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The information in this preliminary prospectus supplement and the accompanying prospectus is not complete and may be changed.
This preliminary prospectus supplement and the accompanying prospectus are not an offer to sell nor do they seek an offer to buy
these securities in any jurisdiction where such offer or sale would not be permitted.

Subject to Completion. Dated December 2, 2009.

PROSPECTUS SUPPLEMENT
(To prospectus dated September 17, 2008)

10,000,000 Shares

VERTEX PHARMACEUTICALS INCORPORATED
Common Stock

          Vertex Pharmaceuticals Incorporated is offering 10,000,000 shares of its common stock to be sold in the offering.

          The common stock is quoted on the Nasdaq Global Select Market under the symbol "VRTX." The last reported sale price of the common
stock on December 1, 2009 was $39.86 per share.

          See "Risk Factors" beginning on page S-8 of this prospectus supplement to read about factors you should consider before buying shares of
the common stock.

          Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these
securities or determined if this prospectus supplement or the accompanying prospectus is truthful or complete. Any representation to
the contrary is a criminal offense.

          To the extent that the underwriters sell more than 10,000,000 shares of common stock, the underwriters have the option to purchase up to
an additional 1,500,000 shares from us at the initial price to public less the underwriting discount.

          The underwriters expect to deliver the shares against payment in New York, New York on                          , 2009.

Goldman, Sachs & Co.

 Per Share Total  
Initial price to public  $ $ 
Underwriting discount  $ $ 
Proceeds, before expenses, to Vertex  $ $ 



Prospectus supplement dated                                        , 2009.
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Prospectus Supplement

Prospectus

          This document is in two parts. The first part is this prospectus supplement, which describes the specific terms of this common
stock offering and also adds to and updates information contained in the accompanying prospectus and the documents incorporated by
reference into the prospectus. The second part, the accompanying prospectus, gives more general information, some of which does not
apply to this offering. If the description of the offering varies between this prospectus supplement and the accompanying prospectus,
you should rely on the information contained in this prospectus supplement. However, if any statement in one of these documents is
inconsistent with a statement in another document having a later date—for example, a document incorporated by reference in this
prospectus supplement or the accompanying prospectus—the statement in the document having the later date modifies or supersedes
the earlier statement. You should rely only on the information contained in or incorporated by reference into this prospectus supplement
or contained in or incorporated by reference into the accompanying prospectus to which we have referred you. We have not authorized
anyone to provide you with information that is different. The information contained in, or incorporated by reference into, this prospectus
supplement and contained in, or incorporated by reference into, the accompanying prospectus is accurate only
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as of the respective dates thereof, regardless of the time of delivery of this prospectus supplement and the accompanying prospectus
or of any sale of common stock. It is important for you to read and consider all information contained in this prospectus supplement and
the accompanying prospectus, including the documents incorporated by reference herein and therein, in making your investment
decision. You should also read and consider the information in the documents to which we have referred you under the captions
"Incorporation by Reference" in this prospectus supplement and "Where You Can Find More Information" and "Incorporation by
Reference" in the accompanying prospectus.

          We are offering to sell, and are seeking offers to buy, the common stock only in jurisdictions where such offers and sales are
permitted. The distribution of this prospectus supplement and the accompanying prospectus and the offering of the common stock in
certain jurisdictions may be restricted by law. Persons outside the United States who come into possession of this prospectus
supplement and the accompanying prospectus must inform themselves about and observe any restrictions relating to the offering of the
common stock and the distribution of this prospectus supplement and the accompanying prospectus outside the United States. This
prospectus supplement and the accompanying prospectus do not constitute, and may not be used in connection with, an offer to sell, or
a solicitation of an offer to buy, any securities offered by this prospectus supplement and the accompanying prospectus by any person
in any jurisdiction in which it is unlawful for such person to make such an offer or solicitation.
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PROSPECTUS SUPPLEMENT SUMMARY 

          This summary highlights information contained elsewhere in this prospectus supplement and the accompanying prospectus or incorporated
by reference in this prospectus supplement and the accompanying prospectus. This summary does not contain all of the information that you
should consider before deciding to invest in our common stock. You should read this entire prospectus supplement and the accompanying
prospectus carefully, including the "Risk Factors" section contained in this prospectus supplement and our consolidated financial statements, our
condensed consolidated financial statements and the respective related notes and the other documents incorporated by reference in this
prospectus supplement and the accompanying prospectus. Unless we have indicated otherwise, or the context otherwise requires, references in
this prospectus supplement, the accompanying prospectus or the documents incorporated by reference herein and therein to "we," "us," "our,"
"Vertex," and the "Company," or similar terms are to Vertex Pharmaceuticals Incorporated, a Massachusetts corporation, and its subsidiaries.

Business Overview

          We are in the business of discovering, developing and commercializing small molecule drugs for the treatment of serious diseases.
Telaprevir, our lead drug candidate, is an oral hepatitis C protease inhibitor and one of the most advanced of a new class of antiviral treatments in
clinical development that targets hepatitis C virus, or HCV, infection. Telaprevir is being evaluated in a fully-enrolled registration program focused
on treatment-naïve and treatment-failure patients infected with genotype 1 HCV. We currently intend to submit a new drug application, or NDA, for
telaprevir in the United States in the second half of 2010, assuming the successful completion of the registration program. We also are developing,
among other compounds, VX-770 and VX-809, drug candidates for the treatment of patients with cystic fibrosis, or CF, and VX-509, a Janus kinase
3, or JAK3, inhibitor designed for the treatment of immune-mediated inflammatory diseases including rheumatoid arthritis. In the second quarter of
2009, we began a registration program for VX-770 that focuses on patients with CF who have the G551D mutation in the gene responsible for CF.
We intend to continue investing in our research programs with the goal of adding to our pipeline drug candidates designed to address significant
unmet medical needs and provide substantial benefits to patients.

HCV

          HCV infection is a life-threatening disease suffered by approximately 3.2 million people in the United States that causes inflammation of the
liver, significantly increasing the risk that a patient will develop liver failure or liver cancer. Genotype 1 HCV is the most prevalent HCV genotype in
North America, the European Union and Japan.

Telaprevir

          Telaprevir, our oral HCV protease inhibitor, is being investigated in a registration program focused on patients with genotype 1 HCV infection
that includes ADVANCE and ILLUMINATE, which are Phase 3 clinical trials in treatment-naïve patients infected with genotype 1 HCV,
and REALIZE, which is a Phase 3 clinical trial in patients infected with genotype 1 HCV who failed prior treatment with pegylated-interferon, or peg-
IFN, and ribavirin, or RBV. Enrollment in ADVANCE, ILLUMINATE and REALIZE was completed in October 2008, January 2009 and
February 2009, respectively. Telaprevir dosing is complete in all three of these Phase 3 clinical trials. We expect to have sustained viral response,
or SVR, data from the ADVANCE and ILLUMINATE clinical trials in the first half of 2010 and SVR data from the REALIZE clinical trial in mid-2010.
We currently intend to submit an NDA for telaprevir in the second half of 2010, assuming the successful completion of our ongoing registration
program.
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          We designed our registration program based on data from our Phase 2b clinical trials, including data from our PROVE 1 and PROVE
2 clinical trials in treatment-naïve patients, in which the SVR rates in the 24-week telaprevir-based treatment arms were 61% and 69% compared
to 41% and 46% in the control arms, respectively. Our registration program also is based on promising interim data from our Phase 2b clinical trial
in treatment-failure patients. In addition to the clinical trials in our registration program, we and our collaborators are conducting several additional
clinical trials. Our clinical development program is designed to support registration by us of telaprevir in North America and by our collaborators,
Janssen Pharmaceuticals, N.V., a Johnson & Johnson company, and Mitsubishi Tanabe Pharma Corporation, in international markets.

          The adverse event profile of telaprevir generally has been consistent across our Phase 2 clinical trials, which have principally involved
clinical trial sites in North America and Europe. Safety data from our Phase 2 clinical trials indicated that the most common adverse events,
regardless of treatment assignment, were fatigue, rash, headache and nausea. The most common adverse events reported more frequently in
patients receiving telaprevir than in the control arms were gastrointestinal events, skin events—rash and pruritis—and anemia. There have been
reports of severe rashes in clinical trials involving telaprevir-based treatments, including several reports from the clinical trials being conducted by
Mitsubishi Tanabe in Japan, where telaprevir has advanced into Phase 3 clinical trials in combination with peg-IFN and RBV. Rash resulted in
treatment discontinuations in the telaprevir-based treatment arms in approximately 7% of patients in PROVE 1 and PROVE 2 and 5% of patients in
PROVE 3. Other adverse events reported in our Phase 2 clinical trials generally were similar in type and frequency to those seen with peg-IFN and
RBV treatment.

VX-222

          We are conducting a multi-dose viral kinetics clinical trial to evaluate the antiviral activity, safety, tolerability and pharmacokinetics of VX-
222 in patients infected with genotype 1 HCV. VX-222 is an HCV polymerase inhibitor, which is a class of direct-acting antivirals that inhibit the
ability of HCV to replicate, through a mechanism distinct from HCV protease inhibitors such as telaprevir. We acquired VX-222 in our March 2009
acquisition of ViroChem Pharma Inc. This ongoing multi-dose clinical trial of VX-222 will evaluate the antiviral activity of VX-222 dosed as
monotherapy for three days in approximately 32 treatment-naïve patients infected with genotype 1 HCV. We also are conducting a drug-drug
interaction clinical trial of VX-222 and telaprevir in healthy volunteers. We expect data from these clinical trials in the fourth quarter of 2009, which
we expect to enable the initiation of a combination trial of telaprevir and VX-222 in patients infected with genotype 1 HCV in the first quarter of
2010, depending on the results of the ongoing trials involving VX-222.

Cystic Fibrosis

          Cystic fibrosis is an inherited disorder that results in a progressive decline in lung function and a significant decrease in the life expectancy of
patients with CF. The drug candidates that we are developing for CF are designed to address the underlying cause of CF by partially restoring the
function of defective cystic fibrosis transmembrane conductance regulator, or CFTR, proteins in patients.

VX-770

          In May 2009, we initiated a registration program, referred to as ENDEAVOR, for VX-770. The VX-770 registration program focuses on
patients with the G551D mutation, which is present in approximately 4% of the CF population in the United States. ENDEAVOR consists of three
clinical trials that have opened to enrollment. The primary clinical trial, which is referred to as STRIVE, is a
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Phase 3 clinical trial of VX-770 in patients 12 years of age and older with the G551D mutation on at least one of the patient's two CFTR genes, or
alleles. The second clinical trial, which is referred to as ENVISION, is a Phase 3 clinical trial of VX-770 in patients between 6 to 11 years of age
with the G551D mutation on at least one allele. The third clinical trial, which is referred to as DISCOVER, is a Phase 2 exploratory clinical trial of
VX-770 in patients with CF who are 12 years of age and older and homozygous for the F508del mutation in the CFTR gene, which is present in
approximately 85% of the patients with CF in the United States and is the most common mutation in patients with CF.

VX-809

          In the first quarter of 2009, we initiated a Phase 2a clinical trial primarily designed to evaluate the safety and tolerability of multiple doses of
VX-809, another drug candidate for the treatment of patients with CF. This clinical trial enrolled approximately 90 patients with CF homozygous for
the F508del mutation in the CFTR gene. In addition to assessing safety, this Phase 2a trial will evaluate the effect of VX-809 on biomarkers of
CFTR function and whether VX-809 has an effect on FEV1, the lung function test most commonly used to monitor CF disease progression.
Enrollment in this trial is complete, and we expect to obtain data from this clinical trial in early 2010.

          We have initiated a drug-drug interaction clinical trial of VX-809 and VX-770. Based on in vitro data, we believe that there is a rationale to
explore the clinical potential for combining VX-809 and VX-770 and may seek to commence a combination clinical trial in patients with CF in the
second half of 2010.

Immune-mediated Inflammatory Diseases

          VX-509 is a novel oral JAK3 inhibitor that we believe has the potential to be used in multiple immune-mediated inflammatory disease
indications. We have completed the Phase 1 clinical trials of VX-509, including a Phase 1 single and multiple, 14-day, dose-ranging clinical trial of
VX-509 in healthy volunteers. We expect to initiate a Phase 2a clinical trial of VX-509 in patients with moderate to severe rheumatoid arthritis in the
first quarter of 2010. This double-blind, randomized, placebo-controlled 12-week trial is expected to enroll approximately 200 patients, and we
expect that initial clinical data from this trial, including measurements of safety, tolerability and clinical activity, will be available in the second half
of 2010.

Recent Developments

          In October 2009, we announced data from an exploratory open-label clinical trial of telaprevir that enrolled 161 treatment-naïve patients
infected with genotype 1 HCV, which we refer to as the C208 trial. The purpose of the C208 trial was to compare twice-daily dosing regimens of
telaprevir—1,125 mg every 12 hours—in combination with peg-IFN and RBV, with three-times daily dosing regimens—750 mg every 8 hours—in
combination with peg-IFN and RBV. A three-times daily dosing regimen is being used in the ongoing registration program for telaprevir and also
has been used in the other clinical trials for telaprevir.

          Patients received telaprevir, peg-IFN and RBV for 12 weeks followed by an additional 12 or 36 weeks of peg-IFN and RBV alone in a
response-guided trial design. Patients who achieved undetectable HCV RNA—<25 IU/mL, undetectable per Roche COBAS TaqMan HCV test—at
week 4, which is referred to as a rapid viral response, or RVR, and who maintained undetectable HCV RNA through week 20, were able to stop all
treatment after 24 weeks. Patients who did not meet the response-guided criteria received a total of 48 weeks of peg-IFN and RBV therapy. 18% of
patients across the treatment arms were required to continue treatment for 48 weeks.

S-3



Table of Contents

          The following table summarizes the RVR and SVR data on an intent-to-treat basis from the C208 trial.

          The frequency and severity of adverse events and the rate of treatment discontinuations were similar to those reported in prior telaprevir
trials. The most common adverse events reported in patients in this clinical trial were pruritis, nausea, rash, anemia, flu-like illness, fatigue and
headache, and the adverse events were similar overall between the patient groups receiving three-times daily dosing and those receiving twice-
daily dosing. Serious adverse events leading to permanent treatment discontinuation of all drugs occurred in 5% of patients and were mainly
related to rash, which resulted in discontinuation of 4 out of 161, or 3%, of patients and anemia, which resulted in discontinuation of 3 out of 161, or
2%, of patients.

Corporate Information

          We were incorporated in Massachusetts in 1989. Our principal executive offices are located at 130 Waverly Street, Cambridge,
Massachusetts 02139. Our telephone number is (617) 444-6100, and our internet address is www.vrtx.com. The information found on our website
and on websites linked from it is not incorporated into or a part of this prospectus supplement, the accompanying prospectus or the documents
incorporated by reference herein and therein.

          "Vertex" and the Vertex logo in the form appearing on the cover page of this prospectus supplement are registered trademarks of Vertex.
"Lexiva" and "Telzir" are registered trademarks of GlaxoSmithKline plc. Other brands, names and trademarks contained in this prospectus
supplement, the accompanying prospectus or the documents incorporated by reference herein and therein are the property of their respective
owners.
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Telaprevir Dosing  Combination Therapy  

Total
Number of
Patients  

RVR
(undetectable
at week 4 on
treatment)  

SVR
(undetectable

24 weeks
after end-of-
treatment)  

1,125 mg every 12 hours  alfa-2a (PEGASYS)/RBV   40  83% (n=33)  83% (n=33)
1,125 mg every 12 hours  alfa-2b (PEGINTRON)/RBV   39  67% (n=26)  82% (n=32)
750 mg every 8 hours  alfa-2a (PEGASYS)/RBV   40  80% (n=32)  85% (n=34)
750 mg every 8 hours  alfa-2b (PEGINTRON)/RBV   42  69% (n=29)  81% (n=34)
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The Offering

          Unless otherwise indicated, all information in this prospectus supplement assumes that the underwriters do not exercise their option to
purchase additional shares.

          The information above is based on 180,898,858 shares of common stock outstanding as of September 30, 2009. It does not include:

• 19,087,107 shares of common stock issuable upon the exercise of stock options outstanding as of September 30, 2009 at a
weighted-average exercise price of $30.59 per share; 

• 1,096,000 shares of common stock issuable upon the exercise of stock options granted to employees after September 30, 2009 and
on or before November 20, 2009 at a weighted-average exercise price of $33.17 per share; 

• 25,550 restricted shares of common stock issued to employees after September 30, 2009 and on or before November 20, 2009; 

• 4,980,838 shares of common stock that were issued in November 2009 upon the exchange of $111.9 million in aggregate principal
amount of our 4.75% convertible senior subordinated notes due 2013, or the 2013 Notes; and 

• 1,386,015 shares of common stock that are issuable upon the conversion of the remaining $32.1 million in aggregate principal
amount of the 2013 Notes.
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Common
stock
offered by
us

 

10,000,000 shares

Common
stock to be
outstanding
after this
offering

 

190,898,858 shares

Option to
purchase
additional
shares

 

1,500,000 shares

Use of
proceeds

 We intend to use the net proceeds from this offering for general corporate purposes, which we expect
to include investment in the development and commercialization of telaprevir and VX-770 and our
other drug candidates, research expenditures, manufacture and supply of drug substances, and which
may include capital expenditures, investments and potentially acquisitions. See "Use of Proceeds" on
page S-28.

Risk factors  See "Risk Factors" beginning on page S-8 and other information included in this prospectus
supplement for a discussion of factors you should carefully consider before deciding to invest in
shares of our common stock.

Nasdaq
Global
Select
Market
symbol

 

VRTX
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Summary Consolidated Financial Data

          The following unaudited summary consolidated financial data for each of the three years in the period ended December 31, 2008 are derived
from our audited consolidated financial statements incorporated by reference into this prospectus supplement and the accompanying prospectus.
The following unaudited summary consolidated financial data for each of the nine months in the periods ended September 30, 2009 and 2008 are
derived from our unaudited condensed consolidated financial statements incorporated by reference into this prospectus supplement and the
accompanying prospectus. The data should be read in conjunction with our audited consolidated financial statements and related notes and
"Management's Discussion and Analysis of Financial Condition and Results of Operations" that are incorporated by reference into this prospectus
supplement from our Annual Report on Form 10-K for the year ended December 31, 2008, as filed with the Securities and Exchange Commission,
or SEC, on February 17, 2009 and our unaudited condensed consolidated financial statements and related notes and "Management's Discussion
and Analysis of Financial Condition and Results of Operations" that are incorporated by reference into this prospectus supplement from our
Quarterly Report on Form 10-Q for the period ended September 30, 2009, as filed with the SEC on November 9, 2009.
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  Year Ended December 31,  
Nine Months Ended

September 30,  
  2008  2007  2006  2009  2008  
  (In thousands, except per share amounts)  
Consolidated Statements of Operations Data:                 
Revenues:                 
 Royalty revenues  $ 37,483 $ 47,973 $ 41,208 $ 19,891 $ 28,355 

 

Collaborative and other research and
development revenues   138,021  151,039  175,148  48,109  114,338 

            

  Total revenues   175,504  199,012  216,356  68,000  142,693 
            

Costs and expenses:                 
 Royalty expenses   15,686  13,904  12,170  10,555  11,471 
 Research and development expenses   516,292  518,677  379,228  415,044  377,574 
 Sales, general and administrative expenses   101,910  79,104  50,345  97,618  71,810 
 Restructuring expense   4,324  7,119  3,651  4,283  2,683 
 Acquisition-related expenses   —  —  —  7,793  — 
            

  Total costs and expenses   638,212  618,804  445,394  535,293  463,538 
            

Loss from operations   (462,708)  (419,792)  (229,038)  (467,293)  (320,845)
Other income (loss)   2,857  28,513  21,101  (16,241)  3,326 
            

Cumulative effect of a change in accounting
principle   —  —  1,046  —  — 

            

Net loss  $ (459,851) $ (391,279) $ (206,891) $ (483,534) $ (317,519)
  

 
 

 
 

 
 

 
 

 
 

Basic and diluted net loss per common share  $ (3.27) $ (3.03) $ (1.83) $ (2.86) $ (2.30)
  

 
 

 
 

 
 

 
 

 
 

Basic and diluted weighted-average number of
common shares outstanding   140,556  128,986  113,221  169,137  137,788 
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(1) Reflects the exchange of $111.9 million in aggregate principal amount of the 2013 Notes for 4,980,838 shares of our common stock in
November 2009. 

(2) Reflects the sale of 10,000,000 shares of our common stock offered hereby at an assumed initial price to the public of $39.86 per share,
after deducting the estimated underwriting discount and offering expenses.
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  September 30, 2009  
  Actual  Pro Forma(1)  As Adjusted(2)  
  (In thousands)  
Consolidated Balance Sheet Data:           
Cash, cash equivalents and marketable securities  $ 856,610 $ 856,610 $ 1,246,888 
Receivable related to sale of potential future milestone payments   32,783  32,783  32,783 
Other current assets   24,673  24,673  24,673 
Restricted cash   30,313  30,313  30,313 
Property and equipment, net   62,444  62,444  62,444 
Intangible assets   525,900  525,900  525,900 
Goodwill   26,102  26,102  26,102 
Other non-current assets   14,666  12,168  12,168 
        

 Total assets  $ 1,573,491 $ 1,570,993 $ 1,961,271 
  

 
 

 
 

 
 

Other liabilities  $ 150,350 $ 149,685 $ 149,685 
Accrued restructuring expense   33,358  33,358  33,358 
Deferred tax liability   162,503  162,503  162,503 
Deferred revenues   319,536  319,536  319,536 
Convertible senior subordinated notes (due February 2013)   144,000  32,071  32,071 
Secured notes (due October 2012)   118,840  118,840  118,840 
Liability related to sale of potential future milestone payments   36,160  36,160  36,160 
Stockholders' equity   608,744  718,840  1,109,118 
        

 Total liabilities and stockholders' equity  $ 1,573,491 $ 1,570,993 $ 1,961,271 
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RISK FACTORS 

          Investing in our common stock involves a high degree of risk. You should carefully consider the following risk factors and all other
information contained in this prospectus supplement and the accompanying prospectus and incorporated by reference herein and therein before
purchasing our common stock. The risks and uncertainties described below are not the only ones facing us. Additional risks and uncertainties that
we are unaware of, or that we currently deem immaterial, also may become important factors that affect us. If any of such risks or the risks
described below occur, our business, financial condition or results of operations could be materially and adversely affected. In that case, the
trading price of our common stock could decline, and you may lose some or all of your investment.

Risks Related to Our Business

We expect to incur future losses, and we may never become profitable.

          We have incurred significant operating losses each year since our inception, including net losses of $459.9 million during the year ended
December 31, 2008 and $483.5 million during the nine months ended September 30, 2009, and expect to incur significant operating losses for the
remainder of 2009 and in 2010. We expect to continue to incur operating losses until we are able to obtain approval for and successfully
commercialize telaprevir, because we are continuing to incur significant operating expenses as we continue the late-stage development of
telaprevir and VX-770, and continue to invest in clinical development of our earlier-stage drug candidates and research activities. As a result, we
believe that it is likely that our expenses will exceed our revenues at least until we begin receiving substantial product revenues. There can be no
assurance that any of our drug candidates will be approved or, if approved, will be commercially successful. Our net losses have had and will
continue to have an adverse effect on, among other things, our stockholders' equity, total assets and working capital. We expect that losses will
fluctuate from quarter to quarter and year to year, and that such fluctuations may be substantial. We cannot predict when we will become
profitable, if ever.

We depend heavily on the success of our lead drug candidate, telaprevir, which is still under development. If we are unable to
commercialize telaprevir, or experience delays in doing so, our business will be materially harmed.

          We are investing a substantial portion of our personnel and financial resources in the development of telaprevir, and we believe that a
significant portion of the value attributed to our company by investors relates to the commercial potential of telaprevir. We expect that we will be
making numerous additional investments in telaprevir in order to be prepared for the potential commercial launch of telaprevir in the United States
in 2011, including the establishment of a sales force and additional investments in commercial inventory. The clinical development and commercial
success of telaprevir will depend on several factors, including the following:

• successful completion of clinical trials with favorable outcomes relative to current standards of care and future competitive therapies; 

• receipt and timing of marketing approvals for telaprevir from the United States Food and Drug Administration, or FDA, and similar
foreign regulatory authorities; 

• receipt and timing of marketing approvals from the FDA and similar foreign regulatory authorities for products being developed for
the treatment of HCV infection by our competitors, including Merck & Co., Inc.'s (formerly Schering-Plough Corp.'s) boceprevir;
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• additional discussions with the FDA and similar foreign authorities regarding the quality of our manufacturing process for telaprevir
and our clinical trial results, including the results we expect to obtain by mid-2010 from our Phase 3 clinical trials of telaprevir; 

• establishing and maintaining commercial manufacturing arrangements for telaprevir with third-party manufacturers that are subject to
extensive regulation by the FDA, and successfully monitoring those manufacturing operations to ensure they meet our standards and
those of regulatory authorities, including the FDA, that extensively monitor pharmaceutical manufacturing facilities; 

• our ability to establish telaprevir if approved, as a significant component of any oral combination therapies that may be approved as a
treatment for HCV infection; 

• the ability to launch commercial sales of telaprevir by us and our collaborators; 

• the efficacy and other characteristics, including the side-effect profile, of telaprevir relative to existing and future treatments for
HCV infection; 

• our ability to increase awareness of the benefits of early treatment for HCV infection if telaprevir is approved, and to increase the
rates of diagnosis of currently undiagnosed patients with HCV infection; and 

• the acceptance of telaprevir by patients, and in the medical community and with third-party payors.

          If the data from our ongoing clinical trials or non-clinical studies regarding the safety or efficacy of telaprevir are not favorable, we may be
forced to delay or terminate the clinical development of telaprevir, which would materially harm our business. Further, even if we gain marketing
approvals from the FDA and comparable foreign regulatory authorities in a timely manner, we cannot be sure that telaprevir will be commercially
successful in the pharmaceutical market. If the results of clinical trials of telaprevir, the anticipated or actual timing of marketing approvals for
telaprevir, or the market acceptance of telaprevir, if approved, including treatment reimbursement levels agreed to by third-party payors, do not
meet the expectations of investors or public market analysts, the market price of our common stock would likely decline.

All of our drug candidates remain subject to clinical testing and regulatory approval. If we are unable to successfully develop and test
our drug candidates, we will not be successful.

          The success of our business depends primarily upon our ability, and our collaborators' ability, to develop and commercialize our drug
candidates, including telaprevir and VX-770, successfully. Due to the development efforts of our competitors, in order to be successful in a
therapeutic area it is often necessary to develop follow-on compounds and/or develop new combination therapies. Our drug candidates are in
various stages of development and must satisfy rigorous standards of safety and efficacy before they can be approved by the FDA or comparable
foreign regulatory authorities for sale. To satisfy these standards, we and/or our collaborators must allocate our resources among our various
development programs and must engage in expensive and lengthy testing of our drug candidates. These discovery and development efforts for a
new pharmaceutical product, including follow-on compounds, are resource-intensive and may take 10 to 15 years or longer for each drug
candidate. Despite our efforts, our drug candidates may not:

• offer therapeutic or other improvement over existing competitive drugs; 

• be proven safe and effective in clinical trials; 

• meet applicable regulatory standards; 

• be capable of being produced in commercial quantities at acceptable costs; or 

• if approved for commercial sale, be successfully marketed as pharmaceutical products.
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          In addition to our ongoing registration programs for telaprevir and VX-770, we have ongoing and planned Phase 2 clinical trials for a number
of our earlier-stage drug candidates, including a planned combination clinical trial in patients infected with HCV of telaprevir with VX-222, ongoing
and planned Phase 2 clinical trials of VX-809 alone and in combination with VX-770 in patients with the most common CF mutation, and a planned
Phase 2 clinical trial of VX-509 in patients with moderate to severe rheumatoid arthritis. While we are heavily dependent on the successful
development of telaprevir and VX-770, the strength of our company's pipeline of drug candidates and potential drug candidates beyond telaprevir
and VX-770 will depend in large part upon the outcomes of these Phase 2 clinical trials. Findings, including toxicology findings, in nonclinical
studies conducted concurrently with clinical trials as well as results of our clinical trials could result in abrupt changes in our development activities,
including the possible cessation of development activities associated with a particular drug candidate or program, including telaprevir and VX-770.
Furthermore, results from our clinical trials may not meet the level of statistical significance required by the FDA or other regulatory authorities for
approval of a drug candidate.

          We and many other companies in the pharmaceutical and biotechnology industries have suffered significant setbacks in late-stage clinical
trials even after achieving promising results in earlier-stage clinical trials. Accordingly, the results from the completed preclinical studies and clinical
trials, positive results in preclinical studies and early clinical trials may not be replicated in later clinical trials, and ongoing clinical trials for our drug
candidates may not be predictive of the results we may obtain in later-stage trials, and may not be predictive of the likelihood of approval of a drug
candidate for commercial sale. In addition, from time to time, we report interim data from our clinical trials, including with respect to telaprevir data
regarding patients' HCV RNA levels during treatment, at the end-of-treatment or 12 weeks after completion of treatment. Interim data are subject to
change, and there can be no assurances that interim data will be confirmed upon the analysis of final data. In addition, interim data with respect to
patients' HCV RNA levels may not be predictive of the final SVR rates that will be achieved in the clinical trial.

We may need to raise additional capital that may not be available.

          We expect to incur substantial expenses as we design and develop existing and future compounds, undertake clinical trials of drug
candidates resulting from such compounds, and build our drug supply, regulatory, development and commercial capabilities. We also expect to
incur substantial administrative and commercialization expenses in the future. As a result, we may raise additional capital in order to maintain
adequate working capital and cash reserves to continue our diversified research, discovery and development efforts. We anticipate that we would
finance any additional cash needs with some combination of:

• public offerings or private placements of our debt or equity securities or other methods of financing; 

• cash received from existing and future collaborative agreements; and 

• future product sales.

          While we believe that our current cash, cash equivalents and marketable securities, together with the proceeds of the offering contemplated
by this prospectus supplement, would be sufficient to fund our operations for the next twelve months, we may need to raise additional capital
through public offerings or private placements of our debt or equity securities. Any such capital transactions may or may not be similar to the
offering contemplated by this prospectus supplement or transactions that we have completed in the past. Any equity financings would result in
dilution to our then-existing security holders. Any debt financing may be on terms that, among other things, include conversion features that could
result in dilution to our then-existing security holders and restrict our ability to pay interest and dividends—although we do not intend to pay
dividends for the
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foreseeable future. If adequate funds are not available on acceptable terms, or at all, we may be required to curtail significantly or discontinue one
or more of our research, drug discovery or development programs, including clinical trials, incur significant cash exit costs, or attempt to obtain
funds through arrangements with collaborators or others that may require us to relinquish rights to certain of our technologies, drugs or drug
candidates. Based on many factors, including general economic conditions, additional financing may not be available on acceptable terms, if at all.

If we are unable to obtain United States and/or foreign regulatory approval, we will be unable to commercialize our drug candidates.

          Our drug candidates are subject to extensive governmental regulations relating to their development, clinical trials, manufacturing and
commercialization. Rigorous preclinical testing and clinical trials and an extensive regulatory approval process are required in the United States
and in most other countries prior to the commercial sale of our drug candidates. Satisfaction of these and other regulatory requirements is costly,
time consuming, uncertain and subject to unanticipated delays. It is possible that none of the drug candidates we are developing independently, or
in collaboration with others, will be approved for marketing.

          We have limited experience in conducting and managing the late-stage clinical trials necessary to obtain regulatory approvals, including
approval by the FDA. The time required to complete clinical trials and to satisfy the FDA and other countries' regulatory review processes is
uncertain and typically takes many years. Our analysis of data obtained from preclinical and clinical activities is subject to confirmation and
interpretation by regulatory authorities, which could delay, limit or prevent regulatory approval. We may also encounter unanticipated delays or
increased costs due to government regulation from future legislation or administrative action or changes in FDA policy during the period of drug
development, clinical trials and FDA regulatory review.

          Any delay in obtaining or failure to obtain required approvals could materially adversely affect our ability to successfully commercialize any
drug candidate. Furthermore, any regulatory approval to market a drug may be subject to limitations that we do not currently expect on the
indicated uses for which we may market the drug. Any such limitations could limit the size of the market for the drug.

          We are also subject to numerous foreign regulatory requirements governing the conduct of clinical trials, manufacturing and marketing
authorization, pricing and third-party reimbursement. The foreign regulatory approval process includes all of the risks associated with the FDA
approval process described above, as well as risks attributable to the satisfaction of foreign requirements. Approval by the FDA does not ensure
approval by regulatory authorities outside the United States. Foreign jurisdictions may have different approval procedures than those required by
the FDA and may impose additional testing requirements for our drug candidates.

We are investing significant resources in our development program for VX-770, based primarily on data from a relatively small clinical
trial in which patients received VX-770 over a short duration. If we are unable to show the safety and efficacy of VX-770, or experience
delays in doing so, our business could be materially harmed.

          We are increasing the resources that we are investing in the development of VX-770 and began a registration program for VX-770 focused
on CF patients with the G551D mutation in the first half of 2009. We initiated this registration program based primarily on data from a Phase 2a
clinical trial of VX-770 in 39 patients with CF, in which patients received VX-770 over 14-day and 28-day periods. In order to receive approval for
VX-770, we will need to show that VX-770 is safe and effective in a larger number of patients than were involved in the Phase 2a clinical trial over
significantly longer dosing periods. In addition, our registration program for VX-770 includes pediatric patient populations in which VX-770 has not
previously been studied. Since a substantial
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portion of the CF population is under age 18, VX-770's potential commercial success will be dependent on not only being able to obtain approval
for adult patients, but also for pediatric patients. If we are unable to show the safety and efficacy of VX-770, or experience delays in doing so, our
business could be materially harmed.

Issuances of additional shares of our common stock could cause the price of our common stock to decline.

          Sales of substantial amounts of our common stock in the open market, or the availability of such shares for sale, could adversely affect the
price of our common stock. In addition, the issuance of restricted common stock or common stock upon exercise of any outstanding option would
be dilutive, and may cause the market price for a share of our common stock to decline. As of September 30, 2009, we had 180.9 million shares of
common stock issued and outstanding and in November 2009 we issued an additional 5.0 million shares upon the exchange of $111.9 million in
aggregate principal amount of the 2013 Notes. As of September 30, 2009, we also had outstanding options to purchase approximately 19.1 million
shares of common stock with a weighted-average exercise price of $30.59 per share. Outstanding vested options are likely to be exercised if the
market price of our common stock exceeds the applicable exercise price. In addition, we may issue additional common stock or restricted
securities in the future as part of our financing activities or business development activities and any such issuances may have a dilutive effect on
existing shareholders. Although we have agreed to lock-up restrictions for a 90-day period following the offering and our officers and directors have
agreed to lock-up restrictions for a 60-day period following the offering, these restrictions are subject to certain exceptions and waiver by the
underwriters.

We may not be successful in developing any of the drug candidates we acquired in our March 2009 acquisition of ViroChem and, as a
result, we may not realize any benefits from this acquisition and could be subject to significant impairment charges in future periods.

          In March 2009, we acquired ViroChem for $100.0 million in cash and 10.7 million shares of our common stock. We acquired ViroChem
primarily in order to secure rights to two HCV polymerase inhibitors, VX-222 and VX-759, as part of our strategy to pursue drug candidates that
could potentially be developed in combination with telaprevir or our earlier-stage protease inhibitors. VX-222 and VX-759 were still in Phase 1
clinical development at the time of the acquisition and have only been evaluated in preclinical studies and in a limited number of patients infected
with HCV. While we believe the data from the clinical trials to date, together with studies in animal models and in vitro data, support the
development of combination therapies, there are numerous reasons why we may not be able to successfully develop a combination involving
either VX-222 or VX-759, including:

• data from trials involving drug candidates separately may not be predictive of results involving drug candidates dosed in combination,
including as a result of unforeseen drug interactions, which could negatively impact the efficacy and safety profile of the combination
product candidate; 

• positive results in small clinical trials and preclinical studies may not be predictive of results in clinical trials involving large numbers
of patients; and 

• favorable results of testing of or FDA approval of products of our competitors.

There can be no assurance that we will be able to successfully develop either VX-222 or VX-759 alone or in combination with telaprevir or our
other HCV protease inhibitors, or at all, and if we are not successful in developing VX-222 or VX-759, we may not realize any benefits from our
March 2009 acquisition.
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          We allocated $525.9 million to intangible assets related to the in-process research and development associated with the ViroChem drug
candidates. If the value of these drug candidates becomes impaired, we may incur significant impairment charges, including potentially the entire
amount of the intangible assets reflected on our consolidated balance sheets associated with the drug candidate, in the period in which the
impairment becomes known. An impairment could result from, among other things, unfavorable safety or efficacy results from clinical trials or non-
clinical studies or competitive factors affecting the potential market for the drug candidate. If we incur a significant impairment charge in a future
period related to the intangible assets acquired in the ViroChem transaction, the value of our common stock could decrease.

Our outstanding indebtedness may make it more difficult to obtain additional financing or reduce our flexibility to act in our
best interests.

          As of November 30, 2009, we had outstanding $32.1 million in aggregate principal amount of 2013 Notes and are obligated to repay an
aggregate of $155.0 million as a result of our issuance of our secured notes due 2012. The level of our indebtedness could affect us by:

• making it more difficult to obtain additional financing for working capital, capital expenditures, debt service requirements or
other purposes; 

• constraining our ability to react quickly in an unfavorable economic climate or to changes in our business or the pharmaceutical
industry; or 

• requiring the dedication of substantial cash to service the repayment of our outstanding debt, including the semi-annual interest
payments on our outstanding debt, thereby reducing the amount of cash available for other purposes.

The results from our and our collaborators' clinical development activities and the clinical development activities of our competitors are
released periodically, and have often resulted in significant volatility in the price of our common stock.

          We, our collaborators and our competitors periodically provide updates regarding drug development programs typically through press
releases, conference calls and presentations at medical conferences. These periodic updates often include interim or final results from clinical trials
conducted by us, our collaborators or our competitors and/or information about our or our competitor's expectations regarding future clinical
development of our drug candidates or potentially competitive drugs or drug candidates. The timing of the release of information by us regarding
our drug development programs is often beyond our control and is influenced by when we receive data from our clinical trials and by the general
preference among pharmaceutical companies to disclose clinical data during medical conferences. In addition, because clinical trials of drug
candidates for the treatment of HCV infection often occur over two years, the information that we, our collaborators and our competitors disclose is
often based on interim data and subject to significant interpretation by investors. Any new information regarding our drug candidates or potentially
competitive drugs or drug candidates, and in particular any new information regarding telaprevir and potentially competitive HCV drug candidates,
can substantially affect investors' perceptions regarding our future prospects.

If clinical trials for our drug candidates are prolonged or delayed, we may be unable to commercialize our drug candidates on a timely
basis or at all, which would require us to incur additional costs, would delay our receipt of any product revenue and could harm our
competitive position.

          We cannot predict whether or not we will encounter problems with any of our completed, ongoing or planned clinical trials that will cause us
or regulatory authorities to delay or suspend
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clinical trials, or delay the analysis of data from our completed or ongoing clinical trials. Any of the following could delay the clinical development of
our drug candidates:

• ongoing discussions with the FDA or comparable foreign authorities regarding the scope or design of our clinical trials and the
number of clinical trials we must conduct; 

• delays in receiving or the inability to obtain required approvals from Institutional Review Boards at one or more of the institutions at
which a clinical trial is conducted or other reviewing entities at clinical sites selected for participation in our clinical trials; 

• delays in enrolling volunteers or patients into clinical trials, including as a result of low numbers of patients that meet the eligibility
criteria for the trial; 

• a lower than anticipated retention rate of volunteers or patients in clinical trials; 

• the need to repeat clinical trials as a result of inconclusive results or unforeseen complications in testing; 

• inadequate supply or deficient quality of drug candidate materials or other materials necessary for the conduct of our clinical trials; 

• unfavorable FDA inspection and review of a manufacturing facility for a drug candidate or its relevant manufacturing records or a
clinical trial site or records of any clinical or preclinical investigation; 

• unfavorable results of clinical trials of our product candidates; 

• serious and unexpected drug-related side-effects experienced by participants in our clinical trials; 

• favorable results of testing of or FDA approval of products of our competitors; or 

• the placement by the FDA of a clinical hold on a trial.

          Our ability to enroll patients in our clinical trials in sufficient numbers and on a timely basis will be subject to a number of factors, including
the size of the patient population, the nature of the protocol, the proximity of patients to clinical sites, the availability of effective treatments for the
relevant disease, the number of other clinical trials competing for patients in the same indication and the eligibility criteria for the clinical trial. In
addition, subjects may drop out of our clinical trials or may be lost to follow-up medical evaluation after treatment ends, and this could possibly
impair the validity or statistical significance of the trials. Delays in patient enrollment or unforeseen drop-out rates may result in increased costs and
longer development times. While all or a portion of these additional costs may be covered by payments under our collaborative agreements, we
bear all of the costs for our development candidates for which we have no financial support from a collaborator.

          We, our collaborators, the FDA or other applicable regulatory authorities may suspend clinical trials of a drug candidate at any time if we or
they believe the subjects or patients participating in such clinical trials are being exposed to unacceptable health risks or for other reasons. Any
such suspension could materially adversely affect the development of a particular drug candidate and our business.

          In addition, it is impossible to predict whether legislative changes will be enacted, or whether FDA regulations, guidance or interpretations
will be changed, or what the impact of such changes, if any, may be. If we experience any such problems, we may not have the financial resources
to continue development of the drug candidate that is affected or the development of any of our other drug candidates. Any delay in the approval of
any of our drug candidates, including telaprevir, could have a material adverse impact on our ability to effectively commercialize the drug candidate
after approval if one or more of our competitors are able to bring competing therapies to market before or in closer proximity to our drug
candidates.
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If we are unable to develop effective independent sales and marketing capabilities or establish third-party relationships for the
commercialization of our drug candidates, we will not be able to successfully commercialize our drug candidates, and in particular
telaprevir, even if we are able to obtain regulatory approval.

          We currently have limited experience as a company in sales and marketing or with respect to pricing and obtaining adequate third-party
reimbursement for drugs. We will need to either develop marketing capabilities and an independent sales force or enter into arrangements with
third parties to sell and market our drug candidates, if they are approved for sale by regulatory authorities.

          In order to market telaprevir in North America if it is approved, we intend to build a marketing organization and a specialized sales force,
which will require substantial efforts and significant management and financial resources. In addition, if VX-770 is approved, we would also need to
establish a small sales force in North America and Europe for VX-770. While we intend to stage our commitments to the extent possible in
consideration of the development timelines, in order to support an effective launch of telaprevir, we will need to make significant financial
commitments to our marketing organization prior to receiving regulatory approval. We will need to devote significant effort, in particular, to recruiting
individuals with experience in the sales and marketing of pharmaceutical products. Competition for personnel with these skills is very high and may
be particularly difficult for us since telaprevir is still an investigational drug candidate and we will be competing with companies that are currently
marketing successful drugs. As a result, we may not be able to successfully develop our own marketing capabilities or independent sales force for
telaprevir in North America in order to support an effective launch of telaprevir if it is approved for sale.

          We have granted commercialization rights to other pharmaceutical companies with respect to certain of our drug candidates in specific
geographic locations, including telaprevir and Aurora kinase inhibitors. To the extent that our collaborators have commercial rights to our drugs, any
revenues we receive from any approved drugs will depend primarily on the sales and marketing efforts of others. We do not know whether we will
be able to enter into additional third-party sales and marketing arrangements with respect to any of our other drug candidates on acceptable terms,
if at all, or whether we will be able to leverage the sales and marketing capabilities we intend to build for telaprevir in order to market and sell any
other drug candidate if it is approved for sale.

If our competitors bring superior drugs to market or bring their drugs to market before we do, we may be unable to find a market for our
drug candidates.

          Our drug candidates in development may not be able to compete effectively with drugs that are currently on the market or new drugs that
may be developed by others. No assurances can be given that telaprevir will be approved for marketing prior to competing therapies, including
Merck's boceprevir, or at all. There are many other companies developing drugs for the same indications that we are pursuing in development in
particular for the treatment of HCV infection. In order to compete successfully in these areas, we must demonstrate improved safety, efficacy and
ease of manufacturing and gain market acceptance over competing drugs that may receive regulatory approval before or after our drug
candidates, and over those that currently are marketed. Many of our competitors, including major pharmaceutical companies such as Merck,
Bristol-Myers Squibb, GlaxoSmithKline, Pfizer, Roche, Amgen, Novartis and Johnson & Johnson possess substantially greater financial, technical
and human resources than we possess. In addition, many of our competitors have significantly greater experience than we have in conducting
preclinical and nonclinical testing and human clinical trials of drug candidates, scaling up manufacturing operations and obtaining regulatory
approvals of drugs and manufacturing facilities. Accordingly, our competitors may succeed in obtaining regulatory approval for drugs more rapidly
than we do. If we obtain regulatory approval and launch commercial sales of our drug candidates, we also will
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compete with respect to manufacturing efficiency and sales and marketing capabilities, areas in which we currently have limited experience.

          We are aware of a number of companies that are developing new treatments for HCV infection including protease inhibitor compounds like
telaprevir, such as Merck's boceprevir, polymerase inhibitor compounds, NS5A inhibitor compounds and advanced interferons. Even if we are able
to obtain marketing approval for telaprevir, it is possible that one or more of these competing therapies could be approved prior to or shortly after
we obtain such approval for telaprevir, which we believe may negatively impact telaprevir sales.

If physicians, patients and third-party payors do not accept our future drugs, we may be unable to generate significant revenue, if any.

          Even if our drug candidates obtain regulatory approval, they may not gain market acceptance among physicians, patients and health care
payors. We believe that effectively marketing telaprevir, if it is approved, and our other drug candidates, if any of them are approved, will require
substantial efforts, both prior to launch and after approval. Physicians may elect not to recommend our drugs for a variety of reasons including:

• the anticipated market introduction of competitive drugs; 

• lower demonstrated clinical safety and efficacy compared to other drugs; 

• lack of cost-effectiveness; 

• lack of availability of reimbursement from third-party payors; 

• convenience and ease of administration; 

• prevalence and severity of adverse side-effects; 

• other potential advantages of alternative treatment methods; and 

• ineffective marketing and distribution support.

          If our approved drugs fail to achieve market acceptance, we will not be able to generate significant 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, our sales of any future drugs will depend in part upon the availability of reimbursement from third-party
payors. Such third-party payors include government health programs such as Medicare, managed care providers, private health insurers and other
organizations. These third-party payors are increasingly attempting to contain health care costs by demanding price discounts or rebates and
limiting both the types and variety of drugs that they will cover and the amounts that they will pay for these drugs. As a result, they may not cover
or provide adequate payment for our future drugs. We might need to conduct post-marketing studies in order to demonstrate the cost-effectiveness
of any future drugs to such payors' satisfaction. Such studies might require us to commit a significant amount of management time and financial
and other resources. Our future drugs might not ultimately be considered cost-effective. Adequate third-party reimbursement might not be available
to enable us to maintain price levels sufficient to realize an appropriate return on investment in product development.

          Reimbursement rates may vary according to the use of the drug and the clinical setting in which it is used, may be based on payments
allowed for lower-cost products that are already reimbursed, may be incorporated into existing payments for other products or services, and may
reflect budgetary constraints and/or imperfections in Medicare or Medicaid data used to calculate
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these rates. Net prices for drugs may be reduced by mandatory discounts or rebates required by government health care programs. In addition,
legislation has been introduced in Congress that, if enacted, would permit more widespread importation of drugs from foreign countries into the
United States, which may include importation from countries where the drugs are sold at lower prices than in the United States. Such legislation, or
similar regulatory changes or relaxation of laws that restrict imports of drugs from other countries, could reduce the net price we receive for our
marketed drugs.

If we acquire or license technologies, resources or drug candidates, we will incur a variety of costs and may never realize benefits from
the transaction.

          If appropriate opportunities become available, we might attempt to license or acquire technologies, resources and drugs or drug candidates,
including potentially complimentary HCV therapies. The process of negotiating the license or acquisition might result in operating difficulties and
expenditures and, whether or not any such transaction is ever consummated, might require significant management attention that would otherwise
be available for ongoing development of our business. Moreover, even if we complete a license or other transaction, we might never realize the
anticipated benefits of the transaction. Future licenses or acquisitions could result in potentially dilutive issuances of equity securities, the
incurrence of debt, contingent liabilities, or impairment expenses related to goodwill, and impairment or amortization expenses related to other
intangible assets, which could harm our financial condition.

If our processes and systems are not compliant with regulatory requirements, we could be subject to delays in filing NDAs or
restrictions on marketing of drugs after they have been approved.

          We currently are developing drug candidates for regulatory approval for the first time since our inception, and are in the process of
implementing regulated processes and systems required to obtain and maintain regulatory approval for our drug candidates. Certain of these
processes and systems for conducting clinical trials and manufacturing material must be compliant with regulatory requirements before we can
apply for regulatory approval for our drug candidates. These processes and systems will be subject to continual review and periodic inspection by
the FDA and other regulatory bodies. If we are unable to achieve compliance in a timely fashion, or if compliance issues are identified at any point
in the development and approval process, we may experience delays in filing for regulatory approval for our drug candidates, or delays in obtaining
regulatory approval after filing. In addition, any later discovery of previously unknown problems or safety issues with approved drugs or
manufacturing processes, or failure to comply with regulatory requirements, may result in restrictions on such drugs or manufacturing processes,
withdrawal of drugs from the market, the imposition of civil or criminal penalties or a refusal by the FDA and/or other regulatory bodies to approve
pending applications for marketing approval of new drugs or supplements to approved applications, any of which could have a material adverse
effect on our business. In addition, we are a party to agreements that transfer responsibility for complying with specified regulatory requirements,
such as filing and maintenance of marketing authorizations and safety reporting or compliance with manufacturing requirements, to our
collaborators and third-party manufacturers. If our collaborators or third-party manufacturers do not fulfill these regulatory obligations, any drugs for
which we or they obtain approval may be withdrawn from the market, which would have a material adverse effect on our business.

If we obtain regulatory approvals, our drug candidates will be subject to ongoing regulatory review. If we fail to comply with continuing
United States and applicable foreign regulations, we could lose those approvals, and our business would be seriously harmed.

          If we receive regulatory approval of any drug candidates that we are developing, we will be subject to continuing regulatory review, including
the review of clinical results that are reported after
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our drug candidates become commercially available. Drugs are more widely used by patients once approval has been obtained, therefore, side
effects and other problems may be observed after approval that were not seen or anticipated during pre-approval clinical trials. In addition, the
manufacturers and the manufacturing facilities we engage to make any of our drug candidates will also be subject to periodic review and inspection
by the FDA. The subsequent discovery of previously unknown problems with the drug, manufacturers or manufacturing facilities may result in
restrictions on the drug, manufacturers or manufacturing facilities, including withdrawal of the drug from the market or our inability to use the
facilities to make our drug. If we fail to comply with applicable continuing regulatory requirements, we may be subject to fines, suspension or
withdrawal of regulatory approval, product recalls and seizures, operating restrictions and/or criminal prosecutions.

Our drug development efforts are data-driven and therefore potentially subject to abrupt changes in expected outcomes.

          Small molecule drug discovery and development involve, initially, the identification of chemical compounds that may have promise as
treatments for specific diseases. Once identified as drug candidates, compounds are subjected to years of testing in a laboratory setting, in
animals and in humans. Our ultimate objective is to determine whether the drug candidates have physical characteristics, both intrinsically and in
animal and human systems, and a toxicological profile, that are compatible with clinical and commercial success in treatment of the disease being
targeted. Throughout this process, experiments are conducted and data are gathered that could reinforce a decision to move to the next step in the
investigation process for a particular drug candidate, could result in uncertainty over the proper course to pursue, or could result in the termination
of further drug development efforts with respect to the compound being evaluated. We monitor the results of our discovery research and our
nonclinical studies and clinical trials and regularly evaluate and re-evaluate our portfolio investments with the objective of balancing risk and
potential return in view of new data and scientific, business and commercial insights. This process can result in relatively abrupt changes in focus
and priority as new information comes to light and we gain additional insights into ongoing programs and potential new programs.

We depend on our collaborators to work with us to develop, manufacture and commercialize many of our drug candidates.

          We have granted development and commercialization rights to telaprevir to Janssen (worldwide other than North America and Far East) and
to Mitsubishi Tanabe (Far East). We expect to receive significant financial support under our Janssen collaboration agreement, as well as
meaningful technical and manufacturing contributions to the telaprevir program. The success of some of our key in-house programs, such as for
telaprevir, is dependent upon the continued financial and other support that our collaborators have agreed to provide.

          For some drug candidates on which we are not currently focusing our development efforts, we have granted worldwide rights to a
collaborator, as in our collaboration with Merck for Aurora kinase inhibitors for the treatment of cancer.

          The success of our collaborations depends on the efforts and activities of our collaborators. Each of our collaborators has significant
discretion in determining the efforts and resources that it will apply to the collaboration. Our existing collaborations may not be scientifically or
commercially successful, and we may fail in our attempts to establish further collaborations to develop our drug candidates on acceptable terms.
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          The risks that we face in connection with these existing and any future collaborations include the following:

• Our collaboration agreements are subject to termination under various circumstances, including, as in the case of our agreements
with Janssen and Merck, termination without cause. Any such termination could have an adverse material effect on our financial
condition and/or delay the development and commercial sale of our drug candidates, including telaprevir. 

• Our collaborators may change the focus of their development and commercialization efforts or may have insufficient resources to
effectively develop our drug candidates. Pharmaceutical and biotechnology companies historically have re-evaluated their
development and commercialization priorities following mergers and consolidations, which have been common in recent years in
these industries. The ability of some of our drug candidates to reach their potential could be limited if our collaborators decrease or
fail to increase development or commercialization efforts related to those drug candidates. 

• Our collaboration agreements may have the effect of limiting the areas of research and development that we may pursue, either
alone or in collaboration with third parties. 

• Our collaborators may develop and commercialize, either alone or with others, drugs that are similar to or competitive with the drugs
or drug candidates that are the subject of the collaboration with us.

If we are unable to attract and retain collaborators for the development and commercialization of our drugs and drug candidates, we
may not be able to fully fund our development and commercialization activities.

          Our collaborators have agreed to fund portions of our pharmaceutical development programs and/or to conduct the development and
commercialization of specified drug candidates and, if they are approved, drugs. In exchange, we have given them technology, sales and
marketing rights relating to those drugs and drug candidates. Some of our corporate collaborators have rights to control the planning and execution
of drug development and clinical programs including for our Aurora kinase inhibitor drug candidates. Our collaborators may exercise their control
rights in ways that may negatively affect the timing and success of those programs. Our collaborations are subject to termination rights by the
collaborators. If any of our collaborators were to terminate its relationship with us, or fail to meet its contractual obligations, that action could have a
material adverse effect on our ability to develop, manufacture and market any drug candidates being developed under the collaboration and could
adversely affect our revenues and net loss. As part of our ongoing strategy, we expect to seek additional collaborative arrangements, which may
not be available to us on favorable terms, or at all, to develop and commercialize our drug candidates in the future. We may seek a collaborator for
our JAK3 inhibitors, including VX-509. No assurance can be given that these efforts will be successful. Even if we are able to establish acceptable
collaborative arrangements in the future, these collaborations may not be successful.

Our investment in the clinical development and manufacture of a commercial supply of telaprevir may not result in any benefit to us if
telaprevir is not approved for commercial sale.

          We are investing significant resources in the clinical development of telaprevir. Telaprevir is the first drug candidate for which we expect to
perform all activities related to late-stage development, drug supply, registration and commercialization in a major market. We are planning for and
investing significant resources now in preparation for application for marketing approval, commercial supply and sales and marketing. We also are
incurring significant costs to obtain a commercial supply of telaprevir, including $17.4 million in the year ended December 31, 2008 and
$14.3 million in the nine months ended September 30, 2009, and expect these costs to increase as
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we near the potential launch of telaprevir. Our engagement in these resource-intensive activities puts significant investment at risk if we do not
obtain regulatory approval and successfully commercialize telaprevir in North America. There is no assurance that our development of telaprevir
will lead successfully to regulatory approval, or that obtaining regulatory approval will lead to commercial success. If telaprevir is not approved for
commercial sale or if its development is delayed for any reason, our full investment in telaprevir may be at risk, we may face significant costs to
dispose of unusable inventory, and our business and financial condition could be materially adversely affected.

We depend on third-party manufacturers, including sole source suppliers, to manufacture clinical trial materials for clinical trials and
expect to continue to rely on them to meet our commercial supply needs for any drug candidate that is approved for sale. We may not be
able to establish or maintain these relationships and could experience supply disruptions outside of our control.

          We currently rely on a worldwide network of third-party manufacturers to manufacture and distribute our drug candidates for clinical trials,
and we expect that we will continue to do so to meet our commercial supply needs for these drugs, including telaprevir, if they are approved for
sale. As a result of our reliance on these third-party manufacturers and suppliers, including sole source suppliers of certain components of our drug
candidates, we may be subject to significant supply disruptions outside of our control. Our supply chain for sourcing raw materials and
manufacturing drug product ready for distribution is a multi-step international endeavor in which we rely on third-party contract manufacturers in
Asia for the supply of raw materials, and in the European Union and the United States for the application of specific manufacturing processes for
the conversion of raw materials into drug substance and drug substance into final dosage form. Establishing and managing this global supply chain
requires significant financial commitments, experienced personnel and the creation or expansion of numerous third-party contractual relationships.
There can be no assurance that we will be able to establish and maintain commercial supply chains on commercially reasonable terms, or at all, in
order to support a timely launch of telaprevir or any of our other drug candidates.

          We currently require for our own use, and are responsible to Janssen and Mitsubishi Tanabe for, a supply of telaprevir for clinical trials in
North America, the European Union and the Far East, respectively. We will require a supply of telaprevir for sale in North America if we are
successful in obtaining marketing approval. We have transferred technical information regarding the manufacture of telaprevir to Janssen so that
Janssen will be able to manufacture telaprevir, if approved, for sale in Janssen's territories and as a secondary supply source of drug substance for
us. While we believe there are multiple third parties capable of providing most of the materials and services we need in order to manufacture and
distribute telaprevir, and supply of materials which cannot be second-sourced can be managed with inventory planning, there is a risk that we may
underestimate or overestimate demand, and the manufacturing capacity, for which we planned and contracted with third-party manufacturers, may
not be sufficient or may result in more inventory than is necessary. In addition, because of the significant lead times involved in our supply chain for
telaprevir, we may have less flexibility to adjust our supply in response to changes in demand than if we had shorter lead times.

          We currently require a supply of VX-770 for clinical trials in North America and Europe, and will require a supply of VX-770 for sale in North
America and Europe, if we are successful in obtaining marketing approval of this drug candidate. We are manufacturing VX-770 through our third-
party manufacturer network to meet our clinical supply needs. Over the next several years, we will need to expand our relationships with the third-
party manufacturers that comprise our supply chain for telaprevir or establish new relationships with third-party manufacturers in order to establish
a supply
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chain for VX-770 and support the potential commercial launch and subsequent commercial supply of VX-770.

          Even if we successfully establish arrangements with third-party manufacturers, supply disruptions may result from a number of factors
including shortages in product raw materials, labor or technical difficulties, regulatory inspections or restrictions, shipping or customs delays or any
other performance failure by any third-party manufacturer on which we rely.

          Any supply disruptions could impact the timing of our clinical trials and the commercial launch of any approved pharmaceutical drugs.
Furthermore, we may be required to modify our production methods to permit us to economically manufacture our drugs for commercial launch and
sale. These modifications may require us to re-evaluate our resources and the resources of our third-party manufacturers, which could result in
abrupt changes in our production methods and supplies. Upon approval of a pharmaceutical drug for sale, if any, we similarly may be at risk of
supply chain disruption for our commercial drug supply. In the course of its services, a contract manufacturer may develop process technology
related to the manufacture of our drug candidates that the manufacturer owns, either independently or jointly with us. This would increase our
reliance on that manufacturer or require us to obtain a license from that manufacturer in order to have our products manufactured by other
suppliers utilizing the same process.

We rely on third parties to conduct our clinical trials, and those third parties may not perform satisfactorily, including failing to meet
established deadlines for the completion of such trials.

          We do not have the ability to independently conduct clinical trials for our drug candidates, and we rely on third parties such as contract
research organizations, to help manage our clinical trial process and on medical institutions and clinical investigators to enroll qualified patients and
conduct our clinical trials. Our reliance on these third parties for clinical development activities reduces our control over these activities.
Accordingly, these third-party contractors may not complete activities on schedule, or may not conduct our clinical trials in accordance with
regulatory requirements or our trial design. If these third parties do not successfully carry out their contractual duties or meet expected deadlines,
we may be required to replace them. Although we believe that there are a number of other third-party contractors we could engage to continue
these activities, it may result in a delay of the affected trial. If clinical trials are not conducted in accordance with our contractual expectations or
regulatory requirements, action by regulatory authorities might significantly and adversely affect the conduct or progress of these trials.
Accordingly, our efforts to obtain regulatory approvals for and commercialize our drug candidates could be delayed.

Risks associated with our international business relationships could materially adversely affect our business.

          We have manufacturing, collaborative and clinical trial relationships, and we and our collaborators are seeking approval for our drug
candidates, outside the United States. In addition, we expect that if telaprevir is approved for commercial sale, a significant portion of our
commercial supply chain, including sourcing of raw materials and manufacturing, will be located in Asia and the European Union. Consequently,
we are, and will continue to be, subject to risks related to operating in foreign countries. Risks associated with conducting operations in foreign
countries include:

• differing regulatory requirements for drug approvals in foreign countries; 

• unexpected changes in tariffs, trade barriers and regulatory requirements; 

• economic weakness, including inflation, or political instability in particular foreign economies and markets; 

• compliance with tax, employment, immigration and labor laws for employees living or traveling abroad;
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• foreign taxes, including withholding of payroll taxes; 

• foreign currency fluctuations, which could result in increased operating expenses or reduced revenues, and other obligations incident
to doing business or operating a subsidiary in another country; 

• workforce uncertainty in countries where labor unrest is more common than in the United States; 

• production shortages resulting from any events affecting raw material supply or manufacturing capabilities abroad; and 

• business interruptions resulting from geo-political actions, including war and terrorism.

          These and other risks associated with our international operations could materially adversely affect our business.

If we are unable to realize the expected benefits of our drug discovery capabilities and other technologies, we may not be able to
compete in the marketplace.

          The pharmaceutical research field is characterized by rapid technological progress and intense competition. As a result, we may not realize
the expected benefits from our integrated drug discovery capabilities and technologies. For example, a large pharmaceutical company, with
significantly more resources than we have, could pursue a systematic approach to the discovery of drugs based on gene families, using proprietary
drug targets, compound libraries, novel chemical approaches, structural protein analysis and information technologies. Such a company might
identify broadly applicable compound classes faster and more effectively than we do. Further, we believe that interest in the application of
structure-based drug design, parallel drug design and related approaches has accelerated as the strategies have become more widely understood.
Businesses, academic institutions, governmental agencies and other public and private research organizations are conducting research to develop
technologies that may compete with those we use. It is possible that our competitors could acquire or develop technologies that would render our
technology obsolete or noncompetitive. For example, a competitor could develop information technologies that accelerate the atomic-level analysis
of potential compounds that bind to the active site of a drug target, and predict the absorption, toxicity, and relative ease-of-synthesis of candidate
compounds. If we were unable to access the same technologies at an acceptable price, or at all, our business could be adversely affected.

If we fail to expand our human resources and manage our growth effectively, our business may suffer.

          We expect that if our clinical drug candidates continue to progress in development, we continue to build our commercial organization and our
drug discovery efforts continue to generate drug candidates, we will require significant additional investment in personnel, management systems
and resources. For example, the number of our full-time employees increased by 16% in 2008, and we are experiencing additional growth in 2009.
Because our drug discovery and development activities are highly technical in nature, we require the services of highly qualified and trained
scientists who have the skills necessary to conduct these activities. In addition, as we attempt to grow our capabilities with respect to clinical
development, regulatory affairs, quality control and sales and marketing, we need to attract and retain employees with experience in these fields.
We face intense competition for our personnel from our competitors, our collaborators and other companies throughout our industry. Moreover, the
growth of local biotechnology companies and the expansion of major pharmaceutical companies into the Boston area have increased competition
for the available pool of skilled employees, especially in technical fields, and the high cost of living in the Boston and San Diego areas makes it
difficult to attract employees from other
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parts of the country to these areas. Our ability to commercialize our drug candidates, achieve our research and development objectives, and
satisfy our commitments under our collaboration agreements depends on our ability to respond effectively to these demands and expand our
internal organization to accommodate additional anticipated growth. If we are unable to manage to hire qualified personnel or manage our growth
effectively, there could be a material adverse effect on our business.

The loss of the services of key employees or the failure to effectively integrate key employees could negatively impact our business and
future growth.

          Our future success will depend in large part on our ability to retain the services of our key scientific and management personnel and to
integrate new scientific and management personnel into our business. As we expand our capabilities in anticipation of the possible launch of
commercial products, a loss of key personnel or a failure to properly integrate new personnel could be disruptive. We have entered into
employment agreements with some individuals and provide compensation-related benefits to all of our key employees that vest over time and
therefore induce them to remain with us. However, the employment agreements can be terminated by the employee on relatively short notice. The
value to employees of stock-related benefits that vest over time—such as options and restricted stock—will be significantly affected by movements
in our stock price that we cannot control, and may at any point in time be insufficient to counteract more lucrative offers from other companies. A
failure to retain, as well as hire, train and effectively integrate into our organization a sufficient number of qualified scientists, professionals, sales
personnel and senior management would negatively affect our business and our ability to grow our business.

If our patents do not protect our drugs, or our drugs infringe third-party patents, we could be subject to litigation and substantial
liabilities.

          We have numerous issued patents and patent applications pending in the United States, as well as foreign counterparts in other countries.
Our success will depend, in significant part, on our ability to obtain and maintain United States and foreign patent protection for our drugs, their
uses and our processes, to preserve our trade secrets and to operate without infringing the proprietary rights of third parties. In particular, we
believe that composition-of-matter claims are generally the most significant patent claims for that segment of the pharmaceutical industry that
focuses on small molecule drug candidates that are new chemical compounds. While we currently have patents or patent applications with
composition-of-matter claims for each of our more advanced clinical drug candidates only a portion of these patents have been granted at this
time. We do not know whether any patents will issue from any of our patent applications or, even if patents issue or have issued, that the issued
claims will provide us with any significant protection against competitive products or otherwise be valuable commercially.

          Legal standards relating to the validity of patents and the proper scope of their claims in the pharmaceutical field are still evolving, and there
is no consistent law or policy regarding the valid breadth of claims in biopharmaceutical patents or the effect of prior art on them. If we are not able
to obtain adequate patent protection, our ability to prevent competitors from making, using and selling similar drugs will be limited. Furthermore,
our activities may infringe the claims of patents held by third parties. Defense and prosecution of infringement or other intellectual property claims,
as well as participation in other inter-party proceedings, can be expensive and time-consuming, regardless of whether or not the outcome is
favorable to us. If the outcome of any such litigation or proceeding were adverse, we could be subject to significant liabilities to third parties, could
be required to obtain licenses from third parties or could be required to cease sales of affected drugs, any of which outcomes could have a material
adverse effect on our business.
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Our business has a substantial risk of product liability claims. If we are unable to obtain appropriate levels of insurance, a product
liability claim could adversely affect our business.

          Our business exposes us to significant potential product liability risks that are inherent in the development, clinical testing, manufacturing
and sales and marketing of human therapeutic products. We currently have clinical trial insurance and will seek to obtain product liability insurance
prior to the sales and marketing of any of our drug candidates. However, our insurance may not provide adequate coverage against potential
liabilities. Furthermore, clinical trial and product liability insurance is becoming increasingly expensive. As a result, we may be unable to maintain
current amounts of insurance coverage or obtain additional or sufficient insurance at a reasonable cost to protect against losses that could have a
material adverse effect on us. If a claim is brought against us, we might be required to pay legal and other expenses to defend the claim, as well as
uncovered damages awards resulting from a claim brought successfully against us. Furthermore, whether or not we are ultimately successful in
defending any such claims, we might be required to direct significant financial and managerial resources to such defense, and adverse publicity is
likely to result.

If we do not comply with laws regulating the protection of the environment and health and human safety, our business could be
adversely affected.

          Our research and development efforts involve the controlled use of hazardous materials, chemicals and various radioactive compounds.
Although we believe that our safety procedures for handling and disposing of these materials comply with the standards prescribed by state and
federal regulations, the risk of accidental contamination or injury from these materials cannot be eliminated. If an accident occurs, we could be held
liable for resulting damages, which could be substantial. We are also subject to numerous environmental, health and workplace safety laws and
regulations, including those governing laboratory procedures, exposure to blood-borne pathogens and the handling of biohazardous materials.
Although we maintain workers' compensation insurance to cover us for costs we may incur due to injuries to our employees resulting from the use
of these materials, this insurance may not provide adequate coverage against potential liabilities. Due to the small amount of hazardous materials
that we generate, we have determined that the cost to secure insurance coverage for environmental liability and toxic tort claims far exceeds the
benefits. Accordingly, we do not maintain any insurance to cover pollution conditions or other extraordinary or unanticipated events relating to our
use and disposal of hazardous materials. Additional federal, state and local laws and regulations affecting our operations may be adopted in the
future. We may incur substantial costs to comply with, and substantial fines or penalties if we violate, any of these laws or regulations.

We have adopted anti-takeover provisions and are subject to Massachusetts corporate laws that may frustrate any attempt to remove or
replace our current management or effectuate a business combination involving Vertex.

          Our corporate charter and by-law provisions, Massachusetts state laws and our stockholder rights plan may discourage certain types of
transactions involving an actual or potential change of control of Vertex that might be beneficial to us or our security holders. Our charter provides
for staggered terms for the members of the Board of Directors. Our by-laws grant the directors a right to adjourn annual meetings of stockholders,
and certain provisions of our by-laws may be amended only with an 80% stockholder vote. Pursuant to our stockholder rights plan, each share of
common stock has an associated preferred share purchase right. The rights will not trade separately from the common stock until, and are
exercisable only upon, the acquisition or the potential acquisition through tender offer by a person or group of 15% or more of the outstanding
common stock. We may issue shares of any class or series of preferred stock in the future without stockholder approval and upon such terms as
our Board of Directors may determine. The rights of the holders of
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common stock will be subject to, and may be adversely affected by, the rights of the holders of any class or series of preferred stock that may be
issued in the future. Massachusetts state law prohibits us from engaging in specified business combinations, unless the combination is approved
or consummated in a prescribed manner, and prohibits voting by any stockholder who acquires 20% or more of our voting stock without
stockholder approval. As a result, stockholders or other parties may find it more difficult to remove or replace our current management.

Our stock price may fluctuate based on factors beyond our control.

          Market prices for securities of companies such as Vertex are highly volatile. From January 1, 2007 to December 1, 2009, our common stock
traded between $13.84 and $41.75 per share. The market for our stock, like that of other companies in the biotechnology field, has from time to
time experienced significant price and volume fluctuations that are unrelated to our operating performance. The future market price of our
securities could be significantly and adversely affected by factors such as:

• announcements of results of clinical trials or nonclinical studies relating to our drug candidates or those of our competitors; 

• announcements of financial results and other operating performance measures, or capital structuring or financing activities; 

• technological innovations or the introduction of new drugs by our competitors; 

• government regulatory action; 

• public concern as to the safety of drugs developed by others; 

• developments in patent or other intellectual property rights or announcements relating to these matters; 

• developments in domestic and international governmental policy or regulation, for example relating to intellectual property rights; 

• developments relating specifically to other companies and market conditions for pharmaceutical and biotechnology stocks or stocks
in general; and 

• general worldwide or national economic, political and capital market conditions.

Our estimates of our liability under our Kendall Square lease may be inaccurate.

          We leased a 290,000 square foot facility in Kendall Square, Cambridge, Massachusetts in January 2003 for a 15-year term. We currently are
not occupying the entire facility. We have sublease arrangements in place for the remaining rentable square footage of the facility. In determining
our obligations under the lease for the part of the facility that we are not occupying, we have made certain assumptions relating to the time
necessary to sublease the space after the expiration of the initial subleases, projected future sublease rental rates and the anticipated durations of
future subleases. Our estimates have changed in the past, and may change in the future, resulting in additional adjustments to the estimate of
liability, and the effect of any such adjustments could be material.

Risks Related to This Offering

We will have broad discretion as to the use of the proceeds from this offering, and we may not use the proceeds effectively.

          We expect to use the net proceeds from this offering for general corporate purposes and have not designated any portion of the net
proceeds for any particular purpose. See "Use of Proceeds"
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on page S-28. Accordingly, our management will have broad discretion as to the application of the net proceeds from this offering and could use
them for purposes other than those contemplated at the time of this offering. Our management may use the net proceeds from this offering for
corporate purposes that may not yield profitable results or increase our market value.

You will experience immediate dilution in the book value per share of the common stock you purchase.

          Because the price per share of our common stock being offered is substantially higher than the net tangible book value per share of our
common stock, you will suffer substantial dilution in the net tangible book value of the common stock you purchase in this offering. Based on an
assumed initial price to the public of $39.86 per share, if you purchase shares of common stock in this offering, you will suffer immediate and
substantial dilution of $37.59 per share in the net tangible book value of the common stock. If the underwriters exercise their option to purchase
additional shares, you will experience additional dilution. See "Dilution" on page S-29 for a more detailed discussion of the dilution you will incur in
this offering.

SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS 

          This prospectus supplement, the accompanying prospectus and the documents incorporated by reference herein and therein contain
forward-looking statements within the meaning of Section 27A of the Securities Act of 1933, as amended, and Section 21E of the Securities
Exchange Act of 1934, as amended. These statements relate to future events and our future financial performance. These statements include, but
are not limited to, statements regarding:

• our expectations regarding clinical trials, development timelines and regulatory authority filings for telaprevir, VX-770, VX-809, VX-
509, VX-222 and other drug candidates under development by us and our collaborators including our intention to submit an NDA for
telaprevir in the United States in the second half of 2010 and regarding the potential commercial launch of telaprevir in the
United States; 

• our expectations regarding the expected date by which SVR data will be available and/or publicly announced for our ADVANCE,
REALIZE and ILLUMINATE trials, and our expectations regarding the number of patients that will be evaluated, the trial design that
will be utilized, the anticipated date by which enrollment will be completed and the expected date interim data and/or final data will be
available and/or publicly announced for our ongoing clinical trials in the ENDEAVOR registration program for VX-770, including the
STRIVE, ENVISION and DISCOVER trials and for the planned and ongoing clinical trials of VX-809, VX-222 and VX-509 and our
other drug candidates under development by us and our collaborators; 

• expectations regarding the amount of, timing of and trends with respect to our revenues, our costs and expenses and other gains
and losses, including those related to the intangible assets associated with the ViroChem acquisition and to the liabilities we
recorded in connection with the financial transactions that we entered into in September 2009; 

• our belief that if we are able to successfully commercialize telaprevir in accordance with current development timelines, we will begin
receiving cash flows from the sale of telaprevir in 2011; 

• the data that will be generated by ongoing and planned clinical trials, and the ability to use that data for the design and initiation of
further clinical trials and to support regulatory filings, including potentially applications for marketing approval for telaprevir and VX-
770;
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• our plan to begin clinical evaluation of novel combination regimens of telaprevir with VX-222 and the timing thereof and the possibility
that we will begin evaluation of combination regimens of VX-770 and VX-809 in patients with CF in the second half of 2010; 

• our expectation that we will conduct several significant clinical trials that we believe will provide meaningful information regarding a
number of our earlier-stage drug candidates; 

• our expectations regarding the future market demand and medical need for telaprevir and our other drug candidates; 

• our beliefs regarding the support provided by clinical trials and preclinical and nonclinical studies of our drug candidates for further
investigation, clinical trials or potential use as a treatment of those drug candidates; 

• our ability to successfully market telaprevir and VX-770 or any of our other drug candidates if we are able to obtain regulatory
approval; 

• the focus of our drug development efforts and our financial and management resources and our plan to invest significant resources
in telaprevir and our other drug candidates; 

• the establishment, development and maintenance of collaborative relationships; 

• potential business development activities, including with respect to our JAK3 program; 

• our ability to use our research programs to identify and develop new drug candidates to address serious diseases and significant
unmet medical needs; 

• our estimates regarding obligations associated with a lease of a facility in Kendall Square, Cambridge, Massachusetts; 

• our liquidity and our expectations regarding our needs for and ability to raise additional capital; and 

• the amount, and our expected uses, of the net proceeds of this offering.

          In some cases, you can identify forward-looking statements by terminology such as "may," "will," "should," "expects," "anticipates,"
"believes," "estimates," "predicts," "potential," "intends," or "continue" or the negative of such terms or other comparable terminology. These
statements are only predictions and involve known and unknown risks, uncertainties and other factors, including the risks outlined above under
"Risk Factors," that may cause our or our industry's actual results to differ materially from the results, levels of activity, performance or
achievements expressed or implied by such forward-looking statements. In addition, the forward-looking statements contained herein represent our
estimate only as of the date of this prospectus supplement and should not be relied upon as representing our estimate as of any subsequent date.
While we may elect to update these forward-looking statements at some point in the future, we specifically disclaim any obligation to do so to
reflect actual results, changes in assumptions or changes in other factors affecting such forward-looking statements. Before deciding to purchase
our securities you should carefully consider the risks described in the "Risk Factors" section, in addition to the information set forth in this
prospectus supplement, the accompanying prospectus and in the documents incorporated by reference herein and therein. Although we believe
that the expectations reflected in the forward-looking statements are reasonable, we cannot guarantee future results, levels of activity, performance
or achievements.
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USE OF PROCEEDS 

          We estimate that the net proceeds we will receive from this offering, assuming an initial price to the public of $39.86 per share, will be
approximately $390.3 million (or $448.9 million if the underwriters exercise their option to purchase additional shares in full), after deducting the
estimated underwriting discount and offering expenses. It is possible that, based on market conditions, we may increase or decrease the number
of shares offered hereby.

          We intend to use the net proceeds from this offering for general corporate purposes, which we expect to include investment in the
development and commercialization of telaprevir and VX-770, clinical trial expenditures and other development expenses for telaprevir and VX-770
and our other drug candidates, research expenditures, manufacture and supply of drug substances, and which may include capital expenditures,
investments and potentially acquisitions. We have not determined the amounts we plan to spend on any of the areas listed above or the timing of
these expenditures and the expected corporate purposes listed above may change at any time. As a result, our management will have broad
discretion to allocate the net proceeds from this offering. Pending application of the net proceeds as described above, we intend to invest the net
proceeds of the offering in short-term, investment-grade, interest-bearing securities.

S-28



Table of Contents

DILUTION 

          If you purchase our common stock in this offering, your interest will be diluted to the extent of the difference between the initial price to the
public per share and the net tangible book value per share of our common stock after this offering. We calculate net tangible book value per share
by subtracting our total liabilities from our total tangible assets and dividing the difference by the number of outstanding shares of our common
stock. Total tangible assets excludes intangible assets, goodwill and deferred debt issuance costs and royalty and milestone sale transaction
expenses included in other assets on our condensed consolidated balance sheet at September 30, 2009. In addition, these calculations do not
reflect our issuance of 4,980,838 shares of common stock in November 2009 upon the exchange of $111.9 million in aggregate principal amount of
the 2013 Notes.

          Our net tangible book value at September 30, 2009 was $43.6 million, or $0.24 per share, based on 180.9 million shares of our common
stock outstanding. After giving effect to the sale of 10,000,000 shares of common stock by us at an assumed initial price to the public of $39.86 per
share, less the estimated underwriting discount and offering expenses, our net tangible book value at September 30, 2009 would be $433.9 million,
or $2.27 per share. This represents an immediate increase in net tangible book value of $2.03 per share to existing stockholders and an immediate
dilution of $37.59 per share to investors in this offering. The following table illustrates this per share dilution:

          A $1.00 increase in the assumed initial price to the public of $39.86 per share would increase our net tangible book value per share after this
offering to $2.32 per share, representing an immediate increase in net tangible book value of $2.08 per share to existing stockholders and an
immediate dilution of $38.54 per share to investors in this offering, assuming that the number of shares offered by us, as set forth on the cover
page of this prospectus supplement, remains the same and after deducting the estimated underwriting discount and offering expenses. A $1.00
decrease in the assumed initial price to the public of $39.86 per share would increase our net tangible book value per share after this offering to
$2.22 per share, representing an immediate increase in net tangible book value of $1.98 per share to existing stockholders, and an immediate
dilution of $36.64 per share to investors in this offering, assuming that the number of shares offered by us, as set forth on the cover page of this
prospectus supplement, remains the same and after deducting the estimated underwriting discount and offering expenses. The information
discussed above is illustrative only and will adjust based on the actual initial price to the public, the actual number of shares offered and other
terms of this offering determined at pricing.

          If the underwriters exercise their option to purchase additional shares in full, the net tangible book value per share after this offering based
on an assumed initial price to the public of $39.86 per share, less the estimated underwriting discount and offering expenses, would be $2.56 per
share, representing an increase to existing stockholders of $2.32 per share, and an immediate dilution of $37.30 per share to new investors.
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Assumed initial price to the public per share     $ 39.86 
Net tangible book value per share as of September 30, 2009  $ 0.24    
Increase per share attributable to new investors purchasing shares in this offering  $ 2.03    
      

Net tangible book value per share after this offering      2.27 
       

Dilution per share to new investors     $ 37.59 
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PRICE RANGE OF COMMON STOCK 

          Our common stock is listed on the Nasdaq Global Select Market under the symbol "VRTX." The last reported sale price for our common
stock on December 1, 2009 was $39.86 per share. The table below sets forth information on the range of high and low prices for our common
stock during the periods indicated.

DIVIDEND POLICY 

          We have never declared or paid any cash dividends on our common stock, and we currently expect that future earnings, if any, will be
retained for use in our business. Accordingly, we do not expect to pay cash dividends on our common stock in the foreseeable future.
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Price Range of
Common Stock  

  High  Low  
Fiscal Year ended December 31, 2007        
 First quarter  $ 38.95 $ 26.98 
 Second quarter   32.51  25.61 
 Third quarter   41.42  27.55 
 Fourth quarter   39.48  22.80 

Fiscal Year ended December 31, 2008        
 First quarter  $ 24.67 $ 13.84 
 Second quarter   34.97  23.40 
 Third quarter   35.00  24.62 
 Fourth quarter   33.19  18.43 

Fiscal Year ending December 31, 2009        
 First quarter  $ 35.97 $ 26.67 
 Second quarter   36.30  25.94 
 Third quarter   38.50  31.85 
 Fourth quarter (through December 1, 2009)   41.75  31.83 
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UNDERWRITING 

          The company and the underwriters named below have entered into an underwriting agreement with respect to the shares being offered.
Subject to certain conditions, each underwriter has severally agreed to purchase the number of shares indicated in the following table. Goldman,
Sachs & Co. is the representative of the underwriters.

          The underwriters are committed to take and pay for all of the shares being offered, if any are taken, other than the shares covered by the
option described below unless and until this option is exercised.

          If the underwriters sell more shares than the total number set forth in the table above, the underwriters have an option to buy up to an
additional 1,500,000 shares from the company. They may exercise that option for 30 days.

          The following table shows the per share and total underwriting discounts and commissions to be paid to the underwriters by the company.
Such amounts are shown assuming both no exercise and full exercise of the underwriters' option to purchase 1,500,000 additional shares.

Paid by the Company 

          Shares sold by the underwriters to the public will initially be offered at the initial price to the public set forth on the cover of this prospectus
supplement. Any shares sold by the underwriters to securities dealers may be sold at a discount of up to $             per share from the initial price to
the public. If all the shares are not sold at the initial price to the public, the representative may change the price to the public and the other selling
terms. The offering of the shares by the underwriters is subject to receipt and acceptance and subject to the underwriters' right to reject any order
in whole or in part.

          The company and the company's directors and executive officers have agreed with the underwriters, subject to certain exceptions, not to
sell, transfer or otherwise dispose of any of their common stock or securities convertible into or exchangeable for shares of common stock during
the period from the date of this prospectus supplement continuing through the date 90 days, with respect to the company, and 60 days, with
respect to the company's directors and executive offers, after the date of this prospectus supplement, except with the prior written consent of the
representative. This agreement does not apply to, inter alia, any existing employee benefit plans.

          In connection with the offering, the underwriters may purchase and sell shares of common stock in the open market. These transactions may
include short sales, stabilizing transactions and purchases to cover positions created by short sales. Shorts sales involve the sale by the
underwriters of a greater number of shares than they are required to purchase in the offering. "Covered" short sales are sales made in an amount
not greater than the underwriters' option to purchase additional shares from the company in the offering. The underwriters may close out any
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Underwriters  Number of Shares  
Goldman, Sachs & Co.     

    
    

    

 Total   10,000,000 
  

 
 

  No Exercise  Full Exercise  
Per Share  $   $   
Total  $   $   
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covered short position by either exercising their option to purchase additional shares or purchasing shares in the open market. In determining the
source of shares to close out the covered short position, the underwriters will consider, among other things, the price of shares available for
purchase in the open market as compared to the price at which they may purchase additional shares pursuant to the option granted to them.
"Naked" short sales are any sales in excess of such option. The underwriters must close out any naked short position by purchasing shares in the
open market. A naked short position is more likely to be created if the underwriters are concerned that there may be downward pressure on the
price of the common stock in the open market after pricing that could adversely affect investors who purchase in the offering. Stabilizing
transactions consist of various bids for or purchases of common stock made by the underwriters in the open market prior to the completion of the
offering.

          The underwriters may also impose a penalty bid, which occurs when a particular underwriter repays to the underwriters a portion of the
underwriting discount received by it because the representative has repurchased shares sold by or for the account of such underwriter in stabilizing
or short covering transactions.

          Purchases to cover a short position and stabilizing transactions, as well as other purchases by the underwriters for their own accounts, may
have the effect of preventing or retarding a decline in the market price of the company's stock, and together with the imposition of the penalty bid,
may stabilize, maintain or otherwise affect the market price of the common stock. As a result, the price of the common stock may be higher than
the price that otherwise might exist in the open market. If these activities are commenced, they may be discontinued at any time. These
transactions may be effected on the Nasdaq Global Select Market, in the over-the-counter market or otherwise.

          The company may enter into derivative transactions with third parties, or sell securities not covered by this prospectus to third parties in
privately negotiated transactions. In connection with those derivatives, the third parties may sell securities covered by this prospectus, including in
short sale transactions. If so, the third party may use securities pledged by the company or borrowed from the company or others to settle those
sales or to close out any related open borrowings of stock, and may use securities received from the company in settlement of those derivatives to
close out any related open borrowings of stock. The third party in such sale transactions will be an underwriter or will be identified in a post-
effective amendment.

European Economic Area

          In relation to each Member State of the European Economic Area that has implemented the Prospectus Directive (each, a Relevant Member
State), each underwriter has represented and agreed that, with effect from and including the date on which the Prospectus Directive is
implemented in that Relevant Member State (the Relevant Implementation Date), it has not made and will not make an offer of shares to the public
in such Relevant Member State prior to the publication of a prospectus in relation to the shares that has been approved by the competent authority
in such Relevant Member State or, where appropriate, approved in another Relevant Member State and notified to the competent authority in such
Relevant Member State, all in accordance with the Prospectus Directive, except that it may, with effect from and including the Relevant
Implementation Date, make an offer of shares to the public in such Relevant Member State at any time:

(a) to legal entities which are authorized or regulated to operate in the financial markets or, if not so authorized or regulated, whose
corporate purpose is solely to invest in securities; 

(b) to any legal entity which has two or more of (1) an average of at least 250 employees during the last financial year; (2) a total
balance sheet of more than €43,000,000 and
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(3) an annual net turnover of more than €50,000,000, as shown in its last annual or consolidated accounts;

(c) to fewer than 100 natural or legal persons (other than qualified investors as defined in the Prospectus Directive) subject to obtaining
the prior consent of the representative for any such offer; or 

(d) in any other circumstances which do not require the publication by the company of a prospectus pursuant to Article 3 of the
Prospectus Directive.

          For the purposes of this provision, the expression an "offer of shares to the public" in relation to any shares in any Relevant Member State
means the communication in any form and by any means of sufficient information on the terms of the offer and the shares to be offered so as to
enable an investor to decide to purchase or subscribe for the shares, as the same may be varied in that Relevant Member State by any measure
implementing the Prospectus Directive in that Relevant Member State and the expression Prospectus Directive means Directive 2003/71/EC and
includes any relevant implementing measure in each Relevant Member State.

          Each underwriter has represented and agreed that:

(a) it has only communicated or caused to be communicated and will only communicate or cause to be communicated an invitation or
inducement to engage in investment activity (within the meaning of Section 21 of the Financial Services and Markets Act 2000 (the
"FSMA")) received by it in connection with the issue or sale of the shares in circumstances in which Section 21(1) of the FSMA would
not, if the company was not an authorized person, apply to the company; and 

(b) it has complied and will comply with all applicable provisions of the FSMA with respect to anything done by it in relation to the shares
in, from or otherwise involving the United Kingdom.

          The shares may not be offered or sold by means of any document other than (i) in circumstances which do not constitute an offer to the
public within the meaning of the Companies Ordinance (Cap.32, Laws of Hong Kong), or (ii) to "professional investors" within the meaning of the
Securities and Futures Ordinance (Cap.571, Laws of Hong Kong) and any rules made thereunder, or (iii) in other circumstances which do not result
in the document being a "prospectus" within the meaning of the Companies Ordinance (Cap.32, Laws of Hong Kong), and no advertisement,
invitation or document relating to the shares may be issued or may be in the possession of any person for the purpose of issue (in each case
whether in Hong Kong or elsewhere), which is directed at, or the contents of which are likely to be accessed or read by, the public in Hong Kong
(except if permitted to do so under the laws of Hong Kong) other than with respect to shares which are or are intended to be disposed of only to
persons outside Hong Kong or only to "professional investors" within the meaning of the Securities and Futures Ordinance (Cap. 571, Laws of
Hong Kong) and any rules made thereunder.

          This prospectus has not been registered as a prospectus with the Monetary Authority of Singapore. Accordingly, this prospectus and any
other document or material in connection with the offer or sale, or invitation for subscription or purchase, of the shares may not be circulated or
distributed, nor may the shares be offered or sold, or be made the subject of an invitation for subscription or purchase, whether directly or indirectly,
to persons in Singapore other than (i) to an institutional investor under Section 274 of the Securities and Futures Act, Chapter 289 of Singapore
(the "SFA"), (ii) to a relevant person, or any person pursuant to Section 275(1A) of the SFA, and in accordance with the conditions, specified in
Section 275 of the SFA or (iii) otherwise pursuant to, and in accordance with the conditions of, any other applicable provision of the SFA.
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          Where the shares are subscribed or purchased under Section 275 of the SFA by a relevant person which is: (a) a corporation (which is not
an accredited investor) the sole business of which is to hold investments and the entire share capital of which is owned by one or more individuals,
each of whom is an accredited investor; or (b) a trust (where the trustee is not an accredited investor) whose sole purpose is to hold investments
and each beneficiary is an accredited investor, shares, debentures and units of shares and debentures of that corporation or the beneficiaries'
rights and interest in that trust shall not be transferable for 6 months after that corporation or that trust has acquired the shares under Section 275
of the SFA except: (1) to an institutional investor under Section 274 of the SFA or to a relevant person, or any person pursuant to Section 275(1A)
of the SFA, and in accordance with the conditions, specified in Section 275 of the SFA; (2) where no consideration is given for the transfer; or
(3) by operation of law.

          The securities have not been and will not be registered under the Financial Instruments and Exchange Law of Japan (the Financial
Instruments and Exchange Law) and each underwriter has agreed that it will not offer or sell any securities, directly or indirectly, in Japan or to, or
for the benefit of, any resident of Japan (which term as used herein means any person resident in Japan, including any corporation or other entity
organized under the laws of Japan), or to others for re-offering or resale, directly or indirectly, in Japan or to a resident of Japan, except pursuant to
an exemption from the registration requirements of, and otherwise in compliance with, the Financial Instruments and Exchange Law and any other
applicable laws, regulations and ministerial guidelines of Japan.

          The company estimates that its share of the total expenses of the offering, excluding underwriting discounts and commissions, will be
approximately $350,000.

          The company has agreed to indemnify the several underwriters against certain liabilities, including liabilities under the Securities Act of 1933.

          The underwriters and their respective affiliates are full service financial institutions engaged in various activities, which may include securities
trading, commercial and investment banking, financial advisory, investment management, principal investment, hedging, financing and brokerage
activities. Certain of the underwriters and their respective affiliates have, from time to time, performed, and may in the future perform, various
financial advisory and investment banking services for the company, for which they received or will receive customary fees and expenses.

          In the ordinary course of their various business activities, the underwriters and their respective affiliates may make or hold a broad array of
investments and actively trade debt and equity securities (or related derivative securities) and financial instruments (including bank loans) for their
own account and for the accounts of their customers and may at any time hold long and short positions in such securities and instruments. Such
investment and securities activities may involve securities and instruments of the company.
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LEGAL MATTERS 

          The validity of the shares of common stock offered hereby will be passed upon for us by Mintz, Levin, Cohn, Ferris, Glovsky and Popeo,
P.C., Boston, Massachusetts. Certain legal matters will be passed upon for the underwriters by Cleary Gottlieb Steen & Hamilton LLP, New York,
New York.

EXPERTS 

          The consolidated financial statements of Vertex Pharmaceuticals Incorporated appearing in Vertex Pharmaceuticals Incorporated's Annual
Report (Form 10-K) for the year ended December 31, 2008 and the effectiveness of Vertex Pharmaceutical Incorporated's internal control over
financial reporting as of December 31, 2008 have been audited by Ernst & Young LLP, independent registered public accounting firm, as set forth
in their reports thereon, included therein, and incorporated herein by reference. Such consolidated financial statements are incorporated herein by
reference in reliance upon such reports given on the authority of such firm as experts in accounting and auditing.

          The financial statements of ViroChem Pharma, Inc. (filed with Vertex Pharmaceuticals Incorporated's Current Report (Form 8-K/A), filed on
May 11, 2009) as of and for the years ended December 31, 2008 and 2007 have been audited by Deloitte & Touche LLP, Independent Registered
Chartered Accountants, as set forth in their reports thereon, included therein, and incorporated herein by reference. Such financial statements
have been so incorporated in reliance upon the report of such firm given upon their authority as experts in accounting and auditing.

INCORPORATION BY REFERENCE 

          The SEC allows us to "incorporate by reference" information that we file with them. Incorporation by reference allows us to disclose
important information to you by referring you to those other documents. The information incorporated by reference is an important part of this
prospectus supplement and the accompanying prospectus, and any information incorporated by reference is considered part of this prospectus
supplement and the accompanying prospectus. Any reports filed by us with the SEC after the date of this prospectus supplement and before the
date that the offering of common stock by means of this prospectus supplement is terminated will automatically update and, where applicable,
supersede any information contained in or incorporated by reference into this prospectus supplement and the accompanying prospectus. We
incorporate by reference into this prospectus supplement the following documents or information filed with the SEC (other than, in each case,
documents or information therein deemed to have been furnished and not filed in accordance with SEC rules):

(a) Our Annual Report on Form 10-K for the year ended December 31, 2008 (filing date February 17, 2009: Commission File No. 000-
19319); 

(b) Our Quarterly Reports on Form 10-Q for the periods ended March 31, 2009, June 30, 2009 and September 30, 2009 (filing dates
May 11, 2009, August 10, 2009 and November 9, 2009: Commission File No. 000-19319); 

(c) Our Current Reports on Form 8-K (or Form 8-K/A) filed on January 15, 2009 (with respect to Item 1.01 only); February 10, 2009
(Items 1.01, 5.02 and 9.01); February 19, 2009 (Items 1.01 and 9.01); March 9, 2009 (Items 1.01, 3.02 and 8.01); March 13, 2009
(Items 2.01, 3.02 and 9.01); May 11, 2009 (Items 2.01 and 9.01); May 19, 2009 (Item 1.01); June 11, 2009 (Items 1.01 and 3.02);
July 9, 2009 (Item 5.02); August 4, 2009 (Item 1.01); October 6, 2009 (Items 1.01, 2.03, 5.02 and 8.01); November 3, 2009
(Item 8.01) and November 16, 2009 (Item 3.02) (Commission File No. 000-19319);
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(d) The portions of our definitive proxy statement on Schedule 14A that are deemed "filed" with the SEC under the Securities Exchange
Act of 1934, as amended (filing date April 8, 2009: Commission File No. 000-19319); and 

(e) The description of our common stock and the outstanding series A junior participating preferred stock purchase rights contained in
our Registration Statement on Form 8-A, including any amendment or report filed for the purpose of updating such description (filing
date May 30, 1991: Commission File No. 000-19319).

          In addition, all documents filed by us pursuant to Section 13(a), 13(c), 14 or 15(d) of the Securities Exchange Act of 1934, as amended, on
or after the date of this prospectus supplement and before the termination of offerings under this prospectus supplement are deemed to be
incorporated by reference into, and to be a part of, this prospectus supplement.

          Our SEC filings are available to the public on the SEC's website at www.sec.gov. You also may request, orally or in writing, a copy of these
documents, which will be provided to you at no cost, by contacting us at:

Vertex Pharmaceuticals Incorporated
130 Waverly Street

Cambridge, Massachusetts 02139
Attn: Investor Relations

(617) 444-6100
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P R O S P E C T U S

VERTEX PHARMACEUTICALS INCORPORATED
Common Stock

        This prospectus will allow us to issue shares of our common stock from time to time at prices and on terms to be determined at or prior to the time of the
offering. We will provide specific terms of any offering in one or more supplements to this prospectus filed with the Securities and Exchange Commission.

        We may sell the common stock to or through one or more underwriters, dealers and agents, or directly to purchasers, on a continued or delayed basis. We
will set forth the names of any underwriters, dealers or agents and their compensation in the accompanying prospectus supplement.

        This prospectus may not be used to sell any shares of common stock unless accompanied by a prospectus supplement.

        Our common stock is listed on the Nasdaq Global Select Market under the symbol "VRTX." The last reported sale price of our common stock on the Nasdaq
Global Select Market on September 16, 2008 was $28.15 per share. Prospective purchasers of our securities are urged to obtain current information as to the
market prices of our common stock.

        Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these securities or
determined if this prospectus is truthful or complete. Any representation to the contrary is a criminal offense.

The date of this prospectus is September 17, 2008.
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ABOUT THIS PROSPECTUS 

        This prospectus is part of a registration statement that we filed with the Securities and Exchange Commission, or SEC, utilizing a "shelf" registration
process. Under this shelf process, we may sell shares of our common stock in one or more offerings. Each time our common stock is offered under this
prospectus, we will provide a prospectus supplement that will contain specific information about the terms of that offering.

        This prospectus does not contain all of the information included in the registration statement. For a more complete understanding of any offering of our
common stock pursuant to this prospectus, you should refer to the registration statement, including its exhibits. The prospectus supplement may also add, update
or change information contained in this prospectus. You should read both this prospectus and the applicable prospectus supplement together with additional
information under the headings "Where You Can Find More Information" and "Incorporation by Reference." To the extent there are inconsistencies between any
prospectus supplement, this prospectus and any documents incorporated by reference, the document with the most recent date will control.

        You should rely only on information contained in, or incorporated by reference into, this prospectus and any prospectus supplement. We have not authorized
anyone to provide you with information different from that contained in this prospectus or incorporated by reference in this prospectus. We are not making offers
to sell our common stock in any jurisdiction in which such an offer or solicitation is not authorized or in which the person making such offer or solicitation is not
qualified to do so or to anyone to whom it is unlawful to make such offer or solicitation.

        The information contained in this prospectus is accurate only as of the date on the front cover of the prospectus and information we have incorporated by
reference in this prospectus is accurate only as of the date of the document incorporated by reference. You should not assume that the information contained in, or
incorporated by reference into, this prospectus is accurate as of any other date.

WHERE YOU CAN FIND MORE INFORMATION 

        We are a public company and are required to file annual, quarterly and current reports, proxy statements and other information with the SEC pursuant to the
Securities Exchange Act of 1934, as amended, or the Exchange Act. You may read and copy any document we file at the SEC's public reference room at 100 F
Street, N.E., Washington, D.C. 20549. You can request copies of these documents by writing to the SEC and paying a fee for the copying cost. Please call the
SEC at 1-800-SEC-0330 for more information about the operation of the public reference room. Our SEC filings are also available to the public on the SEC's
website at www.sec.gov. The information on the SEC's website is not part of this prospectus, and any references to this website or any other website are inactive
textual references only.

        We filed a registration statement on Form S-3 under the Securities Act of 1933, as amended, or the Securities Act, with the SEC with respect to the common
stock being offered pursuant to this prospectus. This prospectus is only part of the registration statement and omits certain information contained in the
registration statement, as permitted by the SEC. You should refer to the registration statement, including the exhibits, for further information about us and the
common stock being offered pursuant to this prospectus. Statements in this prospectus regarding the provisions of certain documents filed with, or incorporated
by reference in, the registration statement are not necessarily complete and each statement is qualified in all respects by that reference. You may:

• inspect a copy of the registration statement, including the exhibits and schedules, without charge at the public reference room; 

• obtain a copy from the SEC upon payment of the fees prescribed by the SEC; or 

• obtain a copy from the SEC's website.
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Our internet address is www.vrtx.com. Our Annual Reports on Form 10-K, Quarterly Reports on Form 10-Q, Current Reports on Form 8-K, and all amendments
to those reports are also available to you free of charge through the "Finances/Investor Info" section of our website as soon as reasonably practicable after those
materials have been electronically filed with, or furnished to, the SEC. Other than the documents filed with the SEC and incorporated by reference into this
prospectus, the information contained on our website does not constitute a part of this prospectus.

INCORPORATION BY REFERENCE 

        The SEC allows us to "incorporate by reference" information that we file with them. Incorporation by reference allows us to disclose important information
to you by referring you to those other documents. The information incorporated by reference is an important part of this prospectus, and any information
incorporated by reference is considered part of this prospectus. Any reports filed by us with the SEC after the date of this prospectus and before the date that the
offering of common stock by means of this prospectus is terminated will automatically update and, where applicable, supersede any information contained in this
prospectus or incorporated by reference in this prospectus. We incorporate by reference into this prospectus the following documents or information filed with the
SEC (other than, in each case, documents or information therein deemed to have been furnished and not filed in accordance with SEC rules):

(a) Our Annual Report on Form 10-K for the year ended December 31, 2007 (filing date February 11, 2008: Commission File No. 000-19319); 

(b) Our Quarterly Reports on Form 10-Q for the quarters ended March 31, 2008 and June 30, 2008 (filing dates May 12, 2008 and August 11, 2008:
Commission File No. 000-19319); 

(c) Our Current Reports on Form 8-K filed on February 14, 2008 (Items 1.01 and 9.01), February 25, 2008 (Items 1.01, 2.03 and 9.01), March 31,
2008 (Items 8.01 and 9.01), May 16, 2008 (Items 1.01, 1.02 and 9.01), June 4, 2008 (Items 1.01 and 2.01), June 18, 2008 (Item 5.02) and
September 12, 2008 (Item 5.02) (Commission File No. 000-19319); 

(d) The portions of our definitive proxy statement on Schedule 14A that are deemed "filed" with the SEC under the Exchange Act (filing date April 8,
2008: Commission File No. 000-19319); and 

(e) The description of our common stock and the outstanding series A junior participating preferred stock purchase rights contained in our
Registration Statement on Form 8-A, including any amendment or report filed for the purpose of updating such description (filing date May 30,
1991: Commission File No. 000-19319).

        In addition, all documents filed by us pursuant to Section 13(a), 13(c), 14 or 15(d) of the Exchange Act on or after the date of this prospectus and before the
termination of offerings under this prospectus are deemed to be incorporated by reference into, and to be a part of, this prospectus.

        Our SEC filings are available to the public on the SEC's website at www.sec.gov. You also may request, orally or in writing, a copy of these documents,
which will be provided to you at no cost, by contacting us at:

Vertex Pharmaceuticals Incorporated
130 Waverly Street

Cambridge, Massachusetts 02139
Attn: Investor Relations

(617) 444-6100
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USE OF PROCEEDS 

        Except as otherwise provided in the applicable prospectus supplement, we intend to use the net proceeds from this offering for general corporate purposes,
which we expect to include investment in the development and commercialization of telaprevir, clinical trial expenditures and other development expenses for
telaprevir and our other drug candidates, and investment in our research programs and manufacture and supply of drug substances, and which may include capital
expenditures, investments and potentially acquisitions. Additional information on the use of net proceeds from the sale of securities covered by this prospectus
may be set forth in the prospectus supplement relating to the specific offering.

DESCRIPTION OF CAPITAL STOCK 

        The following description of our capital stock and certain provisions of our articles of organization and by-laws is a summary and is qualified in its entirety
by the provisions of our articles of organization and by-laws.

        Our authorized capital stock consists of 300,000,000 shares of common stock, $0.01 par value, and 1,000,000 shares of preferred stock, $0.01 par value.

Common Stock

        Holders of common stock are entitled to one vote for each share held on all matters submitted to a vote of stockholders and do not have cumulative voting
rights. Accordingly, holders of a majority of the shares of common stock entitled to vote in any election of directors may elect all of the directors standing for
election. Holders of common stock are entitled to receive ratably such dividends, if any, as may be declared by our Board of Directors out of funds legally
available therefor, subject to any preferential dividend rights of any outstanding preferred stock. Upon the liquidation, dissolution or winding up of Vertex, the
holders of common stock are entitled to receive ratably our net assets available after the payment of all debts and other liabilities and subject to any prior rights of
any outstanding preferred stock. Holders of common stock have no preemptive, subscription, redemption or conversion or exchange rights. The rights, powers,
preferences and terms of holders of common stock are subject to, and may be adversely affected by, the rights of the holders of shares of any series of preferred
stock that we may designate and issue in the future.

Preferred Stock

        Our Board of Directors has the authority, without further action by the stockholders, to issue up to 1,000,000 shares of preferred stock in one or more series
and to fix the rights, powers, preferences and terms thereof, including dividend rights, conversion or exchange rights, voting rights, terms of redemption,
liquidation preferences, sinking fund terms, the number of shares constituting any series or the designation of such series and any restrictions on the issue or
reissue of any additional shares of such series or another series, without any further vote or action by stockholders. The issuance of preferred stock could
adversely affect the voting power of holders of our common stock and the likelihood that such holders will receive dividend payments and payments upon
liquidation and could have the effect of delaying, deferring or preventing a change in control.

Stockholders Rights Plan

        Pursuant to our Stockholder Rights Plan, each share of common stock has an associated preferred share purchase right (each a "Right" and collectively, the
"Rights"). Each Right entitles the holder to purchase from Vertex one half of one-hundredth of a share of Series A Junior Participating Preferred Stock, $0.01 par
value (the "Junior Preferred Stock"), of Vertex at a price of $135 per one half of one-hundredth of a share of the Junior Preferred Stock, subject to adjustment (the
"Adjusted Purchase
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Price"). The Rights are not exercisable until after acquisition by a person or group of 15% or more of our outstanding common stock (an "Acquiring Person") or
after the announcement of an intention to make or commencement of a tender offer or exchange offer the consummation of which would result in the beneficial
ownership by a person or group of 15% or more of our outstanding common stock (the earlier of such dates being called the "Distribution Date"). Until the
Distribution Date (or earlier redemption or expiration of the Rights), the Rights will be transferred with and only with the common stock. Until a Right is
exercised, the Right will not entitle the holder thereof to any rights as a stockholder.

        If any person or group becomes an Acquiring Person, each holder of a Right, other than Rights beneficially owned by the Acquiring Person, will thereafter
have the right to receive upon exercise and payment of the Adjusted Purchase Price that number of shares of common stock having a market value of two times
the Adjusted Purchase Price, and if Vertex is acquired in a business combination transaction or 50% or more of its assets are sold, each holder of a Right will
thereafter have the right to receive upon exercise and payment of the Adjusted Purchase Price that number of shares of common stock of the acquiring company,
which at the time of the transaction will have a market value of two times the Adjusted Purchase Price.

        At any time after any person becomes an Acquiring Person and prior to the acquisition by such person or group of 50% or more of the outstanding common
stock, our Board of Directors may cause the Rights (other than Rights owned by such person or group) to be exchanged, in whole or in part, for common stock or
junior preferred shares, at an exchange rate of one share of common stock per Right or one half of one-hundredth of a share of Junior Preferred Stock per Right.

        At any time prior to the acquisition by a person or group of beneficial ownership of 15% or more of the outstanding common stock, our Board of Directors
may redeem the Rights in whole at a price of $0.01 per Right.

        The Rights have certain anti-takeover effects, in that they will cause substantial dilution to a person or group that attempts to acquire a significant interest in
Vertex on terms not approved by the Board of Directors.

Provisions of Our Articles of Organization and By-laws and Massachusetts Law Relating to a Change in Control and Indemnification

        Provisions of our articles of organization and by-laws and our Stockholder Rights Plan may discourage specific types of transactions involving an actual or
potential change in control of Vertex that might be beneficial to Vertex or our stockholders. Our articles of organization provide for staggered terms for the
members of the Board of Directors. Our by-laws grant the directors a right to adjourn annual meetings of stockholders, and certain provisions of the by-laws may
be amended only with an 80% stockholder vote.

        We are subject to Chapter 110F of the Massachusetts General Laws, an anti-takeover law. In general, this statute prohibits a publicly-held Massachusetts
corporation from engaging in a "business combination" with an "interested stockholder" for a period of three years after the date of the transaction in which the
person becomes an interested stockholder, unless (i) the interested stockholder obtains the approval of the board of directors prior to becoming an interested
stockholder, (ii) the interested stockholder acquires 90% of the outstanding voting stock of the corporation (excluding shares held by certain affiliates of the
corporation) at the time it becomes an interested stockholder, or (iii) the business combination is approved by both the board of directors and the holders of two-
thirds of the outstanding voting stock of the corporation (excluding shares held by the interested stockholder). Generally, an "interested stockholder" is a person
who, together with affiliates and associates, owns (or at any time within the prior three years did own) 5% or more of the outstanding voting stock of the
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corporation. A "business combination" includes a merger, a stock or asset sale, and certain other transactions resulting in a financial benefit to the interested
stockholders.

        We are subject to Massachusetts General Laws Chapter 110D, entitled "Regulation of Control Share Acquisitions." In general, this statute provides that any
stockholder of a corporation subject to this statute who acquires 20% or more of the outstanding voting stock of a corporation may not vote such stock unless the
stockholders of the corporation so authorize. The board of directors may amend our by-laws to exclude us from this statute prospectively.

        Our articles of organization provide that our directors will not be personally liable to us or our stockholders for monetary damages for breach of fiduciary
duty as a director except for (i) any breach of such director's duty of loyalty to us or our stockholders, (ii) acts or omissions not in good faith or which involve
intentional misconduct or a knowing violation of laws, (iii) the authorization of illegal dividends or redemptions, or the authorization of a loan of any of our assets
to one of our officers or directors that is not repaid, or (iv) any transactions from which such director derived an improper personal benefit. This provision does
not eliminate director liability under federal securities laws or preclude non-monetary relief under state law. In addition, our by-laws provide that we may
indemnify our directors and officers against all liabilities and expenses incurred in connection with service for us or on our behalf.

Transfer Agent and Registrar

        Computershare Investor Services is the transfer agent and registrar for our common stock.

LEGAL MATTERS 

        The validity of the shares of common stock offered hereby will be passed upon for us by Mintz, Levin, Cohn, Ferris, Glovsky and Popeo, P.C., Boston,
Massachusetts.

EXPERTS 

        The consolidated financial statements of Vertex Pharmaceuticals Incorporated appearing in Vertex Pharmaceuticals Incorporated's Annual Report (Form 10-
K) for the year ended December 31, 2007, have been audited by Ernst & Young LLP, independent registered public accounting firm, as set forth in their report
thereon, included therein, and incorporated herein by reference. Such consolidated financial statements are incorporated herein by reference in reliance upon such
report given on the authority of such firm as experts in accounting and auditing.
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