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PART 1

ITEM 1. BUSINESS

OVERVIEW

We are in the business of discovering, developing, manufacturing and commercializing small molecule drugs. We
invest in scientific innovation to create transformative medicines for patients with serious diseases in specialty
markets. Since mid-2011, we have obtained approval for, and initiated commercial sales of, our first two products:
KALYDECO (ivacaftor) and INCIVEK (telaprevir). We market KALYDECO in the United States and international
markets for the treatment of patients six years of age and older with cystic fibrosis, or CF, who have a specific genetic
mutation in their cystic fibrosis transmembrane conductance regulator, or CFTR, gene, which is referred to as the
G551D mutation. INCIVEK is approved in the United States and Canada for the treatment of adults with genotype 1
hepatitis C virus, or HCV, infection. Our collaborators, Janssen Pharmaceutica NV, or Janssen, and Mitsubishi Tanabe
Pharma Corporation, or Mitsubishi Tanabe, market telaprevir in other international markets.

Our business is focused on developing and commercializing therapies for the treatment of cystic fibrosis and
advancing our other research and early-stage development programs.

Cystic Fibrosis - Our goal is twofold: to develop treatment regimens that will provide benefits to as many patients
with CF as possible and to maximize those benefits.

*KALYDECO. KALYDECO was approved in 2012 in the United States and European Union as a treatment for
patients with CF six years of age and older who have the G551D mutation in their CFTR gene. We have submitted a
supplemental New Drug Application, or sSNDA, to the U.S. Food and Drug Administration, or FDA, and a Marketing
Authorization Application, or MAA, variation in the European Union seeking approval to market ivacaftor for the
treatment of patients with CF six years of age and older who have specified other mutations in their CFTR gene,
which were studied in our first label-expansion clinical trial for ivacaftor. We also are seeking to expand the number
of patients eligible for treatment with ivacaftor by (i) evaluating ivacaftor as a potential treatment for patients with CF
who have residual CFTR function, including patients with CF who have the R117H mutation in their CFTR gene, and
(i1) evaluating ivacaftor as a potential treatment for patients with CF two to five years of age who have specific
mutations in their CFTR genes.

e[vacaftor in Combination with CFTR Corrector Compounds. In October 2013, we completed enrollment in an
international pivotal Phase 3 development program to evaluate combinations of lumacaftor (VX-809), our most
advanced investigational CFTR corrector compound, and ivacaftor. The Phase 3 development program includes two
Phase 3 clinical trials, referred to as TRAFFIC and TRANSPORT, that each enrolled patients with CF 12 years of age
and older with two copies (homozygous) of the F508del mutation in their CFTR gene. The F508del mutation is the
most prevalent genetic mutation that causes CF. We expect data from TRAFFIC and TRANSPORT in mid-2014. If
these clinical trials are successful, we plan to submit a New Drug Application, or NDA, to the FDA and an MAA in
the European Union, in the second half of 2014. We also are evaluating VX-661, a second investigational CFTR
corrector, in combination with ivacaftor, in Phase 2 clinical development.

*CF Research Programs. We are seeking to identify and develop next-generation CFTR corrector compounds that
could be evaluated in regimens combining ivacaftor with two CFTR corrector compounds.

Research and Early-stage Development Programs - We are engaged in a number of other research and early-stage
development programs, including programs in the areas of oncology, multiple sclerosis and other serious and rare
diseases. Over the last year, we have evaluated in Phase 2 clinical trials: VX-135, an HCV nucleotide analogue, in
combination with daclatasvir, an NS5A replication complex inhibitor being developed by Bristol-Myers Squibb, or
BMS; VX-509, our JAK3 inhibitor, in patients with rheumatoid arthritis; and VX-787, a drug candidate for the
treatment of influenza A. We are in discussions with Alios BioPharma, Inc., or Alios, from whom we exclusively
license VX-135, and BMS regarding potential next steps for further clinical evaluation of VX-135 and are seeking
collaborators to advance clinical development of VX-509 and VX-787. We plan to continue investing in our research
programs and fostering scientific innovation in order to identify and develop transformative medicines. We believe
that pursuing research in diverse areas allows us to balance the risks inherent in drug development and may provide
drug candidates that will form our pipeline in future years.
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CYSTIC FIBROSIS

Background

Cystic fibrosis is a rare, life-threatening genetic disease affecting approximately 75,000 people in North America,
Europe and Australia. CF is caused by a defective or missing CFTR protein resulting from mutations in the CFTR
gene. Children must inherit two defective CFTR genes, which are referred to as alleles - one from each parent - to
have CF. There are more than 1,900 known mutations in the CFTR gene, some of which result in CF, including two of
the most prevalent mutations, the G551D mutation and the F508del mutation.

The G551D mutation results in a defect in the CFTR protein in which the defective CFTR protein reaches the surface
of a cell but does not efficiently transport chloride ions across the cell membrane. The F508del mutation results in a
defect in the CFTR protein in which the CFTR protein does not reach the surface of cells in sufficient quantities. The
absence of working CFTR proteins results in poor flow of salt and water into and out of cells in a number of organs,
including the lungs. As a result, thick, sticky mucus builds up and blocks the passages in many organs, leading to a
variety of symptoms. In particular, mucus builds up and clogs the airways in the lungs, causing chronic lung infections
and progressive lung damage. Ivacaftor, known as a CFTR potentiator, keeps the CFTR protein channels on the cell
surface open longer, to increase the flow of salt and water into and out of the cell. CFTR correctors, such as
lumacaftor and VX-661, are believed to help CFTR protein reach the cell surface.

We chose to develop KALYDECO (ivacaftor) and our other CF drug candidates because of their potential to improve
the function of defective CFTR proteins in patients with CF, which is the underlying cause of CF. We discovered
ivacaftor, lumacaftor and VX-661 in our research collaboration with the Cystic Fibrosis Foundation Therapeutics
Incorporated, or CFFT. Our research group is continuing to work to identify additional corrector compounds that
could be included in future dual- and/or triple-combination treatment regimens with the potential to provide additional
benefits to patients with CF. We hold worldwide development and commercialization rights to ivacaftor, lumacaftor
and VX-661. We pay royalties to CFFT on net sales of ivacaftor and will pay royalties to CFFT on any net sales of
lumacaftor, VX-661 and any other corrector compounds discovered under the CFFT collaboration, if they are
approved.

We market KALYDECO in specified approved indications in the United States and international markets. Our
ivacaftor development program for additional indications has received a Breakthrough Therapy designation from the
FDA. The FDA also has designated the combination regimens of lumacaftor with ivacaftor and VX-661 with ivacaftor
for the treatment of patients with CF who have the F508del mutation on both alleles as Breakthrough Therapies. We
are expecting data from these clinical programs in 2014.

KALYDECO (ivacaftor)

KALYDECO (ivacaftor) is an orally-administered CFTR potentiator that is approved in the United States, Australia,
Canada and the European Union for the treatment of patients six years of age and older with CF who have the G551D
mutation in their CFTR gene. KALYDECO has received recognition as a significant innovation in drug development.
In the press release announcing KALYDECOQ's approval, the FDA identified KALYDECO as an excellent example of
the promise of personalized medicine and a breakthrough therapy for the CF community, because other existing
therapies treat only the symptoms of this genetic disease, while KALYDECO addresses the underlying cause. The
Wall Street Journal named KALYDECO as the winner of its 2012 Technology Innovation award in the Medicine and
Biotech category. During development, ivacaftor was granted orphan drug designation in the United States and
European Union and Fast-track designation in the United States and, due to its promise, was advanced rapidly through
development. In 2008, we evaluated ivacaftor in a small Phase 2a clinical trial that enrolled 39 patients with CF who
had the G551D mutation on at least one allele. Based on the safety and efficacy data from this clinical trial, we moved
directly into a Phase 3 clinical program, which we initiated in May 2009 and completed in mid-2011. We filed for
approval to market ivacaftor in the United States in November 2011 and obtained approval from the FDA in January
2012, which was more than two months ahead of the original target date established by the FDA. We also obtained
rapid approval for ivacaftor in the European Union and Canada later in 2012. We use the brand name KALYDECO
only when we refer to the product that has been approved and with respect to the indications on the approved label.
Otherwise, including in discussions of our CF development programs, we refer to the compound by its scientific (or
generic) name ivacaftor.
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KALYDECO is approved for the treatment of patients with CF six years of age and older who have at least one copy
of the G551D mutation in their CFTR gene. We believe there are approximately 2,000 patients with CF six years of
age and
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older in North America, Europe and Australia who have the G551D mutation in the CFTR gene. Since KALYDECO's
approval in 2012, most of these patients have started treatment with KALYDECO. KALYDECO currently is
available to eligible patients in the United States, England, Scotland, Northern Ireland, Wales, the Republic of Ireland,
France, Germany, Austria, Denmark, Greece, Italy, the Netherlands, Norway and Sweden. In many international
markets, including Australia and Canada, patients generally are not able to obtain access to drugs until the relevant
agencies authorize public reimbursement for the cost of the drug. We are in discussions with regulatory agencies in
Australia and Canada regarding public reimbursement of KALYDECO costs in these countries.

We submitted an SNDA to the FDA and an MAA variation in the European Union in September 2013 and October
2013, respectively, seeking approval to market ivacaftor for the treatment of patients with CF six years of age and
older who have specified other mutations in their CFTR gene. These submissions incorporated clinical data from our
first ivacaftor label-expansion Phase 3 clinical trial. The FDA has set a target date of March 27, 2014 to complete its
review of this SNDA under the Prescription Drug User Fee Act (PDUFA). We estimate that in North America, Europe
and Australia approximately 400 patients with CF six years of age and older have at least one of the mutations
evaluated in this clinical trial, including approximately 150 patients in the United States.

CF Drug Development Programs

We are continuing our work in CF to develop treatment regimens that will provide benefits to as many patients with
CF as possible and to maximize those benefits. We are seeking to increase the number of patients with CF who could
benefit from our medicines both by evaluating ivacaftor in additional patient groups who may benefit, and by
evaluating combinations of ivacaftor with our investigational corrector compounds, lumacaftor and VX-661, in
patients with the most prevalent form of CF, those with two copies of the F508del mutation.

Ivacaftor

We have completed a Phase 3 clinical trial to evaluate ivacaftor in patients with the R117H mutation in their CFTR
gene. We are conducting a fully-enrolled proof-of-concept Phase 2 clinical trial in which we are evaluating ivacaftor
in patients with CF who have clinical evidence of residual CFTR function. We also are conducting a fully-enrolled
Phase 3 clinical trial in which we are evaluating ivacaftor, in the form of minitablets or granules, as a treatment for
children with CF two to five years of age with particular mutations in their CFTR gene, including the G551D
mutation.

R117H Mutation

In December 2013, we reported data from a Phase 3 clinical trial that evaluated ivacaftor in patients six years of age
and older with CF who have the R117H mutation on at least one allele of their CFTR gene. Patients diagnosed with
CF who have the R117H mutation exhibit a range of severity and signs and symptoms of the disease.

The 24-week doubled-blinded Phase 3 clinical trial enrolled 69 patients. Patients 12 years of age and older had lung
function at screening of 40 to 90 percent predicted FEV, and children six to eleven years of age had FEV, at
screening of 40 to 105 percent predicted FEV . FEV, is a measure of the amount of air that an individual can exhale
in one second. The primary endpoint of the clinical trial was the absolute change from baseline in FEV | throughout
the treatment period for ivacaftor compared to placebo across all patients (intent-to-treat). The clinical trial did not
meet its primary endpoint of a statistically significant absolute change from baseline in FEV|. However, a
pre-specified subgroup analysis demonstrated a clinical benefit in patients with CF 18 years of age and older who
have the R117H mutation on at least one allele. We plan to meet with the FDA in early 2014 to discuss these results
and the potential submission of an sSNDA for patients with the R117H mutation. We estimate that in North America,
Europe and Australia approximately 1,100 patients with CF six years of age and older have at least one copy of the
R117H mutation in their CFTR gene. In the United States, approximately 300 patients with CF 18 years of age and
older have the R117H mutation in their CFTR gene.

Results from R117H Clinical Trial

Lung Function (FEV ) Results In the Total Clinical Trial Population. The primary endpoint of the clinical trial was the
absolute change from baseline in FEV | throughout the treatment period for ivacaftor compared to placebo across all
patients (intent-to-treat). In the clinical trial, the mean absolute improvement in percent predicted FEV, between those
treated with ivacaftor and placebo was 2.1 percentage points (p=0.20). The result of statistical testing is often defined
in terms of a "p-value," with p<0.05 generally considered to represent a statistically significant difference. The
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primary endpoint. The mean absolute percent predicted FEV | improvement during ivacaftor treatment (within-group)
was 2.6 percentage points (p = 0.03).

Secondary Endpoints. In the clinical trial, the mean relative treatment difference in percent predicted FEV| was 5.0
percent (p = 0.06) through the 24-week treatment period. The mean relative percent predicted FEV | improvement
during ivacaftor treatment (within-group) was 4.8 percent (p=0.01). Treatment with ivacaftor, regardless of age,
resulted in statistically significant decreases in sweat chloride and improvement in patient-reported outcomes as
measured by the respiratory domain of the Cystic Fibrosis Questionnaire Revised (CFQ-R). No significant differences
in the frequency of pulmonary exacerbations or changes in body mass index were noted.

Safety and Tolerability. The safety and tolerability results observed in this clinical trial were consistent with those
observed in prior Phase 3 clinical trials of ivacaftor in patients with CF who have the G551D mutation. The most
commonly observed adverse events in those who received ivacaftor were infective pulmonary exacerbation, cough
and headache, which occurred with similar frequency compared to those who received placebo. Serious adverse
events occurred in 17 percent of patients who received placebo versus 12 percent for patients who received ivacaftor.
Subgroup Analyses. A pre-specified subgroup analysis was conducted to evaluate the effect of ivacaftor on patients 18
years of age and older, in patients 12 to 17 years of age and in patients six to eleven years of age. Data from these
subgroup analyses are provided below:

Patients 18 years of age and older: 50 patients 18 years of age and older were enrolled in this clinical trial and had a
mean baseline percent predicted FEV | of 65 percent. A pre-specified subset analysis in these patients showed
statistically significant improvements in lung function and other key secondary endpoints. In these patients, the mean
absolute improvement in percent predicted FEV | between treatment with ivacaftor and placebo was 5.0 percentage
points (p=0.01) and the mean relative improvement in percent predicted FEV, was 9.1 percent (p=0.008) in each case
through the 24-week treatment period. An additional analysis was conducted on percent predicted FEV, four weeks
following the completion of treatment with ivacaftor. Mean lung function returned toward baseline in the patients who
received ivacaftor, who showed a -3.1 percentage point (p=0.001) mean absolute within-group change from Week 24
to Week 28 (four weeks after the end of treatment). Data from these subgroup analyses of patients 18 years of age and
older are provided below:

Ivacaftor (n=24) Placebo (n=26) Treatment Difference
Mean Absolute Change in FEV | * 4.5 (p=0.002) -0.5 (p=0.728) 5.0 (p=0.01)
Mean Relative Change in FEV 7.7 (p=0.002) -1.5 (p=0.526) 9.1 (p=0.008)
Proportion of Patients with Mean Absolute
Improvement in FEV of 5 percentage points54.2% 15.4% 38.8% (p=0.007)
or more
CFQ-R Score (respiratory domain)* 12.2 (p=<0.0001) -0.5 (p=0.861) 12.6 (p=0.002)

*Pre-specified analyses

Patients 12 to 17 years of age: Two patients 12 to 17 years of age enrolled in this clinical trial; one received placebo
and one received ivacaftor. There were too few patients to make a statistical comparison of patients in this age range.
Patients six to eleven years of age: Seventeen patients six to eleven years of age enrolled in this clinical trial and had
a mean baseline percent predicted FEV, of 96 percent. In these patients, there was a mean absolute decline from
baseline in percent predicted FEV | of -2.8 percentage points (p=0.132) in patients who received ivacaftor (n=9)
compared to a mean absolute increase from baseline in percent predicted FEV of 3.5 percentage points (p=0.084) for
patients who received placebo (n=8). The mean absolute treatment difference was -6.3 percentage points (p=0.03).
Pediatric Formulation

We are conducting a fully-enrolled Phase 3 clinical trial to evaluate ivacaftor, in the form of minitablets or granules,
as a treatment for children with CF two to five years of age with specific mutations in their CFTR gene, including the
G551D
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mutation. We expect data from this clinical trial in the second quarter of 2014. If this clinical trial is successful, we
plan to submit an NDA in the second half of 2014. We estimate that in North America, Europe and Australia
approximately 300 patients with CF two to five years of age have one of the CFTR mutations in their CFTR gene that
is being evaluated in this clinical trial.

Residual CFTR Function

We are conducting a fully-enrolled proof-of-concept Phase 2 clinical trial in which we are evaluating ivacaftor in
patients with CF who have clinical evidence of residual CFTR function. We expect data from this clinical trial in the
second quarter of 2014. We estimate that in North America, Europe and Australia more than 3,000 patients with CF
six years of age and older have non-R117H CFTR mutations that result in residual function.

Lumacaftor in Combination with Ivacaftor

Phase 3 Program in Patients with CF Who Have Two Copies (homozygous) of the F508del Mutation

We have completed enrollment of patients in an international pivotal Phase 3 clinical program to evaluate
combinations of lumacaftor and ivacaftor in patients with CF who have two copies (homozygous) of the F508del
mutation in their CFTR gene. We are conducting two 24-week Phase 3 clinical trials, which are referred to as
TRAFFIC and TRANSPORT, that are designed to support approval of the combination of lumacaftor and ivacaftor
for patients 12 years of age and older. Each Phase 3 clinical trial enrolled approximately 550 patients with CF who are
homozygous for the F508del mutation, for a total of approximately 1,100 patients. TRAFFIC and TRANSPORT are
identical in design and together are being conducted at approximately 200 clinical trial sites in North America, Europe
and Australia. Two treatment regimens of lumacaftor (600mg once-daily (QD) and 400mg every twelve hours (q12h))
in combination with ivacaftor (250mg every twelve hours (q12h)) are being evaluated. Fixed-dose tablets that contain
both lumacaftor and ivacaftor or placebo are being used in both clinical trials. In TRAFFIC and TRANSPORT, we
will evaluate absolute and relative improvement in percent predicted FEV |, as well as change in body mass index
(BMI) or weight gain, number of pulmonary exacerbations and improvements in patient-reported outcomes as
measured by the CFQ-R. Following recent discussions with regulatory agencies, we have agreed that for both
TRAFFIC and TRANSPORT the primary endpoint will be absolute change in percent predicted FEV, through 24
weeks compared to placebo. The initial 24-week treatment period in TRAFFIC and TRANSPORT is being followed
by a separate rollover double-blind extension clinical trial where all eligible patients, including those who received
placebo, will receive one of the combination treatment regimens for up to an additional 96 weeks.

We expect data from TRAFFIC and TRANSPORT in mid-2014. If these clinical trials are successful, we plan to
submit an NDA to the FDA and an MAA in the European Union in the second half of 2014. We believe that in North
America, Europe and Australia more than 28,000 patients with CF six years of age and older have two copies of the
F508del mutation in their CFTR gene, including approximately 22,000 patients 12 years of age and older.

We also are conducting a clinical trial to evaluate lumacaftor in combination with ivacaftor in children with CF six to
eleven years of age who have two copies of the F508del mutation. We have completed part 1 of this clinical trial and
expect to begin part 2 of this clinical trial in the second half of 2014. If this clinical trial is successful, we plan to use
the data from this clinical trial, along with data from TRAFFIC and TRANSPORT, for registration of this
combination in patients six to eleven years of age, which we expect would occur subsequent to approval in patients 12
years of age and older, if achieved.

The two combination dosing regimens we selected for evaluation in TRAFFIC and TRANSPORT were evaluated in
separate parts of a Phase 2 clinical trial of lumacaftor and ivacaftor referred to as Cohort 2 and Cohort 3. Safety results
from Cohort 2 and Cohort 3 were similar to one another. In both dose groups, lumacaftor was generally well-tolerated
alone and in combination with ivacaftor. The most common adverse events in both groups were respiratory in nature.
In Cohort 3, one patient in the treatment group discontinued treatment because of a pulmonary adverse event.

11
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Cohort 2 - We evaluated the 600mg once-daily (QD) dose of lumacaftor in combination with ivacaftor (250mg q12h)
in Cohort 2 in 21 patients with CF who are homozygous for the F508del mutation. This regimen resulted in
statistically significant improvements in lung function (within group and versus placebo) during the combination
dosing period, as set forth in the following table:

Mean Absolute and Relative Changes in Percent Predicted FEV

Day O - 28; Day 28 - 56;
luni]acaftor alone lunilacaftor + ivacaftor Day 0-56
Within Group
Absolute -2.9 (p=0.07) +6.1 (p<0.001) +3.4 (p=0.03)
Relative -3.5 (p=0.13) +9.7 (p<0.001) +5.3 (p=0.02)
lumacaftor (600mg QD) +
ivacaftor (250mg q12h)
Versus Placebo
Absolute -2.0 (p=0.36) +8.6 (p <0.001) +6.7 (p=0.002)
Relative -3.9 (p=0.21) +12.8 (p<0.001) +9.2 (p=0.004)

Cohort 3 - We evaluated the 400mg (q12h) dose of lumacaftor in combination with ivacaftor in Cohort 3 in 11
patients with CF who are homozygous for the F508del mutation. Cohort 3 also included the randomization of four
patients to placebo to allow for a blinded safety assessment. Three patients completed treatment in the placebo group.
The pattern of lung function response observed in Cohort 3 was similar to that observed in the 600mg (QD) dose
group in Cohort 2, with a decline in FEV during the lumacaftor monotherapy dosing period followed by a
statistically significant increase in FEV during the lumacaftor and ivacaftor combination dosing period. Additional
lung function results for Cohort 3 are provided below:

Mean Absolute and Relative Changes in Percent Predicted FEV

Day 0 - 28; Day 28 - 56;

Iumacaftor alone lumacaftor + ivac.aftorDay 0-56
lumacaftor (400mg q12h) + Within Group
ivacaftor (250mg q12h) Absolute -4.3 (p=0.04) +6.6 (p=0.01) +1.9 (p=0.57)
Relative -6.3 (p=0.08) +8.8 (p=0.01) +2.5 (p=0.67)

Phase 2 Clinical Trial in Patients with One Copy (heterozygous) of the F508del Mutation

We recently began enrollment in an 8-week Phase 2 clinical trial of lumacaftor in combination with ivacaftor in
patients with CF who are 18 years of age and older and who have one copy of the F508del mutation in their CFTR
gene and one copy of a mutation in their CFTR gene that is not expected to respond to either ivacaftor or lumacaftor
alone. In the Phase 2 clinical trial that previously evaluated heterozygous patients, the improvement in lung function
was smaller than the improvement seen in homozygous patients. The clinical trial we recently initiated was requested
by the FDA and is designed to provide additional safety and lung function data on the combination of ivacaftor and
lumacaftor in heterozygous patients. This clinical trial will evaluate a twice-daily administration of lumacaftor (400
mg) and ivacaftor (250 mg).

VX-661

Phase 2 Clinical Trial

In April 2013, we announced the data from a randomized, double-blind, placebo-controlled Phase 2 clinical trial of
VX-661 alone and in combination with ivacaftor. This clinical trial enrolled 128 patients with CF who were 18 years
of age and older with two copies of the F508del mutation. One group of patients was randomized to receive either
VX-661 (10, 30, 100 and 150 mg dosed once daily), or placebo, alone for 28 days. A separate group of patients was
randomized to receive the combination of VX-661 (10, 30, 100 and 150 mg dosed once daily) and ivacaftor (150 mg
dosed twice daily), or placebo, for 28 days. The primary endpoints of the clinical trial were safety, tolerability and
change in sweat chloride levels. Change in lung function (FEV,) was measured as a secondary endpoint.

There were statistically significant mean absolute decreases in sweat chloride levels, both within group and versus
placebo, across the combination and monotherapy groups. These changes generally were modest and were variable
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across the dose groups.
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VX-661 generally was well-tolerated when dosed alone and in combination with ivacaftor. The most common adverse
events were pulmonary in nature. Most adverse events were mild to moderate in severity and similar between the
treatment and placebo groups, and the types and frequency of adverse events were similar between the treatment and
placebo groups. The rate of serious adverse events also was similar between the treatment arms and the placebo arm.
Lung Function Results for Combination Dosing
Mean absolute and relative improvements in lung function were observed in all the combination dosing groups (10,
30, 100 and 150 mg), both within group and versus placebo. The improvements in lung function were dose-dependent,
with the greatest improvements observed in the groups that received the highest doses of VX-661 in combination with
ivacaftor. A summary of these lung function results is provided in the following table:
Mean Relative Change in Percent Mean Absolute Change in Percent
Predicted FEV, From Baseline ~ Predicted FEV | From Baseline

Mean Changes in Lung Function 28 Days 28 Days
Day 0 - 28 Pos.t-"l'“reatment Day 0 - 28 Pogt—Treatment
(Within-Group (Within-Group
Mean)* Mean)*
Placebo (n=23) (within group) 0.03 (NS) 1.6 -0.4 (NS) 0.6
Combination Treatment Arms vs. Placebo vs. Placebo
VX-661 (10 mg) + ivacaftor (150 mg) (n=17) 4.1 (NS) 1.7 2.3 (NS) 0.8
VX-661 (30 mg) + ivacaftor (150 mg) (n=17) 5.4 (NS) 1.2 3.4 (NS) 0.5
VX-661 (100 mg) + ivacaftor (150 mg) (n=15)9.0 (p=0.01) 1.7 4.8 (p=0.01) 0.5
VX-661 (150 mg) + ivacaftor (150 mg) (n=16)7.5 (p=0.02) 1.4 4.5 (p=0.01) 0.7

NS = Not Statistically Significant

* The statistical analysis plan (SAP) for this clinical trial did not include statistical comparisons for the 28-day
washout period

Planned and Ongoing Phase 2 Clinical Trials

We are preparing to conduct an additional Phase 2 clinical trial of VX-661, a CFTR corrector compound, in
combination with ivacaftor in patients with CF who have two copies of the F508del mutation in their CFTR gene. We
have submitted the protocol for this 12-week Phase 2 clinical trial to the FDA and expect to begin enrollment in the
first half of 2014. The primary endpoint of this clinical trial is safety, with secondary endpoints to assess efficacy and
pharmacokinetics of the combination in order to characterize VX-661 for further clinical development. If the safety
and efficacy data from this Phase 2 clinical trial is satisfactory, we expect to conduct further evaluation of VX-661.
Long term, our primary strategy is to develop VX-661 as a triple-combination regimen with ivacaftor and a
next-generation CFTR corrector compound. Additionally, we may consider developing VX-661 in a dual-combination
regimen with ivacaftor.

We have completed enrollment in a Phase 2 clinical trial to evaluate a 4-week regimen of VX-661 in combination
with ivacaftor in patients with one copy of the G551D mutation and one copy of the F508del mutation in their CFTR
genes. This clinical trial is intended to explore whether the addition of a CFTR corrector to treatment with ivacaftor
can provide greater clinical benefit than treatment with KALYDECO alone in these patients.

HCV INFECTION

Background

The Centers for Disease Control and Prevention, or CDC, has estimated that approximately 2.7 million to 3.9 million
people in the United States are chronically infected with HCV. The World Health Organization, or WHO, has
estimated that about 170 million people are chronically infected with HCV worldwide. Although exposure to HCV
often leads to chronic infection, patients frequently do not have symptoms and are unaware that they have become
infected with HCV. Over time, many patients develop liver inflammation. This inflammation can progress to scarring
of the liver, called fibrosis, or more advanced scarring of the liver, called cirrhosis. Patients with cirrhosis may go on
to develop liver failure or other
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complications, including liver cancer. The WHO estimates that HCV infection is responsible for more than 50% of all
liver cancer cases and two-thirds of all liver transplants in the developed world.

Genotype 1 HCV infection is the most prevalent form of HCV infection in the United States and the most difficult to
treat. There are many other less prevalent HCV infection genotypes, each of which tends to respond differently to
treatment. Patients who are treated successfully maintain undetectable HCV RNA levels after treatment has been
completed, which is referred to as a sustained viral response, or SVR.

In addition to our HCV protease inhibitor INCIVEK, there are three oral direct-acting antiviral drugs approved for the
treatment of genotype 1 HCV infection in the United States: Gilead Sciences, Inc.'s, or Gilead's, SOVALDI™
(sofosbuvir), an HCV nucleotide analogue NS5B polymerase inhibitor that was approved by the FDA in December
2013; Janssen's OLYSIO™ (simeprevir), an HCV protease inhibitor that was approved by the FDA in November 2013,
and Merck's VICTRELIS™ (boceprevir), an HCV protease inhibitor that was approved by the FDA in 2011. Each of
these direct-acting antiviral drugs generally are prescribed in combination with pegylated-interferon, or peg-IFN, a
drug that is administered by weekly injection, and ribavirin, or RBV.

INCIVEK/INCIVO/TELAVIC

INCIVEK (telaprevir) is an orally-administered HCV protease inhibitor for adults with genotype 1 HCV infection that
is prescribed in combination with peg-IFN and RBV. We market INCIVEK in the United States and Canada, where it
was approved in 2011. In 2011, our collaborators, Janssen and Mitsubishi Tanabe, also obtained marketing approval
for telaprevir from the European Commission and the Japanese Ministry of Health, Labor and Welfare, respectively.
Janssen markets telaprevir under the brand name INCIVO in Europe and other countries in its territories, and
Mitsubishi Tanabe markets telaprevir under the brand name TELAVIC in Japan. Janssen paid us royalties on net sales
of INCIVO through the fourth quarter of 2013 and beginning in the first quarter of 2014 has a fully-paid license to
market INCIVO in its territories. Mitsubishi Tanabe also has a fully-paid license to market telaprevir in its territories.
Telaprevir was discovered in our collaboration, now ended, with Eli Lilly and Company, and we pay Eli Lilly and
Company royalties on net sales of telaprevir.

INCIVEK achieved rapid acceptance for the treatment of patients with genotype 1 HCV infection in the United States
and accounted for a majority of our net product revenues in 2011, 2012 and 2013. However, INCIVEK revenues have
been declining since reaching a peak in the fourth quarter of 2011. In response to the continued and rapid decline in
the number of patients being treated with INCIVEK in the United States and anticipated competition resulting from
the expected approval of direct-acting antivirals SOVALDI and OLYSIO, we reduced our promotion and support for
INCIVEK in 2013. We expect that only a small portion of our net product revenues in 2014 will be due to INCIVEK.
VX-135

We are evaluating the development of all-oral, interferon-free regimens of 12 weeks or less in duration incorporating
our HCV nucleotide analogue NS5B polymerase inhibitor VX-135. A number of pharmaceutical companies are
investigating combination regimens that incorporate one or more of an HCV protease inhibitor, an HCV nucleotide
analogue, an HCV non-nucleotide polymerase inhibitor and an NS5A inhibitor. Clinical trials of these investigational
combination regimens are being conducted in a wide variety of patient populations, including treatment-naive and
treatment-failure patients, and across all HCV genotypes, which respond differently to different combinations of
molecules employing different mechanisms.

Many of our competitors' potential all-oral treatment regimens are more advanced, including all-oral treatment
regimens that are being evaluated in Phase 3 clinical trials by Gilead, Abbvie, Inc., or Abbvie, and BMS. While the
development and regulatory timelines for drug candidates for the treatment of HCV infection are subject to risk and
uncertainty, we believe that (i) substantial additional clinical data regarding potential all-oral treatment regimens will
become available in 2014 and (ii) it is possible that one or more all-oral treatment regimens for genotype 1 HCV
infection could be commercially available as soon the second half of 2014. As a result, if we are successful in
developing an all-oral treatment regimen that includes VX-135, we expect that our all-oral treatment regimen would
compete directly with several all-oral treatment regimens that were approved several years prior to the approval of our
all-oral treatment regimen.

Partial Clinical Hold
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In July 2013, the FDA placed a partial clinical hold on VX-135 in the United States. The partial clinical hold was
placed on VX-135 in the United States following observation of reversible elevated liver enzymes in patients who
received 400 mg
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of VX-135 in combination with RBV in a Phase 2 clinical trial conducted in Europe. Until the partial clinical hold has
been resolved, we cannot pursue further evaluation of VX-135 in the United States.

VX-135 in Combination with Daclatasvir

We, in collaboration with BMS, are evaluating VX-135 in combination with daclatasvir, an NS5A replication
complex inhibitor being developed by BMS, in a Phase 2a clinical trial. The first two cohorts of this open-label Phase
2a study of VX-135 in combination with daclatasvir were conducted in New Zealand and evaluated 100 mg and 200
mg once-daily doses of VX-135 in combination with daclatasvir once daily (60 mg) for 12 weeks of total treatment.
Twenty-three patients with genotype 1 HCV who were new to treatment (treatment-naive) and did not have liver
cirrhosis were enrolled in these cohorts. More than 75 percent of all patients enrolled had genotype 1a HCV infection.
200 mg of VX-135 in Combination with Daclatasvir (60 mg): Based on the intent-to-treat analysis, 58 percent (7 of
12) of patients in this treatment arm had undetectable HCV RNA levels after 4 weeks of treatment and 83 percent (10
of 12) of these patients had undetectable HCV RNA levels four weeks after the completion of treatment, or SVR4.
One patient in this treatment arm experienced a serious adverse event (vomiting/nausea) and discontinued treatment
after the first dose. This patient did not achieve SVR4. The eleven other patients in this arm completed 12 weeks of
treatment and 91 percent (10 of 11) of these patients achieved SVR4. One patient relapsed during the follow-up
period and did not achieve SVR4.

100 mg of VX-135 in Combination with Daclatasvir (60 mg): Based on an intent-to-treat analysis, 73 percent (8 of
11) of patients in this treatment arm achieved undetectable HCV RNA levels after 4 weeks of treatment and 73
percent (8 of 11) of patients had undetectable HCV RNA levels four weeks after the completion of treatment (SVR4).
Two patients in this arm experienced viral breakthrough while receiving the combination regimen, and one patient
relapsed during the follow-up period.

We are in discussions with Alios BioPharma, Inc., or Alios, and BMS regarding these data and potential next steps for
further evaluation of VX-135 in combination with daclatasvir.

AUTOIMMUNE DISEASES (RHEUMATOID ARTHRITIS)

Background

Autoimmune diseases, including rheumatoid arthritis, or RA, are characterized by inflammation that is believed to be
the result of an incorrectly regulated immune response. Rheumatoid arthritis is a chronic disease that affects 0.5% to
1.0% of the world’s population and, according to the CDC, approximately 1.5 million adults in the United States.
Rheumatoid arthritis causes destruction of joint cartilage and erosion of adjacent bone, resulting in deformity, loss of
function and substantial disability. Many patients with rheumatoid arthritis also eventually require joint replacements.
There are a number of approved treatments for rheumatoid arthritis, including oral and injectable disease-modifying
antirheumatic drugs, or DMARDSs, and a Janus kinase (JAK) inhibitor that is marketed by Pfizer in the United States.
These treatments are effective in a portion of patients with rheumatoid arthritis, but a significant portion of patients do
not respond adequately to currently available drugs or experience a decrease in the effectiveness of these drugs over
time. We are seeking to develop an oral therapy for the treatment of rheumatoid arthritis that could be used alone or in
combination with existing DMARD:s.

VX-509

VX-509 is an investigational oral drug candidate intended to inhibit Janus kinase 3, or JAK3, which is involved in the
modulation of a type of white blood cell, referred to as a lymphocyte, that is central to autoimmune disease pathology.
Because of JAK3’s role in lymphocyte biology, we believe it is a promising target for the design of
immunosuppressant drugs for treatment of a variety of autoimmune diseases, including rheumatoid arthritis. Based on
in vitro and in vivo data, VX-509 shows promise as a potent and selective inhibitor of JAK3.

We recently completed the evaluation of VX-509 in a double-blind, randomized, placebo-controlled 24-week Phase
2b clinical trial that enrolled and dosed 358 people with RA who had active disease despite methotrexate treatment.
Patients in the clinical trial continued to receive stable doses of methotrexate during the clinical trial. Up to 20 percent
of the patients in the clinical trial had previously been treated with a single tumor necrosis factor (TNF) inhibitor.
Patients in the clinical trial were randomized to receive placebo or one of four dose regimens of VX-509 (100 mg once
daily (QD), 150 mg once daily, 200 mg once daily or 100 mg given twice daily (BID)) for 24 weeks.
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The primary endpoints of the clinical trial were the proportion of patients who achieved a 20 percent improvement in
signs and symptoms of RA, as measured by the ACR improvement criteria, or ACR20, response at week 12 and the
change from baseline in Disease Activity Score for 28 joints, or DAS28, at week 12. Additional secondary endpoints
were used to evaluate the clinical activity of VX-509, including the proportion of patients who achieved 50 percent
and 70 percent improvement in signs and symptoms of RA, or ACR50 and ACR70, respectively, at week 12. In all
VX-509 treatment arms, the proportion of patients achieving ACR20 and ACR50 and the decrease from baseline in
DAS28 were significantly greater than in placebo. The three highest dose groups showed ACR20 responses of
between 58 percent and 68 percent, compared to 18 percent for placebo, and statistically significant ACR70 responses
versus placebo.
