruedestructuring expense of $33.tillion at December 31, 2006 is related to thatiparof our
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facility in Kendall Square, Cambridge, Massachusstiat we are not occupying and do not intend twpyg. This liability is calculated by
applying our best estimate of our net ongoing @tlan. As prescribed by FAS 146, we use a prolghiieighted discounted cash-flow
analysis to calculate the amount of this liabilitje probability-weighted discounted cash-flow ggel is based on management’s
assumptions and estimates of our ongoing leasgatlins, including contractual rental commitmebts|d-out commitments and building
operating costs, and estimates of income from agble based on the term and timing of such sulsle@é&e discount the estimated cash flows
using a discount rate of approximately 10%. Thesd dlow estimates are reviewed and may be adjustegbsequent periods. Adjustments
are based, among other things, on management'ssasset of changes in factors underlying the eséisadecause our estimate of the
liability includes the application of a discounte&o reflect the time-value of money, the estinvaiteincrease simply as a result of the
passage of time, even if all other factors remaichanged.

Our estimates of our restructuring liability haveanged in the past, and it is possible that ourraptions and estimates will change in
the future, resulting in additional adjustmentshi® amount of the estimated liability. The effetany such adjustments could be material.
example, we currently have two subleases for pustaff the Kendall Squareatility with remaining terms of five and six yearsspectively,
and we have made certain estimates and assumpgiatiag to future sublease terms following theieagion of the current subleases. Market
variability may require adjustments to those asgionp in the future. We will review our assumpti@rsl judgments related to the lease
restructuring on at least a quarterly basis unhélKendall Square lease is terminated or expires@ake whatever modifications we believe
are necessary, based on our best judgment, tatrafly changed circumstances.

Sock-based Compensation Expense

We adopted the provisions of Statement of Finan&iglounting Standards Board No. 123(R), “Share-Ba&syment” (“FAS 123(R)"),
on January 1, 2006. FAS 123(R) requires us to mmeasmpensation cost of stock-based compensatithe arant date, based on the fair
value of the award, including estimated forfeityasd to recognize that cost as an expense ratablythe employee’s requisite service
period (generally the vesting period of the eqaityard). Prior to January 1, 2006, we accountedtfmkbased compensation to employee
accordance with Accounting Principles Board Opinliim 25, “Accounting for Stock Issued to Employef€#PB 25"), and related
interpretations. We also followed the disclosuiguirzments of Statement of Financial Accountingh8tads No. 123, “Accounting for Stock-
Based Compensation” (“FAS 123"). We elected to adlop modified prospective transition method as/jgbed by FAS 123(R) and
accordingly, financial statement amounts for thequs prior to January 1, 2006 that are presemtelis Form 10-K have not been restated to
reflect the fair value method.

Under FAS 123(R), we determine the fair value ofialed stock options and shares issued under thivgeapstock purchase plan using
the Black-Scholes valuation model. The Black-Schetduation model requires us to make certain apdans and estimates concerning our
stock price volatility, the rate of return of riflee investments, the expected term of the awarts pur anticipated dividends. In determining
the amount of expense to be recorded, we alscegrered to exercise judgment to estimate forfeitates for awards, based on the probal
that employees will complete the required serviegqual. If actual forfeitures differ significantlydm our estimates, our results could be
materially affected.

Altus Investment

In 2004 and 2005, we assessed our investment s Aharmaceuticals Inc., which we accounted farguie cost method, on a
quarterly basis to determine if there had beendstyease in the estimated fair value of that ireest below its $18.9 million carrying value
that might have required us to write down the tasiis of the asset. In 2004 and 2005, we did rwitify facts or circumstances that would
cause us to determine that the cost basis of ¢eneist in Altus should have been changed. If afysaiient to the estimated fair value of the
investment had reflected a decline in the valughef
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investment below its cost, we would have considénedevidence available to us, including the daratind extent to which the decline was
other-than-temporary. If the decline had been atered other-than-temporary, the cost basis ofrthestment would have been written down
to fair value as a new cost basis and the amouttieofvrite-down would have been included in thesodidated statements of operations.
Altus completed an initial public offering of itexmmon stock in January 2006. In 2006, we sold 8 shares of Altus common stock and
warrants to purchase 1,962,494 shares of Altus acamstock for $30.0 million, resulting in realizedtmgain of $11.2 million, based on the
difference between the proceeds of the sales andatirying value of the asset.

RESULTS OF OPERATIONS
Year Ended December 31, 2006 Compared with Year Ended December 31, 2005

Our net loss for 2006 was $206.9 million, or $1p88 basic and diluted common share, compared & Bss for 2005 of $203.4 millic
or $2.28 per basic and diluted common share. Ieclud our net loss for 2006 was stock-based congpiemsexpense of $39.1 million,
restructuring expense of $3.7 million, loss on exafe of convertible subordinated notes of $5.2ianijlgains related to an investment of
$11.2 million and the effect of a cumulative benefiaccounting change, related to the adoptioRAS 123(R) of $1.0 million. Included in
our net loss for 2005 was stock-based compensaxpanse of $4.6 million, net restructuring expesfsg8.1 million and loss on exchange of
convertible subordinated notes of $48.2 million.

While our net loss for 2006 increased by only $8illion as compared to 2005, our revenues and esgeohanged significantly period
to period. In particular, our research and develapnexpenses increased by $123.2 million from 200806, including a $28.4 million
increase in stock-based compensation expense. IDweratotal costs and expenses increased by $1r8#lion from 2005 to 2006. These
increased costs and expenses were partially dffstte $55.5 million increase in revenues from 2@02006. Our net loss per basic and
diluted common share decreased in 2006 from 20@brasult of an increase in the basic and diluteijited average number of common
shares outstanding from 89.2 million shares to2 hdllion shares, which offset the increase inribeloss.

Revenues

Total revenues increased to $216.4 million in 266@pared to $160.9 million in 2005. In 2006, revewere comprised of $41.2
million in royalties and $175.1 million in collatative and other research and development reveasenmpared with $32.8 million in
royalties and $128.1 million in collaborative arttier research and development revenues in 2005.

Royalty revenues increased by $8.4 million, or 26%m 2005 to 2006. Royalties consist of LexivaZire(fosamprenavir calcium)
royalty revenues and a small amount of Ageneras@i@navir) royalty revenues. Fosamprenavir calaeimarketed under the trade name
Lexiva in the United States and Telzir in the Ewap Union. Royalty revenues are based on actuatstimated worldwide net sales of
Lexiva/Telzir and Agenerase. The increase in rgy@tvenues was due to the increase in Lexiva/Teldes. By the end of 2005,
Lexiva/Telzir had largely replaced Agenerase inldwide markets.
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Collaborative and other research and developmeetiess increased $47.1 million, or 37%, from 2@08006. The table presented
below is a summary of revenues from collaborativarayjements for 2006 as compared with 2005.

2006 2005
(In thousands)

Collaborative and other research and developmeenres

Janssel $ 68,004 $ —
Merck 58,70~ 24,42¢
Novartis 17,58t 53,082
CFFT 12,63¢ 14,49(
GlaxoSmithKline 2,434 20,00(
Other 15,78¢ 16,061

Total collaborative and other research and devetopimrevenues $175,14¢ $128,06!

In 2006, we entered into one new major collaboraéigreement, with Janssen, which resulted in $6dl®n of revenues in 2006,
including:

* an amortized portion of the $165.0 million uprt@ayment;
« payments from Janssen to fund a portion of telpdevelopment costs; and
* amilestone of $15.0 million.

Our revenues from Merck increased by $34.3 millilo@006 over 2005 levels as the result of increasednues recognized from milestone
payments offset by decreased research funding edfenized lower revenues from Novartis due to trapletion of our research
collaboration with Novartis. Our revenues from @laxoSmithKline collaboration were higher in 200%do our full recognition in 2005 of
the $20.0 million up-front license payment paid enthat agreement.

In 2007, we expect that our revenues from Jans#emarease significantly as a result of the resitign over a full year of an amortized
portion of the up-front payment made to us by Jam&s 2006, a full year of telaprevir developmesstcsharing under our collaboration
agreement with Janssen and potentially additionilglstone payments. We expect that the increaseskdanevenues will be partially offset
by decreased revenues from Novartis and Merckrasudt of the completion of the research progratritis these collaborators. Merck is
continuing to develop drug candidates identifiedenthe collaboration, and we may receive additioeenues in 2007 from Merck related
to milestone payments. We do not expect to recamyefurther revenues from Novartis under our catakion agreement. We expect that for
the foreseeable future the revenues and funding &allaborations that support our development-stagepounds, such as the Janssen and
Merck collaborations, will provide a proportionatdligher level of financial support for our resdaend development activities than rever
and funding from research collaboration agreements.

Costs and Expenses
Royalty Payments

Royalty payments increased $2.1 million, or 21%$1@.2 million in 2006 from $10.1 million in 200Boyalty payments relate to a
royalty we pay to a third party on sales of LexXiazir and Agenerase. The increased royalty paysnetate to the increased royalty
revenues we received in 2006 as compared to 2005.

Research and Devel opment Expenses

Research and development expenses increased $a@88, or 50%, to $371.7 million in 2006, includj stock-based compensation
expense of $32.0 million, from $248.5 million in(A) including stock-based compensation of $3.6ionillThe increase in research and
development expenses was primarily the resultakmsed development investment to support the gRtiese 2b clinical
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development program for telaprevir, as well as $27illion of investment in commercial supply ofaptevir, together with a $28.4 million
increase in stock-based compensation expense.oshefcdeveloping the commercial supply for tel&pres considered a research and
development expense due to telaprevir's stagewfldpment. Development expenses increased by $0ailli@n, accounting for 82% of the
aggregate increase in research and developmemseqeResearch expenses increased by $21.9 mdfiarhich $13.9 million was increas
stock-based compensation expense.

Research and development expenses consist prirosblary and benefits, stock-based compensatiparse, laboratory supplies,
contractual services (including pharmaceutical traent and clinical trial materials costs), comamrsupply investment in telaprevir, and
infrastructure costs, including facilities costslatepreciation. Set forth below is a summary teabnciles our total research and development
expenses for 2006 and 2005:

2006 2005 $ Change % Change
(in thousands)

Research Expense

Salary and benefit $ 45,54¢ $ 40,01¢ $ 5,527 14%
Stocl-based compensation expel 15,87¢ 1,97¢ 13,90( 702%
Laboratory supplies and other direct expet 23,10¢: 20,871 2,22¢€ 11%
Contractual service 6,64C 7,61¢ (979) (13)%
Infrastructure costs 51,47¢ 50,28t 1,194 2%
Total research expenses $142,647 $120,77¢ $ 21,86¢
Development Expense
Salary and benefil $ 40,42¢ $ 27,202 $ 13,22 49%
Stocl-based compensation expel 16,12 1,58¢ 14,53t 915%
Laboratory supplies and other direct expet 19,041 11,67 7,367 63%
Contractual service 86,14¢ 61,18¢ 24,95¢ 41%
Commercial supply investment in telapre 27,33z — 27,33: 100%
Infrastructure costs 40,00( 26,10¢ 13,891 53%
Total development expenses $229,06¢ $127,761 $101,30¢
Total Research and Development Expen
Salary and benefil $ 85,97C $ 67,221 $ 18,74¢ 28%
Stocl-based compensation expel 32,00z 3,567 28,43t 797%
Laboratory supplies and other direct expet 42,144 32,551 9,592 29%
Contractual service 92,78¢ 68,807 23,97¢ 35%
Commercial supply investment in telapre 27,33z — 27,33 100%
Infrastructure costs 91,47¢ 76,394 15,08¢ 20%
Total research and development expenses $371,71° $248,54( $123,17:

To date we have incurred in excess of $1.5 billioresearch and development costs associated withdiscovery and development.
In 2007, we expect to focus our development investron telaprevir, while continuing to advance diegelopment of VX-702, VX-770, and
VX-883. We expect research and development expengi)7 to be greater than in 2006 due to inctaseestment in clinical
development, as we advance our core programs, lhasviacreased costs for the investment in comiaksapply of telaprevir drug product
in advance of obtaining regulatory marketing apptoln 2007, we expect to incur research and dgveémt expenses of approximately
$110 million to $130 million for commercial supplyvestment in telaprevir. We are making this inwestt to support a timely commercial
product launch if we are successful in completiegedopment of telaprevir and obtaining marketingrapal. In addition, we expect that our
combined research and development expenses widlase in future periods as we add personnel arabddies to support the planned
development of our lead drug candidates. Howeuaraaticipated 2007 research and development egparmaild vary materially from our
projections, depending on the occurrence and tirafrgdinical trials and clinical trial results.
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The successful development of our drug candidatbighly uncertain and subject to a number of fégitors. The duration of clinical
trials may vary substantially according to the typemplexity and novelty of the drug candidate. HIBA and comparable agencies in fore
countries impose substantial requirements on tinedaction of therapeutic pharmaceutical produstsically requiring lengthy and detailed
laboratory and clinical testing procedures, sangpéintivities and other costly and time-consumingcpdures. Data obtained from preclinical,
nonclinical and clinical activities at any stepth testing process may be adverse and lead tordisaation or redirection of development
activity. Data obtained from these activities ase susceptible to varying interpretations, whighld delay, limit or prevent regulatory
approval. The duration and cost of discovery, ezl studies, nonclinical studies and clinicéls may vary significantly over the life of a
project and are difficult to predict. Thereforecaate and meaningful estimates of the ultimatésdwosbring our drug candidates to marke'
not available. The most significant costs assodiath drug discovery and development are thoséesassociated with Phase 2 and Phase 3
clinical trials. Given the uncertainties relateditevelopment, we are currently unable to relialstyneate when, if ever, our drug candidates
will generate revenue and net cash inflows.

Sales, General and Administrative Expenses

Sales, general and administrative expenses ina&ds:9 million, or 32%, to $57.9 million in 200®Mm $44.0 million in 2005. This
increase is the result of increased headcountgpatiour growth as we advance our drug candidptasicularly telaprevir, into late-stage
development . We expect that our sales, generahdmdhnistration expenses in 2007 will be signifitghigher than in 2006, because we are
planning to build our capabilities in late-stageelepment, drug supply, registration and commeizatibn of pharmaceutical products, as we
advance telaprevir through clinical development.

Restructuring Expense

We recorded net restructuring expense of $ 3.71aniih 2006 compared to a restructuring expensk8dE million in 2005. The expense
in 2006 resulted primarily from imputed interestldnuild-out costs related to the restructuring liabilitheTexpense for 2005 included a cr
against the portion of restructuring liability retey to the portion of the Kendall Square facilibat we decided in 2005 to occupy, offset by
() the estimated incremental net ongoing leas@atibn associated with the portion of the Ken@ajlare facility that we are not occupying
and do not intend to occupy and (ii) imputed indée®sts relating to the restructuring liability.

The activity related to the restructuring liabilfgr 2006 is as follows (in thousands):

Additional Liability as of
Cash Receivec

Liability as of Cash Payments  from Subleases Charge December 31,
December 31, 200! in 2006 in 2006 in 2006 2006
Lease restructuring liability $42,982 $(21,607) $8,047 $3,651 $33,07¢

The activity related to the restructuring liabilfgr 2005 is as follows (in thousands):

Credit for
portion of
facility Additional
Cash Receivec Vertex Liability as of
Liability as of Cash Payments  from Subleases decided to Charge December 31,
December 31, 200: in 2005 in 2005 occupy in 2005 2005
Lease restructuring liability $55,84¢ $(24,229) $3,234 $(10,01¢) $18,152 $42,982

In accordance with FAS 146, we review our estimatesassumptions with respect to the Kendall Sqease on at least a quarterly
basis, and will make whatever modifications wednadinecessary to reflect any changed circumstahased on our best judgment, until the
termination of the lease. Our estimates have clthimgthe past, and may change in the future, rieguit additional adjustments to the
estimate of liability, and the effect of any sudjustments could be material. Because our estinfatee liability includes the application of a
discount rate to reflect the time-value of monég, ¢stimate of the liability will increase each qeasimply as a result of the passage of time.
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Non-Operating Items

Interest income increased $11.0 million, or 92%%28.0 million in 2006 from $12.0 million in 200Bhe increase was the result of
higher invested funds and portfolio yields.

Interest expense decreased $9.4 million, or 54%810 million in 2006 from $17.3 million in 2005ebtause we reduced the level of our
outstanding debt in 2006 from 2005.

In 2006, we sold 817,749 shares of the common sibéitus Pharmaceuticals, Inc. for $11.7 milliomdawarrants to purchase 1,962,
shares of Altus common stock for $18.3 million,uléag in a realized gain of $11.2 million.

In addition, as a result of the issuance durings2@d 2006 of common stock in exchange for a porioour 2007 Notes and 2011
Notes, we recorded n-cash charges of $5.2 million in 2006 and $48.2iomilin 2005. These charges related to the incréatshares issued
in the transactions over the number of sharesabatd have been issued upon the conversion ofdkesrunder their original terms.

In connection with the adoption of FAS 123(R), dgrR006 we recorded a $1.0 million benefit from ¢henulative effect of changing
from recording forfeitures related to restrictedcktawards as they occurred, to estimating fonfeguwluring the service period.

Year Ended December 31, 2005 Compared with Year Ended December 31, 2004

Our net loss for 2005 was $203.4 million, or $2p28 basic and diluted common share, compared & Bss for 2004 of $166.2 millic
or $2.12 per basic and diluted common share. Gurilo 2005 included restructuring expense of $8liomand a charge of $48.2 million for
the exchange of newly issued common stock for groof our outstanding convertible notes. Our lwms2004 included restructuring expe
of $17.6 million and a charge for the retirementofivertible notes of $3.4 million.

Our net loss for 2005 increased by $37.2 milliompared to 2004, and our revenues and expenseseathaimificantly from period to
period. Our total revenues increased by $58.2anilfrom 2004 to 2005. This increase was largelgeifby a $56.4 million increase in
research and development expenses. In additiomeidoss in 2005 included a $48.2 million chargeeschange of convertible notes for
which there was no comparable charge in 2004. @uioss per basic and diluted share increasedadae increase in our net loss partially
offset by an increase in the basic and diluted lteid) average number of common shares outstanding #8.6 million shares to 89.2 million
shares.

Revenues

Total revenues increased to $160.9 million in 260mpared to $102.7 million in 2004. In 2005, revehwere comprised of $32.8
million in royalties and $128.1 million in collatative and other research and development reveasenmpared with $17.3 million in
royalties and $85.4 million in collaborative antiext research and development revenues in 2004.

Royalty revenues increased by $15.5 million, or 96%m 2004 to 2005. Royalties consisted of Lexihedzir (fosamprenavir calcium)
and Agenerase (amprenavir) royalty revenue. Thee@se in royalty revenues was due to an increalsexiva/Telzir sales.

Collaborative and other research and developmeenrees increased $42.7 million, or 50%, in 2006amspared with 2004. The
increase in collaborative and other research amdldement revenues was due to revenues relatedll&doration agreements we entered into
in 2004 and in 2005. In 2005, we entered into talfation agreements with Avalon Pharmaceuticals@asoSmithKline. Under these
collaboration agreements, in 2005 we earned $5l®min up-front license fees from Avalon and $2nillion in up-front license fees from
GlaxoSmithKline. In 2004, we entered into collakiima agreements with CFFT, Mitsubishi Pharma Caaiion, and Merck. We received
$19.5 million in 2005 from two milestone paymentada by Merck in our Aurora kinase inhibitor collaaiion. We recognized revenues of
approximately $7.3 million in 2005 related to thesiéestones. We earned $2.5 million in 2005 in stidme revenues from Kissei related to
the completion of regulatory filings in preparatimn Phase 1 clinical development of VX-702 in Japehe table presented below is a
summary of revenues from collaborative arrangem@nt8005 as compared with 2004.
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2005 2004
(In thousands)

Collaborative and other research and developmepnres:

Novartis $ 53,082 $50,497
Merck 24,42¢ 8,367
GlaxoSmithKline 20,00 —
CFFT 14,49( 6,792
Other 16,061 19,73¢

Total collaborative and other research and devedopmrevenues $128,06] $85,39¢

Costs and Expenses
Royalty Payments

Royalty payments increased $4.4 million, or 79%%16.1 million in 2005 from $5.6 million in 2004 oRalty payments relate to a
royalty we pay to a third party on sales of Lexiazir and Agenerase. The increased royalty paysnetated to the increased royalty
revenues we received in 2005 as compared to 2004.

Research and Devel opment Expenses

Research and development expenses increased $Bita,ror 29%, to $248.5 million in 2005, from $22 million in 2004. The
increase in research and development expense®ia0compared with 2004 was primarily a resuibeéstment in our clinical developm
programs for telaprevir and VX-702. Developmentenges accounted for 87%, or $48.9 million, of thgragate increase in research and
development expenses. In 2005, we incurred cosBlfase 2-enabling activities for telaprevir, wenpteted enroliment in a 315-patient
Phase 2 clinical trial of VX-702 for the treatmeftRA, and we continued a Phase 2b clinical trigflerred to as the METRO trial, of
merimepodib (VX497). We initiated the METRO trial during 2004. ingr 2004, we also completed a Phase 1la trial aptelir, and began
Phase 1b evaluation of telaprevir in patients wittonic HCV infection.
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Research and development expenses consisted pyimiasalary and benefits (including stock-basethpensation expense), laboratory
supplies, contractual services and infrastructosts; including facilities costs and depreciati®et forth below is a summary that reconciles

our total research and development expenses fdr 200 2004

Research Expenses:
Salary and benefits
Laboratory supplies and other direct expenses
Contractual services
Infrastructure costs
Total research expenses
Development Expenses:
Salary and benefits
Laboratory supplies and other direct expenses
Contractual services
Infrastructure costs
Total development expenses
Total Research and Development Expenses:
Salary and benefits
Laboratory supplies and other direct expenses
Contractual services
Infrastructure costs
Total research and development expenses

Sales, General and Administrative Expenses

2005 2004 $ Change % Change
(In thousands)

$ 40,877 $ 36,772 $ 4,10% 11%
20,871 19,052 1,825 10%
7,61¢ 8,857  (1,239) (14)%
51,40¢ 48,59¢ 2,811 6%

$120,77¢ $113,27¢ $ 7,502

$ 28,11¢ $ 20,49 $ 7,62¢€ 37%
11,674 7,60C 4,074 54%
61,18¢ 28,831 32,351 112%
26,78( 21,95¢ 4,824 22%

$127,76. $ 78,88¢ $48,87¢

$ 68,99¢ $ 57,265 $11,731 20%
32,551 26,652 5,899 22%
68,807 37,69 31,113 83%
78,18¢ 70,551 7,635 11%

$248,54( $192,16 g$56 37¢

Sales, general and administrative expenses of $44lidn in 2005 remained consistent with 2004 exges of $42.1 million.

Restructuring Expense

We recorded net restructuring expense of $8.1amilin 2005 compared to $17.6 million in 2004. Tle¢ restructuring expense in 2005
includes a $10.0 million credit to the restructgriiability made when we decided in mid-2005 toweg and use a portion of the Kendall
Square facility for our operations, which was offise (i) the estimated incremental net ongoingéeatsligations associated with the portio
the Kendall Square facility that we do not inteadtcupy and (ii) imputed interest costs relatmghte restructuring liability. The additional
restructuring expense in 2004 primarily resultedrfrrevising our estimates and assumptions abouth wieewould identity and receive
subtenants and imputing an interest charge forela¢ed restructuring liability.

The activity related to the restructuring liabilfgr 2005 is as follows (in thousands):

Credit for
portion of  Additional
Liability as of Cash Receivec facility Liability as of
December 31, Cash Payments from Subleases Vertex Charge
in in decided to in December 31,
2004 2005 2005 occupy 2005 2005
Lease restructuring liability $55,848 $(24,229) $3,234 $(10,01¢) $18,152Z $42,982
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The activity related to the restructuring liabilfigr 2004 is as follows (in thousands):

Cash received from

Liability as of Additional Liability as of
December 31, Cash sublease, net of
Payments operating costs Charge in December 31,
2003 in 2004 in 2004 2004 2004
Lease restructuring liability and other
operating lease liability $69,52¢€ $(31,550) $293 $17,57¢ $55,84%

Non-Operating Items

Interest income increased $1.7 million to $12.diowilin 2005 from $10.3 million in 2004. The inceeawas mainly the result of higher
returns on invested funds.

Interest expense decreased $1.0 million, or 5%1%3 million in 2005 from $18.3 million in 2004 agesult of the exchange of newly
issued stock for a portion of our outstanding cotibke debt in the second half of 2005.

In addition, as a result of the issuance durings2®common stock in exchange for convertible sdimated notes, we recorded a non-
cash charge of $48.2 million. This charge relatethé incremental shares issued in the transactieeisthe number of shares that would have
been issued upon the conversion of the notes uhdgroriginal terms.

LIQUIDITY AND CAPITAL RESOURCES

We have incurred operating losses since our ingetnd historically have financed our operationsgipally through public and private
offerings of our equity and debt securities, sgateollaborative agreements that include reseanctior development funding, development
milestones and royalties on the sales of produniestment income and proceeds from the issuanstok under our employee benefit
programs.

At December 31, 2006, we had cash, cash equivadectsnarketable securities of $761.8 million, whids an increase of $354.2
million from $407.5 million at December 31, 200%€Tincrease was primarily a result of:

e $313.7 million in net proceeds from our Septemi@&&2public offering of common stock;

* $165.0 million from an up-front payment we receiwedonnection with signing the Janssen agreement;

*  $52.4 million from the issuance of common stockemaolr employee benefit plans; and

+ $30.0 million from the sale of shares of Altus Phaceuticals Inc. common stock and warrants to @mselltus common stock.

These cash inflows were partially offset by thengigant cash expenditures we made in 2006 relatedsearch and development expenses
and sales, general and administrative expense#aCexpenditures for property and equipment duéf6g6 were $32.4 million.

At December 31, 2006, we had $42.1 million in aggte principal amount of the 2007 Notes and $59l6min aggregate principal
amount of the 2011 Notes outstanding. The 2007 \atte due in September 2007 and are convertildecorimon stock at the option of the
holder at a price equal to $92.26 per share, sutgedjustment under certain circumstances. Imi&ly 2007, we announced that we will
redeem our 2011 Notes on March 5, 2007. The 20t&d\are convertible into shares of our common sab¢ke option of the holder at a
price equal to $14.94 per share. We expect theeholof the 2011 Notes will elect to convert theitas into stock, in which case we will is¢
approximately 4.0 million. We will be required tepray any 2011 Notes that are not converted attieeof $1,003.19 per $1,000 principal
amount, which includes principal and interest thiitaccrue to the redemption date.
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In August 2006, we exchanged approximately 4.lionilshares of newly issued common stock for appnaigly $58.3 million in
aggregate principal amount of then outstanding 20d4tes, plus accrued interest. As a result oféRkishange we incurred a neash charge
$5.2 million, which related to the incremental gsissued in the transaction over the number tbatdshave been issued upon the
conversion of the notes under the original coneerserms.

Our accrued restructuring expense of $33.1 mikibbecember 31, 2006 relates to the portion oKimedall Square facility that we do
not intend to occupy and includes other lease ahtigs, recorded at net present value. In 2006nage cash payments of $21.6 million
against the accrued expense and received $8.@miflisublease rental payments. We expect to madte gayments of approximately
$21.7 million against the accrued expense in 20@7raceive $7.5 million in sublease rental paymemts review our estimates underlying
our accrued restructuring expense on at least daglyabasis, and the amount of the accrued expamgeconsequently any expected future
payment, could change with any change in our estisna

The net increase of $117.9 million in deferred raxefor the year ended December 31, 2006 was H ofésleferring a portion of the
$165.0 million up-front license payment from Jamssdfset by recognition of revenues in 2006 reldtecash payments received from
collaborators, primarily Novartis and Merck, in pi@us periods, which were deferred and recognizext our period of performance in
accordance with our revenue recognition policy.

We also achieved $57.8 million in milestones ralateour collaboration agreements during 2006. Gosrst with our revenue
recognition policy, we recognized $56.9 milliontbfs amount and have deferred recognition of teaieder, which will be recognized over
the remaining period of our performance under tillaboration agreement.

At December 31, 2006, we had $20.0 million in loantstanding under the loan facility establishedasrour collaboration with
Novartis, which is repayable, without interestMay 2008.

We expect to continue to make significant investisé@mour pipeline, particularly in clinical triatsf telaprevir, VX-702, VX-770 and
VX-883, in our effort to prepare for potential rsation, regulatory approval and commercial lauvoicbur existing and future drug
candidates. We also expect to continue to makgrafisiant investment in the commercial supply dapeevir in order to manufacture
sufficient quantities of drug product in advancebfaining regulatory marketing approval, to suppatimely commercial product launch if
we are successful in completing the developmetlaprevir and obtaining marketing approval. Weestfto incur losses on a quarterly and
annual basis for the foreseeable future.

The adequacy of our available funds to meet owréubperating and capital requirements will dep@mdnany factors, including the
number, breadth and prospects of our discoverydamdlopment programs, the costs and timing of nbitgiregulatory approvals for any of
our drug candidates and our decisions regardingufaaturing and commercial investments. Collaboretibave been and will continue to be
an important component of our business strategy.

As part of our strategy for managing our capital&ure, we have from time to time adjusted the amhand maturity of our debt
obligations through new issues, privately negotiatansactions and market purchases, dependingadketconditions and our perceived
needs at the time. We expect to continue pursuggnaral financial strategy that may lead us tcediadte one or more additional capital
transactions. Any such capital transactions mayay not be similar to transactions in which we hengaged in the past.

We believe that our current cash, cash equivatemdsmarketable securities will be sufficient todusur projected operating
requirements for at least the next eighteemths. To the extent that our current cash, cqalvalents and marketable securities, in addit@
the above-mentioned sources, are not sufficiefurtd our activities, it will be necessary to ragfgitional funds through public offerings or
private placements of our securities or other ndthaf financing. We also will continue to manage capital structure and consider all
financing opportunities, whenever they may ocduat tould strengthen
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our long-term liquidity profile. There can be neasance that any such financing opportunities élavailable on acceptable terms, if at all.

CONTRACTUAL COMMITMENTS AND OBLIGATIONS

The first part of the following table sets forthnmmitments and obligations that have been recordealio consolidated balance sheets at
December 31, 2006. Certain other obligations amdneitments, while not required under GAAP to beuield in the consolidated balance
sheets, may have a material impact on liquidity. h&ee presented these items, all of which we hatered into in the ordinary course of
business, in the table below in order to presenbee complete picture of our financial position dindidity.

200¢- 201(C- 2012
2007 2009 2011 and later Total
(in thousands)

Commitments and Obligations Recorded on the
Consolidated Balance Sheets at December 31,

2006:
Collaborator development loans $ — $19997 $ — $ — $ 19,997
Convertible subordinated notes 101,75( — — — 101,75(

Additional Commitments and Obligations at
December 31, 2006:
Facilities operating leases 40,00¢ 76,287 59,55t  171,48: 347,33:
Research and development and other commitments 1,094 624 — 1,71¢€
Total contractual commitments and obligations $142,85. $96,90¢ $59,55¢ $171,48: $470,79¢

Commitments and Obligations Recorded on the Consolidated Balance Sheets at December 31, 2006

The collaborator development loans in the tablevalvepresent indebtedness to Novartis in the amafusgpproximately $20.0 million,
which will be repayable without interest in May 300

At December 31, 2006, we had $42.1 million in aggte principal amount of 2007 Notes and $59.6 anilin aggregate principal
amount of 2011 Notes outstanding. In February 2@@&7announced that we will redeem our 2011 NoteMlarch 5, 2007. The 2011 Notes
are convertible at the option of the holder atiegpequal to $14.94 per share. The principal amofitite 2011 Notes are shown in the
preceding table as payable in 2007. However, we&bhat the entire principal amount of these naiildbe converted into common stock
prior to March 5, 2007.

Additional Commitments and Obligations Not Required to be Recorded on Consolidated Balance Sheets at December 31, 2006

At December 31, 2006, our future minimum commitrsearid contractual obligations included facilitigemting leases and contractual
commitments related to our research and developpregtams. These items are not required under G#sA¥e recorded on our consolidated
balance sheets. They are disclosed in the tabsepted above and described more fully in the falgwaragraphs in order to provide a m
complete picture of our financial position and lijty at December 31, 2006.

Our future minimum commitments under our Kendall&eg lease for the period commencing January 17,200luding lease paymen
are $22.7 million for 2007, $47.8r 2008 and 2009, $47.6 million for 2010 and 2@h#l $171.2 million through the expiration of thade ir
2018. These amounts are included in the table ab@eeare using for our operations approximately 40%e Kendall Square facility. We
have entered into two subleases for the remaimntable square footage at the Kendall Squaretiatdlioffset our on-going contractual lease
obligations. The subleases will expire in 2011 2882 and contain options to extend through 2015284@, respectively. One of the
subleases has certain termination provisions béaginn 2010. The future minimum committed incomenfrthe
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subleases is $8.2 m illion for 2007, $16.3 millfor 2008 and 2009, $12.6 million for 2010 and 2@hd $1.7 million for years thereafter.
These amounts are not offset against our obligaten forth in the table above. See Note E, “Regiring” to our consolidated financial
statements included in this Annual Report on Fo@akK1

Commitments under research and development progegnssent contractual commitments entered intonfaterials and services in the
normal course of business.

Our table detailing contractual commitments andgalblons does not include severance pay obligatierertain of our executive
officers in the event of a not-for-cause terminatimder existing employment contracts. The cashuatfor which the we might be liable
upon any such termination, based on current exezply and bonus levels, could range from $0 tco$rillion.

Recent Accounting Pronouncements

In February 2007, the Financial Accounting Standd&dard (“FASB”) issued Statement No. 159, “Ther R&ilue Option for Financial
Assets and Financial Liabilities” (“FAS 159"). FAI%9 provides companies with an option to reporcteld financial assets and liabilities at
fair value. The objective of FAS 159 is to reducghbcomplexity in accounting for financial instruntg and the volatility in earnings caused
by measuring related assets and liabilities diffdye

GAAP have required different measurement attribtaeslifferent assets and liabilities that can teeatificial volatility in earnings. The
FASB has stated it believes that FAS 159 helpsitigate this type of accounting-induced volatilily enabling companies to report related
assets and liabilities at fair value, which woukgly reduce the need for companies to comply wétailed rules regarding hedge accounting.

FAS 159 also establishes presentation and diséasguirements designed to facilitate comparis@teden companies that choose
different measurement attributes for similar typéassets and liabilities.

For example, FAS 159 requires companies to proadftbtional information that will help investors aather users of financial
statements to more easily understand the effettteofompany’s choice to use fair value on its e@®ilt also requires companies to display
the fair value of those assets and liabilitiesvibich the company has chosen to use fair valudeffiace of the balance sheet. FAS 159 does
not eliminate disclosure requirements includedtirepaccounting standards, including requirementslisclosures about fair value
measurements included in FASB Statement No. 153ir Value Measurements” (“FAS 157”), and FASB N671“Disclosures about Fair
Value of Financial Instruments.”

FAS 159 will be effective as of the beginning of ditst fiscal year beginning after November 15020Early adoption is permitted as of
the beginning of the previous fiscal year provitleat a company makes that choice in the first 8@ af the relevant fiscal year and also
elects to apply the provisions of FAS 157.

In September 2006, FASB issued FAS 157. FAS 15Viges guidance for using fair value to measuretass® liabilities and requires
additional disclosure about the use of fair valleasures, the information used to measure fair yalue the effect fair-value measurements
have on earnings. FAS 157 does not require anyfaewalue measurements. FAS 157 will be effectoveus beginning January 1, 2008. We
currently are evaluating the effect of FAS 157 an @onsolidated financial statements.

In June 2006, FASB issued FASB Interpretation N&.“Accounting for Uncertainty in Income Taxes—ateirpretation of FASB
Statement No. 109” (“FIN 48"). FIN 48 clarifies tlagcounting for uncertainty in income taxes recpgdiin an enterprise’s financial
statements in accordance with Statement of FinbAcizounting Standards No. 109, “Accounting forénte Taxes.” FIN 48 prescribes a
recognition threshold and measurement attributé¢hf@financial statement recognition and measuré¢wfes tax position taken or expected to
be taken in a tax return. FIN 48 also provides go@ on derecognition, classification, interest jaewllties, accounting in interim periods,
disclosure, and
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transition. FIN 48 is effective for fiscal yearsgiiening after December 15, 2006. We currently ardweating FIN 48 and believe the adoption
of FIN 48 will not have a material effect on oumnsolidated financial statements.

In May 2005, the FASB issued FAS No. 154, “AccongtChanges and Error Corrections” (“FAS 15#AS 154 replaces APB Opinic
No. 20,“Accounting Changes” and Statement No. 3, “Repgriktcounting Changes in Interim Financial Statem&riAS No. 154 requires
retrospective application to prior periods’ finaatatements of changes in accounting principieas it is impractible to determine either
the period-specific effects or the cumulative effefithe change. We adopted SFAS 154 beginningaaonaly 1, 2006. Its adoption did not
have a material effect on our consolidated findrat@ements.

In November 2005, FASB issued FSP FAS 115-1 and EA&E1, “The Meaning of Other-Than-Temporary Impant and Its
Application to Certain Investments” (“FSP FAS 115;hich provides guidance on determining wherestyients in certain debt and equity
securities are considered impaired, whether animmgat is other-than-temporary, and on measurirf smpairment loss. FSP FAS 115-1
also includes accounting considerations subsedaehé recognition of an other-than-temporary impa&int and requires certain disclosures
about unrealized losses that have not been recadjaiz other-than-temporary impairments. FSP FASLlis5equired to be applied to
reporting periods beginning after December 15, 2008 adopted FSP FAS 115-1 in the first quartedQif6. Adoption of FSP FAS 11bdid
not have a material effect on the our consolidatsdlts of operations or financial condition.

ITEM 7A. QUANTITATIVE AND QUALITATIVE DISCLOSURES ABOUT MARK  ET RISK

As part of our investment portfolio, we own finaaldnstruments that are sensitive to market risk& investment portfolio is used to
preserve our capital until it is required to furgkeations, including our research and developmetitiies. None of these market risk-
sensitive instruments are held for trading purpo$és do not have derivative financial instrumentsir investment portfolio.

Interest Rate Risk

We invest our cash in a variety of financial instents, principally securities issued by the Uni¢ates government and its agencies,
investment grade corporate bonds and notes andynmakket instruments. These investments are deradadrin United States dollars. All
our interest-bearing securities are subject ta@sterate risk, and could decline in value if iesrates fluctuate. Substantially all of our
investment portfolio consists of marketable se@sitvith active secondary or resale markets to éefure portfolio liquidity, and we have
implemented guidelines limiting the term-teaturity of our investment instruments. Due to¢baservative nature of these instruments, w
not believe that we have a material exposure &rést rate risk.

ITEM 8. FINANCIAL STATEMENTS AND SUPPLEMENTARY DATA
The information required by this Iltem 8 is contairon pages F- 1 through F- 42 of this Annual ReporEorm 10-K.

ITEM9. CHANGES IN AND DISAGREEMENTS WITH ACCOUNTANTS ON AC COUNTING AND FINANCIAL
DISCLOSURE

Not applicable.

ITEM 9A. CONTROLS AND PROCEDURES

(1) Evaluation of Disclosure Controls and Procedws. The Company’s chief executive officer and chiegfigial officer, after
evaluating the effectiveness of the Company’s dsale controls and procedures (as defined in Exgghawt Rule 13a-15(c)) as of the end of
the period covered by this Annual
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Report on Form 10-K, have concluded that, basesuch evaluation, the Company’s disclosure contintsprocedures were effective. In
designing and evaluating the disclosure controts@ncedures, the Company’s management recogrtizécumy controls and procedures, no
matter how well designed and operated, can prawmide reasonable assurance of achieving the desoetlol objectives, and the Company’s
management necessarily was required to applydgnent in evaluating the cost-benefit relationsifipossible controls and procedures.

(2) Management’'s Annual Report on Internal Contrd over Financial Reporting. The management of the Company is responsible
for establishing and maintaining adequate intecoatrol over financial reporting. Internal contoer financial reporting is defined in
Rule 13a-15(f) and Rule 15d-15(f) promulgated urttlerSecurities Exchange Act of 1934 as a procesigided by, or under the supervision
of, the Company’s principal executive and princifiadncial officers and effected by the Company&aRi of Directors, management and
other personnel, to provide reasonable assurageediag the reliability of financial reporting attie preparation of financial statements for
external purposes in accordance with generallygiedeaccounting principles. The Company’s integuadtrol over financial reporting
includes those policies and procedures that:

* pertain to the maintenance of records that, inaraisle detail, accurately and fairly reflect trengactions and dispositions of the
assets of the Company;

* provide reasonable assurance that transactione@veded as necessary to permit preparation ofi¢iahstatements in accordance
with generally accepted accounting principles, #ad receipts and expenditures of the Company eirggbmade only in accordance
with authorizations of management and directorthefCompany; and

» provide reasonable assurance regarding preventiomely detection of unauthorized acquisition, osalisposition of the Compars/’
assets that could have a material effect on treméial statements.

Because of its inherent limitations, internal cohaver financial reporting may not prevent or @étaisstatements. Also, projections of
any evaluation of effectiveness to future periogssabject to the risk that controls may becomdeqaate because of changes in conditions,
or that the degree of compliance with the policeprocedures may deteriorate.

The Company’s management assessed the effectivehggsCompany’s internal control over financiaporting as of December 31,
2006. In making this assessment, it used the iexiset forth in the Internal Control-Integratediework issued by the Committee of
Sponsoring Organizations of the Treadway Commis€xDSO). Based on its assessment, the Company’agearent has concluded that, as
of December 31, 2006, the Company’s internal comiver financial reporting is effective based oogé criteria.

The assessment of the Company’s management offdutieeness of the Company’s internal control ofieancial reporting as of
December 31, 2006, has been audited by Ernst & ¥ &, an independent registered public accourfting, as stated below.

(3) Changes in Internal Controls. During the quarter ended December 31, 2006, there wo changes in our internal control over
financial reporting, that materially affected, oe @aeasonably likely to materially affect, our imtal control over financial reporting.

(4) Report of Independent Registered Public Accouimg Firm

To the Board of Directors and Stockholders of Verte Pharmaceuticals Incorporated

We have audited management’s assessment, inclodbd accompanying Management’'s Annual Report terhal Control over
Financial Reporting, that Vertex Pharmaceuticat®tporated maintained effective internal contraérofinancial reporting as of
December 31, 2006, based on criteria establishédemal Control—Integrated Framework issued ey @ommittee of Sponsoring
Organizations of the Treadway Commission (the C@8t@ria). Vertex Pharmaceuticals Incorporated’s
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management is responsible for maintaining effedtiternal control over financial reporting and fter assessment of the effectiveness of
internal control over financial reporting. Our resgibility is to express an opinion on managemesgsessment and an opinion on the
effectiveness of the Company’s internal controlrdirancial reporting based on our audit.

We conducted our audit in accordance with the stadgdof the Public Company Accounting Oversightri8d@nited States). Those
standards require that we plan and perform thet &amdbtain reasonable assurance about whetheatigianternal control over financial
reporting was maintained in all material respe®is: audit included obtaining an understanding térimal control over financial reporting,
evaluating management’s assessment, testing ahdaéag the design and operating effectivenessteirnal control, and performing such
other procedures as we considered necessary airthenstances. We believe that our audit providesaaonable basis for our opinion.

A company'’s internal control over financial repogiis a process designed to provide reasonablesasuregarding the reliability of
financial reporting and the preparation of finahstatements for external purposes in accordantiegeinerally accepted accounting
principles. A company’s internal control over firgal reporting includes those policies and proceduhat (1) pertain to the maintenance of
records that, in reasonable detail, accuratelyfainly reflect the transactions and dispositionshaf assets of the company; (2) provide
reasonable assurance that transactions are recasdeztessary to permit preparation of financakstents in accordance with generally
accepted accounting principles, and that receipdsexpenditures of the company are being madeinrdgcordance with authorizations of
management and directors of the company; and (8jige reasonable assurance regarding preventibmely detection of unauthorized
acquisition, use, or disposition of the companygseds that could have a material effect on then@izé statements.

Because of its inherent limitations, internal cohtiver financial reporting may not prevent or @¢taisstatements. Also, projections of
any evaluation of effectiveness to future periogssabject to the risk that controls may becomdeqaate because of changes in conditions,
or that the degree of compliance with the policeprocedures may deteriorate.

In our opinion, management’s assessment that V&texmaceuticals Incorporated maintained effedtiternal control over financial
reporting as of December 31, 2006, is fairly statedll material respects, based on the COSOriitalso, in our opinion, Vertex
Pharmaceuticals Incorporated maintained, in alentrespects, effective internal control ovegfigial reporting as of December 31, 2006,
based on the COSO criteria.

We also have audited, in accordance with the stasd# the Public Company Accounting Oversight Bo@/nited States), the
consolidated balance sheets of Vertex Pharmac&uticaorporated as of December 31, 2006 and 20@btlee related consolidated
statements of operations, stockholders’ equity@mdprehensive loss, and cash flows for each ofitbeyears in the period ended
December 31, 2006 of Vertex Pharmaceuticals Ingatpd and our report dated February 27 , 2007 egptean unqualified opinion thereon.

/sl Ernst & Young LLF

Boston, Massachuse!
February 27, 2007

ITEM 9B. OTHER INFORMATION
Not applicable.
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PART 1lI
ITEM 10. DIRECTORS, EXECUTIVE OFFICERS AND CORPORATE GOVERNA NCE

The information regarding directors required by tlem 10 will be included in the definitive Pro$yatement for our 2007 Annual
Meeting of Stockholders, or 2007 Proxy Statememtlen “Election of Directors” and “Information Regéarg the Board of Directors and its
Committees” and is incorporated herein by refere@ther information required by this Item 10 wi# lncluded in the 2007 Proxy Statement
under “Section 16(a) Beneficial Ownership Repor@Bgnpliance” and “Code of Conduct and Ethics” amahcorporated herein by reference.
The information regarding executive officers reqdiby this Item is included in Part | of this Anh&eport on Form 10-K.

ITEM 11. EXECUTIVE COMPENSATION

The information required by this Item 11 will becinded in the 2007 Proxy Statement under “Execufiempensation,” and
“Compensation Committee Interlocks and Insider dmfation,” and is incorporated herein by reference.

ITEM 12. SECURITY OWNERSHIP OF CERTAIN BENEFICIAL OWNERS AND MANAGEMENT AND RELATED
STOCKHOLDER MATTERS

The information required by this Item 12 will becinded in the 2007 Proxy Statement under “Sec@itynership of Certain Beneficial
Owners and Management” and “Equity Compensation Piformation” and is incorporated herein by refere.

ITEM 13. CERTAIN RELATIONSHIPS AND RELATED TRANSACTIONS, AND DIRECTOR INDEPENDENCE

The information required by this Item 13 will becinded in the 2007 Proxy Statement under “ElectibDirectors” and “Transactions
with Related Persons” and is incorporated hereirefigrence.

ITEM 14. PRINCIPAL ACCOUNTANT FEES AND SERVICES

The information required by this Item 14 will beinded in the 2007 Proxy Statement under “IndepenRegistered Public Accounting
Firm” and is incorporated herein by reference.
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PART IV

ITEM 15. EXHIBITS, FINANCIAL STATEMENT SCHEDULES
(a)(2) The Financial Statements required to bel filg tems 8 and 15(c) of Form 10-K, and filed lwétk, are as follows:

Page Number in
this Form 1C-K

Reports of Independent Registered Public Accourfings F-1, F-2
Consolidated Balance Sheets as of December 31, &0)&00¢ F-3
Consolidated Statements of Operations for the yerded December 31, 2006, 2005 and 2 F-4
Consolidated Statements of Stockholders’ Equity @adhprehensive Loss for the years ended
December 31, 2006, 2005 and 2( F-5
Consolidated Statements of Cash Flows for the yeaded December 31, 2006, 2005 and : F-6
Notes to Consolidated Financial Stateme F-7

(a)(2) Financial Statement Schedules have beenamhbecause they are either not applicable oreheired information is included in the
consolidated financial statements or notes thereto.

(a)(3) Exhibits.

Incorporated by
Reference herein

Exhibit from—Form Filing Date/ SEC File/
Number Exhibit Description or Schedule Period Covered Reg. Number
3.1 Restated Articles of Organization of Vertex, filith the Secretary of Sta 10-K March 26, 1998 000-1931¢
of The Commonwealth of Massachusetts on July 39119 (Exhibit 3.1)
3.2 Certificate of Vote of Directors Establishing a i@srof a Class of Stock, 10-K March 26, 1998 000-1931¢
filed with the Secretary of State of The Commonweaf Massachusetts on (Exhibit 3.3)
July 31, 1991.
3.3  Articles of Amendment of the Articles of Organizatiof Vertex, filed with S-3 April 1, 2005 333123731
the Secretary of State of The Commonwealth of Mzassetts on May 17, (Exhibit 3.3)
1995.
3.4 Articles of Amendment of the Articles of Organizatiof Vertex, filed with 10-K March 26, 1998 000-1931¢
the Secretary of State of The Commonwealth of Masssetts on June 4, (Exhibit 3.2)
1997.
3.5 Articles of Amendment of the Articles of Organizatiof Vertex, filed with S-4 May 23, 2001 333-6148C
the Secretary of State of The Commonwealth of Mzaassetts on May 21, (Exhibit 3.4)
2001
3.6 By-laws of Vertex, as amended and restated as ¢fMa2005. 10-Q August 9, 2005 000-1931¢
(Exhibit 3.1)
4.1 Specimen stock certificate. S-1 July 18, 1991 33-4096¢€
(Exhibit 4.1)
4.2 Rights Agreement, dated as of July 1, 1991. S-1 July 5, 1991 33-4096¢
(Exhibit 4.2)
4.3 First Amendment to Rights Agreement, dated as bfiay 21, 1997. 10-K March 28, 1997 000-1931¢
(Exhibit 4.3)
4.4  Second Amendment to Rights Agreement, dated agnaf 30, 2001. 10-Q August 14, 2001 000-1931¢
(Exhibit 4.4)
45 Indenture, dated as of September 19, 2000, betWerrx and State Street 10-Q November 13, 200 000-1931¢
Bank and Trust Company. (Exhibit 4.1)
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4.6

4.7

4.8

10.1

10.2

10.3

10.4

10.5

10.6

10.7

10.8

10.9

10.1C

10.11

10.12

10.12

10.14

10.1%

Supplemental Indenture, dated as of December 100), Hietween Vertex
and State Street Bank and Trust Company.

Indenture, dated February 13, 2004, between VenteixU.S. Bank National
Association.

Indenture, dated as of September 17, 2004, betWedex and U.S. Bank
National Association

Research and Development Agreement, dated as tér8ker 10, 1997,
between Vertex and Kissei Pharmaceutical Co. Ltd. T

Research Agreement and License Agreement, botk @seember 16,
1993, between Vertex and Burroughs Wellcome Co. T

First Revised and Restated Research and Early bDaweint Agreement,
dated as of February 3, 2004, between Vertex anaitis Pharma AG. T

License, Development and Commercialization Agrednaated as of
June 11, 2004, between Vertex and Mitsubishi PhaCorporation.

Research, Development and Commercialization Agreg¢ndated as of
May 24, 2004, between Vertex and Cystic Fibrosisrieiation Therapeutics
Incorporated.

Amendment to Research, Development and Comme&i@iz Agreement,
dated as of January 6, 2006, between Vertex antiddyibrosis Foundation
Therapeutics Incorporated. T

Second Amendment to Research, Development and Coriatieation
Agreement, dated as of March 17, 2006, betweereXemd Cystic Fibrosis
Foundation Therapeutics Incorporated. T

Exclusive Research Collaboration, License and Coruialezation
Agreement, dated as of June 21, 2004, between¥Bttarmaceuticals
Incorporated and Merck & Co., Inc. T

Letter Agreement, dated June 26, 2006, by and lestwterck & Co., Inc.
and Vertex Pharmaceuticals Incorporated.

Research, License and Commercialization Agreendated as of
December 12, 2005, between Vertex and Glaxo Grononited. T

License, Development, Manufacturing and Commezasiion Agreement,
dated June 30, 2006, by and between Vertex Phattieais Incorporated
and Janssen Pharmaceutica, N.V. T

Lease, dated as of March 3, 1995, between Fort ivgtsim Realty Trust
and Vertex.

First Amendment to Lease, dated as of Decembel 235, between Fort
Washington Realty Trust and Vertex.

Second Amendment to Lease, dated as of June 13, h88veen Fort
Washington Realty Trust and Vertex.

Third, Fourth and Fifth Amendments to Lease between Washington
Realty Trust and Vertex. T
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S-3/A
(Exhibit 4.2)
8-K
(Exhibit 4.1)
8-K
(Exhibit 10.2)
10-Q
(Exhibit 10.1)
10-K
(Exhibit 10.16)
10-K/A
(Exhibit 10.35)
8-K/A
(Exhibit 99.2)
8-K/A
(Exhibit 99.2)

10-K
(Exhibit 10.9)

10-Q
(Exhibit 10.1)

8-K/A
(Exhibit 99.4)

10-Q
(Exhibit 10.2)
10-K
(Exhibit 10.11)
10-Q
(Exhibit 10.1)

10-K
(Exhibit 10.15)
10-K
(Exhibit 10.15)
(10-K
(Exhibit 10.20)
(10-K
(Exhibit 10.14)

January 17, 2001
February 23, 2004
September 17, 2004
November 12, 199
Year Ended
December 31, 1993
September 8, 2004

September 10, 2004

September 10, 2004

March 16, 2006

May 10, 2006

September 10, 2004

August 9, 2006

March 16, 2006

August 9, 2006

Year Ended
December 31, 1994

Year Ended
December 31, 1995

March 26, 1998

March 26, 2001

33349844

000-1931¢

000-1931¢

000-1931¢

0001931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

0001931¢

0001931¢

0001931¢

0001931¢




10.1€

10.17

10.1€

10.1¢

10.2C

10.21

10.22

10.2¢

10.24

10.2¢

10.2¢

10.27

10.2¢

10.2¢

10.3C

10.31

10.32

10.3¢

10.34

10.3¢

10.3¢€

Lease, dated as of September 17, 1999, betweete@susf Fort
Washington Realty Trust and Vertex. T

Lease, dated as of January 18, 2001, between KeSmlzdre, LLC and
Vertex. T

Agreement for Lease, dated as of November 4, 11988yeen Milton Park
Limited, Vertex and Vertex Pharmaceuticals (Eurdgs)ited.

1991 Stock Option Plan, as amended and restatetiSeptember 14,
1999.*

1994 Stock and Option Plan, as amended and restatefiSeptember 14,
1999.*

1996 Stock and Option Plan, as amended and restatefiMarch 14,
2005.*

Form of Stock Option Agreement under 1996 Stock@pton Plan.*

Form of Restricted Stock Agreement under 1996 StockOption Plan—
Annual Vesting.*

Form of Restricted Stock Agreement under 1996 StoeckOption Plan—
Performance Accelerated Restricted Stock.*

Vertex Pharmaceuticals Incorporated 2006 Stock@ptibn Plan.*

Form of Stock Option Grant under 2006 Stock anddpp®lan.*

Form of Restricted Stock Award under 2006 Stock @ption Plan.*

Form of Restricted Stock Award (Performance Accekat Restricted
Stock) under 2006 Stock and Option Plan.*

Executive Employment Agreement, dated as of Novertp&994, between
Vertex and Joshua S. Boger.*

Amendment to Employment Agreement, dated as of M3yl995, between
Vertex and Joshua S. Boger.*

Second Amendment to Employment Agreement, dated lsvember 8,
2004, between Vertex and Joshua S. Boger.*

Amended and Restated Employment Agreement, datefidsvember 8,
2004, between Vertex and lan F. Smith.*

Amended and Restated Employment Agreement, datefidsvember 8,
2004, between Vertex and Kenneth S. Boger.*

Employment Agreement, dated as of February 15, 20&5veen Vertex ar
Victor Hartmann.*

Form of Letter Agreement, dated as of March 7, 2@@3ween Vertex and
each of John J. Alam and Peter Mueller.*

Form of Amendment to Letter Agreement, dated dsafember 8, 2004,
between Vertex and each of John J. Alam and Peted|&t.*

78

10-Q
(Exhibit 10.27)
(10K
(Exhibit 10.16)
10-K
(Exhibit 10.21)
10-K
(Exhibit 10.1)
10-K
(Exhibit 10.2)
10-K
(Exhibit 10.3)
8-K
(Exhibit 10.1)
8-K
(Exhibit 10.2)
8-K
(Exhibit 10.3)
8-K
(Exhibit 10.1)
8-K
(Exhibit 10.2)
8-K
(Exhibit 10.3)
8-K
(Exhibit 10.4)
10-K
(Exhibit 10.6)
10-Q
(Exhibit 10.1)
10-Q
(Exhibit 10.9)
10-Q
(Exhibit 10.13)
10-Q
(Exhibit 10.11)
10-Q
(Exhibit 10.2)
10-K
(Exhibit 10.32)
10-Q
(Exhibit 10.7)

November 15, 199

March 26, 2001

March 30, 1999

March 3, 2000

March 3, 2000

March 16, 2005

February 9, 2005

February 9, 2005

February 9, 2005

May 15, 2006

May 15, 2006

May 15, 2006

May 15, 2006

Year Ended

December 31, 1994

Quarter Ended
June 30, 1995
November 9, 200
November 9, 200
November 9, 200
May 9, 2005

March 31, 2003

November 9, 200

000-1931¢

000-1931¢

000-1931¢

000-1931¢

0001931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢

000-1931¢




10.37

10.3¢

10.3¢

10.4C

10.41

10.42
10.4¢
211
23.1

23.2

311

31.2

32.1

Form of Restricted Stock Agreement between Vertekeach of the
individuals listed on Schedule 1 thereto.*

Letter Agreement, dated as of December 5, 200%d#at Vertex and
Richard C. Garrison.*

Change of Control Letter Agreement, dated as ofeDewer 12, 2005,
between Vertex and Richard C. Garrison.*

Amendment to Change of Control Letter Agreementedias of
December 12, 2005, between Vertex and Richard @igea.*

Form of Employee Non-Disclosure and Inventions Agnent.*

Vertex Employee Compensation Plan*
Vertex Pharmaceuticals Non-Employee Board Compamsat
Subsidiaries of Vertex.

Consent of Independent Registered Public Accouriing Ernst & Young

LLP.

Consent of Independent Registered Public Accouriing
PricewaterhouseCoopers LLP.

Certification of the Chief Executive Officer undgection 302 of the
Sarbanes-Oxley Act of 2002.

Certification of the Chief Financial Officer und8ection 302 of the
Sarbanes-Oxley Act of 2002.

Certification of the Chief Executive Officer ancetlhief Financial Officer

under Section 906 of the Sarbanes-Oxley Act of 2002

*

+

Management contract, compensatory plan or agreement

X X X X

10-Q
(Exhibit 10.8)
10-K
(Exhibit 10.35)
10-K
(Exhibit 10.36)
10-K
(Exhibit 10.37)
S-1
(Exhibit 10.4)

November 9, 200

March 16, 2006

March 16, 2006

March 16, 2006

May 30, 1991

000-1931¢

000-1931¢

000-1931¢

000-1931¢

33-4096€

Confidential portions of these documents have bigesh separately with the Securities and Exchangs@ission pursuant to a request for confidentedtiment.
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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 tc
signed on its behalf by the undersigned, theredatyp authorized.

VERTEX PHARMACEUTICALS INCORPORATEL

March 1, 2007 By: /sl JOSHUA S. BOGEI
Joshua S. Boge

Chief Executive Officer

Pursuant to the requirements of the Securities &xgl Act of 1934, this report has been signed bélpthe following persons on beh
of the registrant and in the capacities and ord#tes indicated.

Name

/sl JOSHUA S. BOGEI

Joshua S. Boge

/s/ IAN F. SMITH

lan F. Smith

/sl JOHANNA MESSINA POWEF

Johanna Messina Pow

/s/ ERIC K. BRANDT

Eric K. Brandt
/sl ROGER W. BRIMBLECOMBE

Roger W. Brimblecomb
/s/ STUART J. COLLINSONM

Stuart J. Collinsol

/sl EUGENE H. CORDE:

Eugene H. Corde
/sl MATTHEW W. EMMENS

Matthew W. Emmen

/sl BRUCE |. SACHS

Bruce I. Sach

/s| CHARLES A. SANDERS

Charles A. Sandel
/s/ EVE E. SLATEF

Eve E. Slate
/s/ ELAINE S. ULLIAN

Elaine S. Ulliar

Title

Date

Director, President and Chief Executive
Officer (Principal Executive Officer)

Executive Vice President and Chief
Financial Officer (Principal Financial
Officer)

Vice President and Corporate Controller
(Principal Accounting Officer)

Director

Director

Director

Director

Director

Director

Director

Director

Director
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March 1, 2007

March 1, 2007

March 1, 2007

March 1, 2007

March 1, 2007

March 1, 2007

March 1, 2007
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Report of Independent Registered Public Accountindrirm
The Board of Directors and Shareholders of Vertearfaceuticals Incorporated

We have audited the accompanying consolidated balsimeets of Vertex Pharmaceuticals Incorporated Becember 31, 2006 and
2005, and the related consolidated statementsaratipns, stockholders’ equity and comprehensiss,land cash flows for the each of the
two years in the period ended December 31, 200és€d financial statements are the responsibilith@Company’s management. Our
responsibility is to express an opinion on thesarftial statements based on our audits.

We conducted our audits in accordance with thedstals of the Public Company Accounting OversighamBioUnited States). Those
standards require that we plan and perform thet &amdbtain reasonable assurance about whethdindrecial statements are free of material
misstatement. An audit includes examining, on tldasis, evidence supporting the amounts and disads in the financial statements. An
audit also includes assessing the accounting ptesiused and significant estimates made by marageas well as evaluating the overall
financial statement presentation. We believe thataodits provide a reasonable basis for our opinio

In our opinion, the financial statements referr@alove present fairly, in all material respedts, ¢onsolidated financial position of
Vertex Pharmaceuticals Incorporated at Decembe2@16 and 2005, and the consolidated results opisations and its cash flows for each
of the two years in the period ended December 806 2in conformity with U.S. generally acceptedaatting principles.

As discussed in Notes B and D to the consoliddtexhtial statements, on January 1, 2006, the Coyngdopted the provisions of
Statement of Financial Accounting Standards No(RP3Thare-Based Payment .

We also have audited, in accordance with the stasd# the Public Company Accounting Oversight Bo@/nited States), the
effectiveness of Vertex Pharmaceuticals Incorpofatmternal control over financial reporting asi@écember 31, 2006, based on criteria
established in Internal Control-Integrated Framdwssued by the Committee of Sponsoring Organinatiaf the Treadway Commission and
our report dated February 27, 2007 expressed amalifigd opinion thereon.

/sl Ernst & Young LLP

Boston, Massachusetts
February 27, 2007




Report of Independent Registered Public Accountindrirm

To the Board of Directors and Stockholders of
Vertex Pharmaceuticals Incorporated:

In our opinion, the accompanying consolidated statets of operations, of stockholders’ equity anehehensive loss and of cash
flows for the year ended December 31, 2004 prea@hy, in all material respects, the results obogtions and cash flows of Vertex
Pharmaceuticals Incorporated and its subsidiacietht year ended December 31, 2004 in conformiiy accounting principles generally
accepted in the United States of America. Thesanfifal statements are the responsibility of the gamy’s management. Our responsibilit
to express an opinion on these financial statemsaged on our audit. We conducted our audit ofetlsestements in accordance with the
standards of the Public Company Accounting Ovetdiglard (United States). Those standards requatewl plan and perform the audit to
obtain reasonable assurance about whether thecfalatatements are free of material misstatenfemaudit includes examining, on a test
basis, evidence supporting the amounts and digelssn the financial statements, assessing theuatiog principles used and significant
estimates made by management, and evaluating dralbfinancial statement presentation. We belignag our audit provides a reasonable
basis for our opinion.

/sl PricewaterhouseCoopers LLP

Boston, Massachusetts
March 15, 2005
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VERTEX PHARMACEUTICALS INCORPORATED
Consolidated Balance Sheets

(In thousands, except share and per share amounts)

December 31

Assets

Current assets:
Cash and cash equivalel $

Marketable securities, available for sale, curpartion
Accounts receivabl
Prepaid expenst¢

Total current assets

Marketable securities, available for sale, exclgdinrrent portion
Restricted cas

Property and equipment, r

Investment:

Other assets

Total assets $

Liabilities and Stockholders’ Equity

Current liabilities:
Accounts payabl $
Accrued expenses and other current liabili
Accrued interes
Deferred revenues, current porti
Accrued restructuring expense, current por
Convertible subordinated notes, current por
Convertible senior subordinated notes, currentiqo
Other obligations

Total current liabilities

Accrued restructuring expense, excluding currentiqo
Collaborator development lo:

Deferred revenues, excluding current por

Convertible subordinated notes, excluding curr@mtipn
Convertible senior subordinated notes, excludirmgeru portion

Total liabilities

Commitments and contingencies (Note K and Note R)
Stockholder' equity:
Preferred stock, $0.01 par value; 1,000,000 shartfwrized; none issued and
outstanding at December 31, 2006 and 2005, respéc
Common stock, $0.01 par value; 200,000,000 shart®azed; 126,121,473
and 108,153,149 shares issued and outstandingcaniber 31, 2006 and
2005, respectivel
Additional paic-in capital
Deferred compensation, r
Accumulated other comprehensive |i
Accumulated deficit

Total stockholders’ equity

Total liabilities and stockholders’ equity $

2006 2005
21317: $ 78,04¢
491 ,45¢ 283,11:
62,92¢ 20,59t
3,857 3,302
771,40¢ 385,05t
57,12€ 46,35:
30,25¢ 41,482
61,53¢ 54,53¢
— 18,86
1,254 2,712
921,57¢ $ 548,99¢
15,366 $  6,21C
91,35¢ 42,061
1,905 3,184
33,88¢ 31,44¢
4,73t 14,351
42,10z —
59,64¢ —
2,00¢ 2,98¢
251,01 100,24:
28,33¢ 28,631
19,997 19,997
116,29t 851
42,10z
— 117,99¢
415,64 309,82:
1,244 1,081
1,702,12¢  1,243,96(
— (13,40¢)
(962) (2,879
(1,196,47) (989,58
505,93t 239,17¢
921,57¢ $ 548,99¢

The accompanying notes are an integral part of¢insolidated financial statements.
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VERTEX PHARMACEUTICALS INCORPORATED
Consolidated Statements of Operations
(In thousands, except per share amounts)

Years Ended December 31

2006 2005 2004
Revenues:
Royalties $ 41,20¢ $ 32,82¢ $ 17,32C
Collaborative and other research and developmeehres 175,14¢ 128,06 85,39t
Total revenues 216,35¢ 160,89( 102,71,
Costs and expense
Royalty payment 12,17C 10,09¢ 5,64¢

Research and development expenses (including Siasde

compensation expense: 2006—$32,002, 2005—$3,564-20

$1,366)(1) 371,71 248,54( 192,16:
Sales, general and administrative expenses (ingustock-based

compensation expense: 2006—$7,135, 2005—$1,06%-200

$295)(1) 57,86( 43,99( 42,13¢
Restructuring expense 3,651 8,134 17,574
Total costs and expenses 445,39¢ 310,76: 257,524
Loss from operations (229,03¢) (149,872 (154,807

Interest incomi 23,024 11,994 10,32:

Interest expens (7,95%) (17,326 (18,31%)

Realized gain on sale of investm 11,18¢ — —

Loss on exchange of convertible subordinated r (5,157) (48,217) —

Loss on retirement of convertible subordinated siote — — (3,446
Loss before cumulative effect of a change in actingrprinciple $(207,937) $(203,417) $(166,247)
Cumulative effect of a change in accounting priteeipFAS 123(R)

1) 1,04€ — —
Net loss $(206,89) $(203,417) $(166,24))
Basic and diluted loss per common share before tatimal effect of a

change in accounting princip $ (184 $ (228 $ (212
Basic and diluted cumulative effect of a changadoounting principl:

per common shai 0.01 — —
Basic and diluted net loss per common share $ (183 $ (228 $ (212
Basic and diluted weighted average number of comshanes

outstanding 113,221 89,241 78,571

(1) The Company adopted Financial Accounting StandBodsd Statement No. 123(R), “Share-Based Paymasiriy a modified
prospective method. See Note D to the Consolidgiteahcial Statements, “Stock-based Compensation fufther details.

The accompanying notes are an integral part of¢insolidated financial statements.
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VERTEX PHARMACEUTICALS INCORPORATED
Consolidated Statements of Stockholders’ Equity an€omprehensive Loss

(In thousands)

Accumulated

Additional Other Total
Common Stock Paid-In Deferred Comprehensive  Accumulated  Stockholders  Comprehensive
Shares Amount Capital Compensation _Income (Loss) Deficit Equity Income (Loss) _

Balance, December 31, 2003 78,02t 780 810,407 (1,112) 2,69C (619,920) 192,84¢
Net change in unrealized holdi

losses on marketable securit (4,26¢) (4,26¢) $ (4,269
Translation adjustmen 205 205 205
Net loss (166,247) (166,247) (166,247)
Comprehensive loss $ (170,31))
Issuances of common stoc
Benefit plans 2,74C 27 23,42t (12,20€) 11,24¢
Amortization of deferred

compensatiol 1,661 1,661
Balance, December 31, 2004 80,76¢ 807 833,832 (11,657 (1,374) (786,167) 35,441
Net change in unrealized holdi

losses on marketable securit (868) (868) $ (868)
Translation adjustmen (631) (631) (631)
Net loss (203,417 (203,417) (203,417)
Comprehensive loss $ (204,916
Issuances of common stoc
Equity Offering 13,512 135 165,251 165,38¢
Convertible Subordinated Notes

exchange 10,57¢ 106 203,42 203,53(
Benefit plans 3,297 33 41,452 (6,172) 35,31«
Amortization of deferred

compensatiol 4,421 4,421
Balance, December 31, 2005  108,15: 1,081 1,243,96( (13,40€) (2,879) (989,589 239,17¢
Net change in unrealized holdi

gains on marketable securiti 1,704 1,704 $ 1,704
Translation adjustmen 207 207 207
Net loss (206,897) (206,897) (206,891)
Comprehensive loss $ (204,980)
Issuances of common stoc
Equity Offering 10,00C 100 313,61¢ 313,71¢
Convertible Subordinated Notes

exchange 4,065 41 64,197 64,23¢
Benefit plans 3,902 22 55,67C 55,692
Reversal of deferred

compensatiol (13,40¢) 13,40¢ —
Stock-based compensation

expense 39,137 39,137
Cumulative effect of a change in

accounting principle—FAS

123(R) (1,046) (1,04¢€)
Balance, December 31, 2006 126,121 1,244 1,702,12¢ — (962) (1,196,474 505,93t

The accompanying notes are an integral part ofdmsolidated financial statements.
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VERTEX PHARMACEUTICALS INCORPORATED
Consolidated Statements of Cash Flows
(In thousands)

Years Ended December 31

2006 2005 2004
Cash flows from operating activities:
Net loss $(206,89)) $(203,41%) $(166,247)
Adjustments to reconcile net loss to net cash usegerating
activities:
Depreciation and amortizatic 25,86¢ 27,28¢ 29,64(
Stocl-based compensation expel 39,137 4,632 1,661
Other nor-cash based compensation expe 3,341 2,89¢ 2,504
Cumulative effect of a change in accounting prite (1,04¢) — —
Loss on disposal of property and equiprr 10 344 43
Realized loss (gain) on marketable secur (7,579 60 (423)
Realized gain on warran (3,520 — —
Charge for exchange of convertible subordinateds 5,151 48,21: —
Charge for retirement of a portion of 2007 convabeti
subordinated note — — 3,44¢€
Changes in operating assets and liabilit
Accounts receivabl (42,32¢) (8,704) (4,567)
Prepaid expenses and other current a: (554) (802 817
Accounts payabl 9,15¢ (450) (5,64¢€)
Accrued expenses and other current liabili 48,52 4,262 2,362
Accrued restructurin (9,909 (12,867) (13,687)
Accrued interes 280 268 1,407
Deferred revenue 117,88¢ (33,78¢6) 6,56¢
Net cash used in operating activities (22,475 (172,054 (142,11)
Cash flows from investing activities:
Purchases of marketable securi (508,085 (236,489  (148,50¢)
Sales and maturities of marketable secur 302,26t 243,41( 292,35
Sale of warrant 18,36¢ — —
Expenditures for property and equipm (32,417 (16,959 (12,53¢)
Restricted cas 11,224 8,365 (23,78¢€)
Investments and other assets 173 (59) (136)
Net cash (used in) provided by investing activities (208,477) (1,732) 107,38t
Cash flows from financing activities:
Issuances of common stock from employee benefitsplaet 52,36: 32,20t 8,742
Issuances of common stock from stock offering, 313,67 165,38¢ —
Principal payments on capital leases and othegatiins — — (12,567)
Issuance costs related to 2011 convertible sentoorslinated note — (16) (4,805)
Exchange costs (170) (119 —
Net cash provided by (used in) financing activities 365,86¢ 197,45¢ (8,626€)
Effect of changes in exchange rates on cash 207 (631) 205
Net increase (decrease) in cash and cash equivalent 135,12¢ 23,03¢ (43,159
Cash and cash equivalents—beginning of period 78,04¢ 55,00¢ 98,15¢
Cash and cash equivalents—end of period $ 213,171 $ 78,045 $ 55,00¢
Supplemental disclosure of cash flow information:
Cash paid for intere: $ 7,21z $ 16,077 $ 15,597
Cash paid for taxe $ —  $ — $ —

The accompanying notes are an integral part of¢insolidated financial statements.
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VERTEX PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements

A. The Company

Vertex Pharmaceuticals Incorporated (“Vertex” @ t@ompany”) is in the business of discovering,aleping and commercializing
small molecule drugs for the treatment of seridesakes. The Company intends to continue investiagd building capabilities in research,
development and commercialization of pharmaceugioaducts while it advances its drug candidatenaoket. Vertex earns royalty revenues
from the sale of Lexiva/Telzir (fosamprenavir calai), an HIV protease inhibitor for the treatmentdY.

The Company currently is concentrating most oflitsy development resources on four drug candidegksgrevir (VX-950) for the
treatment of hepatitis C virus infection; VX-702 the treatment of rheumatoid arthritis and otnflemmatory diseases; VX-770 for the
treatment of cystic fibrosis; and VX-883 for theatment of bacterial infection. In June 2006, tlhenPany entered into a collaboration
agreement with Janssen Pharmaceutica, N.V., a dol&gohnson company, relating to telaprevir. Urttiercollaboration agreement, the
Company has retained exclusive commercial rightelaprevir in North America and will lead the demment program. Janssen has agreed
to be responsible for 50% of the drug developmestscunder the development program for North Anaesied the Janssen territories. The
Company’s pipeline also includes several drug adatds that are being developed by its collaboratetading Merck & Co., Inc.,
GlaxoSmithKline plc and Avalon Pharmaceuticals, Inc

Vertex is subject to risks common to companiessiindustry including, but not limited to, rapictckmological change and competition,
uncertain protection of proprietary technology, tlependence on the success of the Company’s legdcdndidate telaprevir, uncertainty
about clinical trial outcomes, the need to compithwygovernment regulations, share price volatilihe need to obtain additional funding,
uncertainties relating to pharmaceutical pricing egimbursement, dependence on collaborative oglships, potential product liability and
limited experience in drug development, manufaotyrand sales and marketing. The Company expeatsuo operating losses for the
foreseeable future, as a result of expendituregdoesearch, development and commercializatiognams.

B. Accounting Policies
Basis of Presentation

The consolidated financial statements reflect {herations of the Company and its wholly-owned ddibsies. All significant
intercompany balances and transactions have beeimaled. The Company operates in one segmentpRitauticals, and all revenues are
from United States operations.

Use of Estimates

The preparation of consolidated financial statesi@ntonformity with U.S. generally accepted acamgprinciples requires
management to make certain estimates and assumphiainaffect the reported amounts of assets ahdities and disclosure of contingent
assets and liabilities at the date of the constdtiéinancial statements, and the reported amafrresvenues and expenses during the repi
periods. Significant estimates in these consolilfiteancial statements have been made in connewgifithnthe calculation of revenues,
research and development expenses, stock-base@nsatipn expense, investments and restructuringnse The Company bases its
estimates on historical experience and variousr@bsumptions that management believes to be reblsounder the circumstances. Actual
results could differ from those estimates. Charigestimates are reflected in reported resultiénperiod in which they become known.
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VERTEX PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Contirad)

B. Accounting Policies (Continued)

Reclassification in the Preparation of Financial Satements

Certain amounts in prior years’ financial stateradrdve been reclassified to conform to the cuipesgentation. The reclassifications
had no effect on the reported net loss.

Concentration of Credit Risk

Financial instruments that potentially subject @@npany to concentration of credit risk consish@ipally of money market funds and
marketable securities. The Company places thessiments with highly rated financial institutioasd, by policy, limits the amounts of
credit exposure to any one financial institutiohe$e amounts at times may exceed federally induméd. The Company has not experien
any credit losses in these accounts and does flietéd is exposed to any significant credit r@kthese funds. The Company has no foreign
exchange contracts, option contracts or otherdorexchange hedging arrangements.

To date, the Company’s revenues have been gendrataa limited number of customers in the bioteslbgy and pharmaceuticals
industries in the United States, Europe and Jdpa2006, the Company had significant revenue tretitaas with Janssen, Merck and
GlaxoSmithKline that accounted for 31%, 27% and 28%pectively, of the Company’s total revenue<005, the Company had significant
revenue transactions with Novartis Pharma AG, GlamithKline and Merck that accounted for 33%, 33% &6% respectively, of the
Company’s total revenues. In 2004, revenue traisectvith Novartis and GlaxoSmithKline accounted48% and 19%, respectively, of the
Company’s total revenues.

Receivables from Janssen and GlaxoSmithKline repted approximately 63% and 22%, respectivelyhef@ompany’s accounts
receivable balance at December 31, 2006. Recew#ulen GlaxoSmithKline and Novartis representedrapimately 46% and 22%,
respectively, of the Company’s accounts receivhblance at December 31, 2005. Management belibagsredit risks associated with these
collaborators are not significant.

Cash and Cash Equivalents

The Company considers all highly liquid investmanith original maturities of three months or lesshee date of purchase to be cash
equivalents. Cash equivalents consist principdlijmoney market funds and debt securities. Changeash and cash equivalents may be
effected by shifts in investment portfolio matwegias well as by actual cash receipts and disbergsm

Marketable Securities

Marketable securities consist of investments in icipal bond securities, U.S. government agency rities;, U.S. government-sponsored
enterprises securities, high-grade corporate bandsasset-backed securities that are classifiastakble-for-sale. The Company classifies
marketable securities available to fund currentaji@ns as current assets on the consolidated dmktreets. Marketable securities are
classified as longerm assets on the consolidated balance she@tshéy have been in an unrealized loss positioridioger than one year a
(if) the Company has the ability and intent to hifldm (a) until the carrying value is recovered @r)dsuch holding period may be longer t
one year. Marketable securities are stated avéire with their unrealized gains and losses imetlids a component of accumulated other
comprehensive loss, which is a separate comporietbakholders’ equity, until such gains and losaesrealized. The fair value of these
securities is based on quoted market prices. #dirtke in the fair value is considered other-themyiorary, based on available evidence, the
unrealized loss is transferred from other comprsiverioss to the consolidated statements of operstiThere were no write-downs of
marketable securities in 2006, 2005 or 2004. Redlgains and losses are determined on
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VERTEX PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Contirad)

B. Accounting Policies (Continued)
the specific identification method and are includtedterest income in the consolidated statemehtgperations.

Sock-Based Compensation

The Company adopted Financial Accounting StandBodsd Statement No. 123(R), “Share-Based Paym&rfg 123(R)"), as of
January 1, 2006. FAS 123(R) revises Financial Antag Standards Board Statement No. 123, “Accogriim Stock-Based
Compensation” (“FAS 123"), supersedes Accountirigdiples Board (“APB”) Opinion No. 25, “Accountirfgr Stock Issued to
Employees” (“APB 25"), and amends Financial AccangitStandards Board Statement Statement No. 9&te®ent of Cash Flows” (“FAS
95"). FAS 123(R) requires companies to expensédinevalue of employee stock options and other foohstock-based employee
compensation over the employees’ service periodmpggnsation cost is measured at the fair valubeofitvard at the grant date, including
estimated forfeitures, and is adjusted to refletwal forfeitures and the outcomes of certain ctoi.

In accordance with Financial Accounting Standardar Statement No. 148, “Accounting for Stock-Ba€edhpensation, Transition
and Disclosure” (“FAS 148"), for periods prior tanlary 1, 2006, the Company adopted the disclomnieprovisions of FAS 123 and also
applied APB 25 and related interpretations in aatiog for all stock awards granted to employeesdérAPB 25, for periods prior to
January 1, 2006, provided that other criteria agg, mhen the exercise price of options equaledrtheket price of the common stock on the
date of grant, no compensation expense was recjmdso in accordance with APB 25 the Company m@&sequired to record
compensation expense for shares issued under fB.ESior to January 1, 2006 and in accordance AR 25, the Company recorded
stock-based compensation expense related to teststock awards over the related vesting periodificamount equal to the difference
between the price per share of restricted stocletssind the fair value of the Company’s commonksabthe date of grant or issuance. The
Company recorded forfeitures of restricted stocthay occurred.

Please refer to Note D, “Stock-based Compensatfonfurther information.

Restructuring

The Company records costs and liabilities assatiatth exit and disposal activities, as definedrinancial Accounting Standards Boi
Statement No. 146, “Accounting for Costs Associatiti Exit or Disposal Activities” (“FAS 146"), dair value in the period the liability is
incurred. In periods subsequent to initial meas@mmchanges to a liability are measured usingtedit-adjusted risk-free discount rate
applied in the initial period. In 2006, 2005 and20the Company recorded costs and liabilitiesefor and disposal activities related to a
restructuring plan in accordance with FAS 146. Tidigility is evaluated and adjusted as appropratet least a quarterly basis for changes in
circumstances.

Please refer to Note E, “Restructuring,” for furtirformation.

Revenue Recognition

The Company recognizes revenue in accordance gt écurities and Exchange Commission’s (“SEC™f 3tecounting Bulletin
No. 101,“Revenue Recognition in Financial Statements” (“SABL"), as amended by SEC Staff Accounting Bull&, 104, “Revenue
Recognition” (“SAB 104"), and for revenue arrangenseentered into after June 30, 2003, Emerginges3iask Force Issue No. 00-21,
“Revenue Arrangements with Multiple Deliverable®EITF 00-21").

The Company’s revenues are generated primarilyugir@ollaborative research, development and comalzation agreements. The
terms of these agreements typically include payrteNertex of one
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VERTEX PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Contirad)

B. Accounting Policies (Continued)

or more of the following: non-refundable, up-frdicense fees, funding of research and/or developeféorts, milestone payments and
royalties on product sales.

Agreements containing multiple elements are divitha separate units of accounting if certain cidt@re met, including whether the
delivered element has stand-alone value to th@metand whether there is objective and reliabldesce of fair value of the undelivered
obligation(s). The consideration received is altedeamong the separate units based on their réspéair values or the residual method, and
the applicable revenue recognition criteria ardiaggo each of the separate units.

The Company recognizes revenues from non-refundapléont license fees on a straight-line basisrdkie contracted or estimated
period of performance, which is typically the rasbeor development term. Research and developmaedirfg is recognized as earned,
ratably over the period of effort.

Substantive milestones realized in collaboratioaragements are recognized as earned when the ponding payment is reasonably
assured, subject to the following policies in thoBeumstances where the Company has obligatianaireng after achievement of the
milestone:

* In those circumstances where collection of a subsg&milestone is reasonably assured, the Compasyemaining obligations to
perform under the collaboration arrangement andCn@pany has sufficient evidence of fair valueiferemaining obligations,
management considers the milestone payment arrénaaning obligations to be separate units of asting. In these circumstances,
the Company uses the residual method under EITELO®-allocate revenue among the milestones anckthaining obligations.

* In those circumstances where collection of a subsg&milestone is reasonably assured, the Compasyemaining obligations to
perform under the collaboration arrangement ancCitniapany does not have sufficient evidence ofvfalue for its remaining
obligations, management considers the milestonmpayand the remaining obligations under the cohtta a single unit of
accounting. In those circumstances where the amiion does not require specific deliverablegpatsic times or at the end of the
contract term, but rather the Company’s obligatiaressatisfied over a period of time, substantiilestones are recognized over the
period of performance. This typically results ipation of the milestone payment being recognizeceaenue on the date the
milestone is achieved equal to the applicable peacee of the performance period that has elapsetiths date the milestone is
achieved, with the balance being deferred and rézed over the remaining period of performance.

The Company evaluates whether milestones are suivgtat the inception of the agreement based ercdmtingent nature of the
milestone, specifically reviewing factors such las $cientific and other risks that must be overctorechieve the milestone as well as the
level of effort and investment required. Milestomiest are not considered substantive and do not theeeparation criteria are accounted for
as license payments and recognized on a straigdblsis over the remaining period of performance.

Payments received after performance obligationsreetecompletely are recognized when earned.

Royalty revenues are recognized based upon acidastimated net sales of licensed products imdied territories, as provided by the
licensee, and are recognized in the period the saleur. Differences between actual royalty reverams estimated royalty revenues, which
have not historically been significant, are rectattand adjusted for in the quarter during whiaythecome known.

Research and Devel opment Expenses

All research and development expenses, includinguaits funded by research collaborations, are exgokas incurred. Research and
development expenses are comprised of costs imturggerforming

F- 10




VERTEX PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Contirad)

B. Accounting Policies (Continued)

research and development activities, includingrssand benefits; laboratory supplies; contrantises, including clinical trial costs and
pharmaceutical development costs; stock-based awmagien expense; and infrastructure costs, inctuthoilities costs and depreciation.
Due to telaprevir's stage of development, costateel to the investment in its commercial supplyiactuded in research and development
expenses. The Company'’s collaborators have fundgibps of the Company’s research and developmegrams related to specific drug
candidates and research targets, including, in 2@0previr, VX-702, VX-770, kinases and certayste fibrosis research targets; and

in 2005, telaprevir, VX-702, kinases and certaisticyfibrosis research targets; and in 2004, tefprkinases, caspase inhibitors, and certain
cystic fibrosis research targets.

The following table details the research and dgyalent expenses incurred by the Company for colitboisponsored and Company-
sponsored programs (collaborator-sponsored progaaenthose in which a collaborator has fundedatla portion of the related program
expenses, such as the telaprevir program) for 200, and 2004 (in thousands):

2006 2005 2004
Research  Development Total Research  Development Total Research  Development Total
Collaborator-sponsored $ 39,021 $178,25: $217,27¢  $ 68,19/ $ 72,101 $140,298 $ 62,181 $ 28,294 $ 90,47t
Company-sponsored 103,62€ 50,813 154,43¢ 52,585 55,66C 108,245 51,095 50,592 101,687
Total $ 142,647 $ 229,06¢ $371,71¢  $120,77¢ $ 127,761 $248,54( $113,27¢ $ 78,88€ $ 192,162

The total research and development expenses fd&, 2005 and 2004 includes $32.0 million, $3.6 milland $1.4 million, respectively,
of stock-based compensation expense.

Property and Equipment

Property and equipment are recorded at cost. Diggiia@t and amortization is provided using the giin&iline method over the estimated
useful life of the related asset, generally fous¢wen years for furniture and equipment and ttodiee years for computers and software.
Leasehold improvements are amortized using thagbktrine method over the lesser of the useful ¢iféhe improvements or the remaining
life of the associated lease. Major additions agitilboments are capitalized; maintenance and retwains asset that do not improve or extend
its life are charged to operations. When assetsatired or otherwise disposed of, the assets elatied allowances for depreciation and
amortization are eliminated from the accounts andrasulting gain or loss is reflected in the Compa consolidated statements of
operations.

Investments

Investments include longerm investments recorded using the cost methed@dunting. When the Company holds an ownershires
in an entity of less than 20%, and does not hagaHility to exercise significant influence ovee tntity’s operating activities, the Company
accounts for its investment using the cost mettfathy adjustment to the fair value of an investimeflects a decline in the value of that
investment below its cost, the Company considersthdence available to it, including the duratéord extent to which the market value of
the investment has been less than cost, to evahmixtent to which the decline is other-than-terapy. If the decline is considered other-
than-temporary, the cost basis of the investmentiiten down to fair value as a new cost basistaedamount of the write-down is included
in the Company’s consolidated statements of ogmratiThere were no write-downs of investments i#62@005 or 2004. Please refer to
Note I,“Altus Investment,” for further information aboutd Company’s investment in Altus Pharmaceuticals, |
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B. Accounting Policies (Continued)
Income Taxes

Deferred tax assets and liabilities are recognfaethe expected future tax consequences of tempditerences between the financial
statement carrying amounts and the income tax ldsessets and liabilities. A valuation allowans@pplied against any net deferred tax
asset if, based on the weighted available evidehisemore likely than not that some or all of teferred tax assets will not be realized.

Debt Issuance Costs

Debt issuance costs incurred to complete Verteotwertible subordinated note offerings are defeamed included in other assets on the
consolidated balance sheets. The costs are ambbimed on the effective interest method overdha of the related debt issuance. The
amortization expense is included in interest expamsthe consolidated statements of operationsmdrtezed costs related to exchanged debt
is transferred from other assets to additional{raichpital on the consolidated balance sheets.

Sock Offering Costs

Expenses incurred in connection with common steskances are recorded as an offset to additioftkirpaapital on the consolidated
balance sheets.

Comprehensive Loss

Comprehensive loss consists of net loss and otiraprehensive loss, which includes foreign curremagslation adjustments and
unrealized gains and losses on certain marketablérisies. For purposes of comprehensive lossaliscés, the Company does not record tax
provisions or benefits for the net changes in fgraiurrency translation adjustment, as the Compaepnds to permanently reinvest
undistributed earnings in its foreign subsidiary.

Foreign Currency Trandation

The functional currency of the Company'’s foreigbsdiary is the local currency. Assets and liaieiitof the foreign subsidiary are re-
measured into U.S. dollars at rates of exchangéétt at the end of the year. Revenue and expeEmseints are re-measured using the
average exchange rates for the period. Net unsgbfiains and losses resulting from foreign curreraryslation are included in other
comprehensive loss, which is a separate comporfietdakholders’ equity. Included in other compresiea loss is a net unrealized gain
related to foreign currency translation of $189,80@ecember 31, 2006, a net unrealized loss tktatéoreign currency translation of
$18,000 at December 31, 2005 and a net unreal&@edrglated to foreign currency translation of $808 at December 31, 2004.

Basic and Diluted Net Loss per Common Share

Basic net loss per share is based upon the weiglveEdge number of common shares outstanding dtivéhgeriod, excluding restricted
stock that has been issued but is not yet vestibuteD net loss per share is based upon the walghterage number of common shares
outstanding during the period plus additional w&sghaverage common equivalent shares outstandmggdihe period when the effect is
dilutive. Common equivalent shares result fromehercise of outstanding stock options (the proceéds
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B. Accounting Policies (Continued)

which are then assumed to have been used to regagrcutstanding stock using the treasury stockaditthe assumed conversion of
convertible notes and the vesting of unvestediotstr shares of common stock. Common equivaleneshzave not been included in the net
loss per share calculations because their effeatddmave been anti-dilutive. Total potential grossnmon equivalent shares consisted of the
following (in thousands, except per share amounts):

At December 31,
2006 2005 2004
Stock Options 14,27¢ 14,66¢ 15,82C
Weightec-average exercise price (per she $ 2644 $ 2284 $ 22.67
Convertible Note: 4,449 8,354 16,454
Weighte-average conversion price (per she $ 2287 $ 19.1€ $ 19.1F
Unvested restricted shar 1,764 1,521 1,399

New Accounting Pronouncements

In February 2007, the Financial Accounting Standd&dard (“FASB”) issued Statement No. 159, “Ther R&ilue Option for Financial
Assets and Financial Liabilities” (“FAS 159”). FAIS9 provides companies with an option to repdecied financial assets and liabilities at
fair value. The objective of FAS 159 is to redboth complexity in accounting for financial instrants and the volatility in earnings caused
by measuring related assets and liabilities diffdye

Generally accepted accounting principles have reduifferent measurement attributes for differ@sgets and liabilities that can create
artificial volatility in earnings. FASB has indieal it believes that FAS 159 helps to mitigate thje of accounting-induced volatility by
enabling companies to report related assets abitities at fair value, which would likely reducke need for companies to comply with
detailed rules for hedge accounting.

FAS 159 also establishes presentation and diseasguirements designed to facilitate compariseteden companies that choose
different measurement attributes for similar typeassets and liabilities.

For example, FAS 159 requires companies to proadftbtional information that will help investors aather users of financial
statements to more easily understand the effettteofompany’s choice to use fair value on its em®i It also requires entities to display the
fair value of those assets and liabilities for whilbke company has chosen to use fair value oratteedf the balance sheet. FAS 159 does not
eliminate disclosure requirements included in otie@ounting standards, including requirements igeldsures about fair value measurem
included in FASB Statement No. 157, “Fair Value Mig@ments” (“FAS 157"), and FASB Statement No. I@isclosures about Fair Value
of Financial Instruments.”

FAS 159 is effective as of the beginning of a comypgfirst fiscal year beginning after November 2807. Early adoption is permitted
as of the beginning of the previous fiscal yeawfated that the company makes that choice in tls¢ fi20 days of that fiscal year and also
elects to apply the provisions of FAS 157.

In September 2006, FASB issued FAS 157. FAS 15Viges guidance for using fair value to measuretassel liabilities and requires
additional disclosure about the use of fair valleasures, the information used to measure fair yahe the effect fair-value measurements
have on earnings. FAS 157 does not require anyfaewalue measurements. FAS 157 will be effectavethe Company beginning
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B. Accounting Policies (Continued)
January 1, 2008. The Company is currently evalgatie effect of FAS 157 on its consolidated finahstatements.

In June 2006, FASB issued FASB Interpretation N&.“Accounting for Uncertainty in Income Taxes—ateirpretation of FASB
Statement No. 109” (“FIN 48"). FIN 48 clarifies tlagcounting for uncertainty in income taxes recpgdiin an enterprise’s financial
statements in accordance with Statement of FinbAcizounting Standards No. 109, “Accounting fordnte Taxes.” FIN 48 prescribes a
recognition threshold and measurement attributéhf@financial statement recognition and measuréwiem tax position taken or expected to
be taken in a tax return. FIN 48 also provides go@ on derecognition, classification, interest jaewllties, accounting in interim periods,
disclosure, and transition. FIN 48 is effective fiscal years beginning after December 15, 200@ Chmpany is currently evaluating FIN 48
and believes the adoption of FIN 48 will not havaaterial effect on the Company’s consolidatedrfaoial statements.

In May 2005, FASB issued Statement No. 154, “AccmgnChanges and Error Corrections (“FAS 154")."%A54 replaces APB
Opinion No. 20, “Accounting Changes” and Stateniémi3, “Reporting Accounting Changes in Interim Fiogl Statements.” FAS 154
requires retrospective application to prior peridumncial statements of changes in accountinggiple, unless it is impractible to determine
either the period-specific effects or the cumukatffect of the change. The Company adopted FAS&Hhning on January 1, 2006. Its
adoption did not have a material effect on the Camyfs consolidated financial statements.

In November 2005, FASB issued a FASB Staff Posif&i$P"”) on FAS 115-1 and FAS 124-1, “The Meaniri@ther-Than-Temporary
Impairment and Its Application to Certain Investrisr{“FSP FAS 115-1"), which provides guidance atatmining when investments in
certain debt and equity securities are considargaired, whether an impairment is other-than-temporand on measuring such impairment
loss. FSP FAS 115-1 also includes accounting cernaithns subsequent to the recognition of an atiean-temporary impairment and
requires certain disclosures about unrealized $ods# have not been recognized as other-than-tempionpairments. FSP FAS 115-1 is
required to be applied to reporting periods begigrafter December 15, 2005. The Company adopteddASP115-1 in the first quarter of
2006. Adoption of FSP FAS 115-1 did not have a nelteffect on the Company’s consolidated finansiatements.

C. Common and Preferred Stock
Sock and Option Plans

At December 31, 2006, the Company had four stodeth@&mployee compensation plans: the 1991 StodkrOptan (the “1991 Plan”),
the 1994 Stock and Option Plan (the “1994 Plai®, 1996 Stock and Option Plan (the “1996 Plan”) twed?006 Stock and Option Plan (the
“2006 Plan,” and together with the 1991 Plan, tB84lLPlan, and the 1996 Plan, collectively, the ¢8tand Option Plans”and one Employe
Stock Purchase Plan (the “ESPP”).

Under the 2006 Plan, the Company may issue resirigtbck and options to its employees, directodscamsultants for services. Stock
options may be granted under the 2006 Plan eitheptons intended to qualify as “incentive stopkians” (“ISOs”) under the Internal
Revenue Code or as non-qualified stock options RQ"). Each option granted under the 2006 Plarahasxercise price equal to the fair
market value of the underlying common stock ondhte of grant. For options issued to current engdgythe date of grant is the date the
option grant is approved by the Company’s Boarbioéctors. For grants to new employees, the datganft is the employee’s first day of
employment. The price per
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C. Common and Preferred Stock (Continued)

share of restricted stock granted to employeeguslgo $0.01, the par value of the Company’s comstock. Vesting of options and
restricted stock generally is ratable over spetifieriods, usually four years, and is determinetheyCompany’s Board of Directors. All
options awarded under the 2006 Plan expire not itiane ten years from the grant date.

Stock options granted under the 1991 Plan, the P3&4 and the 1996 Plan were granted either as ¢8Q€SOs. Under the 1991 Plan,
stock options could only be granted to employerdding officers and directors who were employess) to consultants of the Company
(NQSOs only). Under the 1994 Plan and the 1996, Black rights, which may be (i) ISOs when IntefRavenue Code requirements are |
(i) NQSOs, or (iii) shares of common stock or tpportunity to make a direct purchase of shareoofmon stock, could be granted to
employees (including officers and directors whoeargloyees) and consultants, advisors and non-gepldirectors (NQSOs and stock
awards only). Under the 1991 Plan and the 1994, PEDs could only be granted at a price not leas the fair market value of the common
stock on the date of the grant, and NQSOs coulgtéeted at an exercise price established by thedBufeDirectors, which could have been
less than, equal to or greater than the fair vafithe common stock on the date of the grant. Stmtions granted under the 1996 Plan could
not have been granted at a price less than thentaiket value of the common stock on the date afigiVesting is ratable over specified
periods for all plans, is generally four or fiveays, and was determined by the Board of Direct®®s granted under the 1991 Plan, the 1994
Plan and the 1996 Plan must expire not more thagdars from the date of grant.

The ESPP permits eligible employees to enroll twelve-month offering period comprising two sixenth purchase periods. Participi
may purchase shares of the Company’s common dtuciygh payroll deductions, at a price equal to 8% e fair market value of the
common stock on the first day of the applicablelanonth offering period, or the last day of thmplicable six-month purchase period,
whichever is lower. Purchase dates under the ESBW on or about May 14 and November 14 of each yea

The Company reserved an aggregate of 8,000,0068ssbiader the 1991 Plan and 1994 Plan. The Comeaeyved 22,000,000 shares
under the 1996 Plan and 7,302,380 shares und@08&Plan. At December 31, 2006, the Company hptbapnately 14,279,000 stock
options outstanding and approximately 1,764,008tantling and unvested restricted shares. At Dece®ih006, the Company had
approximately 5,807,000 shares of common stocKataifor grants under the 2006 Plan, and no shages available for grants under the
1991 Plan, the 1994 Plan or the 1996 Plan. As aEbwer 31, 2006, approximately 507,000 shares rexdaivailable for future purchases
under the ESPP and approximately 179,000 sharesmecdhavailable for grant under the 401(k) Plan.

Rights

Each Vertex shareholder also holds one share pseafight (a “Right”) for each share of common stoekned. Each Right entitles the
holder to purchase from the Company one half oftfmmedredth of a share of Series A junior participgfpreferred stock, $0.01 par value |
“Junior Preferred Shares”), of the Company at eepof $135 per one half of one-hundredth of a JuRieferred Share, subject to adjustment
(the “Purchase Price”). The Rights are not exebbésantil after the acquisition by a person or grad 15% or more of the outstanding
common stock (an “Acquiring Person”), or after stlouncement of an intention to make or the comamapat of a tender offer or exchange
offer, the consummation of which would result ie theneficial ownership by a person or group of % ore of the outstanding common
stock (the earlier of such dates being called Distfibution Date”). Until the
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C. Common and Preferred Stock (Continued)

Distribution Date (or earlier redemption or expimatof the Rights), the Rights will be traded wieimd only with, the common stock. Until a
Right is exercised, the Right will not entitle thelder thereof to any rights as a stockholder.

If any person or group becomes an Acquiring Persaah holder of a Right, other than Rights beradficbwned by the Acquiring
Person, will thereafter have the right to receiperuexercise and payment of the Purchase Pricatmaber of shares of common stock
having a market value of two times the PurchaseeRmnd, if the Company is acquired in a businesshamation transaction or 50% or more
of its assets are sold, each holder of a Rightthélteafter have the right to receive upon exem@mkepayment of the Purchase Price that
number of shares of common stock of the acquirorgany that at the time of the transaction willdvavmarket value of two times the
Purchase Price.

At any time after any person becomes an acquirarggn and prior to the acquisition by such persagraup of 50% or more of the
outstanding common stock, the Board of DirectorthefCompany may cause the Rights (other than Rimhihed by such person or group
be exchanged, in whole or in part, for common stckunior Preferred Shares, at an exchange rateeo$hare of common stock per Righ
one half of one-hundredth of a Junior Preferred&par Right.

At any time prior to the acquisition by a persorgmup of beneficial ownership of 15% or more af thutstanding common stock, the
Board of Directors of the Company may redeem tlghRiat a price of $0.01 per Right.

The Rights have certain anti-takeover effectshat they will cause substantial dilution to a parso group that attempts to acquire a
significant interest in Vertex on terms not appibg the Board of Directors.

D. Stock-based Compensation
For the twelve months ended December 31, 2006

On January 1, 2006, Vertex adopted FAS 123(R) gusia modified prospective method, pursuant to vttie Company applies the
provisions of FAS 123(R) to its consolidated finahstatements on a going-forward basis. The medifirospective transition method
requires the application of the accounting standardf January 1, 2006, the first day of VerteXd8@fiscal year. Prior periods have not been
restated. FAS 123(R) requires companies to recegstiare-based payments to employees as compensgpiense using the “fair value”
method. Under the fair value recognition provisiof§AS 123(R), stock-based compensation cost, nredsat the grant date based on the
fair value of the award, is recognized as expeatably over the service period, which generallhesvesting period of the award. The fair
value of stock options and shares purchased purtméime ESPP is calculated using the Black- Sehedduation model. The fair value of
restricted stock is based on intrinsic value ondiite of grant. The expense recognized over thecegperiod includes an estimate of awards
that will be forfeited. Prior to adoption of FAS3(R), Vertex recorded the impact of forfeituregestricted stock as they occurred. In
connection with the adoption of FAS 123(R) durifi®@, Vertex recorded a $1.0 million benefit frore tumulative effect of changing from
recording forfeitures related to restricted stoslaals as they occurred to estimating forfeitureinguthe service period.

Stock-based compensation expense recognized d20B@jincludes: (a) stock option and restrictedistaards granted after
December 31, 2005, based on the grant-date faieyahd ESPP awards with the offering periods coneing May 15, 2006 and
November 15, 2006, in accordance with the provisioihFAS 123(R); (b) stock option and restricteatktawards granted prior to but not"
vested as of
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December 31, 2005, based on the grant-date faievedtimated in accordance with the provisionsA® E23; and (c) ESPP awards with
offering periods commencing May 15, 2005 and Novenilb, 2005, based on the grant-date fair valimattd in accordance with the
provisions of FAS 123. Stock-based compensatiores@ recognized during the year ended Decemb@088, reflects estimated forfeitures
of awards.

The estimated fair value of Vertex’s stock-basedrals, less estimated forfeitures, is amortized matable basis over the awards’
service periods. No equity compensation cost wpialzed during the year ended December 31, 2006.

The effect of recording stock-based compensati@0b6 was as follows (in thousands):

Year Ended
December 31, 200!

Stocl-based compensation expense by type of av

Stock option: $29,80¢

Restricted share 7,065

ESPP 2,268
Total stock-based compensation expense $39,13i
Effect of stocl-based compensation expense on income by line

Research and development expet $32,00z

Sales, general and administrative expenses 7,135
Total stock-based compensation expense $39,137
Cumulative effect of a change in accounting pritesipFAS 123(R) (1,046)
Net stocl-based compensation expense included in net loss $38,091

As a result of the adoption of FAS 123(R) the Conyf=t

* net loss before cumulative effect of a change aoanting principle for 2006 is greater by $31.3liwi;

» net loss for 2006 is greater by $30.3 million;

 basic and diluted net loss per share for 2006datgr by $0.28 before cumulative effect of a changecounting principle; and

* basic diluted net loss per share for 2006 is grdnt&0.27.

Sock Options

All options granted during 2006, 2005 and 2004 wgemted with exercise prices equal to the fairkewalue of the Company’s
common stock on the date of grant and the optiadsweighted average grant date fair values, medsuréhe grant date, of $20.08, $7.11
and $5.00, respectively.

In accordance with FAS 123(R), the Company recostedk-based compensation expense of $29.8 mili@®06 related to stock
options. As of December 31, 2006, there was $51llbmof total unrecognized compensation cost, ofegstimated forfeitures, related to
unvested options granted under the Stock and Optims. That cost is expected to be recognizedawarighted-average period of
2.59 years.
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The Company uses the Black-Scholes valuation ntodedtimate the fair value of stock options atghemt date. The Black-Scholes
valuation model uses the option exercise priceebasg estimates and assumptions related to theceeg price volatility of the Company’s
stock, the period during which the options willdgstanding, the rate of return on risk-free innesits, and the expected dividend yield for
the Company’s stock to estimate the fair value stiogk option on the grant date. The Company vegilas estimates and assumptions
through consultations with independent third partiaving relevant expertise.

The fair value of each option granted under thelStmd Option Plans during 2006 was estimated eml#ite of grant using the Black-
Scholes option pricing model with the following \ghted average assumptions:

2006
Expected stock price volatility 57.1(%
Risk-free interest rat 4.74%
Expected tern 5.64 year

Expected annual divident —

The weighted-average valuation assumptions weerméaied as follows:

» Expected stock price volatility :  In 2006, the Company changed its method ofreding expected volatility from relying exclusively
on historical volatility to relying exclusively dmplied volatility. Options to purchase the Comparstock with remaining terms of
greater than one year are regularly traded in thket. Expected stock price volatility is calcuthtesing the trailing one month
average of daily implied volatilities prior to gtasfate.

* Risk-freeinterestrate: The Company bases the risk-free interest nathe interest rate payable on U.S. Treasury séesiin effect
at the time of grant for a period that is commeatwith the assumed expected option term.

» Expected termof options: The expected term of options represents thieghef time options are expected to be outstandiing.
Company uses historical data to estimate employeeise and post-vest termination behavior. The @amyg believes that all groups
of employees exhibit similar exercise and post-t@shination behavior and therefore does not $gratnployees into multiple groups
in determining the expected term of options.

» Expected annual dividends: The estimate for annual dividends is $0.00abse the Company has not historically paid, and doé
intend for the foreseeable future to pay, a divitlen
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The following table summarizes information relatedhe outstanding and vested options during 2006:

Weighted-
Weighted- Average
Stock Average Remaining Aggregate
Options Exercise Price Contractual Life  Intrinsic Value
(In thousands) (In years) (In thousands)
Outstanding at December 31, 2( 14,66¢ $22.84
Granted 3,20¢ 35.4¢
Exercisec (2,96¢) 15.65
Forfeited (345) 17.7¢
Expired (282) 65.93
Outstanding at December 31, 2006 14,27¢ $26.44 6.09 $209,721
Exercisable at December 31, 2006 9,48¢€ $27.0z2 4.90 $151,007
Total exercisable or expected ]
to vest 13,671 $26.37 5.97 $204,00¢

The aggregate intrinsic value in the table abopeasents the total pre-tax amount, net of exeqmigee, which would have been received
by option holders if all option holders had exeedisll options with an exercise price lower thammniarket price on December 29, 2006 (the
last trading day of 2006), based on the averagleeohigh and low price of the Company’s commonlstaic$37.51 on that date.

The total intrinsic value (the amount by which taig market value exceeded the exercise pricejaafksoptions exercised during 2006,
2005 and 2004 was $63.4 million, $18.4 million &2d3 million, respectively. The total cash receifi@in employees as a result of emplo
stock option exercises during 2006, 2005 and 208 $46.5 million, $28.3 million and $5.2 milliorspectively.

The Company settles employee stock option exereigbsnewly issued common shares.

Restricted Stock

The Company recorded stock-based compensation ssmémpproximately $7.1 million, $4.4 million afidl.7 million for 2006, 2005
and 2004, respectively, related to restricted shawmstanding during those periods.

As of December 31, 2006, there was $18.6 milliototd] unrecognized stock-based compensation egpees of estimated forfeitures,
related to unvested restricted stock granted uthdeStock and Option Plans. That cost is expectd recognized over a weighted-average
period of 2.53 years.
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The following table summarizes the restricted stactvity of the Company during 2006:

Restricted Weighted-Average
Stock Grant Date Fair Value
(Shares in thousands (per Share)
Outstanding and unvested at December 31, : 1,521 $11.02
Granted 592 35.4€
Vested (266) 11.82
Cancelled (83) 18.9¢
Outstanding and unvested at December 31, 2006 1,764 $18.7:

The total fair value of the shares vesting durig& 2005 and 2004 (measured on the date of vgstiag $9.9 million, $4.7 million and
$0.3 million, respectively.

Employee Sock Purchase Plan

The stock-based compensation expense related #©SR€ for 2006 is $2.3 million. As of December 3106, there was $1.3 million of
total unrecognized compensation expense, net iohatstd forfeitures, related to ESPP shares. Thattis@xpected to be recognized during
2007.

During 2006, the following shares were issued tplegrees under the ESPP (shares in thousands):

Year Ended
December 31, 200!
Number of share 335
Average price pai $17.5¢

The weighted average fair value of each purchage granted during 2006, 2005 and 2004 was $ 13®42 and $5.34, respectively.
The following table reflects the weighted averagsuaptions used in the Black-Scholes valuation infod®006:

2006
Expected stock price volatility 55.84%
Risk-free interest rat 4.9%%
Expected tern 0.75 year

Expected annual divident —

The expected stock price volatility for ESPP offigs beginning before the fourth quarter of 20Qaised on historical volatility, while
the volatility for offerings beginning in the fotrguarter of 2005 and the second quarter of 200&ssd on implied volatility. The expected
term represents purchases and purchase periodsltkgtlace within the offering period. The Compéaages the risk-free interest rate on the
interest rate payable on U.S. Treasury securtiesfect at the time of grant for a period thatagsnmensurate with the assumed expected
The expected annual dividends estimate is $0.0fuse the Company has not historically paid, ars diot for the foreseeable future intend
to pay, a dividend.

For Periods Prior to the Adoption of FAS 123(R)

In accordance with FAS 148, for periods prior taukry 1, 2006, the Company adopted the disclosniyegrovisions of FAS 123 and
also applied APB 25 and related interpretatiorscicounting
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for all stock awards granted to employees. UndeB 2B, provided that other criteria were met, wham exercise price of stock options
granted to employees equaled the market priceeofdimmon stock on the date of the grant, no congtie@msexpense was recognized.
Additionally, under APB 25, the Company was notuieed to record compensation expense for the dagptions or shares issued under the
ESPP. Accordingly, no expense related to optiorlS3PP shares was recorded prior to January 1, 22066pt for $0.2 million in stock-based
compensation expense in 2005 related to the aeti@lerof options in accordance with one executigegerance agreement.

Prior to January 1, 2006, the Company recordekdtased compensation expense related to reststbed awards over the related
vesting period for an amount equal to the diffeesbetween the price per share of restricted s&stked and the fair value of the Company’s
common stock at the date of grant or issuancer Rridanuary 1, 2006, the Company recorded foriestof restricted stock as they occurred .

The following table illustrates the effect on n@td and net loss per share for the years endedibece1, 2005 and 2004 if the fair
value recognition provisions of FAS 123 had begpliad to the Company’s stock-based employee congtiemsin such periods. Employee
stock-based compensation expense was amortizedtoaight-line basis, because the Company’s valnaif options subject to FAS 123
assumed a single weighted-average expected tereafbr award. Included in employee stock-based cosapien expense for the year ended
December 31, 2005 is expense related to the matiit of certain stock awards in accordance witbfiicer’'s severance agreement.

Year Ended December 31
2005 2004
(In thousands, except pe
share data)

Net loss attributable to common stockholders, pented $(203,417) $(166,24))
Add: Employee stoc-based compensation expense included in net losef teex 4,632 1,661
Deduct: Total stock-based employee compensatioaresgodetermined under the

fair value based method for all awards, net of (38,217%) (39,504
Pro forma net loss $(237,007) $(204,090
Basic and diluted net loss per common share, astezp $ (228 $ (212
Basic and diluted net loss per common share, prod $ (266 $ (2.60

The weighted average fair value of options grauigihg 2005 and 2004 was $7.11 and $5.00, respdgtiVhe fair value of each stock
option granted during the years ended Decembe2@®15 and 2004 was estimated on the date of gramg thse Black-Scholes option pricing
model with the following weighted-average assumptio

Year Ended December 31

2005 2004
Expected stock price volatility 60.0C% 60.0(%
Risk-free interest rat 3.78% 2.95%
Expected tern 4.20 year 4.00 year

Expected annual divident — —
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The weighted average fair value of purchase righdasted during 2005 and 2004 was $6.42 and $5e3pectively. The fair value of
each ESPP purchase right outstanding during thes wealed December 31, 2005 and 2004 was estimattde alate of subscription using the
Black-Scholes option pricing model with the followgi weighted-average assumptions

Year Ended December 31

2005 2004
Expected stock price volatility 59.0(% 65.00(%
Risk-free interest rat 3.59% 1.35%
Expected tern 0.43 year 0.80 year

Expected annual dividen — —

E. Restructuring

On June 10, 2003, Vertex adopted a plan to restreiits operations to coincide with its increasimgrnal emphasis on advancing drug
candidates through clinical development to comnadimztion. The restructuring was designed to rexibed the Company’s relative
investments in research and development to betfgrast the Company's long-term strategy. The restming plan included a workforce
reduction, writeeffs of certain assets and a decision not to oceygpyoximately 290,000 square feet of specialiabdiatory and office spa
in Cambridge, Massachusetts under lease to Vetiex'Kendall Square Lease”). The Kendall Squareseesommenced in January 2003 and
has a 15-year term. In the second quarter of 2B@5Company revised its assessment of its reakestquirements and decided to use
approximately 120,000 square feet of the facilitipject to the Kendall Square Lease (the “KendallB¢ Facility”) for its operations,
beginning in 2006. The Company is now occupying fhartion of the Kendall Square Facility. The remiaj rentable square footage of the
Kendall Square Facility currently is subleasedhiadtparties.

In accordance with FAS 146, the Companiyiitial estimate of its liability for net ongoirapsts associated with the Kendall Square L
obligation was recorded in the second quarter 6824l fair value. The restructuring expense inclfrem the second quarter of 2003 thro
the end of the first quarter of 2005 (i.e., immeeliaprior to the Company’s decision to use a portof the Kendall Square Facility for its
operations) relates to the estimated incrementadmgoing lease obligations associated with theeeiiendall Square Facility, together with
imputed interest costs relating to the restructuhiability. The restructuring expense incurredtie period beginning in the second quarter of
2005 continues to be estimated in accordance with F46, but relates only to the portion of the dimgy that the Company currently does not
intend to occupy for its operations. The remairiease obligations, which are associated with thidgoof the Kendall Square Facility that
the Company occupies and uses for its operatioageaorded as rental expense in the period indufilee Company reviews its assumptions
and estimates quarterly and updates its estimétbgsdiability as changes in circumstances reguis required by FAS 146, the expense and
liability recorded is calculated using probabilityeighted discounted cash-flows of the Companytisreded ongoing lease obligations,
including contractual rental and build-out comminbtse net of estimated sublease rentals, offseélayed sublease costs.

In estimating the expense and liability under ieniall Square Lease obligation, the Company estiing the costs to be incurred to
satisfy rental and build-out commitments underléase (including operating costs), (ii) the leadetinecessary to sublease the space, (iii) the
projected sublease rental rates, and (iv) theipatied durations of subleases. The Company vaidetestimates and assumptions through
consultations with independent third parties havilgvant expertise. The Company
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E. Restructuring (Continued)

uses a credit-adjusted risk-free rate of approxgat0% to discount the estimated cash flows. Tom@any will review its estimates and
assumptions on at least a quarterly basis, uriteaimination of the Kendall Square Lease, andméke whatever modifications managen
believes necessary, based on the Company’s beghpmt, to reflect any changed circumstances. Thep2oy’s estimates have changed in
the past, and may change in the future, resultirmgdditional adjustments to the estimate of lishiland the effect of any such adjustments
could be material. Because the Company’s estinfateediability includes the application of a discu rate to reflect the time-value of
money, the estimate of the liability will increasgch quarter simply as a result of the passagmef Changes to the Company'’s estimate of
the liability are recorded as additional restruictyirexpense/(credit).

The restructuring accrual of $33.1 million at Debem31, 2006 relates solely to the portion of tlem#all Square Facility that the
Company does not intend to use for its operatimasicludes other lease obligations, recorded gpresent value. The Company classified
$4.7 million of the total amount at December 310&@s short-term, and $28.3 million as long-terire $hort-term portion of the
restructuring liability represents the net amotiet Company expects to pay in 2007.

In 2006, the Company recorded net restructuringese of $3.7 million, which was primarily attribbla to imputed interest and to
build-out costs relating to the restructuring liaipi

Activity with respect to the restructuring liabjlifor 2006 was as follows (in thousands):

Liability
as of
Cash Cash receivec  Additional Charge December 31,
Liability as of Payments  from subleases
December 31, 200! in 2006 in 2006 in 2006 2006
Lease restructuring liability $42,98: $(21,607) $8,047 $3,651 $33,07:

In 2005, the Company recorded net restructuringgesge of $8.1 million. This net expense included @G million credit to the
restructuring liability made when the Company deditb occupy and use a portion of the Kendall Sgj&racility, which was offset by (i) the
estimated incremental net ongoing lease obligai@mssciated with the portion of the Kendall Squaeility that the Company does not
intend to occupy and (ii) imputed interest costatieg to the restructuring liability. The portiarf the $18.2 million additional charge in 2005
that was for incremental lease obligations wagedlto the revision of certain key estimates amsti@ptions about operating costs, including
real estate taxes associated with the portioneoKindall Square Facility that the Company doesmtend to occupy. Activity with respect
to the restructuring liability for 2005 was as &nlls (in thousands):

Credit for
portion of
facility Vertex Liability
as of
Cash receivec decided to Additional Charge  December 31,
Liability as of Cash Payments from subleases occupy in
December 31, 200. in 2005 in 2005 2005 in 2005 2005
Lease restructurin
liability $55,84: $(24,229) $3,234 $(10,01¢) $18,152 $42,98
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E. Restructuring (Continued)

In 2004, the Company recorded $17.6 million of #ddal restructuring expense, which primarily résdifrom the revision of estimates
and assumptions about when subtenants would béfiddrand secured and imputing an interest chéogéhe related restructuring liability.
Activity with respect to the restructuring liabylifor 2004 was as follows (in thousands):

Cash receivec
from sublease, net  Additional
Liability as of Cash Payments  of operating costs ~ Charge in Liability as of
December 31, 200: in 2004 in 2004 2004 December 31, 200:

Lease restructuring and othe
operating lease liabilit $69,52¢€ $(31,550) $293 $17,574 $55,84:

In 2003, the Company recorded restructuring andrattlated expenses of $91.8 million. The $91.8anilincludes $78.7 million of
lease restructuring expense, $6.0 million of legserating expense incurred prior to the decisiartmoccupy the Kendall Square Facility,
$2.6 million for severance and related employeesiteon benefits and $4.5 million for a writéf of leasehold improvements and other as:

The activity related to restructuring and othebility for the twelve months ended December 31,2B80presented below (in thousands):

Charge for the Twelve Non-cash Liability
Months Ended Cash Payments Write-off as of
December 31, 200: in 2003 in 2003 December 31, 200:
Lease restructuring and other operating lease egen $ 84,72¢ $ (15,200 $ — $ 69,52¢
Employee severance, benefits and related 2,61¢ (2,61€) — —
Leasehold improvements and asset impairments 4,482 — (4,482) —
Total (4,482
$ 91,82/ $ (17,816 $ 4,489 $ 69,52¢
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F. Marketable Securities

A summary of cash, cash equivalents and marketaerities is shown below (in thousands):

Gross

Unrealized Gross
Amortized Unrealized
December 31, 200 Cost Gains Losses Fair Value
(Maturities stated are effective maturitit
Cash and cash equivalel
Cash and money market fur $200,05¢ $ — $ —  $200,05¢
Corporate debt securities 13,11¢ 1 4) 13,117
Total cash and cash equivalents $213,17¢ $ 1 $ (4) $21317:
Marketable securitie
Municipal bonds, due after 10 years $ 1,80z $ — $ — $ 180z
U.S. government securitit
Due within 1 yea 18,02¢ 4 (136) 17,89¢
Due after 1 year through 5 years 53,44( 51 (389 53,10z
Total US government securities 71,46¢€ 55 (525) 70,99¢
Corporate debt securitit
Due within 1 yea 409,04+ 169 (240) 408,97:
Due after 1 year through 5 years 67,417 49 (656) 66,81(
Total corporate debt securities 476,46 218 (896) 475,78
Total marketable securities $549,72¢ $273 $(1,421) $548,58:
Total cash, cash equivalents and marketable sissurit $762,90¢ $274 $(1,425) $761,75:
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F. Marketable Securities (Continued)

Gross
Unrealized Gross
Amortized Unrealized
December 31, 200! Cost Gains Losses Fair Value
(Maturities stated are effective maturiti
Cash and cash equivalel
Cash and money market fun $ 73,28¢ $1 $ — $ 73,28¢
Corporate debt securities 4,751 = @ 4,75€
Total cash and cash equivalents $ 78,04¢ $1 $ (1) $ 78,04t
Marketable securitie
Municipal bonds, due after 10 ye: $ 8,37C $— $ — $ 837C
US government securitie
Due within 1 yea 23,27¢ — (205) 23,07(
Due after 1 year through 5 years 41,65¢ _ 5 (702 40,961
Total US government securities 64,93¢ _5 (907) 64,031
Corporate debt securiti
Due within 1 yea 184,841 10 (753) 184,09¢
Due after 1 year through 5 ye: 72,622 5 (1,212) 71,41¢
Due after 5 years through 10 years 1,55¢ = (2) 1,551
Total corporate debt securities 259,01¢ _15 (1,967) 257,06¢
Total marketable securities $332,31¢ $20 $(2,874) $329,46"
Total cash, cash equivalents and marketable sisurit $410,36¢ $21 $(2,875) $407,51(

The Company has marketable securities of $491 llomind $283.1 million classified as current asset the consolidated balance
sheets as of December 31, 2006 and 2005, respgctivel $57.1 million and $46.4 million classifiad long term-assets on the consolidated
balance sheets as of December 31, 2006 and 2@p®Ratévely.
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F. Marketable Securities (Continued)

The Company reviews investments in marketable g@sufor other-thartemporary impairment whenever the fair value ofrarestmen
is less than amortized cost and evidence indidhtgsan investment’s carrying amount is not recabler within a reasonable period of time.
To determine whether an impairment is other-thanptrary, the Company considers whether it hasbiigéyaand intent to hold the
investment until a market price recovery and cagrsidvhether the evidence indicating the cost ofriliestment is recoverable outweighs
evidence to the contrary. Evidence consideredimassessment includes reasons for the impairmemipliance with the Company’s
investment policy, the severity and the duratiothefimpairment and changes in value subsequemaoend. The following table
summarizes the fair value and gross unrealizeeé$osdated to marketable securities, aggregataavegtment category and length of time
that individual securities have been in a contirmuonrealized loss position as of December 31 hgnsands):

2006
Less than 12 monthg 12 months or more Total
Gross
Unrealized Gross Gross
Unrealized Unrealized
Fair Value Loss Fair Value Loss Fair Value Loss
U.S. government securities  $19,60¢ $ 56) $ 34,165 $ (469 $ 53,77z $ (525
Corporate debt securities 56,563 (95) 67,517 (805)  124,08( (900)
Total $76,17:  $(151) $101,68( $(1,274) $177,85. $(1,425)
2005
Less than 12 months 12 months or more Total
Gross
Unrealized Gross Gross
Unrealized Unrealized
Fair Value Loss Fair Value Loss Fair Value Loss
U.S. government securities $ 20,68( $(180) $ 40,91¢ $ (727) $ 61,59¢ $ (907)
Corporate debt securities 151,521 (710) 94,573 (1,258) 246,094 (1,968)
Total $172,200  $(890y $13548¢ $(1,985 $307,69C $(2,875

The Company owned 164 available-for-sale marketsdtarrities at December 31, 2006. Of these 164 itiesithere were 10decuritie:
with losses.
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F. Marketable Securities (Continued)

Unrealized losses in the portfolio relate to vasiol@bt securities including U.S. government seiestit).S. government-sponsored
enterprise securities, corporate debt securitidsaaset-backed securities. For these securitiesirttealized losses are primarily due to
increases in interest rates. The investments hetddbbCompany are high investment grade and there no adverse credit events. Because
the Company has the ability and intent to hold éliesestments until a recovery of fair value, whichy be maturity, the Company does not
consider these investments to be other-than-tempoimpaired as of December 31, 2006 and 2005.

Gross realized gains and losses for 2006 were@40d $88,000 respectively. Gross realized gaiddasses for 2005 were $15,000
and $75,000, respectively. Gross realized gaindasss for 2004 were $628,000 and $205,000, réspkc
G. Restricted Cash

At December 31, 2006 and 2005, the Company held3$80lion and $41.5 million respectively, in résted cash. At December 31,
2006 and 2005 the balance was held in depositaeittain banks predominantly to collateralize candal stand-by letters of credit in the
names of the Company’s landlords pursuant to cedpérating lease agreements.

H. Property and Equipment

Property and equipment consist of the followin@atember 31 (in thousands):

2006 2005
Furniture and equipment $ 97,63t $ 98,38
Leasehold improvemen 74,87 66,31¢
Computers 19,73¢ 18,971
Software 21,27¢ 18,68:
Total property and equipment, gross 213,52( 202,35¢
Less accumulated depreciation and amortization 151,98t 147,82¢
Total property and equipment, net $ 61,53t $ 54,53¢

Depreciation and amortization expense for the yeaded December 31, 2006, 2005 and 2004 was $2Highp26.3 million and
$28.4 million, respectively.

In 2006 and 2005, the Company wrote off certaireiasthat were fully depreciated and no longeragdi There was no effect on the
Company’s net property and equipment. Additionaty, Company wrote off or sold certain assetswlee not fully depreciated. The net
loss on disposal of those assets was $10,000 @, 2B44,000 for 2005 and $43,000 for 2004.

I. Altus Investment

Altus Pharmaceuticals, Inc. (“Altus”) completediaitial public offering in January 2006. As of taempletion of the offering, Vertex
owned 817,749 shares of common stock and warramsrchase 1,962,494 shares of common stock (thas'’AVarrants”). In addition, the
Company, as of the completion
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I. Altus Investment (Continued)

of the offering, held 450,000 shares of redeempi@éerred stock, which are not convertible into aoon stock and which are redeemable for
$10.00 per share plus annual dividends of $0.5GIpare, which have been accruing since the reddemedferred stock was issued in 1999,
at Vertex’s option on or after December 31, 20X(yyoAltus at any time. The Company was restri¢tech trading Altus securities for a
period of six months following the initial publidfering.

When the Altus securities trading restrictions exgj the Company sold the 817,749 shares of Altasncon stock for approximately
$11.7 million, resulting in a realized gain of apgmately $7.7 million in August 2006. Additionallyhen the restrictions expired, the
Company began accounting for the Altus Warrandegivative instruments under the Financial Accauptstandards Board Statement
No. FAS 133“Accounting for Derivative Instruments and Hedgifxgtivities” (“FAS 133"). In accordance with FAS 13® the third quarter
of 2006, the Company recorded the Altus Warrantdsoconsolidated balance sheet at a fair marketevaf $19.1 million and recorded an
unrealized gain on the fair market value of theudVarrants of $4.3 million. In the fourth quard€i2006 the Company sold the Altus
Warrants for approximately $18.3 million, resultiimga realized loss of $0.7 million. As a resultloé Company’s sales of Altus common
stock and Altus Warrrants in 2006, the Company neet a realized gain on a sale of investment ofZdfillion.

In accordance with the Company’s policy, as outlimeNote B, “Accounting Policies,” the Company @ssed its investment in Altus,
which it accounts for using the cost method, antdrde@ined that there had not been any adjustmertettair values of that investment that
would require the Company to write down the invesitrbasis of the asset, in 2005 and 2006. The Coygaost basis carrying value in its
outstanding equity and warrants of Altus was $18illon at December 31, 2005.

J. Accrued Expenses and Other Current Liabilities

Accrued expenses and other current liabilities it the following at December 31 (in thousands):

2006 2005
Research and development contract costs $57,761 $20,09¢
Payroll and benefit 25,115 15,832
Professional fee 3,848 4,816
Other 4,635 1,315
Total $91,35¢ $42,061

K. Commitments

The Company leases its facilities and certain eqgaift under non-cancelable operating leases. Theg@uwyis leases have terms throt
April 2018. The term of the Kendall Square LeasgdpeJanuary 1, 2003 and lease payments commendéali?003. The Company had an
obligation under the Kendall Square Lease, stalgedigh 2006, to build-out the space into finishedabratory and office space. This lease
will expire in 2018, and the Company has the optmaxtend the term for two consecutive terms pfytears each, ultimately expiring in
2038. The Company occupies and uses for its opasatipproximately 120,000 square feet of the Kéigtplare Facility. The Company has
sublease arrangements in place for the remainimglke square footage of the Kendall Square Fagilitth initial terms that expires in
April 2011 and August 2012 . See Note E, “Restmiagi for further information.
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K. Commitments (Continued)

At December 31, 2006, future minimum commitmentdarrfacility operating leases with non-cancelablents of more than one year
(including commitments under the Kendall Squareskgare as follows (in thousands):

Kendall Square Sublease income fo Other Operating Total Operating
Kendall Square

Year Lease Facility Leases Leases
2007 $ 22,71¢ $ (8,156 $17,29( $ 31,852
2008 23,621 (8,156) 16,63¢€ 32,10¢
2009 23,68z (8,156) 12,34& 27,87z
2010 23,74¢ (8,156) 11,307 26,89¢
2011 23,81¢ (4,466) 684 20,034
Thereafter 171,235 (1,747) 246 169,73¢
Total minimum

lease paymen: $288,82: $ (38,831) $58,51( $308,49¢

Rental expense for 2006 was $26.7 million, whidiuded $9.5 million related to the Kendall Squaaeifty. Rental expense for 2005
was $20.4 million, which included $4.7 million rigdd to the space in the Kendall Square Facility e Company occupied in 2006 in the
Kendall Square Facility. For 2004, rental expenamarily related to facilities, excluding the Kerldaquare Facility, was $16.3 million.

The Company has future contractual commitment®imection with its research and development progr&or 2007 and 2008 the
amount committed under these contracts is $ 1.lomiand $ 0.6 million , respectively.

L. Convertible Subordinated Notes

On February 13, 2004, the Company issued approglyn@L53.1 million in aggregate principal amounbof5% Convertible Senior
Subordinated Notes due in February 2011 (the “Falgra011 Notes”) in exchange for an equal princgrabunt of its outstanding 5%
Convertible Subordinated Notes due in September 20@ “2007 Notes”). On September 17, 2004, them@any issued approximately
$79.3 million in aggregate principal amount of 34 &onvertible Senior Subordinated Notes due in f@atyr2011 (the “September 2011
Notes”) in exchange for an equal principal amount o2i@®7 Notes. The terms of the September 2011 Nw&&lentical to those of the
February 2011 Notes (the February 2011 Notes an@éptember 2011 Notes are referred to togethibed2011 Notes”).

The 2011 Notes are convertible, at the option efttblder, into common stock at a price equal to$4¢er share, subject to adjustment
under certain circumstances. The 2011 Notes bé&znest at the rate of 5.75% per annum, and the @oynis required to make semi-annual
interest payments on the outstanding principalizaaof the 2011 Notes on February 15 and Augusif £ach year. On or after February 15,
2007, the Company may redeem the 2011 Notes aleangtion price equal to the principal amount plesraed and unpaid interest, if any.
The deferred issuance costs associated with tharise of the 2011 Notes, which are classified mg-term other assets, were approximately
$3.0 million for the February 2011 Notes and $1iBion for the September 2011 Notes.

The 2007 Notes are convertible, at the option efttblder, into common stock at a price equal ta#®per share, subject to adjustment
under certain circumstances. The 2007 Notes b&srest at the rate of 5% per annum, and the Comiganreguired to make semi-annual
interest payments on the outstanding principalizaaof the 2007 Notes on March 19 and Septembef &8ch year. The 2007 Notes are
redeemable by the Company at any time at speeifiemption prices if the closing price of the
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L. Convertible Subordinated Notes (Continued)

Company’s common stock exceeds 120% of the cororepsice for at least 20 trading days within a pgrof 30 consecutive trading days.
The deferred issuance costs associated with thaalisale of the 2007 Notes were $9.3 million.Raxt in full of the outstanding principal
and accrued interest on these 2007 Notes is dBeptember 2007.

As a result of the 2004 exchanges of the 2007 Note2011 Notes, the Company recorded a chardeeimmount of $2.5 million on the
retirement in February 2004 of $153.1 million irgeegate principal amount of the 2007 Notes, anldaage in the amount of $1.0 million on
the retirement in September 2004 of $79.3 millimaggregate principal amount of the 2007 Notess@&darges represent that portion of the
unamortized deferred issuance costs applicableetamount of 2007 Notes retired.

In September 2005, the Company exchanged approaiyr&ab million shares of newly issued common stimclapproximately
$40.5 million in aggregate principal amount of tleertstanding 2007 Notes, plus accrued interest fesult of the exchange, the Company
incurred a non-cash charge of $36.3 million in 2004s charge is related to the incremental shisseged in the transaction over the number
that would have been issued upon conversion c280& Notes under their original terms, at the aagiconversion price of $92.26.

In the fourth quarter of 2005, the Company exchdrayproximately 8.1 million shares of newly isseedhmon stock for approximately
$114.5 million in aggregate principal amount ofrtlmitstanding 2011 Notes, plus accrued interest #esult of the exchange, the Company
incurred a non-cash charge of $11.9 million in 200s charge is related to the incremental shiaseged in the transaction over the number
that would have been issued upon conversion c2@id Notes under their original terms, at the oafjconversion price of $14.94.

In the third quarter of 2006, the Company excharaggatoximately 4.1 million shares of newly issuedhenon stock for approximately
$58.3 million in aggregate principal amount of tleertstanding 2011 Notes plus accrued interest. vesalt of this exchange, the Company
incurred a non-cash charge of $5.2 million in 2006is charge is related to the incremental shassed in the transaction over the number
that would have been issued upon the conversitimec2011 Notes under their original terms, at thigimal conversion price of $14.94.

The following items related to the 2005 and 2006haxges were recorded as an offset to additionedipaapital on the consolidated
balance sheets: accrued interest, remaining unamdissuance costs of the exchanged notes arghigsosts of the common stock.

For the year ended December 31, 2006, $0.5 milias amortized to interest expense for the issuansts of the remaining 2007 Notes
and the 2011 Notes. For the year ended Decemb@085, $1.0 million was amortized to interest exgeefor the issuance costs of the
remaining 2007 Notes and the 2011 Notes. For the geded December 31, 2004, $1.3 million was ameitto interest expense for the
issuance costs of the 2007 Notes and the 2011 Notes

At December 31, 2006, there was approximately $#8liion in aggregate principal amount of the 2003tes and approximately $59.6
million in aggregate principal amount of the 2014té& outstanding. At December 31, 2006, the 200@dNand the 2011 Notes had fair
values of $ 41.3 million and $ 150.1 million, pestively, as obtained from a quoted market source.

In February 2007, the Company announced that itradeem the 2011 notes on March 5, 2007. If tHddre of the 2011 Notes all elect
to convert their 2011 Notes into common stock atdbnversion price of $14.94 per share, the Compalhpe required to issue
approximately 4.0 million shares of the
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Company’s common stock in full satisfaction of 261 Notes. If the holders of the 2011 Notes doetext to convert their 2011 Notes into
common stock, the Company will be required to redése 2011 Notes at a redemption price of $1,008ek%1,000 principal amount, whi
includes principal and unpaid interest that wikae through the redemption date.

M. Equity Offering

In September 2006, the Company completed a pufiécing of 10,000,000 shares of common stock, idiclg the underwriters’ over-
allotment of 900,000 shares, at a price of $33@0share. This transaction resulted in net procegdpproximately $313.7 million to the
Company.

In June 2005, the Company completed a public affeof 13,512,500 shares of common stock, inclutlegunderwriters’ over-
allotment of 1,762,500 shares, at a price of $1pd0share. This transaction resulted in net pageé approximately $165.4 million to the
Company.

N. Income Taxes

For the years ended December 31, 2006, 2005 art] #8e is no provision for income taxes includethe consolidated statements of
operations.

The Company’s federal statutory income tax rate2fi36, 2005, and 2004 was 34%. The Company hasr@ttlosses from operations
but has not recorded an income tax benefit for 20065 and 2004, as the Company has recorded atiaiwallowance against its net
operating losses and other net deferred tax adgett uncertainties related to the realizabilityhese tax assets.

The difference between the Company’s “expected’ptawision (benefit), as computed by applying th& Uederal corporate tax rate of
34% to (loss) before provision for income taxes] aatual tax is reconciled as follows (in thousands

2006 2005 2004
Loss before provision for income taxes $(206,89]) $(203,41%) $(166,247)
Expected tax benefit at 34 $ (70,347 $ (69,162) $ (56,529
State taxes, net of federal ben (12,972) (12,759 (10,424
Unbenefited operating loss 81,59z 64,262 66,98:
Non-deductible expense 1,817 17,45(C 40
Other (95) 204 (75)
Income tax provision $ —  $ — % —

For federal income tax purposes, as of Decembe2®16, the Company has net operating loss carrgiatsvof approximately $1,257.2
million, and $29.7 million of tax credits, which snhe used to offset future federal income and itbillty, respectively. For state income tax
purposes, the Company has net operating loss oangfds of approximately $826.5 million, and $1Bilion of tax credits, which may be
used to offset future state income and tax lighiliéspectively. These operating loss carryforwdelgan to expire in 2005, and the tax credit
carryforwards began to expire in 2004. After coasidion of all the evidence, both positive and tiggamanagement has established a
valuation allowance for the full amount of the 2088 deferred tax asset since it is more likelythat that the net deferred tax asset will not
be realized.
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N. Income Taxes (Continued)

Deferred tax assets and liabilities are determbesd on the difference between financial statemrshtax bases using enacted tax
in effect for the year in which the differences arpected to reverse. The components of the deféares at December 31 were as follow:
thousands):

2006 2005
Deferred Tax Asset:
Net operating los $ 352,01« $ 278,76¢
Tax credit carryforward 39,981 27,942
Property, plant and equipme 16,13( 14,95t
Deferred revenu 343 596
Stocl-based compensatic 15,761 243
Capitalized research and developnr 15,591 21,471
Accrued expenses and other 12,58( 15,02z
Gross Deferred Tax Assets 452,40( 358,99
Valuation Allowance (441,347 (347,936
Total Deferred Tax Assets 11,05¢ 11,05¢
Deferred Tax Liabilities
Gain on Investment (11,05¢) (11,059)
Net Deferred Tax Assets/(Liabilitie $ — % —

As discussed in Note D “Stock-based Compensatibie, Company adopted FAS 123(R) effective Janua?pQ6 for stock-based
compensation plans. Generally, tax return dedustéwa allowable on such arrangements, but, mag eridifferent amounts and periods fr
when compensation costs are recognized in thediabstatements. Pursuant to FAS 123(R), if therédnrn deduction for an award exceeds
the cumulative compensation expense recognizdtkifinancial statements, any excess tax benefit lIshaecognized as additional paid-in
capital when the deduction reduces income tax gay®&bior to adoption, the Company recognized defetax assets, along with an offset
valuation allowance, for net operating loss camyfards that included deductions for excess tax fitsrfeom stock-based compensation. On
adoption, the Company has chosen to derecogniziefieered tax asset for these excess tax deductitie net operating loss carryforwards,
along with the offsetting valuation allowance, ading the prior year footnote information accordyng he net tax amount of the unrealized
excess tax benefits as of December 31, 2006, mgetancluded and disclosed as a deferred tax assgiproximately $111.7 million. The
gross amount of this excess tax deduction in theperating loss carryforward is approximately $28dillion.

The valuation allowance increased by $93.4 mildloning 2006 due primarily to the increase in netraing losses from operations and
tax credits.

Ownership changes, as defined by Internal Revemge Gnay limit the amount of net operating lossesrasearch and experimentation
credit carryforwards that can be utilized annusdlypffset future taxable income and taxes payable.
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0. Significant Revenue Arrangements

The Company has formed strategic collaborationk plitarmaceutical companies and other organizatiotie areas of drug discovery,
development, and commercialization. Research, dpuent and commercialization agreements provid€trapany with financial support
and other valuable resources for its research progy for the development of clinical drug candidassd for the marketing and sales of
products.

Collaborative Research, Devel opment and Commer cialization Agreements

In the Company’s collaborative research, develograad commercialization programs the Company seellscover, develop and
commercialize pharmaceutical products in conjumctigth and supported by the Company'’s collaborai@ddlaborative research and
development arrangements may provide researchrfgraier an initial contract period with renewal aadnination options that vary by
agreement. The agreements may also include nondelile, up-front license fees as well as milesfzmgments based on the achievement of
a pre-agreed objective or the occurrence of a dasig event. The agreements may also contain gewvelat expense reimbursement
provisions, royalty rights or profit sharing rightsxd manufacturing options. The Company has esiate significant research and
development collaborations under terms that vamgnfagreement to agreement.

Janssen Pharmaceutica, N.V.

In June 2006, the Company entered into a collalmoraigreement with Janssen for the developmentufaature and commercialization
of telaprevir, the Company’s investigative HCV mase inhibitor. Under the agreement, Janssen hesdtp be responsible for 50% of the
drug development costs incurred under the develappregram for the parties’ territories (North Anverfor the Company, and the rest of
the world, other than the Far East, for Janssethhas exclusive rights to commercialize telapravits territories including Europe, South
America, the Middle East, Africa and Australia. sen made a $165 million up-front license paymeitié Company in July 2006. Janssen
has agreed to make additional contingent milespayenents, which could total up to $380 millionafaprevir is successfully developed,
approved and launched. The agreement also prothidgSompany with royalties on any sales of telajpievhe Janssen territories, with a
tiered royalty averaging in the mid-20% range, agmentage of net sales in the Janssen territaidgending upon successful
commercialization of telaprevir. Each of the partigll be responsible for drug supply in their restive territories. However, the agreement
provides for the purchase by Janssen from the Coynplamaterials required for Janssen’s manufaafitbe active pharmaceutical
ingredient. In addition, Janssen will be respomsfbt certain third-party royalties on net salegsrterritories. Janssen may terminate the
agreement without cause at any time upon six montitge to the Company.

During 2006, the Company recognized $68.0 milliomdvenue under the Janssen agreement, which eéxhmamortized portion of the
upfront payment, a milestone achievement of $15llombased on interim results of the CompanytstfPhase 2b clinical trial of telapreuvir,
and funding of reimbursable drug development costs.
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GlaxoSmithKline plc

In December 1993, the Company and GlaxoSmithKlmtered into a collaboration agreement to reseaebelop and commercialize
HIV protease inhibitors, including Agenerase (ampnrar), Lexiva/Telzir (fosamprenavir calcium) anegbanavir (VX-385). Under the
collaboration agreement, GlaxoSmithKline agreedayp the Company an up-front license payment, priogisearch funding, development
and commercialization milestone payments and rgysyments on sales of drugs developed under thabooation.

The Company began earning a royalty from GlaxoSftitle in 1999 on sales of Agenerase, in the fogahrter of 2003 on sales of
Lexiva, and in the third quarter of 2004 on sale$aizir. In the fourth quarter of 2004, GlaxoSnitme paid the Company a milestone
payment of $1 million based on the initiation ofaBa 2 clinical trials for brecanavir. In the thiqdarter of 2004, GlaxoSmithKline paid the
Company a milestone payment of $1.5 million in aeetion with the regulatory approval of Telzir iretBuropean Union.

On December 15, 2006, GlaxoSmithKline formally fietl the Company that it would discontinue clinidalvelopment of brecanavir
(VX-385), which had advanced to Phase 2 clinidaldgr Currently, there are no drug candidates baagloped under this collaboration and
the Company does not anticipate any additionalrebefunding or milestone payments under this bollation. Under the original agreem:
GlaxoSmithKline had exclusive rights to develop aothmercialize Vertex’s HIV protease inhibitorsaith parts of the world except the Far
East. In 2003, the Company amended the agreemadttthe Far East to GlaxoSmithKlisggrritory for development and commercializa
of Lexiva/Telzir. The Company has retained certaitk drug manufacturing rights and certain prodediicational rights in territories licens
to GlaxoSmithKline. GlaxoSmithKline has the rightterminate its arrangement with the Company witloawse upon twelve monthsotice.
Termination of the agreement by GlaxoSmithKlinel walieve it of its obligation to make further pagnis to the Company and will end any
license granted to GlaxoSmithKline by Vertex untler agreement.

In June 1996, the Company and GlaxoSmithKline olethia worldwide, non-exclusive license under cer@D. Searle & Co. (“Searle,”
now owned by Pharmacia/Pfizer) patents in the afé#V protease inhibition. The Company pays Searteyalty based on sales of
Agenerase and Lexiva/Telzir.

In the fourth quarter of 2005, GlaxoSmithKline ahd Company entered into a collaborative agreetoetiévelop and commercialize
VX-409 and certain back-up compounds, which arade@ivestigated for the treatment of pain. Undertdrms of the agreement,
GlaxoSmithKline has the exclusive right and licetsdevelop and commercialize VX-409 and certaickag compounds worldwide. Vert
received a $20 million up-front license payment aadld receive up to $385 million in additional eéé&ypment and commercial milestone
payments assuming the development of VX-409 anl-bpacompounds in major pharmaceutical marketssscaorange of indications.
GlaxoSmithKline will also pay Vertex royalties onraial net sales of any drugs commercialized urid=agreement.

Revenues and royalties earned from GlaxoSmithKlimger both agreements were $43.6 million, $52.8anibnd $19.8 million in
2006, 2005 and 2004, respectively.
Merck & Co., Inc.

In June 2004, Vertex entered into a global collabon with Merck & Co., Inc. to develop and commalize MK-0457 (VX-680),
Vertex’s lead Aurora kinase inhibitor, and additibfollow-on compound(s), for the treatment of cand he Merck collaboration agreement
provided for an up-front
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license payment of $20 million, which was madelnel2004, and for research funding of $14 millieerawo years, ending in June 2006. In
2006, the Company agreed with Merck to extend ¢ésearch program term and corresponding researdmfyifor the parties’ ongoing
research collaboration for an additional three mstteyond the original research program terminatate. Vertex could also receive as m
as $350 million in milestone payments, includingtai$130 million for the successful developmeniti€-0457 (VX-680) in the first

oncology indication and additional milestone paytadar development of MK-0457 (VX-680) and folloom@ompounds in other major
oncology indications. In 2005, Merck selected MK38FVX-667), a follow-on compound, for developmeawerck is responsible for
worldwide clinical development and commercializataf MK-0457 (VX-680) and MK-6592 (VX-667), and anyher Aurora kinase

inhibitors discovered during the research prograchtzas agreed to pay Vertex royalties on produessierck may terminate the agreement
without cause at any time upon 90 days’ advanctemrnotice, except that six months’ advance wnrittetice is required at any time when a
product has marketing approval in a major markettae termination is not the result of a safetyés$n 2005, Vertex received two milestc
payments from Merck totaling $19.5 million. In 2Q00&rtex received three additional milestone paytm&om Merck totaling $36.3 million.
Vertex recognized $58.7 million, $24.4 million a$8.4 million of revenue related to research suppoitestone payments and the up-front
license payment for this collaboration in 2006, 2@@d 2004, respectively.

Cystic Fibrosis Foundation Therapeutics Incorporated

In May 2004, Vertex entered into an agreement @iktic Fibrosis Foundation Therapeutics Incorpar§t€FFT") that provided
funding through December 31, 2005 for Vertex's-stige cystic fibrosis drug discovery effort. I0BQVertex amended its agreement with
CFFT to extend the term of the drug discovery ¢ffoMarch 31, 2008 and to include additional depetent stage funding for specified VX-
770 development activities through the end of 20Ui& agreement, as amended, provides that CFFPpayilup to $32.4 million to Vertex f
research and development activities. Under the deteagreement, Vertex retains the right to devalmpcommercialize VX-770 and any
other compounds discovered in the research coBdibor, and will pay royalties to CFFT on net saléany drug candidate approved and
commercialized under the collaboration.

In 2006, 2005 and 2004, Vertex recognized $12.6anjl$14.5 million and $6.8 million, respectivein, revenue related to its agreem
with CFFT. During the first quarter of 2004, underearlier agreement, Vertex earned revenue ofi$illidn. CFFT has the right to
terminate the agreement without cause, effectine B0, 2007, upon 60 days’ prior written notice.

Novartis Pharma AG

In May 2000, the Company entered into an agreem#htNovartis Pharma AG to collaborate on the digy, development and
commercialization of small molecule drugs direci¢grotein kinases. The agreement was amendedmidy 2004. Under the original
agreement, the Company was responsible for drugdésy and clinical proof-oéoncept testing of all drug candidates. Novartieed to pa
the Company up to $200 million in research fundhmgugh April 2006, and to loan the Company up20@million on a non-interestearing
basis to support clinical proof-of-concept studi@svelopment loans with respect to any drug carnid&daccepted by Novartis for
development would be forgiven. Under the amendedemment, Vertex continued to receive research agittirough April 2006 along with
development milestone payments and royalties veispect to drug candidates selected by Novartiddeelopment. Novartis held an option
to develop drug candidates meeting certain preeajceteria. Restrictions under the original agreetithat limited Novartis’ right to pursue
kinase research and
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development outside the collaboration were remoaad,the development loan facility was terminatemllowing completion of the research
term, Novartis’ development option with respecaliccompounds discovered in the research programe of which were then in
development by Novartis, had expired. Vertex regtaith rights to those candidates, as well as tofdlhe intellectual property it generated
under the collaboration.

In November 2004, Novartis accepted VX-322 for pnézal development and made a $10 million milegt@ayment to Vertex that was
recognized as revenue over the term of the contkmntartis had exclusive worldwide development, ofaoturing and commercialization
rights to VX-322. That compound is no longer in elepment by Novartis, and Novartis’'s worldwide depenent, manufacturing and
commercialization rights to VX-322 have terminated.

In June 2004, the Company exercised its option tdeamended agreement to develop MK-0457 (VX-680) the Aurora kinases it
targets, outside the Novartis collaboration ancigppproximately $12.5 million of unspent and uncautted development loans previously
advanced on account of MK-0457 (VX-680).

In 2006, 2005 and 2004, the Company recognizedappately $17.6 million, $53.1 million and $50.5Ihain, respectively, in revenue
under this agreement. At December 31, 2006, there awpproximately $20.0 million in remaining loangstanding under the loan facility.
These loans are repayable, without interest, in R38.

Mitsubishi Pharma Corporation

In June 2004, Vertex entered into a collaboratigreement with Mitsubishi Pharma Corporation, punst@ which Mitsubishi agreed to
provide financial and other support for the develept and commercialization of telaprevir. Undertdrens of the agreement, Mitsubishi has
the right to develop and commercialize telapravidapan and certain other Far East countries. gireement provides for up to $33 million
payments by Mitsubishi to Vertex through Phaserdaal development, including an up-front license fdevelopment stage milestone
payments and reimbursement of certain drug devetoposts for telaprevir. Further cost sharing bbelyBhase 2 clinical development will
be determined by Mitsubishi and Vertex based orddsign of registration studies for telaprevir. Hyeeement also provides Vertex with
royalties on any sales of telaprevir in the Mitsthiiterritory. Mitsubishi may terminate the agreetret any time without cause upon 60 days’
prior written notice. In the fourth quarter of 200itsubishi paid the Company a milestone payméi$o0 million for first dosing of
telaprevir in a patient in the Phase 1b clinicall in the United States. In the third quarter 608, Mitsubishi paid the Company a milestone
payment of $3.0 million for the first dosing ofdetevir in a patient by Mitsubishi in the Mitsuhisérritory. Vertex recognized $8.6 million,
$3.4 million and $5.8 million in revenue under thgreement in 2006, 2005 and 2004, respectivelg.réhenue includes an amortized por
of the up-front payment, milestone achievementd,raimbursement of certain of Vertex's expensearird in telaprevir development.

Kissel Pharmaceutical Co., Ltd.

The Company and Kissei Pharmaceutical Co., Ltdis8Ki") are parties to an agreement to collabaratthe identification of inhibitors
of p38 MAP kinase and the development of those aamgs as novel, orally active drugs for the treatnoé inflammatory and neurological
diseases. Under the terms of the agreement, Kagseed to pay the Company up to $22 million coneprisf a $4 million up-front license
payment, $11 million of product research fundingmthree years and
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$7 million of development and commercializationestbne payments. Additionally, Kissei agreed tmbeirse the Company for certain
development costs, including a portion of costsHbase 2 trials of VX-702. Research funding endetbuthis program in June 2000, and the
Company has received the full amount of researctifig specified under the agreement. Kissei halugixe rights to develop and
commercialize VX-702 in Japan and certain Far Eashtries and co-exclusive rights in China, Taivaad South Korea. The Company
retains exclusive marketing rights outside theBEast and co-exclusive rights in China, Taiwan aodtls Korea. In addition, the Company
will have the right to supply bulk drug materialKgssei for sale in its territory and will receiveyalties or drug supply payments on future
product sales, if any. In 2006, 2005 and 2004, @pprately $6.4 million, $7.3 million and $3.5 mdh, respectively, was recognized as
revenue under this agreement. The $7.3 millioreeénue recognized in 2005 includes a $2.5 millidiestone paid upon Kissai‘completior

of regulatory filings in preparation for Phase ibiclal development of VX-702 in Japan.

P. Employee Benefits

The Company has a 401(k) retirement plan (the ‘®fe#01(k) Plan”jn which substantially all of its permanent empleyeare eligible t
participate. Participants may contribute up to 6ifotheir annual compensation to the Vertex 401{BnhPsubject to statutory limitations. The
Company may declare discretionary matching conticibs to the Vertex 401(k) Plan that are payablaéform of Vertex common stock.
The match is paid in the form of fully vested im®ts in a Vertex common stock fund. Employees tia@eability to transfer funds from the
Company stock fund as they choose. The Companwa@etcimatching contributions to the Vertex 401(lgrPas follows (in thousands):

2006 2005 2004
Discretionary matching contributions during the ryeaded
December 31 $3,341 $2,894 $2,492
Shares issued during the year ended Decembi 91 215 239
Shares issuable as of the year ended Decemb 28 19 57

Q. Related Party Transactions

As of December 31, 2006, 2005 and 2004, the Compadya loan outstanding to a former officer of @mmpany in the amount of
$36,000, $36,000, $97,000, respectively, which waslly advanced in April 2002. The loan balaniséncluded in other assets on the
consolidated balance sheets.

In 2001, the Company entered into a four year déinguagreement with a director of the Companytfer provision of part-time
consulting services over a period of four yearshatrate of $80,000 per year commencing in Jan2@®p. The consulting agreement
terminated in January 2006.

R. Contingencies

The Company has certain contingent liabilities @irége in the ordinary course of its business a@s: The Company accrues a reserve
for contingent liabilities when it is probable tHature expenditures will be made and such exparebtcan be reasonably estimated.
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S. Guarantees

As permitted under Massachusetts law, Vertex'schas of Organization and Bylaws provide that thenPany will indemnify certain of
its officers and directors for certain claims assgagainst them in connection with their servis@ma officer or director. The maximum
potential amount of future payments that the Commauld be required to make under these indemuidingrovisions is unlimited.

However, the Company has purchased directors’ #iwks’ liability insurance policies that coulddece its monetary exposure and enable it
to recover a portion of any future amounts paid.imdtemnification claims are currently outstandimgl ahe Company believes the estimated
fair value of these indemnification arrangementsiigsimal.

Vertex customarily agrees in the ordinary coursigsobusiness to indemnification provisions in @agnents with clinical trials
investigators and sites in its drug developmengmms, in sponsored research agreements with ag@dadhnot-for-profit institutions, in
various comparable agreements involving partieBpaing services for the Company in the ordinaryrse of business, and in its real estate
leases. The Company also customarily agrees taigendemnification provisions in its drug discoye@nd development collaboration
agreements. With respect to the Company’s clintitalls and sponsored research agreements, themmmification provisions typically apply
to any claim asserted against the investigaton@irtvestigatos institution relating to personal injury or profyedamage, violations of law
certain breaches of the Company’s contractual atibgs arising out of the research or clinicalitesbf the Company’s compounds or drug
candidates. With respect to lease agreementsndeaninification provisions typically apply to clairasserted against the landlord relating to
personal injury or property damage caused by thagamy, to violations of law by the Company or ta&& breaches of the Company’s
contractual obligations. The indemnification praéers appearing in the Company’s collaboration agesgs are similar, but in addition
provide some limited indemnification for its coltadator in the event of third party claims alleginfringement of intellectual property rights.
In each of the cases above, the indemnificatiolyatibn generally survives the termination of tiygeement for some extended period,
although the obligation typically has the mostvalece during the contract term and for a shoripeoi time thereafter. The maximum
potential amount of future payments that the Corymauld be required to make under these provis®generally unlimited. The Company
has purchased insurance policies covering persojugy, property damage and general liability theduce its exposure for indemnification
and would enable it in many cases to recover ageoof any future amounts paid. The Company hagnpaid any material amounts to
defend lawsuits or settle claims related to thademnification provisions. Accordingly, the Compdglieves the estimated fair value of
these indemnification arrangements is minimal.

In March 2003, the Company sold certain assetsani@ra LLC to Invitrogen Corporation for approximlgt$97 million. In
December 2003, the Company sold certain instrurtientassets to Aurora Discovery, Inc. for approxieha$4.3 million. The agreements
with the buyers each require the Company to indgnthe buyer against any loss it may suffer by osasf Vertex's breach of certain
representations and warranties, or failure to perfoertain covenants, contained in such agreerfiétrepresentations, warranties and
covenants contained in the agreements are of actygtemary in agreements of this sort. The Compaaggregate obligations under the
indemnity contained in each agreement are, withwagxceptions which the Company believes are ntemad capped at one-half of the
applicable purchase price, and apply to claims urefgesentations and warranties made within fifte®nths after closing (which period has
ended) although there is no corresponding timet fioriclaims made based on breaches of covenarithéd Invitrogen or Aurora has made
any claims to date under the applicable indemnitied the Company believes that the estimated/ddire of the remaining indemnification
obligations is minimal.
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On February 10, 2004, Vertex entered into a Dddkmager Agreement with UBS Securities LLC in cortimecwith the exchange of
approximately $153.1 million of the February 201d4té&s for approximately $153.1 million of 2007 Not&n September 13, 2004, the
Company entered into a second Dealer Manager Agmeewith UBS Securities in connection with the exade of approximately
$79.3 million of the September 2011 Notes for apjately $79.3 million of 2007 Notes. Each of thedler Manager Agreements requires
the Company to indemnify UBS Securities againstlasg UBS Securities may suffer by reason of thengamy’s breach of representations
and warranties relating to the exchanges of theexible notes, the Company’s failure to performaia covenants in those agreements, the
inclusion of any untrue statement of material fadhe disclosure materials provided to potentigkstors in the 2011 Notes, the omission of
any material fact needed to make those materidlmisteading, and any actions taken by the Comuauiig representatives in connection
with the exchanges. The representations, warraatidcovenants in the Dealer Manager Agreementsfaréype customary in agreement:
this sort. The Company believes the estimatedvilire of these indemnification obligations is miaim

On June 7, 2005 and September 14, 2006, the Congraesed into Purchase Agreements with Merrill Ltyreierce, Fenner & Smith
Incorporated, as the representative of the seveddrwriters named in such agreements, relatitiget@ublic offering and sale of shares of
the Company’s common stock. The Purchase Agreerakating to each offering requires the Companytiemnify the underwriters against
any loss they may suffer by reason of the Compalngach of representations and warranties relatitigat public offering, the Company’s
failure to perform certain covenants in those ager@s, the inclusion of any untrue statement oenmltfact in the prospectus used in
connection with that offering, the omission of angterial fact needed to make those materials nsleading, and any actions taken by the
Company or its representatives in connection withdffering. The representations, warranties avemrants in the Purchase Agreement are
of a type customary in agreements of this sort. Chmpany believes the estimated fair value of tliedemnification obligations is minimal.
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T. Quarterly Financial Data (unaudited)
(In thousands, except per share amounts)

Revenues
Royalties
Collaborative and other research and developmeenrges
Total revenues
Costs and expense
Royalty payment
Research and development exper
Sales, general and administrative expel
Restructuring expense
Total costs and expenses
Loss from operations
Interest incomt
Interest expens
Realized gain (loss) on sale of investm
Unrealized gain on warran
Loss on exchange of convertible subordinated notes
Loss before cumulative effect of a change in actiogn
principle
Cumulative effect of a change in accounting priteipFAS
123(R)
Net loss
Basic and diluted loss before cumulative effect change in
accounting principle per common sh
Basic and diluted cumulative effect of a changadoounting
principle per common sha
Basic and diluted net loss per common share
Basic and diluted weighted average number of comshane:
outstanding
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Three Months Ended

March 31, June 30, Sept. 30, Dec. 31,

2006 2006 2006 2006
$ 917¢ $ 9,00t $ 10,90z $ 12,12:
29,90¢ 20,721 42,381 82,137
39,087 29,72¢ 53,28¢ 94,254
2,99t 2,88t 3,113 3,177
75,202 91,25( 96,11¢ 109,14¢
12,87¢ 14,37( 14,77< 15,83¢
767 443 1,415 1,02€
91,84: 108,94¢ 115,41¢ 129,187
(52,756 (79,222 (62,127) (34,939
3,98C 3,921 5,33C 9,792
(2,357) (2,357) (1,767) (1,474
— — 7,665 (730)
— — 4,25C —
— — (5,151) —
(51,137  (77,65¢) (51,807 (27,349
1,04¢€ — — —
$(50,087) $(77,65¢) $(51,802) $ (27,349
$ (048 $ (0720 $ (0.46) $ (0.22
0.01 — — —
$ (047 $ (0.72) $ (0.46) $ (0.22)
107,44( 108,52:¢ 112,80¢ 123,94:
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T. Quarterly Financial Data (unaudited) (Continued)

Revenues
Royalties
Collaborative and other research and developmephres
Total revenues
Costs and expense
Royalty payment
Research and development expet
Sales, general and administrative expe!
Restructuring expense
Total costs and expenses
Loss from operations
Interest incom:
Interest expens
Loss on exchange of convertible subordinated notes
Net loss
Basic and diluted net loss per common share
Basic and diluted weighted average number of comshamnes
outstanding
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Three Months Ended

March 31, June 30, Sept. 30, Dec. 31,
2005 2005 2005 2005
$ 6,155 $ 7,467 $ 9,46€ $ 9,74:
22,45% 24,854 26,741 54,01z
28,60¢€ 32,321 36,207 63,75¢€
2,030 2,489 2,796 2,78¢
57,43% 59,357 63,59C 68,15¢
9,627 10,814 10,73¢ 12,811
1,914 (1,743) 1,565 6,39€
71,00€ 70,917 78,68¢ 90,15(
(42,400) (38,59€) (42,482) (26,399
2,319 2,247 3,733 3,69t
(4,639) (4,639 (4,505 (3,549

— — (36,324 (11,889
$(44,720) $(40,98¢) $(79,57¢) $(38,13])
$ (056 $ (050 $ (0.84 $ (0.38)

79,42¢ 82,274 94,59C 100,53¢




Exhibit 10.42
Vertex Employee Compensation Plan

On an annual basis in the first quarter of thealigear the Management Development and Compensatamittee of our Board of
Directors adopts an employee compensation plaadpofficers and other employees, including our edrexecutive officers together with
performance goals for that fiscal year. The pladresses three components of employee compensatase-dalary, performance bonus
which serve as short-term incentives and equitptgrevhich serve as long-term incentive—that arégahesl to motivate, reward and retain
employees by aligning compensation with the achiearg of strategic corporate goals as well as iddizi performance objectives.

Upon completion of each performance period (usumltalendar year), our Board of Directors assigna performance rating on the
basis of achievement of goals for the company wéhé Board early in the performance period. Thewam available for payment of
performance bonuses is established on the ba#lissgierformance rating, and is allocated to emgdmyon the basis of salary tier and
individual performance rating. The base salanhefdéxecutive officers are set based on market ted competitive factors. Merit increases
to base salaries for other employees are madeedpaitis of individual performance rating. Annualigggrants, made in the form of stock
options, restricted stock grants, or a combinatiblboth are made on the basis of salary tier advitual performance.

The Management Development and Compensation Coeanittains broad discretion to determine the apjatepform and level of
compensation, particularly for our executives, loa basis of its assessment of our executives,diradd for talent, our performance and
other factors. Key corporate performance factoreegaly include, among other things, achievemerspefcific financial objectives, research
productivity, development progression with respedioth internal development efforts and collabweatievelopment, and other aspects of
our performance. We reserve the right to modifyplaa, and the key corporate performance factodscaiteria under the plan, at any time.




Exhibit 10.43

Vertex Pharmaceuticals Non-Employee Board Compensain

Annual Retainer:

Board Meeting Fees
In-Person Board Meetin¢
Telephonic Board Meetin¢

Committee Meeting Fee:

In-Person on Regular Board Meeting C
In-Person Meeting held on Day other than reg
Board Meeting Da

Telephone Meetin

Committee Chair Compensation

Audit Chair

Corporate Governance & Nominati
Committee Chai

Management Development & Compensation Committeer(

Equity Grants

$25,00C

$2,500
$1,250 (none for meetings called for less than Blutas)

$500
$1,000

$375

$20,000 annual retain

$20,000 annual retain

$14,000 annual retain

Upon first election to the Board, 30,000 optiorssting quarterly
over four years; an

On June 1 of each year in service, 20,000 fullyedsptions

On date of Annual Meeting, Chairman of Board, 20,80ly vested
options




SUBSIDIARIES OF VERTEX PHARMACEUTICALS INCORPORATED

Vertex Pharmaceuticals (San Diego) LLC, a Delaviarged liability company
VSD Sub | LLC, a Delaware limited liability compafiy

VSD Sub Il LLC, a Delaware limited liability compgpf®

Vertex Securities Corporation, a Massachusettsoratipn

Vertex Pharmaceuticals (Cayman) Limited, a Caynséants company
Vertex Holdings, Inc., a Delaware corporation

Vertex Securities Trust, a Massachusetts busimess®

Vertex Pharmaceuticals (Europe) Ltd., a United Kimig limited liability company®

1)
()
(3)
(4)

a subsidiary of Vertex Pharmaceuticals (San Di¢gq)

a subsidiary of VSD Sub | LLC

a subsidiary of Vertex Holdings, Inc.

jointly held by Vertex Securities Trust and Vertéaldings, Inc.
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Exhibit 23.1
Consent of Independent Registered Public Accountingirm

We consent to the incorporation by reference infdélewing Registration Statements (Form S-8 N@&&48030, 33-48348, 33-65472, 33-
93224, 333-12325, 333-27011, 333-56179, 333-65883,79549, 333-104362, 333-115458 and 333-13448Farmm S-3 Nos. 333-37794,
333-49844, 333-116376, 333-120055, 333-123731,1388-79, 333-130665, 333-136660 and 333-137232)ofaports dated February 27,
2007, with respect to the consolidated financialeshents of Vertex Pharmaceuticals Incorporatede¥d®harmaceuticals Incorporated’s
management’s assessment of the effectivenessephaitcontrol over financial reporting, and theeefiveness of internal control over
financial reporting of Vertex Pharmaceuticals Inppmated, included in the Annual Report (FormKl)for the year ended December 31, 2(

/sl Ernst & Young LLP

Boston, Massachusetts
February 27, 2007




Exhibit 23.2
CONSENT OF INDEPENDENT REGISTERED PUBLIC ACCOUNTING FIRM

We hereby consent to the incorporation by referémd¢lee Registration Statements on Form S-8 (N8s4&8030, 33-48348, 33-65472,
33-93224, 333-12325, 333-27011, 333-56179, 333-465883-79549, 333-104362, 333-115458 and 333-13482 Form S-3 (Nos. 333-
37794, 333-49844, 333-116376, 333-120055, 333-1P3F33-130179, 333-130665, 333-136660 and 333-137@3Vertex Pharmaceuticals
Incorporated of our report dated March 15, 200&tiad) to the consolidated financial statementdHeryear ended December 31, 2004, which
appears in this Annual Report on Form 10-K.

/sl PricewaterhouseCoopers LLP

Boston, Massachusetts
February 27, 2007




Exhibit 31.1
CERTIFICATION

I, Joshua S. Boger, certify that:

1.
2.

| have reviewed this Annual Report on Form 10-K/eftex Pharmaceuticals Incorporated;

Based on my knowledge, this report does not cortajnuntrue statement of a material fact or omsgitéde a material fact necessary to
make the statements made, in light of the circuntgts.under which such statements were made, nigtadisg with respect to the per
covered by this report;

Based on my knowledge, the financial statementofimer financial information included in this repdairly present in all material
respects the financial condition, results of operstand cash flows of the registrant as of, amgtfe periods presented in this report;

The registrant’s other certifying officer and | aesponsible for establishing and maintaining discte controls and procedures (as
defined in Exchange Act Rules 13a-15(e) and 15&)}%(nd internal control over financial reportirag defined in Exchange Act
Rules 13a-15(f) and 15d-15(f)) for the registramd dave:

(&) designed such disclosure controls and proceduresiused such disclosure controls and procedures d@signed under our
supervision, to ensure that material informatidatieg to the registrant, including its consolidhgbsidiaries, is made known to us
by others within those entities, particularly dgritme period in which this report is being prepared

(b) designed such internal control over financial répgr or caused such internal control over finah@porting to be designed under
our supervision, to provide reasonable assuramgaading the reliability of financial reporting atfte preparation of financial
statements for external purposes in accordancegeitierally accepted accounting principles;

(c) evaluated the effectiveness of the registrant'slassire controls and procedures and presentedsimetport our conclusions about
the effectiveness of the disclosure controls andguiures, as of the end of the period coveredibyé¢port based on such
evaluation; and

(d) disclosed in this report any change in the regissdnternal control over financial reporting tratcurred during the registrant’s
most recent fiscal quarter (the registrant’s fodigbal quarter in the case of an annual repod) itas materially affected, or is
reasonably likely to materially affect, the regastt’s internal control over financial reporting;dan

The registrant’s other certifying officer and | leadisclosed, based on our most recent evaluatiorterhal 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 weaknessethe design or operation of internal contra@ofinancial reporting which are
reasonably likely to adversely affect the regisgfeability to record, process, summarize and refiancial information; and

(b) Any fraud, whether or not material, that involveamagement or other employees who have a significémin the registrant’s
internal control over financial reporting.

Date: March 1, 2007 /s/ JOSHUA S. BOGEI

Joshua S. Boge
President and Chief Executive Offic




Exhibit 31.2

[, lan F. Smith, certify that:
1. | have reviewed this Annual Report on Form 10-K/eftex Pharmaceuticals Incorporated;

2. Based on my knowledge, this report does not comtaynuntrue statement of a material fact or omgitade a material fact necessary to
make the statements made, in light of the circuntgts.under which such statements were made, nigtadisg with respect to the per
covered by this report;

3. Based on my knowledge, the financial statements$ atimer financial information included in this repdairly present in all material
respects the financial condition, results of operstand cash flows of the registrant as of, amgtfe periods presented in this report;

4. The registrant’s other certifying officer and | aesponsible for establishing and maintaining disate controls and procedures (as
defined in Exchange Act Rules 13a-15(e) and 15&)}%(nd internal control over financial reportirag defined in Exchange Act
Rules 13a-15(f) and 15d-15(f)) for the registramd dave:

(&) designed such disclosure controls and proceduresiused such disclosure controls and procedutes d@signed under our
supervision, to ensure that material informatidatieg to the registrant, including its consolidhsubsidiaries, is made known to us
by others within those entities, particularly dgritme period in which this report is being prepared

(b) designed such internal control over financial répgy or caused such internal control over finah@porting to be designed under
our supervision, to provide reasonable assuramga@ding the reliability of financial reporting atfte preparation of financial
statements for external purposes in accordancegeitierally accepted accounting principles;

(c) evaluated the effectiveness of the registrant'slassire controls and procedures and presentedsimetport our conclusions about
the effectiveness of the disclosure controls andguiures, as of the end of the period coveredibyé¢port based on such
evaluation; and

(d) disclosed in this report any change in the regi$sdnternal control over financial reporting tratcurred during the registrant’s
most recent fiscal quarter (the registrant’s fodigbal quarter in the case of an annual repod) itas materially affected, or is
reasonably likely to materially affect, the regastt’s internal control over financial reporting;dan

5. The registrant’s other certifying officer(s) antdve disclosed, based on our most recent evaluatiimternal 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 weaknessehe design or operation of internal contra¢iofinancial reporting which are
reasonably likely to adversely affect the regisgfeaability to record, process, summarize and refioancial information; and

(b) any fraud, whether or not material, that involvesnagement or other employees who have a significémin the registrant’s
internal control over financial reporting.

Date: March 1, 2007 /s/ IAN F. SMITH
lan F. Smitr
Executive Vice President and Chief Financial Offi




Exhibit 32.1

SECTION 906 CEO/CFO CERTIFICATION

Pursuant to Section 906 of the Sarba®etey Act of 2002 (Subsections (a) and (b) of S\tti350, Chapter 63 of Title 18, United Stz
Code) each of the undersigned officers of VertearPlaceuticals Incorporated, a Massachusetts cdipoighe “Company”), does hereby
certify, to such officer’'s knowledge, that:

The Annual Report on Form 10-K for the year endedddnber 31, 2006 (the “Form 10-K”) of the Compauljyfcomplies with the
requirements of Section 13(a) or 15(d) of the SéearExchange Act of 1934, and the informationtaored in the Form 10-K fairly presents,
in all material respects, the financial conditiod aesults of operations of the Company.

Date: March 1, 200

/s/ JOSHUA S. BOGEI
Joshua S. Boger
President and Chief Executive Offic

Date: March 1, 200

/s/IAN F. SMITH
lan F. Smith
Executive Vice President and Chief Financial Offi

A signed original of this written statement reqditey Section 906 has been provided to the Compadyéll be retained by the
Company and furnished to the Securities and Exah&@ammission or its staff upon request.




