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The "Company," "Vertex," "we" and "us,"@sed in this Annual Report on Form 10-K, refer &riéx Pharmaceuticals Incorporated, a
Massachusetts corporation, and its subsidiaries.

"Vertex" is a registered trademark of VertéAgenerase," "Lexiva" and "Telzir" are registteademarks of GlaxoSmithKline plc. Otl
brands, names and trademarks contained in this @rReport are the property of their respective aane




PART |
ITEM 1. BUSINESS
Overview

We are a biotechnology company in the lassrof discovering, developing and commercializmgll molecule drugs for the treatment
of serious diseases. We continue to make progoesad our goal of becoming a profitable pharmacalitompany with industry-leading
capabilities in research, development and commleaimn of pharmaceutical products. We intenddatmue investing in and building these
capabilities as we advance our product candidatesarket. Our corporate purpose, which we use itegour activities and which we believe
is an important component of our past and futupeess, is to innovate to redefine health and teainsfives with new medicines.

We have a number of drug candidates inldpweent, including compounds targeting hepatitigrds ("HCV") infection, rheumatoid
arthritis ("RA"), cystic fibrosis, cancer, pain ahid infection. Our corporate strategy is to retpimcipal responsibility for the development
and commercialization of some of our proprietanygicandidates in certain major markets, concengatisignificant part of our overall
development and commercialization resources oretdasg candidates once we select them. We interelytmn collaborators to conduct
development and commercialization of certain of ailier drug candidates either worldwide or in meskgoon which we are not currently
focused. We are concentrating most of our drug ldpmeent resources at the present time on three congs: VX-950 for the treatment of
chronic HCV infection, VX-702 for the treatmentRA and VX-770 for the treatment of cystic fibrosis.

Collaborations will continue to be a keymponent of our corporate strategy. We currentlycatiaborating with GlaxoSmithKline pilc,
Merck & Co., Inc., Cystic Fibrosis Foundation Theeatics Incorporated, Novartis Pharma AG, Mitsubitarma Corp., Kissei
Pharmaceutical Co., Ltd. and other companies. Gotktions provide us with financial support andeottaluable resources for our research
programs, development resources for our clinicatjdrandidates and marketing and sales supporufgproducts and product candidates.
have a collaboration agreement with GlaxoSmithKtimet has resulted in our two marketed productiate, the HIV protease inhibitor
Agenerase and its prodrug Lexiva/Telzir, and theettpment of a third HIV protease inhibitor, breasin (VX-385), which is completing
Phase IlIb development as an FDA "Fast Track" desigihrough our collaborations with Novartis, Meatid Avalon Pharmaceuticals, Inc.,
four Vertex-discovered compounds are in developrfarthe treatment of cancer. Our two Far Eastatatators, Mitsubishi and Kissei, are
committing resources to develop VX-950 and VX-7@&pectively, in the Far East, and providing finahsupport for our efforts in the rest
of the world. VX-409, for pain, is being developag GlaxoSmithKline through our worldwide collabacat relating to certain sub-type
selective sodium channel modulators.

We plan to continue adding promising pasmiroducts to our development pipeline throughangoing commitment to discovery
research. Our drug design approach integratesdyiptthemistry, biophysics, automation and informratiechnologies intended to make the
drug discovery process efficient and productiver @Qrug discovery expertise is a principal factothia creation of our pipeline, which
includes a number of potentially breakthrough coomats. In addition to our efforts to research anetip kinase inhibitors, we currently are
conducting a research program in the area of iamebl modulation. We expect that future developreantidates from our programs will
focused on a wide variety of diseases and conditimeiuding cancer, cystic fibrosis and pain.

We also will seek to opportunistically litse and acquire technologies, resources and psothatthave the potential to strengthen our
drug discovery platform, product pipeline and comeied capabilities.

Our internet addressvisvw.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" sectf our website as soon as reasonably
practicable after




those materials have been electronically filed withfurnished to, the Securities and Exchange Cission.

Vertex was incorporated in Massachusett9B0, and our principal executive offices are fedaat 130 Waverly Street, Cambridge,
Massachusetts 02139. We have research sites |doaaoh Diego, California, lowa City, lowa and Mitt Park, U.K.

COMMERCIAL PRODUCTS AND CLINICAL DEVELOPMENT PROGRA MS

Our product pipeline currently includes thikowing:

Product Candidate

Clinical Indication(s)

Development
Phase

Company with
Marketing Rights (Region)

Vertex-Led Programs

Principal Areas of
Focus

VX-950 Chronic HCV infection  Phase Il Mitsubishi (Far East);
Vertex (Rest of World
VX-702 Rheumatoid arthritis ar  Phase Il Kissei (Far East);
other inflammatory Vertex (Rest of World;
diseases Co-exclusive in certain
Far East countries
VX-770 Cystic fibrosis Preclinical Vertex (Worldwide)
Other
VX-692 Bacterial infectior Preclinical Vertex (Worldwide)
VX-883 Bacterial infectior Preclinical Vertex (Worldwide)
VX-271 Oncology Preclinical Vertex (Worldwide)
VX-166 Sepsis/Acute liver Preclinical Vertex (Worldwide)
disease
VX-765 Psoriasis Phase Il Vertex (Worldwide)
pralnacasan (VX-740)  Rheumatoid arthritis ar  Phase Il Vertex (Worldwide)
other inflammatory
disease:
merimepodib (V>-497)  Chronic HCV infectior ~ Phase | Vertex (Worldwide)
Collaborator-Led
Programs
Lexiva/Telzir HIV infection and AIDS  Marketed GlaxoSmithKline
(fosamprenavir calcium) (Worldwide)
*
brecanavir (VX-385) HIV infection and AIDS  Phase lI Vertex (Far East);
GlaxoSmithKline (Res
of World)
VX-680 Oncology Phase Merck (Worldwide)
VX-667 Oncology Preclinical Merck (Worldwide)
VX-409 Pain Preclinical GlaxoSmithKline
(Worldwide)
VX-944 Oncology Phase | Avalon



Pharmaceuticals

(Worldwide)
VX-322/VX-398 Oncology Preclinical Novartis (Worldwide)
* Fosamprenavir calcium is marketed under the tradees "Lexiva" in North America and "Telzir" in tB®iropean Union.

Lexiva/Telzir is a prodrug of amprenavir (marketsdAgenerase), our first drug for the treatmerdIdf infection and AIDS.
Lexiva/Telzir has replaced Agenerase in worldwidskets.




Vertex-Led Programs
Principal Areas of Focus
VX-950 (oral hepatitis C protease inhibitor for thetreatment of chronic hepatitis C viral infection)

VX-950 is Vertex's lead oral hepatitis @fgase inhibitor, and one of the most advancedneiaclass of antiviral treatments in
development targeting HCV infection. VX-950 is dg®id to inhibit NS3-4A serine protease, an enzymadht to be necessary for HCV
replication. The FDA has granted "Fast-Track" deatgpn to VX-950, because chronic HCV infectiomiserious and life-threatening disease
and VX-950 has the potential to shorten the dunatibtherapy compared to the current standard i&f. Gadeatment with VX-950 could result
in improved sustained virologic response ratesaambre favorable adverse event profile. Vertexantty is conducting a broad Phase Il
development program to determine the safety andiaitactivity of VX-950.

Background: Treatment of Chronic Hepatitis C Vitoection

HCV infection causes chronic inflammatiorttie liver. The World Health Organization estinsateat there are as many as 170 million
people chronically infected with HCV worldwide atitht an additional 3 million to 4 million peoplesanfected each year. Chronic HCV
infection results in liver cirrhosis in 10% to 2@8fpatients, and 1% to 5% of chronic HCV patientsldwide develop liver cancer over a
period of 20 to 30 years. Reports published byAimerican Association for the Study of Liver Dise&see estimated that approximately
3.4 million Americans are chronically infected wHCV, and the American Liver Foundation estimated 10,000 to 12,000 Americans die
as a result of HCV infection each year.

Currently, there is no vaccine availabl@tevent HCV infection. The current standard treathfor HCV infection is a combination of
pegylated interferon and ribavirin administereddprto 48 weeks. This treatment regimen is assetiaith significant side effects, including
fatigue, flu-like symptoms, depression and anewimong patients who begin treatment, approximat@8pmf patients infected with
genotype 1 HCV, the most common HCV genotype inlthizged States, fail to either complete treatmerghtmw a long-term sustained
response to therapy. As a result, new safe andteféetreatment options for HCV infection are nes:dé&/e believe that therapeutics that
directly target viral replication, such as VX-950ay significantly increase the number of patient®wchieve a sustained viral response to
drug therapy.

VX-950 Development Program

In early 2006, we obtained preliminary festrom the first Phase Il clinical trial of VX-86 This 28-day trial enrolled 12 treatment-
naive patients infected with genotype 1 HCV. Thiéggpis' distribution of baseline plasma HCV RNAuwed upon entering the trial was
typical for a treatment-naive patient populatiohti#e end of treatment, HCV RNA was undetectablalii2 patients. There were no
treatment discontinuations, no serious adversetgveported and no evidence of viral breakthrougtind treatment. A detailed safety
analysis is ongoing.

Patients in the Phase Il trial received 930 in a tablet formulation at a dose of 750 mgeegght hours for 28 days in combination
with standard doses of Pegasys® (pegylated intarfalfa-2a) ("peg-IFN") and Copegusfibavirin) ("RBV"). At the end of 28 days, patiel
completed dosing with VX-950 and, as required lgyttial protocol, continued treatment with peg-1&hd RBV. This 28-day, Phase Il trial
was not designed to evaluate sustained viral resgsoim patients receiving VX-950.

Preliminary results from the trial are aidws:

. At the end of week 1 (day 8 of VX-950 dosing), piasHCV RNA was below the limit of quantitation (8 8J/mL, as
measured by the Roche TagMan® assay) in 6 of Iigmiatand undetectable (< 10 IU/mL, Roche TagMas&ag) in 2 of 12
patients.

. At the end of week 2, plasma HCV RNA was belowliimit of quantitation in 11 of 12 patients and utet#able in 3 of 12
patients.




. At the end of week 3, plasma HCV RNA was belowlitmét of quantitation in 12 of the 12 patients amidetectable in 9 of 1
patients.

. At the end of VX-950 dosing (end of week 4; day,28hsma HCV RNA was undetectable in all 12 paient

We have completed three-month animal tdaigp studies of VX-950 that we believe will suppolinical trials of VX-950 of up to three
months' duration. We submitted data from thesectdagy studies and the 28-day Phase Il clinical to the FDA in the first quarter of 2006.
Subject to FDA agreement, we plan to initiate @¢hmonth Phase Il trial of VX-950 in more than 200V patients in the second quarter of
2006. We expect that this trial will include a caripon to the current standard of care in HCV ther&Ve also plan to initiate additional
trials of VX-950 throughout 2006, including a Phéiskial in patients who have failed prior therapy

The 28-day Phase Il trial was the thiréiseries of clinical trials of VX-950 in HCV-infead patients designed to evaluate safety,
pharmacokinetics and antiviral activity, in orderguide the design of larger, longer-duration Phbs@ls. The first two such trials were
Phase Ib trials conducted in 2005—a trial of 980 as monotherapy completed early in the year'@hase Ib monotherapy trial”), and a t
of VX-950 dosed together with peg-IFN complete@danh the year (the "Phase Ib combination theraipi'}.

The Phase Ib monotherapy trial enrollegh&dents with chronic genotype 1 HCV infection whkere treated for 14 days with placebo or
one of three dose regimens of VX-950. In the tN&{;950 was well tolerated, with no serious advesgents or treatment discontinuations
reported, and demonstrated potent antiviral agtiWatients treated with 750 mg of VX-950 everyheigours achieved a median 4.4lgg

(equivalent to 25,000-fold) reduction in plasma HRNA at the end of 14 days of treatment. A mededuction in HCV RNA of greater
than 2log, ,was seen in each of the other two VX-950 dose gratiphe end of 14 days of treatment. Every patirgiving VX-950

achieved greater than a 2lggreduction in HCV RNA within the first three daystoéatment.

At the end of 14 days of treatment in tha$® Ib monotherapy trial, plasma HCV RNA was belogvlimit of quantitation in four of
eight patients in the 750 mg dose group and wastenthble in two of those four patients. Highegemof VX-950 blood concentrations
were associated in the Phase Ib monotherapy tihlhigher HCV RNA reductions to the responsestdistiaed at lower blood concentrations
of VX-950.

Elevated ALT levels are common in HCV patseand are considered to be a marker of liverynjlwe to HCV infection. Median serum
ALT declines of 25 to 32 U/L were observed in ak*@50 dose groups in the Phase Ib monotherapy tridhe placebo group, a median 8
U/L increase was observed. Prior to treatment WXh950, serum ALT levels were elevated in approxieta70% of patients in the trial. In
the VX-950 dose groups, 83% (15 of 18) of patievith elevated ALT levels at baseline (prior to treant) had achieved normalization of
ALT levels at day 14, compared to zero in the sikgnt placebo group. Mean levels of serum neaptdso were observed to decrease with
VX-950 treatment in the trial. Decreased neoptlnels may be a further signal of a reductionwediinflammation associated with HCV
infection.

Researchers analyzed the sequences ofGWeN$3-4A protease gene in samples isolated fraahpatients prior to and following
treatment with VX-950 in the Phase Ib monotheraga},tin order to characterize HCV protease vasahat may emerge during treatment
with a direct-acting antiviral compound such as 930. In the group of patients that demonstratedicoed viral decline during treatment,
virus could first be isolated in a sequencing asgidlyin 7 to 10 days after completion of treatméntthis group, wildtype virus predominate
during the post-treatment period. Some variant®wetected that displayed a minimally-reduced seitgito VX-950 in vitro . In the other
groups of patients who received VX-950, genetiusege changes associated with reduced sensitviikt950in vitro were detected at the
end of dosing, including some variants with modsyato highly reduced sensitivity to VX-950. Howeythese changes in gene sequences
also appeared to result in reduced viral fitnesgadrticular, the frequency of the variant with tiighest level of reduced drug sensitivity,
A156V/T, diminished markedly between the end-ofidgsnd post-treatment analysis, indicating
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significantly reducedh vivofitness relative to wild-type virus. Publishegdvitro data suggest that the A156V/T variant also mayineta
sensitivity to interferon. We believe that thessults provide a strong rationale for study of tbenbination of VX-950 and interferon to
achieve optimal response rates.

Later in 2005, we conducted the Phase tbldoation therapy trial, a 14-day, randomized, ddid, placeba@ontrolled trial to evaluate tl
safety, tolerability and pharmacodynamics of VX-8@len combined with peg-IFN. The antiviral activitiithe combination through 14 days
was significantly greater in this trial than théigty of VX-950 administered as a single agent] aras much greater than peg-IFN alone. In
addition, VX-950 appeared to be well-tolerated whesed alone and in combination with peg-IFN. Atipnts completed dosing and no
serious adverse events were reported.

The Phase Ib combination therapy trial Bedo20 treatment-naive patients infected with dirgenotype 1 HCV. Patients were
randomized to three treatment groups: those wheived a tablet formulation of V)50 at a dose of 750 mg every eight hours in coatlzn
with a standard dose of peg-IFN (n=8), those witeired the same dose of VX-950 administered alon8)(and those who received a
standard dose of peg-IFN alone (n=4). The medigal ldad for all patients at the beginning of thealtwas 6.65log ,IU/mL HCV RNA

(approximately 4,400,000 IU/mL). In this trial, tctembination of VX-950 and peg-IFN produced anidhinedian reduction in plasma HCV
RNA of more than 3log,in the first two days of treatment, followed by Goned decline to a median 5.5lggreduction in plasma HCV

RNA at day 14, which equates to a 300,000-fold ctida in viral levels. Six of eight patients redeiy the combination of VX-950 and peg-
IFN achieved plasma HCV RNA levels below the ligfitjuantitation at 14 days, and plasma HCV RNA leveere undetectable in four of
those six patients. Adverse events in the patieasiving VX-950 alone were reported as mild, vatte incident of skin itching of moderate
severity. Typical interferon-related side effectbmild to moderate severity, were reported infhaéents that received peg-IFN along with
VX-950 or placebo. The only clinically significalaboratory finding of abnormality was a findingredutropenia (a blood disorder which can
arise as a side effect of certain drug treatmentsihe patient who received p&gN plus placebo. Neutropenia has previously begonted ir
patients receiving peg-IFN. Complete data fromttla will be presented at a medical conferencerlgtis year.

We have conducted viral kinetic analysethefresults in both the Phase Ib monotherapyaridithe Phase Ib combination therapy trial.
In these analyses we have estimated the viralrdethiat might be expected, with dosing beyond 34 ,da patients who achieved HCV RNA
levels below the limit of quantitation at the erfdlosing. The results of this simulation suggeat thmay be possible to achieve sustained
virologic response by including VX-950 in a treatrheegimen of approximately 12 weeks' duration. pém to test this hypothesis in future
clinical trials.

In November 2004, we completed a Phasérial trial of VX-950 in healthy volunteers degigd to assess the safety, tolerability and
pharmacokinetics in escalating, single doses of9%R-ranging from 25 mg to 1250 mg. In this tria,dose-limiting toxicities were
identified, and blood serum levels of VX-950 webserved that are associated with potent antivatity in laboratory experiments. In
preclinical trials VX-950 showed potent and susdianti-HCV activity in both am vitro replicon system and in infectious viral assays.

We hold worldwide marketing rights to VX®%xcept for Japan and certain Far East countrieste we are collaborating with
Mitsubishi Pharma Corporation. We may consider ramgento a collaborative arrangement for the depetent and/or commercialization of
VX-950 outside North America and the Mitsubishritery. VX-950 was discovered in our collaboratiomow ended, with Eli Lilly and
Company. We hold worldwide rights to all other set:generation HCV protease inhibitors discovered bguring our collaboration with E
Lilly. We will owe Eli Lilly royalties on any futue sales of VX-950 and certain other HCV proteakébitors.

VX-702 (oral p38 MAP kinase inhibitor for the treatment of rheumatoid arthritis)

VX-702 is our lead oral p38 mitogen-actagprotein ("MAP") kinase inhibitor, which we arerrently developing for the treatment of
RA. Based on clinical trials and non-clinical stesliwe




believe that VX-702 may be a potent therapy inrdlaimmatory disorder such as RA. We currently aneduicting a broad Phase Il
development program to assess the safety and @ffafavX-702. Our collaborator, Kissei Pharmaceaiti¢ currently is conducting a Phase |
clinical trial of VX-702 in Japan. In our recenttpncluded three-month Phase Il trial of VX-702 i Ratients, VX-702 was well-tolerated
through 12 weeks of dosing, and demonstrated stafly significant clinical effects on signs anghgptoms of RA. The preliminary results
from this trial support our plans to advance ourichl program for VX-702 and to initiate by mid-® clinical studies of VX-702 on a
background of methotrexate, a commonly used thef@pirA. We expect to file an IND application withe FDA in 2006 to support clinical
trials of VX-702 in the United States.

Backgrounc
Rheumatoid Arthritis

Rheumatoid arthritis, a systemic diseasthe most common form of inflammatory arthritig\ Ras a prevalence 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. Depending on the severitytlud disease, the risk of disability can be
as high as 33%, and mortality can be raised bywhras 52%. Patients with RA also have a significapairment in their quality of life.

The current standard treatment for RA isimiktration of a disease-modifying anti-rheumatiag ('DMARD"), most commonly
methotrexate. Over the last few years, there has bheapid increase in the use of injectable amtietr necrosis factor (“TNF") agents such as
Remicade® (infliximab) and Enbrel® (etanerceptnerlly on a background of methotrexate, when diseativity is not controlled by
DMARDSs and non-steroidal anti-inflammatory drugse Welieve that an oral agent that successfullyetar§NF production may provide an
attractive treatment option for patients with thébilitating disease.

p38 MAP Kinase Inhibitors for Inflammatory Diseases

The MAP kinases are a family of structyrattlated human enzymes involved in intracellulgnaling pathways 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 ("IL-1"), TNF-alpha and
interleukin-6 ("IL-6"). Excess levels of IL-1 andNF-alpha are associated with a broad range of andechronic inflammatory diseases.

We have extensive preclinical and clinegberience with p38 MAP kinase inhibitors, which adieve may be a powerful and broadly
useful new class of oral anti-inflammatory drugs.

VX-702 Development Program

In March 2006, we obtained preliminary testrom our three-month Phase 1l 315-patient Wi/ X-702 (the "VeRA" trial). A total of
278 patients completed 12 weeks of treatment sxdbible-blind, randomized and placebo-controlted. fThe trial was conducted at more
than 40 centers in Eastern and Central Europeematieceived either 5 mg or 10 mg of VX-702 onaydor placebo. In addition to VX-
702, patients could receive certain disease-matjfginti-rheumatic drugs (DMARDS), but could noteai®e methotrexate or anti-TNF
therapies. At the end of 12 weeks, patients coragldbsing with VX702 and were evaluated for improvement in clingighs and sympton
according to American College of Rheumatology ("AT&iteria ("ACR ,,"). ACR ,,is a standardized measure based on a patient's

attainment of at least a 20% improvement in ACRe#jaal indicators of RA activity.

VX-702 met its primary objectives in theR/& study. Preliminary analyses indicate that treathwith VX-702 in the VeRA trial led to
a dose-dependent, statistically significant incedasveek 12 ACRresponse rates, the primary endpoint of the clini@. Thirty percent c
patients receiving placebo, 38% of patients reogid mg daily of VX-702 and 40% of patients receivil0 mg daily of
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VX-702 achieved an ACR,response at week 12 (p=0.04; Jonckheere-Terpstréoteincreasing dose-response). In addition, 82flacebo

patients, 41% of 5 mg VX-702-treated patients a#%b4f 10 mg VX-702-treated patients achieved a EBL{fnoderate or good) response
(p=0.01). Dose-dependent statistically significaifiécts also were seen on tender joint counts (830, swollen joint counts (p=0.003),
disease activity score (DAS28; p=0.02) and morsiiffness (p=0.03). We currently are conductingaing analyses of additional clinical
measures and biomarkers.

Clinical trials of a number of other p38 MAinase inhibitors have demonstrated dose-depéetrations in liver enzymes, which
generally are thought to be markers for liver ipjun 2004, we completed a 28-day study of VX-70héalthy volunteers designed
specifically to evaluate the effect of VX-702 owdi enzymes. This trial showed some transient &@wain liver enzymes in a small number
of subjects. However, the magnitude of those enzgieeations did not reach clinical significance aidinot require discontinuation of
dosing. The enzyme levels returned to normal durmmginued dosing. In the VeRA trial, no clinicaflignificant adverse effects were seen in
liver function tests.

Also in 2004, we completed a Phase lla tlsbhind, randomized, placebo-controlled, dose-kesican clinical trial of VX-702 for the
treatment of patients with acute coronary syndrgtAES") undergoing percutaneous coronary intenanfl'PCI"), such as stent placement.
p38 MAP kinase regulates the production of keyaimilnatory cytokines implicated in the pathogenessGs. This Phase lla trial of VX02
was designed to evaluate the safety, tolerabitity pharmacokinetics of VX-702 in 45 unstable angiagents with elevated reactive protei
("CRP") levels, a marker of inflammation measunmethie blood, undergoing PCI. In this Phase lla A, there were no clinically
significant differences between treatment and flagroups with respect to adverse events, and VXriét pre-established safety and
pharmacokinetic objectives. During routine (non{dwmus) electrocardiogram monitoring in the Ph#s&CS trial, small (not clinically
significant) changes in QT interval (a measureletteical conduction within the heart) were seethia patients treated with VX-702. Also in
the Phase lla ACS trial, during Holter (continuelectrocardiogram) monitoring conducted for 72 spure observed asymptomatic
ventricular ectopy ("VE") (ventricular extra beatshich was present in all treatment groups bat ligher incidence for VX-702 treatment
groups. The significance of these events was unaléer the Phase lla ACS trial. In the VeRA triak performed extensive ambulatory and
12-lead electrocardiographic monitoring on pati¢htsughout the trial. No differences in VE actyvidr cardiac arrythmias were observed
between placebo and treated patients. On digiéatreicardiograms, from baseline to end of treatprgemntinimal (average approximately 1.
or less for each group) dose-dependent increatbe iRridericia rate-corrected QT interval (QTcF)sveaen in the VX-702 treatment groups.
No patient experienced a clinically significant (@8ec, or approximately 15%) increase in QTcF gtteme in the trial

A preliminary analysis of VeRA trial datBaindicates that VX-702 was well-tolerated. Pramadiscontinuations for adverse events
were low across the trial arms: placebo (2%), 58%g) and 10 mg (5%). No clinically significant effe were seen on laboratory parameters,
including liver function tests. The most common e events that led to treatment discontinuatigratients receiving VXZ02 were seen i
two patients each and were: gastroenteritis, ndusmdting, rash, and renal impairment (increasedrsecreatinine levels to 1.2 to 1.5 times
upper limit of normal). Based on preliminary an#&yshe most common adverse events were generdtlyommoderate and were: infection
(5% of placebo patients and 10% of VX-702 patiergaytrointestinal disorders (6% placebo and 8% ABR), and skin disorders (0% plact
and 9% VX-702).

By mid-2006, we expect to initiate clini¢ahls of VX-702 on a background of methotrexateluding a three-month dose-ranging
Phase Il clinical trial in more than 200 patientsenters in Europe. Doses in this planned tridlllvéi determined based on final analysis of
VeRA trial.

We hold worldwide development and commdiasion rights to VX-702, except for Japan andaier Far East countries, where we are
collaborating with Kissei Pharmaceutical Co., Ltd.




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

VX-770 is a small molecule compound desifjttepotentiate the gating activity of the cystlwrdsis transmembrane regulator ("CFTR")
protein, a chloride ion transporter on the celfate that is functionally defective in patientsiwilystic fibrosis. We expect to file an
investigational new drug ("IND") application withé FDA and initiate our first clinical trial of VX70 in the first half of 2006.

Cystic fibrosis is a genetic disease dffig approximately 30,000 people in the United &afhe symptoms of cystic fibrosis,
particularly the development of thick mucous thatiges 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 higinent cell assays and medicinal
chemistry, we have identified selective ion chametiulators for the treatment of cystic fibrosi&: TR potentiator compounds such as VX-
770 may work by increasing the frequency duringalitthe CFTR channel is open, which could resudtrinncrease in chloride transport
across the cell membrane. In laboratory studieshirvg bronchial epithelial cells isolated from tigsfibrosis patients, our researchers have
demonstrated that potentiator compounds may imp@WER function.

VX-770 was discovered in our ongoing reskarllaboration with Cystic Fibrosis Foundationefépeutics Incorporated ("CFFT") and
with the support and participation of the Cystibresis Foundation. We hold worldwide developmemt emmmercialization rights to VX-
770. We will owe CFFT royalties on any future salé¥X-770.

Other Vertex-Led Programs
VX-692 and VX-883 (gyrase inhibition for the treatnent of bacterial infection)

VX-692 and VX-883 are novel, Vertex-discme antibiotics currently in preclinical developrhémat target both DNA gyrase and
topoisomerase 1V. DNA gyrase and topoisomerase&fazymes that are essential to bacteria durimgeplication process. DNA gyrase i
topoisomerase 1V inhibitors already on the markatehproven to be potent, broad-spectrum antibiaticsare used to treat a variety of
common Gram-positive and Gram-negative bacterfakiions in various treatment settings. While émgsgyrase and topoisomerase 1V
inhibitors work by interacting with the gyrA andr@asubunits of DNA gyrase and topoisomerase 1V, 892 and VX883 target the gyrB ai
parE subunits. Each of VX-692 and VX-883 is actigainst Gram-positive and Gram-negative bacteatiggens 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. Adingly, we believe that VX-692 and VX-883 warrdntther investigation to determine if
they may be useful in treating infections causedityg resistant bacteria, a major and growing gnoblvith currently marketed antibiotics.

We hold worldwide development and commémiggnts to both VX-692 and VX-883, and we are exaing the possibility of entering
into a collaborative relationship to advance theeflepment of either or both of these compounds.
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VX-271 (kinase inhibition for the treatment of oncdogy indications)

VX-271 is a novel, Vertex-discovered kinasabitor currently in preclinical development.i@ses have been implicated in a wide range
of oncology indications, and we believe that kinggbition may offer a therapeutic opportunity ag a broad array of human tumors. We
hold worldwide development and commercializatigihts to VX-271, and we may consider entering intokkaborative arrangement to
advance its development.

VX-166 (caspase inhibition for the treatment of segis)

VX-166 is a novel, Vertex-discovered intdbiof multiple caspases being investigated fortteatment of sepsis and acute liver disease.
Inhibition of caspases has been shown to inhitbpagsis. We have demonstrated in animal modelsrhdiition of apoptosis may be useful
in the treatment of sepsis and acute liver disé&fgehold worldwide rights to VX-166, and we may soler entering into a collaborative
arrangement to advance its development.

VX-765 and pralnacasan (ICE inhibition for the treatment of inflammatory diseases)

We discovered and have completed certaieldpment activities with respect to two interleuldi converting enzyme ("ICE") inhibitors
for the treatment of inflammatory diseases, VX-@@8 pralnacasan. ICE is an enzyme that controlsetbase of active IL-f (one of two
forms of IL-1) and IL-18 from white blood cells mthe bloodstream and within tissues. IL-1 and 8.ate cytokines that mediate a wide
range of immune and inflammatory responses in ncafiytypes. Elevated IL-1 and IL-18 levels haverbeerrelated with disease states in a
number of acute and chronic inflammatory diseases.

During 2005, we completed the clinical pmrtof our four week, Phase lla clinical trial oKv765, for the treatment of psoriasis in
68 patients. We expect that data from this tridll @ reported in 2006. Earlier Phase | clinicals of VX-765 in healthy volunteers
demonstrated a dose-dependent decrease in levélsl8f the first time this has been demonstratedhahy therapeutic agent. Data from
preclinical studies show that VX-765 reduces inflaation and cytokine levels in animal dermatitis anithritis models.

Our first generation ICE inhibitor, praleaan, was developed in collaboration with Sanofmtis (then Aventis). In 2005, our
collaboration with Sanofi-Aventis terminated, adicrigihts to pralnacasan reverted to us. Phaskniical trials of pralnacasan conducted by
Aventis suggested that treatment with pralnacasaswell tolerated, produced positive anti-inflamomateffects in patients with RA and led
to dose-dependent suppression of the productidin-df3 . Aventis also conducted a Phase Il clinical tofapralnacasan in patients with
osteoarthritis. In that trial, there was improvem@9% to 35%) in the primary endpoint in four treant groups, including the placebo grc
during the 12 weeks of the trial, but there werestatistically significant differences in the prirga@ndpoint of the trial between placebo
treatment and any of the pralnacasan treatmenpgrdipwever, statistically significant changesdams urine and serum markers of bone
cartilage turnover were observed. In 2003, Aveatid Vertex voluntarily suspended the clinical depetent of pralnacasan pending full
analysis of findings that emerged from a nine-marahclinical toxicology study. In that nonclinicgtudy, high doses of pralnacasan were
associated with the development of fibrosis inuginscribed areas of the liver of one species of ahiNonclinical toxicology studies
designed to explore this toxicology issue were deteg in 2005, and we expect data from those noiceli studies to be presented at a
medical conference in 2006.

We believe these results warrant furthedptind we may consider entering into a collabeeagirrangement to advance the development
of either or both of VX-765 and pralnacasan, tockhive hold worldwide development and commerciaiiwatights.
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Merimepodib (VX-497) (IMPDH inhibition for the trea tment of chronic HCV infection)

We currently are conducting a Phase Ilbicdil trial of merimepodib, an oral, small moleciribitor of inosine 5-monophosphate
dehydrogenase ("IMPDH") for the treatment of cheddlCV infection. This double-blind, placebo-conteal, randomized trial (referred to as
the "METRO" trial) is designed to study the admirziion of merimepodib with peg-IFN and RBV in pgatis who did not respond to prior
treatment with peg-IFN and RBV. The goal of the MET trial is to evaluate the safety, pharmacokisedicd efficacy of merimepodib in
combination with peg-IFN and RBV. The primary entipof the trial is to evaluate the antiviral adyvof merimepodib in combination with
peg-IFN and RBV and perform an assessment of thgogption of merimepodib-treated patients who achiawsustained virologic response,
compared to placebo, at week 72 (end of follow Mgd.expect to complete the METRO trial in 2006tHa HCV field, we are currently
focusing our efforts on the development of direttharals such as VX-950. Therefore, we currenttyrobt plan to conduct additional
merimepodib clinical trials after the METRO trigléompleted.

We hold worldwide development and commédizasion rights to merimepodib.

Collaborator-Led Programs
Lexiva/Telzir and brecanavir: HIV protease inhibiti on for the treatment of HIV/AIDS (GlaxoSmithKline plc)

Infection with HIV can lead to AIDS, a segglife-threatening impairment of the immune syst@he Joint United Nations Programme
on HIV/AIDS estimates that approximately 40.3 moitliindividuals worldwide are infected with HIV. Thinited States National Institutes of
Health has estimated that there may be as many®8® individuals in the United States infectethwdlV. 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, sgaéfavirenz; the fusion inhibitor enfuvirtide; aHt\V protease inhibitors ("HIV PIs"). HIV P
are used as part of combination regimens for gwrment of HIV. HIV PIs block the cleavage of HIglyproteins into active proteins, and
result in the production of non-infectious virakfiees. The HIV PI ritonavir has been shown tongfigantly boost the levels of certain other
Pls in the bloodstream and thereforeattministration of HIV Pls with ritonavir has becommgressively more frequent in clinical practic
a strategy for achieving maximum antiviral actiyitgducing the likelihood of treatment failure @libreakthrough), and lowering the overall
pill count for patients. Sales of HIV Pls in theitdd States exceeded $1.2 billion in 2005, an exseeof approximately 11% from 2004. The
United States market for HIV Pls is highly compeé&t with nine different HIV Pls approved by the ARor sale.

Lexiva/Telzir

Our second generation HIV PI, fosampreneaicium, is marketed under the name Lexiva inthéed States and under the name Telzir
in the European Union. Lexiva/Telzir was co-disaeeeby us and GlaxoSmithKline and was develope@layxoSmithKline pursuant to our
collaboration with them. GlaxoSmithKline has woride marketing rights for Lexiva/Telzir, and we halie right to conduct certain
promotional and educational activities for Lexiveldir in the United States and the European Unida.also have the right, which we have
not yet exercised, to supply bulk drug substandgléxoSmithKline. We receive royalties on GlaxoSiine's sales of Lexiva/Telzir.

Lexiva was launched in the United Statest@ 2003, and in certain European Union countrigke third quarter of 2004. In 2005,
Lexiva was the fourth largest (measured in termsatés revenue) HIV Pl inhibitor in the United $&texcluding ritonavir, and it currently
holds an approximate 11% share of the United Stdfé$P| market (also excluding ritonavir). LexivaglEir is currently marketed in over 40
countries worldwide, including the United Statesgriee, Germany, Spain, Italy, the United Kingdord @anada.
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Lexiva/Telzir is a prodrug of amprenaviuy dirst generation HIV PI, which also was discaaand developed under our collaboration
with GlaxoSmithKline and marketed under the nameregase. Lexiva/Telzir has replaced Agenerase itdwie markets. A prodrug is an
inactive compound that is metabolized by the badydcome the active drug. Due to the physical ptagseof prodrugs such as Lexiva/Tel.
it is possible to achieve a higher effective doséhe active drug for each prodrug pill administeressulting in a smaller pill burden for
patients.

Brecanavir (V>-385)

Brecanavir (VX-385) is the third novel, tyaavailable HIV Pl to enter clinical developmdndm our HIV collaboration
with GlaxoSmithKline. Brecanavir is an aspartyl tg@se inhibitor, and is chemically distinct fromxiwva/Telzir and other currently marketed
Pls. Brecanavir is currently in Phase Il clinicavdlopment and has received "Fast Track" desigmétion the FDA. GlaxoSmithKline is
currently conducting a 105-patient Phase Ilb chhtdal of brecanavir in combination with retonawi North America, Europe and Australia.
We expect that the results of this Phase Ilb dihidal will be presented at a medical confereinciate 2006. We also expect that
GlaxoSmithKline will commence a Phase Il clinitahl program for brecanavir in 2006.

In 2005, GlaxoSmithKline reported interid-®eek results from an open label, 48-week Phasstlidy of brecanavir. In this clinical
trial, 31 HIV-1 infected adults received 300mg oétanavir twice-daily, boosted with 100mg of riteimain combination with one of two
nucleoside reverse transcriptase inhibitors (basegiatient medical history and viral genotype). Triterim findings suggested potent antiv
activity for brecanavir in both HIV Pl-sensitivedhllV Pl-resistant HIV-infected adults participadim the clinical trial. At week 24, 81% of
the patients had plasma HIV-1 RNA below the linfitletection in standard assays (< 400 copies/nihlaxdd) and 77% of the patients had
viral load below the limit of detection in ultrasgtive assays (< 50 copies/mL of blood). Patierith WIV Pl-sensitive and highly HIV PI-
resistant virus had similar response rates. Animteafety assessment suggested that brecanavivela®lerated: few Grade 2 to 4
(Common Toxicity Criteria scale) druglated adverse events and no serious adverseseverg observed. Most adverse events were ref
as mild and did not require treatment modificatiordiscontinuation. We expect final results of thial will be announced in 2006.

We hold development and commercializatights to brecanavir in the Far East, and GlaxoSftitle holds development and
commercialization rights to brecanavir in the @&fsthe world.

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

We are collaborating with Merck in the rasd and development of Aurora kinase inhibitarsluding VX-680 and a follow-on
compound, which we have designated VX-667. Auramases are enzymes thought to play multiple raleéhe development and progression
of cancer, acting as regulators of cell prolifaratitransforming normal cells into cancer cells dodnregulating p53, one of the body's
natural tumor suppressors. We believe that inhigibd Aurora kinases may be useful as highly tagéteatments for a range of oncology
indications.

VX-680 is a potent inhibitor of Aurora kises and of Flt-3 kinase, a receptor tyrosine kitlageis known to be inappropriately activated
in several different types of leukemia. Vertex egsbers published the three-dimensional atomicttra of Aurora-A kinase in 2002, and
published the structure of Flt-3 kinase in Jan2@l§4. We also presented preclinical data in a nurobeesearch and medical venues in 2003
suggesting that VX-680 should be further investigab determine its potential to treat severakdéht cancer types for which there are
currently few or no available treatments. In a pgueblished in February 2004, researchers at Vedparted demonstrating for the first time
that a selective small molecule inhibitor of Auréinase (VX-680) inhibited tumor growth and indudador regression in xenograft models
of human pancreatic and colon cancer. In
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addition, Vertex researchers have presented dataisy that VX-680 prolonged survival and inducedtained remission in an oncogene-
driven model of acute myelocytic leukemia.

Merck presently is conducting three Phad@ical trials of VX-680 in patients with hematglic cancers, with recurrent or non-
responsive solid tumors, and with certain cancarsvhich standard therapy does not currently ekisiate 2005, Merck demonstrated that
dosing VX-680 in patients with solid tumor canceosild produce observed changes in the activity @inécally relevant biomarker. We
expect that Merck will report the Phase | clinidata for VX-680 in 2006, and also will initiate Rledl clinical development this year.

In 2005, Merck also selected VX-667, andkarkinase inhibitor, for preclinical developmeMierck holds worldwide development and
commercialization rights to VX-680 and VX-667.

VX-409: Selective sodium channel modulation for théreatment of pain (GlaxoSmithKline pic)

We are collaborating with GlaxoSmithKlimethe clinical development of VX-409, an oral, syd®-selective sodium channel modulator,
for the treatment of pain. Worldwide prescriptiangl sales for the treatment and management ofvpaia more than $20 billion in 2004.
VX-409 has been shown to be orally bioavailable kigtily active, with a good safety profile, in ndinical models of both neuropathic and
inflammatory pain. VX-409 was discovered througih 8an Diego-based ion channel research prograny tisincapabilities and proprietary
technologies that are unique to that site. We expet GlaxoSmithKline will initiate Phase | cligicdevelopment of VX-409 early in 2007.

GlaxoSmithKline holds worldwide developmentd commercialization rights to VX-409.
VX-944: IMPDH inhibition for the treatment of cancer (Avalon Pharmaceuticals, Inc.)

We are collaborating with Avalon Pharmagmls in the development of VX-944, an IMPDH inhdsifor the treatment of advanced
hematological malignancies, such as leukemia, lyamghor myeloma. Recent reports in medical liteetand presentations at scientific
conferences provide a clinical rationale for theedepment of IMPDH inhibitors for the treatmenth@@matologic malignancies. Results from
certain preclinical studies of VX-944 indicatedttheX-944 inhibited then vitro proliferation of lymphoid and myeloid cells, thermipal
cells involved in the most common types of humarkdanias. VX-944 also significantly prolonged sualiin a model of aggressive mouse
leukemia. In a single-dose, dose-escalation Phelggidal trial of VX-944 in healthy volunteers, @aindicated that VX-944 was orally
bioavailable and well-tolerated.

Avalon initiated a Phase | clinical tridl\éX-944 in January 2006. That clinical trial issigned as an open-label, repeat dose-escalation
clinical trial for the evaluation of the safety atwferability of VX-944 in up to 36 adult patientsth advanced hematological cancer.

Avalon Pharmaceuticals holds worldwide depment and commercialization rights to VX-944.
VX-322: Flt-3/c-kit inhibitor for the treatment of cancer (Novartis Pharma AG)

We are collaborating with Novartis in theglinical development of VX-322, a dual inhibiwirthe flt-3 and c-kit kinases, for the
treatment of certain forms of cancer. Flt-3 kinaed c-kit kinase function as molecular switches tbgulate the growth of certain cancers.
Flt-3 kinase inhibition has attracted significatieation among cancer researchers due to its highfyeted approach to the treatment of
certain leukemias as well other hematological nmaligcies and solid tumors. Flt-3 kinase is abnogvegdtivated or upregulated in a wide
range of leukemias, including in more than 70%aifents with acute myelogenous leukemia ("AML")e8ific mutations of flt-3 kinase that
are believed to be drivers of cell proliferatioe @resent in up to 40% of AML patients. In addititive protein c-kit has been found at high
levels in 60% to 80% of AML patients. Preclinicélidies conducted at Vertex using cells isolatethf&VIL patients suggested that dual flt-
3/c-kit inhibition may provide more potent reductiim cell proliferation than is provided by inhiioih of flt-3 kinase or c-kit kinase alone.
Current treatment for AML generally involves aggige chemotherapy with "non-specific”
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agents that cannot discriminate between healthyda®hsed cells, resulting in significant toxiatyd limited efficacy. New targeted
approaches hold the potential to transform thenreat of AML, reducing side effects, improving tability and increasing the efficacy of
chemotherapeutic regimens.

Novartis holds worldwide development anchatercialization rights to VX-322, and an optiorotatain similar rights to VX-398, a back-
up compound to VX-322.

RESEARCH PROGRAMS
Vertex Drug Design Platform and Drug Discovery Stréaegy

We believe that our integrated drug desigproach has significantly enhanced our abilitgliswover and 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 anddrysuccess in moving drug candidates
clinical trials.

Integrated Drug Design Approach.Our drug design platform integrates biologypdbiysics, chemistry, automation and information
technologies in a coordinated and simultaneousdaghroughout the discovery process. The goalofimtegrated, interdisciplinary appro:
is to make the drug discovery and development poo®ore efficient and productive.

Focused Drug Discovery in Target-Rich GEaeilies. We have pioneered a novel approach to drugdisy in target-rich gene
families, which are groups of genes with similagigences that code for structurally similar proteive organize and cluster targets within a
gene family according to how they interact with rheal inhibitors, which allows us to use high-thgbiput screening technologies,
informatics and medicinal chemistry to rapidly itlBndrug-like classes of compounds in parallel fioultiple targets. Along with this
approach, we use a variety of biological and chahitethodologies that interrogate the function@ily discovered proteins in order to
focus our drug discovery and development effortthenmost promising targets within the most prongigjene families. We believe that our
systematic application of this drug discovery apptois increasing the speed and efficiency of diegjgn efforts directed at novel biological
targets, and is securing valuable intellectual propfor us in gene families of interest.

Technology Platform

We employ a variety of technologies andinf@mation from a number of different scientificsciplines as part of our integrated
technology platform. The most significant of thera as follows.

. Functional Genomics.We use functional genomics techniques, such as geock-out mice, to help guide target selectioth a
test the potential of chemical compounds in diseasdels. We also use antisense, siRNA, dominardtivegcell lines,
transcriptional profiling, proteomics and otherlb@ical approaches to better characterize thepialged by specific targets in
cellular processes.

. Biophysics. We generate atomic structural information on rooller targets using X-ray crystallography and nacltaagnetic
resonance ("NMR") spectroscopy to guide designapiiinization of lead classes of drugs.

. Computer-based ModelingWe apply advanced proprietary computational madebols to guide the evaluation and selec
of compounds for synthesis. During our virtuain('silico ") screening process, candidate compounds aretse |t synthesis
and screening. We use proprietary algorithms tbamt filter compounds for specific properties rder to seek compounds
that are more likely to become development candglat

. Pharmacokinetics and PharmacologyWe employ a number of approaches to obtain ptigdimformation on the
bioavailability, pharmacokinetic profile and effeyaof potential drug
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candidates. These approaches incindétro metabolism and toxicological studies andiivo assessment of leads in predictive
animal models.

. Assay DevelopmentWe use modern cell biology, enzymology, and surggtechniques to develop high-throughput assays
which provide high-quality information to supporud discovery. Many of these assays are built ippoomber of gene
reporter technologies such as green fluorescettiprand beta lactamase. We also are utilizingasaay capabilities to
develop novel proprietariy vitro assays to rapidly establish ADME/toxicology prdiif®er compounds in our screening library.

. High-Throughput ScreeningWe conduct assays for most enzyme and recept®ttausing very high-throughput screening
approaches, many of which are proprietary. Thesayasenable us to rapidly generate large numbdesdfcompounds and
drug candidates across targets from many diffegene families. These approaches integrate compoamdgement, plate
replication with miniaturized screening, hit (pdiahlead) identification and follow-up.

. Instrumentation. We have a dedicated research and applicationa®went group, which is responsible for designind a
building automated solutions to address many ofritbhee repetitive and labor-intensive aspects andgsses of drug
discovery. For example, most of our ion channedaesh is conducted using E-VIPR, our proprietargexcing technology that
uses fluorescent probes and waves of electricaliition to study ion channels. E-VIPR providesaatomated, high-
throughput platform that enables us to collect hjghlity data at speeds up to a thousand timesrftsan patch clamping.

Current Research Programs

Our past drug discovery efforts have predua variety of drug candidates that are currentfyreclinical or clinical development. We
believe our ongoing research programs, particuthudge directed at the kinase and ion channel fggniies, continue to create potential
value for Vertex by generating new product candigén areas of significant unmet medical need. &Ilpesgrams include research targeting
certain kinases, ion channels, g-protein coupledp®®rs and HCV protease inhibitors.

Kinase Prograrn

We have a broad-based drug discovery effogeting the human protein kinase family, of whilkbere are more than 500 members.
Protein kinases are enzymes that play a key rdi@nsmitting signals between and within cells.a§es exert their effect by phosphorylating
other proteins, which then become activated anfbpara specific function. Kinase activity has béeplicated in many major diseases,
including cancer and autoimmune, inflammatory, taralscular, metabolic, and neurological diseasesa fesult, we believe that kinases are
ideal targets for therapeutic intervention. Theickl success of the oncology drugs Gleevec® (mitathesylate) and Tarceva® (erlotinib)
offer examples of how small molecule kinase inlitsitcan be tailored to address specific diseases.

Under our collaboration with Novartis, wavie conducted extensive parallel drug design affeithin the kinase target family. To date,
three development stage kinase inhibitors, VX-68€,322 and VX-271, have emerged from that collaliorg the research portion of which
ends in April 2006. In 2004, we entered into aawdration with Merck for the development of VX-6&®B, Aurora kinase inhibitor, in cancer,
and for continuing collaborative research in theaawf Aurora kinase inhibition. We expect the joggearch effort with Merck to continue
until June 2006.
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We have drug discovery efforts underwage#ing kinases that play a role in the developraedtprogression of cancer, inflammation
and autoimmune disease.

Our extensive drug discovery efforts inefynumerous targets in the kinase gene familyicaatto refine our understanding of kinase
biology and the design of kinase inhibitors. Owe@chers have determined the atomic structureood than 25 kinase drug targets and
hundreds of kinase/inhibitor co-complexes. Thisinfation is of critical importance in the desigrsefective inhibitors for ongoing research
projects. We also have designed a diverse librpyaprietary kinase inhibitors and we continuetpand that library. We apply all of these
tools with the objective of determining and optim@new chemical scaffolds against targets of agein the area of kinase inhibition.

lon Channel Progran

We are conducting a broad-based drug desgoprogram targeting the ion channel family. Ib@enels are a 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 potential therap@ticvention points for a variety of indicatioms¢luding cystic fibrosis, pain and
inflammatory, cardiovascular and metabolic diseaBgisting therapies such as amlodipine and nifedipwvhich are calcium channel
blockers for the treatment of hypertension, andoaigine and carbamazepine, which are sodium cHanhibitors for the treatment of
epilepsy, provide a strong rationale for developinggs targeting ion channels.

Our ion channel research extends acrossaeon channel subfamilies, including sodium ctels and calcium channels, and is
principally focused at present on the design angtldpment of small-molecule drugs for the treatnadmiain and cystic fibrosis. For
example, specific sodium channels have been showrttease in expression and function in peripheeave cells at the site of injury,
making them novel and attractive targets for teatment of neuropathic pain.

We have an ongoing research collaboratitim @~FT targeting the CFTR protein. Our reseaifbres in this collaboration currently are
focused on the identification of possible CFTR piotcorrector compounds that may work to incresenumber of ion channels in certain
lung cell membranes of patients with cystic fibsodihese ion channels may prevent the impropemaalation of water and salt (including
chloride ions) that is believed to be the caussmofous accumulation in the lungs of cystic fibrgssients.

We are utilizing our expertise in assayalepment and screening to advance discovery effattsn the ion channel family.
Additional Discovery Effort

We plan to utilize our proprietary gene figabased platform and experience in structure-takeg design to pursue targets in other
medically important gene families. We have siguificefforts underway targeting g-protein couplezkptors and back-up HCV protease
inhibitors, among other things.

CORPORATE COLLABORATIONS

We have entered into corporate collabonatiwith pharmaceutical and other companies anchargtions that provide financial and ot
resources, including capabilities in research, greent, manufacturing, and sales and marketingypport our research and development
programs. At present, we have the following majmporate collaborations.

GlaxoSmithKline plc

In December 1993, we entered into a collatian with GlaxoSmithKline covering the researdbyelopment and commercialization of
HIV protease inhibitors, including Agenerase (amprar), Lexiva/Telzir (fosamprenavir calcium) anegbanavir (VX-385). Under the
original agreement,
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GlaxoSmithKline had exclusive rights to develop aothmercialize our HIV Pls in all parts of the wbdxcept the Far East. In 2003, we
amended the agreement to add the Far East to Gtattddine's territory for development and commelizi@tion of Lexiva/Telzir.
GlaxoSmithKline pays us a royalty on all saleshaf HIV Pls covered by the agreement. We have mdatertain bulk drug manufacturing
rights and certain co-promotion rights in the teries licensed to GlaxoSmithKline. Under the dodleative agreement, GlaxoSmithKline
agreed to pay the Company up to $42 million, cosgatiof an up-front $15 million license payment mied&993, $14 million of product
research funding over five years and $13 milliomefelopment and commercialization milestone paysifem an initial drug candidate.
Research funding under this agreement ended omiexe31, 1998 and Vertex has received the enti2endiflion referenced above. We
began earning a royalty from GlaxoSmithKline in 9@ sales of Agenerase, in the fourth quartel0682on sales of Lexiva, and in the third
quarter of 2004 on sales of Telzir. GlaxoSmithKlis@lso obligated to pay additional developmermt @@mmercialization milestone
payments for subsequent drug candidates, inclualieganavir. If brecanavir is successfully commdizza, GlaxoSmithKline must pay us
royalties on any future sales of brecanavir. GlamilsKline bears the costs of development in itsitieny under the collaboration.
GlaxoSmithKline has the right to terminate its &gnent with us without cause upon 12 months' nolieemination of the agreement by
GlaxoSmithKline will relieve it of its obligatiorotmake further commercialization and developmemstone and royalty payments, and will
end any license granted by us to GlaxoSmithKlingeurthe agreement. In June 1996, we and GlaxoShrinkibtained a worldwide, non-
exclusive license under certain G.D. Searle & @owowned 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 sepa@taboration agreement with GlaxoSmithKline tiee development and commercialization
of VX-409. Under the terms of the agreement, GlaniilKline has the exclusive right and license twalep and commercialize VX-409 and
certain specified back-up compounds worldwide. ageement provides for a $20 million up-front liserpayment, which was paid in
December 2005, and potentially additional develapna@d commercial milestone payments based onebelabment of VX-409 and back-
up compounds in major pharmaceutical markets aeroaage of indications. GlaxoSmithKline will alsay us royalties on annual net sale
any pharmaceutical products commercialized undeagreement. Prior to commercial launch of any dnagjis covered by the agreement,
GlaxoSmithKline can terminate the agreement wittoawuise upon six months' notice to us. Following memtial launch, GlaxoSmithKline
can terminate the agreement on one year's notibessithe termination is the result of a safetyésassociated with a drug arising from the
collaboration, in which case GlaxoSmithKline magmaate immediately upon notice.

Merck & Co., Inc.

In June 2004, we entered into a globabtaltation with Merck to develop and commerciali2&-880, our lead Aurora kinase inhibitor,
for the treatment of cancer, and to conduct rese@amgeting the discovery of an additional Auronzalse inhibitory compound or compounds
to follow VX-680. Merck made an up-front licenseypeent of $20 million in June 2004, and the collattimn agreement also provides for
research funding of $14 million over the first tyears of the collaboration (from June 2004 to RO@S). In addition, the agreement provi
for as much as $350 million in milestone paymeimisuding up to $130 million for the successful dmpment of VX-680 in the first
oncology indication and additional milestone paytadar development of VX-680 and follow-on compoand subsequent major oncology
indications. Two milestone payments under the ages, totaling $19.5 million, were made in Decem®@05. Under the agreement, Merck
is responsible for worldwide clinical developmentlacommercialization of VX-680 and follow-on candges (including VX-667, which
Merck selected for preclinical development in 20883 will pay us royalties on product sales. Maray terminate the agreement at any 1
without cause upon 90 days' advance written nogixegpt that six months' advance written notiaedgiired for termination during the
second
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year of the research term (ending June 2006), anyatime when a product has marketing approvalrimajor market and the terminatior
not the result of a safety issue.

Cystic Fibrosis Foundation Therapeutics Incorpochte

In May 2004, we entered into a collabomratgreement with Cystic Fibrosis Foundation Theusipe Incorporated ("CFFT") providing
funding for our late-stage cystic fibrosis drugadigery effort. The agreement subsequently was aetketaextend the term of the drug
discovery effort to March 31, 2008. Under the anashdgreement, we retain the right to develop antheercialize any compounds
discovered in the course of the research collalmorsand we will pay a royalty to CFFT on the nales of any drugs discovered in the
collaboration. The agreement, as amended, protleSFFT to make up to $21 million of research payts through December 31, 2005,
and for it to fund up to an additional $22 millitor further research from January 1, 2006 throughrd! 31, 2008 directed toward CFTR
corrector compounds. The agreement also providgsaRFT will make a $1.5 million milestone paym#&ntus upon advancement of the first
compound from the research program into clinicalefepment. CFFT has the right to terminate the emment without cause, effective on
June 30, 2006 and June 30, 2007, upon 60 days'vptitten notice.

Novartis Pharma A(

In May 2000, we entered into an agreemaétiit Wovartis to collaborate on the discovery, depehent and commercialization of small
molecule drugs directed at protein kinases. We aeethis collaboration agreement in February 2Q0wler the original agreement, we w
responsible for drug discovery and clinical probfoncept testing of all drug candidates. Novaatiseed to pay us up to $200 million in
research funding through April 2006, and to loampgo $200 million on a non-interest-bearing bésisupport our clinical proof-of-concept
studies. Under the amended agreement, we will soatio receive research funding through April 2006vartis holds an option to develop
drug candidates meeting certain pre-agreed crit€hia option is exercisable with respect to eackelbpment candidate at the pre-
development stage, at which point a $10 millionestibne payment will be due from Novartis with uiB2b million in additional pre-
commercial milestone payments. Following completibthe six-year research term in April 2006, Ndigadevelopment option with respect
to all compounds discovered in the research progvdinterminate no later than the end of a spedifixeriod following delivery by us to
Novartis of a final research report. We retairrights to any candidate not selected by Novarfisyell as to all of our intellectual prope
generated under the collaboration that is not fipdoi candidates selected by Novartis for develeptnAs part of the amended agreement,
restrictions under the original agreement thattichiNovartis' right to pursue kinase research awldpment outside our collaboration were
removed, and the development loan facility was teated. In November 2004, Novartis accepted VX-RzDreclinical development under
the amended terms of our collaboration agreemedtpzade a $10 million milestone payment. Novarilsivave exclusive worldwide
development, manufacturing and commercializatights to VX-322 and any other drug candidates treatdepts from us for development.
We will receive royalties on any products that m@rketed as part of the collaboration.

Also under the amended agreement, we edaime right either to develop VX-680 to proof-@fiicept under the terms of the original
agreement, or to elect to remove VX-680, and theoraukinases that it targets, from the Novartidatmiration. We exercised this election in
June 2004, as part of our collaboration with Medgscribed above, and repaid to Novartis approxty&12.5 million in unspent and
uncommitted development loans previously advanceacgount of VX680. Outstanding loans relating to collaboratiompounds other the
VX-680 will be forgiven on a compound-by-compourasbis if any such compounds are selected by Novartidevelopment. All loans not
forgiven under the facility will be repayable, wailit interest, in May 2008. At December 31, 2005 had approximately $20 million in
remaining loans outstanding under the loan facility
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Mitsubishi Pharma Corporatio

In June 2004, we entered into a licenseeldpment and commercialization agreement with ditshi for the development and
commercialization of VX-950, our lead oral HCV prase inhibitor, in Japan and certain other Far &asttries. Under the terms of the
agreement, Mitsubishi has the right to develop @rmmercialize VX-950 in its territory, and we haeclusive development and marketing
rights to VX-950 in the rest of the world. Undeetagreement, we are entitled to receive up to $8®min payments from Mitsubishi
through Phase Il clinical development, includiniicanse fee, development milestone payments antlilbotions to certain drug development
costs incurred by us for VX-950. Further cost stiieyond Phase Il clinical development will beedetined by Mitsubishi and us based on
the design of registration trials for VX-950. Wellwilso be entitled to royalties on sales of VX-9B@&pproved, in Mitsubishi's territory.
Mitsubishi may terminate the agreement at any tiiteout cause upon 60 days' prior written notice.

Kissei Pharmaceutical Co., Lt

In September 1997, we entered into a cotkiion agreement with Kissei to identify and depetompounds that target p38 MAP kini
The research phase of the collaboration ended @ 30, 2000, and we have received the full amotiresearch funding specified under the
agreement. We are working with Kissei to develop eammercialize VX-702, which was discovered duimug p38 MAP kinase research
collaboration. Kissei has exclusive rights to depedind 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 and commercialization milesfrmgnents for the successful development and coniatieetion of VX-702 in the Far
East, including $2.5 million paid in 2005 upon Kiss submission of regulatory filings in preparatfor Phase | clinical trials of VX-702 in
Japan. Kissei is providing a portion of the fundfagour clinical trials of VX-702 in RA. If VX-702s approved for sale in Kissei's territory,
we will have the right to supply Kissei with bulkud) substance for manufacture by Kissei into dmaglpct. We will receive drug supply
payments or royalties on any product sales.

Avalon Pharmaceuticals, In

In February 2005, we entered into a liceaggeement with Avalon Pharmaceuticals, Inc. ferdbvelopment and commercialization of
the IMPDH inhibitor VX-944 for the treatment of c@r. Under the agreement, Avalon has the exclusordwide right and responsibility to
develop and commercialize VX-944 for the treatn@rdancer. Avalon has made a $5.0 millionfrgmt license payment to us, and has ag
to make additional milestone payments to us foristiecessful development of VX-944 in multiple ormgpl indications. Avalon will pay us
royalties on any product sales. The agreement gesuils with certain rights to co-promote VX-944ithier Avalon nor Vertex has the right
to terminate the agreement other than for cause.
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OTHER MATTERS
Intellectual Property

We actively seek protection for our prodguand proprietary information by means of Unitealt&t and foreign 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@kdtug targets, compounds we are
developing to modulate those targets, and methbdgking or using those compounds, we have sepeatehts and pending patent
applications directed to proprietary elements ofdrnug discovery platform. For example, some oséhéplatform” patents and applications
claim our proprietary E-VIPR ion channel screeni@achnology.

Much of our technology and many of our gsses depend upon the knowledge, experience disdagiiey scientific and technical
personnel. To protect our rights to our proprietamgw-how and technology, we require all employees, dbageour consultants and advis:
when feasible, to enter into confidentiality agreens that require disclosure and assignment teeXatideas, developments, discoveries
inventions made by these employees, consultantadvidors in the course of their service to Vertex.

Patents and Pending Patent Applicatic

We hold issued patents and pending papiications in the United States, and in foreignroes we deem appropriate, covering
intellectual property developed as part of eacbusfadvanced research, development and commeroigitgms. Our intellectual property
holdings include:

. United States and worldwide pending applicationsedog VX-950, and many other hepatitis C protdakéitors.

. issued United States patents and pending applisatiovering assays useful to evaluate potentidbiiains of hepatitis C
protease, including patents and applications cogetie X-ray crystal structures of hepatitis C pase and the use of those
structures to develop hepatitis C protease inhigito

. an issued United States patent that covers a afatgemical compounds that includes VX-702 as weltompositions
including VX-702 and similar compounds and the okthose compounds to treat p38 MAP kinase reldisarders.

. pending United States and foreign patent applinat@mvering potentiators of the CFTR protein amubes of those
potentiators, including VX-770 and many other retatompounds.

. issued United States patents that cover classasenfical compounds, pharmaceutical formulationsusss of the same for
treating HIV infection and AIDS. These patents utd specific coverage for fosamprenavir and itsplhaeutical
formulations, methods of manufacture and methodisett HIV infection or AIDS-related central nensosystem disorders. In
addition we have a non-exclusive, worldwide liceneder certain patent applications claiming HIV.Ri& have an issued
patent in the United States and patents and pemgiiplications in other countries claiming amprenawid related compounds,
as well as brecanavir (VX-385).

. issued United States patents and pending patefitatgns worldwide claiming inhibitors of multipkinase proteins,
including the Aurora kinase/Flt-3 kinase inhibi¥X-680, the Flt-3/c-kit kinase inhibitor VX-322 aride kinase inhibitor VX-
271.

. pending United States and foreign patent applinatemvering modulators of sodium ion channels a®s thereof, including

VX-409 and many other related compounds.
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. pending United States and foreign patent applinat@mvering bacterial gyrase inhibitors including-692 and V>-883 anc
the use of these compounds for the treatment débatinfections.

. issued United States patents that cover classgsenfical compounds, pharmaceutical compositionsaatng such
compounds, and methods of using those compourtdsator prevent IMPDH-mediated diseases, incluth@y infection.
These patents claim merimepodib (VX-497) and VX-3téir combination with certain other therapeatients and their use
for treating HCV infection and other IMPDH-mediatdideases.

. issued United States patents covering severalrdifteclasses of compounds useful as inhibitor€&, las well as
pharmaceutical compositions containing those comgs@and methods of using those compounds to W&até¢lated diseases.
These patents and applications include a seripatehts and applications purchased from Sanofii@.3uly 1997, including a
United States patent that covers DNA sequencedergtCE. We also have applications pending inlinéed States and
other countries claiming VX-765, pralnacasan (VX3Ydnd related compounds.

From time to time we enter into non-exchedicense agreements for proprietary third-pagthhology used 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 developra@for commercialization of our drug productsiaggrom the related research. For
example, we have entered into a non-exclusive $sieemrangement with Chiron Corporation for rigbtssichnology in the HCV area that
provides Chiron with certain milestone and royal&gyment rights.

Manufacturing

As we advance our proprietary drug candisl#tirough clinical development toward commercaion, we will be required to
significantly augment our manufacturing, logistisapply chain and quality assurance resources.\ertly rely on networks of third party
manufacturers and suppliers worldwide to synthes&det, and package our drug candidates foroalririals, and we expect that we will
continue to do so to meet our commercial supplyader those products, if they are approved foe.sale plan to identify and enter into
commercial relationships with multiple supplierstloé materials and manufacturing services nece$satlie synthesis, tableting and
packaging of our drug candidates and, if approeeddle, our drugs. We believe that this approatihreduce our risk of supply chain
disruption by limiting our reliance on any one sligapor manufacturer. There is no assurance, howyévat we will be able to establish a
second source for each stage of manufacturing @malysng our drug candidates and/or commercial petsl We currently are seeking to
reduce our VX-950 supply chain risk by identifyiagd engaging additional vendors for various praee#sthe manufacture and supply of
VX-950 tablets.

We are focusing resources on the developofesystems and processes to track, monitor aedsee our manufacturers' and suppliers'
activities. We evaluate the performance of ourdtipiarty manufacturers and suppliers and confirnr taatinuing capabilities to meet our
needs efficiently and economically.

We have established a quality assuranagrgmo intended to ensure that our third-party mastufars and suppliers produce our
compounds in accordance with the FDA's current GQdadufacturing Practices, or cGMP, and other applie regulations. We expect that
we may need to increase our quality assurance megsoin connection with the commercial launch of drug product.

The production of our drug candidates iselokin part on technology that we believe to bgpetary. We license this technology to our
suppliers and manufacturers to enable them to naatwe drug candidates for us. However, in thesmof their services, a contract
manufacturer may develop process technology retatétie manufacture of our drug candidates that the
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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 wished to haueproducts manufactured by other supplierszinigj the same process.

Commercial manufacturing of Lexiva/Telarbdeing done by GlaxoSmithKline. We retain the aptio manufacture a portion of
GlaxoSmithKline's requirements for bulk drug substafor Lexiva/Telzir. If we were to exercise tlogtion, we believe we would need to
rely upon one or more contract manufacturers toufaure the bulk drug substance on our behalf.

Competition

We are engaged in biopharmaceutical fieldgacterized by extensive research efforts, regmlinological progress and intense
competition. There are many public and private canigs, including pharmaceutical companies, chensimapanies and biotechnology
companies, engaged in developing products foraheeshuman therapeutic applications as those wiayeting. Many of our competitors
have substantially greater financial, technical huchan resources than we do and are more expediémtiee development of new drugs than
we are. In order for us to compete successfullymag need to demonstrate improved safety, efficaage of manufacturing and market
acceptance of our products over the products otommpetitors that have or will receive regulatoppeoval for marketing.

A variety of companies are attempting teedep new treatments for HCV infection. ScheringtRjh Corporation is developing
SCH503034, an orally available HCV protease inbibitor which it is currently conducting a Phaselihical trial. SCH503034 received
"Fast Track" designation from the FDA in early 200@enix Pharmaceuticals, Inc. is developing vatipbine, an orally available inhibitor
HCV RNA polymerase, which is responsible for sysihimg viral RNA during HCV replication. Valopiciténe is currently in Phase Il trials,
and Idenix has announced plans to commence PHadmildal trials of this compound in the first fiaff 2006. There may be other potential
HCV treatments in research or early development.

A wide range of drugs are being investigdite the treatment of RA, including several drtigst are currently being marketed for other
indications, such as Prograf® (tacrolimus), an impsuppressant. Bristol-Myers Squibb recently resstimarketing approval from the FDA
for Orencia® (abatacept), an intravenous T-celstimulator for the treatment of RA. Roche is in 8l development of Actemra®
(tocilizumab), an IL-6 monoclonal antibody. In Feary 2006, Genentech and Biogen Inc. received appfiom the FDA to market Rituxan
(rituximab), Genentech Inc.'s drug product cursestld as a lymphoma treatment, in combination witthotrexate for the treatment of RA.
In the field of p38 MAP kinase inhibitors for theatment of RA, over the last three years a nurmbeompanies, including Vertex,

Amgen Inc., GlaxoSmithKline, Bristol-Myers Squiblo@pany, Boerhinger Ingelheim GmbH, Takeda Pharntads, Co., Ltd. and

Scios, Inc. have initiated Phase | clinical trig&$.these, to date, Vertex, Boerhinger Ingelheigip§and Takeda have announced
advancement of drug candidates to Phase Il climiizds. The commercialization of any of the theespor other novel treatments for RA by
Vertex competitors may adversely alter the comipetiandscape for VX-702.

Several companies are engaged in the padateveloping treatments for cystic fibrosis. Egample, PTC Therapeutics, Inc. has
recently announced the commencement of severabRhelinical trials for PTC124, a drug candidatattargets nonsense genetic mutations
which can cause cystic fibrosis in some populatiédisis Pharmaceuticals, Inc. is developing TherBClLan orally delivered enzyme
replacement therapy for the treatment of pancréadiafficiency, a condition that affects many cgdtbrosis patients. Inspire
Pharmaceuticals Inc. currently is conducting Phsdinical trials of denufosol tetrasodium, arhised molecule that activates an alternate
chloride channel in the airway of cystic fibrosatipnts.

In the field of HIV protease inhibition, Abtt Laboratories, Bristol-Myers Squibb, Gileadéwies, Inc., Johnson & Johnson and
Pfizer Inc., among others, have other HIV Pls iriauzs stages
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of development. In addition to the nine currentlgrketed protease inhibitors, each of these commoand others that may be in research or
development may eventually compete with Lexiva/iferd, if it is successfully developed, brecanavir

Government Regulation

Our development, manufacture and potestild of therapeutics are subject to extensive atigal by United States and foreign
governmental authorities. In particular, pharmaicaliproducts are subject to rigorous preclinicainclinical and clinical testing and to other
approval requirements by the FDA in the United &ainder the Food, Drug and Cosmetic Act, and bypeoable agencies in most foreign
countries. Although we have summarized the FDA @ssdelow, other countries may have different agnorocesses with which we will
need to comply if we seek to conduct clinical &ial obtain marketing approval in those countliesiddition, even if we ultimately intend to
seek initial marketing approval in the United Ssat@e may conduct early clinical trials in otheuntries, for a variety of reasons, and
therefore our initial Investigational New Drug ('IIN) filing in the United States may not occur uriter one or more foreign-sited clinical
trials.

Approval Proces

As an initial step in the FDA regulatorypagval process, short term preclinical studiesdglty are conducted in animals to help identify
potential safety problems which might be associatiga administration of the drug candidate beingfed over the period of time planned for
the initial human trials. For certain diseasesmatimodels exist that are believed to be prediativefficacy in humans. For such diseases, a
drug candidate is typically tested for efficacythiat animal model. The results of these preclinsediéty and disease model studies are
submitted to the FDA as a part of the IND whicfilesd to comply with FDA regulations prior to commeement of human clinical testing in
the United States. For several of our drug candijato appropriately predictive animal model exiatsa result, nén vivoevidence of
efficacy will be available until those compoundsgmess to human clinical trials. A variety of nanidal studies in a number of animal
species, and other nonclinical studies, ordinaxily conducted while human clinical trials are unasr, to provide supplemental toxicology
and other information and to help provide a fouimator the design of broader and more lengthy hugimical trials as a drug candidate
progresses through the review and approval process.

Clinical trials typically are conductedthree sequential phases, although the phases nealgpvPhase | frequently begins with the
initial introduction of the drug candidate into kg human subjects prior to introduction into pats. The drug candidate is then tested in a
relatively small number of patients for safety opreliminary basis, dosage tolerance, absorptimauailability, biodistribution, metabolism,
excretion, clinical pharmacology and, if possilite,early information on effectiveness. Phase pli¢glly involves studies in a small sample
the intended patient population to assess theageffiof the drug for a specific indication, to detare dose tolerance and the optimal dose
range and to gather additional information relatimgafety and potential adverse effects. Phagddls are undertaken to further evaluate
clinical safety and efficacy in an expanded patmoyulation at geographically dispersed study sttedetermine the overall risk-benefit ratio
of the drug candidate and to provide an adequatis ba physician labeling. Each trial is conducitedccordance with standards set forth in
protocols that detail the objectives of the triak parameters to be used to monitor safety andffioacy criteria to be evaluated. For clinical
trials in the United States, each protocol mussddamitted to the FDA as part of the IND. Furthegleclinical trial must be evaluated by an
independent Institutional Review Board ("IRB") hetinstitution at which the trial will be conductdthe IRB will consider, among other
things, ethical factors, the safety of human subjaad the possible liability of the institution.

Data from nonclinical testing and clinit@ls are submitted to the FDA in a New Drug Apption ("NDA") for United States
marketing approval. The process of completing naiwal and clinical testing and obtaining FDA apgabfor a new drug is likely to take a
number of years and require the expenditure oftanbial resources. Preparing an NDA involves caarsiblle data
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collection, verification, analysis and expense, tirede can be no assurance that approval will @etgd on a timely basis, if at all. The
approval process is affected by a number of factoctuding the severity of the targeted disedse availability of alternative treatments and
the risks and benefits demonstrated in clinicaldriThe FDA may deny an NDA if applicable regutgtoriteria are not satisfied or may
require additional testing or information. Among ttonditions for marketing approval is the requieatthat the prospective manufacturer's
quality control and manufacturing procedures canftw the FDA's cGMP regulations, which must bedetkd at all times. In complying wi
standards set forth in these regulations, manufagtunust continue to expend time, money and eifidite area of production and quality
control to ensure full technical compliance. Marutifiaing establishments, both foreign and domeatsn are subject to inspections by or
under the authority of the FDA and by or underdhthority of other federal, state or local agencies

Under the FDA Modernization Act of 1997etbinited States FDA may grant "Fast Track designatio facilitate the development of a
drug intended for the treatment of a serious ertlifreatening condition if the drug demonstratespibtential to address an unmet medical
need. The benefits of Fast Track designation irekzheduled meetings with the FDA to receive imputlevelopment plans, the option of
submitting an NDA in sections (rather than submttall components simultaneously), and the optfarguesting evaluation of studies us
surrogate endpoints. Fast Track designation doesetessarily lead to a priority review or acceletlaapproval of a drug candidate by the
FDA. VX-950 and brecanavir have received Fast Tidesignation by the FDA.

Timing to Approval

We estimate that it generally takes 10%qg@ars, or possibly longer, to discover, develag laring to market a new pharmaceutical
product in the United States as outlined below:

Estimated
Phase: Objective: Duration:
Discovery Lead identification and target validati 2 to 4 year:
Preclinical Initial toxicology for preliminary identificationfaisks for humans; gatherea 1 to 2 years
pharmacokinetic dat
Phase | Evaluate safety in humans; study how the drug warletabolizes and interac 1 to 2 years
with other drugs
Phase I Establish effectiveness of the drug and its optideeslage; continue safety 2 to 4 years
evaluatior
Phase Il Confirm efficacy, dosage regime and safety prajfi¢he drug; submit New 2 to 4 years
Drug Application
FDA approval Approval by the FDA to sell and market the drugtfoe approved indicatic 6 months to 2 yeal

A proposed drug candidate may fail at amipfpduring this process. Animal and other nonclihistudies typically are conducted during
each phase of human clinical trials.

Pos-approval Studies

Even after initial FDA approval has beetaited, further studies, including post-approvils; may be required to provide additional
data on safety and will be required to gain appréivathe sale of a product as a treatment foricsihindications other than those for which
the product was initially tested and approved. Atee FDA will require post-approval reporting t@mnitor the side effects of the drug.
Results of post-approval programs may limit or expthe indications for which the drug product mayntarketed. Further, if there are any
requests for modifications to the initial FDA appabfor the drug, including changes in indicatiomnufacturing process, labeling or
manufacturing facilities, a supplemental NDA mayréguired to be submitted to the FDA.
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Other Regulations

Pursuant to the Drug Price Competition Batent Term Restoration Act of 1984, under certaimditions a sponsor may be granted
marketing exclusivity for a period of five yeardléaving FDA approval of certain drug applicatiom3uring this period, third parties would
not be permitted to obtain FDA approval for a sanibr identical drug through an Abbreviated NDA iethis the application form typically
used by manufacturers seeking approval of a gedeug. The statute also allows a patent owner tenekthe term of the patent for a period
equal to one-half the period of time elapsed betvibe filing of an IND and the filing of the corpnding NDA plus the period of time
between the filing of the NDA and FDA approval. \keend to seek the benefits of this statute, beteltan be no assurance that we will be
able to obtain any such benefits.

Whether or not FDA approval has been obtiapproval of a drug product by regulatory authesrin foreign countries must be
obtained prior to the commencement of commerciakssaf 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.

In addition to the statutes and regulatidescribed above, we are also subject to regulatigier the Occupational Safety and Health
the Environmental Protection Act, the Toxic Subs&nControl Act, the Resource Conservation and WegdAct and other present and
potential future federal, state and local regutatio

Employees

As of December 31, 2005, we had 813 em@sy806 full time, 7 part time), including 565 esearch and development and 248 in
general and administrative functions. Of these eyg®s, 80 were located at our U.K. research andlolement facility, 158 were located at
our facility in San Diego, California and 576 wéagsed at our Cambridge, Massachusetts headqu#tarscientific staff members
(approximately 375 of whom hold Ph.D. and/or M.lBgtkes) have diversified experience and expenigssolecular and cell biology,
biochemistry, animal pharmacology, synthetic orgaiemistry, protein X-ray crystallography, protairnclear magnetic resonance
spectroscopy, microbiology, computational chemijdtigphysical chemistry, medicinal chemistry, d#lipharmacology and clinical
medicine. Our employees are not covered by a dolebargaining agreement, and we consider outioela with our employees to be good.
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EXECUTIVE OFFICERS AND DIRECTORS

The names, ages and positions held byxaautive officers and directors are as follows:

Name Age Position

Joshua S. Boger, Ph. 54 Chairman, President and Chief Executive Off

John J. Alam, M.D. 44  Executive Vice President, Medicines
Development, and Chief Medical Offic

Victor A. Hartmann, M.D. 56 Executive Vice President, Strategic and
Corporate Developmel

Peter Mueller, Ph.D. 49  Executive Vice President, Drug Innovation and
Realization, and Chief Scientific Offic

lan F. Smith, C.P.A., A.C.A. 40 Executive Vice President and Chief Financial
Officer

Kenneth S. Boge 59 Senior Vice President and General Coul

Richard C. Garrison 57 Senior Vice President, Organizational
Developmen

Lynne H. Brum 42  Vice President, Strategic Communicatic

Johanna Messina Power, C.F 33 Vice President and Corporate Contro

Eric K. Brandt 43 Director

Roger W. Brimblecombe, Ph.D., D.¢ 76 Director

Stuart J.M. Collinson, Ph.I 46 Director

Eugene H. Cordes, Ph 69 Director

Matthew W. Emmen 54  Director

Bruce I. Sach 46 Director

Charles A. Sanders, M.I 74  Director

Eve E. Slater, M.D., F.A.C.C 60 Director

Elaine S. Ulliar 58 Director

Dr. Joshua Boger is a founder of Vertex.hde been Chief Executive Officer since 1992 andii@ian of the Board since 1997. He was
our President from our inception in 1989 until Dabter 2000, and was again appointed our Preside&2@t0B. He was our Chief Scientific
Officer from 1989 until May 1992. Dr. Boger has beedirector since Vertex's inception. Prior torfding Vertex in 1989, Dr. Boger held t
position of Senior Director of Basic Chemistry agidk Sharp & Dohme Research Laboratories in Rahitaw Jersey, where he headed |
the Department of Medicinal Chemistry of Immunoldgynflammation and the Department of Biophysicélemistry. Dr. Boger holds a
B.A. in chemistry and philosophy from Wesleyan Wnsity and M.S. and Ph.D. degrees in chemistry firtarvard University. Dr. Boger is
the brother of Mr. Kenneth Boger, the Company's@evice President and General Counsel.

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

Dr. Alam was a Research Fellow at the Dana Farbecé€ Institute and completed an internal medimsalency at The Brigham and
Women's
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Hospital in Boston. Dr. Alam holds an M.D. from Nowestern University Medical School and an S.Bchiemical engineering from the
Massachusetts Institute of Technology.

Dr. Hartmann, our Executive Vice Presid&ttategic and Corporate Development, joined Veridxebruary 2005. From 2000 to 2005,
Dr. Hartmann served as the Senior Vice PresiddobadbBusiness Development and Licensing, for Nbgdharma 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 Portfolio Management of Sandoz Pharma L&def Novartis AG) from 1995 to 1999. Dr. Hartmgaimed Sandoz as Vice President
and Head of Clinical Research and Development 841Br. Hartmann received his medical degree frieenUniversity of Bonn, Germany,
and a bachelor's degree from Macalester College.

Dr. Mueller currently serves as our Exegi¥ice President, Drug Innovation and Realizataomg Chief Scientific Officer, a position he
has held since February 2006. In this role, hespansible for Vertex's global research initiatjygsarmaceutical operations, manufacturing
and controls. From July 2003 to February 2006 NDreller was our Chief Scientific Officer and Senitice President, Drug Discovery and
Innovation. Prior to joining Vertex, Dr. Mueller wahe Senior Vice President, Research and DevelopmwieBoehringer Ingleheim
Pharmaceuticals, Inc., with responsibility for thevelopment of all drug candidates in the compangiddwide portfolio in North America.
He led research programs in the areas of immunoiaffgmmatory cardiovascular disease and gen@flyeon a global basis. During his til
with Boehringer Ingelheim, Dr. Mueller oversaw ttiscovery of numerous development candidates aludskeeeral positions in basic
research, medicinal chemistry and management. Dellst received both an undergraduate degree & in chemistry at the Albert
Einstein University of Ulm, Germany, where he aietds a Professorship in Theoretic Organic Chemiste completed fellowships in
guantum pharmacology at Oxford University and iopibiysics at Rochester University.

Mr. Smith currently serves as our Executiiee President and Chief Financial Officer, a fiosi he has held since February 2006. From
November 2003 to February 2006, he was our Sericg Rresident 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 Predix Pharmaceuticals,
Inc. and TolerRx Inc. Mr. Smith holds a B.A. in aoating and finance from Manchester Metropolitarivdrsity, U.K., is a member of the
American Institute of Certified Public Accountaiatsd is a Chartered Accountant of England and Wales.

Mr. Kenneth Boger currently serves as anmi& Vice President and General Counsel, a posithas held since 2001. He came to
Vertex from the law firm of Kirkpatrick & LockhattLP, now known as Kirkpatrick & Lockhart Nichols@raham LLP, where he was a
partner specializing in business and corporatedlashwas a member of the firm's Management Commiiger 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 1988%@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, the Company's Chairman, President and Ehxie€utive Officer.

Mr. Garrison, our Senior Vice Presidentg&@nizational Development, joined Vertex in thaerinl December 2005. From June 2001 to
December 2005, Mr. Garrison was the founder andiéReat of Bink Inc., a strategic consulting firmof September 1999 to May 2001, he
served as the Chairman of Holland Mark Edmund Isgah advertising firm. For the 18 years ending989, Mr. Garrison was the Chairrr
and CEO of Ingalls, Quinn & Johnson, one of New|&nd's largest advertising agencies. Mr. Garrisgid$ha B.A. in English from Princet:
University.
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Ms. Brum is currently our Vice Presidentafegic Communications, a position she has heldesianuary 2006. Since joining Vertex in
1994, Ms. Brum has served in various capacitieduding Director, Corporate Communications (fron®4%0 1998), Vice President of
Corporate Communications and Market Developmenti{fi 998 to 2001), Vice President, Corporate Devakat and Communications
(2001 to 2003), and Vice President, Corporate Comaations and Financial Planning (from 2003 to 2086. Brum came to Vertex from
Feinstein Kean Healthcare, a communications anthéss consulting practice, where she was a VicsidRst. Previously, she held corporate
communications and research positions at Biogen,Ms. Brum holds an M.B.A. from the Simmons Graduachool of Management, and a
B.A. in biological sciences from Wellesley College.

Ms. Messina Power currently serves as aoe YPresident and Corporate Controller. Since ngjrthe Company 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 as an accounydPicewaterhouseCoopers LLP, an accounting firom 1995 to 1999. She holds a
B.S. in accounting from Boston College, and is aified Public Accountant.

Mr. Brandt has been a member of our Bo&fiectors since 2003. He is the President, Chiadcutive Officer and a member of the
Board of Directors of Avanir Pharmaceuticals, whithjoined in 2005. Prior to joining Avanir, Mr. &rdt held various positions at
Allergan Inc. from 1999 to 2005, including ExecuetiVice President, Finance and Technical OperaaonsChief Financial Officer from
February 2005 to September 2005, Executive Vicsiékeat, Finance, Strategy and Business DeveloprardtChief Financial Officer from
2003 until February 2005, and Corporate Vice Pargidnd Chief Financial Officer from May 1999 td020 From January 2001 to
January 2002, he also assumed the duties of Pn¢s@lebal Consumer Eye Care Business, at AllerBaior to that, he held various positi
with the Boston Consulting Group, most recentlwier as Vice President and Partner, and a seniarbeeof 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 amar® of Directors since 1993. He served as Chaimhafanguard Medica Ltd. from 1991
to 2000, as Chairman of Core Group plc from 1997989, and as Chairman of Oxford Asymmetry Inteamatl plc from 1997 to 2000. Fra
1979 to 1990, he held various Vice PresidentiatpmsSmithKline & French Laboratories' researct davelopment organization. He is
currently Chairman of pSivida Ltd. (listed on thasivalian Stock Exchange) and a director of TisStience Laboratories plc (listed on the
AIM market in the United Kingdom). Dr. Brimblecombéso serves as a director of several private compdocated in Europe and
Singapore. He holds Ph.D. and D.Sc. degrees imp@niogy from the University of Bristol, England.

Dr. Collinson has been a member of our BadiDirectors since July 2001. He currently seraes Partner at Forward Ventures. Pric
our merger with Aurora Biosciences Corporation®Z2, Dr. Collinson served as the President, Chkefchtive Officer and Chairman of the
Board of Aurora. Dr. Collinson held senior managenhpositions with Glaxo Wellcome from December 1894une 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 Bolidrectors since 2005, and a member of the CompaBwientific Advisory Board since
1996. Dr. Cordes is the Chairman of Vitae Pharm@cals, Inc., a position he has held since Jan@862. Prior to joining Vitae
Pharmaceuticals, Dr. Cordes was a professor ohpdnayr at the University of Michigan. Dr. Cordes liged a B.S. degree in chemistry from
the California Institute of Technology and a Phirbbiochemistry from Brandeis University.

Mr. Emmens has been a member of our BolBdrectors since 2004. Mr. Emmens is the Chiefdtitive Officer, Chairman of the
Executive Committee and a member of the Board oddors of
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Shire Pharmaceuticals Group plc. Before joining&h 2003, Mr. Emmens served as president of MK@RA's global prescription
pharmaceuticals business in Darmstadt, Germar999, he joined Merck KGaA and established EMD Rizaeuticals, its United States
prescription pharmaceutical business. Mr. Emmeitdsthe position of President and Chief Executivéicef at EMD Pharmaceuticals from
1999 to 2001. Prior to this, Mr. Emmens held vasipositions, including Chief Executive Officer Agtra Merck, Inc. as well as several
positions at Merck & Co., Inc.

Mr. Sachs has been a member of our BoaRirettors since 1998. He is a General Partnehatl€s River Ventures. From 1998 to
1999, he served as Executive Vice President anéi@elManager of Ascend Communications, Inc. Fro@71@ntil 1998, Mr. Sachs served
as President and CEO of Stratus Computer, Inc. Ri@®5 to 1997, he served as Executive Vice PresatehGeneral Manager of the
Internet Telecom Business Group at Bay Networks, fimom 1993 to 1995, he served as President aied Executive Officer at
Xylogics, Inc. Mr. Sachs holds a B.S.E.E. in elieetrengineering from Bucknell University, an M.EiE electrical engineering from Cornell
University, and an M.B.A. from Northeastern Univgrs

Dr. Sanders has been a member of our Bafdbirectors director since 1996 and has servenliasead outside director since 2003. He
retired in 1994 as Chief Executive Officer and 893 as Chairman of Glaxo Inc. From 1990 to 1995%drged as a member of the board of
Glaxo plc. From 1981 to 1989, Dr. Sanders heldraber of positions at Squibb Corporation, includihgt of Vice Chairman. Dr. Sanders
has previously served on the boards of Merrill LynReynolds Metals Co. and Morton International lde is also a director of Biopure
Corporation, Cephalon Corporation, Genentech, Inagen, Inc. and Fisher Scientific Internatioial. Sanders holds an undergraduate
degree from the University of Texas, and an M.Pnfrthe University of Texas Southwestern Medicald®th

Dr. Slater has been a member of our BoaRirectors since 2004. Dr. Slater is board-ceztfin internal medicine and cardiology and
has extensive experience in the pharmaceuticaktnguncluding 19 years in senior management jmositat Merck Research Laboratories.
Most recently, she was Assistant Secretary for tHestlthe United States Department of Health anch&tuServices ("HHS") where she
served as Health and Human Services Secretary Tormompson's chief health policy advisor. Priordiming HHS, Dr. Slater held senior
management positions at Merck Research Laboratdes1983 to 2001, including Senior Vice PresideinExternal Policy, Vice President
of Corporate Public Affairs, Senior Vice PresidefiClinical and Regulatory Development, Executivieebtor of Biochemistry and Molecul
Biology and Senior Director of Biochemical Endoalimgy. Dr. Slater also serves as a director of Met Inc., VaxGen, Inc., Phase Forw:
Incorporated and Theravance, Inc. Dr. Slater isadgpte of Vassar College and received her M.Dn f@olumbia University's College of
Physicians and Surgeons.

Ms. Ullian has been a member of our BodrDicectors since 1997. Since 1996, she has sasdtesident and 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 Electron Corporation and Valeant Pharmacalsti Inc. Ms. Ullian holds a B.A. in political ecice from Tufts University and a
M.P.H. from the University of Michigan.

SCIENTIFIC ADVISORY BOARD

Our Scientific Advisory Board consists pélividuals with demonstrated expertise in varidakls who advise us concerning long-term
scientific planning, research and development. Stientific Advisory Board also evaluates our reskgrograms, recommends personnel to
us and advises us on
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technological matters. The members of the Scienfiflvisory Board, which is chaired by Dr. Mark Mlo; our Chief Technology Officer,
are:

Mark Murcko, Ph.D. Vice President and Chief Teabgy Officer, Vertex Pharmaceuticals
Incorporatec

Peter Mueller, Ph.D. Chief Scientific Officer aBgecutive Vice President, Drug Innovation
and Realization, Vertex Pharmaceuticals Incorpdr

Paul S. Anderson, Ph.D. Retired Vice Presidenigiscovery, Bristol-Myers Squibb
Company

Steven J. Burakoff, M.D. Laura and Isaac Perlert®rofessor, New York University School of

Medicine; Director, New York University Cancer litste; Director,
Skirball Institute of Biomolecular Medicine, New MoUniversity
School of Medicine

Lewis C. Cantley, Ph.D. Chief, Division of Sigiaknsduction at Beth Israel Deaconess
Medical Center and the Harvard Institutes of Meu
Eugene H. Cordes, Ph.D. Chairman, Vitae Pharntized¢s) Inc.; former Professor of Pharmacy,

College of Pharmacy and Adjunct Professor of Chegi€ollege of
Literature, Science and the Arts, University of Mgan, Ann Arbol

Stephen C. Harrison, Ph.D. Higgins ProfessoriotBemistry, Harvard University; Investigator,
Howard Hughes Medical Institute; Professor of Biidal Chemistry
and Molecular Pharmacology and Professor of Packatrarvard
Medical Schoo

Jeremy R. Knowles, D. Phil. Amory Houghton Prefesof Chemistry and Biochemistry, Harvard
University

Robert T. Schooley, M.D. Professor and Head efDivision of Infectious Diseases, University
of California, San Dieg

Roger Tsien, Ph.D. Investigator, Howard Hughesligtd Institute; Professor of

Pharmacology and Professor of Chemistry and Biodsteym
University of California, San Dieg

Other than Dr. Murcko and Dr. Mueller, wéi@ employed by Vertex, and Dr. Cordes, who is mbex of our Board of Directors, none
of the members of the Scientific Advisory Boareémployed by Vertex, and members may have other ¢oments to or consulting or
advisory contracts with their employers or otheities 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 estti®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
WE EXPECT TO INCUR FUTURE LOSSES AND WE MAY NEVER B ECOME PROFITABLE.

We have incurred significant operating é&sseach year since our inception and expect ta assignificant operating loss in 2006. We
believe that operating losses will continue beyd@@6, even if we receive significant future paymsamider our existing and future
collaborative agreements, because we are planaingke significant investments in research andldpwgent, and because we will incur
significant selling, general and administrative exges in the course of researching, developingaminercializing our product candidates.
We expect that losses will fluctuate from quartequarter and year to year, and that such fluanatmay be substantial. We cannot predict
when we will become profitable, if at all.

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 plynugrdn our ability to develop and commercialize dug candidates successfully. Our drug
candidates are in various stages of developmemtdfig candidates must satisfy rigorous standafrdafety and efficacy before they can be
approved by the FDA or other regulatory authorif@ssale. To satisfy these standards, we mustgamgmeexpensive and lengthy testing of
our drug candidates. Despite our efforts, our drangdidates may not;

. offer therapeutic or other improvement over exgiomparable drugs;

. be proven safe and effective in clinical trials;

. meet applicable regulatory standards;

. be capable of being produced in commercial quastit acceptable costs; or
. if approved for commercial sale, be successfulipeercialized.

Positive results in preclinical studiesaalrug candidate may not be predictive of simigauits in humans during clinical trials, and
promising results from early clinical trials of eud candidate may not be replicated in later ctihidals. Findings in nonclinical studies
conducted concurrently with clinical trials coulsbsult in abrupt changes in our development adijtincluding the possible cessation of
development activities associated with a drug adatéi Furthermore, results from our clinical trislay not meet the level of statistical
significance required by the FDA or other regulgtauthorities for approval of a drug candidate.

A number of companies in the pharmaceutaal biotechnology industries have suffered sigaift setbacks in late stage clinical trials
even after achieving promising results in earlgstdevelopment. Accordingly, the results from tbmpleted preclinical studies and clinical
trials and ongoing clinical trials for our drug ckatates may not be predictive of the results we otagin in later stage trials, and are not
predictive of the likelihood of approval of a drogndidate for commercial sale.

IF WE ARE UNABLE TO OBTAIN U.S. AND/OR FOREIGN REGU LATORY APPROVAL, WE WILL BE UNABLE TO
COMMERCIALIZE OUR DRUG CANDIDATES.

Our drug candidates are subject to extengdvernmental regulations relating to their depelent, clinical trials, manufacturing and
commercialization. Rigorous preclinical testing afidical trials and an extensive regulatory appiguocess 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 tanticipated delays. It is possible that none ofdthgy candidates we are developing will be
approved for marketing.

We have limited experience in conductind aranaging the clinical trials necessary to obtagulatory approvals, including approval
the FDA. The time required to complete clinicadisiand for the FDA and other countries' regulateryew processes is uncertain and
typically takes many

30




years. Our analysis of data obtained from predinémd clinical activities is subject to confirnmatiand interpretation by regulatc
authorities, which could delay, limit or prevenguéatory approval. We may also encounter unantiegbdelays or increased costs due to
government regulation from future legislation onawistrative action or changes in FDA policy duriihg period of product development,
clinical trials and FDA regulatory review.

Any delay in obtaining or failure to obta&quired approvals could materially adverselyctftaur ability to successfully commercialize
any drug candidate. Furthermore, any regulatorya@b to market a drug product may be subject &xpected limitations on the indicated
uses for which we may market the drug product. @Hiesitations may limit the size of the market tbe drug product.

We are also subject to numerous foreignleggry requirements governing the conduct of chihtrials, manufacturing and marketing
authorization, pricing and third-party reimbursemdie foreign regulatory approval process incluglésf the risks associated with the FDA
approval process described above, as well asatstisutable 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 wilkkeunter problems with any of our completed, ongainglanned clinical trials that will cause
us or regulatory authorities to delay or suspeimcall trials, or delay the analysis of data fronr completed or ongoing clinical trials. Any
the following could delay the clinical developmetour drug candidates:

. ongoing discussions with the FDA or comparableifprauthorities regarding the scope or design ofctiical trials;

. delays in receiving or the inability to obtain ré&gd approvals from IRBs or other reviewing ensita clinical sites selected
participation in our clinical trials;

. delays in enrolling volunteers and patients intoichl trials;

. a lower than anticipated retention rate of volurgemnd 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 ®ctnduct of our clinical
trials;

. unfavorable FDA inspection and review of a clinitré@l site or records of any clinical or preclialénvestigation;

. serious and unexpected drug-related side effepisrenced by participants in our clinical trials; o

. the placement by the FDA of a clinical hold onialtr

Our ability to enroll patients in our cliail trials in sufficient numbers and on a timelgisawill be subject 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 and the diigibriteria for the clinical trial. In additiorsubjects may drop out of our clinical trials, and
thereby possibly impair the validity or statistiségnificance of the trials. Delays in patient diment or unforeseen drop out rates may result
in increased costs and longer development timedleVdh or a portion of these additional costs nbaycovered by payments under our
collaborative agreements, we bear all of the dosteur development candidates for which we havé@mancial support from a collaborator.
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We, the FDA or other applicable regulatanghorities may suspend clinical trials of a dragdidate at any time if we or they believe
subjects or patients participating in such clinicils are being exposed to unacceptable healts or for other reasons.

We cannot predict whether any of our dragdidates will encounter problems during clinicglls which will cause us or regulatory
authorities to delay or suspend these trials, achvivill delay the analysis of data from thesel#idn addition, it is impossible to predict
whether legislative changes will be enacted, orthreFDA regulations, guidance or interpretatiorit lve changed, or what the impact of
such changes, if any, may be. If we experiencesani problems, we may not have the financial ressuto continue development of the
drug candidate that is affected or the developm&ahy of our other drug candidates.

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 PRODUCTS
AFTER THEY HAVE BEEN APPROVED.

We currently are developing drug productdidates for regulatory approval for the first tisince the Company's inception, and are in
the process of implementing regulated processesystdms required to obtain and maintain regulagpproval for our product candidates.
Certain of these processes and systems for condudthical trials and manufacturing material mostcompliant with regulatory
requirements before we can apply for regulatoryr@yad for our drug product candidates. These preeand systems will be subject to
continual review and periodic inspection by the F&#d other regulatory bodies. If we are unablectdeve compliance in a timely fashion,
we may experience delays in filing for regulatoppeoval for our drug product candidates. In additiany later discovery of previously
unknown problems or safety issues with approvedymrts or manufacturing processes, or failure toptgmwith regulatory requirements, m
result in restrictions on such products or manufidat) processes, withdrawal of products from thekaia the imposition of civil or criminal
penalties or a refusal by the FDA and/or other latguy bodies to approve pending applications farkating approval of new drugs or
supplements to approved applications, any of whailid have a material adverse effect on our busiriasaddition, we are a party to
collaboration agreements that transfer responsitidr complying with specified regulatory requirents, such as filing and maintenance of
marketing authorizations and safety reporting,uoaollaborator. If our collaborators do not fulfihese regulatory obligations, any products
for which we or they obtain approval may be witlvdnagrom the market, which would have a materialexde effect on our business.

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 U.S. AND APPLICABLE FOREIGN
REGULATIONS, WE COULD LOSE THOSE APPROVALS, AND OUR BUSINESS WOULD BE SERIOUSLY HARMED.

Even if we receive regulatory approval oy @rug candidates that we are developing, weheilsubject to continuing regulatory review,
including the review of clinical results that aeported after our drug candidates become commigreiadilable, 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 subjegid¢dodic review and inspection by the FDA. The stpent discovery of previously unkna
problems with the drug, manufacturers or manufaoguiacilities may result in restrictions on theidr manufacturers or facilities, including
withdrawal of the drug from the market or our if@pito use the facilities to make our drug. If feél to comply with applicable continuing
regulatory requirements, we may be subject to fisespension or withdrawal of regulatory approgabduct recalls and seizures, operating
restrictions and criminal prosecutions.
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OUR DRUG DEVELOPMENT EFFORTS ARE DATA-DRIVEN AND TH EREFORE POTENTIALLY SUBJECT TO ABRUPT
CHANGES IN EXPECTED OUTCOMES.

Small molecule drug discovery and developnirevolve, initially, the identification of chermat compounds which may have promise as
treatments for specific diseases. Once identifsiedrag candidates, compounds are subjected to gétesting in a laboratory setting, in
animals and in people. Our ultimate objective idétermine whether the compounds have physicabhcteistics, both intrinsically and in
animal and human systems and including a toxicolgirofile, that are compatible with clinical aooimmercial success in treatment of the
disease being targeted. Throughout this procepgrements are conducted and data are gatheredahlat reinforce a decision to move to the
next step in the evaluation process for a partiadiag candidate, could result in uncertainty a¥erproper course to pursue, or could rest
the termination of further drug development effavith respect to the compound being evaluated. Weitor the results of our discovery
research and our nonclinical studies and cliniéalstand regularly evaluate and re-evaluate ouf@®m investments with the objective of
balancing risk and potential return in view of neata 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 THIRD PARTY MANUFACTURERS AND SUPPLIER S, AND AS A RESULT WE MAY BE SUBJECT TO
MANUFACTURING AND SUPPLY DISRUPTIONS OUTSIDE OF OUR CONTROL.

We expect that we will need to significgraligment our manufacturing, supply chain and guabsurance resources for our later-stage
drug product candidates. We have no experiencamufacturing pharmaceutical products and in condgehanufacturing testing programs
required to obtain FDA and other regulatory applavand there can be no assurance that we willldpvkose capabilities successfully. If
are unable to establish these capabilities, welmeaynable to achieve our development and commezaiain goals. We are currently relying
on networks of third party manufacturers and sgpplivorldwide to synthesize, tablet, and packagelnig candidates for clinical trials and
we expect that we will continue to do so to meetaammercial supply needs for these productsgif tre approved for sale. As a result of
our reliance on these third party manufacturerssambliers, some of whom currently are our sole@®tor clinical trial material, we may be
subject to significant supply disruptions outsid@wor control. These supply disruptions may reBolin a number of factors including
shortages in product raw materials, labor or terdirdifficulties, regulatory inspections or restidns, and shipping and customs delays. We
plan to identify and enter into commercial relagbips with multiple suppliers of the materials ana@nufacturing services necessary for the
synthesis, tableting and packaging of our drug icetes and, if approved for sale, our drugs. Weeekthat this approach will reduce our
of supply chain disruptions by reducing our reliaion any one manufacturer or supplier, but we neithain vulnerable to disruptions arising
from performance failure by a vendor in our mantifeing supply chain, particularly if we are unaldesecure second sources for necessary
products and services. Any supply disruptions camiglact the timing of our clinical trials and thenemercial launch of any approved
pharmaceutical products. Furthermore, we may beired|to modify our production methods to permitagconomically manufacture our
products for commercial launch and sale. Upon aggrof a pharmaceutical product for sale, if ang, similarly may be at risk of supply
chain disruption for our commercial drug supplye$é modifications may require us to reevaluate@ssurces and the resources of our third
party manufacturers and suppliers, which couldltésabrupt changes in our production methodssupplies. The production of our drug
candidates is based in part on technology thatelieve to be proprietary. We have licensed thidnetogy to enable our third party
manufacturers and suppliers to manufacture drugdidates for us. However, in the course of theivises, a contract manufacturer may
develop process technology related to the manuactuour drug candidates that the manufacturerspwither independently or jointly with
us. This would increase our reliance on that mastufar or require us to obtain a license from thahufacturer in order to have our products
manufactured by other suppliers utilizing the samoEess.
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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 independentyduct clinical trials for our drug candidatesd ave rely on third parties such as contract
research organizations, medical institutions aimdaal investigators to enroll qualified patientsdaconduct our clinical trials. Our reliance on
these third parties for clinical development atitag reduces our control over these activities.ohdingly, these third-party contractors may
not complete activities on schedule, or may notdcahour clinical trials in accordance with regalgtrequirements or our trial design. To
date, we believe our contract research organizatima other similar entities with which we are viogkgenerally have performed well.
However, if these third parties do not successftalyry out their contractual duties or meet expbdieadlines, we may be required to replace
them. Although we believe that there are a numbetter third-party contractors we could engagedntinue these activities, it may result in
a delay of the affected trial. Accordingly, ouratt to obtain regulatory approvals for and commiadire our drug candidates may be delay

OUR SALES AND MARKETING EXPERIENCE IS LIMITED.

We have limited experience in marketing aelling pharmaceutical products. We must eitheetts a marketing and sales force or
enter into arrangements with third parties to miakel sell any of our product candidates that ppeaved by regulatory authorities. We do
not know whether we will be able to enter into neditkg and sales agreements with others on acceptadohs, if at all. We may not be able
successfully develop our own sales and marketingeftor drug candidates for which we have retaimagketing or co-promotion rights. As
we develop our own marketing and sales capabilisymay be competing with other companies that atigrdvave experienced and well-
funded marketing and sales operations. We havdaagtaxclusive marketing rights for Lexiva/Telzirebanavir (VX-385) and VX-409 to
GlaxoSmithKline worldwide (except for brecanavirthe Far East where we have retained rights), aneX-680 and VX-667 to Merck.
Avalon Pharmaceuticals has exclusive, worldwidek®iimg rights to VX-944. Mitsubishi has exclusiverketing rights to VX-950 in Japan
and certain Far East countries. In addition, weetgranted marketing rights to VX-702 to Kisseilie far East and to VX-322 to Novartis
worldwide. Even though we retain somepr@motion rights in some collaborations, to theeexthat our collaborators have commercial ri
to our products, any revenues we receive from tposducts will depend primarily on the sales andkmting efforts of others.

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

We expect to incur substantial researchdaveélopment and related supporting expenses akesign and develop existing and future
compounds, undertake clinical trials of drug caatkd resulting from such compounds, and build camufacturing, regulatory, development
and commercial capabilities. We also expect toristiostantial administrative and commercializatapenditures in the future and
substantial expenses related to the filing, prosmecudefense and enforcement of patent and ottielléctual property claims. We may need
to make significant capital investment in buildiogr manufacturing capacity and creating pre-latineantory for one or more of our
potential products. We anticipate that we will figa these substantial cash needs with:

. cash received from our existing collaborative agresets;

. cash received from new collaborative agreements;

. Lexiva/Telzir royalty revenue;

. existing cash reserves, together with interestesham those reserves; and
. future product sales to the extent that we markedyrcts directly.
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We expect that funds from these sourcesbwikufficient to fund our planned activities fdrleast the next eighteen months from the
of this filing. If not, it will be necessary to s& additional funds through public offerings ovpte placements of equity or debt securities or
other methods of financing. Even if our financiedources are sufficient to meet our short or inéeliate term needs, we may still decide, as
we have in the past, to raise additional funds wherbelieve financial market conditions are favégalny equity financings could result in
dilution to our then-existing security holders. Atgbt financing, if available at all, may be omterthat, among other things, restrict our
ability to pay dividends and interest (althoughdweenot intend to pay dividends for the foreseeéltigre). The required interest payments
associated with any significant additional debafioing could materially adversely affect our apitit service our convertible subordinated
notes and convertible senior subordinated notest@tms of any additional debt financing may alswjer certain circumstances, restrict or
prohibit us from making interest payments on ounastible subordinated notes and convertible sesubordinated notes. If adequate funds
are not available, we may be required to curtgmidicantly or discontinue one or more of our resbadrug discovery or development
programs (including clinical trials), or attemptdbtain funds through arrangements with collabasato others that may require us to
relinquish rights to certain of our technologieporducts in research or development. Additionadiiicing may not be available on accept
terms, if at all.

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

Our research, development and commerctadizaollaborators have agreed to fund portionswfresearch and development programs
and/or to conduct the development and commerctaizaf specified product candidates and, if they approved, products. In exchange, we
have given them technology, product and markeiiluts relating to those products. Some of our caf@ocollaborators have rights to con
the planning and execution of product developmadtdinical programs. Our collaborators may exert¢ieir control rights in ways that may
negatively affect the timing and success of thasgrams. Our collaborations are subject to ternonatights by the collaborators. If any of
our collaborators were to terminate its relatiopshith us, or fail to meet its contractual obligeis, that action could have a material adverse
effect on our ability to undertake research, taffoelated and other programs and to develop, maturaand market any products that may
have resulted from the collaboration. We expesieek additional collaborative arrangements, whiely mot be available to us, to provide
research support and to develop and commercializproducts in the future. For example, a signifiqaortion of our overall research effort
is conducted under our research collaborations Mithartis and Merck, both of which are scheduleddnclude in the first half of 2006. If
we are unable to enter into collaborative arrangeshat would extend or replace these researd¢aboohtions, or to find other means of
financing the effort currently devoted to theseesgsh programs, our ability to conduct our reseatelielopment and commercial activities
could be adversely affected to a material degrigeile&8ly we may choose to enter into collaboratireangements to advance the developr
of some of our preclinical and clinical developmstaige compounds. Even if we are able to estaatisaptable collaborative arrangement
the future, they may not be successful.

IF OUR COMPETITORS BRING SUPERIOR PRODUCTS TO MARKE T OR BRING THEIR PRODUCTS TO MARKET
BEFORE WE DO, WE MAY BE UNABLE TO FIND A MARKET FOR OUR PRODUCTS.

Our products in development may not be ablmpete effectively with products that are eatly on the market or new products that
may be developed by others. There are many othmepanies developing products for the same indicattbat we are pursuing in
development. In order to compete successfully @s¢hareas, we must demonstrate improved safeitya@ffand ease of
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manufacturing and gain market acceptance over cngpgroducts that may receive regulatory appréedibre or after our products, and ¢
those that currently are marketed. Many of our cetitqrs, including major pharmaceutical companigshsas GlaxoSmithKline, Merck,
Roche, Amgen, Boerhinger Ingelheim, Novartis, Jonn& Johnson and ScheriRjeugh possess substantially greater financiahnieal anc
human resources than we possess. In addition, ofasyr competitors have significantly greater eigmeece than we have in conducting
preclinical and nonclinical testing and human claitrials of new pharmaceutical products, scalipgnanufacturing operations and obtair
regulatory approvals of products and manufactuf@ogities. Accordingly, our competitors may sucdee obtaining regulatory approval for
products more rapidly than we do. If we obtain fethry approval and launch commercial sales ofppaducts, we also will compete with
respect to manufacturing efficiency and sales aarketing capabilities, areas in which we currehtlye limited experience.

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

We expect that if our clinical candidatestinue to progress in development, we continuguitd our commercial organization and our
drug discovery efforts continue to generate druglaates, we will require significant additionav@stment in personnel, management
systems and resources. Our ability to commercialireproducts, achieve our research and developaoigettives, and satisfy our
commitments under our collaboration agreementsraipen our ability to respond effectively to theeeands and expand our internal
organization to accommodate additional anticipgeavth. If we are unable to manage our growth ¢iffety, there could be a material
adverse effect on our business.

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

We believe that our integrated drug discpwapability gives us a technological advantager@ur competitors. 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 discavfestyugs based on gene families, using propriedang targets, compound libraries, novel
chemical approaches, structural protein analydisigfiormation technologies. Such a company migahidy 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 understoaginBsses, academic institutions,
governmental agencies and other public and privestearch organizations are conducting researcbvelap technologies that may compete
with those we use. It is possible that our competitould acquire or develop technologies that dioeihder our technology obsolete or
noncompetitive. For example, a competitor couldedi®y information technologies that accelerate thena-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 sarhadigies 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 product discovery and developetivities are highly technical in nature, wguie the services of highly qualified and
trained scientists who have the skills necessacptmluct these activities. Our future successdeifiend in large part on the continued
services of our key scientific and management perslo We have entered into employment agreemettitssome individuals and provide
compensation-related benefits to all of our key leyges that vest over time and therefore inducettteremain with us. However, the
employment agreements can be terminated by theogalon relatively short notice. The value to emeés of stock-related benefits that
vest
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over time—such as options and restricted stock—elsignificantly affected by movements in our ktpdce that we cannot control, and
may at any point in time be insufficient to couatsrmore lucrative offers from other companies.

We face intense competition for our sci@personnel from our competitors, our collaboratand other companies throughout our
industry. Moreover, the growth of local biotechrplacompanies and the expansion of major pharmazdwdmpanies into the Boston area
has increased competition for the available poakifed employees, especially in technical fieldsd the high cost of living in the Boston
and San Diego areas makes it difficult to attracpleyees from other parts of the country. A failtogetain, as well as hire, train and
effectively integrate into our organization a stifint number of qualified scientists and profesalisnvould negatively impact our business
and our ability to grow our business. In additithe level of funding under certain of our collaliive agreements depends on the number of
our scientists performing research under thosecaggats. If we cannot hire and retain the requirrdgnnel, funding received under the
agreements may be reduced.

IF OUR PATENTS DO NOT PROTECT OUR PRODUCTS, OR OURPRODUCTS INFRINGE THIRD-PARTY PATENTS, WE
COULD BE SUBJECT TO LITIGATION AND SUBSTANTIAL LIAB ILITIES.

We have numerous patent applications pgnidithe United States, as well as foreign courspn other countries. Our success will
depend, in significant part, on our ability to abtand maintain United States and foreign pateottgetion for our products, their uses and our
processes, to preserve our trade secrets and tatepégthout infringing the proprietary rights diitd 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 phaemutical 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 products will be limited. Furtingore, our activities may infringe the
claims of patents held by third parties. Defens# @osecution of infringement or other intellectpedperty claims, as well as participation in
other inter-party proceedings, can be expensiveiar@consuming, regardless of whether or not tteame is favorable to us. If the
outcome of any such litigation or proceeding weateesise, we could be subject to significant lialafitto third parties, could be required to
obtain licenses from third parties or could be remito cease sales of affected products, any aflwbutcomes could have a material adverse
effect on our business.

WE DO NOT KNOW WHETHER LEXIVA/TELZIR WILL CONTINUE TO BE COMPETITIVE IN THE MARKET FOR HIV PIs
OR IF BRECANAVIR, IF APPROVED, WILL BE SUCCESSFUL I N THE MARKET.

We currently receive royalties from salétexiva/Telzir under our collaboration with Glaxa@hKline and will receive product royalty
payments on sales of brecanavir, if any, if brecarna approved for sale. Lexiva/Telzir's sharetof worldwide protease inhibitor market n
decrease due to competitive forces and market digsa@ther HIV Pls and a number of other produatduding Viread® (tenofovir
dispoproxil fumerate), Sustiva® (efavirenz) andgéa® (abacavir) are on the market for the treatro&htlV infection and AIDS. Other
drugs are still in development by our competitarsluding Bristol-Myers Squibb, Boehringer Ingelimeand Johnson & Johnson, which may
have better efficacy, fewer side effects, easieniagtration and/or lower costs than Lexiva/Tetmitbrecanavir. Moreover, the growth in the
worldwide market for HIV Pls has, to a certain exteccurred as a result of early and aggressaatrirent of HIV infection with a protease
inhibitor-based regimen. Changes in treatmentegsatin which treatment is initiated later in thaucse of infection, or in which treatment is
more often initiated with a regimen that does nottide a protease inhibitor, may result in reduessl of HIV Pls. As a result, the total mal
for HIV PIs may decline,
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decreasing the sales potential of Lexiva/Telzirfandrecanavir. Further, although we provide edoocagfforts related to the promotion of
Lexiva/Telzir in the United States and key market&urope, GlaxoSmithKline directs the majoritytbé marketing and sales efforts and the
positioning of Lexiva/Telzir in the overall marketnd we have little control over the direction ocsess of those efforts. GlaxoSmithKline
the right to terminate its agreement with us withcause upon twelve months' notice, and would mavebligation to pay further royalties to
us upon any such termination.

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 regulapproval, they may not gain market acceptanoengnphysicians, patients and health care
payors. Physicians may elect not to recommend ugsdfor a variety of reasons including:

. the timing of the market introduction of compet#idrugs;

. 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 treatmesthods; and

. ineffective marketing and distribution support.

If our approved drugs fail to achieve markeceptance, we would not be able to generatéfis@nt revenue.

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, @les of any future drugs will depend in part ugos availability of reimbursement from third-
party payors. Such third-party payors include gorrent health programs such as Medicare, manageduoaviders, private health insurers
and other organizations. These third-party paymsrereasingly attempting to contain healthcastsby demanding price discounts or
rebates and limiting both the types and varietgirofys that they will cover and the amounts thay thifl 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
costeffectiveness of any future drugs to such payatssfaction. Such studies might require us to canansignificant amount of managem
time and financial and other resources. Our futligys might not ultimately be considered cost-¢ffec Adequate thirgsarty reimbursemel
might not be available to enable us to maintaingphevels sufficient to realize an appropriatemetn investment in product development.

Reimbursement rates may vary accordingeaise of the drug and the clinical setting in \Wwhids used, 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 imperéextiin Medicare or Medicaid data used to calculadse rates. Net prices for drugs may be
reduced by mandatory discounts or rebates reqbiregbvernment 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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RECENT FEDERAL LEGISLATION WILL INCREASE THE PRESSU RE TO REDUCE PRICES OF PHARMACEUTICAL
PRODUCTS PAID FOR BY MEDICARE, WHICH COULD ADVERSEL Y AFFECT OUR REVENUES, IF ANY.

The Medicare Prescription Drug Improvemeamd Modernization Act of 2003, or MMA, changed th&y Medicare will cover and pay
for pharmaceutical products. The legislation exgahiledicare coverage for drug purchases by thelglded eventually will introduce a
new reimbursement methodology based on average pates for drugs. In addition, this legislatioyides authority for limiting the
number of drugs that will be covered in any thetdioeclass. As a result of this legislation and élxpansion of federal coverage of drug
products, we expect that there will be additiorralsgure to contain and reduce costs. These casttied initiatives and other provisions of
this legislation could decrease the coverage aicé finat we receive for any approved products andidcseriously harm our business. While
the MMA applies only to drug benefits for Medicdreneficiaries, private payors often follow Medicaoeerage policy and payment
limitations in setting their own reimbursement sat@nd any reduction in reimbursement that reétudts the MMA may result in a similar
reduction in payments from private payors.

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 significantriiatieproduct liability risks that are inherentthe development, manufacturing and sales and
marketing of human therapeutic products. We culydrave 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 liabilitgdurance 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 frolaia 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 invoe controlled use of hazardous materials, chamand various 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 contaation or injury from these materials cannot bemglated. 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' compermseainsurance to cover us for costs we may incurtduejuries to our employees result
from the use of these materials, this insurance modyprovide adequate coverage against poterdiailities. Due to the small amount of
hazardous materials that we generate, we havendeext that the cost to secure insurance coveragenforonmental liability and toxic tort
claims far exceeds the benefits. Accordingly, wendbmaintain any insurance to cover pollution dbads or other extraordinary or
unanticipated events relating to our use and daprfshazardous 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.
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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 provisiand stockholder rights plan may discourage cetjgias of transactions 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 askily affected by, the rights of the
holders of any class or series of preferred sthakrnay be issued in the future. As a result, $toltlers or other parties may find it more
difficult to remove or replace our current managetne

OUR STOCK PRICE MAY FLUCTUATE BASED ON FACTORS BEYO ND OUR CONTROL.

Market prices for securities of companieshsas Vertex are highly volatile. Within the twelmonths ended December 31, 2005, our
common stock traded between $8.61 and $29.24 pee shhe market for our stock, like that of othempanies 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 aadVersely 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 ofingroducts by our competitors;

. government regulatory action;

. public concern as to the safety of products deealdyy others;

. developments in patent or other intellectual propeghts or announcements relating to these nstter

. developments in domestic and international govermaigolicy or regulation, for example relatingimtellectual property
rights; and

. develo;l)ments relating specifically to other comparand 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, 2005, we had approxim#&#42.1 million in aggregate principal amount 8 % onvertible Subordinated Notes due
in September 2007 ("2007 Notes") and approxim&&8.0 million in aggregate principal amount of8 Convertible Senior Subordinated
Notes due in February 2011 ("2011 Notes") outstaspdihe high level of our indebtedness will affestby:

. exposing us to fixed rates of interest, which meayrbexcess of prevailing market rates;

. making it more difficult to obtain additional finaimg for working capital, capital expenditures, tsérvice requirements or
other purposes;
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. constraining our ability to react quickly in an embrable economic climate or to changes in ourrtess or the pharmaceutit
industry; and

. requiring the dedication of a substantial portidur expected cash flow to service of our indebe=s, thereby reducing the
amount of expected cash flow available for otheppses.

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

We leased a 290,000 square foot faciliti{émdall Square, Cambridge, Massachusetts in Ja2083 for a 15-year term. Under the
lease, we are required to complete certain buitd-and improvements of the facility. We currentkpect to occupy approximately 120,000
square feet of the facility. We have sublease gearents in place for the remaining rentable sgfarage of the facility. In determining our
obligations under the lease for the portion offdwlity that we do not expect to occupy, we havadm certain assumptions relating to the
costs that will be incurred to satisfy our buildeaommitments under the lease, operating costdjrtteenecessary to sublease the space after
the expiration of the initial subleases, projedigidre sublease rental rates and the anticipatestidns of future subleases. Our estimates
changed in the past, and may change in the futeiselting in additional adjustments to the estinwdtiability, 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 gowents and private payors are investigating ane bagun to file actions against numerous
pharmaceutical and biotechnology companies alletfiagthe reporting of prices for pharmaceuticalducts 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 comsiook in the open market, or the availability oflsshares for sale, could adversely affect the
price of our common stock. In addition, the isswatcommon stock upon exercise of any outstandpigpn 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, 2005, we had 108,153,000 shares ahoonstock issued and outstanding. We also hadamalisty options to purchase
approximately 14,669,000 shares of common stock @iercise prices as set forth in Note N, "Commuh Rreferred Stock," to our
consolidated financial statements included in Ansual Report on Form 10-K, and with a weightedrage exercise price of $22.84 per
share. Our outstanding notes were convertibleapfroximately 8,354,000 shares of common stock avitfeighted average conversion price
of $19.16 per share. Outstanding options and cdiblenotes may be exercised or converted, asake may be, if the market price of our
common stock exceeds the applicable exercise afecsion price.
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ITEM 1B. UNRESOLVED STAFF COMMENTS

We have not received any written commemits thave not been resolved from the SecuritiesExetiange Commission regarding our
filings under the Securities Exchange Act of 19&lamended.

ITEM 2. PROPERTIES

We lease an aggregate of approximately08®4square feet of laboratory and office spacéxifiegilities in Cambridge, Massachusetts.
The leases have expiration dates ranging from 29@618. We have the option to extend the leasedoheadquarters facility at 130
Waverly Street, Cambridge, for one additional terffive years, ending in 2015, with respect to poetion of the building, and for up to two
additional terms of five years, ending in 2019, tfog other portion of the building. The lease far taboratory and office building at 200
Sidney Street, located adjacent to our headquartétexpire in 2010. We have the option to extehdt lease for up to two additional
consecutive ten-year terms.

The lease for our Kendall Square, Cambritiggessachusetts facility will expire in 2018. Wevbahe option to extend that lease for two
consecutive terms of ten years each. We have sddegpproximately 145,000 square feet of the facdind we intend to begin using the
balance of the facility in the first half of 200Bhe subleases are for terms ending in 2011 and &fihZxtension options to 2015 and 2018.
One of the subleases has certain termination gomgseginning in 2010.

We also lease approximately 81,200 squeatdf laboratory and office space in San Diegdif@aia. The 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 feletboratory and office space in Milton Park, Abitog, England, for our United Kingdom
business and research and development activitisranlease expiring in 2013 with a right of edelsmination exercisable by us in 2008.

We believe our facilities are adequatediar current needs.

ITEM 3. LEGAL PROCEEDINGS

We are not a party to any material legatpedings. We are not a party to any litigatioang court with any governmental authority,
and management is not aware of any contemplateseding 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 vbseourity holders during the quarter ended Decer@be2005.
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PART Il

ITEM 5. MARKET FOR REGISTRANT'S COMMON EQUITY, RELA TED STOCKHOLDER MATTERS AND ISSUER
PURCHASES OF EQUITY SECURITIES

Market Information

Our common stock is traded on The NASDAQiteal Market under the symbol "VRTX." The follovgrable sets forth for the periods
indicated the high and low sale prices per shamofommon stock as reported by NASDAQ:

Year Ended December 31, 2004: High Low

First quartel $ 1220 $ 8.82
Second quarte 10.0C 8.0C
Third quartel 11.1¢ 8.0¢
Fourth quarte 12.0¢ 9.7¢

Year Ended December 31, 2005:

First quartel $ 11.9¢ $ 9.2C
Second quarte 17.0¢€ 8.61
Third quartel 22.6¢ 15.3:
Fourth quarte 29.2¢ 20.31

As of March 14, 2006, there were 1,312 brddf record of our common stock (approximately2@0 beneficial holders).
Dividends

We have never declared or paid any casbelids on our common stock, and we currently exfiedtfuture earnings, if any, will be
retained for use in our business.

Issuer Repurchases of Equity Securities
We did not repurchase any equity securdfahe Company during the quarter ended Decembe2®05.
Unregistered Sales of Equity Securities

In December 2005, we issued an additioB&|d00 shares of our common stock in connectioh ichanges with certain existing
holders of 2011 Notes. The exchanges were exempt fiegistration under the Securities Act of 1933amended, under Section 3(a)(9)
thereof, as exchanges by the Company of secuwiftbsts existing holders exclusively in transaasan which no commission or other
remuneration was paid.
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ITEM 6. SELECTED CONSOLIDATED FINANCIAL DATA

The following unaudited selected financiata for each of the five years in the period eridedember 31, 2005 are derived from our
audited consolidated financial statements. Thetestwuld be read in conjunction with our auditedsolidated financial statements and
related notes which are included elsewhere inAhisual Report on Form 10-K and "Management's Disicusand Analysis of Financial

Condition and Results of Operations" included @it7 below.

Year Ended December 31,

2005 2004 2003 2002 2001(1)
(In thousands, except per share amounts)
Consolidated Statement of Operations Data:
Revenues
Royalties $ 32,82¢ $ 17,32: % 9,00z $ 10,05« $ 10,78:¢
Collaborative and other research and developmeehiges 128,06 85,39 60,13¢ 84,71¢ 74,51«
Total revenues 160,89( 102,71 69,141 94,77( 85,291
Costs and expense
Royalty payments 10,09¢ 5,64¢ 3,12¢ 3,33¢ 3,59¢
Research and development 248,54( 192,16: 199,63¢ 198,33¢ 141,98t
Sales, general and administrat 43,99( 42,13¢ 39,08: 41,05¢ 31,85¢
Restructuring and other expense 8,13¢ 17,57« 91,82¢ — —
Merger related costs — — — — 22,96(
Total costs and expens 310,76. 257,52¢ 333,66¢ 242,72¢ 200,39¢
Loss from operations (149,877) (154,807) (264,52) (147,959 (115,10:)
Other income/(expense), net (5,337 (7,999 (1,886€) 11,00¢ 24,53:
Loss on exchange of convertible subordinated nBfes( (48,217 — — — —
Gain (loss) on retirement of convertible subordadatotes(4 — (3,44¢) — — 10,34(
Loss from continuing operations before cumulatiffea of changes in
accounting principles (203,41) (166,24 (266,41 (136,959 (80,229
Income from discontinued operations(
Gain on sales of assets — — 70,33¢ — —
Income (loss) from discontinued operations — — (693 28,337 22,14¢
Total income from discontinued operatic — — 69,64¢ 28,331 22,14¢
Loss before cumulative effect of changes in acdagrrinciples $ (203,41) $ (166,247 $ (196,767 $ (108,62) $ (58,087)
Cumulative effect of change in accounting principievenue recognition( — — — — (25,907)
Cumulative effect of change in accounting princ—derivatives(3] — — — — 17,74¢
Net loss $ (203,41) $ (166,247 $ (196,767 $ (108,62) $ (66,237)
IEEEEE——" IS S S S
Basic and diluted net loss per common sl $ (2.2¢) $ (2.12) $ (2.5¢) $ 143 $ (0.89)
Basic and diluted weighted average number of comshames outstanding 89,24: 78,57: 77,004 75,74¢ 74,46
Pro forma amounts assuming the 2001 accounting chga relating to
revenue recognition is applied retroactively(1)
Net loss $ (203,41) $ (166,247 $ (196,767 $ (108,62) $ (40,337
Net loss per weighted common sh— basic and diluted $ (2.2¢) $ (212 $ (2.5¢) $ 143 $ (0.54)
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December 31,

2005 2004 2003 2002 2001

Consolidated Balance Sheets Data:
Cash, cash equivalents and marketable securities $ 407,51  $ 392,32 $ 583,16: $ 634,98: $ 743,20:
Other current asse 23,89¢ 14,39: 10,64: 21,58¢ 32,89(
Restricted cash 41,48 49,847 26,06! 26,09: 26,19(
Property and equipment, net 54,53 64,22¢ 80,08: 95,99: 80,37
Other non-current assets 21,57¢ 24,66¢ 24,46 37,06¢ 42,47:
Total asset $ 548,99¢ $ 545,45. $ 724,410 % 815,72( $ 925,13:

N I ]
Deferred revenue, current porti $ 31,44¢ $ 47,747  $ 7,746 % 11,88¢ $ 39,49¢
Accrued restructuring and other expense 42,98 55,84: 69,52¢ — —
Other current liabilities 54,44 50,161 47,79¢ 52,70¢ 52,05¢
Collaborator development loan (due 2008) 19,997 19,997 32,46( 5,00(
Other lon¢-term obligations — 2,92¢ 7,26¢ 5,94¢ 8,02¢
Deferred revenue, excluding current portion 851 18,34¢ 51,771 46,59¢ 35,201
Convertible notes (due 2007)(4)(5) 42,10: 82,55: 315,00( 315,00( 315,00(
Convertible notes (due 2011)(4)( 117,99¢ 232,44¢ — — —
Stockholders' equity 239,17¢ 35,441 192,84! 378,58: 475,35:
Total liabilities and stockholders' equity $ 548,99¢ $ 545,45 $ 724,41 $ 815,72 $ 925,13:

On July 18, 2001, we completed a merger with Auiitsciences Corporation. The merger was accouoteass a pooling of interests. All prior period sofidated financial
statements presented have been restated to intled®nsolidated results of operations, finanaiaifon and cash flows of Aurora as though the reehgd been in effect on the
dates indicated.

) In the third quarter of 2001, in connection wittr owverall review of accounting policies concurresith our merger with Aurora, we elected to changermvenue recognition
policy for collaborative and other research andedtgyment revenues from the Emerging Issues TasteRdo. 91-6 ("EITF 91-6") method to the SubstanMitestone Method,
adopted retroactive to January 1, 2001. We belieigemethod is preferable because it is refleatif’eur on-going business operations and is morsistent with industry
practice following the implementation of the Setias and Exchange Commission's Staff AccountindeBinlNo. 101, "Revenue Recognition in Financiat8ments" ("SAB
101") in 2000 throughout the biotechnology industry

) We sold certain assets and liabilities of our Digrg Tools and Services business in two indepenilansactions in March and December 2003. In Oct2be1, the FASB
issued FASB 144, "Accounting for the Impairmentohg-Lived Assets" ("SFAS 144"). Pursuant to SFA® lthe Statement of Operations data shown abaeegffect to the
disposition of the assets sold, accounting for agdets as discontinued operations. The resuttsodntinued operations prior to 2002 have beepgred using estimates and
assumptions we deemed appropriate based upon iafiemcurrently available and does not necesseaflgct the results that would have been achiewsetithe business opera
on a stand-alone basis for the periods presentast.tB 2002, the Discovery Tools and Services bess was not separately managed, operationallpamdially. Please refer to
Note C, "Sale of Assets", in the notes to our ctidated financial statements included in this AnriReport on Form 10-K for further information.

3) During 2001, we recorded a cumulative effect ofngfein accounting principle related to the adoptbberivative Implementation Group Issue No. AIDIG A17") in
connection with the valuation of derivative instremts.

(4) During 2004, we issued approximately $232.4 millioraggregate principal amount of 5.75% Convertiéaior Subordinated Notes due in February 20101 2Notes") in
exchange for an equal principal amount of our aemiding 5% Convertible Subordinated Notes due inte$aper 2007 ("2007 Notes").

(5) In the third quarter of 2005, holders of 2007 Na®shanged $40.5 million in aggregate principal ant@f 2007 Notes, plus interest, for approximatly million shares of
newly issued common stock. As a result of this exgfe, a non-cash charge of approximately $36.3omilas incurred. In separate transactions, irffdbeth quarter 2005,
holders of 2011 Notes exchanged $114.5 millionggragate principal amount of 2011 Notes, plus egerfor approximately 8.1 million shares of nevgeigued common stock.
As a result of this exchange, a non-cash charg@pfoximately $11.9 million was incurred. Thesergla relate to the incremental shares issued itrahsactions over the
number of shares that would have been issued upmrecsion of the notes at the conversion price$osgt therein.
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ITEM 7. MANAGEMENT'S DISCUSSION AND ANALYSIS OF FIN ANCIAL CONDITION AND RESULTS OF OPERATIONS
Overview

We are a biotechnology company in the mssrof discovering, developing and commercialisamgll molecule drugs for the treatment
of serious diseases. We have built a drug discosapwbility that integrates biology, chemistry,digsics, automation and information
technologies, with a goal of making the drug disgwrocess more efficient and productive. We tewnember of drug candidates in
development, including compounds targeting HCVdtit, RA, cystic fibrosis, cancer, pain and HIeation. Our corporate strategy is to
retain principal responsibility for the developmeantd commercialization of some of our proprietamygdcandidates in certain major markets,
concentrating a significant part of our overall eleypment and commercialization resources on thosg candidates once we select them. We
intend to rely on collaborators to conduct develeptrand commercialization of certain of our othergdcandidates either worldwide or in
markets upon which we are not currently focused.aféeconcentrating most of our drug developmeruees at the present time on three
compounds: VX-950 for the treatment of HCV infeati&/ X-702 for the treatment of RA, and VX-770 foettreatment of cystic fibrosis.

Drug Discovery and Developme

Discovery and development of a single nbarmaceutical product is a lengthy and resourasite process, which may take 10 to 15
years or more. Throughout this entire process,npieedrug candidates are subjected to rigorousuatian, driven in part by stringe
regulatory considerations, designed to generatermdtion concerning efficacy, proper dosage lesal$ a variety of other physical and
chemical characteristics that are important in heitging whether a proposed drug candidate shoulgpipeoved for marketing. The toxicity
characteristics and profile of drug candidatesaaying dose levels administered for varying periofisme also are monitored continually ¢
evaluated during the nonclinical and clinical depshent process. Most chemical compounds that aesfigated as potential drug candid:
never progress into formal development, and magj dandidates that do advance into formal developmever become commercial
products. A drug candidate's failure to progresadwance may be the result of any one or morewdtla range of adverse experimental
outcomes including, for example, the lack of acablet absorption characteristics or other physiogperties, the lack of sufficient efficacy
against the disease target, difficulties in devielg@m cost-effective manufacturing or formulatioethrod, or the discovery of toxicities or side
effects that are unacceptable for the diseasedtiditbeing treated.

We have a variety of drug candidates inictil development and a broad-based drug discaféoyt. Given the uncertainties of the
research and development process, it is not pestlpredict with confidence which, if any, of tbesfforts will result in a marketable
pharmaceutical product. We constantly monitor trsults of our discovery research and our nonclimind clinical trials and regularly
evaluate our portfolio investments with the objeetdbf balancing risk and potential return in ligfinew data and scientific, business and
commercial insights. This process can result iatietly abrupt changes in focus and priority as i#armation becomes available and we
gain additional insights into ongoing programs antkential new programs.

Business Stratec

We have elected to diversify our researahdevelopment activities across a relatively braady of investment opportunities, due in
part to the high risks associated with the biotedtgy and pharmaceutical business. We plan to ekpimificant resources on development
and commercialization of some of our drug prodactdidates in certain markets, and rely on collaesao conduct development and
commercialization of certain of our other drug daiates either worldwide or in markets upon whichase not currently focused. This
diversification strategy requires more significinancial resources than would be required if wespad a more limited approach.
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Because we have incurred losses from a@pition and expect to incur losses for the forddedature, we are dependent in large pa
our continued ability to raise significant funditigfinance our discovery and development operatimmsour overhead and to meet our long
term contractual commitments and obligations. lnghst, we have secured funds principally throwgiital market transactions, strategic
collaborative agreements, proceeds from the diipnf assets, investment income and the issuahseck under our employee benefit
programs. At December 31, 2005, we had $407.5aniliif cash, cash equivalents and available-forsatarities, $42.1 million in principal
amount of 5% Convertible Subordinated Notes du&/ Zte "2007 Notes") and $118.0 million in prindipaount of 5.75% Convertible
Senior Subordinated Notes due 2011 (the "2011 Not@srring 2005, we took a number of steps thatwkeve reinforced our ability to
implement our business strategy. In June 2005,omgteted a public equity offering and issued appnately 13.5 million shares of our
common stock, resulting in net proceeds to us pf@pmately $165.4 million. In September 2005, wetanged approximately 2.5 million
newly issued shares of common stock for approxiin&40.5 million in aggregate principal amount @0Z Notes, plus accrued interest, and
in December 2005, we exchanged approximately 8lliomnewly issued shares of common stock for apjpnately $114.5 million in
aggregate principal amount of 2011 Notes plus &ttmiterest, resulting in a net reduction by appnately $155 million of our outstanding
indebtedness. During 2005, we also signed new dsgand development collaborations with GlaxoSKiithe and Avalon Pharmaceutice

Collaborations and Collaborative Revenues

Collaborations have been and will contitmbe an important component of our business slyai#/'e entered into two new collaborative
relationships in 2005, and extended the duratiosuofresearch collaboration with CFFT early in 2006~ebruary 2005, we licensed VX-
944, an IMPDH inhibitor, to Avalon Pharmaceuticadis;. for development and commercialization in titeatment of cancer. Avalon has m
an upfront payment and has committed to make roibespayments to us, to conduct further developmEXiX-944 and to pay royalties to
if VX-944 is successfully commercialized. In DecaamB005, we entered into a global collaboratiomv@taxoSmithKline to develop and
commercialize VX-409, our novel, subtype seleciedium channel modulator for the treatment of pdimder that collaboration agreement,
GlaxoSmithKline paid us a $20 million up-front litee payment, and has committed to make milestoyragats to us, conduct further
development of VX-409 and any backup compoundsataselected for development, and pay us royaitidsiture sales of VX-409 and
backup compounds. Early in 2006, we extended thegef our research collaboration with CFFT. Tineended CFFT agreement provides
for an additional $22 million in continued reseafehding through early 2008, to further investigate "corrector" compounds to see if they
act to restore the function of the CFTR protein. M#tain the right to develop and commercialize emypounds discovered in the CFFT
collaboration, and will pay royalties to CFFT uphe approval and commercialization of any compoutisisovered under the collaboration.

Our financial guidance for 2006, as settf@relow, reflects a significant increase in reveaver 2005 levels, an important part of wi
is anticipated revenue from new collaborations tiabelieve we could enter into this year. Theseimated new collaborative revenues will
be important in offsetting the loss of revenuesextain of our existing collaborations expire irDB0Our research collaborations with
Novartis and Merck are scheduled to conclude, aloitlg our research funding, in April and June 20@&pectively. Revenue recogniz
from our Merck and Novartis collaborations accodrfte approximately 61% of our total collaboratiesearch and development revenue in
2005. We may continue to realize revenue from ticedlaborations beyond their research term, infthe of milestone payments that may
earned if product candidates proceed successfulbyigh development and royalties on sales of aswyitieg drugs. We also believe that the
intellectual property rights we may retain fromgbeollaborations, as well as the value we haviéinwur other research and development
programs, may help us initiate other collaboratipportunities. Based on our perception of the lefé@hterest in certain of our programs
among some potential collaborators, we believewlatould enter into additional collaborative agneats in 2006 that would be material to

47




our business. Our business development prioritielsidle new collaborations to support developmedta@mmercialization of VX-950
outside North America and to assist us with thestlgyment and commercialization of VX-702. Our protdand development pipeline also
includes drug candidates such as VX-692 and VX{8&8terial infection), VX-166 (sepsis), VX65 and pralnacasan (inflammatory disea
and VX-271 (cancer) that we may choose to develitip ov through a collaborator, as we maintain fosnsur core product candidates. We
may also seek collaborators for our kinase, iomoks and other research programs.

Clinical Development Programs

We are focusing our 2006 preclinical anidical development investment on VX-950, VX-702 and-770. We are projecting an
increase in research and development expense @6rtd0a range of $350 million to $370 million. Wipect this increase to be driven by
increased clinical investment in these core prograie believe that each of these programs reqomemrehensive investment to realize its
full clinical and commercial value. We also recagnthat development investment at this stage igsuto the considerable risk that any one
or more of these compounds will not advance to pecbcegistration. Each compound could fail to pesgror advance due to a wide range of
adverse experimental outcomes, placing our fukkétment in the compound at risk. While we atterapgtage our investments to mitigate
these financial risks, drug discovery and develaprbg its nature is a very risky undertaking. Weent to continue to evaluate and prioritize
investment in our clinical development programsellasn the emergence of new clinical and nonclirded in each program in 2006 and in
subsequent years.

Manufacturing and Supply Cha

We are focused on implementing the necgssfrastructure and procedures for manufacturing supplying drug products containing
VX-950, VX-702 and VX-770 for clinical trials andtimately for the commercial market. We currenthg anaking a significant investment in
our supply chain management, to ensure timely dgliof drug product in accordance with all applieategulatory guidelines. We do not
currently plan to manufacture VX-950, VX-702 or VX0 ourselves. We rely on networks of third pargnefacturers and suppliers
worldwide to provide raw materials and to synthestablet, and package our drug candidates foicalitrials. We currently expect that we
will continue to outsource for our commercial syppdquirements for our potential products. We namnitur third party manufacturers' and
suppliers' capabilities to assess their abilitynget our needs efficiently and economically. Howegedelay in manufacture or supply of
clinical trial material could delay the completiofia clinical trial or compromise its results, cagsa delay in the anticipated launch of a
commercial product. In addition, our significanpply chain investment could be at risk if we do abtain favorable results in the clinical
trials for any of VX-950, VX-702 or VX-770.

Financial Guidance
The key financial measures for which weéhprovided guidance are as follows:

Loss: We expect that the net loss for 2006 will béhi@ range of $205 to $225 million. This net los8meate includes an estimated
$34 million in stock-based compensation expenseaanektimated $6 million of restructuring expensa aesult of imputed interest
charges relating to the restructuring accrual.

Revenues: We expect that the Company's revenue will iénrange of $210 to $235 million in 2006.

Research and Development ("R&D") Expense: We expect that R&D expense will be in the raaf$350 to $370 million for
2006, including approximately $28 million of stobksed compensation expense.
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Sales, General and Administrative ("SG&A") Expense: We expect our SG&A expense will be in the raof$55 to $60 million
for 2006, including approximately $6 million of stebased compensation expense.

Cash, Cash Equivalents and Available for Sale Secities: We expect cash, cash equivalents and markedableities to be in
excess of $300 million at the end of 2006.

The financial measures set forth abovd@wgard-looking and are subject to risks and uraisties that could cause our actual results to
vary materially, including the risks and uncertastthat we describe in "Risk Factors" in Item FAhis Annual Report on Form 10-K and in
the section below entitled "Forward-Looking Statetse'

Contractual Commitments and Obligations

The first part of the following table sésth commitments and obligations that have beeonnded on our consolidated balance sheets at
December 31, 2005. Certain other obligations amineitments, while not required under generally ateg@ccounting principles in the
United States ("GAAP") to be included in the coidated balance sheets, may have a material impaaudity. We have presented these
items, all of which we have entered into in theilmady course of business, in the table below ireotd present a more complete picture of
financial position and liquidity.

2007- 2009- 2011
2006 2008 2010 and later Total

(in thousands)

Commitments and Obligations Recorded on the

Consolidated Balance Sheets at December 31, 2
Collaborator development loa $ — $ 19,997 $ — $ — $ 19,99:
Convertible subordinated not — 42,10: — 117,99¢ 160,10(

Off-Balance Sheet Commitments and Obligation
December 31, 200!

Facilities operating leas: 46,71¢ 76,78: 69,01 195,66 388,17

Purchase obligatio 3,00( — — — 3,00(¢

Research and development and other

commitments 1,03¢ 75 — — 1,11C
Total contractual commitments and obligatit $ 50,75( $ 138,95! $ 69,014 $ 313,66! $ 572,38

Commitments and Obligations Recorded on the Catesteld Balance Sheets at December 31, 2005

The collaborator development loans in #ige above represent indebtedness to Novartieiartiount of approximately $20.0 million
that was advanced under a loan facility establigheduant to the original collaboration agreemeititt Wovartis. Loans under the facility
were intended to fund early clinical trials of kigainhibitor compounds that we selected for eaglyetbpment. In February 2004, we amer
the terms of the Novartis collaboration agreemidntler the amended agreement, Novartis assumedngbpity for all nonclinical and
clinical development of drug candidates that iteguts for development. Consequently the loan faqilibviding funding for development
activities by Vertex was terminated. Outstandireni®that funded amounts either spent or committdx tspent on development activities
relating to compounds not selected by Novartis belrepayable without interest in May 2008. Plaager to Note O, "Significant Revenue
Arrangements”, to our consolidated financial staets included in this Annual Report on Form 10-Kddditional information regarding
these loans.

At December 31, 2005, we had $42.1 millioaggregate principal amount of 2007 Notes and$Lmillion in aggregate principal
amount of 2011 Notes outstanding. We are requoedake
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semi-annual interest payments on the outstandiingipal balance of both the 2007 and 2011 Notes.dggregate annual interest payment
obligation is approximately $8.9 million.

Off-Balance Sheet Commitments and Obligations aebéer 31, 2005

At December 31, 2005, our future minimurmeoaitments and contractual obligations includedliiéges operating leases, a purchase
obligation and contractual commitments relateduoresearch and development programs. These itemmarequired under GAAP to be
recorded on our consolidated balance sheets. Tieayisclosed in the table presented above andibdedamore fully in the following
paragraphs in order to provide a more completeigadf our financial position and liquidity at Decker 31, 2005.

The term under our Kendall Square leasamdgnuary 1, 2003. We began making lease paynneiay 2003. We have an obligation,
staged over a number of years, to build out thedéapace into finished laboratory and office s "Kendall Square Facility"). The lease
will expire in 2018, and we have options to extémrdwo consecutive terms of ten years each. Thagamy's future minimum commitments
under the Kendall Square lease for the period caming January 1, 2006, including lease paymentsaatwhstruction obligation, are
$30.0 million for 2006, $45.5 for 2007 and 20087 $million for 2009 and 2010 and $195.7 milliom fbe period thereafter. These amounts
are included in the table above. We expect to ogeug use for our operations approximately 40%hefkendall Square Facility. We have
entered into two subleases for the remaining réatsduare footage at the Kendall Square Faciligfteet 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 baginn 2010. The future minimum committed incomenfrthe subleases is $7.4 million for
2006, $16.3 million for 2007 and 2008, $16.3 millimr 2009 and 2010 and $6.2 million for years ¢ladier. These amounts are not offset
against our obligations set forth in the table &h®&ee Note D, "Restructuring and Other Expenseout consolidated financial statements
included in this Annual Report on Form 10-K.

Commitments under research and developpregrams represent contractual commitments entetedor materials and services in the
normal course of business.

The purchase obligation referred to abaise=a under our agreement to purchase a minimus.6fmillion of products from Invitrogen
Corporation annually for three years. We madedbimmitment in connection with the sale of certareds of our former Discovery Tools
and Services business on March 28, 2003.

Our table detailing contractual commitmeantsl obligations does not include severance pagatins to certain of our executive
officers in the event of a not-for-cause terminatimder existing employment contracts. The cashuatior which the Company might be
liable upon any such termination, based on cuegatutive pay and bonus levels, could range from ®0%$1.4 million.

Liquidity and Capital Resources

We have incurred operating losses sincermaption and historically have financed our ogiers principally through public and private
offerings of our equity and debt securities, styateollaborative agreements that include reseanchdevelopment funding, development
milestones and royalties on the sales of prodpctsseeds from the disposition of assets of our®@iscy Tools and Services business,
investment income and proceeds from the issuans®ok under our employee benefit programs.

At December 31, 2005, we had cash, casivalguts and marketable securities of $407.5 mmilliwhich is an increase of $15.2 million
from $392.3 million at December 31, 2004. The iaseereflects net proceeds of approximately $16%l®mfrom our public offering of
common stock, which closed in June 2005, as web3@s2 million from the issuance of common stockemour employee benefit
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plans, offset by the net loss of $203.4 millionpERrditures for property and equipment during thenbaths ended December 31, 2005 were
$17.0 million.

As part of our strategy to manage our ltevgn operating cash needs, we exchanged approyn$di®5.0 million in aggregate principal
amount of our convertible subordinated notes, pitevest, in a series of transactions, for apprexaty 10.6 million shares of newly issued
common stock. As a result of these exchanges, agried a non-cash charge of approximately $48.RamilThis charge is related to the
incremental shares issued in the transactionstbheenumber that would have been issued upon caowen§ the notes under their original
conversion prices. At December 31, 2005, we hadoapately $42.1 million in aggregate principal aimo of the 2007 Notes and
approximately $118.0 million in aggregate principaiount of the 2011 Notes outstanding. The 201E&ate convertible into common st
at the option of the holder at a price equal to.$44er share, subject to adjustment under cecteinmstances. The 2007 Notes are
convertible into common stock at the option of iodder at a price equal to $92.26 per share, stitgeadjustment under certain
circumstances.

The restructuring accrual of $43.0 mill@nDecember 31, 2005 relates to the portion oKeredall Square Facility that we do not intend
to occupy, and includes build-out commitments atiétolease obligations, recorded at net presenevéh 2005, we made cash payments of
$24.2 million against the accrual and received $3ilkon in sublease rental income. We expect ti&enaet cash payments of approximately
$14.4 million against the accrual in 2006. We revar estimates underlying the restructuring adavnaat least a quarterly basis, and the
accrual, and consequently any expected future palyroeuld change with any change in our estimates.

The net decrease of $33.8 million in defdnmrevenue for the 12 months ended December 35, i2@0result of revenue recognized in
2005 related to cash payments received from caidbrs, primarily Novartis and Merck, in previousripds, which were deferred and are
being recognized over our period of performancacicordance with our revenue recognition policycdnnection with new collaborations in
2005, we received and recognized as revenue appatedy $25.0 million up-front license payments. Wso received $22.0 million in
milestone payments from our collaborators durin§32@onsistent with our revenue recognition poligg,recognized approximately
$10.0 million of this amount and have deferred ggition of the majority of these milestone paymamiounts, which will be recognized over
our remaining period of obligation.

In February 2004, we amended the termsiotollaboration agreement with Novartis. Underdheended agreement, Novartis assumed
responsiblity for all nonclinical and clinical ddepment of drug candidates that it accepts for graent. Consequently, the loan facility
established under the original agreement, whickigeal funding for development activities by Vertaas been terminated. As permitted
under the amended agreement, on June 22, 2004weengtice to Novartis of our election to develay-880 outside of our Novartis
collaboration. As a result, we repaid to Novarpprximately $12.5 million of unspent and uncometttoan amounts relating to VB80. At
December 31, 2004, we had approximately $20.0anilin remaining loans outstanding under the loailifia Loans advanced by Novartis
for the development of collaboration compounds utilde original agreement will be forgiven on a cauapd-by-compound basis if any such
compounds are selected by Novartis for developnfdhibans not forgiven under the facility will bepayable, without interest, in May 20

We expect to continue to make significaweistments in our drug candidates, particularlgliimcal trials of VX-950, VX-702 and VX-
770, in our ion channel and kinase discovery effart our effort to prepare for potential registvat regulatory approval and commercial
launch of our product candidates and in supplyrch@anagement. Consequently, we expect to incue$oss a quarterly and annual basis for
the foreseeable future. We also expect to incustamibial administrative expenditures in the futame expenses related to filing, prosecution,
defense and enforcement of patent and other intafieproperty rights.

51




In 2006 and in future periods, the adequaayur available funds to meet our future opetind capital requirements, including
repayment of the 2007 Notes and the 2011 Notekdeflend on many factors, including the numberaditte and prospects of our discovery
and development programs, the costs and timindptiming regulatory approvals for any of our pradeendidates and our decisions
regarding manufacturing and commercial investmetdlaborations have been and will continue to é@portant component of our
business strategy. We will continue to rely on casteipts from our existing research and developmaliaborations, including research
funding, development reimbursements and potentiigstone payments, and from new collaborationsrder to help fund our research and
development efforts.

As part of our strategy for managing oyita structure, we have from time to time adjusteslamount and maturity of our debt
obligations through new issues, privately negotiatansactions and market purchases, dependingadketrconditions and our perceived
needs at the time. During 2006 we expect to coatpursuing a general financial strategy that mayl les to undertake one or more additic
capital transactions. Any such capital transactinay or may not be similar to transactions in whighhave engaged in the past.

To the extent that our current cash andketable securities, in addition to the above-mergibsources, are not sufficient to fund our
activities, it will be necessary to raise additibfuzds through public offerings or private placertseof our securities or other methods of
financing. We also will continue to manage our tal@tructure and consider all financing opportiesitwhenever they may occur, that could
strengthen our long-term liquidity profile. Ther@ncbe no assurance that any such financing opptietiwill be available on acceptable
terms, if at all.

Critical Accounting Policies and Estimates

Our discussion and analysis of our finanoiedition and results of operations is based uponconsolidated financial statements
prepared in accordance with GAAP. The preparatfdhese financial statements requires us to makainesstimates and assumptions that
affect the reported amounts of assets and liadslithe disclosure of contingent assets and liigdsilat the date of the consolidated financial
statements and the reported amounts of revenuexgethse during the reported periods. These iteensaarstantly monitored and analyzed
by management for changes in facts and circumssaacel material changes in these estimates could actthe future. Changes in estimates
are recorded in the period in which they becomenkndNe base our estimates on historical experi@ndevarious other assumptions that we
believe to be reasonable under the circumstanagsalresults may differ from our estimates if pagpberience or other assumptions do not
turn out to be substantially accurate.

We believe that the application of the antding policies for restructuring and other expemseenue recognition, research and
development expenses and investments, all of warelimportant to our financial condition and reswit operations, require significant
judgments and estimates on the part of manage@eniaccounting polices, including the ones disadigsdow, are more fully described
Note B, "Accounting Policies," to our consolidafethncial statements included in this Annual Reporf-orm 1-K.

Restructuring and Other Expense

We record liabilities associated with rasturing activities based on estimates of fair galuthe period the liabilities are incurred, in
accordance with SFAS 146. As prescribed by SFAS Wé6use a probability-weighted discounted cashtmalysis to calculate the amount
of the liability. The probability-weighted discowt cash-flow analysis is based on management'smasisns and estimates of our ongoing
lease obligations, including contractual rental odtments, build-out commitments and building op@tosts, and estimates of income
from subleases, based on the term and timing df subleases. We discount the estimated cash fleing a discount rate of approximately
10%. These cash flow estimates are reviewed andomayljusted in subsequent periods. Adjustmentsased,
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among other things, on management's assessmammndes in factors underlying the estimates. Becausestimate of the liability includes
the application of a discount rate to reflect ingetvalue of money, the estimate will increase $ings a result of the passage of time, even if
all other factors remain unchanged.

Our estimates of our restructuring liapiliave changed in the past, and it is possibledhatssumptions 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 pustif the Kendall Square Facility with terms of and seven years, respectively, and we
have made certain estimates and assumptions cetatfiature sublease terms following the expiratiéthe current subleases. As a result, we
may be exposed to market variability in the futikée will review our assumptions and judgments eglab the lease restructuring on at least
a quarterly basis until the Kendall Square leaseriminated, and make whatever modifications weebelare necessary, based on our best
judgment, to reflect any changed circumstan

The accrual for restructuring expense &.84nillion at December 31, 2005 is related toghgion of the Kendall Square Facility that
we do not intend to occupy. This estimate repraseut best judgment of the assumptions and estinmadst appropriate in measuring the
ongoing obligation.

Revenue Recognition

We recognize revenue in accordance witlSt€'s Staff Accounting Bulletin No. 101, "ReverRecognition in Financial
Statements" ("SAB 101") as amended by SEC StafbAonting Bulletin No. 104, "Revenue Recognition"AB104") and for revenue
arrangements entered into after June 30, 2003, gintelssues Task Force Issue No. 00-21, "Revenu@ngements with Multiple
Deliverables" ("EITF 00-21").

Our revenues are generated primarily thinazajlaborative research, development and commaai@mn agreements. The terms of the
agreements typically include payment to Vertexafi-nefundable up-front license fees, funding okegsh and development efforts,
milestone payments and/or royalties on producssale

Agreements containing multiple elementsdivaed into separate units of accounting if der@iteria are met, including whether the
delivered element has stand-alone value to th@gwestand whether we have objective and reliabléenge of fair value of the undelivered
obligation(s). The consideration received is atedeamong the separate units based on their réspéait values or the residual method, and
the applicable revenue recognition criteria ardiaggo each of the separate units.

We recognize revenues from non-refundalpefront license fees on a straight-line basis dlrercontracted or estimated period of
performance, which is typically the research oredlegment term. Research and development fundirgcisynized as earned, ratably over the
period of effort.

Substantive milestones are recognized reedavhen the corresponding payment is reasonablyred and we have evidence of fair
value for our remaining obligations. Substantivéestones are recognized over the period of perfoc@avhen the corresponding payment is
reasonably assured but we do not have fair valueuoremaining obligations. This typically resulisa portion of the milestone payment
being recognized as revenue at the date the milessoachieved, which portion is equal to the ayayblie percentage of the performance pe
that has elapsed as of the date the milestonéiiewae, with the balance being deferred and rezeghover the remaining period of
performance. We evaluate whether milestones argtauiive at the inception of the agreement basdti®mnontingent nature of the milestc
specifically reviewing factors such as the techgimal and commercial risk that must be overcomeelsas the level of effort and investm
required to achieve the milestone. Milestones dinatnot considered substantive and do not measiegh@ration criteria are accounted for as
license payments and recognized on a straightasés over the remaining period of performance.

Payments received after performance olitigatare met completely are recognized when earned.
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Royalty revenue on our products Agenerasklaxiva/Telzir is recognized based upon actudlestimated net sales of licensed
products in licensed territories, as provided byanllaborator GlaxoSmithKline, and is recognizedhie period the sales occur. Differences
between actual royalty revenues and estimatedtsos@tenues, which have not historically been digait, are reconciled and adjusted for in
the quarter they become known.

Research and Development Costs

All research and development costs, incigdimounts funded by research and developmenbeoo#iions, are expensed as incurred.
Research and development expenses are comprisedtsfincurred in performing research and developmetivities including salaries and
benefits; laboratory supplies; contract servicesluiding clinical trial costs; and infrastructurests, including facilities costs and depreciation.
To record clinical trial, contract services andasthutside costs, we are required to make estinoétie® costs incurred in a given accounting
period and record accruals at period-end, becéuasthird party service periods and billing termsndb always coincide with our period-end.
We base our estimates on our knowledge of the rgs@ad development programs, services performethéoperiod, past history for related
activities and the expected duration of the thadyservice contract, where applicable.

Altus Investment

We assess our investment in Altus Pharmaadsi Inc., which we account for using the costhod, on a quarterly basis to determine if
there has been any estimated decrease in theafag of that investment below its $18.9 millionrgarg value that might require us to write
down the cost basis of the asset. If any adjusttiaethite fair value of an investment reflects a ithecin the value of that investment below its
cost, we consider the evidence available to usydirg the duration and extent to which the decitether-than-temporary. If the decline is
considered other-than-temporary, the cost badiseoinvestment is written down to fair value asavtost basis and the amount of the write-
down is included in the consolidated statementgpefations. We have not identified facts or circtamses which would cause us to
determine that the investment basis of our intéreattus should be changed.

Altus completed an initial public offerifig January 2006. We own 817,749 shares of comnumk stnd warrants to purchase 1,962,494
shares of common stock. In addition, we hold 450 $lfares of redeemable preferred stock, whichaireanvertible into common stock and
which are redeemable at our option on or after Bdoeg 31, 2010, or by Altus at any time. We arerigsd from trading Altus securities fo
period of six months following the initial publidfering. Due to the public offering, in 2006 we Ixglassify the common stock as an
available-for-sale investment and record it at Vaiue, based on quoted market prices, with urmedlgains and losses included as a
component of accumulated other comprehensive indtoes), which is a separate component of stocldrelaquity, until such gains and
losses are realized. We will continue to accounttie warrants under the cost method of accountimiy the end of the restricted trading
period, at which time the warrants will be clagsifias derivatives. Gains or losses on the fair etarddue of the warrants, as derivatives, will
be included in the consolidated statements of dipss We will continue to account for the redeetaalveferred stock under the cost method
of accounting.

Results of Operations

The following discussion of revenues anpasses is based only on the results of our cominoperations. We sold the assets of our
Discovery Tools and Services business in two inddpet transactions in March and December 2003cdnrdance with SFAS No. 144,
"Accounting for the Impairment of Long-Lived Asse{SFAS No. 144"), the results of operations agsed with the assets sold have been
reclassified in the Company's consolidated findrst@tements under the heading "discontinued oipesitfor the twelve months ended
December 31, 2003. The reclassification of the artwto discontinued operations was accomplishetgusstimates and assumptions we
have

54




deemed appropriate based upon the information milyravailable. Amounts reclassified to discontidwperations are not necessarily
indicative of the results that would have beenewdil had the Discovery Tools and Services busimgssated on a stand-alone basis during
the periods presented.

As a result of the disposition of theseetssve now operate in a single operating segnidrairmaceuticals.
Year Ended December 31, 2005 Compared with YeaedEDdcember 31, 2004

Our net loss for 2005 was $203,417,0062028 per basic and diluted common share, compgaradet loss for 2004 of $166,247,000,
or $2.12 per basic and diluted common share. G ilo 2005 includes restructuring expense of $80&8and a charge of $48,213,000 for
the exchange of newly issued common stock for agroof our outstanding convertible notes. Our lwms2004 includes restructuring expel
of $17,574,000 and a charge for the retiremenbafertible notes of $3,446,000.

Our net loss for 2005, as compared withraiross for 2004, increased primarily as a resuiicreased development investment to
advance our propriety drug candidates, which wasglig offset by an increase in revenue.

Total revenues increased to $160,890,0@D05 compared to $102,717,000 in 2004. In 200&mee was comprised of $32,829,000 in
royalties and $128,061,000 in collaborative anaptlBsearch and development revenues, as compirefiiw,322,000 in royalties and
$85,395,000 in collaborative research and developmerenue in 2004.

Royalties consist of Lexiva/Telzir (fosarapavir calcium) and Agenerase (amprenavir) royatenue. Fosamprenavir calcium is
marketed under the trade name Lexiva in the UrStadies and Telzir in the European Union. Royafyeneie is based on actual and estim
worldwide net sales of Lexiva/Telzir and Ageneradfe. began earning royalties on sales of LexiviéUnited States in the fourth quarter
of 2003 and on Telzir in the European Union indlquarter of 2004. The increase in royalty revasudie to the increase in Lexiva/Telzir
sales. By the end of 2005, Lexiva had largely regdlaAgenerase in worldwide markets. As a resulteyeect that royalty revenue in the
foreseeable future will consist primarily of LexiVelzir royalty revenue. We pay a royalty to adhparty on sales of Agenerase and
Lexiva/Telzir.

Collaborative and other research and deveémt revenues increased $42,666,000, or 50%,05 @6 compared with 2004. The increase
in collaborative and other research and developme@nues is due to the execution of new collammragreements in 2004 and in 2005.
In 2005 we entered into collaboration agreementls Wvalon Pharmaceuticals (license, developmentcamimercialization of VX-944) and
GlaxoSmithKline (research, license, development@mmercialization of VX-409). Under these new abliration agreements, in 2005 we
earned $5,000,000 in up-front license fees fromléwvand $20,000,000 in up-front license fees frolax@SmithKline. In 2004 we entered
into collaboration agreements with CFFT (cystiediis drug discovery), Mitsubishi Pharma Corporatiear East development and
commercialization of VX-950), and Merck (researdéyelopment and commercialization of Aurora kinasébitors, including VX-680 and
VX-667). We recognized revenue of approximately389,000 in 2005 from two milestone payments mad®bsck in our Aurora kinase
inhibitor collaboration, one made in connectionhaierck's selection of VX-667 as a follow-on compduo VX-680, and one for
demonstrating that administration of VX-680 to pats had an effect on a clinically relevant biorearkn an aggregate amount of
$19.5 million. We earned $2.5 million in milesto¥enue from Kissei related to the completion gltatory filings in preparation for
Phase | clinical development of VX-702 in Japan.
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The table presented below is a summary of revermume ¢ollaborative arrangements for the year end®b 2s compared with the year ended
2004.

2005 2004

(In thousands)

Collaborative and other research and development renues:
Summary of revenues from collaborative arrangeme

Novartis $ 53,08: $ 50,49
Merck 24,42¢ 8,367
GlaxoSmithKline 20,00( —
CFFT 14,49( 6,792
Other 16,06 19,73¢
Total collaborative and other research and devetopmrevenue $ 128,06: $  85,39¢

I

We expect that collaborative and otheraageand development revenues will continue to Sigrificant component of our total
revenues and we are seeking to enter into additcmti@aboration agreements in 2006 that could b&nwl to our business.

Research and development expenses incr&asgedi’8,000, or 29%, to $248,540,000 in 2005, 192,162,000 in 2004. The increase
in research and development expenses in 2005 gsacethwith 2004 is primarily a result of investmanour clinical development programs
for VX-950 and VX-702. Development expenses acaedifibr 87%, or $48,875,000, of the aggregate irseréaresearch and development
expenses. In 2005 we incurred costs from Phasealiang activities for VX-950, we completed enrodint in a 315-patient Phase Il clinical
trial of VX-702 for the treatment of RA, and we tioned a Phase IIb clinical trial (called the "ME®Rtrial) of merimepodib (VX-497) for
the treatment of HCV infection. We initiated the WO trial during 2004. During 2004 we also compledePhase la trial of VX-950, and
began a Phase |b evaluation of VX-950 in patieritis @hronic HCV infection. During the fourth quartf 2004 we commenced Phase I
clinical development of VX-765 in psoriasis.

Research and development expenses consigtrpy of salary and benefits, laboratory supplieontractual services and infrastructure
costs, including facilities costs and depreciati®et forth below
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is a summary that reconciles our total researchdawdlopment expenses for the 12 months ended Dexedit, 2005 and 2004 (in
thousands):

2005 2004 $ Change % Change
Research Expense
Salary and benefit $ 40,877 $ 36,77: $ 4,10¢ 11.2%
Laboratory supplies and other direct expet 20,873 19,05: 1,82¢ 9.€%
Contractual service 7,61¢ 8,851 (1,239 (14.0%
Infrastructure cost 51,40¢ 48,59t 2,811 5.8%
Total research expens $ 120,77¢ $ 113,27¢ $ 7,50:
Development Expense
Salary and benefit $ 28,11¢ $ 20,49 $ 7,62¢ 37.2%
Laboratory supplies and other direct expet 11,67« 7,60( 4,07¢ 53.6%
Contractual service 61,18¢ 28,831 32,35: 112.2%
Infrastructure cost 26,78( 21,95¢ 4,82¢ 22.(%
Total development expens $ 127,76. $ 78,88¢ $ 48,87t
Total Research and Development Expen
Salary and benefit $ 68,99t $ 57,26¢ $ 11,73: 20.5%
Laboratory supplies and other direct expet 32,551 26,65: 5,89¢ 22.1%
Contractual service 68,80’ 37,69 31,11¢ 82.5%
Infrastructure cost 78,18¢ 70,55 7,63¢ 10.8%
Total research and development expel $ 248,54( $ 192,16: $  56,37¢

To date we have incurred in excess of $ibbiin research and development costs associsitbddrug discovery and development. We
expect research and development expenses in 2@@6dceater than in 2005 due to increased investimetinical development as we
advance our core programs. In 2006, we expectdasfour preclinical and clinical development inwesit on VX-950, VX-702 and VX-70.
However, our anticipated 2006 research and devedopexpenses could vary materially from our pragedt, depending on the occurrence
and timing of clinical trials and actual clinicailal results. We expect that our combined reseanthdevelopment expenses will increase in
future periods as we add personnel and capabildiespport the advancement of our lead drug caelsd We do not expect that our research
expenses will increase significantly unless we iokdissignificant amount of funding from new resdacollaborations.

We estimate that it takes 10 to 15 yearpossibly longer, to discover, develop and brimgiiarket a new pharmaceutical product in the
U.S. as outlined below:

Estimated
Phase: Objective: Duration:
Discovery Lead identification and target validati 2 to 4 year:
Preclinical Initial toxicology for preliminary identificationfaisks for 1to 2 years
humans; gather early pharmacokinetic ¢
Phase | Evaluate safety in humans; study how the drug warletabolize 1 to 2 years
and interacts with other dru
Phase Il Establish effectiveness of the drug and its optiduslage; 2 to 4 years
continue safety evaluatic
Phase llI Confirm efficacy, dosage regime and safety praffi¢he drug; 2 to 4 years

submit New Drug Applicatiol
FDA approval Approval by the FDA to sell and market the drugtfue approver 6 months to 2 years
indication
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Animal and other nonclinical studies typiigare conducted during each phase of human élirtr@als.

The successful development of our prodisctéghly uncertain and subject to a number of fakors. The duration of clinical trials may
vary substantially according to the type, compleritd novelty of the pharmaceutical product. ThéARIDd comparable agencies in foreign
countries impose substantial requirements on tinednction of therapeutic pharmaceutical produgtsically 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 steplire testing process may be adverse and lead tordisoation or redirection of development
activity. Data obtained from these activities adse susceptible to varying interpretations, whigtld delay, limit or prevent regulatory
approval. The duration and cost of discovery, jmézl, nonclinical and clinical trials may vanygsificantly over the life of a project and are
difficult to predict. Therefore, accurate and megl estimates of the ultimate costs to bring duug candidates to market are not available.
The most significant costs associated with drugaiery and development are those costs associatiedtase Il and Phase 11l clinical tria
Given the uncertainties related to developmentakeecurrently unable to reliably estimate whewryviér, our drug candidates will generate
revenue and net cash inflows.

Sales, general and administrative expeinsesased $1,851,000, or 4%, to $43,990,000 in 2@06 $42,139,000 in 2004.

For the twelve months ended December 305 2@e recorded net restructuring expense of $8libom This net expense includes a
$10.0 million credit to the restructuring accruade when we decided in mid-2005 to occupy and ys#taon of the Kendall Square Facility
for our operations, which was offset by (i) theirasted incremental net ongoing lease obligatioss@ated with the portion of the Kendall
Square Facility that we do not intend to occupy @idmputed interest costs relating to the restuuing liability.

The activity related to restructuring exgeiffor the twelve months ended December 31, 2085 isllows (in thousands):

Credit for
portion of
facility
Cash received Vertex expects
Cash Payments, from subleases, to occupy, Charge,
twelve months twelve months twelve months twelve months
ended ended ended ended Accrual as of
Accrual as of Dec. 31, Dec. 31, Dec. 31, Dec. 31, Dec. 31,
December 31, 2004 2005 2005 2005 2005 2005
Lease restructurini
expense $ 55,84: $ (24,229 $ 3,23¢ $ (10,019 $ 18,15 $ 42,98:

In accordance with SFAS 146, we review@atimates and assumptions with respect to the KléBdaare lease on at least a quarterly
basis, and will make whatever modifications we daadinecessary until the termination of the leaaseth on our best judgment, to reflect any
changed circumstances. Our estimates have chandlkee past, and may change in the future, resuiftirglditional adjustments to the
estimate of liability, and the effect of any sudjustments could be material. Because our estiofatee 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.

Interest income increased approximatel$$1,000 to $11,994,000 in 2005 from $10,323,008004. The increase is mainly the result
of higher returns on invested funds.
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Interest expense decreased $991,000 oo%%#,326,000 in 2005 from $18,317,000 in 2004 @salt of the exchange of newly issued
stock for a portion of our outstanding convertibébt in the second half of 2005.

In addition, as a result of the issuanaendu2005 of common stock in exhange for convestdlbordinated notes, we recorded a non-
cash charge of $48,213,000. This charge relattetmcremental shares issued in the transactioeistbe number of shares that would have
been issued upon the conversion of the notes uhderoriginal terms.

Year Ended December 31, 2004 Compared with YeaedBeécember 31, 2003

Our net loss for 2004 was $166,247,00662012 per basic and diluted common share, comparadhet loss for 2003 of $196,767,000,
or $2.56 per basic and diluted common share. Gurilo 2004 includes restructuring and other expeh$&7,574,000 and a charge for the
retirement of convertible notes of $3,446,000. @ss in 2003 includes restructuring and other egpeari $91,824,000 and income from
discontinued operations of $69,646,000. Includethéincome from discontinued operations is a f@m the sale of assets of $70,339,000.

Our net loss for 2004, as compared withrmirloss for 2003, decreased primarily as a reguttcreased revenue, principally related to
new collaboration agreements and increased rogaltie

Total revenues increased to $102,717,0@00% compared to $69,141,000 in 2003. In 2004&mae was comprised of $17,322,000 in
royalties and $85,395,000 in collaborative and otesearch and development revenues, as compatte@9002,000 in royalties and
$60,139,000 in collaborative research and developme¥enues in 2003.

Royalties consist of Lexiva/Telzir (fosarapavir calcium) and Agenerase (amprenavir) roy@tenue. Fosamprenavir calcium is
marketed under the trade name Lexiva in the UrStdies and Telzir in the European Union. Royafyeneie is based on actual and estim
worldwide net sales of Lexiva/Telzir and Agenerddfe. began earning royalties on sales of LexiviaéUnited States in the fourth quartel
2003 and on Telzir in the European Union in thedtijuarter of 2004.

Collaborative and other research and deveémt revenues increased $25,256,000, or 42%,04 @6 compared with 2003. The increase
in collaborative and other research and developme@nues is due to the execution of new collamratgreements and recognition of
revenue in the amount of approximately $4.1 millimmm a $10 million milestone payment made in cartiog with Novartis' selection of
VX-322 for development. We also earned $2,500,00@ilestone revenue from GlaxoSmithKline relatingegulatory approval of Telzir in
the European Union and the initiation of Phasditiical trials for brecanavir (VX-385). The tablegsented below is a summary of revenue
from collaborative arrangements for the year el as compared with the year ended 2003.

2004 2003

(In thousands)

Collaborative and other research and development renue:
Summary of revenue from collaborative arrangeme

Novartis $ 5049 $ 44,50:
Merck 8,367 —
CFFT 6,79z —
Mitsubishi Pharm: 5,84( —
Other 13,89¢ 15,63}
Total collaborative and other research and devetopmevenus $ 8539 $ 60,13¢

Research and development expenses decrea$#82,162,000 in 2004, from $199,636,000 in 2G0&*earch expenditures were
$113,276,000 in 2004 compared with $113,435,00D08. Development expenditures were $78,886,02004 compared with $86,201,C
in 2003. The decrease in research and developmpanses in 2004 as compared with 2003 is a rekaliradecision to focus during
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2004 on development activities aimed at new treatsnfor viral and inflammatory diseases. In 2008,emgaged in development activities
with drug candidates targeting potential therapeiatiications other than viral and inflammatoryedises, including VX-944 (oncology),
which is now licensed to Avalon and VX-680 (oncafygvhich is now licensed to Merck. During 2004, ingiated the METRO trial. We
completed a Phase la trial of VX-950, also fortiieatment of HCV infection, and began a Phase #tuagion of VX-950 in patients with
chronic HCV infection. During the fourth quarter2904 we also commenced Phase Il clinical developmoiVX-765 in psoriasis.

Research and development expenses consigtrly of salary and benefits, laboratory supgplieontractual services and infrastructure
costs, including facilities costs and depreciat®et forth below is a summary that reconciles otaltresearch and development expenses for
the 12 months ended December 31, 2004 and 20@8airsands):

2004 2003 $ Change % Change
Research Expense
Salary and benefit $ 36,77 $ 38,14( $ (1,36¢) (3.%
Laboratory supplies and other direct expel 19,052 20,02t (973 (4.9%
Contractual service 8,851 6,39( 2,467 38.6%
Infrastructure cost 48,59 48,88( (28%) (0.6)%
Total research expens $ 113,27¢ $ 113,43 $ (159
Development Expense
Salary and benefit $ 20,49: $ 19,79¢ $ 697 3.5%
Laboratory supplies and other direct expel 7,60( 5,301 2,29: 43.2%
Contractual service 28,837 42,59 (13,757 (32.9%
Infrastructure cost 21,95¢ 18,50¢ 3,452 18.7%
Total development expens $ 78,88t $ 86,20. $ (7,315
Total Research and Development Expen
Salary and benefit $ 57,26 $ 57,93¢ $ (677) 1.2%
Laboratory supplies and other direct expel 26,652 25,33: 1,32( 5.2%
Contractual service 37,69« 48,98 (11,290 (23.0%
Infrastructure cost 70,551 67,38/ 3,167 4.7%
Total research and development expel $ 192,16. $ 199,63¢ ($ 7,472

Sales, general and administrative expeinsesased $3,057,000, or 8%, to $42,139,000 in 2@0v $39,082,000 in 2003. The increase
is partially attributable to increased professiar@isulting expenses incurred to comply with theb&8aes-Oxley Act of 2002, as well as
increased costs related to the further developwientir patent portfolio and increased business ldpweent costs associated with the pursuit
of new collaborative relationships.

Restructuring and other expense for thévevsonths ended December 31, 2004 was $17.6 millibe expense recorded during 2004
reflects a revision of our key estimates and assiomg specifically relating to the projected satsle rental rates and timing of subleases, as
well as the imputed interest cost related to tls&rueturing accrual.
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The activity related to restructuring anidey expense for the twelve months ended Decenthe?(®4, in connection with the Kendall
Square lease, is presented below (in thousands):

Cash received
Accrual as of Cash Payments from sublease, net Additional Accrual as of
December 31, 2003 in 2004 of operating costs Charge in 2004 December 31, 2004

Lease restructurini

expense and othel

operating lease

expense $ 69,52¢ $ (31,550 $ 29 $ 17,57¢ $ 55,84

Interest income decreased approximatel@8E5000 to $10,323,000 in 2004 from $15,412,008003. The decrease is the result of both
a lower level of invested funds and lower portfgfields due to a reduced interest rate environment.

In connection with the sale of the assétsuo Discovery Tools and Services business in 2083ecorded income from discontinued
operations of $69,646,000. Included in this amasiatgain on the sale of those assets of $70,389,00

Forward-looking Statements

Our disclosure in this Annual Report onRdr0-K contains forward-looking statements. Forwiaaking statements give our current
expectations or present forecasts of future evatus.can identify these statements by the facttthey do not relate strictly to historical or
current facts. Such statements may include words aa "anticipate,” "estimate," "expect," "projetintend,” "plan,” "believe" and other
words and phrases of similar meaning in conneatiitin any discussion of future operating or finahgiarformance. In particular, these
statements include forward-looking statements abaubusiness, including our expectations that:

(1)  we will continue to make progress toward our gddlecoming a profitable pharmaceutical companyaahancing our product
candidates to market;

(2)  we will continue investing in, and building, indnsteading capabilities in research, developmeit @mmercialization of
pharmaceutical products;

(3)  we will retain principal responsibility for the defepment and commercialization of some of our getary compounds in certain
major markets, and concentrate a significant paouo resources on those drug candidates;

4) collaborations will continue to be a key componafinbur corporate strategy and we will rely on chdeators to conduct development
and commercialization of certain of our drug caatiéd either worldwide or in markets upon which waently are not focused,;

(5) at the present time we will concentrate most ofdyug development resources on three compounds9aX-VX-702 and VX-770;

(6) our losses will continue for the foreseeable futared our net loss in 2006 will be in the rang&2®5 to $225 million, including an
estimated $34 million in stock based compensatiperse and $6 million of restructuring expense;

(7)  ourresearch and development expense for 200®wvith the range of $350 to $370 million, includeygproximately $28 million of
stock-based compensation expense;

(8)  ourrevenues will be in the range of $210 to $235an in 2006;

(9)  our SG&A expense for 2006 will be in the range 85%$0 $60 million, including approximately $6 milfi of stock-based
compensation expense;
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(10) our cash, cash equivalents and marketable seauwitiebe in excess of $300 million at the end 608;

(11) we may enter into new collaborative arrangemen2)i6 that could be material to our business irnlyidesearch collaboration
agreements, a collaboration agreement for the dprregnt of VX-950 outside of North America, a cobiadtion agreement to assist us
with development and commercialization of VX-708dave may consider entering into collaborativetreteships to further develop
VX-692, VX-883, VX-271, VX-166, VX-765, pralnacasand/or merimepodib;

(12) we will continue to add promising potential produtt our development pipeline, which will be focdism a wide variety of diseases
and conditions, including cancer, cystic fibrogisl gain;

(13) we will seek to opportunistically license and acguéechnologies, resources and products that evpdtential to strengthen our drug
discovery platform, product pipeline and commercagabilities;

(14) therapeutics such as VX-950 that target HCV vieglication may significantly increase the numbepafients who achieve a
sustained viral response to drug therapy;

(15) treatment with VX-950 could result in improved sused virologic response rates and a more favoiablerse event profile;

(16) our completed toxicology studies will support atii trials of VX-950 of up to three months' duratio

(17) it may be possible to achieve sustained virologgponse by including VX-950 in a treatment regirmeapproximately 12 weeks'
duration and subject to FDA agreement, we williaté a three-month Phase Il clinical trial of VX&#that will include a comparison
to the current standard of care in HCV therapy ararthan 200 HCV patients in the second quart@006;

(18) we will initiate additional clinical trials of VX-80 in 2006, including a Phase Il trial in patietiitat have failed prior therapy;

(19) data from the Phase Ib combination therapy tridfxf950 will be presented at a medical conferemc2006;

(20) VX-702 may be a potent and attractive therapy far R

(21) we will file an IND application with the FDA in 2@0to support clinical trials of VX-702 in the Unit&tates;

(22) we will initiate clinical trials of VX-702 on a b&ground of methotrexate, including a three-montsedmnging Phase Il clinical trial
in more than 200 patients with RA by mid-2006;

(23) we will file an IND and initiate our first clinicétial of VX-770 in the first half of 2006;

(24) kinase inhibition may offer a therapeutic opportyrigainst a broad range of human tumors;

(25) data from nonclinical studies with pralnacasan b&lpresented at a medical conference in 2006;

(26) we will complete the METRO trial in 2006, but wilbt conduct additional merimepodib clinical trialéer that;
(27) the results of GlaxoSmithKline's Phase lla andclibical trials of brecanavir will be made availaldh 2006;
(28) GlaxoSmithKline will commence a Phase lll clinitadl program for brecanavir (VX-385) in 2006;

(29) Merck will report Phase | clinical data for VX-6892006, and will also commence Phase Il cliniealelopment of VX-680 during
2006;

(30) GlaxoSmithKline will initiate Phase | clinical ddepment of VX-409 early in 2007;
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(31)

(32)

(33)

(34)

(35)
(36)
(37)

(38)

(39)

(40)

(41)

(42)
(43)

(44)

(45)

(46)

(47)

(48)

(49)

(50)

(51)

our systematic drug discovery approach is incregitia speed and efficiency of drug design effoirtsated at novel biological targe
and is securing valuable intellectual property;

our ongoing research programs, particularly thasertkd at the kinase and ion channel gene familidscontinue to create potential
value for Vertex by generating new product candigdn areas of significant unmet medical need,;

we will use our proprietary gene family based latf and experience in structure based drug desigarsue targets in other
medically important gene families;

funds from our anticipated sources will be adeqt@fend our planned activities for at least thetredgghteen months from the date of
filing;

we will significantly augment our manufacturinggistics, supply chain and quality assurance resstirc
we will seek the benefits of the Drug Price Contpmtiand Patent Term Restoration Act of 1984;
our facilities are adequate for our future needs;

the intellectual property rights that we will retdrom our current research collaborations may hislmitiate other collaborative
opportunities;

our increased research and development expen€®6éWll be driven by increased clinical investmantertain core programs;

we will continue to evaluate and prioritize investmin our clinical development programs basechereimergence of new clinical €
nonclinical data in each program in 2006 and irsegbent years;

we will continue to outsource to meet the comméstigply requirements for our potential productd wiill enter into commercial
relationships with multiple suppliers to reduce supply chain disruption risk;

our losses on a quarterly basis and annual balisomtinue;
royalty revenue in the foreseeable future will égshgrimarily of Lexiva/Telzir revenue;

we will incur substantial expenditures relatinditimg, prosecution, defense and enforcement oépigand other intellectual property
rights;

we will continue to rely on cash receipts from euisting research and development collaboratiowduding research funding,
development reimbursements, and potential milespayenents, and from new collaborations to meefuuire operating and capital
requirements;

our combined research and development expensemerilase in future periods as we add personnetapabilities to support
advancement of our lead drug candidates;

our research expenses will not increase signifigamtiess we obtain a significant amount of fundiram new research collaboratio

it takes 10 to 15 years, or longer, to discovevettip and bring to market a new pharmaceutical yeboh the United States;

during 2006 we will continue to pursue a generzficial strategy that may lead us to undertakeoomeore capital transactions,
which may or may not be similar to transactionwinich we have engaged in the past;

collaborative and other research and developmeshres will continue to be a significant componafrur total revenues; and

our restructuring liability will be as we have eséited, and we will make net cash payments agdias$43.0 million restructuring
accrual in 2006 of approximately $14.4 million.
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Any or all of our forward-looking statements ingbAnnual Report may turn out to be wrong. They lbamffected by inaccurate assumptions
we might make or by known or unknown risks and utadeties. Many factors mentioned in our discussiothis Annual Report will be
important in determining future results. While mgement makes its best efforts to be accurate inngd&rward- looking statements, such
statements are subject to risks and uncertairt@scbuld cause our actual results to vary matgyialcluding the cautionary information set
forth under the heading "Risk Factors" appearinggm 1A of this Annual Report on Form 10-K, whiate factors that we think could cause
our actual results to differ materially from exptresults. Other factors besides those liste@ ttauld also adversely affect us.
Consequently, no forward-looking statement canusranteed. We disclaim any intention or obligatmupdate or revise any forward-
looking statements, whether as a result of newrinédion, future events or otherwise.

Recent Accounting Pronouncements

In December 2004, the Financial Accounttgndards Board ("FASB") issued FASB Statementl28(R), "Share-Based
Payments" ("FASB 123(R)"). FASB 123(R) revises FAStement No. 123, "Accounting for Stock-Based @ensation" ("FASB 123"),
supersedes APB Opinion No. 25, "Accounting for 8tiesued to Employees," ("APB 25") and amends FA&gement No. 95, "Statement
of Cash Flows." FASB 123(R) requires companiesfease the fair value of employee stock optionsathdr forms of stock-based
compensation over the employees' service periooisipénsation cost is measured at the fair valubeohtvard at the grant date and is
adjusted to reflect actual forfeitures and the onre of certain conditions. The fair value of an athia not re-measured after its initial
estimation on the grant date.

We are required to comply with FASB 123(Repinning January 1, 2006 (the "Effective Date"g Wl apply the Modified Prospective
Method of adoption in our application of FASB 123(Rnder this method, compensation cost is recaghieginning with the Effective Da
(a) based on application of the requirements of BA33(R) to all share-based payments granted thfteeffective date; and (b) based on
application of the requirements of FASB 123 toaatlards granted to employees prior to the Effediimée of FASB 123(R) that remain
unvested on the Effective Date.

As permitted by FASB 123, we currently agaiofor share-based payments to employees using252Bintrinsic value method, and
therefore generally recognize no compensationfoogmployee stock options. Accordingly, the adoptdf FASB 123(R)'s fair value meth
will have a significant impact on our results okogtions, although it will have no impact on ouerall financial position. In 2006 we expect
to record approximately $34 million in compensatapense in connection with the adoption of FASB(R). The impact of adoption of
FASB 123(R) beyond fiscal 2006 cannot be predietettiis time because it will depend on our stoékepand the amount of share-based
awards granted in future periods, as well as a rurabcomplex and subjective valuation assumptiordyding, but not limited to, the
volatility of our stock price and employee stockiop exercise behaviors. However, had we adopte8B-A23(R) in prior periods, the imp:
would have approximated the effect of FASB 123 escdbed in "Stock-Based Compensation” found ineNBto our consolidated financial
statements.

In May 2005, the FASB issued SFAS No. I'3¢counting Changes and Error Corrections" ("SFA8"). SFAS No. 154 replaces APB
Opinion No. 20, "Accounting Changes" and SFAS NdRporting Accounting Changes in Interim Finah&tatements." SFAS No. 154
requires retrospective application to prior peridugncial statements of changes in accountingagle, unless it is impractible to determine
either the period-specific effects or the cumuka¥fect of the change. We do not expect the adomti SFAS No. 154 on January 1, 2006 to
have a material impact on our consolidated findrat&ements.

In November 2005, FASB issued FSP FAS 186d FAS 124-1, "The Meaning of Other-Than-Tempohapairment and Its
Application to Certain Investments" ("FSP FAS 11%-Which provides guidance on determining wherestments in certain debt and equity
securities are
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considered impaired, whether an impairment is ethen-temporary, and on measuring such impairnas® IFSP FAS 115-1 also includes
accounting considerations subsequent to the rettogmif an other-than-temporary impairment and nexgucertain disclosures about
unrealized losses that have not been recognizethasthan-temporary impairments. FSP FAS 115¢&dsiired to be applied to reporting
periods beginning after December 15, 2005. Weeqaired to adopt FSP FAS 115-1 in the first quart&006. We do not expect the
adoption of this statement to have a material ihpa®ur consolidated results of operations orrfgial condition.

ITEM 7A. QUANTITATIVE AND QUALITATIVE DISCLOSURES A BOUT MARKET RISK

As part of our investment portfolio, we ofimancial instruments that are sensitive to marigis. The investment portfolio is used to
preserve our capital until it is required to furmkeations, 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 Ris

We invest our cash in a variety of finah@iatruments, principally securities issued by thated States 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 ierrates fluctuate. Substantially all of our
investment portfolio consists of marketable se@sitvith active secondary or resale markets to éefure portfolio liquidity, and Vertex has
implemented guidelines limiting the term-to-matyiaf its investment instruments. Due to the conative nature of these instruments, we do
not believe that we have a material exposure &rést rate risk.

ITEM 8. FINANCIAL STATEMENTS AND SUPPLEMENTARY DATA

The information required by this Item &@ntained on pages F-3 through F-39 of this AnRegdort on Form 10-K.

ITEM 9. CHANGES IN AND DISAGREEMENTS WITH ACCOUNTAN TS ON ACCOUNTING AND FINANCIAL DISCLOSURE

Not applicable.

ITEM 9A. CONTROLS AND PROCEDURES

(1) Evaluation of Disclosure Controls ahProcedures. The Company's chief executive officer and cfirencial officer, after
evaluating the effectiveness of the Company's asscke controls and procedures (as defined in Exgghact Rule 13a-15(c)) as of the end of
the period covered by this Annual Report on ForrKl@ave concluded that, based on such evaluatienCbmpany's disclosure controls
procedures were effective. In designing and evelgdhe disclosure controls and procedures, the amyis management recognized that any
controls and procedures, no matter how well desigmal operated, can provide only reasonable assurachieving the desired control
objectives, and our management necessarily wasreequo apply its judgment in evaluating the costfit relationship of possible controls
and procedures.

(2) Management's Annual Report on Interal Control over Financial Reporting. The management of Vertex is responsible for
establishing and maintaining adequate internalrobotrer financial reporting. Internal control oviarancial reporting is defined in Rule 13a-
15(f) and Rule 15d-15(f) promulgated under the 8itea Exchange Act of 1934 as a process desiggedrtunder the supervision of, the
Company's principal executive and principal finahcifficers and effected by the Company's BoarBioéctors, management and other
personnel, to provide reasonable assurance regattirreliability of financial reporting and thegparation of financial statements for
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external purposes in accordance with generally@edeaccounting principles. The Company's intecoatrol over financial reporting
includes those policies and procedures that:

. pertain to the maintenance of records that, inarglsle detail, accurately and fairly reflect trenactions and dispositions of
the assets of the Company;

. provide reasonable assurance that transactionse@eded as necessary to permit preparation ofifiahstatements in
accordance with generally accepted accounting ipties; and that receipts and expenditures of thmgamy are being made
only in accordance with authorizations of manageraed directors of the Company; and

. provide reasonable assurance regarding preventitmely detections of unauthorized acquisitiorg os disposition of the
Company's assets that could have a material affetiie financial statements.

Because of its inherent limitations, intdroontrol over financial reporting may not preventetect misstatements. Also, projections of
any evaluation of effectiveness to future periagssabject 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 théwfferss of the Company's internal control oveatdicial reporting as of December 31,
2005. In making this assessment, it used the ixiset forth in the Internal Control-Integrated iAework issued by the Committee of
Sponsoring Organizations of the Treadway Commis€BDSO). Based on our assessment, we have condhaigds of December 31, 2005,
the Company's internal control over financial rejmoris effective based on those criteria.

Our management's assessment of the effeetss of the Company's internal control over fir@meporting as of December 31, 2005,
has been audited by Ernst & Young LLP, an independsgistered public accounting firm, as stateavel

(3) Changes in Internal Controls. In connection with our evaluation of internahtrol over financial reporting that occurred dgrin
the quarter ended December 31, 2005, we did naigehauch internal control in a manner that has niadlieaffected, or is reasonably likely
to materially affect, our internal control overdincial reporting.

(4) Report of Independent Registered Public Accouintg Firm
To the Board of Directors and Stockholders of Verte Pharmaceuticals Incorporated

We have audited management's assessmenged in the accompanying Management's Annual Repolnternal Control over
Financial Reporting, that Vertex Pharmaceuticat®tporated maintained effective internal contraérofinancial reporting as of
December 31, 2005, based on criteria establishédemnal Control—Integrated Framework issued ey @ommittee of Sponsoring
Organizations of the Treadway Commission (the C@8@ria). Vertex Pharmaceuticals Incorporated'saga@ment is responsible for
maintaining effective internal control over finaalkieporting and for its assessment of the effeciss of internal control over financial
reporting. Our responsibility is to express an @mron management's assessment and an opiniore @fféttiveness of the Company's
internal control over financial reporting basedoam audit.

We conducted our audit in accordance withgtandards of the Public Company Accounting Ogietr8oard (United 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 ahang the design and operating effectivenessitafrnal control, and performing such
other procedures as we considered necessary airthenstances. We believe that our audit providesaaonable basis for our opinion.
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A company's internal control over finanagigborting is a process designed to provide reddersssurance regarding the reliability of
financial reporting and the preparation of finahstatements for external purposes in accordanttlegenerally accepted accounting
principles. A company's internal control over fic& reporting includes those policies and proceduhat (1) pertain to the maintenance of
records that, in reasonable detail, accuratelyfainky reflect the transactions and dispositionshaf assets of the company; (2) provide
reasonable assurance that transactions are recasdeztessary to permit preparation of financétkestents 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 @jge reasonable assurance regarding preventibmely detection of unauthorized
acquisition, use, or disposition of the compangsets that could have a material effect on thenfirz statements.

Because of its inherent limitations, intdroontrol over financial reporting may not prevendetect misstatements. 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 assessmenVtréex Pharmaceuticals Incorporated maintainéetéfe internal control over financial
reporting as of December 31, 2005, is fairly state@ll material respects, based on the COSOriitalso, in our opinion, Vertex
Pharmaceuticals Incorporated maintained, in alentrespects, effective internal control ovegfigial reporting as of December 31, 2005,
based on the COSO criteria.

We also have audited, in accordance wighstandards of the Public Company Accounting Oghtdoard (United States), the
consolidated balance sheet of Vertex Pharmacesiticabrporated as of December 31, 2005, and th¢ektonsolidated statements of
operations, stockholders' equity and compreherisiag and cash flows for the year ended Decemhbe2®I5 of Vertex Pharmaceuticals
Incorporated and our report dated March 8, 2008emged an unqualified opinion thereon.

/sl Ernst & Young LLF

Boston, Massachusetts
March 8, 2006

ITEM 9B. OTHER INFORMATION
Not applicable.
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PART 1lI
ITEM 10. DIRECTORS AND EXECUTIVE OFFICERS OF THE RE GISTRANT

The information regarding directors reqdil®y this Item 10 is included in the definitive RycStatement for Vertex's 2006 Annual
Meeting of Stockholders (the "2006 Proxy Statementider "Information Regarding the Board of Dimstand its Committees" and is
incorporated herein by reference. Other informatamguired by this Item 10 is included in the 2006Xy Statement under "Section 16(a)
Beneficial Ownership Reporting Compliance" and "€od Conduct and Ethics" and is incorporated helogireference. The information
regarding executive officers required by this ltsnincluded in Part | of this Annual Report on FotK.

ITEM 11. EXECUTIVE COMPENSATION

The information required by this Item 1irsluded in the 2006 Proxy Statement under "Exeeu@ompensation” and is incorporated
herein by reference (excluding, however, the "ReporExecutive Compensation” and the PerformanepiGcontained in the 2006 Proxy
Statement, which shall not be deemed incorporateeli).

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

The information required by this Item 12nsluded in the 2006 Proxy Statement under "Sec@wnership of Certain Beneficial
Owners and Management" and "Equity Compensation IRfarmation” and is incorporated herein by refee

ITEM 13. CERTAIN RELATIONSHIPS AND RELATED TRANSACT IONS

The information required by this Item 13nsluded in the 2006 Proxy Statement under "Emmpient Contracts and Change-in-Control
Arrangements" and "Certain Relationships and Rel&tansactions" and is incorporated herein by esfee.

ITEM 14. PRINCIPAL ACCOUNTING FEES AND SERVICES

The information required by this Item 14risluded in the 2006 Proxy Statement under "Inddpat Registered Public Accounting
Firm" and is incorporated herein by reference.
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PART IV
ITEM 15. EXHIBITS; FINANCIAL STATEMENT SCHEDULES

(a)(1) The Financial Statements required to be filg Items 8 and 15(c) of Form 10-K, and filed lnéth, are as follows:

Page Number in

this Form 10-K

Reports of Independent Registered Public Accourfings F-1, F-2
Consolidated Balance Sheets as of December 31,&00200¢ F-3
Consolidated Statements of Operations for the yeaded December 31, 2005, 2004 and

2003 F-4
Consolidated Statements of Stockholders' Equity@mahprehensive Loss for the years

ended December 31, 2005, 2004 and Z F-5
Consolidated Statements of Cash Flows for the yealed December 31, 2005, 2004 anc

2003 F-6
Notes to Consolidated Financial Statem F-7

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

(a)(3) Exhibits.

Exhibit
Number Exhibit Description

3.1 Restated Articles of Organization of Vertex, dilwith the Secretary of State of The
Commonwealth of Massachusetts on July 31, 199d(fils Exhibit 3.1 to Vertex's Annual Report
on Form 10-K for the year ended December 31, 188& No. 000-19319] and incorporated
herein by reference

3.2 Certificate of Vote of Directors Establishing er@s of a Class of Stock, filed with the Secretary
of State of The Commonwealth of Massachusetts hn3ly 1991 (filed as Exhibit 3.3 to Verte;
Annual Report on Form 10-K for the year ended Ddwemn31, 1997 [File No. 000-19319] and
incorporated herein by referenc

3.2 Articles of Amendment of the Articles of Organipa of Vertex, filed with the Secretary of State
of The Commonwealth of Massachusetts on May 175 18ed as Exhibit 3.2 to Vertex's
Registration Statement on Form S-3 [Registration 383-123731] and incorporated herein by
reference)

3.4 Articles of Amendment of the Articles of Orgaripa of Vertex, filed with the Secretary of State
of The Commonwealth of Massachusetts on June 4, {fB&d as Exhibit 3.2 to Vertex's Annual
Report on Form 10-K for the year ended Decembefi837 [File No. 000-19319] and
incorporated herein by referenc

3.E Articles of Amendment of the Articles of Organipa of Vertex, filed with the Secretary of State
of The Commonwealth of Massachusetts on May 211 Zfiled as Exhibit 3.4 to Vertex's
Registration Statement on Form S-4 [Registration 383-61480] and incorporated herein by
reference)

3.€ By-laws of Vertex, as amended and restated dMagfl1, 2005 (filed as Exhibit 3.1 to Vertex's
Quarterly Report on Form 10-Q for the quarter endlate 30, 2005 [File No. 000-19319] and
incorporated herein by referenc

4.1 Specimen stock certificate (filed as Exhibit tbVertex's Registration Statement on Form S-1
[Registration No. 3-40966] and incorporated herein by referen

4.2 Rights Agreement, dated as of July 1, 1991 (filed=hibit 4.2 to Vertex's Registration Staten
on Form 1 [Registration No. 3-40966] and incorporated herein by referen

69




A
(¢6)

4.8

10.1

10.2

10.2

10.4

10.5

10.€

10.7

10.¢

First Amendment to Rights Agreement, dated dsetiruary 21, 1997 (filed as Exhibit 4.3 to
Vertex's Annual Report on Form 10-K for the yeadeshDecember 31, 1996 [File No. 000-
19319] and incorporated herein by referen

Second Amendment to Rights Agreement, dated asra@ 30, 2001 (filed as Exhibit 4.4 to
Vertex's Quarterly Report on Form 10-Q for the tgraended June 30, 2001 [File No. 0D@819
and incorporated herein by referenc

Indenture, dated as of September 19, 2000, batWedex and State Street Bank and Trust
Company (filed as Exhibit 4.1 to Vertex's Quartdigport on Form 10-Q for the quarter ended
September 30, 2000 [File No. (-19319] and incorporated herein by referen

Supplemental Indenture, dated as of Decembe2d), between Vertex and State Street Bank
and Trust Company (filed as Exhibit 4.2 to the R&rgtion Statement on Form S-3 [Registration
No. 33:-49844] and incorporated herein by referen

Indenture, dated February 13, 2004, between ¥arte U.S. Bank National Association (filed as
Exhibit 4.1 to Vertex's Current Report on Form &ldted February 23, 2004 [File No. 009319
and incorporated herein by referenc

Indenture, dated as of September 17, 2004, batWedex and U.S. Bank National Association
(filed as Exhibit 10.2 to Vertex's Current Repantieorm 8-K dated September 17, 2004

[File No. 00(-19319] and incorporated herein by referen

Research and Development Agreement, dated April993, between Vertex and Kissei
Pharmaceutical Co., Ltd. (filed as Exhibit 10. Mertex's Quarterly Report on Form 10-Q for the
quarter ended March 31, 1993 [File No. -19319] and incorporated herein by referert
Research and Development Agreement, dated asppéi@ber 10, 1997, between Vertex and
Kissei Pharmaceutical Co. Ltd. (filed as ExhibitlL@® Vertex's Quarterly Report on Form 10-Q
for the quarter ended September 30, 1997 [Filed80-19319] and incorporated herein by
referencet

Research Agreement and License Agreement, botld @eember 16, 1993, between Vertex
Burroughs Wellcome Co. (filed as Exhibit 10.16 teriéx's Annual Report on Form 10-K for the
year ended December 31, 1993 [File No0.-19319] and incorporated herein by referert
Research Agreement, dated as of August 24, 1¥9®een Vertex and Schering AG (filed as
Exhibit 10.1 to Vertex's Quarterly Report on ForaQ for the quarter ended September 30, 1
[File No. 00(-19319] and incorporated herein by referert

License, Development and Commercialization Agreindated as of September 1, 1999,
between Vertex and Hoechst Marion Roussel Deutsdi&mbH (filed as Exhibit 10.1 to
Vertex's Quarterly Report on Form 10-Q for the tpraended September 30, 1999 [File No. 000-
19319] and incorporated herein by referert

First Revised and Restated Research and Earlgl®@went Agreement, dated as of February 3,
2004, between Vertex and Novartis Pharma AG (fedExhibit 10.35 to Vertex's Annual Report
on Form 10-K, as amended, for the year ended Deee81 2003 [File No. 000-19319] and
incorporated herein by referenct

License, Development and Commercialization Agreindated as of June 11, 2004, between
Vertex and Mitsubishi Pharma Corporation (filedeadibit 99.2 to Vertex's Current Report on
Form 8-K/A dated September 10, 2004 [File No. 0084P] and incorporated herein by
referencet

Research, Development and Commercialization Agese, dated as of May 24, 2004, between
Vertex and Cystic Fibrosis Foundation Therapeuticerporated (filed as Exhibit 99.2 to Verte
Current Report on Form 8-K/A dated September 10446ile No. 000-19319] and incorporated
herein by referencet
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10.¢

10.1(

10.11

10.1%

10.1:

10.1¢4

10.1¢

10.1¢

10.13

10.1¢

10.1¢

10.2(

10.21

10.2¢

10.2¢

10.2¢

Amendment to Research, Development and Commizatiain Agreement, dated as of January 6,
2006, between Vertex and Cystic Fibrosis Foundafioerapeutics Incorporated (filed
herewith)t

Exclusive Research Collaboration, License and @erialization Agreement, dated as of June
21, 2004, between Vertex Pharmaceuticals Incorpdrabd Merck & Co., Inc. (filed as Exhibit
99.4 to Vertex's Current Report on Form 8-K/A dasegptember 10, 2004 [File No. 000-19319]
and incorporated herein by referent

Research, License and Commercialization Agreendated as of December 12, 2005, between
Vertex and Glaxo Group Limited (filed herewitt

Lease, dated as of March 3, 1995, between Foshiligton Realty Trust and Vertex (filed as
Exhibit 10.15 to Vertex's Annual Report on FormK.@er the year ended December 31, 1994
[File No. 00(-19319] and incorporated herein by referen

First Amendment to Lease, dated as of Decemhbet @35, between Fort Washington Realty
Trust and Vertex (filed as Exhibit 10.15 to VerteAnnual Report on Form 10-K for the year
ended December 31, 1995 [File No. -19319] and incorporated herein by referen

Second Amendment to Lease, dated as of June23, hetween Fort Washington Realty Trust
and Vertex (filed as Exhibit 10.20 to Vertex's AahReport on Form 10-K for the year ended
December 31, 1999 [File No. C-19319] and incorporated herein by referen

Third, Fourth and Fifth Amendments to Lease betwEort Washington Realty Trust and Vertex
(filed as Exhibit 10.14 to Vertex's Annual Repantfeorm 10-K for the year ended December 31,
2001 [File No. 00-19319] and incorporated herein by referert

Lease, dated as of September 17, 1999, betwerste€s of Fort Washington Realty Trust and
Vertex (filed as Exhibit 10.27 to Vertex's QuaryeReport on Form 10-Q for the quarter ended
September 30, 1999 [File No. (-19319] and incorporated herein by referert

Lease, dated as of January 18, 2001, betweenale®glare, LLC and Vertex (filed as Exhibit
10.16 to Vertex's Annual Report on Form 10-K far tkear ended December 31, 2000 [File No.
00C-19319] and incorporated herein by referert

Agreement for Lease, dated as of November 4, 1888veen Milton Park Limited, Vertex and
Vertex Pharmaceuticals (Europe) Limited (filed aiBit 10.21 to Vertex's Annual Report on
Form 10-K for the year ended December 31, 199@[Nib. 000-19319] and incorporated herein
by reference)

1991 Stock Option Plan, as amended and restatefiZeptember 14, 1999 (filed as Exhibit 10.1
to Vertex's Annual Report on Form 10-K for the yeaded December 31, 1999 [File No. 000-
19319] and incorporated herein by referenc

1994 Stock and Option Plan, as amended and edstatof September 14, 1999 (filed as Exhibit
10.2 to Vertex's Annual Report on Form 10-K for ytlear ended December 31, 1999 [File No.
00C-19319] and incorporated herein by referenc

1996 Stock and Option Plan, as amended and edsaatof March 14, 2005 (filed as Exhibit 10.3
to Vertex's Annual Report on Form 10-K for the yeaded December 31, 2005 [File No. 000-
19319] and incorporated herein by referenc

Form of Stock Option Agreement under 1996 Stauk @ption Plan (filed as Exhibit 10.1 to
Vertex's Current Report on Form 8-K dated Febr@ar3005 [File No. 000-19319] and
incorporated herein by reference

Form of Restricted Stock Agreement under 1996I5émd Option Plan—Annual Vesting (filed
as Exhibit 10.2 to Vertex's Current Report on F8+K dated February 9, 2005 [File No. 000-
19319] and incorporated herein by referenc

Form of Restricted Stock Agreement under 199€I5é&md Option Plan—Performance
Accelerated Restricted Stock (filed as Exhibit 110.%ertex's Current Report on Form 8-K dated
February 9, 2005 [File No. 0-19319] and incorporated herein by referenc
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Executive Employment Agreement, dated as of Nd»emi, 1994, between Vertex and Joshua S.
Boger (filed as Exhibit 10.6 to Vertex's Annual Repon Form 10-K for the year ended
December 31, 1994 [File No. C-19319] and incorporated herein by referenc

Amendment to Employment Agreement, dated as of M 1995, between Vertex and Joshua S.
Boger (filed as Exhibit 10.1 to Vertex's QuarteRgport on Form 1@ for the quarter ended Ju
30, 1995 [File No. 0C-19319] and incorporated herein by referenc

Second Amendment to Employment Agreement, datext Blovember 8, 2004, between Vertex
and Joshua S. Boger (filed as Exhibit 10.9 to \est@uarterly Report on Form 10-Q for the
quarter ended September 30, 2004 [File No-19319] and incorporated herein by referenc
Amended and Restated Employment Agreement, deted November 8, 2004, between Vertex
and lan F. Smith (filed as Exhibit 10.13 to Verte@uarterly Report on Form X@-or the quarte
ended September 30, 2004 [File No.-19319] and incorporated herein by referenc

Amended and Restated Employment Agreement, deted November 8, 2004, between Vertex
and Kenneth S. Boger (filed as Exhibit 10.11 tote®'s Quarterly Report on Form 10-Q for the
quarter ended September 30, 2004 [File No-19319] and incorporated herein by referenc
Employment Agreement, dated as of February 1852Between Vertex and Victor Hartmann
(filed as Exhibit 10.2 to Vertex's Quarterly RepontForm 10-Q for the quarter ended March 31,
2005 [File No. 00-19319] and incorporated herein by referenc

Form of Letter Agreement, dated as of March DR metween Vertex and each of John J. Alam;
Lynne H. Brum; Peter Mueller; Mark Murcko; Stevech&idt; John A. Thomson; and Jeffrey D.
Wilson (filed as Exhibit 10.32 to Vertex's Annuatport on Form 10-K for the year ended
December 31, 2002[File No. 0-19319] and incorporated herein by referenc

Form of Amendment to Letter Agreement, datedfaéovember 8, 2004, between Vertex and
each of John J. Alam; Lynne H. Brum; Peter Muellark Murcko; Steven Schmidt; John A.
Thomson; and Jeffrey D. Wilson (filed as ExhibitZ€ Vertex's Quarterly Report on Form QO-
for the quarter ended September 30, 2004 [Filed80-19319] and incorporated herein by
reference).’

Form of Restricted Stock Agreement between Veateck each of the individuals listed on
Schedule 1 thereto (filed as Exhibit 10.8 to Vege&uarterly Report on Form 10-Q for the
quarter ended September 30, 2004 [File No-19319] and incorporated herein by referenc
Letter Agreement, dated as of December 5, 208%yden Vertex and Richard C. Garrison (filed
herewith).*

Change of Control Letter Agreement, dated asexfdnber 12, 2005, between Vertex and
Richard C. Garrison (filed herewith)

Amendment to Change of Control Letter Agreemdated as of December 12, 2005, between
Vertex and Richard C. Garrison (filed herewitr

Salary Amendments to Employment Arrangements egtttain Named Executive Officers (filed
herewith).*

Form of Employee Non-Disclosure and Inventionse®gnent (filed as Exhibit 10.4 to Vertex's
Registration Statement on Form S-1 [Registration 3840966] and incorporated herein by
reference).’

Amendment to Nc-employee Director Compensation Policy (filed hetbjv

Subsidiaries of Vertex (filed herewitt

Consent of Independent Registered Public Accouriiing Ernst & Young LLP (filed herewith
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23.2 Consent of Independent Registered Public Accagrfirm PricewaterhouseCoopers LLP (filed
herewith).
31.1 Certification of the Chief Executive Officer undgection 302 of the Sarbanes-Oxley Act of 2002
(filed herewith).
31.z Certification of the Chief Financial Officer umd®ection 302 of the Sarbanes-Oxley Act of 2002
(filed herewith).
32.1 Certification of the Chief Executive Officer atite Chief Financial Officer under Section 906 of
the Sarban«Oxley Act of 2002 (filed herewith
* Management contract, compensatory plan or agreement
T Confidential portions of these documents have Bideth separately with the Securities and Exchangm@ission pursuant to a

request for confidential treatment.
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SIGNATURES

Pursuant to the requirements of SectioorlB5(d) of the Securities Exchange Act of 1934, régistrant has duly caused this report t
signed on its behalf by the undersigned, thereduatyp authorized.

VERTEX PHARMACEUTICALS INCORPORATEL

March 16, 2006 By: /sl JOSHUA S. BOGER

Joshua S. Boger
Chief Executive Office

Pursuant to the requirements of the Seeariixchange Act of 1934, this report has beeresidielow by the following persons on bel
of the registrant and in the capacities and ord#tes indicated.

Name Title Date

/s/ JOSHUA S. BOGER Director, Chairman, President and Chief Executive

Officer (Principal Executive Officer)

March 16, 2006
Joshua S. Boge

s/ 1AN F. SMITH Executive Vice President and

Chief Financial Officer (Principal Financial Offige

March 16, 2006
lan F. Smittr

s/ JOHANNA MESSINA POWER Vice President and Corporate

Controller (Principal Accounting Officer)

March 16, 2006
Johanna Messina Pow

/sl ERIC K. BRANDT

Director March 16, 2006
Eric K. Brandt
/Is/ ROGER W. BRIMBLECOMBE
Director March 16, 2006
Roger W. Brimblecomb
/s/ STUART J. COLLINSON
Director March 16, 2006
Stuart J. Collinsol
/sl EUGENE H. CORDES
Director March 16, 2006
Eugene H. Corde
/s/ MATTHEW W. EMMENS
Director March 16, 2006
Matthew W. Emmen
/s/ BRUCE I. SACHS
Director March 16, 2006
Bruce I. Sach
/s/ CHARLES A. SANDERS
Director March 16, 2006
Charles A. Sandel
/sl EVE E. SLATER
Director March 16, 2006
Eve E. Slate
/s/ ELAINE S. ULLIAN
Director March 16, 2006

Elaine S. Ulliar
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Report of Independent Registered Public Accountindrirm

The Board of Directors and Stockholders of
Vertex Pharmaceuticals Incorporated

We have audited the accompanying cons@itialance sheet of Vertex Pharmaceuticals Incatpdas of December 31, 2005 and the
related consolidated statements of operationskistdders' equity and comprehensive loss, and dasls ffor the year ended December 31,
2005. These financial statements are the respdihsitfi the Company's management. Our respongjtidito express an opinion on these
financial statements based on our audit.

We conducted our audit in accordance withdtandards of the Public Company Accounting Qget8oard (United States). Those
standards require that we plan and perform thet &amdbtain reasonable assurance about whethdindmecial statements are free of material
misstatement. An audit includes examining, on glasis, evidence supporting the amounts and digids in the financial statements. An
audit also includes assessing the accounting ptesiused and significant estimates made by marnageas well as evaluating the overall
financial statement presentation. We believe thatadit provides a reasonable basis for our opinio

In our opinion, the financial statementened to above present fairly, in all materialpests, the consolidated financial position of
Vertex Pharmaceuticals Incorporated at Decembe2@15, and the consolidated results of its opanatand its cash flows for the year ended
December 31, 2005, in conformity with U.S. gengralicepted accounting principles.

We also have audited, in accordance wighstandards of the Public Company Accounting Ogatdsoard (United States), the
effectiveness of Vertex Pharmaceuticals Incorpdtateternal control over financial reporting asdsfcember 31, 2005, based on criteria
established in Internal Control-Integrated Framdwssued by the Committee of Sponsoring Organinatiaf the Treadway Commission and
our report dated March 8, 2006 expressed an urfigaatipinion thereon.

/sl Ernst & Young LLP

Boston, Massachusetts
March 8, 2006




Report of Independent Registered Public Accountindrirm

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

In our opinion, the accompanying consobdabalance sheet as of December 31, 2004 andlgtedeonsolidated statements of
operations, of stockholders' equity and comprehlensiss and of cash flows for the years ended DbeeBil, 2004 and 2003 present fairly
all material respects, the financial position offté® Pharmaceuticals Incorporated and its subsidiaat December 31, 2004, and the resul
their operations and their cash flows for the yerated December 31, 2004 and 2003 in conformity adttounting principles generally
accepted in the United States of America. Thesmfiial statements are the responsibility of the gamy's management. Our responsibilit
to express an opinion on these financial statentsaged on our audits. We conducted our auditsesktistatements in accordance with the
standards of the Public Company Accounting Ovetdiglard (United States). Those standards requatevtk 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 audits provide a reasonable
basis for our opinion.

/sl PricewaterhouseCoopers LLP

Boston, Massachusetts
March 15, 2005
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VERTEX PHARMACEUTICALS INCORPORATED

Consolidated Balance Sheets

Assets
Current asset:
Cash and cash equivale
Marketable securities, available for s
Accounts receivabl
Prepaid expense

Total current asse

Marketable securities, available for s
Restricted cas

Property and equipment, r
Investments

Other asset

Total asset

Liabilities and Stockholders' Equity

Current liabilities:

Accounts payabl

Accrued expenses and other current liabili

Accrued interes

Deferred revenu

Accrued restructuring expen

Other obligation:

Total current liabilities

Accrued restructuring expen

Collaborator development lo:

Deferred revenu

Other obligation:

Convertible subordinated notes (due September Z
Convertible subordinated notes (due February 2

Total liabilities

Commitments and contingencies (Note J and Not

Stockholders' equity
Preferred stock, $0.01 par value; 1,000,000 shart®rized; none issut
and outstanding at December 31, 2005 and 2004ectgely
Common stock, $0.01 par value; 200,000,000 shartt®azed;
108,153,149 and 80,764,904 shares issued and mditseat December
31, 2005 and 2004, respectivi
Additional paic-in capital
Deferred compensation, r
Accumulated other comprehensive |i
Accumulated defici

Total stockholders' equit

Total liabilities and stockholders' equ

December 31,

2005 2004

(In thousands, except share and per shai

amounts)
$ 78,04 $ 55,00¢
283,11 331,24(
20,59¢ 11,89:
3,30¢ 2,501
385,05! 400,63t
46,35! 6,07¢
41,48: 49,841
54,53: 64,22t
18,86: 18,86:
2,71z 5,80¢

$ 548,99¢ $ 545,45;

$ 6,21C $ 6,66(
42,06: 32,95!
3,18¢ 5,86:
31,44¢ 47,74:
14,35! 55,84
2,98¢ 4,68¢
100,24: 153,74!
28,63: —
19,99° 19,99°
851 18,34¢
— 2,92t
42,10: 82,55
117,99t 232,44¢
309,82: 510,01:
1,081 807
1,243,96! 833,83:
(13,409 (11,657
(2,879 (1,379
(989,589 (786,16
239,17¢ 35,44

$ 548,99¢ $ 545,45!



The accompanying notes are an integral part of¢insolidated financial statements.

F-3




VERTEX PHARMACEUTICALS INCORPORATED

Consolidated Statements of Operations

Revenues
Royalties
Collaborative and other research and developmeenrees

Total revenue
Costs and expense
Royalty payment
Research and developmt
Sales, general and administrat
Restructuring and other exper

Total costs and expens
Loss from operation
Interest incomt
Interest expens
Loss on exchange of convertible subordinated r
Loss on retirement of convertible subordinated s

Loss from continuing operatiol

Income from discontinued operatiol

Gain on sales of ass¢

Loss from discontinued operatio
Total income from discontinued operatic
Net Loss
Basic and diluted loss per common share fr
Continued operatior
Discontinued operatior

Basic and diluted net loss per common sl

Basic and diluted weighted average number of comshanes
outstanding

Years Ended December 31,

2005 2004 2003
(In thousands, except per share data)

$ 32,82¢ $ 17,32: $ 9,00z
128,06: 85,39t 60,13¢
160,89( 102,71 69,14
10,09¢ 5,64¢ 3,12¢
248,54( 192,16: 199,63¢
43,99( 42,13¢ 39,08:
8,13¢ 17,57 91,82«
310,76: 257,52 333,66¢
(149,87:) (154,80 (264,52)
11,99 10,32 15,41
(17,326) (18,31 (17,299
(48,219 — —
(3,44¢) —
$ (20341) $  (166,24) $  (266,41)
I I I
— — 70,33¢
— — (699
— — 69,64¢
$ (20341) $  (166,24) $  (196,76)
I I I
$ (2.29 $ (.12 $ (3.46)
— — 0.9C
$ (2.26) $ (.12 $ (2.56€)
I I I
89,241 78,57 77,00¢

The accompanying notes are an integral part ofdnsolidated financial statements.




Balance, December 31, 2002
Net change in unrealized holdil
gains/(losses) on marketable
securities

Translation adjustments

Net loss

Comprehensive loss

Issuances of common stoc
Benefit plans

Equity compensation for services
renderec

Amortization of deferred
compensation

Balance, December 31, 2003
Net change in unrealized holdi
gains/(losses) on marketable
securities

Translation adjustmen

Net loss

Comprehensive loss

Issuances of common stock:
Benefit plans

Amortization of deferred
compensation

Balance, December 31, 2004
Net change in unrealized holdil
gains/(losses) on marketable
securities

Translation adjustmen

Net loss

Comprehensive loss

Issuances of common stock:
Equity Offering

Convertible Subordinated Notes
exchanged

Benefit plans

Amortization of deferred
compensatiol

Balance, December 31, 2005

VERTEX PHARMACEUTICALS INCORPORATED

Consolidated Statements of Stockholders' Equity an€omprehensive Loss

Common Stock Accumulated

Additional Other Total
Paid-In Deferred Comprehensive Accumulated Stockholders' Comprehensive
Shares  Amount Capital Compensation Income (Loss) Deficit Equity Income (Loss)
(in thousands)
76,351 764 794,20¢ — 6,764 (423,15 378,58:
(4,708 (4,705 $ (4,708
631 631 631
(196,767 (196,76 (196,76)
$ (200,84:)
I
1,66¢ 16 16,03¢ (1,129 14,927
162 162
1€ 16
78,02¢ 78C 810,40° (1,117 2,69( (619,92() 192,84!
(4,269 (4,269 $ (4,269
20% 20% 20%
(166,247) (166,24 (166,24)
$ (170,31))
—
2,74( 27 23,428 (12,206 11,24¢
1,661 1,661
80,76t 807 833,83 (11,657 (1,379 (786,16) 35,44
(86¢) (86¢) $ (86¢)
(631) (631) (631)
(203,41 (203,41) (203,41)
$ (204,91¢)
I
13,51¢ 13t 165,25: 165,38t
10,57¢ 10€ 203,42: 203,53(
3,29% 33 41,45: (6,172) 35,31«
4,421 4,421
108,15: 1,081 1,243,96! (13,409 (2,879 (989,584 239,17t
I I N I

The accompanying notes are an integral part of¢insolidated financial statements.
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VERTEX PHARMACEUTICALS INCORPORATED

Consolidated Statements of Cash Flows

Cash flows from operating activitie
Net loss
Net income from discontinued operatic

Loss from continuing operations
Adjustments to reconcile net loss to net cash irsegerating activities
Depreciation and amortization
Non-cash based compensation expense
Non-cash restructuring and other expe
Loss on disposal of property and equipment
Realized loss (gain) on marketable securities
Charge for exchange of convertible subordinateds
Charge for retirement of a portion of 2007 con#etisubordinated notes
Changes in operating assets and liabilities:
Accounts receivabl
Prepaid expenses and other current assets
Accounts payable
Accrued expenses and other current liabilities
Accrued restructuring and other expe
Accrued interest
Deferred revenue

Net cash used in operating activities from contigubperation:
Net cash used in operating activities from discored operation

Net cash used in operating activit

Cash flows from investing activitie
Purchases of marketable securities
Sales and maturities of marketable securities
Expenditures for property and equipm
Restricted cash
Investments and other assets

Net cash provided by investing activities from é¢oning operation:
Net cash provided by investing activities from distinued operation

Net cash provided by investing activiti

Cash flows from financing activities:
Issuances of common stock from employee benefitsplael
Issuances of common stock from stock offering, net
Proceeds from notes payable, capital lease andoblégations
Principal payments on capital leases and othepgatitins
Issuance costs related to 2011 notes
Exchange costs

Net cash provided by (used in) financing activifiesn continuing operatior
Net cash used in financing activities from disconéd operation
Net cash provided by (used in) financing activi

Effect of changes in exchange rates on cash

Net increase (decrease) in cash and cash equis:
Cash and cash equivalents — beginning of period

Cash and cash equivalents — end of period

Supplemental disclosure of cash flow information:
Cash paid for interest
Cash paid for taxe

Years Ended December 31,

2005 2004

2003

(In thousands)

$ (203,41) $ (166,24) $ (196,76

_ _ (69,646
$ (203,41) $ (166,24 (266,412
27,28¢ 29,64( 23,43¢

7,53( 4,16t 3,14¢

— — 4,39¢

344 43 11€

6C (429 (1,249

48,21 — —

— 3,44¢ —

(8,709 (4,567 1,57¢

(802) 817 594

(450 (5,646) (2,15

4,267 2,36% (4,050)

(12,86) (13,689 69,52¢

26¢ 1,407 =

(33,789) 6,56¢ 4,68:
(172,059 (142,11) (166,397

— — (1,232

(172,059 (142,11) (167,62
(236,489 (148,50() (555,84%)
243,41( 292,35 593,99t
(16,959 (12,539 (17,357

8,36¢ (23,780 30

(59 (136) 1,60¢

(1,739 107,38t 22,43t

— — 97,14

(1,739 107,38t 119,58¢

32,20 8,74: 11,95¢

165,38 — —

_ — 27,46(

— (12,569 (1,95

(16) (4,805) —

119 = =

197,45 (8,626) 37,46¢
197,45 (8,626) 37,46¢

(631) 205 631

23,03¢ (43,159 (9,939

55,00¢ 98,15¢ 108,09t

$ 78,048 $ 55,00¢ $ 98,15¢
.. N |
$ 16,077 $ 15,597 $ 15,89¢
$ — $ — $ —

The accompanying notes are an integral part ofdmsolidated financial statements.
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VERTEX PHARMACEUTICALS INCORPORATED

Notes to Consolidated Financial Statements
A. The Company

Vertex Pharmaceuticals Incorporated ("\(erter the "Company") is a biotechnology companyha business of discovering, develop
and commercializing small molecule drugs for tleatment of serious diseases. The Company intermtmue investing in and building
capabilities in research, development and commieatin of pharmaceutical products while it advesits product candidates to market.
Vertex earns royalty revenues from the sale of v&ielzir (fosamprenavir calcium), a Vertex-discaeproduct for the treatment of HIV
infection, and conducts certain educational a@tigifor this product in collaboration with GlaxoShiline plc.

The Company's corporate strategy is tarrgtancipal responsibility for the development ara@mmercialization of some of its
proprietary drug candidates in certain major makedncentrating a significant part of its ovedal/elopment and commercialization
resources on those drug candidates. Vertex intenesy on collaborators to conduct development @srdmercialization of certain of its
other drug candidates either worldwide or in magkgion which the Company is not currently focu3éw: Company is concentrating mos
its drug development resources at the presentdmtéree compounds: VX-950 for the treatment of H@féction; VX-702 for the treatment
of RA; and VX-770 for the treatment of cystic filsis.

Collaborations are a key component of \fiésteorporate strategy. Collaborations provide &ewtith financial support and other
valuable resources for its research programs, dpwednt resources for its clinical drug candidaaes] marketing and sales support for its
products and product candidates. Vertex curreratyydrug candidates in development under collamratvith GlaxoSmithKline plc,
Merck & Co., Inc., Cystic Fibrosis Foundation Theeatics Incorporated, Novartis Pharma AG, Mitsubitarma Corp., Kissei
Pharmaceutical Co., Ltd., and Avalon Pharmacestidat.

Vertex is subject to risks common to conmesim the biotechnology industry including, but fimited to, rapid technological change
and competition, uncertain protection of proprigti@chnology, clinical trial uncertainty, dependermmn collaborative relationships, share
price volatility, the need to obtain additional flimg, uncertainties relating to pharmaceuticalipg@and reimbursement, limited experienci
manufacturing, sales and marketing, potential pcodability and the need to comply with governmesgulations. The Company expects to
incur operating losses for the foreseeable futagey result of expenditures for its research andldpment programs.

B. Accounting Policies
Basis of Presentatio
The consolidated financial statements otftlee operations of the Company and its wholly esvsubsidiaries.

The assets of the Company's Discovery TaotsServices business sold in March 2003 and Dieee003 represent a component of
Vertex's business that, beginning in 2002, hadrsg¢glg identifiable cash flows. As such, pursuan8EFAS No. 144, "Accounting for the
Impairment of Long-Lived Assets" ("SFAS No. 144He consolidated statements of operations andsif ffaws have been restated to show
the results of operations and cash flows of thetasold as discontinued operations for the tweleaths ended December 31, 2003. Please
refer to Note C, "Sale of Assets," for further infation.

All significant intercompany balances arahsactions have been eliminated.
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The Company operates in one segment, Pleautieals, and all revenues are from United Stapesations.
Reclassification in the Preparation of Financiah@ments

Certain amounts in prior years' financtatesments have been reclassified to conform tetheent presentation. The Company
reclassified certain marketable securities on f@®Zonsolidated balance sheets as long-term desgisform to the 2005 presentation.
These reclassifications had no effect on the regantt loss.

Use of Estimates

The preparation of consolidated financiatements in conformity with accounting principtenerally accepted in the United States of
America requires management to make certain estBraatd assumptions that affect the reported amotiaissets and liabilities and
disclosure of contingent assets and liabilitiehatdate of the consolidated financial statementd,the reported amounts of revenues and
expenses during the reported periods. Significatitnates in these consolidated financial statemanbsde restructuring and other expense,
revenue recognition, research and development sggeand investments. Changes in estimates araleetior the period in which they
become known. The Company bases its estimatesstoribal experience and various other assumptimatsnhanagement believes to be
reasonable under the circumstances. Actual resoltisl differ from those estimates.

Cash and Cash Equivalents

The Company considers all highly liquidéstments with original maturities of three monthgess at the date of purchase to be cash
equivalents. Cash equivalents consist principdiignoney market funds, municipal bonds, and dehuses. Changes in cash and cash
equivalents may be effected by shifts in investnpemtfolio maturities as well as by actual caskeipts and disbursements.

Marketable Securitie

Marketable securities consist of investraeémthigh-grade corporate bonds, asset-backedigespmunicipal bond securities and U.S.
government agency securities that are classifiexva#able-for-sale. The Company classifies matietaecurities available to fund current
operations as current assets on the balance shaddetable securities are classified as long-teseets on the consolidated balance sheets if
(i) they have been in an unrealized loss positwridnger than one year and (ii) the Company hasfility to hold them (a) until the carryi
value is recovered and (b) such holding period bwilonger than one year. Marketable securitiestated at fair value with their unrealized
gains and losses included as a component of acetmdubther comprehensive loss, which is a sepaoatgonent of stockholders' equity,
until such gains and losses are realized. Thevédire of these securities is based on quoted marlags. If a decline in the fair value is
considered other-than-temporary, based on avaibtience, the unrealized loss is transferred fotimer comprehensive loss to the
consolidated statement of operations. There wenarite-downs of marketable securities in 2005, 2602003. Realized gains and losses are
determined on the specific identification method are included in interest income.
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Investment:

Investments at December 31, 2005 and 20€ldde long-term investments recorded using thereshod of accounting. When the
Company holds an ownership interest of less thén, 20hd does not have the ability to exercise sicanit influence over the investment
entity's operating activities, the Company accotmtsts investment using the cost method. If adjatment to the fair value of an investn
reflects a decline in the value of that investntssiow its cost, the Company considers the evidemadable to it, including the duration and
extent to which the market value of the investntergt been less than cost, to evaluate the extevtitd the decline is other-than-temporary.
If the decline is considered other-than-temportrg,cost basis of the investment is written dowfatovalue as a new cost basis and the
amount of the write-down is included in the Compampnsolidated statements of operations. There nemwrite-downs of investment in
2005 or 2004.

Concentration of Credit Risk

Financial instruments that potentially dbjthe Company to concentration of credit risksistrprincipally of money market funds and
marketable securities. The Company places thessiments in highly rated financial institutionsdahy policy, limits the amounts of credit
exposure to any one financial institution. Thes®@ants at times may exceed federally insured linfite Company has not experienced any
credit losses in these accounts and does not batiessexposed to any significant credit risk bage funds. The Company has no foreign
exchange contracts, option contracts or otherdorexchange hedging arrangements.

To date, the Company's revenue has beearafed from a limited number of customers in tredzihnology and pharmaceuticals
industries in the U.S., Europe and Japan. In 2B8%bmpany had significant revenue transactions Mdvartis, GlaxoSmithKline and
Merck which accounted for 33%, 33% and 15% respelgti of the Company's total revenue. In 2004, nexeetransactions with Novartis and
GlaxoSmithKline accounted for 49% and 19%, respebtj of the Company's total revenue. In 2003, nesetransactions with Novartis and
GlaxoSmithKline represented 64% and 17%, respdygtiof the Company's total revenue.

Receivables from GlaxoSmithKline and Noisarépresented approximately 46% and 22%, respdgtiof the Company's accounts
receivable balance at December 31, 2005. Recew#nlsn GlaxoSmithKline and Mitsubishi representpdraximately 46% and 15%,
respectively, of the Company's accounts receiviablence at December 31, 2004. Management belibaesredit risks associated with these
collaborators are not significant.

Property and Equipmel

Property and equipment are recorded at Bagireciation and amortization are provided usiegstraight-line method over the lesser of
the lease terms or the estimated useful livesefelated assets, generally four to seven yeaffsifioiture and equipment and three to five
years for computers and software. Leasehold impneves are amortized over the lesser of the uséubi the improvements or tt
remaining life of the lease. Major additions anttdérenents are capitalized; maintenance and repalnigh do not improve or extend the life
of the respective assets, are charged to operatdinen assets are retired or otherwise disposdati@fssets and related allowances for
depreciation and amortization are eliminated framadccounts and any resulting gain or loss isaftein the Company's consolidated
statements of operations.
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Long-Lived Assets

The Company accounts for the impairmentdiagosition of long-lived assets in accordancén\&itatement of Financial Accounting
Standards No. 144, "Accounting for the ImpairmenD@posal of Long-Lived Assets" ("SFAS 144"). locardance with SFAS No. 144,
management assesses the potential impairmentsslohig-lived assets whenever events or changescumestances indicate that an asset's
carrying value may not be recoverable. If the dagyalue exceeds the undiscounted future cashsfestimated to result from the use and
eventual disposition of the asset the Company s/dtevn the asset to its estimated fair value.

Stock-Based Compensation

In accordance with Statements of Finank@ounting Standards No. 148, "Accounting for St&zgsed Compensation, Transition and
Disclosure" ("SFAS 148"), for periods prior to Janu1, 2006, the Company adopted the disclosurg{qmalvisions of Statements of
Financial Accounting Standards No. 123, "AccounfimgStock-Based Compensation” ("SFAS 123") and afsplies Accounting Principles
Board Opinion No. 25, "Accounting for Stock IssuedEmployees” ("APB 25") and related interpretasiam accounting for all stock awards
granted to employees. Under APB 25, provided tttadrocriteria are met, when the exercise pricepdibas or the issue price of restricted
shares granted to employees equals the marketgdrtbe common stock on the date of the grant,oropensation cost is required.

At December 31, 2005, the Company had anpl&yee Stock Purchase Plan ("ESPP") and thre&-staged employee compensation
plans, which are described more fully in Note Nofi@non and Preferred Stock." For the years endedibeer 31, 2005, 2004 and 2003, the
Company recorded $4,421,000, $1,661,000 and $16r86Pectively, in net compensation expense relateestricted shares issued to
employees. The net expense of $4,421,000 for telvéamonths ended December 31, 2005 included appately $840,000 of expense
related to the accelerated vesting of restrictedksawards in accordance with executives' severagmements. Additionally, for the year
ended December 31, 2005, the Company recorded (BX1ih compensation expense related to stock atidnogrants in accordance with
executives' severance agreements. No additiongt-bmsed employee compensation cost related to spiakns is reflected in the Compar
reported net loss, as all options granted undepltires had an exercise price equal to the markeea the underlying common stock on the
date of grant. For stock options granted to roiployees, the Company recognizes compensatios icoatcordance with the requirement:
SFAS 123, which requires that companies recogrormepensation expense for grants of stock, stoclooptand other equity instruments
based on fair value.

The following table illustrates the effect net loss and net loss per share if the fairevedgognition of SFAS 123 had been applied to
the Company's stock-based employee compensatioploiee stock-based compensation expense is antbdiza staight-line basis, as our
valuation of options subject to SFAS 123 assumsrgle weighted-average expected-life for each dwar
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Assumptions used to calculate the fair value ofleyg®e stock based compensation are detailed in Not€ommon and Preferred Stock.

Year Ended December 31,

2005 2004 2003

(In thousands, except per share data)

Net loss attributable to common shareholders, perted $ (203,41) $ (166,24) $ (196,767
Add: Employee stoc-based compensation expense included in ne 4,632 1,661 16
Deduct: Total stock-based employee compensatioaresgpdetermine

under the fair value based method for all awi (38,217 (39,509 (51,180
Pro forma net los $ (237,00) $ (204,090 $ (247,93)
Basic and diluted net loss per common share, astesf $ (2.28) $ (2.12) $ (2.5€)
Basic and diluted net loss per common share, prod $ (2.66) $ (2.60) $ (3.29)

Restructuring and Other Expen

The Company records costs and liabilitesoaiated with exit and disposal activities, asngef in Statements of Financial Accounting
Standards No. 146, "Accounting for Costs Associatgl Exit or Disposal Activities” ("SFAS 146"), &iir value in the period the liability is
incurred. In periods subsequent to initial measer@mnchanges to a liability are measured usingtédit-adjusted risk-free discount rate
applied in the initial period. In 2005, 2004 and20the Company recorded costs and liabilitiesefor and disposal activities related to a
restructuring plan in accordance with SFAS 146. [idtality is evaluated and adjusted as approprimat least a quarterly basis for changes
in circumstances. Please refer to Note D, "Resiringy and Other Expense," for further information.

Revenue Recognitic

The Company recognizes revenue in accordanith the Securities and Exchange CommissionBC"$ Staff Accounting Bulletin
No. 101, "Revenue Recognition in Financial StatetsiefiSAB 101"), as amended by SEC Staff AccounBudjetin No. 104, "Revenu
Recognition," ("SAB 104") and for revenue arrangataeentered into after June 30, 2003, Emergingeks3iask Force Issue No. 00-21,
"Revenue Arrangements with Multiple Deliverable®EITF 00-21").

The Company's revenues are generated piyrttnough collaborative research, development emaimercialization agreements. The
terms of the agreements typically include paymentdrtex of non-refundable up-front license feesding of research and development
efforts, milestone payments and/or royalties ordpod sales.

Agreements containing multiple elementsdivaed into separate units of accounting if der@iteria are met, including whether the
delivered element has stand-alone value to th@gwestand whether there is objective and reliabldemce of fair value of the undelivered
obligation(s). The consideration received is altedeamong the separate units based on their réspéait values or the residual method, and
the applicable revenue recognition criteria ardiaggo each of the separate units.

The Company recognizes revenues from nimdable, up-front license fees on a straight-basis over the contracted or estimated
period of performance, which is typically the resbaor
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development term. Research and development funsliregognized as earned, ratably over the periaffoft.

Substantive milestones are recognized reedavhen the corresponding payment is reasonablyred and the Company has evidenc
fair value for its remaining obligations. Substaatimilestones are recognized over the period dbpaance when the corresponding payn
is reasonably assured but the Company does notfamwalue for its remaining obligations. This igally results in a portion of the milestc
payment being recognized as revenue at the dataitbstone is achieved, which portion is equah® applicable percentage of the
performance period that has elapsed as of thetldatmilestone is achieved, with the balance beefgrded and recognized over the remai
period of performance. The Company evaluates whetlilestones are substantive at the inception ®fiireement based on the contingent
nature of the milestone, specifically reviewingtéas such as the technological risk that must leranme as well as the level of effort and
investment required to achieve the milestone. Nbless that are not considered substantive and dmeet the separation criteria are
accounted for as license payments and recognizedstnaight-line basis over the remaining periogaformance.

Payments received after performance olitigatare met completely are recognized when earned.

Royalty revenue is recognized based uptimband estimated net sales of licensed prododisdnsed territories as provided by the
licensee and is recognized in the period the salesr. Differences between actual royalty reveramesestimated royalty revenues, which
have not historically been significant, are rectattand adjusted for in the quarter they becomeavkino

Research and Development Cc

All research and development costs, incigdimounts funded by research collaborators, greresed as incurred. Research and
development expenses are comprised of costs inturmgerforming research and development activitreduding salaries and benefits;
laboratory supplies; contract services, includilgical trial costs; and infrastructure costs, imdihg facilities costs and depreciation. The
Company's collaborators have agreed to fund partidrthe Company's research and development pragralated to specific research targ
and drug candidates, including, in 2005, VX-950,-Y02, kinases and certain cystic fibrosis resetaajets; in 2004, VX-950, kinases,
caspase inhibitors, and certain cystic fibrosieaesh targets; and in 2003, VX-702, kinases, casjpdsbitors, and certain cystic fibrosis
research targets. The following table details thgreagate amount of research and development expéorsthe three years ended
December 31, 2005, 2004, and 2003 (in thousandgrfgrams that are funded, in total or in partcbitaborators ("Collaborat@ponsored'
and for programs that the Company funds entireth it own resources ("Company-sponsored"):

2005 2004 2003

Research Development Total Research Development Total Research Development Total

Collaborato-sponsoret $ 68,19 $ 72,10. $ 140,29'$ 62,181 % 28,29« $ 9047*$ 62,16: % 19,93t $ 82,09°
Compan-sponsore( 52,58¢ 55,66( 108,24! 51,09t 50,59: 101,68 51,27: 66,26¢ 117,53¢

Total $ 120,77¢$ 127,76 $ 248,54( $ 113,27t $ 78,88t $ 192,16. $ 113,43 $ 86,20 $ 199,63t

Income Taxe

Deferred tax assets and liabilities ar@geézed for the expected future tax consequenceangborary differences between the financial
statement carrying amounts and the income tax ldses
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assets and liabilities. A valuation allowance iplegal against any net deferred tax asset if, bagetie weighted available evidence, it is more
likely than not that some or all of the deferrexi dasets will not be realized.

Debt Issuance Cos

Debt issuance costs incurred to completgexts convertible subordinated note offeringsdeferred and included in other assets on the
consolidated balance sheets. The costs are antbhiézed on the effective interest method overdtra bf the related debt issuance. The
amortization expense is included in interest expamsthe consolidated statements of operationsmdriized costs related to exchanged debt
is reversed from other assets to additional paichjital.

Stock Offering Costs

Expenses incurred in connection with commstmick issuances are recorded as an offset to@ulipaid-in capital on the consolidated
balance sheets.

Comprehensive Loss

Comprehensive loss consists of net lossoimel comprehensive loss, which includes foreigmency translation 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 Translatio

The functional currency of the Companyl®ign subsidiary is the local currency. Assets latillities of the foreign subsidiary are re-
measured into U.S. dollars at rates of exchangéfétt at the end of the year. Revenue and expEmseints are re-measured using the
average exchange rates for the period. Net uneghfiains and losses resulting from foreign curreérayslation are included in other
comprehensive loss, which is a separate compotiestdakholders' equity. Included in other comprediem loss is a net unrealized loss
related to foreign currency translation of $18,@0@ecember 31, 2005 and a net unrealized gaiteceta foreign currency translation of
$613,000 at December 31, 2004.

Basic and Diluted Net Loss per Common St

Basic net loss per share is based upowgiighted average number of common shares outsguadiring the period. Diluted net loss per
share is based upon the weighted average numlsenohon shares outstanding during the period pldgiadal weighted average common
equivalent shares outstanding during the periodwihe effect is not anti-dilutive. Common equivalshares result from the exercise of
outstanding stock options (the proceeds of whiehtlaen assumed to have been used to repurchasenaling stock using the treasury stock
method), the assumed conversion of convertiblesnanel the vesting of unvested restricted sharesrafmon stock. Common equivalent
shares have not been included in the net losshaee £alculations because their effect would have
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been anti-dilutive. Total potential gross commoniealent shares consisted of the following (in teauds, except per share amounts):

At December 31,

2005 2004 2003

Stock Options 14,66¢ 15,82( 16,80:
Weighte-average exercise price (per sh: $ 22.8¢ $ 22.61 $ 23.4:
Convertible Note: 8,354 16,45¢ 3,414
Weighte-average conversion price (per she $ 19.1¢ $ 19.18 3 92.2¢
Unvested restricted shar 1,521 1,39¢ 12t

New Accounting Pronouncemel

In December 2004, the Financial Accounttgndards Board ("FASB") issued FASB Statementl28(R), "Share-Based
Payments" ("FASB 123(R)"). FASB 123(R) revises FASatement No. 123, "Accounting for Stock-Based @ensation" ("FASB 123"),
supersedes APB Opinion No. 25, "Accounting for 8tiesued to Employees," ("APB 25") and amends FA&gement No. 95, "Statement
of Cash Flows." FASB 123(R) requires companiesfease the fair value of employee stock optionsathdr forms of stock-based
compensation over the employees' service perioaisipénsation cost is measured at the fair valukeohtvard at the grant date and is
adjusted to reflect actual forfeitures and the onre of certain conditions. The fair value of an athia not re-measured after its initial
estimation on the grant date.

Vertex is required to comply with FASB 1R3(beginning January 1, 2006 (the "Effective Dat&he Company will apply the Modified
Prospective Method of adoption in its applicatidirASB 123(R). Under this method, compensation &ostcognized beginning with the
Effective Date (a) based on application of the nexments of FASB 123(R) to all share-based paymgrasted after the Effective Date and
(b) based on application of the requirements of BA33 to all awards granted to employees priohéoEffective Date of FASB 123(R) that
remain unvested on the Effective Date.

As permitted by FASB 123, the Company auttyeaccounts for share-based payments to emplaysag APB 25's intrinsic value
method, and therefore generally recognize no cosaigm cost for employee stock options. Accordintlg adoption of FASB 123(R)'s fair
value method will have a significant impact on tasult of operations, although it will have no impan the overall financial position.

In 2006 the Company expects to record approxim&adymillion in compensation expense in connectiith the adoption of FASB 123(R).
The impact of adoption of FASB 123(R) beyond fis2@a06 cannot be predicted at this time becausédlil@pend on our stock price and the
amount of share-based payments granted in futuredse as well as a number of complex and subjectatuation assumptions, including,
but not limited to, the volatility of our stock pa and employee stock option exercise behavioraieier, had the Company adopted

FASB 123(R) in prior periods, the effect would hapmproximated the impact of FASB 123 as descrihé&iock-Based Compensation"”,
above, in this Note B.

In May 2005, the FASB issued SFAS No. I3¢counting Changes and Error Corrections ("SFA8"L5 SFAS No. 154 replaces APB
Opinion No. 20, "Accounting Changes" and SFAS NdRporting Accounting Changes in Interim Finah&tatements." SFAS No. 154
requires retrospective application to prior peridugncial statements of changes in accountingagle, unless it is impractible to determine
either the period-specific effects or the cumukatffect of the change. The
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Company does not expect the adoption of SFAS Né.chbJanuary 1, 2006 to have a material impactsoconsolidated financial statements.

In November 2005, FASB issued FSP FAS 186d FAS 124-1, "The Meaning of Other-Than-Tempphapairment and Its
Application to Certain Investments" ("FSP FAS 11%-Which provides guidance on determining wherestments 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 subsedaehée recognition of an other-than-temporary impaint and requires certain disclosures
about unrealized losses that have not been recatdjaiz other-than-temporary impairments. FSP FASLlisFequired to be applied to
reporting periods beginning after December 15, 200% Company is required to adopt FSP FAS 115therfirst quarter of 2006. The
Company does not expect the adoption of this sténo have a material impact on the Company'satiladed results of operations or
financial condition.

C. Sale of Assets

In March and December 2003, in two indeenndransactions, the Company sold the assets Bistovery Tools and Services busin
The Discovery Tools and Services business speeihlizassay development, screening services, mstrtation development and sales and
the manufacture and sale of proteins, reagentpaniibs. As a result of these sales, the Companyopanates in one operating segment,
Pharmaceuticals.

On March 28, 2003, Vertex completed the sdicertain assets of the Discovery Tools andiSeswbusiness, including certain
proprietary reagents, probes and proteins andicdritachemical and cellular assay capabilitiedntotrogen Corporation ("PanVera Asset
Sale"). Substantially all of the assets sold wevaead by Vertex's whollypwned subsidiary, PanVera LLC ("PanVera"). In caio® with the
sale, Mirus Corporation ("Mirus") exercised a righffirst refusal with respect to shares of Mirwsned by PanVera. Additionally, on the
same date, Mirus acquired certain of PanVera'ssasBee aggregate gross consideration receivedahy&ra for the assets conveyed to
Invitrogen and Mirus was approximately $97 millioncash and assumption of certain liabilities.

In connection with the sale, Vertex obtdimdicense from Invitrogen to make and use thgewrts and probes sold to Invitrogen, solely
for its drug discovery activities, conducted indegently and with collaborators, but has agreedithaill not engage in the business of
providing reagents, probes or assay developmewitssrto third parties for a term of five yearsriéa also agreed to purchase a minimum of
$3 million of specified products annually from Itreigen for three years after the completion ofgale. The prices of the products within the
purchase commitment approximate fair value. The dal not include the instrumentation assets ofXiseovery Tools and Services busini
which were historically managed both financiall\daperationally together with the assets sold onck28, 2003.
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The Company recorded a gain on the PanXssat Sale of approximately $69 million. The ga@mswecorded net of transaction costs
and certain accruals and receivables establishadafosaction bonuses payable by Vertex to formguleyees meeting certain employment
requirements, an obligation in connection with @@rannual contractual license fees under a custagreement, estimated losses on the
three-year purchase commitment for required paysnargxcess of the fair value of products expetdduk purchased and an adjustment
based upon the net book value of the assets sdlieariosing date. Vertex has not recorded anynectax liability associated with the gain
on the sale; operating losses were used to offsdiixable income generated from the sale. Accreatsrded in connection with the sale are
included in other obligations, current, on the adidsited balance sheets.

On December 3, 2003, Vertex sold the remgimstrumentation assets of its Discovery Toold §ervices business to Aurora
Discovery, Inc., a new company formed by TelegraphPartners, LP and certain former employees eftex, for approximately
$4.3 million and the assumption of certain liaiglt The assets sold were used to develop and canatinee liquid and cell-dispensing
instruments that are used in high-throughput disga¥ery screening and large-scale, automated mialebiology. Vertex has retained non-
exclusive licenses to use the instrumentation telcigies sold in its drug discovery research. ThenGany recorded a $1.0 million gain on
sale. The gain was recorded net of transactiorscdhe Company did not record any income tax lighélssociated with the sale in
December 2003; operating losses were used to dffseaxable income generated from the sale.

The combination of the Discovery Tools &wivices assets sold in March 2003 and in Dece@(#3 represents a component of the
Company's business that, beginning in 2002, wasagethseparately both financially and operationally.

In accordance with SFAS No. 144, "Accougtiar the Impairment of Long-Lived Assets" ("SFA®.NL44"), the results of operations
and cash flows of the assets sold have been réi@dsa the consolidated financial statements uritle heading "discontinued operations"
the twelve months ended December 31, 2003. Thagsification of the amounts to discontinued operatihas been prepared using certain
estimates and assumptions deemed appropriate bpsadnformation available. Amounts reclassifiedltecontinued operations are not
necessarily indicative of what revenues, expens@sxome would have been had the business opeoatedstand-alone basis.

Income from discontinued operations forttielve months ended December 31, 2003 is compdt#te following revenue and
expenses (in thousands):

Year Ended
December 31,
2003
Revenues from discontinued operatir $ 11,57¢
Expenses from discontinued operati 12,26
Gain from sale of discontinued operatic 70,33¢
Income from discontinued operatia $ 69,64¢
I

D. Restructuring and Other Expense

On June 10, 2003, Vertex adopted a plaegtructure its operations to coincide with itsr@asing internal emphasis on advancing drug
candidates through clinical development to
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commercialization. The restructuring was desigmecktbalance the Company's relative investmentssearch and development to better
support the Company's long-term objective of beognai profitable pharmaceutical company. The resirig 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 Squarsdemmmenced in January 2003 and
has a 15-year term. Based on developments in thgp@ay's clinical pipeline in the second quarte?2@d5, the Company revised its
assessment of its real estate requirements. The&ogmow expects to occupy approximately 120,00@sxfeet of the facility subject to t
Kendall Square lease (the "Kendall Square Facjlitythe future. The Company currently has subleasgngements in place for the
remaining rentable square footage of the Kendalla®g Facility.

For the twelve months ended December 305 2he Company recorded net restructuring expeh$8.1 million. This net expense
includes a $10.0 million credit to the restructgraccrual made when the Company decided to ocampbyise a portion of the Kendall Square
Facility, which was offset by (i) the estimatedrgimental net ongoing lease obligations associatédtiae portion of the Kendall Square that
the Company does not intend to occupy and (ii) ia@unterest costs relating to the restructuriagility. The portion of the $18.2 million
additional charge in 2005 that was for incremel#@se obligations was related to the revision dfge key estimates and assumptions about
operating costs, including real estate taxes aatativith the portion of the Kendall Square Factilitat the Company does not intend to
occupy.

The activity related to restructuring expeifor the twelve months ended December 31, 2085 fsllows (in thousands):

Credit for
portion of
Cash received  facility Vertex Accrual as of
Accrual as of Cash Payments from subleases expects to Additional Charge December 31,
December 31, 2004 in 2005 in 2005 occupy in 2005 in 2005 2005

Lease restructuring
expenst $ 55,84! $ (24,229 $ 3.23¢ $ (10,019 $ 18,15 $ 42,98:

During the twelve months ended Decembel804, the Company recorded $17.6 million of addail restructuring expense, which
primarily resulted from the revision of estimatesl @ssumptions about when subtenants would beifiéerdind secured and imputing an
interest charge for the related restructuring lighi

The activity related to restructuring exgeifor the twelve months ended December 31, 2084 isllows (in thousands):

Cash received from
Accrual as of Cash Payments ir sublease, net of  Additional Charge Accrual as of
December 31, 2003 2004 operating costs in 2004 December 31, 2004

Lease restructuring
expense and other
operating lease expen $ 69,52t $ (31,550 $ 29¢ % 17,57« $ 55,84:

The Company recorded restructuring andralated expenses of $91.8 million for the twalvenths ended December 31, 2003. The
$91.8 million includes $78.7 million of lease restiuring
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expense, $6.0 million of lease operating expensgrrad prior to the decision not to occupy the Kdh8quare Facility, $2.6 million for
severance and related employee transition beraefitst4.5 million for a write-off of leasehold impements and other assets.

The activity related to restructuring anldey expense for the twelve months ended Decenhet(®3 is presented below (in thousands):

Charge for the

Twelve Months Non-cash
Ended December 31, Cash Paymentsii  Write-off in Accrual as of

2003 2003 2003 December 31, 200
Lease restructuring expense and other operati
lease expens $ 84,72¢ $ 15,20C $ — % 69,52¢
Employee severance, benefits and related 2,61¢ 2,61¢ — —
Leasehold improvements and asset impairm 4,48z — 4,48z —
Total $ 91,82« $ 17,81¢ $ 4,482 $ 69,52¢

In accordance with SFAS 146, the Compainitial estimate of its liability for its net ongay costs associated with the Kendall Square
Lease obligation was recorded in the second quaft2003 at fair value. The restructuring expemseiired from the second quarter of 2003
through the end of the first quarter of 2005 reddtethe estimated incremental net ongoing leabgatiobns associated with the entire Kendall
Square Facility, together with imputed interestisaslating to the restructuring liability. The treturing expense incurred in the period
beginning in the second quarter of 2005 will coméirto be estimated in accordance with SFAS 146wbutelate only to the portion of the
building that the Company still does not intenaécupy. The lease obligations associated with trégn of the Kendall Square Facility that
the Company expects to occupy and use for its tipasare recorded as rental expense in the parauored. The Company reviews its
assumptions and estimates quarterly and updatestitsates of this liability as changes in circuamses require. As prescribed by SFAS 146,
the expense and liability recorded is calculatedgiprobability-weighted discounted cash-flowsod Company's estimated ongoing lease
obligations, including contractual rental and btolst commitments, net of estimated sublease rerttifet by related sublease costs.

In estimating the expense and liability enitis Kendall Square lease obligation, the Compestiynated the costs that would be incurred
to satisfy its rental and build-out commitments emnthe lease (including operating costs), the timgessary to sublease the space, the
projected sublease rental rates and the anticiphteations of subleases. The Company validatessttmiates and assumptions through
consultations with independent third parties havilgvant expertise. The Company used a creditséeljuriskfree rate of approximately 1C
to discount the estimated cash flows. The Compahlyeview its estimates and assumptions on attlaagiarterly basis, until the termination
of the Kendall Square lease, and will make whatewvedifications management believes necessary, maséte Company's best judgment, to
reflect any changed circumstances. The Comparnyraass have changed in the past, and may charthe inture, resulting in additional
adjustments to the estimate of liability, and tffeat of any such adjustments could be materiataBse the Company's estimate of the
liability includes the application of a discountedo reflect the time-value of money, the estinadtthe liability will increase each quarter
simply as a result of the passage of time. Chatggbgee Company's estimate of the liability are rded as additional restructuring expense/
(credit).

The severance, benefits and other relaist @lso were recorded in accordance with SFASri#& second quarter of 2003. The
Company specifically identified all employees wheseployment was to be terminated and notified tpeior to the end of the quarter in
which the related charge was recorded. This restring plan resulted in a reduction of 111 emplayee 13% of the Company's
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workforce, of which 66 were from the Cambridge sitel 45 were from the San Diego site. Of the teateith employees, 59% were from
research, 30% were from sales, general and adnaitivgt, who primarily supported research, and 118teWrom development.

The restructuring accrual of $43.0 millmnDecember 31, 2005 relates solely to the podfdhe Kendall Square Facility that the
Company does not intend to use for its operatimasiacludes build-out commitments and other ledsigations, recorded at net present
value.

Of the $43.0 million restructuring accraaDecember 31, 2005, the Company classified $lbn as short-term and $28.6 million as
long-term. The short-term portion of the accrugresents the amount the Company expects to payn @006.

E. Marketable Securities

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

Gross Unrealized

Gross Unrealized

December 31, 2005 Amortized Cost Gains Losses Fair Value
Cash and cash equivalel
Cash and money market fur $ 73,28¢ 1 — $ 73,28¢
Corporate debt securiti 4,75 — 1 4,75¢€
Total cash and cash equivale $ 78,04 1 1 % 78,04
I I I I
Marketable securitie
Municipal bonds, due over 5 ye: 8,37( — — 8,37(
US government securitie
Due within 1 yea 23,27¢ — 20t 23,07(
Due within 1 to 5 year 41,65¢ 5 702 40,96!
Total US government securiti 64,93 5 907 64,03:
Corporate debt securitis
Due within 1 yea 184,84: 10 752 184,09¢
Due within 1 to 5 year 72,62 5 1,21z 71,41
Due over 5 year 1,55 — 2 1,551
Total corporate debt securiti 259,01¢ 15 1,967 257,06
Total marketable securitit $ 332,31¢ % 20 $ 287¢ % 329,46!
I I I I
Total cash, cash equivalents and marketable sis $ 410,36: $ 21 % 2,87t $ 407,51(
I I I I
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Gross Unrealized

Gross Unrealized

December 31, 2004 Amortized Cost Gains Losses Fair Value
Cash and cash equivalel
Cash and money market fur $ 55,00¢ $ 55,00¢
Total cash and cash equivale $ 55,00¢ $ 55,00¢
I I
Marketable securitie
Municipal bond securitie
Due within 1 yea $ 2,01¢ $ — $ 14 3 2,00z
US government securiti¢
Due within 1 yea 15,85« — 73 15,78
Due within 1 to 5 year 47,89¢ 34 47z 47,46!
Total US government securiti 63,75: 34 54t 63,24
Corporate debt securiti
Due within 1 yea 169,75 16 484 169,28¢
Due within 1 to 5 year 103,77" 40 1,03¢ 102,78:
Total corporate debt securiti 273,53. 56 1,51¢ 272,07(
Total marketable securiti¢ $ 339,30 $ 90 $ 2071 $ 337,31«
I I I I
Total cash, cash equivalents and marketable sies $ 394,30° $ 90 $ 2071 $ 392,32(
I I I I

The Company has marketable securities 88#22,000 and $331,240,000 classifed as curreetsaen the consolidated balance sheets
as of December 31, 2005 and 2004, respectively$dfd8353,000 and $6,074,000, respectively, classHis long term assets on the
consolidated balance sheets.

The Company reviews investments in munidipad securities, US government securities, amgarate debt securities for other-than-
temporary impairment whenever the fair value ofrarestment is less than amortized cost and evidieniieates that an investment's carrying
amount is not recoverable within a reasonable pesfdime. To determine whether an impairment leothan-temporary, the Company
considers whether it has the ability and intertidta the investment until a market price recovergl aonsiders whether the evidence
indicating the cost of the investment is recoverahltweighs evidence to the contrary. Evidenceidensd in this assessment includes
reasons for the impairment, compliance with the Gany's investment policy, the severity and the tilameaof the impairment and changes in
value subsequent to year end. The following tablersarizes the fair value and gross unrealized $osdated to marketable securities,
aggregated by
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investment category and length of time that indiaildsecurities have been in a continuous unrealasEposition as of December 31, (in
thousands):

2005
Less than 12 months 12 months or more Total
Gross Gross Gross
Unrealized Unrealized Unrealized
Fair Value Loss Fair Value Loss Fair Value Loss
U.S. government securitic  $ 20,68( $ (180) $ 40,91¢ $ 727 % 61,59¢ $ (907)
Corporate debt
securities 151,52: (710 94,57: (1,25¢) 246,09 (1,96¢)
Total $ 172,200 $ (890) $ 13548¢ $ (1,98 $ 307,69 $ (2,875
B Ny N ]
2004
Less than 12 months 12 months or more Total
Gross Gross Gross
Unrealized Unrealized Unrealized
Fair Value Loss Fair Value Loss Fair Value Loss
Municipal bond securitie — — $ 200 $ a4 $ 2,00z $ a4
U.S. government
securities 57,89 (54¢) — — 57,89 (54¢)
Corporate debt
securities 241,57 (1,419 6,074 (109 247,64! (1,519
Total $  29946! $ (1,959 $ 8,07¢ $ (118) $ 307,54 $ (2,077)

The Company owned 154 available-for-saleketable securities at December 31, 2005. Of th&desecurities, there were 71 securities
with losses for twelve months or more.

U.S. Government Securities

The unrealized losses on the investmenlts $ Treasury obligations and direct obligatiohthe U.S. Government agencies were ca
by rising interest rates. Because the Companyheaatiility to hold these investments until a recgw# fair value, which may be maturity,
the Company does not consider these investmeimts adher-than-temporarily impaired as of Decemtig2B05 and 2004.

Corporate debt securities

The unrealized losses on the investmentsiiporate bonds were caused by rising interessrdthe corporate bonds held by the
Company are high investment grade and there weogatlit events on any of the corporate bonds Rdldrefore, the Company does not
believe that it is probable that it will be unabdecollect all amounts due according to the contr@derms of the investments. It is expected
that the corporate bonds will not be settled ati@egdess than the amortized cost of the investnigetause the Company has the ability to
hold these investments until a recovery of fair
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value, which may be maturity, the Company doesnasider these investments to be other-than-tempoimpaired as of December 31,
2005 and 2004.

Gross realized gains and losses for 200% %&5,000 and $75,000, respectively. Gross rehlizéns and losses for 2004 were $628,000
and $205,000, respectively. Gross realized gain2363 were $1,249,000. There were no gross reblasses for 2003. Maturities stated are
effective maturities.

F. Restricted Cash

At December 31, 2005 and 2004, the Compeahy $41,482,000 and $49,847,000, respectivelsgstricted cash. At December 31, 2005
and 2004 the balance was held in deposit with iceb@nks predominantly to collateralize conditiog@ndby letters of credit in the names
the Company's landlords pursuant to certain opeyd¢iase agreements.

G. Property and Equipment

Property and equipment consist of the foilg at December 31 (in thousands):

2005 2004
Furniture and equipme $ 98,387 $ 90,89
Leasehold improvemen 66,31¢ 65,29¢
Computers 18,97: 18,42:
Software 18,68 16,41:
Total property and equipment, grc 202,35¢ 191,01¢
Less accumulated depreciation and amortize 147,82t 126,79
Total property and equipment, r $ 54,53 $ 64,22

Depreciation expense for the years endetidber 31, 2005, 2004 and 2003 was $26,307,0003%2800 and $27,988,000
respectively.

In 2005 and 2004, the Company wrote offaierassets that were fully depreciated and nodonglized. There was no effect on the
Company's net property and equipment. Additionalig, Company wrote off or sold certain assetsweae not fully depreciated. The net I
on disposal of those assets was $344,000 for 200%43,000 for 2004.

H. Investments

In accordance with the Company's policypattined in Note B, "Accounting Policies," the Cpamy assessed its investment in Altus
Pharmaceuticals, Inc. ("Altus”), which it accoufususing the cost method, and determined thatthad not been any adjustments to the fair
values of that investment which would indicate ardase in its fair value below the carrying valuat twvould require the Company to write
down the investment basis of the asset, as of DieeeB1, 2005 and December 31, 2004. The Compaogtdasis carrying value in its
outstanding equity and warrants of Altus was $18,860 at December 31, 2005 and 2004.
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Altus completed an initial public offerifig January 2006. Vertex owns 817,749 shares of comstock and warrants to purchase
1,962,494 shares of common stock. In additionGbmpany also holds 450,000 shares of redeemalfiery@e stock, which are not
convertible into common stock and which are reddeenat Vertex's option on or after December 31,QR@r by Altus at any time. The
Company is restricted from trading Altus securifizsa period of six months following the initialiplic offering. Due to the public offering,
in 2006 the Company will classify the common staskan available-for-sale investment and recortifdgiavalue, based on quoted market
prices, with unrealized gains and losses includeal @mponent of accumulated other comprehensége Which is a separate component of
stockholders' equity, until such gains and lossesealized. The Company will continue to accowntthie warrants under the cost method of
accounting until the end of the restricted tradiegiod, at which time the warrants will be claggifias derivatives with gains or losses based
on the fair market value of the warrants includethie statement of operations. The Company wiltiooe to account for the redeemable
preferred stock under the cost method of accounting

I. Accrued Expenses and Other Current Liabilities

Accrued expenses and other current ligdslitonsist of the following at December 31 (inubands):

2005 2004
Research and development contract c $ 20,09¢ $ 14,88
Payroll and benefit 15,83: 11,11«
Professional fee 4,81¢ 5,65¢
Other 1,31t 1,29¢

$ 42,06 $ 32,95

J. Commitments

The Company leases its facilities and aegguipment under non-cancelable operating led$esCompany's leases have terms through
April 2018. The term of the Kendall Square leasgameJanuary 1, 2003 and lease payments commenbéalyia003. The Company has an
obligation, staged through 2006, to build-out thace into finished laboratory and office space. [Ease will expire in 2018 and the
Company has the option to extend the term for tarsecutive terms of ten years each, ultimatelyréngin 2038. The Company expects to
occupy and use for its operations approximately,d@D square feet of the Kendall Square Facilitye Tompany has sublease arrangements
in place for the remaining rentable square footafghe Kendall Square Facility. See Note D, "Restiting and Other Expense" for further
information.
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At December 31, 2005, future minimum conmeibts under facility operating leases with non-etatie terms of more than one year
(including commitments under the Kendall Squarséd¢are as follows (in thousands):

Sublease income for

Kendall Square Kendall Square Other Operating Total Operating

Year Lease Facility Leases Leases

2006 30,03t (7,41%) 16,68( 39,29%
2007 21,79¢ (8,15¢€) 16,05: 29,69(
2008 23,68 (8,15€) 15,25 30,77¢
2009 23,74¢ (8,15€) 11,48¢ 27,08(
2010 23,81¢ (8,15€) 9,96: 25,62:
Thereafte 195,66° (6,21%) — 189,45

Total minimum
lease paymen $ 318,74 $ (46,255 $ 69,43 $ 341,92.

Rental expense for the year ended DeceBhe2005, was $20,427,000, which included $4,689r@lated to the space that the
Company intends to occupy in the Kendall SquardliBad-or the years ended December 31, 2004, &8 2rental expense primarily related
to facilities, excluding the Kendall Square leagsas $16,303,000, and $15,449,000, respectively.

The Company has future contractual commitsa connection with its research and developmesgrams. For 2006 and 2007 the
amount committed under these contracts is $1,08500 $75,000, respectively.

In connection with the PanVera Asset Sale003 (see Note C, "Sale of Assets"), Vertex afjtegourchase a minimum of $3 million of
certain specified products from Invitrogen annu#dlythree years after the completion of the stle estimated losses on the three-year
purchase commitment for anticipated payments irg&xof the fair value of products expected to behmsed have been booked against the
gain on the sale and recorded as a liability orctiresolidated balance sheets.

K. Convertible Subordinated Notes

On February 13, 2004, the Company issugdosgmately $153.1 million in aggregate principat@unt of 5.75% Convertible Senior
Subordinated Notes due in February 2011 (the "Ralpr2011 Notes") in exchange for an equal princgmbunt of its outstanding 5%
Convertible Subordinated Notes due in September 20@ "2007 Notes"). On September 17, 2004, thmgzmy issued approximately
$79.3 million in aggregate principal amount of 34 Eonvertible Senior Subordinated Notes due in falyr2011 (the "September 2011
Notes") in exchange for an equal principal amouritsa?007 Notes. The terms of the September 20dtedare identical to those of 1
February 2011 Notes (the February 2011 Notes an@éptember 2011 Notes are referred to togethbied2011 Notes").

The 2011 Notes are convertible, at theamptif the holder, into common stock at a price €tpu&14.94 per share, subject to adjustment
under certain circumstances. The 2011 Notes bé&nest at the rate of 5.75% per annum, and the @oynis required to make semi-annual
interest payments on the outstanding principalrzdaof the 2011 Notes on February 15 and Augustf Each year. On or after February 15,
2007, the Company may redeem the 2011 Notes alesngion price equal to the principal amount plusraed and unpaid interest, if any.
The deferred issuance costs associated with
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the issuance of the 2011 Notes, which are clagsifgelong-term other assets, were approximately $dlion for the February 2011 Notes
and $1.9 million for the September 2011 Notes.

The 2007 Notes are convertible, at theooptif the holder, into common stock at a price €qu&92.26 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 Compsmeommon stock exceeds 120% ol
conversion price for at least 20 trading days withiperiod of 30 consecutive trading days. Therdedeissuance costs associated with the
original sale of the 2007 Notes were $9.3 million.

As a result of the 2004 exchanges of th#720otes for 2011 Notes, the Company recorded egehan the retirement of $153.1 million
in aggregate principal amount of the 2007 Notdsabruary 2004 in the amount of $2.5 million, archarge on the retirement of
$79.3 million in aggregate principal amount of #7 Notes in September 2004 in the amount of 8lllbn. These charges represent that
portion of the unamortized deferred issuance cgdicable to the amount of 2007 Notes retired.tReryear ended December 31, 2005,
$1.0 million was amortized to interest expenselierissuance costs of the remaining 2007 Noteshend011 Notes. For the year ended
December 31, 2004, $1.3 million was amortized tergst expense for the issuance costs of the 200FsNind the 2011 Notes. For the year
ended December 31, 2003, $1.4 million was amortiaédterest expense for the issuance costs assdaiath the 2007 Notes.

In September 2005, the Company issued appately 2.5 million shares of common stock to aertholders of 2007 Notes in exchange
for approximately $40.5 million in aggregate prediamount of those notes, plus accrued interest Pesult of the exchange, the Company
incurred a non-cash charge of $36.3 million. Thiarge is related to the incremental shares issutitkitransaction over the number that
would have been issued upon conversion of the R@fi&s under their original terms, at the originaiwersion price of $92.26. The followi
items related to the exchange were recorded affset o additional paid-in capital on the consatietl balance sheets: accrued interest of
approximately $1.0 million; remaining unamortizeduance costs of the exchanged 2007 Notes of apmtety $0.3 million; and
$0.1 million of issuance costs of the common stock.

In the fourth quarter of 2005, the Compesyied approximately 8.1 million shares of commtolsto certain holders of 2011 Notes in
exchange for approximately $114.5 million in ag@tegprincipal amount of those notes, plus accrogdést. As a result of the exchange, the
Company incurred a non-cash charge of $11.9 millidris charge is related to the incremental shisseged in the transaction over the
number that would have been issued upon conveddithe 2011 Notes under their original terms, atdhiginal conversion price of $14.94.
The following items related to the exchange weoarged as an offset to additional paid-in capitattte consolidated balance sheets: accruec
interest of approximately $2.0 million; remainingamortized issuance costs of the exchanged 20ldsNétapproximately $1.8 million; and
$0.2 million of issuance costs of the common stock.

At December 31, 2005, there was approxim&42.1 million in aggregate principal amount b&t2007 Notes and approximately
$118.0 million in aggregate principal amount of #8841 Notes outstanding. At December 31, 20052@%¥ Notes and the 2011 Notes had a
fair value of $40.5 million and $227.0 million, pectively, as obtained from a quoted market source.
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L. Equity Offering

In June 2005, the Company completed a puflering of 13,512,500 shares of common stookiuising the underwriters' oveiotmen:
of 1,762,500 shares, at a price of $13.00 per sh#ie transaction resulted in net proceeds of @pprately $165.4 million to the Company.
The net proceeds include $10.3 million of stoclenffg costs which were recorded as an offset tdiaddl paidin capital on the consolidat
balance sheets.

M. Income Taxes

For the years ended December 31, 2005, a0842003, there is no provision for income taxetuded in the consolidated statements of
operations.

The Company's federal statutory incomergdx for 2005, 2004, and 2003 was 34%. The Compasyncurred losses from operations
but has not recorded an income tax benefit for 20064, and 2003, as the Company has recordediaticai allowance against its net
operating losses and other net deferred tax adgett uncertainties related to the realizabilityhese tax assets.

The difference between the Company's "etgadax provision (benefit), as computed by apudyihe U.S federal corporate tax rate of
34% to (loss) before provision for income taxesl aotual tax is reconciled as follows (in thousands

2005 2004 2003
Loss before provision for income tax $ (203,41) $ (166,24) $ (196,76
Expected tax benefit at 34 $ (69,167 $ (56,52¢) $ (66,90
State taxes, net of federal ben (22,759 (20,42¢) (12,337
Unbenefited operating loss 64,26 66,98 78,73(
Non-deductible expense 17,45( 40 36
Other 204 (75) 472
Income tax provisiol $ — $ — 3 —

I I

For federal income tax purposes, as of Béer 31, 2005, the Company has net operating lsgforwards of approximately
$1,042,065,000, and $22,122,000 of tax creditschvhiay be used to offset future federal incometardiability, respectively. For state
income tax purposes, the Company has net opetassgarryforwards of approximately $576,315,001] 8,819,000 of tax credits, which
may be used to offset future state income andiaxity, respectively. These operating loss casryfards began to expire in 2005, and the
credit carryforwards began to expire in 2004. Aftensideration of all the evidence, both positiud aegative, management has established «
valuation allowance for the full amount of the 2088 deferred tax asset since it is more likelyithat that the net deferred tax asset will not
be realized.

Deferred tax liabilities and assets arearined based on the difference between finantagment and tax bases using enacted tax
in effect for the year in which the differences are
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expected to reverse. The components of the deftared at December 31 were as follows (in thougands

2005 2004
Deferred Tax Asset:
Net operating los $ 390,43 $ 303,33:
Tax credit carryforward 27,94 25,98
Property, plant and equipme 14,95¢ 12,13¢
Deferred revenu 59¢ 19,577
Capitalized R&D 21,47 27,35
Other 15,26¢ 19,34¢
Gross Deferred Tax Ass 470,66t 407,73(
Valuation Allowance (459,609 (396,672)
Total Deferred Tax Asst 11,05¢ 11,05¢
Deferred Tax Liabilities
Gain on Investmer (11,05%) (11,059
Net Deferred Tax Asset/(Liability $ — $ —

Of the $459,608,000 valuation allowancBatember 31, 2005, $111,672,000 relates to dedisctar nonqualified stock options, which
will be credited to additional paid-in capital réalized.

Ownership changes, as defined by IntereaelRue Code, may limit the amount of net operdtisges and research and experimentation
credit carryforwards that can be utilized annutdlpffset future taxable income and taxes payable.

N. Common and Preferred Stock
Common Stock
Stock and Option Plans

The Company has a 1991 Stock Option Plan'(t991 Plan"), a 1994 Stock and Option Plan {1884 Plan") and a 1996 Stock and
Option Plan (the "1996 Plan") (together, the "PlanStock options may be granted under the Plahgeas options intended to qualify as
"incentive stock options" ("1ISOs") under the Int@rRevenue Code or as non-qualified stock optitNQE0s"). Under the 1991 Plan, stock
options may be granted to employees (includingef and directors who are employees) and to camésllof the Company (NQSOs only).
Under the 1994 Plan and the 1996 Plan, stock rightikh may be (i) ISOs when Internal Revenue Qedglirements are met, (i) NQSOs,
(iiif) shares of common stock or the opportunityrtake a direct purchase of shares of common st@th¢k Awards"), may 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, PRDs may be granted at a price not less thafathenarket value of the common stock
on the date of the grant, and NQSOs may be gratad exercise price established by the ManageBertlopment and Compensation
Committee of the Board of Directors, which may ésslthan, equal to or greater than the fair valtleeocommon stock on the date of the
grant. Stock options granted under the 1996 Plannmoabe granted at a price less than the fair gtarlue of the common stock on the date
of grant. Vesting is ratable over specified peritmsall plans, is generally four or five yearsdaa determined by the Management
Development and

F-27




Compensation Committee. 1ISOs granted under thesPtaust expire not more than ten years from the afegeant.

The Company has reserved 8,000,000 shadesy the 1991 Plan and 1994 Plan. The Companyvess@2,000,000 shares for issuance
under the 1996 Plan, of which 5,500,000 were regsktduring 2001 and 6,000,000 were reserved in 280Recember 31, 2005, the
Company had approximately 3,090,000 shares of camstaxk available for future grants under the 10&#6.

Consolidated stock option activity for §ears ended December 31, 2005, 2004 and 2003Fdd@ss (shares in thousands):

2005 2004 2003
Weighted Weighted Weighted
Average Average Average
Shares Exercise Price Shares Exercise Price Shares Exercise Price
Outstanding at beginning of ye 15,82( $ 22.6i 16,80: $ 23.4: 17,06¢ $ 25.7:%
Granted 2,05¢ 14.11 1,55¢ 10.3¢ 3,46¢ 14.5¢
Exercisec (2,19¢) 12.8¢ (732) 7.0¢ (919 9.1t
Cancelec (1,007 24.0i (1,809 25.3i (2,819 31.0C
Outstanding at end of ye 14,66¢ $ 22.8¢ 15,82( $ 22.6i 16,802 $ 23.42
= _______________~» _~ ____________§ ___~§ |
Options exercisable at y«~end 10,347 $ 26.1¢ 10,69¢ $ 24.3¢ 10,20¢ $ 23.0¢
Weighted average fair value of options
granted during the yei $ 7.11 $ 5.0C $ 9.4¢€

The fair value of each option granted urttlerPlans during 2005, 2004 and 2003 was estinmtede date of grant using the Black-
Scholes option pricing model with the following \gbted average assumptions:

2005 2004 2003
Expected life (years 4.2C 4.0C 5.5C

Expected volatility 60.0% 60.0% 75.0(%
Risk-free interest rat 3.7&% 29%  3.21%

Dividend yield — — —
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The following table summarizes informatalmout stock options outstanding and exercisalEaember 31, 2005 (shares in thousands):

Options Outstanding Options Exercisable

Weighted Weighted Weighted

Average Average Average

Range of Number Remaining Exercise Number Exercise

Exercise Prices Outstanding Contractual Life Price Exercisable Price

$1.2:-$10.19 1,567 6.3C $ 9.6( 1,012 $ 9.6¢
10.2¢-11.40 1,60¢ 871 $ 10.81 37¢ % 10.8¢
11.5%-13.63 1,80z 41C $ 13.15 1,727 $ 13.2(
13.6+15.60 2,821 457 $ 15.0% 2,12¢ $ 14.92
15.6€-17.16 2,05¢ 744 % 16.3i 917 $ 16.0¢
17.1¢-22.75 82¢ 59¢ $ 19.6: 56C $ 19.2C
22.9:-24.66 1,471 591 $ 24.6¢ 1,20¢ $ 24.6¢
24.6¢-70.75 2,352 511 $ 57.5( 2,261 $ 58.61
71.6--132.26 15E 46¢ $ 92.2¢ 158 % 92.2¢
135.4¢-135.49 4 4.1t $ 135.4¢ 4 $ 135.4¢
$1.2:-$135.49 14,66¢ 58t $ 22.8¢ 10,347 $ 26.1¢
IEEEES———" S S S

Stock-Based Compensation

The Company grants restricted shares tdarees, at a price per share equal to the par \dltlee Company's common stock, or $0.01
per share. In general, the restricted shares westfour years in four equal annual installments.

During 2005, the Company issued approxitp@®6,000 restricted shares to employees. Theestiaad an average fair value on dates of
grant of $13.77. At December 31, 2005, the Comgeat/approximately 1,521,000 restricted shares uedesd outstanding.

During 2004, the Company issued approxitpdig69,000 restricted shares to employees. Theeshhad an average fair value on dates
of grant of $9.39. Included in the total numberestricted shares issued is a one-time grant abappately 923,000 shares to senior
managers and executives on May 6, 2004. Undeethestof the ondime grant to senior managers and executives gi$teicted shares vest
two increments: 50% on May 6, 2007 (the three peaiversary of the grant), and the balance on M&069 or earlier, upon the Company
achieving profitability, as measured under spedifigteria applied by the Board of Directors. Atdeeber 31, 2004, the Company had
approximately 1,399,000 restricted shares unvestedutstanding.

The Company has recorded deferred compensaet of cancellations, of approximately $6, 008, and $12,206,000 related to the
issuance of restricted shares during the twelvethsoended December 31, 2005 and 2004, respectiMeéyCompany recorded compensa
expense of approximately $4,421,000, $1,661,000 $416,000 for the twelve months ended Decembe2@15, 2004 and 2003 respectively,
related to all restricted shares outstanding dutinge periods.

The Company records and amortizes overdlaged vesting periods deferred compensation sepiig the difference between the
exercise price of stock options granted or theeppier share of restricted stock issued, and the/ditie of the Company's common stock a
date of grant or issuance. There was no deferragbensation expense related to stock options in, 2204 and 2003.
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For the year ended December 31, 2005 tmep@ay recorded $211,000 in compensation expernatedeio stock and option grants in
accordance with executives' severance agreements.

Compensation cost, calculated using a Biakoles option pricing model, recognized in cotioacwith the issuance of stock options to
nonemployees was $161,826 in 2003. There was npeasation cost recognized in 2005 and 2004 retatéte issuance of stock options to
nonemployees.

Employee Stock Purchase PI

On July 1, 1992, Vertex adopted the VeRbarmaceuticals Incorporated Employee Stock Puechks (the "Vertex Purchase Plan"),
which has been subsequently amended to add addisbares to the pool of available shares undepldre including an amendment in 2002
to add 600,000 shares and an amendment in 20@#tlth,500,000 shares. The Vertex Purchase Plan fsegligible employees to enroll in a
twelve-month offering period comprising two six-ntbpurchase periods. Participants may purchasesloéithe Company's common stock,
through payroll deductions, at a price equal to 8%he fair market value of the common stock amfilst day of the applicable twelve-
month offering period, or the last day of the apgiile six-month purchase period, whichever is lower

During 2005, 2004, and 2003 the followitgu®s were issued to employees under the VerteohBsg Plan (shares in thousands):

2005 2004 2003
Number of share 43¢ 46¢€ 37¢
Average price pai $ 895 $ 76C $ 9.4¢

Had the Company adopted SFAS 123, the waibaverage fair value of each purchase right gcadtiring 2005, 2004 and 2003 would
have been $6.42, $5.34, and $5.86, respectively fdihvalue was estimated at the beginning ofatikholding period using the Black-
Scholes option-pricing model with the following \ghted average assumptions:

2005 2004 2003
Expected life (years A3 .8C .8C

Expected volatility 59.0% 65.00% 75.0(%
Risk-free interest rat 359 1.35% 1.17%

Dividend yield — — —
Rights

Each Vertex shareholder also holds oneeshiarchase right (a "Right") for each share of cemmstock owned. 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@epf $135 per one half of one-hundredth of a JuRieferred Share subject to adjustment
(the "Purchase Price"). The Rights are not exdstésantil after the acquisition by a person or grafi 15% or more of the outstanding
common stock (an "Acquiring Person"), or after immouncement of an intention to make or commenceafentender 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 the
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"Distribution Date"). Until the Distribution Dat@( earlier redemption or expiration of the Righthg Rights will be traded with, and only
with, the common stock. Until a Right is exercisthd Right will not entitle the holder thereof tayarights as a stockholder.

If any person or group becomes an AcquiRegson, each holder of a Right, other than Rigateficially owned by the Acquiring
Person, will thereafter have the right to receigeruexercise and payment of the Purchase Pricatimaber 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 Rightthwlteafter have the right to receive upon exem@mkpayment of the Purchase Price that

number of shares of common stock of the acquirorgmany which at the time of the transaction wiléa market value of two times the
Purchase Price.

At any time after any person becomes amiaog person and prior to the acquisition by spehson or group 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 stmcBunior 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 ergon or group of beneficial ownership of 15% orenaf the outstanding common stock, the
Board of Directors of the Company may redeem thghiRiat a price of $0.01 per Right.

The Rights have certain anti-takeover a$feio that they will cause substantial dilutioretperson or group that attempts to acquire a
significant interest in Vertex on terms not appidbg the Board of Directors.

Common Stock Reserved for Future Issuance

At December 31, 2005, the Company has vegeshares of common stock for future issuancenadtlequity compensation plans as
follows (shares in thousands):

Common stock under stock and option pl 17,73¢
Common stock under the Vertex Purchase 842
Common stock under the Vertex 401(k) F 27C
Total 18,85!

|

0. Significant Revenue Arrangements

The Company has formed strategic collalmmatwith pharmaceutical companies and other orgdioins in the areas of drug discovery,
development, and commercialization. Research, dpugnt and commercialization agreements provid€trapany with financial support
and other valuable resources for its research pnegand for the development of clinical drug caatid, and the marketing and sales of
products.

Collaborative Research, Development and Commeeeititin Agreements

In the Company's collaborative researchieliment and commercialization programs the Comgaeks to discover, develop and
commercialize pharmaceutical products in conjumctigth and supported by the Company's collaborat@ofiaborative research and
development arrangements may provide researchrfgraier an initial contract period with renewal aadnination options that
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vary by agreement. The agreements may also inchilgstone payments based on the achievement a-agpeed objective or the occurrel
of a designated event. The agreements may alsainatgvelopment reimbursement provisions, royadthits or profit sharing rights and
manufacturing options. The Company has enteredsigtaficant research and development collaboratiomder terms which vary from
agreement to agreement.

Novartis

In May 2000, the Company entered into are@gent with Novartis Pharma AG ("Novartis") tolabbrate on the discovery,
development and commercialization of small moleclileys directed at protein kinases. The agreemastamended in February 2004. Ur
the original agreement, the Company was responfibldrug discovery and clinical proof-of-concepsting of all drug candidates. Novartis
agreed to pay the Company up to $200 million iraesh funding through April 2006, and to loan tt@@any up to $200 million on a non-
interest-bearing basis to support clinical procohcept studies. Development loans with respeahyodrug candidates accepted by Nov:
for development would be forgiven. Under the ameraigreement, Vertex will continue to receive resledunding through April 2006 along
with development milestone payments and royaltigls respect to any drug candidates selected by Risvfar development. Novartis holds
an option to develop drug candidates meeting cepag-agreed criteria. The option is exercisablé waspect to each development candidate
at the pre-development stage, at which point arillion milestone payment will be due from Novaytrgth up to $25 million in additional
pre-commercial milestone payments. Following cortiqteof the six-year research term in April 200@&M4rtis’ development option with
respect to all compounds discovered in the resgamgram will terminate no later than the end spacified period following delivery by
Vertex to Novartis of a final research report. é&rtetains all rights to any candidate not selebtetovartis, as well as to all of the
intellectual property it generates under the calfation that is not specific to candidates selebtelovartis for development. As part of the
amended agreement, restrictions under the origigmaement that limited Novartis' right to pursueslsie research and development outside
the collaboration were removed, and the developroanmt facility was terminated. In November 2004 vhitis accepted VX-322 for
preclinical development and made a $10 million sidee payment to Vertex that is being recognize@asnue over the term of the contract.
Novartis will have exclusive worldwide developmemianufacturing and commercialization rights to-322 and any other drug candidates
that it accepts from the Company for developmehe Tompany will receive royalties on any produbts fire marketed as part of the
collaboration. In 2005, 2004, and 2003, the Companpgnized approximately $53.1 million, $50.5 milland $44.5 million, respectively,
revenue under this agreement.

Under the amended agreement, the Compaained the right either to develop VX-680 to praéfeoncept under the terms of the
original agreement, or to elect to remove VX-68@] ¢he Aurora kinases it targets, from the collaion. On June 22, 2004, the Company
exercised its election to develop VX-680 outside Kovartis collaboration and repaid approximatdl@2.$ million of unspent and
uncommitted development loans previously advancedocount of VX-680. Loans advanced under the maigagreement for the early
development of certain other compounds will be ifggg on a compound-by-compound basis if any ofétmmmpounds are selected by
Novartis for development. All loans not forgivenden the facility will be repayable, without inteteim May 2008. At December 31, 20(
there were approximately $20 million in remainiognhs outstanding under the loan facility.
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GlaxoSmithKline

In December 1993, the Company and Glaxd8(liite entered into a collaborative agreement seagch, develop and commercialize
HIV protease inhibitors, including Agenerase (amprar), Lexiva/Telzir (fosamprenavir calcium) anebanavir (VX-385). Under the
collaborative agreement, GlaxoSmithKline agreepéap the Company up to $42 million, comprised ofL& $illion up-front license payment
made in 1993, $14 million of product research fagdbver five years and $13 million of developmemd aommercialization milestone
payments for an initial drug candidate. Researadifug under this agreement ended on December 38, 48d Vertex has received the entire
$42 million referenced above plus additional miests for the second and third generation drug daes Lexiva/Telzir and brecanavir.
Vertex is also entitled to royalties on sales ®HiV protease inhibitors by GlaxoSmithKline. Therfipany began earning a royalty from
GlaxoSmithKline in 1999 on sales of Agenerasehafourth quarter of 2003 on sales of Lexiva, anthe third quarter of 2004 on sales of
Telzir. GlaxoSmithKline is also obligated to paydétnal development and commercialization milestpayments for subsequent drug
candidates, including brecanavir.

In the fourth quarter of 2004, GlaxoSmittm€l paid the Company a milestone payment of $lianibased on the initiation of Phase II
clinical trials for brecanavir. In the third quartef 2004, GlaxoSmithKline paid the Company a nideg payment of $1.5 million in
connection with the regulatory approval of Telnithe European Union. In the fourth quarter of 2@BBixoSmithKline paid the Company a
milestone payment of $2.5 million upon FDA approofiLexiva in the United States. In the fourth gaanf 2002, GlaxoSmithKline paid the
Company a milestone payment of $1.5 million in aeetion with the submission of a new drug applicafiar marketing approval of
Lexiva/Telzir in the United States and the EuropBaion.

GlaxoSmithKline is required to bear thetsax developing drug candidates in its territongler the collaboration. Under the original
agreement, GlaxoSmithKline had exclusive rightdégelop and commercialize Vertex's HIV proteasébitdrs in all parts of the world
except the Far East. In 2003, the Company ameidedgreement to add the Far East to GlaxoSmithKlieeritory for development and
commercialization of Lexiva/Telzir. The Company he&ined certain bulk drug manufacturing rightd aartain product educational right:
territories licensed to GlaxoSmithKline. GlaxoSriitime has the right to terminate its arrangemenhwhe Company without cause upon
twelve months' notice. Termination of the agreenynGlaxoSmithKline will relieve it of its obligain to make further commercialization
and development milestone and royalty paymentsaahénd any license granted to GlaxoSmithKline\bgrtex under the agreement.

In June 1996, the Company and GlaxoSmitigkébtained a worldwide, naxclusive license under certain G.D. Searle & C8edrle,"
now owned by Pharmacia/Pfizer) patents in the aféHV protease inhibition. The Company pays Searteyalty based on sales of
Agenerase and Lexiva/Telzir.

In the fourth quarter of 2005, GlaxoSmitime€l and the Company entered into a collaborativeeagent to develop and commercialize
VX-409, Vertex's novel, subtype selective sodiurarstel modulator for the treatment of pain. Undertdrms of the agreement,
GlaxoSmithKline has the exclusive right and licetseevelop and commercialize VX-409 and certaickag compounds worldwide. Vert
received a $20 million up-front license payment andld receive up to $385 million in additional é&pment and commercial milestone
payments based on the development of VX-409 ank-bpcompounds in major pharmaceutical marketssacaarange of indications.
GlaxoSmithKline will also pay Vertex royalties onraal sales.

Revenues and royalties earned from Glaxtd8¢tine under both agreements were $52.8 millidt9.8 million, and $11.5 million, in
2005, 2004 and 2003, respectively.
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Cystic Fibrosis Foundation Therapeutics Incorpoth{€FFT)

In May 2004, Vertex entered into an agrestméth Cystic Fibrosis Foundation Therapeuticsohporated ("CFFT") that provided
funding through December 31, 2005 for Vertex's-ktge cystic fibrosis drug discovery effort. Untlés agreement, Vertex will retain the
right to develop and commercialize any compoundsaliered in the course of the research collaberafior the twelve months ended
December 31, 2005 and 2004, Vertex recognized $hdlibn and $6.8 million in revenue related toskigreement. During the first quarte
2004, under an earlier agreement, Vertex earnezhreyof $1.9 million.

In January 2006, Vertex and CFFT extentledduration of their research collaboration. Untlerextended agreement, CFFT has agreec
to provide an additional $22 million to Vertex foontinued research funding through early 2008 ticktoward CFTR corrector compounds.
CFFT has the right to terminate the agreement witbause, effective on June 30, 2006 and JuneQ8T, 2ipon 60 days' prior written notice.

Mitsubishi Pharma Corporatio

In June 2004, Vertex entered into a coltabon agreement with Mitsubishi Pharma Corporatishich will provide financial and other
support for the development of VX-950, the Compsuayal hepatitis C virus protease inhibitor. Untther terms of the agreement, Mitsubishi
has the right to develop and commercialize VX-950dpan and certain other Far East countries, Wigiteex has retained exclusive
development and marketing rights to VX-950 in testiof the world, including North America and Eugofphe agreement provides for up to
$33 million in payments by Mitsubishi to Vertex dlugh Phase Il clinical development, including adngmt license fee, development stage
milestone payments and contributions to certaimy dievelopment costs for VX-950. Further cost slighieyond Phase 1l clinical
development will be determined by Mitsubishi andtér based on the design of registration studie¥¥-950. The agreement also provides
Vertex with royalties on any sales of VX-950 in Mésubishi territory. Mitsubishi may terminate tagreement at any time without cause
upon 60 days' prior written notice. In the fourthager of 2004, Mitsubishi paid the Company a nbidee payment of $4 million for first
dosing of VX-950 in a patient in the Phase |b claitrial in the United States. Vertex recogniz&@#dmillion and $1.8 million of non-
milestone revenue in 2005 and 2004, respectivelgeuthe Mitsubishi agreement, primarily for reimdement of Vertex's expenses incurred
in VX-950 development.

Merck & Co., Inc.

In June 2004, Vertex entered into a glaodibboration with Merck & Co., Inc. to develop acemmercialize VX-680, Vertex's lead
Aurora kinase inhibitor, and possibly additiondlda/-on compound(s), for the treatment of cancédre Merck collaboration provides for an
up-front license payment of $20 million, which waade in June 2004, and for research funding ofrillbn over two years, ending in
June 2006. In addition, Vertex could receive ashmag$350 million in milestone payments, includimpgto $130 million for the successful
development of VX-680 in the first oncology indicat and additional milestone payments for develapmnoé VX-680 and follow-on
compounds in subsequent major oncology indicatiblesck is responsible for worldwide clinical deveioent and commercialization of VX-
680 and any other Aurora kinase inhibitors discedaturing the research program and will pay Vertsalties on product sales. Merck may
terminate the agreement without cause at any tipoe @0 days' advance written notice, except thkamginths' advance written notice
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is required for termination during the second yafahe research term (ending June 2006) or atiam/when a product has marketing
approval in a major market and the terminationoisthe result of a safety issue. Vertex recogniized 1 million and $8.4 million of revenue
related to research support and the up-front liegrayment for this collaboration in 2005 and 20@4pectively.

In the fourth quarter of 2005, Vertex reeel a $7.5 million milestone payment from Merck mloe demonstration of activity by VX-
680 on a clinically relevant biomarker during a &haclinical trial. Vertex recognized revenue &f@million in 2005 related to this
milestone. The remainder will be recognized overrdmaining contract term.

In addition, in the fourth quarter of 2008erck selected a follow-on compound (VX-667) fevdlopment. Merck paid the Company a
milestone payment of $12 million upon the selectidthe follow-on compound. Vertex recognized raxeinf $1.7 million in 2005 related to
this milestone. The remainder will be recognizedrahe remaining contract term.

Kissei Pharmaceutical Co., Lt

The Company and Kissei Pharmaceutical Gd.,("Kissei") are parties to an agreement toatwiirate on the 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 $7 million of development armdroercialization milestone payments.
Additionally, Kissei agreed to reimburse the Comp#or certain development costs, including a porid costs for Phase Il trials of VX02.
Research funding ended under this program on JOn20®0 and the Company has received the full amaiuresearch funding specified
under the agreement. Kissei has exclusive rightiew@lop and commercialize VX-702 in Japan ancagefar East countries and co-
exclusive rights in China, Taiwan and South Kofigge Company retains exclusive marketing rightsidatthe Far East and co-exclusive
rights in China, Taiwan and South Korea. In additithe Company will have the right to supply butkg material to Kissei for sale in its
territory and will receive royalties or drug supplgyments on future product sales, if any. In 2@0®4 and 2003, approximately
$7.3 million, $3.5 million, and $0.3 million, resp#vely, was recognized as revenue under the p3® Midase research and development
program. The $7.3 million of revenue recognize@005 includes a $2.5 million milestone paid uposd€i's completion of regulatory filings
in preparation for Phase | clinical developmenV#f702 in Japan.

P. Employee Benefits

The Company has a 401(k) retirement plae ‘(Vertex 401(k) Plan™) in which substantially aflits permanent employees are eligibli
participate. Participants may contribute up to 6if%their annual compensation to the Vertex 401{BnhPsubject to statutory limitations. The
Company may declare discretionary matching contiobs to the Vertex 401(k) Plan that are payabldéform of Vertex common stock.
The match is paid in the form of fully vested im®ts in a Vertex common stock
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fund. Employees have the ability to transfer fufidsn the Company stock fund as they choose. Thepgaomdeclared matching
contributions to the Vertex 401(k) Plan as follofivethousands):

2005 2004 2003
Discretionary matching contributions for the yeaded

December 31 $ 289 $ 249 $ 2,237
Shares issued for the year ended Decembe 21t 23¢ 18t
Shares issuable as of the year ended Decemb 19 57 61

Q. Related Party Transactions

As of December 31, 2005 and 2004, the Compad an interest-free loan outstanding to arceiffin the amount of $36,000 and
$97,000, respectively, which was initially advanaedpril 2002. The loan balance is included ineathssets on the consolidated balance
sheets.

In 2001, the Company entered into a foary®nsulting agreement with a director of the Camypfor the provision of part-time
consulting services over a period of four yearshatrate of $80,000 per year commencing in Jan2@@p and terminating in January 2006.

R. Contingencies

The Company has certain contingent liabgithat arise in the ordinary course of its bussractivities. The Company accrues contingent
liabilities when it is probable that future expendés will be made and such expenditures can lEnably estimated.

On December 17, 2003, a purported classradflarguerite Sacchetti v. James C. Blair et alas filed in the Superior Court of the State
of California, County of San Diego, naming as ddfamts all of the directors of Aurora who approvieel inerger of Aurora and Vertex, which
closed in July 2001. The plaintiffs claim that Atas directors breached their fiduciary duty to @dmarby, among other things, negligently
conducting a due diligence examination of VerteXdilng to discover alleged problems with VX-74bYertex drug candidate that was the
subject of a development program which was terrethaty Vertex in September 2001. Vertex has cemaiemnity obligations to Aurora's
directors under the terms of the merger agreensntden Vertex and Aurora, which could result inteeiiability for attorney's fees and
costs in connection with this action, as well asdioy ultimate judgment that might be awarded. &helan outstanding directors' and officers’
liability policy which may cover a significant payt of any such liability. The defendants are vigesly defending this suit. The Company
believes this suit will be settled without any sfgrant liability to Vertex or the former Aurorardictors.

S. Guarantees

As permitted under Massachusetts law, Westarticles of Organization and Bylaws providettttee Company 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 certain dit@od officers' liability insurance policies thatiuce its monetary exposure and enat
to recover a portion of any future amounts paice Tompany believes the estimated fair value ofetiredemnification arrangements is
minimal.
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Vertex customarily agrees in the ordinasyrse of its business to indemnification provisionagreements 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 discoy@nd development collaboration
agreements. With respect to the Company's clitiizds and sponsored research agreements, thesmimiication provisions typically apply
to any claim asserted against the investigaton@irtvestigator's institution relating to persangury or property damage, violations of law or
certain breaches of the Company's contractual afidigs arising out of the research or clinicalitegbf the Company's compounds or drug
candidates. With respect to lease agreementsndeeninification provisions typically apply to clairasserted against the landlord relating to
personal injury or property damage caused by thegamy, to violations of law by the Company or ta&@i& breaches of the Company's
contractual obligations. The indemnification préets appearing in the Company's collaboration agesds are similar, but in addition
provide some limited indemnification for its coltiator 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 persajuay, property damage and general liability theduce its exposure for indemnification
and would enable it in many cases to recover ageoodf 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.

Effective on March 28, 2003 the Companylsmrtain assets of PanVera LLC to Invitrogen Coapon for approximately $97 million.
The agreement with Invitrogen requires the Comparigdemnify Invitrogen against any loss it mayfeuby reason of Vertex's breach of
certain representations and warranties, or fatilugerform certain covenants, contained in theegent. The representations, warranties and
covenants are of a type customary in agreemertdso$ort. The Company's aggregate obligations wutgeindemnity are, with a few
exceptions which the Company believes are not iahteapped at one-half of the purchase price,agpldy to claims under representations
and warranties made within fifteen months aftesiclg (which period has ended) although there isarcesponding time limit for claims
made based on breaches of covenants. Invitrogemads no claims to date under this indemnity, dieddompany believes that the
estimated fair value of the remaining indemnificatobligation is minimal.

Effective on December 3, 2003, the Compsoigl certain instrumentation assets to Aurora Dieog Inc. for approximately
$4.3 million. The agreement with Aurora Discovdng. requires the Company to indemnify Aurora Disany, Inc. against any loss it may
suffer by reason of the Company's breach of cerggiresentations and warranties, or failure toguarfcertain covenants, contained in the
agreement. The representations, warranties andhanteare of a type customary in agreements ostris The Company's aggregate
obligations under the indemnity are capped at aikdfi the purchase price, and apply to claims umepresentations and warranties made
within fifteen months after closing (which periodshended) although there is no corresponding fimiefbr claims made based on breaches
of covenants. Aurora Discovery, Inc. has made aond to date under
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this indemnity, and the Company believes that 8tenated fair value of the remaining indemnificatmbligation is minimal.

On February 10, 2004, Vertex entered inealer Manager Agreement with UBS Securities Lh@annection with the exchange of
approximately $153.1 million of the February 2014t&& for approximately $153.1 million of 2007 Not€s September 13, 2004, the
Company entered into a second Dealer Manager Agreewith UBS Securities in connection with the exte of approximately
$79.3 million of the September 2004 Notes for agppnately $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 them@any's breach of representations
and warranties relating to the exchanges of theanible notes, the Companies failure to performiaie covenants in those agreements, the
inclusion of any untrue statement of material fadhe materials provided to potential investorghia 2011 Notes, the omission of any
material fact needed to make those materials ngleanding, and any actions taken by the Compantg eepresentatives in connection with
the exchanges. The representations, warranties@mhants in the Dealer Manager Agreements ardygfeacustomary in agreements of this
sort. The Company believes the estimated fair vafubese indemnification obligations is minimal.

On June 7, 2005, the Company entered iftorahase Agreement with Merrill Lynch, Pierce, fi@n& Smith Incorporated, as the
representative of the several underwriters nameckih, relating to the public offering and salesbéres of the Company's common stock.
Purchase Agreement requires the Company to indgrtivéfunderwriters against any loss they may siifjereason of the Company's breach
of representations and warranties relating tophiiéatic offering, the Company's failure to perforertain covenants in those agreements, the
inclusion of any untrue statement of material fadhe prospectus used in connection with thatroffg the omission of any material fact
needed to make those materials not misleadingaapdctions taken by the Company or its represeatain connection with the offering.
The representations, warranties and covenant®iRtinchase Agreement are of a type customary @eaggnts of this sort. The Company
believes the estimated fair value of these indeigatibn obligations is minimal.
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T. Quarterly Financial Data (unaudited)

(in thousands, except per share data)

Revenues
Royalties
Collaborative and other research and developmeenrees

Total revenue
Costs and expense
Royalty payment
Research and developmt
Sales, general and administrat
Restructuring expen:

Total costs and expens

Loss from operation

Interest incom

Interest expens

Loss on exchange of convertible subordinated r

Net loss

Basic and diluted net loss per common sl
Basic and diluted weighted average number of comshanes
outstanding

Revenues
Royalties
Collaborative and other research and developmerhrees

Total revenue
Costs and expense
Royalty payment
Research and developm:
Sales, general and administrat
Restructuring expens

Total costs and expens
Loss from operation
Interest incomi
Interest expens
Loss on retirement of convertible subordinated

Net loss

Basic and diluted net loss per common sl
Basic and diluted weighted average number of comshanes
outstanding

Three Months Ended

March 31, June 30, Sept. 30, Dec. 31,
2005 2005 2005 2005
$ 6,15 $ 7,467 $ 9,46€ $ 9,74:
22,45:¢ 24 ,85¢ 26,74. 54,01
28,60¢ 32,32: 36,20 63,75¢
2,03( 2,48¢ 2,79¢ 2,78
57,43¢ 59,351 63,59( 68,15¢
9,627 10,81« 10,73¢ 12,81:
1,91¢ (1,749 1,56¢ 6,39¢
71,00¢ 70,917 78,68¢ 90,15(
(42,400) (38,596 (42,487 (26,39/)
2,31¢ 2,241 3,73¢ 3,69t
(4,639 (4,639 (4,505) (3,54%)
— — (36,32 (11,889
$ (44,720 $ (40,989 $ (79,579 $ (38,13))
N ]
$ (056 $ (050 $ (0.84 $ (0.3¢)
79,42¢ 82,27 94,59( 100,53!
Three Months Ended
March 31, June 30, Sept. 30, Dec. 31,
2004 2004 2004 2004
$ 258: $ 4,011 $ 440 $ 6,32¢
14,93: 14,53( 22,42 33,50¢
17,51 18,54: 26,82¢ 39,83¢
84¢€ 1,32¢ 1,46¢€ 2,00¢
41,67¢ 47,45( 48,79( 54,24’
9,72: 10,16( 10,60( 11,657
1,81¢ 1,831 1,561 12,35¢
54,06! 60,77 62,41° 80,27:
(36,54¢) (42,23)) (35,589 (40,436
2,99( 2,54¢ 2,44r 2,34z
(4,427) (4,581) (4,63 (4,675
(2,457 — (993) —
$ (40,439 $ (44269 $ (38,77) $ (42,769

$ 052 $ 056 $ .49 $ (0.54)

78,09/ 78,80" 78,74: 79,07
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Confidential Treatment Requested. Confidentialipog of this document have been redacted and hese Separately filed with the
Commission

AMENDMENT NO. 1
TO
RESEARCH, DEVELOPMENT AND
COMMECIALIZATION AGREEMENT (the "Existing Agreement ")
DATED MAY 24, 2004 BY AND BETWEEN VERTEX PHARMACEUT ICALS
INCORPORATED ("Vertex") and CYSTIC FIBROSIS FOUNDAT ION
THERAPEUTICS INCORPORATED ("CFFT")

This Amendment No. 1 (the "Amendment") iadw this 6" day of January, 2006 (the "Effective Date") betw¥entex, a Massachusetts
corporation with principal offices at 130 Waverliréet, Cambridge, MA 02138242 and CFFT, a Delaware corporation with prinlcifices
at 6931 Arlington Road, Bethesda, Maryland 2081drt& and CFFT are referred to hereinafter colletyias the Parties.

INTRODUCTION

In 1998, CFFT made an award to Aurora Bayszes to do a feasibility study using high througthscreening for cf targets. On May 19,
2000, CFFT selected and provided support for AuBiosciences to conduct high throughput screeniitiy iespect to the CFTR target
identified by CFFT. Since that time, Aurora Biosaes, and then after its merger into Vertex, Vertexe been conducting a Research
Program with CFFT's support aimed at identificatma design of Potentiator and Corrector Compoumats, of which are directed as a
principal mode of therapeutic action at modulatidthe biological effect of CFTR in different wagad with different anticipated results. 1
Existing Agreement contemplated that during thersewf the Research Program, Vertex, with CFFTreeagent, would select either the
Potentiator or the Corrector approaches as itsdyirRrogram, to which a majority of resources urilerResearch Program would be
directed, and the other approach would be desidreg@n Alternative Program, to which the balarfaesources would be directed.

Vertex has selected the Potentiator appraache Primary Program, with the concurrenceRFT; and expects to designate a
Potentiator Compound as a Development Candidate bafore December 31, 2005.

The Parties continue to believe that it haypossible to create Corrector Compounds of feégunit potential value as therapeutics in the
Field. To further this effort, CFFT and Vertex agjteereinafter to provide additional funding andteeiintends to continue its research eff
with respect to Correctors beyond the current RekeBermination Date of December 31, 2005. The gsepf this Amendment is to modify
the terms of the Existing Agreement to reflectphegress made in the Research Program duringritsrduerm and to set forth the terms of
the extended Corrector Research Program.

Capitalized terms not otherwise definethis Amendment shall have the meaning ascribeldamtin the Existing Agreement. If spec
provisions of this Amendment are inconsistent sjlecific provisions of the Existing Agreement, gievisions of this Amendment shall
control.
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In consideration of the mutual covenantdah in this Amendment, and other good and viale@onsideration, the receipt of which is
hereby acknowledged, the Parties agree as follows:

1. General.

1.1. Vertex and CFFT acknowledge that the "Primary Paogrunder the Existing Agreement refers to reseactivities relating to
Potentiator Compounds. CFFT has no further righetmest under Section 2.5 of the Existing Agredrtteat Vertex designate
Correctors as the Primary Program, or to termittseExisting Agreement under Section 10.5.1 thereof

1.2. After December 31, 2005, the "Research Program'refiér to research undertaken under the Existigge@ment, as amended hereby,
with respect only to Corrector Compounds (exceptHe Potentiator research funded during 2006 esifégd in the attached Resea
Plan). The "Research Plan" under Section 2.4 oEthisting Agreement will mean, after December 3J10%, the initial plan for
conduct of the Research Program focused on Corse(@ad to a limited extent, Potentiators, as mhediin the Research Plan), sub
to applicable provisions of Section 2.4.1 of theésErg Agreement regarding modifications to thas&arch Plan. A copy of the initial
Research Plan for continuing Corrector research(ifitial Corrector Research Plan") is attachethts Amendment aExhibit 1.2.
The concepts of Primary Subplan and Alternativepfarbas referenced in Section 2.4.3 of the Existiggeement will no longer
apply to activities undertaken under the Researogr@m after December 31, 2005. The terms of thistieg Agreement that provide
for the allocation of resources between the Prinaauy the Alternative Programs will not be applieatal the Research Program after
December 31, 2005.

1.3. The budget for the Research Program under theiixisigreement for the one year period ending Deaarth, 2005 (the "Current
Budget") is attached hereto Ezhibit 1.3, has been approved by both Parties hereto andsemis an agreed allocation of funding
between the Primary and the Alternative Program#i® period ending December 31, 2005. The Pantgs agreed on a separate
budget (the "Initial Corrector Budget") represegtan agreed allocation of additional Corrector aesle funding to be provided under
this Amendment, as referenced in Section 4.1 belomthe period commencing on the Effective Datéhi§ Amendment and ending
on the Research Termination Date referenced indett4 below.

1.4. The Research Termination Date shall mean the ettteakvised Research Program directed at theifidation and design of
Corrector Drug Product Candidates (the "Correcesdarch Program") which shall be March 31, 200&ssthe Research Program
under the Existing Agreement as amended herebthé&wise extended or terminated in accordance itgtterms.

1.5. Theterm "Drug Product[s]" is amended to mean isliled dosage form that is prepared from Bulk Drubs&ance covered by Vertex
CF Technology and is ready for administration & titimate consumer as a pharmaceutical.

1.6. The term "Vertex CF Technology" as defined in tixésting Agreement shall also be deemed to refelata, technical information,
know-how, inventions (whether or not patented)léraecrets, processes and methods discoveredapdes, and Controlled by
Vertex or its Affiliates, in the course of the parhance of the Research Program under this Amenglimeinshall not refer to Vertex's
general drug design technology whether in hardwassftware form, tangible or intangible.
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1.7. The provisions of Section 6.3 of the Existing Agrnemt shall apply to this Amendment as if it werenbeentered into as part of t
Existing Agreement. The Parties will agree on therng and content of a press release relatingisoAmendment.

2.  Termination Provisions.

2.1. On the Effective Date of this Amendment, CFFT shallonger have the right to terminate the Exiséhggeement under
Section 10.5.1 (relating to a disagreement ovechizéce of Primary and Alternative Programs) ortieec10.6.3 (relating to
termination of the Alternative Program). Therefdbmse sections of the Existing Agreement are hedeleted.

2.2. Section 10.5.2 of the Existing Agreement is heraimended to read as follows:

"At its sole discretion, CFFT may terminate the &ash Program effective June 30, 2006 or June(7,2ipon not less than
sixty (60) days prior written notice to Vertex (d&farly Termination Notice")."

2.3. Sections 10.5.4, 10.5.6 and 10.7 of the Existinge@ment are hereby deleted.

2.4, Section 10.6.1 of the Existing Agreement is heraimgnded by substituting the word "if" for the wduoaless" in the fourth-tdast line
of that section.

3. Other CFTR Research.

During the period for which funding is prded to Vertex by CFFT under the Existing Agreem@stamended herein or subsequently
from time to time), and under a separate agreepreniding for continued Potentiator funding (theoténtiator Funding Agreement”), if such
funding is provided in other than in the Existingr@ement, all of Vertex's research efforts direetethe identification, development and
commercialization of pharmaceutical products theatehas their principal mode of action the modutatdé CFTR shall be conducted under
Existing Agreement (as amended herein or subselyuentn time to time) and under the Potentiator &ing Agreement. During thig**]
period following the later of the last date uponieghhCFFT provides funding to Vertex under the BrigtAgreement (as amended herein or
subsequently from time to time), or the last dageruwhich CFFT provides continuing Potentiator fingdunder the Potentiator Funding
Agreement, if such funding is provided for othearthin the Existing Agreement, Vertex shall not eirieo any research, development or
commercialization agreement (a "Third Party Agreetfjewith a third party directed toward the eventt@ammercialization (including the
acquisition and sale of a marketed product) ofaplaceutical product that has as its principal nafdection the modulation of CFTR and is
not a Drug Product (the "New Product"), unless CkHTreceive the same royalty rate from Vertextoe third party under the Third Party
Agreement as is provided under Section 5.3.1 oEtkisting Agreement (as it may be subsequently a®e)y) on account of any Net Sales of
the New Product. An agreement between Vertex ghddparty for the conduct of research activiti@sgder which that third party does not
then (or by subsequent agreement with such thirg)@eceive any license rights to, or compensatiith respect to the development or sale
of, any pharmaceutical product that has CFTR mdiduas its principal mode of action, shall notdeemed a Third Party Agreement for the
purposes of the foregoing restriction. The foregginovisions of this Section 3 shall not apply ty &hird Party Agreement relating to a N
Product that is a Corrector from and after the datn which CFFT exercises its termination rightder section 10.5.2 of the Existing
Agreement (as amended pursuant to this Amendment)Nin the event of an Interruption under Sectior6.2 of the Existing Agreement
with respect to either Potentiator or Correctoeagsh programs, Vertex shall not enter into angagient with a third party for commercial
purposes, for a period §f**] after such Interruption, relating to the programvtach the Interruption related.
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4.

Budget and Funding

From and after the Effective Date of thimé@ndment, the following provisions shall apply fy ancremental funding for Corrector

research in 2005, and to the budget and fundinglfa@@orrector research thereafter under the RebeRlan, in lieu of the provisions in
Sections 4.1, 4.2 and 4.3 of the Existing Agreement

4.1.

4.2.

4.3.

The initial budget for incremental funding of ther@ctor Research Program, relating to discovetinvzation and IND-enabling
activities for Corrector Compounds, is attachedttweasExhibit 4.1(the "Initial Corrector Budget"). The Initial Coa®r Budget
includes only amounts that are incremental to timeling currently provided for Corrector researchhia "Alternative Program” under
the Current Budget. Any material revisions to thigidl Corrector Budget which would result in arctiease in total funding for the
Corrector Research Program beyond the amount prduvidder this Amendment will require the prior apMad of CFFT. Any other
adjustments to the Initial Corrector Budget mayhdertaken by Vertex with prior notice to, but waith prior approval from, CFFT.
Vertex will provide CFFT witH***] reports within***] showing expenses incurred under the Corrector Res@xogram during the
quarter just ended against budgeted expensesdoqtiarter. Fop**] , the report will cover the period from the EffeetiDate of this
Amendment through the end of that quarter.

CFFT will fund[***] of the Initial Corrector Budget and Vertex will fdft**] of the Initial Corrector Budget. Based on the apprb
Initial Corrector Budget of**] , CFFT will make the payments to Vertex specifietblv during the specified periods.

INITIAL CORRECTOR BUDGET

(millions $)
Aggregate
Budget CFFT Financial
Research Period Amount Commitment
January 1, 20(—December 31, 200 [**] [**]
January 1, 20(—March 31, 200¢ [***] ]

Payments due under the Initial Corrector Budgea@rount of internal FTEs shall be made by CIP#d] . Payments due under the
Initial Corrector Budget on account of externaltscghall be made by CFFT to Vertgx*] within [***] following [***] . All
payments shall be made without deduction for wittlimg or similar taxes in United States dollarghe credit of such bank accouni
may be designated in writing to CFFT. Any paymenwitéch fall due on a date that is a legal holidayire Commonwealth of
Massachusetts may be made on the next followingttiyis not a legal holiday in The Commonwealth.d before January 31 of
2006, 2007, 2008 and 2009, Vertex will provide CR#ih an accounting of all internal FTE costs arttenal Research costs
(including documentary evidence of such externatgjdncurred under the Research Program duringhthst recently concluded
calendar year. Internal FTE costs will be calculaean annual rate §f*] per FTE.

If CFFT's contribution for any reporting periodiisexcess of its agreed portion of the total expeénsurred by Vertex (internal and
external) for the Corrector Research Program far pleriod, the excess amount will be carried overapplied as a credit against
CFFT's required contribution in future periods, eptcthat any aggregate excess contributions prduigeCFFT as of the end of the
Research Program Term will be refunded to CFFTiwittt*] thereafter. To the extent not inconsistent withghravisions of this
Amendment, the provisions of Section 4.5 will apflythe Corrector Research Program.
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4.4. Vertex will dedicate a minimum average[***] FTE scientists (on an annualized basis) to thee€tor Research Program during
term,[***] .

5. Royalties Outside the Field
Section 5.3.2 of the Existing Agreement is ameraietbllows:
"5.3.2 Net Sales outside the Field. Vertex shall &FT a royalty of***] ."
[Signature Page Follows]
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IN WITNESS WHEREOF, the Parties hereto hexecuted this Agreement the day and year first@abaitten.

VERTEX PHARMACEUTICALS CYSTIC FIBROSIS FOUNDATION

INCORPORATED THERAPEUTICS, INCORPORATEI

By: /sl KENNETH S. BOGER By: /s/ ROBERT J. BEALL, PH.D.
Senior Vice President President and Chief Executive Officer

and General Couns
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Exhibit 1.2
Corrector Research Plan

[***]
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Exhibit 1.3
Current Budget

[***]
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Exhibit 4.1
Initial Corrector Budget

[***]
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Execution versior

RESEARCH, LICENSE AND
COMMERCIALIZATION AGREEMENT

This RESEARCH, LICENSE AND COMMERCIALIZATIN AGREEMENT (this "Agreement") is effective as oé&ember 12, 2005,
(the "Effective Date") and is entered into by amtineen Glaxo Group Limited, a corporation organizeder the laws of England, with
offices at Glaxo Wellcome House, Berkeley Avenussdaford, Middlesex, UB6 ONN, United Kingdom ("G9Kand Vertex
Pharmaceuticals Incorporated, a Massachusetts retiqno with corporate offices at 130 Waverly Strégambridge, MA 02139-4242, United
States of America ("Vertex").

Background:
A. GSK is interested in developing and commercializinggs selectively targeting tffg*] ion channel.
B. Vertex has undertaken a broad drug discovery pmgedating to thg***] ion channel, and has exclusive rights to VX-408mell-

molecule[***] ion channel inhibitor. GSK desires to obtain anige to VX-409 and Vertex is willing to grant suclicanse, in each
case on the terms set out in this Agreement.

C. Vertex also has an ongoing Back-up Program diretctedrd the identification of one or more additibfta*] ion channel inhibitors
as back-ups to VX-409. Vertex is willing to provi@SK with rights to Back-up Compounds generateithé program, on the terms
set out in this Agreement.

NOW, THEREFORE, in consideration of the foregoing premises andntiuéual covenants herein contained, the receipsaffitiency
of which are hereby acknowledged, the Parties aagdellows:

ARTICLE 1: DEFINITIONS

Unless specifically set forth to the congrerein, the following terms, whether used inshmgular or plural, shall have the respective
meanings set forth below.

1.1 "Affiliate” shall mean, with respect to any Person, any otBesdp that directly or indirectly controls, is canfied by or is under
direct or indirect common control with, such Perdéor purposes of this Section 1.1, the term "adthtneans the possession, direc
indirect, of the power to direct or cause the dicecof the management and policies of a Persoethdr through the ownership of
voting securities, by contract or otherwise. Contifcany Person by another Person will be presuifiiétly percent (50%) or more of
the securities or other ownership interests reptaspthe equity, the voting stock or general parship interest of the first Person are
owned, controlled or held, directly or indirectlyy the other Person, or by an Affiliate of the otRerson.

1.2 "Back-up Compound" means a Compound other than VX-409 that will bestiigiect of the Back-up Program, all of which are
identified inSchedule 1.Rereto.

1.3  "Back-up Program" means the research activities undertaken by Veefaxive to the Back-up Compounds as set forthriticke 2.

1.4  "Back-up Program Term" means the period commencing on the Effective Datkesding on December 31, 2005, or such other
as may be agreed by the Parties pursuant to Seétflon

1.5 "Calendar Year" means each successive period of twelve (12) mauaimnencing on January 1 and ending on December 31.
1.6  "Change of Control" means a transaction or series of related transectiat results in (a) the holders of outstandioiing securitie

of a Party immediately prior to such transactioasteg to represent at least fifty percent (50%hefcombined outstanding voting
power of the surviving entity immediately after bucansaction; (b) any Third Party (other thanustee or other




1.7

1.8

1.9

1.10

1.11

1.12.

1.13

1.14

1.15

1.16

1.17

1.18

1.19

fiduciary holding securities under an employee fiep&n) becoming the beneficial owner of fiftynesent (50%) or more of the
combined voting power of the outstanding securitiea Party; or (c) a sale or other dispositiom fbhird Party of all or substantially
all of a Party's assets or business.

"Clinical Trial" means a Phase | Clinical Trial, a Phase lla Cliricil, a Phase Ilb Clinical Trial or a Phasedlinical Trial.

"Combination Product" means a single product that includes one or maageutically active ingredients other than a Pcbdu
Candidate or a Product, in combination with a Pobdiandidate or Product. All references to Produtiiis Agreement shall be
deemed to include a Combination Product unlesswibe specifically noted.

"Commercial Failure or Technical Failure" means the suspension or discontinuation of theldprent or commercialization of a
Product Candidate or Product, based on the gotddatermination by GSK that development or commaéeation of that Product
Candidate or Product is no longer commercially saable [***].

"Commercial Milestone Payment" means a payment required under the provisions afd@®e8.5 hereof.

"Commercially Reasonable Efforts" means efforts and resources, with respect to &pkmt Party, and with respect to a referenced
Product Candidate or Product, that are comparalileose generally used by that Party in the exemfists reasonable business
judgment relating to other prescription pharmaaalfproducts owned or licensed by it or to whichas exclusive rights, which have
market potential and are at a stage of developaremtoduct life similar to the referenced Produan@idate or Product, taking into
account measures of relative safety and efficamdyrct profile, the competitiveness of the markatp| the proprietary position of the
compound or product, the regulatory structure imed| the relative profitability of the products damther relevant factors, including
without limitation comparative technical, legaliesttific, and/or medical factors.

"Competing Product" shall mean a small molecule chemical compound (dtte a Product Candidate or Product) that iseith
being marketed or is in clinical developmérit].

"Compound" means each of (1) VX-409, (2) the Back-up Compotardi(3) any compounds included in this Agreemeryravided
in Sections 2.9(b) and 2.9(c), in each case inalydiith respect to any such compound, all of itadpugs and metabolites, its stereo-
isomers and tautomers, and all of its and thearessalts, hydrates, solvates and polymorphs.

"Control" or "Controlled by" means the ownership or other legal authority drtrag a Party to grant a license or sublicense of
intellectual property to another Party without lmigiag the terms of any agreement with a Third Ramfyinging the intellectual
property rights of a Third Party, or misappropnagtthe proprietary or trade secret information @had Party.

"Development Candidate Criteria” means the criteria set out8thedule 1.15as such criteria may subsequently be revisetidy t
Parties as an amendment to this Agreement.

"Development Milestone Event"is defined in Section 8.4.
"Development Milestone Payment"is defined in Section 8.4.
"Development Plan" is described in Section 3.4.1.

"Development Program" means all activities associated with the clinicad aonclinical development, testing, manufacturé an
Regulatory Approval of Product Candidates and Petedpursuant to a Development Plan.
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1.20 "Exclusivity Period" means th{***] period commencing on the day following the endchef Bacl-up Program Termrr

1.21 "FDA" means the United States Food and Drug Administratioany successor U.S. governmental agencyshasponsible for
approving the sale of pharmaceuticals in the UnBtdes.

1.22 "Field" means all human therapeutic, prophylactic and diatitniuses of Product Candidates and Products.
1.23 "Filing" of an NDA means the acceptance of the NDA filingadgegulatory Authority.
1.24 "Final Back-up Report" is defined in Section 2.5.

1.25 ‘"First Commercial Sale" means, with respect to any Product, the first shthat Product in a country of the Territory fageuor
consumption by the general public in such counther thane.g., in so-called "Phase V" clinical trials) after Kkeating
Authorization for such Product has been obtaineslich country. For the avoidance of doubt, sales py receipt of all marketing
approvals necessary to commence regular commeadis, such as so-called "treatment IND salesiméubpatient sales" and
"compassionate use sales", shall not be constmiad-&rst Commercial Sale. Such sales shall howsestitute Net Sales.

1.26 "GMP" means current good manufacturing practices asnextjbly the FDA under the provisions of 21 C.F.Rt9210 and 211 (as
the same may be amended) and all applicable FD&5 raégulations, orders and guidances.

1.27 "GSK Information and Inventions" means all discoveries, Improvements, processe$auet protocols, formulas, data, Inventions,
know-how and trade secrets, patentable or other@isetrolled by GSK or its Affiliates and discovdrereated or developed by
employees of GSK, or by other persons not emplayadtained by Vertex and acting on behalf of G8ikectly related to the
research, development, utilization, manufactursabe of Product Candidates or Products.

1.28 ‘"Improvement" means any enhancement, whether or not patentalites formulation, preparation, presentation, medmelivery,
or dosage of a Product Candidate or Product, shdistovered or developed by Vertex during the BgzlProgram Term, or by GSK
or its Related Parties in connection with any diiéis conducted under this Agreement, relative Rr@luct Candidate or Product.

1.29 ‘"Indication" means a separate and distinct disease or mediwditiom in humans (i) that a Product Candidate Wwhicin Clinical
Trial(s) is being evaluated to treat or preventjidfor which a Product has received Marketingtiarization, meaning that the dise
or medical condition is contained in the Produetxling as part of the Marketing Authorization sarch Product***].

1.30 ‘"Information” means any and all information and data, includihgcentific, pre-clinical, clinical, regulatorynanufacturing,
marketing, financial and commercial informationdata, whether communicated in writing, electrorjcat orally or by any other
method, which is provided by one Party to the ofPemty in connection with this Agreement.

1.31 ‘"Initiation" means, with respect to a particular Clinical Tribg administration of the first dose of a ProdDahdidate or Product tc
human in that Clinical Trial.

1.32 ‘"Invention" means any process, method, use, composition oématticle of manufacture, discovery or findingttis conceived

and/or reduced to practice (whether or not patdeXdt) in the course of the Baakp Program, or (ii) during the Development Prog
with respect to activities conducted under thisefgnent, relating to a particular Product Candidateroduct.
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1.33

1.34

1.35

1.36

1.37

1.38

1.39

1.40

1.41

1.42

1.43

"Joint Development Team" and"JDT" are defined in Section 3.

"Joint Information and Inventions” means all Information, Improvements and Inventiorested, developed or invented jointly by
employees of GSK and Vertex, or by others actingeimalf of GSK and Vertex, in the course of ad@gtundertaken under this
Agreement.

"Joint Patent Rights" means all national, regional and international patand patent applications, certificates of inienand
applications for certificates of invention, incladidivisions, continuations, continuations-in-padditions, reissues, renewals,
extensions, substitutions, re-examinations or ratms, registrations and revalidations, and seipphtary protection certificates or
the like or any of the foregoing and all foreigruelents thereof, that, when granted, recite arctiirected to Joint Information and
Inventions.

"Joint Steering Committee" and"JSC" are defined in Section 3.2.

"Know-How" means Vertex Know-How.

“Lead Compound" means, at any time, that Product Candidate thattfee most advanced stage of development. VX-4QBé Lead

Compound as of the Effective Date. If at any tilmeré is no Product Candidate in development, theib.éad Compound shall mean

the next Product Candidate selected for development

"Major Market Country" shall mean any one of the following countrigs?*].

"Marketing Authorization" means all approvals from the relevant RegulatorthArity necessary to market and sell a Product in a

particular country for the prevention or treatmehany one or more Indications. For countries whgreernmental approval is

required for pricing or reimbursement for the PreigiMarketing Authorization” shall not be deemeddtcur until such pricing or

reimbursement approval is obtained.

“[***] lon Channel" meang***].

"NDA" means a New Drug Application, Worldwide Marketingplication, Marketing Application Authorization, eimilar

application or submission for Marketing Authorizatiof a Product, that is filed with a Regulatorytiarity to obtain marketing

approval for a pharmaceutical product in a paréicebuntry or group of countries.

"Net Sales" means the gross amount billed or invoiced by GSKsdRelated Parties on arms-length sales of auetdd a Third

Party, less Permitted Deductions. "Permitted Dednst includes only the following, and, with theceyption of (vii) below, only to

the extent specifically related to the gross amdilted or invoiced:

0] customary transportation charges relating to tlelfut, including handling charge and insurance premrelating thereto;

(i) sales taxes, excise taxes and duties paid by anéfuaded to the selling Party and directly redati® sale of the Product, and
any other equivalent governmental charges impoped the importation, use or sale of the Produdtekaluding income and
similar taxes;

(i)  government-mandated and other rebates (such asithosspect of any state or federal Medicare, ReEdior similar
programs);

(iv)  customary trade, quantity and cash discounts atloeveProduct;

(v) allowances or credits to customers on accounttodspective price reductions affecting Product;
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1.44

1.45

1.46

1.47

1.48

1.49

1.50

151

1.52

1.53

(vi)  customary Product rebates and Product charge lraaksling those customarily granted to managed eatities; anc
[***]

[***]

"Party" means GSK or Vertex, ari@arties” means GSK and Vertex.

"Person" means any individual, corporation, partnershippaission, joint-stock company, trust, unincorpodateganization or
government or political subdivision thereof.

"Phase | Clinical Trial* means a human clinical trial for a Product CandidatProduct, in any country, that would satisfy th
requirements of 21 CFR §312.21(a).

"Phase lla Clinical Trial" means a human clinical trial in any country thaulticsatisfy the requirements of 21 CFR §312.21(ig) a
is intended to explore a variety of doses, dosearese, and duration of effect, and to generataimtvidence of clinical activity and
safety, for a Product Candidate or Product in #ingdt patient population.

"Phase llb Clinical Trial" means a human clinical trial in any country thatildcsatisfy the requirements of 21 CFR §312.214hjl
is a controlled dose-ranging study designed tdh&revaluate the efficacy and safety of a Prodacid@iate or Product in the target
patient population, beyond the scope of any inRiaase Il evaluation.

"Phase Il Clinical Trial" means a human clinical trial, performed after pnalary evidence suggesting effectiveness of thellrro
Candidate or Product has been obtained, conduatéddusion in (i) that portion of the FDA submitzs and approval process which
provides for the continued trials of a Product Gdatk on sufficient numbers of human patients tafiom with statistical significance
the safety and efficacy of a Product sufficienstpport Marketing Authorization in the proposedit¢ation, as more fully defined in
21 CFR §312.21(c), or (ii) equivalent Regulatoryeigy submissions with similar requirements in antguother than the United
States.

"Product” means any pharmaceutical preparation in final foomtaining a Product Candidate, for sale by prp#on, over-the-
counter or any other method, and including witHomitation any Combination Product. For purposeshef definition of "Net Sales"
hereunder, a "Product” shall include a Compounddyased for any human therapeutic, prophylactdiagnostic purposes.

"Product Candidate" means a Compound which GSK has the rights, purga&Bection 2, to include within the Development
Program. For the avoidance of doubt, VX-409 shaltlbemed to be a Product Candidate.

"Region" means any one of (a) the United States of Ameitie#erritories and/or possessions, and Canaddtbeh American
Region"); (b) Europe (the "European Region," bahlmycurrent member countries of the European Uar@hany additional member
countries of the European Union or any successthiretdcuropean Union at the relevant date); orgppa.

"Regulatory Approval" means, with respect to any country or region, @harizations by the appropriate governmental yatit
entities necessary for commercial sale of a Promhuttat country or region (not including pricingr@imbursement approval).
"Regulatory Approval” in the United States shallamdinal approval of a new drug application purguar2l CFR 8314 (or any
successor regulation having the same purpose extgfpermitting marketing of a Product in intetstaommerce in the United States.
"Regulatory Approval” in the European Union shadlan final approval of a Marketing Authorization Aipption ("MAA") pursuant

to Council
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1.54

1.55

1.56

1.57

1.58

1.59

1.60

1.61

1.62

1.63

1.64

1.65

Directive 75/319/EEC, as amended, or Council Remgui&2309/93/EEC, as amended, or pursuant to acgessor regulation having
the same purpose or effect.

"Regulatory Authority" shall mean any applicable government regulatorigaaity involved in granting approvals for the
manufacturing, marketing and sale of a ProdudhénTerritory, including, in the United States, theited States Food and Drug
Administration, and any successor governmentalaityhhaving substantially the same function.

"Related Party" shall mean each of GSK's Affiliates and permitteblisensees.

"Selectivity Assay" shall mean

[***] .

"Specifications” means the specifications for supplies of VX-40®égrovided pursuant to Section 5.2, as agreedietailed on
Schedule 1.57.

"Territory" means all of the countries in the world, and tkegiritories and possessions.
"Third Party" means an entity other than GSK and its Relatedd3aend Vertex and its Affiliates.
"Unit Direct Cost of Goods" is defined orSchedule 1.60.

"U.S." and"United States" and"United States of America" shall mean the United States of America and iti¢eies and
possessions.

"Valid Patent Claim" means a claim of an issued and unexpired patehided within the Vertex Patent Rights which (ajrolaa
Product as a composition of matter, or the fornitatmethod of manufacture or use of the Produdt(biphas not been revoked or
held unenforceable, unpatentable or invalid byasiten of a court or other governmental agencyoshpetent jurisdiction (which
decision is not appealable or has not been appedtkith the time allowed for appeal), nor has bd&tlaimed, denied or admitted to
be invalid or unenforceable through reissue, ravgéxation or disclaimer or otherwise.

"Valid Safety Issue" is defined in Section 11.2.

"Vertex Information and Inventions" shall mean all Vertex Knowtow and all other discoveries, Improvements, preegsmethod
protocols, formulas, data, Inventions and tradeetecpatentable or otherwise, discovered, createi@veloped, and Controlled by
Vertex or its Affiliates as of the Effective Date@enerated by Vertex or its Affiliates in the cemiof Vertex's performance of the
Back-up Program under this Agreement, and relatedd research, development, utilization, manufaoctu sale of any Product
Candidate or Product. Notwithstanding the foregpthg term "Vertex Information and Inventions" $hmadt apply to Vertex's general
drug design technology whether in hardware or sariéwiorm, tangible or intangible.

"Vertex Know-How " means all information and materials, includingadiveries, Improvements, processes, methods, pistoc
formulas, data, inventions and trade secrets, fiknor otherwise, that do not fall within the Yer Patent Rights and that are
Controlled by Vertex or its Affiliates as of thef&ftive Date or are discovered, developed, usegbplied by Vertex or its Affiliates i
the course of Vertex's performance of the BapkProgram, and which are useful in the reseambeldpment, utilization, manufactt
or sale of any Product Candidate or Product; pexidhowever, that the term "Vertex Know-How" shradt apply to Vertex's general
drug design technology whether in hardware or sarféworm, tangible or intangible, including its éPR technology.

Information redacted pursuant to a confidentialai@ent request. An unredacted version of the
exhibit has been filed separately with the Comroissi

6




1.66

1.67

"Vertex Patent Rights" means all patents and patent applications thaCangrolled by Vertex on the Effective Date or dgrihe
Back-up Program Term (or, with respect only to @mmpounds which fall under this Agreement by reasfdBections 2.9(b) or 2.9
(c), during the Exclusivity Period) which generlgadr specifically claim (i) a Compound, a Prod@zndidate or a Product; (ii) a
process for manufacturing a Compound, a Productlidate or a Product, or an intermediate used ih pouacess; or (iii) a use of a
Compound, a Product Candidate or a Product. Indiwdthin the definition of Vertex Patent Rights alecontinuations,
continuations-in-part, divisions, patents of aduitireissues, renewals or extensions, substitytiersxaminations or restorations,
registrations and revalidations thereof, and glipfementary protection certificates and the likiee Turrent list of patent applications
and patents encompassed within Vertex Patent Riglsts forth orSchedule 1.66@ttached hereto.

"VX-409" means the chemical compound, referred to by VerseXX-409, having the chemical structure refereraed
Schedule 1.67.

ARTICLE 2: BACK-UP PROGRAM

2.1

2.2

2.3

2.4

2.5

2.6

2.7

Back-up Program—General.Vertex will, at its own cost, engage in the BackRmpgram upon the terms set out in this Agreement.
Vertex's objective in conducting the Back-up Progia to produce, by the end of the Back-up Progfamm, Back-up Compounds
which meet the Development Candidate Criteria. GB#ll have the exclusive option (as further defingtin this Article 2), in its
sole discretion, to develop and commercialize ézatk-up Compound.

Back-up Program Term. The initial term of the Back-up Program shall be gieriod commencing on the Effective Date and endin
on December 31, 2005. At any time during the ihfariod of the Back-up Program, the Parties mayuailly agree to extend the
Back-up Program beyond the initial period for adiidnal period not to exceed six (6) months. Angls extension shall only be
deemed to be agreed when documented by a writttruiment duly executed by authorized representativéoth Parties.

Conduct of Back-up Program.Vertex shall use Commercially Reasonable Effortsaieduct the Back-up Program in a manner to
achieve the objectives of the Back-up Program iefiity and expeditiously. Vertex will conduct thadk-up Program in good
scientific manner, and in compliance in all resperith all requirements of applicable laws, rulad aegulations and all applicable
good laboratory practices.

GSK Access during Back-up Programlmmediately following the Effective Date, Vertexadhprovide GSK with full details of the
chemical structures of each of the Back-up Compsamil samples of the Back-up Compounds (if Vertggrdhines that such
guantities are available) to enable GSK to undertakial evaluation of the Back-up Compounds.

Final Back-up Report. On or before the end of the Back-up Program Terarféx will provide GSK with a final report (the ‘il
Back-up Report") detailing for each of the Back@mmpounds the data generated in respect of eatle @ievelopment Candidate
Criteria, and further containing all informationdadata known to Vertex concerning each of the BaziGompounds, together with a
statement of Vertex's opinion whether any Back-om@ounds satisfy the Development Candidate Critesiaf the last day of the
Back-up Program Term.

Product Candidates [***]. From and after the date of provision of the FinatB-up Report to GSK, each of the Back-up Compounds
shall be deemed Product Candidafes. |

Disputes as to whether the Development Candidate @eria have been metGSK shall notify Vertex withirj***] after receipt of
the Final Back-up Report if GSK disputes whether an
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2.8

28.1

2.8.2

2.8.3

2.9

Back-up Compound satisfies the Development Cangi@aiteria (a "Disputed Back-up Compound"”), anduath time shall explain
why it has given such notification. Withji#*] following such notification, the Joint Steering Cmiittee shall meet to consider
whether any such Disputed Back-up Compound hagshaddevelopment Candidate Criteria.

@ ]
() [

(©) If the Joint Steering Committee is unable to agneevhether the Disputed Back-up Compound has beanrsto satisfy the
Development Candidate Criteria, the issue shateberred to the Chief Executive Officer of Vertex (o the Head of Resear
or to the Head of Development, as the CEO of Vestedl determine) and to the Chairman of R&D of G®Kto such other
senior manager of GSK as the Chairman of R&D of G&Hll determine), who shall, as soon as practgattempt in good
faith to resolve the dispute. If they are unablestnlve the dispute withii**] of referral, the dispute will be referred to an
independent expert who will be appointed by agre#rokthe Parties. The expert shall act as an exgmel not an arbitrator a
his or her decision shall be final and binding loa Parties. The Parties will comply with any pragedestablished by the
expert for making his or her decision and the etgeosts shall be paid by the party against whwerekpert rules. Sections 2.7
(a) or (b), as appropriate, shall apply dependimgvbether the expert determines that the Back-upfgaind satisfies the
Development Candidate Criteria.

Back-up Program Information and Inventions. The entire right, title and interest in:

Vertex Information and Inventions and Vertex PaRights discovered or developed during the BaclRrggram shall be owned
solely by Vertex.

Joint Information and Inventions and Joint Pateighi discovered or developed during the Back-uiggRm shall be owned jointly
by Vertex and GSK. Except as expressly providethimAgreement, each joint owner may make, usé,lkssp, license, assign, or
mortgage such jointly owned inventions, discoveard know-how, and otherwise undertake all acésiti sole owner might
undertake (other than assigning or transferrindusiee rights in or exclusive ownership of any sdoint Information and Inventions
and Joint Patent Rights), with respect to suchritivas, discoveries and know-how, without the cahsé and without accounting to
the other joint owner.

GSK Information and Inventions discovered or depetbduring the Back-up Program shall be owned pblgiGSK.
Inventorship will be determined in accordance wiith United States laws of inventorship.

Exclusive Efforts.

(@) During the Exclusivity Period, Vertex and GSK agtleat they and their Affiliates will develop (i) @pounds{***] ,
exclusively pursuant to the terms of this Agreemerduding, but not limited to, Sections 2.9(bQah9(c).

(b) In the event that during the Exclusivity Periodher Party commences clinical development of angpmunds, other than VX-
409 or the Back-up Compounds, that fall within pievisions of Section 2.9(a)(ii) above, such comptsushall automatically
be deemed Compounds under this Agreement and @hleqdrovisions of this Agreement shall thereadigply to those
compounds as if they were originally Compounds tneder, irrespective of whether they were inventgd/értex or GSK.
With respect to any such Compounds Controlled bgexethe scope of the licenses granted pursuadéetbions 6.1.1, 6.1.2
and
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6.1.6 shall automatically be extended to permit G&evelop, make, have made, use, offer to sdllpsimport such
compounds. With respect to any such Compounds Gltadrby GSK, the license referenced in Sectio®(t).shall become
applicable to such Compounds under the circumssaogttined in Section 11.5. Any decision as to \whetny such addition
compound should be developed as a Product Candilatiebe made by the JSC.

(©) In the event that one or more Back-up Compounds doemeet the Development Candidate Criteriaeaetid of the Back-up
Program, during the Exclusivity Perifd*]. GSK shall be entitled during the Exclusivity Pertodresearch and develop such
Alternate Compounds with the objective of produchkigernate Compounds meeting the Development Canteli@riteria whic
could be developed as Product Candidates and Reofitit]. The intellectual property embodied in any Alternétmpound
shall belong to Vertex, but may become subjechéditenses provided to GSK hereunder if the comgdas substituted for
one of the existing Compounds during the Exclugiiériod in accordance with the following paragra@BK will inform
Vertex of any[***] directed at producing Alternate Compounds, andprdliide to Vertex, as soon as practicable, any
chemical or biological information generated wigspect to any such Alternate Compound. The objeaivany modification
will be to produce Alternate Compounds meetingDiegelopment Candidate Criteria which could be deyet as Product
Candidates and Products.

At any time during the Exclusivity Period, by gigimvritten notice to Vertex, GSK may substitute, -doeone, one or more of the
Alternate Compounds which meet the Development @ael Criteria for VX-409 or any of the Bacip Compounds. From the date
provision of written notice, each substituted Afiete Compound shall be deemed a Compound undekdhéement, and the
Compound for which that Alternate Compound was sued (a "Substituted Compound,” being either ¥09 or a Back-up
Compound) shall no longer be considered a Compaundér this Agreement. The licenses granted undetids 6.1.1, 6.1.2 and
6.1.3 hereof shall no longer apply to any such Stuitad Compound.

ARTICLE 3: DEVELOPMENT

3.1

3.2

Commencement of Development ProgramGSK shall use Commercially Reasonable Efforts tsye a Development Program with
respect to the Product Candidates in accordandethetprovisions of this Agreement. The Developninagram shall proceed in
accordance with a Development Plan that provideddgelopment of one or more Product Candidatézaducts in the Territory. An
initial summary Development Plan, currently focusedvX-409, is attached to this AgreemenSadiedule 3.1A completed
Development Plan, as described in Section 3.44ll kb prepared by GSK and reviewed by the JSQiimft**] after the Effective
Date (or such longer period as mutually agreed,shrall be modified and updated by GSK on a rededais, with input from the JSC
and the JDT as provided below.

Joint Steering Committee.Promptly after the Effective Date, the Parties wdtablish a Joint Steering Committee (the "Joieefing
Committee” or "JSC"), as more fully described iis tBection 3.2, to review and oversee all reseatetelopment, manufacture and
commercialization activities being conducted by Faeties under this Agreement, including the Bagkmwogramprovided, however,
that the Joint Steering Committee shall have nbaity to amend this Agreement. Each Party agre&sép the Joint Steering
Committee reasonably informed of its progress atidities performed under this Agreement.

3.2.1 Membership. The Joint Steering Committee shall be compris€d*#F.
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3.2.2

3.2.3

3.2.4

3.2.5

3.2.6

3.2.7

3.2.8

3.2.9

Each Party shall provide the other with a listtefinitial members of the Joint Steering Commitigtin [***] after the Effective
Date. Notwithstanding that each Party shall useealbonable endeavors to maintain the continuitisoEpresentation, each Party r
replace or substitute any or all of its represévaatand/or appoint a proxy at any time. Each Pady, in its reasonable discretion,
invite non-member representatives of such Parattend meetings of the Joint Steering Committee.

[***]
A meeting shall be quorate (i.e. deemed to havaddra quorum) if**]. If there are fewer thafi**].

Chair. The chair of the Joint Steering Committee shallesignated by GSK.

Meetings.During the Term, the Joint Steering Committee simaét at leaqt**] and as otherwise agreed by the Parties, on such
dates, and at such places and times, as providethte as the Parties shall agree. Meetings ofdlire Steering Committee that are
held in person shall alternate between the offidele Parties, or such other place as the Part@sagree.

Minutes. The chair of the Joint Steering Committee shalidsponsible for scheduling each meeting, and igsajapropriate minutes
of each meeting of the Joint Steering Committediwit**] of the date of such meeting. The minutes shalldmsidered as accepted
if, within [***] from receipt, no one has objected in a traceabta to the chair.

Responsibilities.The JSC shall oversee the collaborative relatignsbiween GSK and Vertex. To that end, the JSC alsal be
responsible, without limitation, for the following:

(@)  coordination and review of Back-up Program actgtand interactions between GSK and Vertex;

(b)  review of the Final Back-up Report from Vertex;

(c) oversight of all development activities; all proselevelopment and manufacturing activities underiakith respect to any
Product Candidate or Product hereunder; core comabexctivities to be undertaken by GSK; and dflestactivities
contemplated under this Agreement related to thveldpment, manufacture and commercialization ofiBed Candidates and
Products;

(d) ensuring the exchange of relevant information aatenials relating to each activity undertaken artemplated under this
Agreement;

(e)  such other responsibilities as may be assignduktddint Steering Committee pursuant to this Agexeror as may be
mutually agreed upon by the Parties in writing friime to time.

Decision Making. [***] The members of the JSC will attempt in good faitihetach consensus on all matters brought beforéSte Ii
agreement cannot be reached after a good faithstiszn among the members of the JB€].

Alternatives to meeting.Any decision required or permitted to be takenh®y Joint Steering Committee may be taken without a
meeting in person taking place, if a consent irimgj setting forth the decision so taken, is s@yhg all designated members of the
JSC.

ExpensesEach Party will be responsible for its represenésti expenses incurred in attending meetings a8

Alliance Managers.Promptly after the Effective Date, each Party shpfloint an individual(s) to act as the alliancenagger(s) for
such Party (the "Alliance Managers"). Each AlliaManager
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3.3

3.4

34.1

who is not otherwise a member of the JSC shalk#fezr be permitted to attend meetings of the Jieering Committee. The
Alliance Managers shall be the primary point of tewh for the Parties regarding the activities corglated by this Agreement and
shall facilitate all such activities hereunder.

Joint Development TeamPromptly after the Effective Date, the JSC willadsish a Joint Development Team ("JDT"), which khal
include, at Vertex's optioff**].

During the course of the Development Program, Gisdl provide the JDT (or Vertex, if Vertex has mpresentative on the JDT or

the JSC) at least evef§*] with the planning information listed under "Devetognt" and "CMC" on Schedule 3.3, in GKS's standard
format, as and when that information is generatetll®ecomes available within GSK, updated to refbagfoing activities. GSK will

also provide summaries of results of all non-chhiand clinical trials. One purpose of the inforioatis to allow the JDT (or Vertex)

to review the progress and anticipated directiothefDevelopment Program, propose amendments, velpprepriate, to the
Development Plan and provide comments for consieracgarding the future direction of the Devel@mmProgram. Consequently
information will be supplied to the JDT (or Vertead)a time sufficiently prior to finalization of el Development Plan to
accommodate any suggestions and comments by ehiek are deemed by GSK, in its sole discretiorpgavorth incorporating in

the planning process for each Product Candidatdamdict.

Following any Product Candidate entering into PHHs@linical Trials, GSK shall provide the JDT laiast evernyf***] with the
planning information listed under "Commercializatiamn Schedule 3.3, in GSK's standard format, asvamen that information is
generated and becomes available within GSK, updatesflect ongoing activities, so that the JDT caview the preparation and
implementation of the Global Marketing Plan and wehappropriate propose for consideration amendmnerits

For the avoidance of doubt, the JDT shall act im@wisory capacity only and shall have no authdatyequire any amendments to
either the Development Plan or the Global MarkeEhan.

During the Term, the Joint Development Team shaknguarterly, or as otherwise agreed by the Rasdither in person or by
teleconference or by videoconference, on such @etést times as the Parties shall agree. Meetiftie JDT that are held in person
shall alternate between the offices of the Partiesuch other places as the Parties may agreb.fzaty will be responsible for its
representatives' expenses incurred in attendingimgseof the JDT.

If at any time, Vertex is not represented at any dieeting by at leagt**]. GSK may thereafter suspend all meetings of the Uil
such time as Vertex notifies GSK of its intent ts@re representation at future JDT meetings.

Development.

Development Plan.Subject to the terms of this Agreement, GSK shalivptly prepare and oversee the implementatiomafeerall
Development Plan for the Product Candidates. Theeldpment Plan shall have as a principal objedtieedevelopment of one or
more Product Candidates for commercialization cheRegion in the Territory. The Development Plaalldhe presented promptly to
the JDT and then the JSC, and shall be supplementadified and updated regularly by GSK as and wdditional relevant data a
information become available during the courséhef@evelopment Program (but in any event not lespiently than annually). Any
such significant supplements, modifications or ups&hall be promptly reported to the JDT and thehe JSC. The Development
Plan shall, among other things, detail, scheduitfalty describe the proposed toxicology and othanclinical studies, Clinical Trial:
regulatory
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3.4.2

3.4.3

3.5

3.6

plans, manufacturing plans and material requiremantl annual budget, and will outline the key elsm@volved in obtaining
Regulatory Approval in each Region in the Territory

Development Responsibility and CostsGSK shall have sole responsibility for, and bearabst of implementing, the Development
Program and the Development Plan.

Regulatory Approvals. GSK shall be solely responsible for preparing amghstting registration dossiers for Regulatory Apgl of
Products and Product Candidates in the TerritolyRagulatory Approvals shall be held by and in tiz@ne of GSK, and GSK shall
own all submissions in connection therewith. GSHKlishave sole discretion as to the regulatory styatand decision making for any
Product Candidate or Product; provided, howevat @5K shall provide Vertex with an opportunityréwiew GSK's general
regulatory strategy at the JSC and JDT.

Due Diligence.GSK shall use Commercially Reasonable Efforts weeligp Product Candidates and Products in accordaitbghe
provisions of the Development Plan, which shalbivected toward obtaining Regulatory Approval formamercial sale of one or more
Products in each Region in the Territory. GSK witbmptly notify Vertex through the JSC if it shouldtermine that continued
development of a Product Candidate or Producttseuhnically feasible or commercially reasonableif it determines that the
continued development of a Product Candidate odirrioshould be suspended for a period of time,igpeg the reasons for its
decision or determination.

Reporting. During the Development Program GSK shall, at leasty[***] , inform Vertex about the status of the Development
Program, and will keep Vertex currently advisecag when any Development Milestone Events, in r@splevhich payments
become due pursuant to Section 8.4, are achiewedh& avoidance of doubt, the obligation hereunadénform Vertex about the
status of the Development Program shall be deenstdf ertex is attending the JDT during the relevgeriod, and GSK has met its
obligations under Section 3.3.

ARTICLE 4: COMMERCIALIZATION

4.1

4.2

4.3

Marketing and Promotion. GSK shall have the exclusive right to market, aeli distribute all Products in the Territory (whickay
include sublicensing marketing rights as set fartBection 6.2 below) subject to the other provisiof this Article 4. GSK shall bear
all costs associated with marketing, sale andidigion of Products.

Global Marketing Plan. GSK shall have sole responsibility for the pregaraand implementation of the Global Marketing Plan
Product Candidates and Products. GSK shall infoartéx, through the JSC and JDT, about the stattfeedBlobal Marketing Plan
(including product launches in the USA, Japan &edMajor Market Countries) taking in good faith amymments made by Vertex at
the JSC and JDT. For the avoidance of doubt, thigaiton hereunder to inform Vertex about the staifithe Global Marketing Plan
shall be deemed met if Vertex is attending the diDring the relevant period, and GSK has met itggakibns under Section 3.3.

Due Diligence.GSK shall use Commercially Reasonable Efforts omercialize one or more Products in each Regidhéen
Territory in accordance with the provisions of thlebal Marketing Plan. GSK will promptly notify Ve if it should determine that
commercialization of a Product is not technica#iggible or commercially reasonable in any particRiegion, specifying in detail the
reasons for its decision or determination.
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ARTICLE 5: MANUFACTURING AND SUPPLY

5.1  Clinical and Commercial Supply.GSK shall be responsible, at its sole expensenfmufacture and supply of all Product Candidates
and Products hereunder for all purposes.

5.2 Purchase of Inventory.

(@) As soon as reasonably practicable following the&ie Date, and in any event before December @15 ,2Vertex shall delivi
FCA Facility (IncoTerms 2000) to a carrier desigrehby GSK all of its existing inventory of VX-40Qllk drug substance that
in Vertex's opinion meets the Specifications (theahsferring Inventory"). GSK shall accept and fayall of such
Transferring Inventory which meets the Specificasichas been manufactured to GMP standards, asnénted by a
corresponding Certificate of Analysis in accordanith ICH Guidance Q7A, Manufacturing Practice Gande for Active
Pharmaceutical Ingredients, and meets the requitesnoé ICH Guidance Q3C (together, "the Necesstamdard"). GSK shall
have no obligation to pay for any inventory whiaked not meet the Necessary Standard as set dus iSdction 5.2(a), though
it may, in its sole discretion, waive the requiremt® meet the Necessary Standard in respect of glart of the Transferring
Inventory. At Vertex's request GSK shall returi/eertex any inventory that it does not accept, FG&ilty (IncoTerms 2000)
to a carrier designated by Vertex.

(b)  Within [***] of receipt of the Transferring Inventory GSK shailify Vertex if GSK does not accept that all oé tRransferrin
Inventory meets the Necessary Standard. Failupeaeide such notification shall be deemed accegtafiche Transferring
Inventory. In the event that the Parties disagee® avhether or how much of the Transferring Ineepnimeets the Necessary
Standard, such dispute shall be resolved pursoaé@edtion 12.7.

(c) The price payable by GSK for the Transferring Irteey shall be an amount equal to Vertex's ManufamguCost multiplied b
the percentage of Transferring Inventory which méle¢ Necessary Standard or has otherwise beeptaddey GSK, payable
within [***] after receipt of an invoice by GSK detailing thafsferring Inventory and Vertex's Manufacturing Césr
purposes of this section, "Vertex's ManufacturirgsiC means thg**]. The volume of Transferring Inventory and an estenat
of Vertex's Manufacturing Cost thereof is set fartlschedule 5.2 this Agreement.

5.3  Technology Transfer.On or before December 31, 2005, Vertex at its owst shall transfer (or cause to be transferre§3« all
information and materials Controlled by Vertex (uding information from any relevant Third Partyntiact manufacturer) relating to
VX-409 and the Back-up Compounds and/or necessané conduct of the Development Program, inclgadiny applicable Vertex
Know-How and any relevant information and materisied inSchedule 5.3/ertex will further provide such technical assistams
GSK may reasonably require in order to effect sechnology transfer.

5.4  Use of Vertex LogoWhere not prohibited by law or regulation, and sabjo any required Regulatory Approval, which G8tall us
reasonable efforts to obtain, Vertex's name and et} be carried on all Product packaging, packagnserts, labels, and containers,

and on all printed, electronic and digital mater@hted thereto, with a prominence substantialyiealent to that of GSK's name and
logo.

ARTICLE 6: LICENSES; EXCHANGE OF INFORMATION
6.1 License Grants.
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6.1.1

6.1.2

6.1.3

6.1.4

6.1.5

6.1.6

6.2

6.3

Vertex hereby grants to GSK an exclusive licenser{eas to Vertex) in the Territory in the Field end/ertex Patent Rights ai
Vertex's rights under Joint Patent Rights: (i) imcHarge GSK's obligations and exercise its rightder this Agreement; and (ii) to
make, have made, use, offer to sell, sell and itParduct Candidates and Products.

Vertex hereby grants to GSK an exclusive licenghénTerritory in the Field under all Vertex KnoweW insofar as it relates to
Product Candidates and Products, solely to: (hdisge GSK's obligations and exercise its rightieuthis Agreement; and (ii) make,
have made, use, offer to sell, sell and import Beo€andidates and Products.

Vertex hereby grants to GSK a sole license in theifbry in the Field under Vertex Patent Rightd afl Vertex KnowHow insofar a
they relate to the Back-up Compounds to undertagearch and development activities in relatioméoBack-up Compounds during
the Back-up Program Term.

Notwithstanding the foregoing, Vertex shall retaghts under the Vertex Patent Rights and the Jétent Rights to the extent
necessary or useful for the Back-up Program Tesrdidcharge its obligations and exercise its rigimder this Agreement.

GSK hereby grants to Vertex a fully-paid, non-esale license, without the right to sub-license, emall GSK Information and
Inventions, and GSK's rights under the Joint PaRégihts for the sole purpose of the Back-up Progdaning the Back-up Program
Term, to enable Vertex to discharge Vertex's okilige and exercise its rights under this Agreem®uth license shall terminate uf
the termination of the Back-up Program Term andé&feshall not use such GSK Information and Invergifor any reason
whatsoever thereafter except as otherwise provid#dus Agreement.

Vertex hereby grants to GSK a non-exclusive licansder patents or patent applications Controlle/éstex that do not constitute
Vertex Patent Rights hereunder but which, in theeabe of the license provided in this Section §\dild necessarily be infringed
by GSK's practice of the licenses granted in Sesti1.1, 6.1.2 and 6.1.3, including but not limhite patents or patent applications
encompassing claims to methods of use of any Contphadthis non-exclusive license shall apply onlytte exercise by GSK of its
rights and the discharge by GSK of its obligatiander this Agreement with respect to Product Caatdiland Products.

Right to Sublicense GSK shall have the right to grant sublicenses uttteerights and licenses granted to it in this é\eti6, provided
thatany such sublicense obliges the sublicensee to lyomith all relevant terms of this Agreement andttiSK remains liable to
Vertex for all material acts and omissions of angtssublicensee.

In addition, if GSK wishes to grant a sublicensa fbhird Party of its development or commercial@arights in thg***] or in any o
the Major Market Countrie$***].

No Implied Licenses.Except as specifically set forth in this Agreemertither Party shall acquire any license or othtlliectual
property interest, by implication or otherwiseaimy Information disclosed to it under this Agreetn@nunder any patents or patent
applications owned or Controlled by the other Partits Affiliates.

ARTICLE 7: CONFIDENTIALITY AND PUBLICATION

7.1

Nondisclosure Obligation.All Information disclosed by one Party to the otRarty shall be maintained in confidence by theirdog
Party and shall not be disclosed to a Third Partysed
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exhibit has been filed separately with the Comroissi

14




7.1.1

7.1.2

7.1.3

7.1.4

7.1.5

7.1.6

7.2

for any purpose except as set forth herein wittloaifprior written consent of the disclosing Paetycept to the extent that such
Information:

is known by the receiving Party at the time ofréseipt, and not through a prior disclosure bydiselosing Party, as documented by
the receiving Party's contemporaneous businessd®co

is in the public domain through no breach of thggement by the receiving Party;

is subsequently disclosed to the receiving Partg Bird Party who may lawfully do so and is nothe best of the receiving Party's
knowledge under an obligation of confidentialitythe disclosing Party;

is developed by the receiving Party independeritlpformation received from the disclosing Partg,documented by the receiving
Party's contemporaneous business records;

is disclosed to governmental or other regulatonages to comply with applicable law or regulatiom®vided the receiving Party
provides to the disclosing Party prompt prior veritinotice of its obligation to make such disclosamd takes reasonable and lawful
actions to avoid or minimize the degree of suckldsure; or

is deemed necessary by GSK in the reasonable sgetits judgment to be disclosed to any ThirdyRao the extent GSK deems
necessary or advisable, in connection with thearebeand development, manufacturing and/or mangetfra Product or Product
Candidate (or for such entities to determine thearest in performing such activities) in accorckamith this Agreement, on the
condition that any such Third Parties agree todxnl by confidentiality and non-use obligationd @v@ no less stringent than those
confidentiality and non-use provisions containethis Agreement.

Any combination of features or disclosures shatlb®deemed to fall within the foregoing exclusiomsrely because individual
features are published or available to the gemeralic or in the rightful possession of the recegvParty unless the combination itself
and principle of operation are published or avaddb the general public or in the rightful possais®f the receiving Party.

If a Party is required by judicial or administragiprocess to disclose Information that is subjtihé non-disclosure provisions of this
Section 7.1, such Party shall promptly inform tlieeo Party of the disclosure that is being sougldrder to provide the other Party an
opportunity to challenge or limit the disclosurdigations. Information that is disclosed by judiaa administrative process shall
remain otherwise subject to the confidentiality aod-use provisions of this Section 7.1, and tleeikeng Party shall co-operate with
any reasonable attempts of the disclosing Patiynibsuch disclosure required by law, includinggut limitation by way of

obtaining an order of confidentiality, to ensure ttontinued confidential treatment of such Inforiorat

Publication.

(@) GSK and Vertex each acknowledge the other Partigsast in publishing in a scientific journal os@entific conference or
through a similar medium the results of its reske@moorder to obtain recognition within the scifiotcommunity and to
advance the state of scientific knowledge. EaclyRdso recognizes the mutual interest in obtaiviakid patent protection ar
in protecting business interests and trade sedi@innation. Consequently, except for disclosurasniiéed pursuant to
Section 7.1 and under subsections (b) and (c) hef@ither Party, its employees or consultantshessto publish or publicly
present results of the Back-up Program or any inétion about a Product Candidate or a Product,
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7.3

(b)

(©

(d)

or the results of any activities to discover orelep any of the above, it shall deliver to the otRarty a copy of the proposed
written publication or an outline of an oral disloe[***] prior to submission for publication or presentatibhe reviewing
Party shall notify the other Parf§**] of receipt of such proposed publication whethehsdraft publication contains

(i) Information that is confidential to the reviavg Party, or (ii) information that if published widihave an adverse effect on a
patent application covering the subject mattehif Agreement. The reviewing Party shall have ihletito (a) propose
modifications to the publication or presentationpgatent reasons, trade secret reasons, confitignteéasons or to protect
proprietary business interests, or (b) requesasamable delay in publication or presentation deoto protect patentable
information. If the reviewing Party requests a gi@taprotect patentable information, the publishitagty shall delay
submission or presentation for a period not to ed¢®*] to enable patent applications protecting each Raiihts in such
information to be filed. Upon expiration of sugt*] , the publishing Party shall be free to proceedhwhe publication or
presentation. If the reviewing Party reasonablyests modifications to the publication or preseoitato prevent disclosure of
trade secret or proprietary business informatioa,publishing Party shall edit such publicatioptevent the disclosure of su
information prior to submission of the publicationpresentation.

After the expiration of §+**] period following the end of the Baalp Program Term, intellectual property that isshbject of
an exclusive license provided by Vertex to GSK ldbalconsidered Information that is not confidelntiaVertex, but rather is
Information that is confidential to GSK, for purpasof Section 7.1 and this subsection (b), so &mngny such license is in
effect.

For the avoidance of doubt, and without limitingaimy way the above, GSK may post summaries on 8t Glinical Trial
Register of the results of any Clinical Trials cantéd with respect to a Product Candidate or alRtqursuant to this
Agreement without further approval from Vertex undebsection (a) above, provided:

0] it notifies Vertex in writing not less thdf*] prior to any such posting;

(i) the posting of clinical trial summaries is the Usarad customary practice of GSK;

(iii) by written notice to GSK prior to the end of fi&*] period referenced in (i) above, Vertex may reqas$tlay in any
posting, in order to protect patentable informati@mmd in such event GSK shall delay posting fotaiy**] , as may be
requested by Vertex to enable the prior filing ppeopriate patent applications.

Authorship of any publication shall be determineddxd on the accepted standards used in peer-reiasademic journals at

the time of the proposed publication, and the dloation of each Party to the subject matter of gadblication will be
appropriately acknowledged.

Publicity/Use of NamesGSK and Vertex shall agree upon the timing anderdrf an initial press release relating to thecaken of
this Agreement and its terms. Except to the exaéptady disclosed in that initial press releasejisolosure of the existence of this
Agreement or its terms may be made by either Partg,no Party shall use the name, trademark, trade or logo of the other Party
or its employees in any publicity, news releaspromotional materials relating to this Agreemenit®isubject matter, without the
prior express written permission of the other Pagkcept as may be required by applicable lawsilatigns, or judicial order. The
Party desiring to make any such public announcesteadt provide the other Party with a written cayfythe proposed announcement
in sufficient time prior to public release to alleuch other Party to comment upon such announcemgort to public release.
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7.4

In addition to the foregoing restrictions on puldisclosure, if either Party concludes that a cofthis Agreement must be filed witl
securities exchange or regulatory or governmerady/tto which that Party is subject wherever sitdaseich Party shall provide the
other Party with a copy of this Agreement showing sections as to which the filing Party proposesetjuest confidential treatment,
will provide the other Party with an opportunitydaa reasonable time period to comment on any statopal and to suggest
additional portions of the Agreement for confidahtreatment and will take such Party's reasonadalements into consideration
before filing the Agreement. If the filing Partysdigrees with the other Party's additional confidétreatment request, the Parties <
have an opportunity to discuss the matter in gaith before the Agreement is filed.

Survival. Section 7.2(a) & (b) shall terminate with the tamation of this Agreement, but the provisions oftiec7.1 shall continue
govern the disclosure by one Party, by publicatiopntherwise, of Information of the other, durimg tperiod set forth in Section 11.8.

ARTICLE 8: PAYMENTS; ROYALTIES AND REPORTS

8.1

8.2

8.3

8.4

Consideration for License.In consideration of the licenses granted pursuaAtticle 6 and Section 2.9(c), GSK shall pay tatér a
one-time non-refundable, non-creditable paymefivaénty Million Dollars (US $20,000,000) within fiy®) business days of the
Effective Date. On the Effective Date, Vertex witbvide GSK with an invoice for the amount of thayment.

[***] Payment. In consideration of the licenses granted pursuaAtticle 6 and Section 2.9(c), GSK shall make ddi@éonal non-
refundable, non-creditable milestone payment taéxein the amount df**] for the[***] ; provided, however, that if one or more
[***] , but no[***] is completed on or befof&**] , then thg***] Payment provided in this section shall be due axy@bple in any
event, notwithstanding the results of any QualifyBtudy thereafter conducted. Any payment due utiigiSection 8.2 shall be made
within [***] after receipt by GSK of an invoice. Tfi&*] payable under this Section 8.2 shall not be reduirigh respect to more
than[***]. All [***] , regardless of whether th@g*] , shall be deemed Product Candidates under thisehgent, irrespective of
whether any***] is earned under this Section 8.2.

First Product Candidate Milestone PaymentlIn further consideration of the licenses grantespant to Article 6, GSK shall make a
non-refundable, non-creditable payment to Vertethenamount of**] payable upoffi**].

Development Milestone Paymentn further consideration of the licenses grantespant to Article 6, GSK shall also pay each o
amounts set forth in the table below (each, a "pment Milestone Payment") if and when the coroesiing development milesto
event (each, a "Development Milestone Event") lieaed with respect to the first two Indications ¥¢hich one or more Product
Candidates or Products are being investigated.

[***] [***]

[***] [***] [***]
[***] [***] [***]
[***] [***] [***]
[***] [***] ['k**]
[***] [***] [***]
[***] [***] ['k**]
[***] [***] [***]
[***] [***] [***]
[***] [***] [***]
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8.5

8.6

8.6.1

8.6.2

@) Each Development Milestone Payment shall be payatileonce upon the initial achievement of the asged Developmer
Milestone Event. For the avoidance of doubt theimar cumulative payments under Section 8.4 will@ateed***]. GSK
shall notify Vertex in writing not later thgt**] after the occurrence (or deemed occurrence) ofv@lbpment Milestone
Event, and shall pay the appropriate Developmetgsitine Payment withifi**] of receipt of an invoice thereafter from
Vertex.

(b) In the event that the Development Milestone Payrtreggered orf***]. Any Development Milestone Payments deemed to
have been earned under this provision that haveest previously paid, shall be paid by GSK witfiti] of receipt of an
invoice thereafter from Vertex.

(c) For the avoidance of doubt, if a BaoR-Compound becomes the Lead Compound by readbe términation or suspension
development of the prior Lead Compound and the "rezsad Compound subsequently achieves the samedpenent
Milestone Event for the same Indication as therfread Compound, then payment of the Developmetgditine Payment
which would otherwise be due with respect to attesnt of that Development Milestone Event by thew'hbead Compound
shall not be required.

(d) For the avoidance of doulSchedule 8.4(dets forth some examples of scenarios under whelDevelopment Milestone
Payments shall be payable hereunder.

Commercial Milestone Paymentsin further consideration of the licenses grantexspant to Article 6, GSK will pay Vertex each of
the Commercial Milestone Payments set forth intéide below, withirf***] after receipt of an invoice from Vertex followiniget
occurrence of the associated Commercial MilestorenE Each of the Commercial Milestone Payment# begpayable only once,
regardless of the number of Product Candidatestwdnie commercialized.

Commercial
Milestone
Payment (US$
Commercial Milestone Event (US$) million)
[***]
[***] [***]
*kK kA
{***} {***}

Royalties.

Royalties Payable By GSKIn further consideration of the licenses grantespant to Article 6, GSK shall pay to Vertex rojedton
the Net Sales of each Product as set out in thg8d®eS.6.

Patent Royalties.The royalty rate payable in respect of Productd bleadetermined according to the following tabtstaining
staggered royalty rates:

[***] [7\'**]
[***]

[***] [***]
[***] [-k**]
[***] [***]

Royalties on sales of Product, at the Patent rpyates determined as set forth above with referém@ggregate Net Sales, shall be
payable on a country-by-country basis until, wigBpect to a particular country, the expirationhef last-to-expire Valid Patent Claim
in effect in that country claiming the manufacturee, sale or importation of the Product. For psesmf determining aggregate
Calendar Year Net Sales under this Section 8.6e2 Sdles shall include sales in a country whethaobthose sales would infringe a
Valid Patent Claim.
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8.6.3

8.6.4

8.6.5

8.7

Special Know-How Royalties.

€)) In the event that there are Valid Patent Claimasnip[***] of the Major Market Countries, which claim the méauiure, use,
sale or importation of a Product in such Major Mar€ountry, GSK shall pay royalties to Vertex on@mt of Net Sales of tl
Product in***] even if in one or more countries (each,[&*] ") at the time of the First Commercial Sale of tRadbduct in
the[***] , there is no Valid Patent Claim claiming the mamtiiire, use, sale or importation of the Produsuich[***]. The
royalty payable in thg**] , shall be payable fgr**] from the date of First Commercial Sale of the Pabdin that Country (a
"Special Know-How License Term"), at the applicatwgalty rates determined according to Section28.16.during the Special
Know-How License Term a Valid Patent Claim is eBglied in tha{***] with respect to that Product, then that Countnlisha
no longer be considered**] and royalties shall be paid thereafter in accordamith, and at the rate and for the term set
forth in, Section 8.6.2. For the purpose of thisyision, "[***] " shall have the meaning assigned to iir].

(b) Notwithstanding (a) above, if at any time during Bpecial Know-How License Term applicable to dipalar Product being
sold in a[***] , then royalties shall cease to be payable purdog®ection 8.6.3(a) above and royalties will iast®ecome
payable pursuant to Section 8.6.4 below. For papa$ this subsection (I}**]. This subsection 8.6.3(b) shall not be
applicable if GSK or its Related Parties has grtibe Third Party a sub-license hereunder.

Know How Royalties

In the event that there is no Valid Patent Claiaimaing the manufacture, use, sale or importatiothefProduct in a particular country
and therefore patent royalties would not be payabtier Section 8.6.2, and if royalties shall alsblre payable in that country under
Section 8.6.3 abov§**]. Royalties under this Section 8.6.4 on account daf$dées of that Product in a country shall be paich
period of[***] from the First Commercial Sale of the Product iohscountry.

Other Provisions.
All royalties are subject to the following conditis

(@ only one royalty shall be due with respect to s unit of Product. No multiple royalty shall keeypble because the
manufacture, use or sale of a Product Candida®artuct is claimed by more than one Valid Pateatrg|

(b) no royalties shall be due upon the sale or otleerster among GSK or its Related Parties, but i sases the royalty shall be
due and calculated upon GSK's or its Related Raxgt Sales to the first independent Third Pamyg; a

(c) no royalties shall accrue on the disposition ofdRd without consideration in reasonable quantlie&SK or its Related
Parties as samples (promotion or otherwise) ooagtibns (for example, to ngurofit institutions or government agencies f
non-commercial purpose) and without direct or iedirconsideration.

Third Party Licenses.If, during the term of this Agreement, GSK, instle discretion, deems it necessary to seek ocisees
license from any Third Par{fy**] of any royalties or other fees paid to such Thiadtyunder such license may be deducted from
royalties otherwise due to Vertex under this Agreemin no event, however, shall such deductiongedhe royalties otherwise
payable to Vertex in respect of any particular Batdluring any Calendar Year by more tlfig] provided that any "unused'
deduction may be carried over into subsequent yafate Agreement until the full deduction has bten. For the avoidance of
doubt, GSK shall not be entitled to deduct royaltie fees payable under licen§es].

[ ***] , the issue shall be referred to the Chief ExeeuiNficer of Vertex (or to the Head of Researchoathe Head of Development,
as the CEO of Vertex shall determine) and to thai@ian of R&D of GSK (or to such other senior masragf GSK as the Chairman
of R&D of GSK shall determine), who shall, as s@arpracticable, attempt in good faith to resoheedispute. If they are unable to
resolve the dispute withifi**] of referral, the dispute will be referred to anépéndent expert who will be appointed by agreeroent
the Parties. The expert shall act as an experhandn arbitrator and his or her decision shalife and binding on the Parties. The
Parties will comply with any procedure establisbgdhe expert for making his or her decision arelgkpert's costs shall be paid by
the party against whom the expert rules.
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8.8

8.9

8.9.1

8.9.2

8.9.3

-
-
-
-

No later tharf***] of each year, GSK will calculate actual Unit Dir€zst of Goods for each Product in the Territorg sturing the
preceding fiscal year, in order to enable GSK tdantake the analysis set forth in Section 8.9.2wel

Subject to the provisions of Section 8.9.3, if my @articular GSK fiscal year during the term atAgreement[***]. GSK shall
notify Vertex in writing on or before April 15 ohg such following year of its entitlement to applyy offset during that year relating
to the prior year providing Vertex with a summahpwing the breakdown into direct materials, dilebbur, direct service cost and
other product specific cost per unit, in accordanite Schedule 1.6q***].

In the first GSK fiscal year that the Direct CosGmods of a Product (calculated pursuant to Se@i8.2) sold in such fiscal year p
royalties payable to Vertex on account of Net Safesuch Product during that fiscal year are gretien[***] of GSK's Net Sales of
such Product sold in such fiscal year, then GSKsallicit bona fide bids with respect to the penfiance of the manufacturing
function for the Product for the Territory on terpfssupply customarily used by GSK with such prefdrcontract manufacturers (as
reported to Vertex and not inconsistent with thevigions of this Agreement), as follows:

[***].  All of the bids will be reviewed by the Joine8ring Committee, such review to consider theofeiihg criteria, among others,

with respect to provision of manufacturing servifmsthe Product in the Territory:

8.9.4

[***]
[***]
[***]
[***]
The JSC will review and evaluate syttt].

At the end of the period for which supply was sdugider the tender process, if the Direct Cost@bds of a Product (calculated
pursuant to Section 8.9.2) sold in any fiscal y#as royalties payable to Vertex on account of Sigles of such Product during that
year are greater thgit*] of GSK's Net Sales of such Product sold in such,y&@&K will continue to evaluate and consider ait¢e,
lower cost Third Party manufacturing sources asigenl above.

In the event that GSK decides to out-source atiamy the manufacture of the Product to a ThirdyR&SK will [***].  All of the bids
will be reviewed by the Joint Steering Committagtsreview to consider the following criteria, argasthers, with respect to
provision of manufacturing services for the Prodadhe Territory:

-
-
-
-
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8.10

8.11

8.12

[***]

At the end of the period for which supply was sdugider the tender process, if GSK decides to noatto out-source the
manufacture of the Product, GSK will continue talerate and consider alternate, lower cost ThirdyFraanufacturing sources as
provided above.

Combination Products.For the purposes of determining royalty rates &edoyalties payable on Combination Products, NgsSof
Product shall be calculated as follows: Net Safesioh Combination Product shall [i&*].

Reports; Payment of Royalty.During the term of this Agreement following thegtiCommercial Sale of a Product, GSK shall fur
to Vertex a***] , at the end of eadi**] , showing (i) the Net Sales of each Product in eaeintry in the world during the reporting
period (ii) the royalties payable under this Agresion account of those Net Sales and the bascafoulating those royalties; (jii) t
exchange rates and other methodology used in cimyénto U.S. dollars, from the currencies in whiales were made, any
payments due which are based on Net Sales; andigpdsitions of Products other than pursuant ke fea cash. Net Sales in counti
invoiced in currency other than U.S. Dollars shalltranslated to U.S. Dollars using GSK's thenendrstandard exchange rate
methodology for the translation of foreign currenmatp U.S. dollars, as employed on a consistenshiasoughout GSK's operations.
Should GSK change its foreign currency translatreihodology, the new methodology will be disclosedriting to Vertex. All
payments to be made by GSK to Vertex under thisAgrent shall be made in United States dollars haldllse paid by bank wire
transfer in immediately available funds to suchkbaccount in the United States or elsewhere asbmajesignated in writing by
Vertex from time to time[***] GSK shall keep complete and accurate records ficiuft detail to enable the royalties payable
hereunder to be determined and the informationigeavhereunder to be verified by Vertex's accogntinm pursuant to Section 8.1

Audits. Upon the written request of Vertex, witht*] prior written notice to GSK***] , GSK shall permit an independent certified
public accounting firm of nationally recognizedreding selected by Vertex and reasonably acceptalfiSK, at Vertex's expense, to
have access during normal business hours to sutie eécords of GSK and its Affiliates as may besmnably necessary to verify the
accuracy of the royalty reports hereunder for fats]. Those records shall include, without limitationogg sales of each Product or
Product Candidate on a country-by-country basisyelbas all deductions taken from gross salefah tountry to arrive at Net Sales
in that country, though it is acknowledged by Vertieat, depending upon GSK's then-current reporiragtices for financial
information, country-by-country data may only beegsible on an in-country basis from GSK's AffédimtThe accounting firm shall
disclose to Vertex only whether the royalty repauts correct or incorrect and the specific detlscerning any discrepancies. The
audit rights provided in this paragraph shall agtend to audit of GSK's basis for and calculatbnit Direct Cost of Goods and
actual Unit Direct Cost of Goods for any Product.
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8.13

8.14

If such independent accountant's review of GSKysltg reports shows an underpayment, GSK shalltrentause its Related Parties
to remit to Vertex withirf***] after GSK's receipt of such report: (i) the amafrduch underpayment, and (ii) if such underpayment
exceedg***] of the total amount owed for the period being adiithe reasonable and necessary fees and expénisesndepender
accountant performing the audit. Any overpaymehtdi$e fully creditable against amounts payablsubsequent payment periods.
Upon prior written notice to GSK as provided abovertex shall have a further right, exercisable motre frequently than once every
[***] , to audit Net Sales, deductions taken from gratesssand royalties earned by Vertex in any counteyhich a prior audit has
shown an understatement of royalties due of at [&&3.

GSK shall include in each sublicense granted pyisuant to this Agreement a provision requiringghblicensee to make reports to
GSK, to keep and maintain records of sales madaiput to such sublicense and to grant access liarsoords by Vertex's
independent accountant to the same extent reqofré®K under this Agreement.

Upon the expiration gf**] following [***] , the calculation of royalties payable with respgectuch year shall be binding and
conclusive upon the Parties, and GSK and its RieR#aties shall be released from any liability @zauntability with respect to
royalties for such Calendar Year.

Vertex shall treat all financial information suldjéc review under this Section 8.12 or under arbliseanse agreement in accordance
with the confidentiality and non-use provisionglis Agreement, and shall cause its accounting firmnter into an acceptable
confidentiality agreement with GSK and/or its RethParties obligating it to retain all such infotima in confidence pursuant to such
confidentiality agreement.

Income Tax Withholding. Any tax required by law to be withheld and paid®$K for the benefit of Vertex on account of any
royalties or other payments payable to Vertex uitisrAgreement shall be deducted from the amotirayalties or other payments
otherwise due, to the extent so paid or payablé®i{. GSK shall secure and send to Vertex proohgfsaich taxes withheld and paid
or payable by GSK for the benefit of Vertex, andlkfat Vertex's request, provide reasonable assistto Vertex in recovering such
taxes.

Vertex warrants that Vertex is resident for taxgmses in the United States of America and thatéxeas entitled to relief from United
Kingdom income tax under the terms of the doubteagreement between the UK and the United Stat@snafrica. Vertex shall
notify GSK immediately in writing in the event thdéertex ceases to be entitled to such relief.

Pending receipt of formal certification from the Utland Revenue GSK may pay royalty income andathgr payments under this
Agreement to Vertex by deducting tax at a rate ifipeldn the double tax treaty between the UK amel Wnited States of America.
Vertex agrees to indemnify and hold harmless GSidreg any loss, damage, expense or liability agiginany way from a breach of
the above warranties or any future claim by a UKaathority or other similar body alleging that G8/&s not entitled to deduct
withholding tax on such payments at source atrénty rate.

Currency Restrictions. If restrictions on the transfer of currency existiny country such as to prevent GSK from makirmyg th
payments in the currency required under Sectioh, &BK shall take all reasonable steps to obtawiger of such restrictions or
otherwise enable GSK to make such payments, faiinigh GSK may make the royalty payments due updessn such country in
local currency and deposit such payments in a loaak or other depository designated by Vertex.
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8.15

8.16

8.17

8.18

Substantial Competition. If, during the term of this Agreement, substant@inpetition occurs in a country of the Territoryvoeen €
Product and one or more Third Party products coirtgithe same Compound as an active pharmaceirgradient and having the
same or a similar Indication, and for so long ashssubstantial competition is continuifitf;*]. For the purposes of this Section 8.15,
"substantial competition" shall mefri*]. The royalty reduction provided in this Section 8stall not be applied to any Net Sales in
respect of which a royalty report has already j@enided pursuant to Section 8.11 prior to the ipgday Vertex from GSK of written
notice of any such substantial competition, withatle supporting documentation, which might in@utbr example, copies of marl
survey reports, Third Party bid activities, comipedi promotional materials, and internal finanatdtements. GSK shall bear the
burden of establishing its entittement to any reiducin the royalty under this Section 8.15 and angh reduction shall be available to
GSK only during the period such competition remaunksstantial.

Expiry of Royalty Obligations. Following expiry of royalty obligations in respesftany Product GSK shall retain a perpetual non-
exclusive, fully paid, right and license, with thight to grant sublicenses under the Vertex KnowvHicensed hereunder solely to
continue to make, have made, use, sell, offerdte and import the Product, for so long as it cargs so to do.

Interest Penalty.In case of any delay in payment by GSK to Vertexaazasioned by Force Majeure (as described in@etp.2),
interest at the annual rate[6f*] above[***] , assessed from tlfig*] after the due date of the payment, shall be dua ESK.

Over-The-Counter. In the event that GSK is considering at any timeetliping and commercializing any Product Candidautg/or
Product as an "Over-The-Counter" medicine, i.ea poduct that may be sold without prescriptioe, Btarties agree to meet and
discuss whether the royalty rates payable hereundespect of sales of such Product Candidateoaftbduct should be adjusted, or
whether any other terms and conditions of this Agrent should be modified or amended. No such adprdls, modifications or
amendments shall be made without the prior writiemsent of both Parties.

ARTICLE 9: REPRESENTATIONS AND WARRANTIES

9.1

9.1.1

9.1.2

9.1.3

Representations and Warranties of VertexVertex represents and warrants to GSK that aseoEffective Date:

Authorization. This Agreement has been duly executed and delivieyadertex and constitutes the valid and bindingigattion of
Vertex, enforceable against Vertex in accordandh itg terms except as enforceability may be lichitg bankruptcy, fraudulent
conveyance, insolvency, reorganization, moratorduna other laws relating to or affecting creditoights generally and by general
equitable principles. The execution, delivery aedigrmance of this Agreement have been duly autbdrby all necessary action on
the part of Vertex, its officers and directors.

Ownership of Intellectual Property. Vertex has full right and interest in all Vertedmmation and Inventions, Vertex Know-How
and Vertex Patent Rights. However Vertex makes agamty or representation with respect to the itsliof Vertex Information and
Inventions, Vertex Know-How and Vertex Patent Rigght except as set forth in Section 9.1.3, thegmes or absence of any
infringement of or conflict with any Third Partyght or patent.

No Third Party Patents. To Vertex's knowledge, except as disclose8c¢hedule 9.1.3the development, manufacture, use or sale of

VX-409 and any Back-up Compounds pursuant to tlggeAment does not infringe or conflict with anyf@hParty right or patent, and
Vertex is not aware of any pending patent applicathat, if issued, would be infringed by the depehent,
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9.14

9.15

9.1.6

9.1.7

9.1.8

9.2

manufacture, use or sale of VX-409 or any Back-om@ounds pursuant to this Agreement. Vertex hasnméd GSK that Vertex has
not conducted an extensive review of Third Partgliactual property relative to the Back-up Compaain

No Interference. The Vertex Patent Rights are not the subject ofiatgyference known to Vertex and Vertex is not genaf any
pending or threatened action, suit, proceedindaimcby a Third Party challenging Vertex's ownepstights in, or the validity or
scope of, such Vertex Patent Rights.

No Regulatory Authority Actions. Vertex has not applied for or received any gramigifts of any kind from any Regulatory
Authority with respect to a Compound, Product Cdat# or Product.

Back-up Compounds.The Back-up Compounds listed$thedule 1.2onstitute all of the lead compounds which areawehbeen, at
the Effective Date, under investigation by Vertekijch [***].

Provision of Information. Vertex has not failed to furnish GSK with any infation requested by GSK, or intentionally concealed
from GSK any information in its possession, inchglbut not limited to information concerning VX-408hich Vertex reasonably
believes would be material to GSK's decision teeimto this Agreement and undertake the commitsantl obligations set forth
herein.

Schedule 1.66Schedule 1.66ontains a complete list of all patents and paagptications Controlled by Vertex, as of the Effeet
Date, that cover the Compounds, processes for makanCompounds, use of the Compounds, and corgrasitontaining the
Compounds.

Representation and Warranty of GSK.GSK represents and warrants to Vertex that, aseoEffective Date, this Agreement has t
duly executed and delivered by GSK and constittitewalid and binding obligation of GSK, enforceahbainst GSK in accordance
with its terms, except as enforceability may batkeh by bankruptcy, fraudulent conveyance, insotyemeorganization, moratorium
and other laws relating to creditors' rights gelyand by general equitable principles. The exiecytdelivery and performance of t
Agreement have been duly authorized by all necgssaion on the part of GSK, its officers and dioes.

ARTICLE 10: PATENT PROVISIONS

10.1

Filing, Prosecution and Maintenance of Vertex PatenRights. Vertex shall have the exclusive right and the almn (subject to
Vertex's election not to file, prosecute, or mdimfaursuant to Section 10.3)*] , to diligently file, prosecute and maintain (byély
paying all maintenance fees, renewal fees, and stieh fees and costs required under applicabls)lawthe Territory the Vertex
Patent Rights, and to conduct any interferencegsiipns and re-examinations or other similar peaibeg with respect thereto, in all
such countries as is customary for Vertex to fil@secute and maintain patent rights covering pheemtical products. If GSK
notifies Vertex that it wants Vertex to apply fegistration in any country or countries in whiclsihot customary for Vertex to do so,
or to conduct any interference, oppositions anexaninations or other similar proceedings with eespo the Vertex Patent Rights,
[***]. Vertex shall keep GSK advised of the status ofitteal and prospective patent filings and uporrélagest of GSK, provide
advance copies of any papers related to the fipngsecution and maintenance of such patent filiwgstex shall promptly give
reasonable advance notice to GSK of the grante|apsocation, surrender, invalidation or abandartroéany Vertex Patent Rights
for which Vertex is responsible for the filing, gexution and maintenance. Vertex shall solicit GSidvice and review of the nature
and text of such patent applications and impogansecution matters
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related thereto in reasonably sufficient time pt@filing thereof, and Vertex shall take into aanb GSK's reasonable comments
related thereto.

10.2 Filing, Prosecution and Maintenance of Joint PatenRights. In respect of any Joint Information and Inventiahg, Parties shall
agree, without prejudice to ownership, which Paltgll have the right and/or obligation to prepare file a priority patent applicatic
and prosecute such application(s) and maintairpatsnts derived therefrom, with the Parties equsiigring the reasonable out-of-
pocket costs for the preparation, filing, prosemutind maintenance of such priority patent appboaShould the agreed upon Party
elect not to prepare and/or file any such prigpégent application, it shall (i) provide the otlRarty with written notice as soon as
reasonably possible after making such electionirbaty event no later thgdf**] before the other Party would be faced with a pde
loss of rights, (ii) give the other Party the right the other Party's discretion and sole expaogaepare and file the priority
application(s), and (iii) offer reasonable assis&im connection with such preparation and filihg@cost to the other Party except
reimbursement of reasonable outpafeket expenses incurred by the agreed upon Rargndering such assistance. The other Par
its discretion and cost, may prosecute such agfit@) and maintain any patents derived therefrom.

10.3 Option to Prosecute and Maintain PatentsVertex shall give notice to GSK of any desire tas® prosecution and/or maintenance of
Vertex Patent Rights or Joint Patent Rights onumtty by country basis in the Territory and, inlswase, shall permit GSK, at its s
discretion, to continue prosecution or maintenasfcgich Vertex Patent Rights at its own expens€SK elects to continue
prosecution or maintenance or to file based onéx&stelection not to file pursuant to Section 1¥drtex shall execute such
documents and perform such acts at Vertex's exmsey be reasonably necessary to allow GSKtiatmior continue such filing,
prosecution or maintenance.

10.4 Interference, Opposition, Re-examination and Re-ise.

10.4.1 Vertex shall promptly, but in any case witljitti*] of learning of such event, inform GSK of any redudes or filing or declaration of,
any interference, opposition, or re-examinatioatief to Vertex Patent Rights or Joint Patent Ridbt which Vertex is responsible.
GSK and Vertex shall thereafter consult and codpdtdly to determine a course of action with regge any such proceeding. GSK
shall have the right to review and approve any ss&ion to be made in connection with such procegdin

10.4.2 Vertex shall not initiate any re-examination, iféeence or re-issue proceeding relating to Vertaeit Rights or Joint Patent Rights
without the prior written consent of GSK, which sent shall not be unreasonably withheld.

10.4.3 In connection with any interference, oppositionisgue, or re-examination proceeding relating tot&ePatent Rights or Joint Patent
Rights, GSK and Vertex will cooperate fully andlvpitovide each other with any information or assise that either may reasonably
request. Vertex shall keep GSK informed of develepts in any such action or proceeding, includinght extent permissible by la
consultation and approval of any settlement, thustof any settlement negotiations and the tefrasyoffer related thereto.

10.4.4 The expense of any interference, re-examinatiae-agsue proceeding shgft**].

10.5 Enforcement and Defense.

10.5.1 Each Party shall promptly give the other Partyaebtf (i) any infringement of Vertex Patent RigbtsJoint Patent Rights, or (ii) any
misappropriation or misuse of Vertex Know-How, that
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may come to the first Party's attention. GSK andéfeshall thereafter consult and cooperate fulgeétermine a course of action,
including but not limited to the commencement @fdiaction by either or both GSK and Vertex, tori@ate any infringement of
Vertex Patent Rights or Joint Patent Rights orraigappropriation or misuse of Vertex Know-How. \éttupon notice to GSK, shall
have the first right to initiate and prosecute angh legal action at its own expense and in theenafivertex and GSK, or to control
the defense of any declaratory judgment actiorting/do Vertex Patent Rights, Joint Patent Right¥ertex Know-How [***] Vertex
shall promptly inform GSK if it elects not to exere that first right and GSK shall thereafter hthweright to either initiate and
prosecute such action or to control the defenseicti declaratory judgment action in the name of @8 if necessary, Vertex. Each
Party shall have the right to be represented byseiwf its own choice.

10.5.2 If Vertex elects not to initiate and prosecute etiom as provided in Section 10.5.1, and GSK elextio so[***].

10.5.3 For any action to terminate any infringement of térrPatent Rights or Joint Patent Rights or anyappsopriation or misuse of Vert
Know-How, in the event that GSK is unable to in&iar prosecute such action solely in its own navieetex will join such action
voluntarily and will execute and cause its Affigatto execute all documents necessary for GSKttatalitigation to prosecute and
maintain such action. In connection with any acti®@®K and Vertex will cooperate fully and will piide each other with any
information or assistance that either may reasgnajuest. Each Party shall keep the other inforofetbvelopments in any action or

proceeding, including, to the extent permissibldavy, the consultation and approval of any setti@megotiations and the terms of
any offer related thereto.
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10.5.4 Any recovery obtained by either or both GSK andt®&ein connection with or as a result of any actontemplated by this Sectic
whether by settlement or otherwise, shall be shiaredder as follows:

[* **]
[***]
[* **]

10.5.5 Vertex shall inform GSK of any certification regarg any Vertex Patent Rights it has received purstaeither 21 U.S.C. 88355(b)
(2)(A)(iv) or (H(2)(A)(vii)(IV) or its successorqovisions or any similar provisions in a countntlire Territory other than the United
States and shall provide GSK with a copy of suctifemtion within [***]. Vertex's and GSK's rights with respect to the atitin and
prosecution of any legal action as a result of sertification or any recovery obtained as a restttuch legal action shall be as
defined in subsections 10.5.1 through 10.préyided, however, that Vertex shall have the first right to inigaand prosecute any
action and shall inform GSK of such decision witthirty (30) days of receipt of the certificaticaafter which time GSK shall have the
right to initiate and prosecute such action.

10.5.6 Patent Term Restoration.The Parties hereto shall cooperate with each athaotaining patent term restoration or supplementa
protection certificates or their equivalents in @oyntry in the Territory where applicable to Verfeatent Rights and Joint Patent
Rights. In the event that elections with respedhtaining such patent term restoration are to hdanGSK shall have the right to
make the election and Vertex agrees to abide bly slaction.

10.5.7 Third Party Claims.

() Without prejudice to Section 12.1(b), in the evinatt any action, suit or proceeding is brought rgab SK or Vertex or any
Affiliate or sublicensee of either Party allegig tinfringement of the intellectual property righfsa Third Party by reason of
the discovery, development, manufacture, use, safgrtation or offer for sale of a Product Candiédar Product, GSK shalll
have the sole right but not the obligation to ddfgself and Vertex in such action, suit or prodagd***]. The Parties shall
cooperate with each other in any defense of anly suit, action or proceeding. The Parties will ghaeh other prompt written
notice of the commencement of any such suit, aaiiqoroceeding, or receipt of any claim of infringent, and will furnish
each other a copy of each communication relatinhealleged infringement. Neither Party shall coonpise, litigate, settle or
otherwise dispose of any such suit, action or prdcey without the other Party's advice and priorsemt, provided that the
Party not having the right to defend the suit shatlunreasonably withhold its consent to any eettint which does not have a
material adverse effect on its rights, obligationdenefits, either under this Agreement or othsewi

(i) The Party first having actual notice of any claantion or proceeding referenced in subsectionsr (i) above shall promptly
notify the other Party in writing, setting forth ieasonable detail, to its knowledge, the factsteel to any such claim, action or
proceeding. The Parties shall promptly discuss gsed responses to any such matters.

10.5.8 Trademarks. GSK shall be responsible for the selection ofraliemarks which it employs in connection with Piidn the Territory

and shall own and control such trademarks. GSK bkealesponsible for registration and maintenariadl @such trademarks. Nothing
in this Agreement shall be construed as a grarighfs, by license or otherwise, to Vertex to usehstrademarks or
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any other trademarks owned by GSK for any purp@&K shall own such trademarks and shall retain suwaiership upon
termination or expiration of this Agreement.

ARTICLE 11: TERM AND TERMINATION

111

11.2

11.3

Term and Expiration. This Agreement shall be effective as of the Effecate and unless terminated earlier pursuanéttichs
11.2,11.3,11.6 or 11.7, this Agreement shalliometin effect until expiration of all royalty olgktions under Article 8.

Termination by GSK Without Cause. Notwithstanding anything contained herein to thetary, after the end of the Back-up
Program Term GSK shall have the right to terminli® Agreement at any time in its sole discretigrglving [***] advance written
notice to Vertex; provided, however, if a Produas meceived a Marketing Authorization in {f#] advance written notice shall be
required, unless such termination is for a reagbardhan a Valid Safety Issue, in which case teatidn may be with immediate
effect. For the purposes of this Agreement, a 'V 8lafety Issue[***].

Following any delivery by GSK of notice of termiiat pursuant to this Section 11.2, GSK and Vertékas-operate in good faith to
agree and implement a transition plan, in ordejive effect to Sections 11.5 (b)-(d). During theipé between GSK's notice of
termination pursuant to this Section 11.2 and ffective date of such termination, provided thatkA&es all reasonable efforts to
agree and implement a transition plan, GSK shatldemed to have met its due diligence obligatiansyant to Sections 3.5 and 4.3.
For the avoidance of doubt, during the period dfagountil the effective date of termination, GSta#l not be required to initiate any
new clinical or non-clinical studies, make any fent filings for Regulatory Approval other than atated to the prompt and complete
transfer of regulatory authorizations and developnasd commercial rights to Vertex, or launch thedact in any further countries
order to meet its due diligence obligations purstaisections 3.5 and 4.3.

Notwithstanding termination of this Agreement, foe avoidance of doubt, Section 11.5(b) shall renraeffect until the completion
by GSK of all actions which are required by it taable a full transfer to Vertex of all filings f&egulatory Approvals and all
Marketing Authorizations relating to the Product.

Termination for Cause. This Agreement may be terminated at any time duttiegterm of this Agreement:

11.3.1 upon written notice by either Party if the otherti?# in breach of its material obligations herdenand has not cured such breach

after notice from the terminating Party requestinge of the breachgrovided, however, in the event of a good faith dispute with
respect to the existence of a material breachguhe period shall be tolled until such time asdispute is resolved pursuant to
Section 12.7; and provided that the terminatingyPaas given the defaulting Party the following ofpnities to remedy any breach:

0] the written notice of breach referenced above stetil the specific obligation under this Agreemehich is alleged to have
been breached; the manner of such alleged breadtiha steps which must be taken in order to remsedi breach; and

(i) the terminating Party has provided the defaultingyPwith a reasonable amount of time (but no ntbaa[***] ) in which

(x) to complete any steps which might be takeretonady the breach, as stated in the notificatidore&ch, or (y) if completion
of those steps is not possible withiff&] , to commence those steps required as stated motifecation of
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breach, on the condition that the defaulting Pedtytinues to perform those steps with due diligeart the breach can be
cured within a mutually agreeable period of time;

11.3.2 by either Party upon the filing or institution dditikruptcy, reorganization, liquidation or receivipsproceedings, or upon an
assignment of a substantial portion of the assetth& benefit of creditors by the other Papsgvided, however, in the case of any
involuntary bankruptcy proceeding such right tortierate shall only become effective if the Partysmmis to the involuntary
bankruptcy or such proceeding is not dismissediw[tti*] after the filing thereof.

11.4 Effect on License of Termination by GSK for Cause.

11.4.1 If GSK terminates this Agreement under Section I1en (i) GSK's licenses pursuant to Sectiohsafd 6.2 shall become
perpetual, exclusive licenses subject to the firmprovisions of Article 8; and (i) GSK shall hathe right to offset against any
monies owed to Vertex (pursuant to Article 8 obtAgreement) all of its direct costs, losses amkages incurred as a result of
Vertex's breach. In addition to any other provisiarhich may survive termination pursuant to Seclitr8, Article 10 shall survive
such termination.

11.4.2 If this Agreement is terminated by GSK pursuargubsection 11.3.2, all licenses and rights to Sesrgranted under or pursuant to
this Agreement by Vertex to GSK are, and shall otfee be deemed to be, for purposes of Sectionn}@(the United States
Bankruptcy Code (the "Code"), licenses of rightéimbtellectual property" as defined under Secti@i(B5A) of the Code. The Parties
agree that GSK, as a licensee of such rights uhifeAgreement, shall retain and may fully exereBef its rights and elections
under the Code, and that upon commencement ofladgatny proceeding by Vertex under the Code, oirexjd/ertex if such
proceeding is not dismissed witHiri*] of its initial filing, GSK shall be entitled to amplete duplicate of or complete access to (as
GSK deems appropriate), any such intellectual ptg@nd all embodiments of such intellectual préyaeBuch intellectual property
and all embodiments thereof shall be promptly @std to GSK (i) upon any such commencement of arbbatcy proceeding upon
written request therefore by GSK, unless Vertertsléo continue to perform all of its obligationsder this Agreement or (ii) if not
delivered under (i) above, upon the rejection &f fkgreement by or on behalf of Vertex upon writtequest therefore by GSK.

11.5 Effect of Termination by Vertex For Cause or by GSKWithout Cause.
If Vertex terminates this Agreement under Sectibh$8, 11.6 or 11.7, or GSK terminates this Agregrueder Section 11.2:

(@) GSK's licenses pursuant to Article 6 shall termeéred of such termination date and GSK shall, wiitfif} after such
termination, return or cause to be returned to&seatl Vertex Information in tangible form, and sllbstances or compositions
delivered or provided by Vertex, as well as anyeotiaterial provided by Vertex in any medium, exdbpt GSK may retain
one copy in its confidential files for records posps.

(b)  Allfilings with Regulatory Authorities concernirigroduct Candidates or Products will be assignexthmrwise transferred to
Vertex as soon as practicable and at GSK's expandeany reports required to be made to any Regylétuthority covering
any periods prior to the effective date of termimaf the Agreement will be prepared promptly ditetl at Vertex's direction
with the appropriate Regulatory Authority or, atriéx's discretion, made available to Vertex fanfjlby Vertex. GSK will
also promptly deliver to Vertex all data and infation (and including all information relative toyatechnology which is the
subject of a non-exclusive license under Subsedtlof(c)) generated in the course of any Clinigé&l$ and non-clinical
studies of Product Candidates and Products. Nateitiding Section 7.1,
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Vertex shall be able to disclose any such datar#odmation as is necessary to exercise its rightdevelopment and
commercialization (including usual and customarplipation activities) of the Product Candidates &ndducts granted under
this Agreement.

© ™

(d)  Vertex will be solely responsible for and, shouldlect to exercise its supply option under (ifigrbelow, will use
commercially reasonable efforts to obtain an appdofby Regulatory Authorities, as required) altézrsource of supply for
Product Candidates and Products as soon as redspnatticable.

0] In respect of each Product Candidate that is noghmarketed at the date of delivery by GSK or ¥erf notice of
termination under Section 11.2, 11.3, 11.6 or t&spectively, of this Agreement (the "Terminatiootide Date"), GS}
and Vertex shall negotiate in good faith, followitg Termination Notice Date, regarding transfeclofical and non-
clinical supplies existing at such tirffe*].

(i) In respect of each Product that is being markeye@ 38K at the Termination Notice Date, at Vertexyian and for a
period ending at the earlier pf*] following the Termination Notice Date or the dapmn which Vertex has
established an approved source of supply, GSKsupply Vertex with all of Vertex's requirements émmmercial
supplies of each Product in a maximum annual amegué&l to***]. GSK and Vertex shall, following the Terminat
Notice Date, negotiate in good faith a Supply Agneat under which Products will be suppligtf] , to the then
current specifications, and in accordance with GEKisting quality and compliance standards.

(e) In the event that Vertex shall subsequently comiakze any Product Candidates or Products, Vertak pay GSK[***]
until, with respect to a particular country, theeation of the last-to-expire valid patent claimthat country under any Vertex
Patent Rights, Joint Patent Rights or patents Gbetr by GSK and licensed under this Section 11a5 would be infringed by
the sale of the Product.

11.6. Suspension or Termination of Development.

11.6.1 At any time during the Development Program, GSKldtave the right to suspend or terminate the dgwekent, in whole or in part,
a Product Candidate or Product upon the occurrehaegCommercial Failure or Technical Failure wiéspect to that Product
Candidate or Product (in which case the detaithaf Commercial Failure or Technical Failure sbhallpromptly shared with the JSt
or because another Product Candidate is demomngtiatbetter safety/efficacy profile, or becausettaemoProduct Candidate is being
progressed in development as the Lead Compoundhgiipfollowing communication to, and assessmerguath proposed
termination by, the Joint Steering Committee.

11.6.2 In the event that the Development Program is teaieithin relation to any Region, or has been susggbimdrelation to any Region for
any reason for a period pf*] or more, including but not limited to, reasong*éf] , and GSK is not diligently commercializing a
Product in such Region, then Vertex may terminkagditenses granted to GSK hereunder in respesiaf Region by giving written
notice to GSK. The Development Program shall berdekterminated or suspended in relation tqt@ if development activities
are terminated or suspended in relation tqtt& for a period of***] or more. If Vertex terminates the licenses gramte@SK in
respect of such Region pursuant to this Sectio6.21the terms of Section 11.5 shall apply in fetato such Region. Vertex's right to
terminate the licenses in relation to the Regiodenrthe circumstances specified above shall ndyahping any period in which
GSK's failure
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to actively develop, market or sell a Product Cdat# or Product under this Agreement is the diesuillt of circumstances beyond
GSK's reasonable control (such as, but not linitedvhere the suspension has been required oreatiBisa Regulatory Authority or
independent ethics committee), so long as GSK, thighadvice and participation of the JSC, has pthyngstablished a plan which
reasonably addresses the issues giving rise teugension or termination, with the objective ahotencing development or
commercialization of a Product Candidate or Prodgcsoon as reasonably practicable, and is diligerecuting such plan.

11.6.3 In the event that the Development Program is teausihin its entirety for all Regions for any reasmnhas been suspended in its

11.7

entirety for all Regions for any reason for a peérd[***] or more, including but not limited t§**] , and GSK is not diligently
commercializing a Product, then Vertex may termarthts Agreement by giving written notice to GSKVertex terminates this
Agreement pursuant to this Section 11.6.3, thegesfiSection 11.5 shall apply. Vertex's right tortmate this Agreement under the
circumstances specified above shall not apply duaimy period in which GSK's failure to actively d&p, market or sell a Product
Candidate or Product under this Agreement is thrextiresult of circumstances beyond GSK's reasemamitrol (such as, but not
limited to, where the suspension has been reqoiredivised by a Regulatory Authority or independehics committee), so long as
GSK, with the advice and participation of the J&8&s promptly established a plan which reasonaldyesdes the issues giving rise to
the suspension or termination, with the objecti¥feammencing development or commercialization raduct Candidate or Product
as soon as reasonably practicable, and is diligentcuting such plan.

Termination of Product Commercialization.

11.7.1 At any time after First Commercial Sale of a Prado@ country, GSK shall have the right to ternéneommercialization of such

Product on a country-by-country basis upon the weoee of Commercial Failure or Technical Failurpdn the provision df**|
written notice unless there is a Valid Safety Is$navhich case termination may occur with immegliatfect) and following
communication to, and assessment of such propesetiation by, the Joint Steering Committee, wiiommunication shall include
the relevant details underlying any determinatib@ommercial Failure or Technical Failure or VaBdfety Issue.

11.7.2 In the event that GSK decides to terminate all cemzialization of Products in a Region, and at sirole GSK is not engaged in a

11.8

Development Program which has as a principal olvjethe development of one or more Product Candglfr commercialization in
such Region, then Vertex, uppri*] written notice to GSK may terminate GSK's rightsl ibenses under this Agreement with
respect to such Region, and the terms of Sectidhstall apply to such Region on such terminatipivertex. GSK shall be deemed
to have terminated all commercialization of Produntthe North American Region if it has terminaédidcommercialization of
Products in the United States.

Survival

Any expiration or termination of this Agreement ki@ without prejudice to the rights of either Baagainst the other accrued or
accruing under this Agreement prior to expiratiortesmination, including without limitation the ogétion to pay royalties for Product
(s) sold prior to such expiration or terminatiomeTprovisions of Section 7.1 shall survive the ein or termination of this
Agreement and shall continue in effect for ten {€ars. In addition, the provisions of Sectiong.1, 7.2(c), 7.3, 7.4, 8.11, 8.12, 8.13,
8.17,11.4,11.5,11.6.2,11.6.3, 11.7.2, 11.81,172.5, 12.6 and 12.7 shall indefinitely survivey &xpiration or termination of this
Agreement.
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11.9

11.10

11.11

Effect of Vertex Change of Control.

If (a) a Change of Control of Vertex occurs anddb)an immediate result another company (the "Ghah@ontrol Party") controls
Vertex, as the term "control" is used in SectichHereof, and (c) the Change of Control Party oAffiiate of the Change of Control
Party at the time of the Change of Control or sghsetly during the term of this Agreement, is depéig or commercializing a
Competing Product, then:

(@ the financial provisions of Article 8 shall contemmand be payable to the Change of Control party; an

() ]
OJ i
@iy 1]

Effect of GSK Change of Control.If during the Exclusivity Period a Change of CohvtbGSK occurs and as an immediate result
another company, or group of companies acting nted, controls GSK (as the term "control" is use8ection 1.1 hereof), and that
company or group of companies at the time of thar@k of Control or subsequently during the terrthizf Agreement, is developing
a Competing Product, then at Vertex's written retidelivered withir{***] after (a) the later of the public announcemenhef t
Change of Control transaction or the closing of thensaction, or (b) the disclosure to Vertex §KGof the commencement of
development of a Competing Product, GSK or its esseor shall, at GSK's discretion, witlfiit*] of receipt of such written request
either:

@ [*™]:or
iy [
Acquisition of Company with a Competing Product.

The provisions of Sections 11.9 and 11.10 shallygpputatis mutandisif Vertex or GSK acquire the control of a ThirdrB (as the
term "control" is used in Section 1.1 hereof) tisadeveloping or commercializing Competing ProdsiGtds appropriate.

ARTICLE 12: MISCELLANEOUS

12.1

Indemnification.

€)) Except to the extent due to the negligence orwiliiisconduct of GSK, Vertex shall indemnify, dedeemd hold GSK and its
Affiliates, and their respective directors, offiseemployees and agents, harmless from and againstiaims of damages
(except to the extent arising from any claims é&liectual property infringement), bodily injuryedth, or property damage
made by a Third Party (a "Third Party Claim") te #xtent arising from: (i) the negligence or willfmisconduct of Vertex
under this Agreement; (ii) the material breach ®rtex of any warranty, representation or obligatbivertex under this
Agreement; or (iii) the development, synthesistitgs use, storage or handling by Vertex or ityespntatives or agents under
this Agreement of VX-409, or any Back-up CompouPchduct Candidate or Product.

(b) Except to the extent due to the negligence or wiltiisconduct of Vertex, GSK shall indemnify, dedeand hold Vertex and i

Affiliates, and their respective directors, offiseemployees and agents, harmless from and ageiynsthird Party Claim
resulting from (i) the
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12.2

12.3

12.4

(©

(d)

negligence or willful misconduct of GSK under tligreement; (ii) the material breach by GSK of argrranty, representation
or obligation of GSK under this Agreement; or (fhie development, testing, synthesis, use, stotegelling, manufacture or
commercialization by GSK or its representativea@ents under this Agreement of VX-409, or any BagkZompound,
Product Candidate or Product.

If a Party (the "Indemnitee") intends to claim inttgfication under this Section, it shall promptigtifiy the other Party (the
"Indemnitor") in writing of any Third Party Clainof which the Indemnitee intends to claim such indification. The failure
of the Indemnitee to deliver written notice to thdemnitor within a reasonable time after the comeoeenent of any such
action shall relieve the Indemnitor of any obligatio the Indemnitee under this Section with resfeany such action, insof
as the failure prejudices the Indemnitor's abtiitylefend a Third Party Claim. The Indemnitee spatmit the Indemnitor to
control the litigation and/or settlement of suchr@Party Claim, and cooperate fully with Indemnito all matters related
thereto, provided that unless agreed by Indemflif@®unsel appointed by Indemnitor to defend Ind&ee shall not take any
position which if sustained would cause Indemniteeto be indemnified by Indemnitor and (ii) notlshent will involve any
terms binding on Indemnitee except payment of mdadyy paid by Indemnitor.

Neither Party shall be liable to the other for nedt, consequential, special or punitive damagegwuthis Agreement.

Force Majeure. Neither Party shall be held liable to the othertyPaor be deemed to have defaulted under or brekttie Agreement
for failure or delay in performing any obligationder this Agreement when such failure or delayaissed by or results from causes
beyond the reasonable control of the affected Ractyding, but not limited to, embargoes, warsauftwar (whether war be declared
or not), insurrections, riots, civil commotiongilets, lockouts or other labor disturbances, fil@ds, or other acts of God, or acts,
omissions or delays in acting by any governmentti@ity or the other Party. The affected Partyllsiatify the other Party of such
force majeure circumstances as soon as reasonauljgal, and shall promptly undertake all reastamafforts necessary to cure such
force majeure circumstances.

Assignment.Except as provided in this Section 12.3, this Agrest may not be assigned or otherwise transfen@dnay any right
or obligation hereunder be assigned or transfelrg@jther Party without the consent of the othemty? Either Party may, without the

other Party's consent, assign this Agreement anibitts and obligations hereunder in whole orart po an Affiliate, if that Party
guarantees the full performance of its Affiliatetsligations hereunder. Any permitted assignee stsallime all obligations of its
assignor under this Agreement and shall be sutijedit of the provisions of this Agreement. Anyeaittpted assignment not in
accordance with this Section shall be void. Notst#inding the above, Vertex or GSK may, withoutdtier's consent, assign this
Agreement and all rights and obligations hereunidehe event it experiences a Change of Contoalhé Change of Control party,
subject to the other provisions of this Agreement.

Severability. If any one or more of the provisions containecdhis Agreement is held invalid, illegal or unenfabke in any respect,

the validity, legality and enforceability of themaining provisions contained herein shall not iy @y be affected or impaired
thereby, unless the absence of the invalidatedigiom{s) adversely affects the substantive rigthe Parties. The Parties shall in
such an instance use their best efforts to reglaavalid, illegal or
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12.6

12.7

unenforceable provision(s) with valid, legal andoeceable provision(s) which, insofar as practigalplement the purposes of this
Agreement.

Notices.All notices that are required or permitted hereursdall be in writing and will be sufficient if dekred personally, sent by
facsimile (and promptly confirmed by personal detiy registered or certified mail or overnight dety, sent by internationally-
recognized courier or sent by registered or cedifnail, postage prepaid, addressed as folloves\fertex, to:

if to Vertex, to: Vertex Pharmaceuticals Incomed
130 Waverly Street
Cambridge, MA 02139
USA
Attn: Office of Business Developme
Facsimile No.:(617) 44+-6632

and: Attn: General Counse¢
Facsimile No.:(617) 44+~7117

if to GSK, to: GlaxoSmithKline
Greenford Road
Greenford
Middlesex
UB6 OHE
UK
Attn: Vice-President Transactions and Commercial Alliar
Facsimile No.:(44) 20 8966 537

And GlaxoSmithKline
980 Great West Road
Brentford
Middlesex
TW8 9GS
UK
Attn: Senior Counsel, R&D Legal Transactic
Facsimile No.:(44) 20 8047 689

or to such other address as the Party to whomenisito be given may have furnished to the othetyRa writing in accordance
herewith. Any such notice shall be deemed to haenlyiven: (a) when delivered if personally dekdceor sent by facsimile on a
business day; (b) on the next business day aftpatih if sent by facsimile or by internationalgcognized overnight courier; and/or
(c) on the fifth (5th) business day following thatel of mailing if sent by mail or other internatidig-recognized courier. Notices
hereunder will not be deemed sufficient if providedy between or among each Party's representativéise JSC.

Applicable Law. This Agreement shall be governed by and constmeddordance with the laws of The Commonwealth of
Massachusetts without reference to any rules dflicbof laws. The United Nations Convention on thale of Goods shall not apply.

Dispute Resolution.

12.7.1 The Parties shall negotiate in good faith and easanable efforts to settle any dispute, contrgverslaim arising from or related to

this Agreement or the breach thereof. If the Psudie initially unable to resolve a dispute, despging reasonable efforts to do so,
either Party may,
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by written notice to the other, have such dispaterred to their respective senior management datid below or their respective
successors, for attempted resolution by negotiatiggood faith. Such attempted resolution shalétplace no later than twenty one
(21) days following receipt of such notice. Theigeated management are as follows:

For GSK:

Chairman of Research and Development (for a digmuneipally involving research or development)
or

Chief Operations Officer (for dispute principallyvblving commercialization)

For Vertex:

the Chief Executive Officer, or at the CEQ's option

the Head of Research or Development (for a disputeipally involving research or development)
or

the Head of Commercial Operations (for disputegipally involving commercialization)

12.7.2.If the Parties are unable to resolve the disputetroversy or claim withifi**] following the day on which one Party provides veritt

notice of the dispute to the other in accordandh ®Wlause 12.7.1, and a Party wishes to pursuméiger, each such dispute,
controversy or claim that is not an "Excluded Claan defined in Section 12.7.7 below, shall belfna@solved by binding arbitration
in accordance with the Commercial Arbitration Rudesl Supplementary Procedures for Large Complepudés of the American
Arbitration Association ("AAA"), and judgment onelarbitration award may be entered in any courirfggjurisdiction thereof.

12.7.3 The arbitration shall be conducted by a panel ifatpersons experienced in the pharmaceutical égsiwVithin***] after initiation

of arbitration, each Party shall select one peteact as arbitrator and the two Party-selectedratbrs shall select a third arbitrator
within [***] of their appointment. If the arbitrators selectgdte Parties are unable or fail to agree uporitting arbitrator, the third
arbitrator shall be appointed by the AA**]. All proceedings and communications shall be in EhglThe decision of the
arbitrators shall be final and binding upon thetiBarand their respective Affiliates and the Partiereby waive their respective rights
to any form of appeal therefrom. The decision shaltendered no later than sixty (60) days follgrndemmencement of the
arbitration.

12.7.4 Either Party may apply to the arbitrators for intemjunctive relief until the arbitration awardriendered or the controversy is

otherwise resolved. Either Party also may, witheaiving any remedy under this Agreement, seek fammy court having jurisdiction
any injunctive or provisional relief necessary totpct the rights or property of that Party pendimg arbitration award. The arbitrat:
shall have no authority to award punitive or antyeottype of damages not measured by a Party's cwapy damages. In addition to
dealing with the merits of the case, the Arbitmatiavard shall fix the costs of the Arbitration atetide which of the parties shall bear
such costs or in which proportion such costs dtmlborne by the parties.

12.7.5 Except to the extent necessary to confirm an awaes may be required by law, neither a Party naraitrator may disclose the

existence, content, or results of an arbitratiotheuit the prior written consent of both Partiesndnevent shall an arbitration be
initiated after the date when
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commencement of a legal or equitable proceedingdan the dispute, controversy or claim would bedehby the applicable
Massachusetts statute of limitations.

12.7.6 The Parties agree that, in the event of a dispute the nature or quality of performance under gseement, neither Party may

terminate this Agreement until final resolutiontié dispute through arbitration or other judiciatefmination. The Parties further
agree that any payments made pursuant to this Agneepending resolution of the dispute shall barrdéd if an arbitrator or court
determines that such payments are not due.

12.7.7 As used in this Section, the term "Excluded Clagiall mean a dispute, controversy or claim thateams[***].

12.7.8 Notwithstanding anything to the contrary in theefgoing, to the extent that the Parties have a tisgout whether or not a Back-up

Compound satisfies the Development Candidate Gxjtdre Parties shall resolve that dispute ascstt fn Section 2.7.

12.7.9 Notwithstanding anything to the contrary in theefgoing, to the extent that the Parties have a thspoout whether a Third Party

12.8

12.9

12.10

12.11

12.12

12.13

license can reasonably be expected to materiathp@se Net Sales, the Parties shall resolve thptidi as set forth in Section 8.7.

Entire Agreement; Amendments.This Agreement, together with the Schedules hepstatains the entire understanding of the Pe
with respect to the subject matter hereof and sgoles and cancels all previous express or imptieeeanents and understandings,
negotiations, writings and commitments, either oralritten, in respect to the subject matter her€be Schedules to this Agreement
are incorporated herein by reference and shaleleenéd a part of this Agreement. This Agreement negagmended, or any term
hereof modified, only by a written instrument delyecuted by authorized representatives of bothe2altf the provisions of the
Development Plan or the Global Marketing Plan ao®nsistent with this Agreement, the provisionshig Agreement shall control.

Headings.The captions to the several articles, sectionssabdections hereof are not a part of this Agreenentare merely for
convenience to assist in locating and reading ¢hersl articles and sections hereof.

Independent Contractors.It is expressly agreed that Vertex and GSK shalhdependent contractors and that the relationship
between the two Parties shall not constitute anpaship, joint venture or agency. Neither Vertek @&K shall have the authority to
make any statements, representations or commitroéatsy kind, or to take any action, which shalldieding on the other Party,
without the prior written consent of the other Rart

Waiver. The waiver by either Party hereto of any right neder, or the failure of the other Party to perfooma breach by the other
Party, shall not be deemed a waiver of any ottt thereunder or of any other breach or failursigh other Party whether of a
similar nature or otherwise.

Cumulative RemediesNo remedy referred to in this Agreement is intentbede exclusive, but each shall be cumulativeiand
addition to any other remedy referred to in thiseegnent or otherwise available under law.

Waiver of Rule of Construction. Each Party has had the opportunity to consult adgtlnsel in connection with the review, drafting

and negotiation of this Agreement. Accordingly, thie of construction that any ambiguity in thisrAgment shall be construed
against the drafting Party shall not apply.
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12.14

12.15

12.16

Certain Conventions.Any reference in this Agreement to an Article, 8attsubsection, paragraph, clause, Schedule abEshall

be deemed to be a reference to an Article, Sedigdrsection, paragraph, clause, Schedule or Exbibir to, as the case may be, this
Agreement, unless otherwise indicated. Unless diméext of this Agreement otherwise requires, (a)dsmf any gender include each
other gender, (b) words such as "herein”, "herewft] "hereunder" refer to this Agreement as a whnténot merely to the particular
provision in which such words appear, (c) wordsigshe singular shall include the plural, and wieesa, and (d) the words "include,"
“"includes" and "including" shall be deemed to biéofeed by the phrase "but not limited to", "withdimitation”, “inter alia" or words
of similar import.

Counterparts. This Agreement may be executed in two or more apatts, each of which shall be deemed an originalall of
which together shall constitute one and the sasteliment.

Pharmacovigilence.

12.16.15SK shall be responsible for the timely reportifigduct quality complaints, adverse events andlipct safety data related to

Product Candidates or Products to the appropriateiRtory Agency or other health authorities. G&Kllsmaintain a global adverse
event database for Product Candidates and Proda$ts shall respond effectively in a timely manneall safety issues with respect
to a Product Candidate or a Product, and to allestg made by any Regulatory Authority in the Teryi

12.16.2Not later tharf***] after the first filing of an NDA for each Produtite Parties will agree on terms to facilitate thenagement of

safety for the Product in accordance with standesfish are no less stringent than those containékd ICH Guidelines.
The agreed terms will ensure that:

0] The Parties will be able to comply with regulatoeguirements for the reporting of safety data icoadance with standards
stipulated in the ICH Guidelines, and all applieat#gulatory and legal requirements regarding thragement of safety data;
and

(i) The Parties will exchange relevant safety dataiwigppropriate timeframes and in an appropriatsédrto enable them to
meet both expedited and periodic regulatory repgntequirements.

[Signature Page Follows]
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IN WITNESS WHEREOF , the Parties have executed this Agreement aealdle first set forth above.

GLAXO GROUP LIMITED VERTEX PHARMACEUTICALS INCORPORATED

By: /sl VICTORIA LLEWELLYN By: /sl JOSHUA S. BOGER

Name: Name: Joshua Bog

Title: Assistant Company Secret Title: Chairman, President and Chief Exaeutfficer
December 17, 20C December 17, 20C

Date Date
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Schedule 1.2
Back-up Compounds
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Schedule 1.15
Development Candidate Criteria

[***]
[***]

Information redacted pursuant to a confidentialai®ent request. An unredacted version of this
exhibit has been filed separately with the Comroissi




Schedule 1.57
VX-409 Specification

[***]
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Schedule 1.60
Unit Direct Cost of Goods of GSK or Third Party cortract manufacturer (as appropriate)

[***]
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[***]

[***]
['k**]
VP1/02-138BR
['k**]
[***]
[***]
[***]
[***]

[***]
[***]
[***]

[***]

[***]

*hk

{***}

['k**]

VPI/02-138PE

-

*hk

{***}
VPI1/02-138PROV
VPI/02-138PROV

VPI1/02-138

-

*hk

{***}

[***]
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Vertex Patent Rights

[***] [***]

['k**] ['k**]

Brazil PI040802+-2

['k**] ['k**]

[***] [***]

[***] [***]

[***] [***]

[***] [***]

['k**] ['k**]

['k**] ['k**]

['k**] ['k**]

[***] [***]

[***] [***]

[***] [***]

[***] [***]

['k**] ['k**]
Peru 2362004

['k**] ['k**]

[***] [***]

[***] [***]

[***] [***]
us 60/451,45¢
us 60/463,797
us 10,792,68¢

['k**] ['k**]

[***] [***]

[***] [***]

[***] [***]

[***]

['k**]
PUBLISHED

['k**]

[***]

[***]

[***]

[***]

[***]
[***]
[***]

[***]

[***]

[***]

[***]

['k**]

PUBLISHED

['k**]

[***]

[***]

[***]
EXPIRED
EXPIRED

PUBLISHED

['k**]

[***]

[***]

[***]




Schedule 1.67
VX-409 Chemical Structure

[***]
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Schedule 3.1
Development Plan as of the Effective Date

[***]
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Schedule 3.3
Planning Information

[***]
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Schedule 5.2
Inventory and Manufacturing Cost

[***]
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EXHIBIT 10.35
December 5, 2005
VIA FEDEX

Mr. Richard C. ("Bink") Garrison
337 Marlborough Street, Apt. 3
Boston, MA 02115

RE: Vertex Pharmaceuticals Incorporated/Richard C.rkBji Garrison
Offer Letter

Dear Bink:

On behalf of Vertex Pharmaceuticals Incorporated {Company"), | am pleased to extend an offeroto fpr a position with the Company as
follows:

. Job Title: Senior Vice President, Organizational Developmesgorting to Joshua Boger, Ph.D., Chairman, Begsi& Chief
Executive Officer.

. Employment Term:Four year term commencing on December 12, 2006r (\start date"), terminable by either party, with
without "Cause," on thirty (30) days' notice. Sexvme benefits will be available as described below.

. Duties: As requested by the Chief Executive Officer, gpemerally will include the following:

- contribute as a member of the senior managememt tearently referred to as the "Executive Teamther"ET")
which sets strategy and oversees operations fggtthemaceutical business worldwide, and as a meoflibe group of
managers who coordinate the Company's functionaditses worldwide (currently referred to as thep€ating
Council" or the "OC");

- develop and implement processes to increase thep grffectiveness of the ET and the OC and the iddai
effectiveness of each of its members;

- establish sustainable mechanisms to preserve abddcethe Company's values and culture, enhanceetfigrmance
capabilities of the Company's human capital asaetsimprove the Company's ability to grow its harsapital base;

- develop messages, mechanisms and modalities tm@mlkammunication of the Company's corporate imaggsion
and values, both within and outside the Compang; an

- work closely with the leaders of the human resaaifaaction, the investor relations function, ane tither functional
leaders to achieve the foregoing objectives.

. Sign-On Bonus: You will receive a sign-on bonus in the amoun$8®,000, payable on the first regular payroll dati®wing
commencement of employment. During the first twehanths after your start date, if you terminatery@mployment or if
your employment is terminated by the Company fauggayou will be required to repay the sign-on Isotauthe Company.

. Compensation: Annualized salary of $320,000, subject to revéewl adjustment (upward) by the Company's Board of
Directors as part of the normal annual senior etreeueview process in effect from time to time b paid in accordance with
the Company's customary payroll practices.

. Initial Equity Grant: As an important part of this offer, we will graontyou the following initial amounts of restrictsares
and stock options. These restricted shares anll sfrions will be issued under, and subject to,gbeeral terms and
conditions of the Company's 1996 Stock and Optian.p

Restricted Shares: You will be granted restricted shares at a matprice, which will vest in four equal annualtaéments
on the anniversary of your start date. Unvestedeshaill be




subject to repurchase by the Company upon termimati your employment, for a price equal to the@ffor which you
purchased them. The number of shares to be issilldgbvealculated by dividing $200,000 by the Comypa average stock
price over the ten trading days immediately prioydur start date, rounded up to the nearest 18@ste.g., 9,090 shares
would become 9,100).

Stock Option: You will be granted an initial option to purdgashares of the Company's common stock, whichvesit and
become exercisable with respect to equal amourtteeafinderlying option stock at the end of eachrtguauring the 4-year
period commencing on the Start Date. The exeraise pf the shares subject to the initial stockap{the "Initial Exercise
Price") will be the average market price of the @amy's shares on your start date. The number oésisabject to the
purchase option will be calculated by dividing $;8ID by the Initial Exercise Price, rounded uphte mearest 1,000 shares
(e.g., 27,300 option shares would become 28,000 optiares).

Employment Benefits:Major medical and dental coverage, three weekatian, 401(k) plan with a matching Company
contribution, long term disability, company-paitklinsurance and other benefits, all as in effemnftime to time. We have
previously provided you with a summary descriptidithe benefits currently offered by the Compamyadidition, the
Company will promptly reimburse you for all busisesxpenses reasonably incurred by you in connewatittnyour
employment, provided that you supply receipts foother proof of the expenses and your claim fanbairsement is otherwit
in accordance with general Company policy.

Participation in Bonus Program:You will be eligible to participate in the Compeéscash bonus programs in effect from time
to time and applicable to the Company's senior @kezs, as determined by the Board. The Companyteist plan
contemplates an annual cash bonus of up to 40%eiiar executive's annual base salary, dependitopth individual and
Company performance.

Long Term Incentive Compensation Plan¥ou will be eligible to participate in the Compaslong-term incentive
compensation plans, including the Company's omiuhrestricted stock plans, in effect from timeinee and available to the
Company's senior executives, as determined by taedB

Change of Control Benefit:The Company will provide you with a "change ohtol" benefit on the same terms and
conditions extended generally to other senior etvees. A copy of the CThange of Control Agreemerig'enclosed herewith
for your review.

Outside Interests: The position you are being offered is for futht employment with the Company. We expect that your
outside interestsd.q., directorships and similar activities) will in gaal contribute to your skills and job performaaté¢he
Company and will require only reasonably amountsnoé away from the Company (as determined by thief(Executive
Officer), and will, in all cases, be subject togprapproval by the Chief Executive Officer.

Confidentiality and Inventions Agreemen#is a condition of your employment, you will bejuéred to sign a copy of our
"Employee Non-Disclosure, Non-Competition and Irti@ms Agreement" in the form included with thistéat

Severance Benefitsin the event you terminate your employment foo8@ Reason" or if your employment is terminated by
the Company without "Cause" during the during theedr contract term, you will receive:

0] 12 months' salary plus bonus, payable monthly irakipstallments (ceasing upon death, but in noeless than six
months of benefit);

(i) all stock options and time-vesting restricted stbheld on the date of your termination will be dednt®have been held,
for vesting purposes, an additional 18 months,aheested options as of the termination date keifhain exercisable
for 12 months; and




(i)  continued participation in the Company's medicalilance plan until the earlier of the end of theesgnce pay perio
specified in (i) above, or the date you receiveiaant coverage from a subsequent employer.

. "Cause": For purposes of the severance benefit describedea"Cause" shall mean
(@  your conviction of a felony crime of moral turpitetd

(b)  your willful refusal or failure to follow a lawfulirective or instruction of the Company's Boardafectors or the
individual(s) to whom you repormyrovidedthat you receive prior written notice of the diiee(s) or instruction(s) that
you failed to follow, angrovided furthethat the Company, in good faith, gives you thig@) days to correct any
problems andurther providedf you correct the problem(s) you may not be temea for Cause in that instance;

(c) in carrying out your duties you commit (i) willfgross negligence, or (ii) willful gross misconduetsulting in either
case in material harm to the Companglesssuch act, or failure to act, was believed by yawgaod faith, to be in the
best interests of the Company; or

(d)  your violation of the Company's policies made kndwyou regarding confidentiality, securities traglior inside
information.

. "Good Reason": For purposes of the severance benefit describedea"Good Reason” shall mean that without yomseat,
one or more of the following events occurs and tgminate your employment by notice in writing be tChief Executive
Officer of the Company within 90 days after thefioccurrence of the event:

() You are assigned to any duties or responsibilthias are inconsistent, in any significant respedt) the scope of dutie
and responsibilities currently performed in yousitions and offices as described under "Job Téaled "Duties" above,
provided that such reassignment of duties or resipoities is not due to your Disability or perfoamce, nor is at your
request or with your prior agreement;

(i) You suffer a reduction in the authorities, dutasd responsibilities associated with your positiang offices as
described under "Job Title" and "Duties" abovettanbasis of which you make a determination in giadtth that you
can no longer carry out such positions or offigethe manner contemplated at the time this Agre¢mas entered int
provided that such reassignment of duties or resipoities is not due to your Disability or yourgi@mance, and is not
at your request or with your prior agreement;

(i)  Your base salary, as determined under "Compen$attmve, is decreased;

(iv)  Your own office location as assigned to you by@wmpany is relocated thirtijre (35) or more miles from Cambridc
Massachusetts; or

(v) Failure of any entity, in the event of a Chang€ohtrol, as defined in your "Change of Control Agrent" referenced
above, to assume all obligations and liabilitieshi§ Agreement.

. "Disability": For purposes of the foregoing, a "Disability'aiglisability as determined under the Company's-teng
disability plan or program in effect at the time ttisability first occurs, or if no such plan oogram exists at the time of
disability, then a "disability" as defined undetdmal Revenue Code Section 22(e)(3).

Although you are being hired for your particulaperise, we are counting on the fact that the Catpgananagement team will be highly
interactive, with people who are interested ndiufiding and maintaining artificial barriers aroudidciplines and skills, but in breaking do
those barriers and applying new insights and iivgés across related fields. The position to whjioh have been hired is an important posi
in the Company, and we know it will be a challeggand exciting one.




Please note that this offer is conditional on apakof the terms and conditions set forth hereirtheyBoard and your ability to commence
employment with the Company on or before DecemBe2@05.

Pending that approval, we are pleased to extesdiffer to you and look forward to your acceptamlease sign and return this offer letter
and the additional documents enclosed herewitlo@s as possible to indicate your agreement withiéhas of this offer. We look forward to
having your confirming response.

Once signed by you, this letter and its attachmeiitonstitute the complete agreement betweengmithe Company regarding your
employment and will supersede all prior writterocal agreements or understandings on these matters.

We believe you will be able to make an immediatetigbution to the Company's efforts, and | thinkuywill enjoy the rewards of working for
an innovative, fast-paced company. One of the keysir accomplishments is good people. We hopeagoept our offer to be one of those
people.

Sincerely yours

/s/ JOSHUA BOGER

Joshua Boger, Ph.D.
Chairman, President & CE

| accept the terms of employment as describedsrofffer letter dated December 5, 2005, and wiktsiny employment on or befc
December 12, 2005. | confirm that by my start ddthe Company | will be under no contract or agneamt with any other entity which wol
in any way restrict my ability to work at the Compaor perform the functions of my job for the Compancluding, but not limited to, any
employment agreement and/or non-compete agreement.

/s RICHARD C. GARRISON Date 12/6/05

Richard C. Garriso
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EXHIBIT 10.36
December 12, 2005

Mr. Richard C. ("Bink") Garrison
337 Marlborough Street, Apt. 3
Boston, MA 02115

RE: Vertex Pharmaceuticals Incorporated
Change of Control Agreement

Dear Bink:

Your expertise, reputation and position will makeiya key member of the senior management team éXEharmaceuticals Incorporated
(the "Company"). As a result, the Company woule li& provide you with the following "change of canit benefit to help ensure that in the
event the Company becomes involved in a "changewmtfrol” transaction, there will be no distractfoom your attention to the needs of the
Company.

l. Definitions. For the purposes of this Agreement, capitalizechs shall have the following meaning:

1. " Base Salary shall mean your annual base salary in effect igiately prior to a Change of Control (as such tesmiefined ir
Section 1.4 below).

2. " Cause' shall mean:
(e)  your conviction of a felony crime of moral turpitetd

) your willful refusal or failure to follow a lawfullirective or instruction of the Company's Boardafectors or the
individual(s) to whom you report, provided that y@eeive prior written notice of the directive(s)instruction(s) that
you failed to follow, and provided further that tBempany, in good faith, gives you thirty (30) day<orrect any
problems and further provided if you correct thelgpem(s) you may not be terminated for Cause ititisdance;

(9) in carrying out your duties you commit (i) willfgross negligence, or (ii) willful gross misconduetsulting in either
case in material harm to the Company, unless sticlviafailure to act, was believed by you, in gdaith, to be in the
best interests of the Company; or

(h)  your violation of the Company's policies made kndwyou regarding confidentiality, securities traglior inside
information.

3. " Change of Contral shall mean that:

(@) any "person" or "group” as such terms are useckati@s 13(d) and 14(d)(2) of the Securities Exgeafict of 1934
(the"Act"), becomes a beneficial owner, as sucimtisrused in Rule 13d-3 promulgated under the dfcsecurities of
the Company representing more than fifty perce@¥(pof the combined voting power of the outstandiagurities of
the Company, as the case may be, having the ngrdte in the election of directors; or

all or substantially all the business or asseth®fCompany are sold or disposed of, or the Compaysubsidiary of
the Company combines with another company purdeasmimerger, consolidation, or other similar trarisa, other
than (i) a transaction solely for the purpose afgerporating the Company or one of its subsidgitea different
jurisdiction or recapitalizing or reclassifying t@@mpany's stock; or (ii) a merger or consolidatiowhich the
shareholders of the Company immediately prior whsuerger or consolidation continue to own at leastajority of
the outstanding voting




securities of the Company or the surviving entityriediately after the merger or consolidation.

4. " Disability " shall mean a disability as determined under tom@any's long-term disability plan or program ifeef at the
time the disability first occurs, or if no such plar program exists at the time of disability, ttaetdisability" as defined under
Internal Revenue Code Section 22(e)(3).

5. " Good Reasof shall mean that within ninety (90) days priot@€hange of Control, or within twelve (12) montfigaa
Change of Control, one of the following events agsauithout your consent:

(@  You are assigned to material duties or responsédslthat are inconsistent, in any significant eetpwith the scope of
duties and responsibilities associated with youitpmn and office immediately prior to the ChandeControl (providec
that such reassignment of duties or responsilsliianot for Cause, due to your Disability or atiycequest);

(b) You suffer a material reduction in the authoritiggties, or job title and responsibilities assaiawith your position
and office immediately prior to the Change of Cohton the basis of which you make a good faittedaination that
you can no longer carry out your position or offiseghe manner contemplated before the Change ofr@lq provided
that such reduction in the authorities, dutiegpbrtitle and responsibilities is not for Causee da your Disability or at
your request);

(©) your annual base salary is decreased below the Balaey;

(d) the principal offices of the Company, or the locatdf the office to which you are assigned at ilme tthis Agreement
entered into, is relocated to a place thirty-fi88)(or more miles away, without your agreement; or

(e) following a Change of Control, the Company's suscefails to assume the Company's rights and disdigg under this
Agreement.

6. " Termination Daté' shall mean the last day of your employment withh Company.

Severance Benefits upon Change of Contholthe event your employment is terminateck¢eptfor termination for Cause or due to a
Disability) within ninety (90) days prior to a Clgaof Control or within twelve (12) months afte€hange of Control; or if you, of
your own initiative, terminate your employment vifitiminety (90) days prior to a Change of Controlithin twelve (12) months afte

a Change of Control for Good Reason, in exchanga fgeneral release of all claims, you shall rezéie following benefits:

1. Severance PaymenrtThe Company shall make a lump sum payment to gyoaleo:

(@)  Your annual Base Salaryp(ovided, howevethat in the event you terminate your employmeniGood Reason based
on a reduction in Base Salary, then the base s&ldg used in calculating the Severance Paymaitittehthe base
salary in effect immediately prior to such redustin Base Salary); and

(b) any unpaid portion of a bonus award actually awaitnlg not yet paid to you under any bonus progrppiieable to the
Company's senior executives and in effect pridgh&éoChange of Control, pro rated in the event theriination Date is
prior to the end of the bonus plan year.

The Severance Payment shall be made in cash wéhi(l0) days of the execution of a general releaseexpiration
without revocation of any applicable revocationipgs under the general release.

2. Accelerated Vesting-Stock options for the purchase of the Companyar#ées held by you as of the Termination Date and
not then exercisable shall be deemed to have badrbl you




for an additional 18-months, for purposes of caltinb the number of options which are exercisabl¢he Termination Date.
The options to which this accelerated vesting &spdhall remain exercisable until the earlier dptifa end of the 9@ay perioc
immediately following the Termination Date, or the date the stock option(s) would otherwise expire

Continued Insurance Coveragelf COBRA coverage is elected by you, the Compamligay the cost of COBRA
continuation premiums on your behalf to continsdard medical, dental and life insurance covefaiggou (or the cash
equivalent of same in the event you are ineligibtecontinued coverage) for a period of 18-montisfthe Termination Date.

You shall not be required to mitigate the amourthef Severance Payment or any other benefit pravider this Agreement
by seeking other employment or otherwise, nor ghallamount of any payment or benefit providedridhis Agreement be
reduced by any compensation earned by you as $bé of other employment, by retirement benefitshyp offset against any
amount claimed to be owed by you to the Comparptloerwise.

1. Miscellaneous

1.

Employee's ObligationsUpon the termination of employment, you shallrpptly deliver to the Company all property of the
Company and all material documents, statisticsp@aticrecords, programs and other similar tangiielas which may be in
your possession or under your control and whichtesh a material way to the business or affaithefCompany or its
subsidiaries, and no copies of any such documergrypart thereof shall be retained by you.

Entire AgreementThis Agreement, theEmployee Non-Disclosure, Non-Competition & Invemdid\greemeritexecuted by
you and the Company effective as of December 1@5 2Md the offer letter previously signed by yod #re Company, cover
the entire understanding of the parties as to yights and obligations in the event of a Chang€artrol, superseding all prior
understandings and agreements related thereto.dddioation or amendment of the terms and cond#iohthis Agreement
shall be effective unless in writing and signedhy parties or their respective duly authorizechége

Governing Law This Agreement shall be governed by the lawfief@Gommonwealth of Massachusetts, as applied tvamis
entered into and performed entirely in MassachsigsttMassachusetts residents.

Successors and Assignghis Agreement may be assigned by the Compang apsale, transfer or reorganization of the
Company. This Agreement shall be binding upon ande to the benefit of the parties hereto and thaicessors, permitted
assigns, legal representatives and heirs.




Kindly indicate your acceptance of the forgoingdiyning and dating this Agreement as noted below,raturning one fully executed origil
to my attention.

Very truly yours,

Vertex Pharmaceuticals Incorporated

By: /s/ KENNETH S. BOGER

Kenneth S. Boger
Sr. Vice President and General Cour

ACCEPTED AND AGREED

/s/ RICHARD C. GARRISON

Richard C. Garriso
December 12, 200
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EXHIBIT 10.37

December 12, 2005

Mr. Richard C. ("Bink") Garrison
337 Marlborough Street, Apt. 3
Boston, MA 02115

Re: Amendment to Change of Control Agreement

Dear Bink:

The Change of Control Agreement dated d3aaziember 12, 2005 between you and Vertex Pharrtieatsuincorporated (the "
Agreemen") hereby is amended, effective as of the datéostit above, as follows:

1. Insert a new Section 1.7, which shall state ireitsirety:

1.7 " Pro-Rata Share of Restricted Stdchall mean, for any grant of restricted stockcawhich the Company's repurchase right
lapses ratably over a specified period (e.g. iraeganual increments over four years), that nunobshares as to which the
Company's repurchase right with respect to thoaeeshwould have lapsed if the Executive's employrogrnhe Company had
continued an additional 18 month period. For ameoshares of restricted stock, "Pro-Rata ShaResfricted Stock" shall
mean, as to any shares of restricted stock whigk gented on the same date and as to which the&uyts repurchase right
lapses on the same date, that portion of such sleateulated by multiplying the number of sharesalisaction, the numerator
of which is the number of days that have passezkdime date of grant, plus the number of days imtBths, and the
denominator of which is the total number of daysrfrthe date of the grant until the date (withogare to any provisions for
earlier vesting upon achievement of a specified)gmawhich the Company's repurchase right woutséaunder the terms of

the grant.
2. Delete Section 2, "Accelerated Vesting," in itsieny, and substitute the following therefor:
2. Accelerated Vesting

@) Stock options for the purchase of the Company'sriéxs held by you as of the Termination Date antithen
exercisable shall be deemed to have been held bbjoy@an additional 18 months, for purposes of waling the
number of options which are exercisable on the Tration Date. The options to which this acceleratesting applies
shall remain exercisable until the earlier of & &nd of the 9@ay period immediately following the TerminationtB;
or (b) the date the stock option(s) would othervespire; and

(b) the Company's lapsing repurchase right with resjoesthares of restricted stock held by you shpléawith respect to
the Pro-Rata Share of Restricted Stock.

(©) Notwithstanding anything to the contrary in thisegment, the terms of any option agreement oricesdrstock

agreement shall govern the acceleration, if anygsfing or lapsing of the Company's repurchadesjags applicable,
except to the extent that the terms of this agre¢me more favorable to you.

As so amended, the Change of Control Agezgrshall remain in full force and effect.




If you agree to the foregoing amendmermapé so indicate by signing and returning the seda@opy of this letter.

Vertex Pharmaceuticals Incorporated

By: /s/ KENNETH S. BOGER

Kenneth S. Boger
Senior Vice President and General Coul

Accepted and Agree:

/s/ RICHARD C. GARRISON

Richard C. Garriso
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Exhibit 10.38

Salary Amendments to Employment Agreements with Naed Executive Officers

2006 Annual Base Salary

Named Executive Officer Effective as of February 2, 2006

Joshua S. Boge $600,00(
Victor A. Hartmanr $452,43.
Peter Muellel $432,38
lan F. Smitt $400,50:

Kenneth S. Boge $377,22i
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Exhibit 10.40
AMENDMENT TO NON-EMPLOYEE DIRECTOR COMPENSATION POL ICY

In the first quarter of 2006, the Boarddafectors amended the Company's non-employee direoimpensation policy. Prior to the
amendment, the Chair of the Audit Committee rea&&15,000 annual retainer, and the Chair of taeddement Development and
Compensation Committee received a $10,000 anntaheg. Under the amended policy, the Chair ofAhdit Committee will receive a
$20,000 annual retainer, and the Chair of the Mamamnt Development and Compensation Committee @dkive a $14,000 annual retainer.
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SUBSIDIARIES OF VERTEX PHARMACEUTICALS INCORPORATED
Vertex Pharmaceuticals (San Diego) LLC, a Delaviaried liability company
VSD Sub | LLC, a Delaware limited liability compafy

VSD Sub Il LLC, a Delaware limited liability compgaf?)

Vertex Holdings, Inc., a Delaware corporation
Vertex Securities Trust, a Massachusetts busimesg®

Vertex Pharmaceuticals (Europe) Ltd., a United Klimg limited liability company?

@)
@)
®)
(4)

a subsidiary of Vertex Pharmaceuticals (San Diédi@)
a subsidiary of VSD Sub | LLC
a subsidiary of Vertex Holdings, Inc.

jointly held by Vertex Securities Trust and Vertdaldings, Inc.

EXHIBIT 21
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Exhibit 23.1

Consent of Independent Registered Public Accountingirm

We consent to the incorporation by refeeeincthe following Registration Statements: Forr@ @Nos. 33-48030, 33-48348, 33-65472,
33-93224, 333-12325, 333-27011, 333-56179, 333-45883-79549, 333-104362 and 333-115458) and FetiNbs. 333-37794, 333-
49844, 333-116376, 333-120055, 333-123731, 333-28ahd 333-130665) of our reports dated March 862@ith respect to the
consolidated financial statements of Vertex Phaguticals Incorporated, Vertex Pharmaceuticals jpo@ted's management's assessment of
the effectiveness of internal control over finahcgporting, and the effectiveness of internal colnbver financial reporting of Vertex
Pharmaceuticals Incorporated, included in the AhRegort (Form 10-K) for the year ended December2805.

/sl Ernst & Young LLP

Boston, Massachusetts
March 16, 2006
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Exhibit 23.2
CONSENT OF INDEPENDENT REGISTERED PUBLIC ACCOUNTING FIRM

We hereby consent to the incorporationdfgrence in the Registration Statements on Forn{i$s8. 33-48030, 33-48348, 33-65472,
33-93224, 333-12325, 333-27011, 333-56179, 333-465883-79549, 333-104362 and 333-115458) and FethiNbs. 333-37794, 333-
49844, 333-116376 and 333-120055, 333-123731, 38379 and 333-130665) of Vertex Pharmaceuticalsrpurated of our report dated
March 15, 2005 relating to the consolidated finahstatements, which appears in this Annual Repoform 10-K.

/sl PricewaterhouseCoopers LLP

Boston, Massachusetts
March 16, 2006




QuickLinks

Exhibit 23.2



QuickLinks-- Click here to rapidly navigate through this domnt

Exhibit 31.1
CERTIFICATION
I, Joshua S. Boger, certify that:
1. | have reviewed this Annual Report on Form 10-R/eftex Pharmaceuticals Incorporated,;
2. Based on my knowledge, this report does not coraynuntrue statement of a material fact or om#itéde a material fact necessary to

make the statements made, in light of the circuntgts.under which such statements were made, nigtagisg with respect to the
period covered by this report;

3. Based on my knowledge, the financial statementsoéimer financial information included in this repdairly present in all material
respects the financial condition, results of operatand cash flows of the registrant as of, amdtife periods presented in this report;

4. The registrant's other certifying officer and | a@sponsible for establishing and maintaining disgte controls and procedures (as
defined in Exchange Act Rules 13a-15(e) and 15&)1%nd internal control over financial reportirag defined in Exchange Act
Rules 13a-15(f) and 15d-15(f)) for the registramd &ave:

(@) designed such disclosure controls and proceduresiused such disclosure controls and procedures tlesigned under our
supervision, to ensure that material informatidatieg to the registrant, including its consolidhgbsidiaries, is made known
to us by others within those entities, particulatlying the period in which this report is beingpared;

(b) designed such internal control over financial réipgr or caused such internal control over finah@aorting to be designed
under our supervision, to provide reasonable assareegarding the reliability of financial repogiand the preparation of
financial statements for external purposes in atmare with generally accepted accounting principles

(c) evaluated the effectiveness of the registranttdaisre controls and procedures and presentedsimetport our conclusions
about the effectiveness of the disclosure contintsprocedures, as of the end of the period cousyeldis report based on
such evaluation; and

(d) disclosed in this report any change in the regi$ganternal control over financial reporting tloatturred during the registrar
most recent fiscal quarter (the registrant's fofigital quarter in the case of an annual repod tias materially affected, or is
reasonably likely to materially affect, the regasit's internal control over financial reportinggdan

5. The registrant's other certifying officer and | balisclosed, based on our most recent evaluationtexhal control over financial
reporting, to the registrant's auditors and thatauainmittee of the registrant's board of direci@spersons performing the equivalent
functions):

(@  All significant deficiencies and material weaknessethe design or operation of internal contradrofmancial reporting which
are reasonably likely to adversely affect the regig's ability to record, process, summarize apdrt financial information;
and

(b)  Any fraud, whether or not material, that involvearmagement or other employees who have a significéain the registrant's
internal control over financial reporting.

Date: March 16, 2006 /sl JOSHUA S. BOGER

Joshua S. Boger
Chairman, President and Chief Executive Off
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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 com@ajnuntrue statement of a material fact or om#itéde a material fact necessary to

make the statements made, in light of the circuntgts.under which such statements were made, nigadisg with respect to the
period covered by this report;

3. Based on my knowledge, the financial statements odimer financial information included in this repdairly present in all material
respects the financial condition, results of operatand cash flows of the registrant as of, amngtfe@ periods presented in this report;

4, The registrant's other certifying officer and | aesponsible for establishing and maintaining disgte controls and procedures (as
defined in Exchange Act Rules 13a-15(e) and 15&)1%nd internal control over financial reportirag defined in Exchange Act
Rules 13a-15(f) and 15d-15(f)) for the registramd &ave:

(@ designed such disclosure controls and proceduresused such disclosure controls and procedures tiesigned under our
supervision, to ensure that material informatidatieg to the registrant, including its consolidhtubsidiaries, is made known
to us by others within those entities, particulahlying the period in which this report is beingpared;

(b) designed such internal control over financial réipgr or caused such internal control over finah@aorting to be designed
under our supervision, to provide reasonable assareegarding the reliability of financial repogiand the preparation of
financial statements for external purposes in ataoce with generally accepted accounting principles

(©) evaluated the effectiveness of the registrantdalisre controls and procedures and presentedsimeport our conclusions
about the effectiveness of the disclosure contintsprocedures, as of the end of the period cousyeldis report based on
such evaluation; and

(d) disclosed in this report any change in the regis¢santernal control over financial reporting tleacurred during the registrar
most recent fiscal quarter (the registrant's fofigital quarter in the case of an annual repod) tias materially affected, or is
reasonably likely to materially affect, the regasit's internal control over financial reportinggdan

5. The registrant's other certifying officer(s) anltblve disclosed, based on our most recent evaluatioernal control over financial
reporting, to the registrant's auditors and thdtaamnmittee of the registrant's board of direci@spersons performing the equivalent
functions):

(@ all significant deficiencies and material weaknessehe design or operation of internal contradofinancial reporting which
are reasonably likely to adversely affect the regig's ability to record, process, summarize apdrt financial information;
and

(b) any fraud, whether or not material, that involvesnagement or other employees who have a significéamin the registrant's
internal control over financial reporting.

Date: March 16, 2006 /s/ 1AN F. SMITH

lan F. Smith
Executive Vice President and Chief Financial
Officer
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Exhibit 32.1

SECTION 906 CEO/CFO CERTIFICATION

Pursuant to Section 906 of the Sarbamdsy Act of 2002 (Subsections (a) and (b) of Secti350, Chapter 63 of Title 18, United St
Code) each of the undersigned officers of VertearRlaceuticals Incorporated, a Massachusetts cdipoiighe "Company"), does hereby
certify, to such officer's knowledge, that:

The Annual Report on Form 10-K for the yeaded December 31, 2005 (the "Form 10-K") of thenfany fully complies with the
requirements of Section 13(a) or 15(d) of the SéearExchange Act of 1934, and the informationtaeored in the Form 10-K fairly presents,
in all material respects, the financial conditiowd aesults of operations of the Company.

Date: March 16, 200

/sl JOSHUA S. BOGER

Joshua S. Boger
Chairman, President and Chief Executive Off

Date: March 16, 200

/sl 1AN F. SMITH

lan F. Smith
Executive Vice President and Chief Financial Offi

A signed original of this written statemeaguired by Section 906 has been provided to ttragany and will be retained by the
Company and furnished to the Securities and Exah&@ammission or its staff upon request.
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