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Investing in our common stock involves a high degree of risk, and you should carefully consider the risks and uncertainties
described below in addition to the other information included or incorporated by reference in this Annual Report on Form 10- K.
If any of the following risks or uncertainties actually occurs, our business, financial condition or results of operations would
likely suffer, possibly materially. In that case, the trading price of our common stock could decline. SUMMARY OF RISK
FACTORS Our business is subject to numerous risks and uncertainties, discussed in more detarl in the followrng sectron These
rlsks 1nclude among others the followmg key rrsks Rrsks Related to Our Busrness . If

we are unable to successfully develop
and Commerc1ahze add1t1onal products our busrness Could be materrally harmed Gver—t-h%last—several—ye&fs-aﬂ-ef—eiﬁpfeduet
reventes-were-derived-fromsales-efour-CHFmedtetnes—If we are unable to eentinte-to-inerease-sustain and grow revenues
from sales of our CF medicines, our business would be materially harmed and the market price of our common stock would
likely decline . » If we are unable to successfully develop, obtain approval and commercialize treatments for acute and
neuropathic pain, our business could be materlally harmed . lf we are not suecessful in commercrahzrng CASGEVY our
revenue growth could be hmrted and ot : op;-obtath

v ; REHTOPS pat-our busrness could be rnaterrally harmed . lf our
competrtors brrng products with superior product profiles to market, our products may not be competitive, and our revenues
could decline. * If we discover safety issues with any of our products or if we fail to comply with continuing U. S. and
applicable foreign regulations, commercialization efforts for the product could be negatively affected, the approved product
could lose its approval ersaleseettd-be-suspended-, and our business could be materially harmed. ¢ If physicians and patients
do not accept our products, or if patients do not remain on treatment or comply with their prescribed dosing regimen, our product
revenues would decline be-materiatly-harmed-in future periods. * Cell and genetic therapies face increased scrutiny from the
public and medical communities and commercial success will depend, in part, upon the acceptance of those communities. Risks
Related to Pricing of Our Products *« Government and other third- party payors seek to contain costs of health care through
legislative and other means. If they fail to provide coverage and adequate reimbursement rates for our products, our revenues
will be harmed. « We may experience pricing pressure on our products, which could reduce our revenues and future profitability.
* Current health care laws and regulations in the U. S. and future legislative or regulatory reforms to the U. S. health care system
may affect our ability to commercialize our marketed products profitably. « We have experienced challenges commercializing
products outside of the U. S., and our future revenues will be dependent on our ability to obtain adequate reimbursement for our
products in ex- U. S. markets. * Insurance coverage and reimbursement of our cell or genetic therapies is uncertain. Risks
Related to Development and Clinical Testing of Our Products and Product Candidates ¢ Our product candidates remain subject
to clinical testing and regulatory approval, and our future success is dependent on our ability to successfully develop additional
product candidates for both CF and non- CF indications.  If we are unable to obtain or are delayed in obtaining regulatory
approval, we may incur additional costs, experience delays reemmeretalization-, or be unable to commercialize our product
candidates. * If clinical trials are prolonged or delayed, our development timelines for the affected development program could
be extended, our costs to develop the product candidate could increase and the competitive position of the product candidate
could be adversely affected. « Difficulty in enrolling patients could delay or prevent clinical trials of our product candidates, and
ultimately delay or prevent regulatory approval. ¢ Enrollment for clinical trials for our cell and gene therapies may face
additional and unique challenges and adverse developments associated with these clinical trials could result in action by
regulatory bodies, including revised requirements for approval. Risks Related to Government Regulation ¢ If regulatory
authorities interpret any of our conduct, including our marketing practices, as being in violation of applicable health care laws,
including fraud and abuse laws, laws prohibiting eff—tabel-false and misleading promotion, disclosure laws or other similar
laws, we may be subject to civil or criminal penalties.  If we fail to comply with our reporting and payment obligations under
the Medicaid Drug Rebate Program or other governmental pricing programs in the U. S., we could be subject to additional
reimbursement requirements, penalties, sanctions, and fines that could have a material adverse effect on our business, financial
condition, results of operations and growth prospects. ¢ If our processes and systems are not compliant with regulatory
requirements, we could be subject to restrictions on marketing our products or could be delayed in submitting regulatory filings
seeking approvals for our product candidates. * The regulatory approval process for our cell and genetic therapies involves
additional consultations with regulatory agencies, costs, and potentially longer timelines as compared to those for small
molecules. Risks Related to Supply, Manufacturing and Reliance on Third Parties < We depend-on-may face manufacturing,
supply, and dlstrlbutlon dlfﬁcultles, among other challenges, delays, or mterruptlons, 1nclud1ng at our thrrd— part1es paﬁy

attonships erfeneesupy SFHpPHORS-otHts X We rely on third partres to conduct pre- chnrcal
work, chnrcal trials and other activities, and those third parties may not perform satisfactorily, including failing to meet
established deadlines for the completion of such studies and / or trials or failing to satisfy regulatory requirements. Risks Related
to Business Development Activities + We face risks in connection with existing and future collaborations with respect to
the development, manufacture and commercialization of our products and product candidates. * Our ability to execute on
our long- term strategy depends in part on our ability to engage in transactions and collaborations with other entities that add to



our p1pe11ne or prox ide us with new commercial opportunltles —‘—\Ve—faee—ﬂsks—m—eeﬂﬂeeﬂeﬁ—ﬁ&ﬂa—eﬂsﬁﬁg—&ﬂd—fumfe

We may not reallze the anticipated benetlts of eX1st1ng or future dchISlthIlS of businesses or technoloues and the 1nte01dt10n
following any such acquisition may disrupt our business and management. Risks Related to Intellectual Property ¢ If our patents
do not protect our products and our products infringe third- party patents, we could be subject to litigation which could result in
injunctions preventing us from selling ewt-our products, substantial damages, or circumvention of our patents by third parties. ¢
Uncertainty over intellectual property in the pharmaceutical and biotechnology industry has been the source of litigation and
other disputes that are inherently costly and unpredictable. * We may be subject to claims by third parties asserting that our
employees or we have misappropriated their intellectual property, or claiming ownership of what we regard as our own
intellectual property. Risks Related to Our Operations ¢ If we fail to scale our operations to accommodate growth, our business
may sutter c A Vdnety ot rlsks associated with operatln;a in foreign countrles could materially adversely affect our business. * ¥
we—ta a : P 6 atertatly —-A breakdown or breach of our
1ntonnatlon teehnology systems could subject us to liability or interrupt the opetdtlon of our business. * If we fail to attract and
retain skilled employees, our business could be materially harmed. ¢ Failure to maintain our third- party relationships or
challenges at or with these third parties could materially harm our business. Risks Related to Financial Results and Holding
Our Common Stock © Our stock price may fluctuate and our quarterly operating results are subject to significant
fluctuation. » Our effective tax rate fluctuates, and changes in tax laws, regulations and treaties, unfavorable resolution to the
tax positions we have taken or exposure to additional income tax liabilities could have a material impact on our future taxable
income. We invest significant resources in the research and development of therapies for serious diseases and conditions ,
1nclud1ns_ CF, SCD TDT, acute and perlpheral neuropathlc pdln IgAN AMKD, T1D, DMl and AA—’PB—ADPKD Product

eeﬂmefetahf&&eﬂ—de}ays— Product candlddtes that may appear promising in -t-he—e&rly—phases—e—f—rese"lrch and development may
fail to reach commercial success for many reasons, including : ® the failure to demenstrate-aceeptable-establish safety and

efficacy through clinical triat-trials results-or-; ¢ the failure to obtain marketing approval -for the product candidate; ¢ the
inability to manufacture efeeﬂmﬁefeta-hfe—the product candldate on economically feasible terms ot © the failure to gain and
maintain appearanee -- market approval-acceptance among physicians and

patients for— or a—pipehne—pfeduet—we—ea-nﬂet—be—wfe—ﬂ%&t—we—w&l-other members of the medical community; and ¢ the

failure to obtznn market aeceptanee or ddequate reimbursement levels from thnd party pdyots or torel,(an Govetnments t01 such

not able to suceessfully develop and commetcmllze dddltlondl produets our bustness could be 1naterlally harmed. Substantially
all of our net product revenues have been derived from the sale of our CF medicines over the last several years. As a result, our
busmess is dependent upon our ablllty to sustcun dnd increase revenues from sales of our CF medicines. We seek to continue to

deufrvaea-fteie&tp-}e—eefn-bma&en—de\ elopment and commercmhzaﬂon of next- generatlon CF medlclnes i, extending access
of CF medicines to younger children with CF , seeking and-threughseeuring-additional approvals andretmbursements-for our
CF medicines in ex- U. S. markets and securing and maintaining adequate reimbursements for our CF medicines globally,
and by developing a nebulized mRNA therapy for the more than S, 000 people with CF who do not make CFTR protein
and cannot benefit from CFTR modulators . Our concentrated source of revenues presents a number of risks to our business,
including: * that one or more competing therapies may be developed successfully by others as a treatment for people with CF; ¢
that reimbursement policies of payors and other third parties may make it difficult to obtain reimbursement or may reduce the
net price we receive for our products; ¢ that we may experience manufacturing or supply disruptions for our CF medicines; and
« that we may experience adverse developments with respect to development or commercialization of our CF medicines. Qur
ability to increase our CF product revenues is dependent in part on our ability to successfully commercialize
ALYFTREK, our recently approved once- daily CF medicine. We expect the commercial opportunity for ALYFTREK
to depend on three types of patients: (i) those who are currently on a CFTR modulator who may want to switch to
ALYFTREK, (ii) those patients who have not yet been initiated on a CFTR modulator or been eligible for a CFTR
modulator, and (iii) those who have discontinued from another CFTR modulator. There can be no assurance that people
with CF will be willing to switch from their current CFTR modulator or initiate treatment with ALYFTREK if they are
not currently being treated by a CFTR modulator. [f any of the above risks were to materialize, if we are otherwise unable to
increase revenues from sales of our CF medicines, or if we do not meet the expectations of investors or public equity market
analysts, our business would be materially harmed and our ability to fund our operations could be adversely affected. We
reeenitly-believe that a portion of the value attributed to our company by investors is based on our approved and potential
treatments for acute and peripheral neuropathic pain. JOURNAVX, which was approved in January 2025 for moderate-
to- severe acute pain in adults, may not gain or maintain market acceptance among physicians and patients or other
members of the medical community. In addition to the risks normally associated with launching a new branded product,
JOURNAYVX will need to compete, and ebtained—- obtain reimbursement from third- party payors, in an acute pain
market that largely consists of low- cost generic drugs, including opioids, non- steroidal anti- inflammatory drugs,
acetaminophen and local anesthetics. Similarly, if we are successful in developing and obtaining approval for CASGEV-Y
suzetrigine in peripheral neuropathic pain, this product will face competition from generic anticonvulsant and



antidepressant drugs. If we are not able to successfully develop and commercialize treatments for acute the-treatment-of
peoptet2-years-and peripheral neuropathic pain elder-with-SEB-and-FDTinthe U—S—, our future net product revenues the
Ethe U K-Saudi-Arabta;-and Bahrai-cash flows will be adversely affected and our business could be materially
harmed . We have invested significant resources in the researeh-and-development and commercialization of CASGEVY.
While we have previously successfully commercialized several small molecule drugs, we have limited experience with the
commercialization of cell and genetic therapies. Manufacturing and commercialization of CASGEVY is subject to similar risks
and uncertainties as small molecules. In addition: * the manufacturing process for CASGEVY is more complex than the
manufacturing processes for our €F-small molecule medicines and we may encounter difficulties in the production of
CASGEVY and ensuring that the product meets required specifications; ¢ there are multiple steps along the CASGEVY patient
treatment journey, many of which involve significant clinical complexities performed by third parties, including the collection
of blood cells from patients, transfer of those cells to and from a manufacturing facility, and other procedures either before or
after delivery of CASGEVY; ¢ the commercial success of CASGEVY swH-continues to depend in part on the medical
community, patients, governments, and third- party or governmental payors acceptlng itasa medlcally useful cost- effectlve,
ethical, and safe, and providing adequate reimbursement d

mediealy-usefuleost—effeetive;ethteal;-and-safe-; and - global market acceptance wrl-l—contlnues to be dependent in part on the

prevalence and severity of side effects associated with the procedure by which CASGEVY is administered, including the
prevalence and %everlty of any %1de effect% rewltlng from the myeloablatlve precondmonlng reglme {-Pwe—&fe—uﬁab-}e—te

potentlal future competltlon for CASGEVY 1nclud1ng blueblrd’ S SCD gene therapy, LYFGENIA ™, and its TDT gene
therapy, ZYNTEGLO ™, which are both approved in the U. S. If competing therapies are commercialized, or developed
and the-then ﬂsks-nefma-l-lry—asseet&ted-commerc1ahzed more successfully by other companles as a treatment for people

adversely affected and our busmess could be materlally harmed If we are not successful in commerclallzmg CASGEVY,
our business could be materially harmed. A number of companies are seeking to identify and develop product candidates for the
treatment of CF, SCD, TDT, pain, and other therapeutic arecas we are targeting with our research and development activities.
Our success in rapidly developing and commercializing our CF medicines may increase the resources that our competitors
allocate to the development of potential competitive treatments. If one or more competing therapies are successfully developed
as a treatment for people with CF, SCD, TDT, pain or any of the other disease areas we are currently targeting in our pipeline,
our products and our net product revenues could face competitive pressures. If one or more competing therapies prove to be
superior to our then- existing products and / or product candidates, our business could be materially adversely affected. In
addition, our business faces competition from major pharmaceutical and biotechnology companies possessing substantially
greater financial resources than we possess, as well as from numerous smaller public and private companies, academic
institutions, government agencies, public and private research organizations, and charitable venture philanthropy organizations
that conduct research, seek patent protection, and / or establish collaborative arrangements for research, development,
manufacturing, and commercialization. Mergers and acquisitions in the pharmaceutical and biotechnology industries may result
in even more resources being concentrated among a smaller number of our competitors. Smaller and other early- stage
companies also may prove to be significant competitors, particularly through collaborative arrangements with large and
established companies. These third parties compete with us in recruiting and retaining qualified scientific and management
personnel, establishing clinical trial sites and patient registration for clinical trials, as well as in acquiring technologies
complementary to, or necessary for, our programs. Our products and any products that we develop in the future may not be able
to compete effectively with marketed therapies or new therapies that may be developed by competitors. The risk of competition
is particularly important to our company because substantially all of our revenues are related to the treatment of people with CF.
There are many other companies developing products for the same patient populations that we are pursuing. To compete
successfully in these areas, we must demonstrate improved safety, efficacy and / or tolerability, ease of manufacturing, and gain
and maintain market acceptance over competing products. Our products are subject to continuing regulatory oversight, including
the review of additional safety information. Products are more widely used by patients once approval has been obtained and
therefore side effects and other problems may be observed after approval that were not seen or anticipated, or were not as
prevalent or severe, during pre- approval clinical trials or nonclinical studies. The subsequent discovery or appearance of
previously unknown or underestimated problems with a product could negatively affect commercial sales of the product, result
in restrictions on the product or lead to the withdrawal of the product from the market. Each of our CF products shares at least
one active pharmaceutical ingredient with another of our products. As a result, if any of our CF products were to experience
safety issues or labeling modifications , our other CF products may be adversely affected . For example, in December 2024,



the FDA modified the labeling of TRIKAFTA by revising information regarding liver injury and liver failure and
moving it from the “ warnings and precautions ” section to a “ boxed warning ” section, and included similar language
in the ALYFTREK label . In SCD and TDT, as part of the FDA approval for CASGEVY, we are required to conduct two post-
marketing requirement safety studies to assess the long- term risk of hematologic malignancies and off- target genome editing
effects by CRISPR / Cas9. Negative or ambiguous results from these studies could atse-have a significant impact on our ability
to commercialize CASGEVY-our products . The reporting of adverse safety events involving our products or public
speculation about such events could cause our stock price to decline or experience periods of volatility. Our business also may
be materially harmed by reduced coverage or reimbursement by payors, impaired sales of our products, denial or withdrawal
of regulatory approvals, non- renewal of conditional regulatory approvals, required label changes or additional clinical trials,
reputational harm, or government investigations or lawsuits brought against us. Our products are subject to ongoing regulatory
requirements governing the testing, manufacturing, labeling, packaging, storage, advertising, promotion, sale, distribution,
import, export, recordkeeping, and submission of safety and other post- market information. We and our third- party
manufacturers must comply with cGMP and other applicable regulations governing the manufacturing and distribution of our
products. Regulatory authorities periodically inspect our drug manufacturing facilities, and those of our third- party
manufacturers, to evaluate compliance with cGMP and other regulatory requirements. If we or our collaborators, or third- parties
acting on our behalf, fail to comply with applicable continuing regulatory requirements, we or our collaborators may be subject
to fines, suspension or withdrawal of regulatory approvals for specific products, product recalls and seizures, operating
restrictions and / or criminal prosecutions, any of which could have a material adverse effect on our business, reputation,
financial condition, and results of operations. Our approved products may not gain or maintain market acceptance among
physicians and patients or other members of the medical community. Effectively marketing our products and any of our product
candidates or investigational therapies, if approved, requires substantial efforts, both prior to launch and after approval.
Physicians may elect not to prescribe enrpreduets-or recommend our eettorgenetie-therapies, and patients may elect not to take
them or receive them or they may discontinue use of our products after initiation of treatment, for a variety of reasons including:
* prevalence and severity of adverse side effects; ¢ lack of reimbursement availability from third- party payors, including
governmental entities; * lower demonstrated efficacy, safety and / or tolerability compared to alternative treatment methods; ®
lack of cost- effectiveness; ¢ a decision to wait for the approval of other therapies in development that have significant perceived
advantages over our product; * eenventenee-inconvenience and-ease-of , or burdens associated with, administration or
treatment ; * limitations or warnings contained in the labeling; ¢ the timing of market introduction of our product as well as
competitive products; ¢ other potential advantages of alternative treatment methods; and ¢ inadequate sales, marketing and / or
distribution support. If our medicines fail to achieve or maintain market acceptance, we may not be able to generate significant
revenues in future periods. We-faece-There is some degree of uncertainty as to whether cell and gene therapy treatments will
continue to gain the acceptance of the public or the medical community. The commercial success of cell and gene therapy
treatments, including CASGEVY, will depend, in part, on the acceptance of physicians, patients, and third- party payors of gene
therapy products in general, and our product candidates in particular, as medically necessary, cost- effective and safe. In
particular, our success will depend upon physicians prescribing our therapies in lieu of existing treatments they are already
familiar with and for which greater clinical data may be available. Moreover, physicians and patients may delay acceptance of
cell and gene therapies until the therapies have been on the market for a certain amount of time. In addition, medical centers,
including AF€s-authorized treatment centers , that administer procedures accompanying treatment could experience capacity
constraints, and these centers are subject to competing priorities that could delay patient access to procedures associated with
cell and gene therapy products. Negative public opinion or more restrictive government regulations may delay or impair the
successful commercialization of, and demand for, cell and gene therapies. Sales of our products depend in part upon the
availability of reimbursement from third- party payors. Third- party payors include government health programs such as
Medicare and Medicaid in the U. S. and the national health care systems in ex- U. S. markets, managed care providers, private
health insurers and other organizations. The trend in the health care industry is cost containment, and efforts of third- party
payors to contain or reduce health care costs may adversely affect our ability to establish or maintain appropriate prices for our
products or any drugs that we may develop and commercialize. In the U. S., there have been, and we expect that there will
continue to be, a number of federal and state proposals to implement governmental controls that are similar to those that
currently exist in Europe. For example, the Affordable Care Act (“ ACA ) required manufacturers of Medicare Part D brand
name drugs to provide discounts on those drugs to Medicare Part D beneficiaries during the coverage gap; increased the rebates
paid by pharmaceutical companies to state Medicaid programs on drugs covered by Medicaid; and imposed an annual fee,
which increases annually, on sales by branded pharmaceutical manufacturers. Additionally, private payors, including health
maintenance organizations and pharmacy benefit managers in the U. S., are adopting more aggressive utilization management
techniques and are increasingly applying restrictive plan designs that can impact patients and manufacturers, and they continue
to push for significant discounts and rebates from manufacturers. On Additionally;-emrAugust 16, 2022, the IRA was enacted.
Among other things, the IRA establishes a Drug Price Negotiation Program, under which the government may negotiate
maximum fair prices for certain drugs covered by Medicare that do not have generic or biosimilar competition. The first set of
maximum fair prices will be effective in 2026. Certain products are excluded from the negotiation program including drugs that
have a single orphan drug designation and that are not approved for any other orphan or non- orphan diseases or conditions. We
cannot predict with certainty whether there will be future legislative changes to the scope of these exclusions or how they will
affect future drugs that we may develop and commercialize . The law also requires manufacturers to pay a rebate to
Medicare if the price of a Medicare drug (under both Part B and Part D) increases faster than the rate of 1nf1at10n and —’Phe—la—w
a-lse—redemgns the Part D beneﬁt —Fh v




2025, manufacturers of brand drugs and biologics will be required to provide a 10 % discount during the initial phase and a 20 %
discount during the catastrophic phase of the Part D benefit. The IRA continues a trend in the U. S. toward reducing drug prices

and limiting spending by the federal health care programs on drugs. We expect that this eamet—pfediet—hew—%—wr}l—mtemfef

the-HRA-er-how-the-provistons-ofthe-law will affect our business once fully implemented, bat-and it is possible that these
ehanges-or-other legislative updates will have an adverse impact on our revenue. The IRA also requires the Secretary of the

Department of Health and Human Services (the “ Secretary ) to issue program guidance on numerous areas associated with
implementation of the law’ s requirements, including for drug price negotiation and inflation rebates. We-eannet-While CMS
has issued guidance covering the first two years of the program (2026 and 2027), we do not know with certainty what ferm
this-pregram-guidance weunld-take-will apply in future years or how it-weutd-such guidance will affect our business. It is
possible the U. S. Congress or administration may take further actions to address health care costs and access to medicine, and
specifically address coverage and reimbursement of cell and gene therapies. For example, #r-Oetober2022;PresidentBiden
issued-anExeettive-Order-direeting-the Center for Medicare and Medicaid Innovation (“ CMMI ) -was directed to consider
new healthcare payment and delivery models that would lower drug costs and promote access to innovative drug therapies for
Medicare and Medlcald beneﬁmarle% InF ebruary 2023, the U S Admlnlstratlon addressed access Seeretary-stubmitted-a

d-for testing—Among-cell and gene therapies in

dlseases such as SCD through the se}eefed-mede}s—ts—a—CMS program known as The Cell &and Gene Therapy Access
Model ;under-whieh-EMS-would-strueture-(“ CGT Access Model ). The CGT Access Model was designed to provide and--
an eoordinate-multt—opportunity to accelerate and enhance broad Medicaid access for eligible patients across all S0 U. S.
states by allowing state Medicaid agencres to delegate authorlty to CMS to coordlnate and fac1htate outcomes- ba@ed

2024 we reached an agreement with CMS to expand access by participating in and—a-f-fefdabﬂ-rty—l-n—eeteber%e%—ehﬁﬁ
fﬂﬁhﬁ'—&iﬁlﬁ&ﬁ@ﬁd—ﬁh&t—ﬁ—‘%‘lﬂ—fﬂﬁ%—the CGT sf&ﬁ—d&te—fer—t-he—GeH—&—Gene—’Fher&pyeAccesq Model frem%@%é—te%@%—eﬁ

& Gene Therapy ACC6§§ Model ona rolhng ba%l% between January 2025 and January 2026 In January 2025, President
Trump repealed Executive Order 14087, which had directed CMS to consider innovative pricing models, ultimately
leading to the CGT Access Model. The rescission currently does not appear to impact our agreement with CMS or CMS’
authority to proceed with the CGT Access Model; however, any discontinuation of the CGT Access Model, or CMS’
termination of our agreement to participate in the model in the future, could impact access to CASGEVY. Third- party
payors throughout the world also have been attempting to control drug spending in light of the-global economic pressures. In
reimbursement negotiations, many payors are requesting price discounts and caps on total expenditures and limiting both the
types and variety of drugs that they will cover if they are not able to secure them. Some payors restrict reimbursement te-eertaitt
pattent-groups-or-by-indieation-of drugs through 1mplement1ng utilization management controls . As part of these
negotiations, many ex- U. S. government payors also are requiring companies to establish product cost- effectiveness as a
condition of reimbursement. These cost- effectiveness reviews may overlook many of the benefits provided by innovative
medicines, and for the most part, have not taken into account the specific circumstances of products that treat rare diseases. This
has led to conclusions that certain medicines, including our products in certain jurisdictions, are not cost- effective. As a result,
certain countries have declined to reimburse, or delayed their reimbursement of, some of our products. Although not mandated in
the U. S., various organizations have started advocating for cost- effectiveness analyses in the U. S. as well as value- based
contracting in which the amount of reimbursement for a product is based on patient outcomes and other clinical or economic
metrics related to the performance of such product. If U. S. payors were to adopt such assessments and make negative coverage
determinations or utilize value- based contracts that result in penalties to, or lower rates of, reimbursement, it could adversely
affect our product revenues. Our business would be materially adversely affected if we are not able to obtain or maintain
coverage and reimbursement of our products from third- party payors on a broad, timely, or satisfactory basis, or if such
coverage is subject to overly broad or restrictive utilization management controls. The increasing availability and use of
innovative specialty pharmaceuticals for rare or other diseases or conditions , combined with their higher cost as compared to
other types of pharmaceutical products, is generating significant third- party payor interest in developing cost- containment
strategies targeted to this sector. Government regulations in both U. S. and ex- U. S. markets could further limit the prices that
can be charged for our products , including for those with broader patient populations, and may limit our commercial
opportunity. The increasing use of cost- effectiveness assessments in markets around the world and the financial challenges
faced by many governments may lead to significant adverse effects on our business. There also has been an increase in state
legislation and regulations related to drug pricing and drug pricing transparency. In the U. S., various states, including Nevada,
Maryland, Louisiana, New York, California, Washington, Massachusetts, New Jersey, Connecticut, Vermont, New Hampshire,
Utah, Minnesota, Oregon, Colorado, New Mexico, Virginia, Maine, Texas, North Dakota, West Virginia, Florida, and New
Jersey have passed legislation requiring companies to disclose extensive information relating to drug prices, drug price
increases, and spending on research, development, and marketing, among other things. Although it is not always clear what
states will do with the collected information, some laws were designed to obtain additional product discounts. Additionally,
certain states have enacted laws establishing Prescription Drug Affordability Boards (“ PDABs ) . Some state PDABs either



have the authority or have defined a pathway where they may be granted the authority to establish upper payment limits for
prescription drugs, including Colorado, Maryland, Washington, and Minnesota. Under the Washington law, the PDAB cannot
select for an affordability review drugs that are solely for the treatment of an orphan- designated disease or condition. In August
2023, the Colorado PDAB selected five drugs for an affordability review, including TRIKAFTA; inDeeember-later that year ,
it found TRIKAFTA to be not unaffordable, and thus not eligible for an upper payment limit. We cannot, however, predict
whether future reviews by the Colorado PDAB, or any other PDAB, will come to the same conclusion about TRIKAFTA or any
of our other therapies, or the amount of any potential upper payment limit. We may continue to see more state action requiring
additional disclosures or other actions . In addition, we could see increased federal activity related to drug pricing and
transparency requiring disclosures or other actions instead of, or in addition to, state requirements. Similar initiatives
also are occurring in, or being considered by, some of our ex- U. S. markets, including Italy and Brazil . Additional state
actions, including the importation of drugs from other countries, also may affect the availability and accessibility of our
medicines. For example, on January 5, 2024, the FDA authorized Florida’ s Agency for Health Care Administration’ s drug
importation program under section 804 of the Federal Food, Drug, and Cosmetic Act, which eventually would allow Florida to
import certain prescription drugs from Canada. The importation of drugs from Canada or other countries that potentially could
compete Wlth our medlclnes could create 1ncreased pressure on our revenue and proﬁtablhty—l-ﬁ—add-tt-teﬁ—we-eeu-}d-see

-I-ta-ly—aﬂd—Bfaz—l-l— Complylng with these 1aws can be expenswe and requlres 51gn1ﬁcant personnel and operatlonal resources.
Furthermore, any additional required discounts would adversely affect the pricing of, and revenues from, our products. Finally,
while we seek to comply with all statutory and regulatory requirements, we face increased enforcement activity by the U. S.
federal government, state governments, and private payors against pharmaceutical and biotechnology companies for pricing and
reimbursement- related issues as well as inquiries from the U. S. Congress. Other federal activities seeking to specifically
address drug pricing and reimbursement include: * rulemaking related to importation of prescription drugs from Canada, as well
as guidance related to importation of prescription drugs from other foreign countries; * attempts to establish reference pricing for
certain physician- administered drugs; ¢ executive orders relating to drug pricing that are intended to broadly impact the
pharmaceutical industry; ¢ changes to the federal anti- kickback statute safe harbors that eliminate anti- kickback statute
discount safe harbor protection for certain manufacturer rebate arrangements; and ¢ legislation relating to drug pricing, including
enhanced transparency measures into drug pricing. We expect government scrutiny over drug pricing, reimbursement, and
distribution to continue. Potential future government regulation of drug prices or reimbursement creates uncertainties about our
portfolio and could have a material adverse effect on our operations. Moreover, antitrust and / or competition laws are
increasingly being used to scrutinize pricing on high- value medicines and entities involved in drug distribution or
reimbursement, including some with whom we do business . Defending against an antitrust or competition claim can be
expensive and requires significant personnel and operational resources, may ultimately lead to a reduction in the prices of our
products, and can ultimately result a material adverse effect on proﬁtablllty and our business overall. Addltlonally, governmental
efforts to pursue eompulsory licensing, 1nc1ud1ng the en PrOpPos ATREW
called “ march in ” rights, could affect our pricing strategy and result in an adverse impact on our revenue. The U. S.
government, individual states and some foreign jurisdictions also have been aggressively pursuing legislative and regulatory
reforms that could affect our ability to sell products. For example, in the U. S., there have been federal legislative and
administrative efforts to repeal, substantially modify, or invalidate some or all of the provisions of the ACA, which could affect
coverage and payment for medicines. The federal government additionally has proposed and enacted legislation leading to
aggregate reductions of Medicare payments to providers, which ultimately could affect utilization of medicines. Other reforms
include the Bipartisan Budget Act of 2018, which contained various provisions that affect coverage and reimbursement of drugs,
including an increase in the discount that manufacturers of Medicare Part D brand name drugs must provide to Medicare Part D
beneficiaries during the coverage gap from 50 % to 70 %. Under the IRA, the coverage gap phase and the associated coverage
gap discount program will be eliminated after the 2024 plan year. Starting in 2025, there will be a new Part D manufacturer
discount program, which requires a 10 % discount in the initial phase and a 20 % discount in the catastrophic phase of the
benefit. The IRA also authorizes the government to negotiate maximum fair prices for certain Medicare drugs. It also establishes
mandatory rebates for Part B and Part D drugs with prices that increase faster than inflation. These new laws or any other
similar laws introduced in the future may result in additional reductions in Medicare and other health care funding, which could
negatively affect our customers and accordingly, our financial operations. Moreover, payment methodologies may be subject to
changes in health care legislation and regulatory initiatives. For example, CMS may develop new payment and delivery models,
such as bundled payment models. Adoption of new health care reform legislation at the federal or state level could affect
demand for, or pricing of, our products or product candidates if approved for sale. We cannot, however, predict the ultimate
content, timing, or effect of any health care reform legislation or action, or its impact on us, including increased compliance
requirements and costs, all of which may adversely affect our future business, operations, and financial results. In most ex- U. S.
markets, the pricing and reimbursement of therapeutic and other pharmaceutical products is subject to governmental control and
government authorities are making greater efforts to limit or regulate the price of drug products. The reimbursement process in
ex- U. S. markets can take a significant time to conclude and reimbursement decisions are made on a country by country or
region by region basis. Further, many ex- U. S. governments are introducing new legislation focusing on cost containment
measures in the pharmaceutical industry. The final form of these laws and the relevant practical application is unknown at this
time, but may lead to lower prices, paybacks or other forms of discounts or special taxes. Our CF medicines and CASGEVY
treat life- threatening conditions and address relatively small patient populations, and our research and development programs
are primarily focused on developing medicines to treat similar diseases. Both government and private payors are targeting these




types of therapies, in some cases refusing to pay for them. We have experienced challenges in obtaining timely reimbursement
for our products in various countries outside the U. S. Our future product revenues, including from TRIKAFTA / KAFTRIO,
ALYFTREK, and CASGEVY, depend on, among other things, our ability to maintain reimbursement in ex- U. S. markets for
our products. There is no assurance that coverage and reimbursement will be available outside of the U. S. for our five-approved
medieintes-or any-future therapies medieine;and, even if it is available, whether the timing or the level of reimbursement will
be sufficient to allow us to market them eurmedieines-. Adverse pricing limitations or a delay in obtaining coverage and
reimbursement would decrease our future net product revenues and harm our business. Insurance coverage and reimbursement
of cell and genetic therapies is uncertain. There is signifteant-uncertainty related to the insurance coverage and reimbursement of
cell or genetic therapy-therapies produets-, including these gene therapies that are potential one- time treatments te-. g5-While
coverage has not been a significant obstacle in the launch of CASGEVY , it y—is difficult to predict what third party
payors, including U. S. or ex- U. S. governments or private insurance companies, will decide with respect to reimbursement for
CASGEVY-and-the other novel cell and genetic therapies in our pipeline. Additionally, reimbursement rates for cell and genetic
therapies approved before ours could create an adverse environment for reimbursement of any therapies we ultimately
commercialize. The administration of our products may require procedures for the collection of cells from patients, followed by
other procedures either before or after delivery of the cell or genetic therapy. The manner and level at which reimbursement is
provided for these services also is important. Inadequate reimbursement for such services may discourage physicians and
hospitals from recommending deeistons-our cell and genetic therapies and impair our ability to reeommend-anyproduaet
market or sell such therapies. Moreover, the treatment center network for our products and growth of such network
could also impact uptake and necessitate out- of- state access for some beneficiaries if an authorized treatment center is
not available within their home state, Wthh could result we—eb’f&rn—appfeva-l—m further underpayment from out- of- state
Medicaid programs th y : apy-. Our business
depends upon the successful development and commercrahzatlon of product eandrdates These product candidates are in various
stages of development and must satisfy rigorous standards of safety and efficacy before they can be approved for sale by the
FDA or comparable foreign regulatory authorities. To satisfy these standards, we must allocate resources among our various
development programs and must engage in expensive and lengthy testing of our product candidates. Discovery and development
efforts for new pharmaceutical and biological products, including new combination therapies, are resource- intensive and may
take 10 to 15 years or longer for each product candidate. It is impossible to predict when or if any of our product candidates will
prove effective and safe in humans or will receive regulatory approval. Despite our efforts, our product candidates may not: ¢
offer therapeutic or other improvement over existing competitive therapies; * show the level of safety and efficacy, including the
level of statistical significance, required by the FDA or other regulatory authorities for approval of a drug or biologic; * 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 or biological products. We have recently completed and / or have
ongoing or planned clinical trials for several of our product candidates. The strength of our product portfolio and pipeline will
depend in large part upon the outcomes of these clinical trials, including those evaluating TRIKAFTA / KAFTRIO and
ALYFTREK wvanzaeaftor/+tezaeaftordentivaeattor-in younger children with CF, VX- 522 in CF, suzetrigine in peripheral
neuropathic pain, VX- 548993 in acute and diabetic peripheral neurepathie-neuropathy pati-, and zimislecel ¥=X-886-and
VX-264 in TID. Failure to advance product candidates through clinical development could impair our ability to ultimately
commercialize products, which could materially harm our business and long- term prospects. Results of our clinical trials and
findings from our nonclinical studies, including toxicology findings in nonclinical studies conducted concurrently with clinical
trials, could lead to abrupt changes in our development activities, 1nclud1ng the possrble cessation of development activities
associated Wrth a partrcular product eandrdate or program —Fe e-deetdedn PrOgress

Moreover clinical data are often susceptrble to varying interpretations, and many companies that have belleved thelr product
candidates performed satisfactorily in clinical trials have nonetheless failed to obtain marketing approval of their product
candidate. Furthermore, results from our clinical trials may not meet the level of statistical significance or otherwise provide the
level of evidence or safety and efficacy required by the FDA or other regulatory authorities for approval of a product candidate.
Finally, clinical trials are expensive and require significant operational resources to implement and maintain. Many companies in
the pharmaceutical and biotechnology industries, including our company, have suffered significant setbacks in later- stage
clinical trials even after achieving promising results in earlier- stage clinical trials. For example, the results from completed
preclinical studies and clinical trials may not be replicated in later clinical trials, and ongoing clinical trials for our product
candidates may not be predictive of the results we may obtain in later- stage clinical trials or of the likelihood of approval of a
product candidate for commercial sale. In addition, from time to time, we report interim, topline, and preliminary data from our
clinical trials, which is based on a preliminary analysis of then- available data, and the results and related findings and
conclusions are subject to change. Interim or preliminary data from a clinical trial may not be predictive of final results from the
clinical trial and are subject to the risk that one or more of the clinical outcomes may materially change as patient enrollment
and treatment continues and more patient data become available or as patients from our clinical trials continue other treatments
for their disease. Topline data also remain subject to audit and verification procedures that may result in the final data being
materially different from the preliminary data we previously published. As a result, topline data should be viewed with caution
until the final data are available. If the interim, topline, or preliminary data that we report differ from actual results, or if others,
including regulatory authorities, disagree with the conclusions reached, our ability to obtain approval for, and commercialize,
our product candidates may be harmed, which could harm our business, operating results, prospects or financial condition. The
ability of third parties to review and / or analyze data from our clinical trials, including as a result of government disclosure, also
may increase the risk of commercial confidentiality breaches and result in enhanced scrutiny of our clinical trial results. For



example, Clinical Trial Regulation (EU) No. 536 /2014, and the EMA policy on publication of clinical data for medicinal
products for human use, both permit the EMA to publish clinical information submitted in marketing authorization applications.
Third party review and scrutiny could result in public misconceptions regarding our drugs and product candidates. These
publications could also result in the disclosure of information to our competitors that we might otherwise deem confidential,
which could harm our business. 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 nonclinical and
clinical activities is subject to confirmation and interpretation by regulatory authorities, which could delay, limit or prevent
regulatory approval. We afse-may encounter unanticipated delays or increased costs due to government regulation from future
legislation or administrative action or changes in governmental policy during the period of drug development, clinical trials and
governmental regulatory review . We also may be unable to obtain or be delayed in obtaining regulatory approval due to
competition developments that impact our regulatory pathways . We may seek a Fast Track, Priority Review, Breakthrough
Therapy, and / or RMAT designation for some of our product candidates. Product candidates that receive one or more of these
designations may be eligible for, among other things, a priority regulatory review. Each of these designations is within the
discretion of the FDA. Accordingly, even if we believe one of our product candidates meets the criteria for Fast Track, Priority
Review, Breakthrough Therapy and / or RMAT designation, the FDA may disagree and instead determine not to make such
designation. The receipt of one or more of these designations for a product candidate does not guarantee a faster development
process, review or approval compared to products developed or considered for approval under conventional FDA procedures
and does not assure ultimate approval by the FDA. In addition, even if one or more of our products or product candidates
qualifies for Fast Track, Priority Review, Breakthrough Therapy and / or RMAT designation, the FDA may later decide to
withdraw such designation if it determines that the product or product candidate no longer meets the conditions for
qualification. Any failure to obtain regulatory approvals for a product candidate would prevent us from commercializing that
product candidate. Any delay in obtaining required regulatory approvals could materially adversely affect our ability to
successfully commercialize a product candidate. Furthermore, any regulatory approval to market a product may be subject to
limitations that we do not expect etrincluding with respect to the indicated uses for which we may market the product or
required conditions of use . Any such limitations could reduce the size or demand of the market for the drug. We also are
subject to numerous foreign regulatory requirements governing the conduct of clinical trials, manufacturing and marketing
authorization, pricing and third- party reimbursement. Non- U. S. jurisdictions have different approval procedures than those
required by the FDA, and these jurisdictions may impose additional testing requirements for our product candidates. 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 U. S. and approval by a foreign regulatory authority does not ensure approval by the FDA. In addition, although the
FDA may accept data from clinical trials conducted outside the U. S., acceptance of this data is subject to conditions imposed
by the FDA. For example, the clinical trial must be well designed and conducted and performed by qualified investigators in
accordance with ethical principles. The trial population also must adequately represent the U. S. population, and the data must
be applicable to the U. S. population and U. S. medical practice in ways that the FDA deems clinically meaningful. In addition,
while these clinical trials are subject to applicable local laws, FDA acceptance of the data will depend on its determination that
the trials also complied with all applicable U. S. laws and regulations. If the FDA does not accept the data from any trial that we
conduct outside the U. S., it would likely result in the need for additional trials, which would be costly and time- consuming and
delay or permanently halt our development of the applicable product candidate. 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 clinical trials, or delay the analysis of data from our completed or ongoing clinical trials. Among the factors
that could delay our development programs are: * 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; * failure or delay in reaching
agreement on acceptable terms with prospective contract research organizations (“ CROs ™) and clinical trial sites; ¢ failure to
add or delay in adding a sufficient number of clinical trial sites and obtaining institutional review board or independent ethics
committee approval at each clinical trial site; * suspension or termination of clinical trials of product candidates for various
reasons, including non- compliance with regulatory requirements; ¢ clinical trial sites deviating from clinical trial protocol or
dropping out of a clinical trial; » 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 unfavorable or inconclusive results, unforeseen complications in
testing or clinical investigator error; ¢ inadequate supply or deficient quality of product candidate materials or other materials
necessary for the conduct of our clinical trials; * unfavorable FDA or foreign regulatory authority inspection and review of a
manufacturing facility that supplied clinical trial materials or its relevant manufacturing records or a clinical trial site or records
of any clinical or preclinical investigation; * unfavorable or inconclusive scientific results from clinical trials; * serious and
unexpected treatment- related side- effects experienced by participants in our clinical trials or by participants in clinical trials
being conducted by our competitors to evaluate product candidates with similar mechanisms of action or structures to therapies
that we are developing; * favorable results in testing of our competitors’ product candidates, or FDA or foreign regulatory
authority approval of our competitors’ product candidates; or * action by the FDA or a foreign regulatory authority to place a
clinical hold or partial clinical hold on a trial or compound or deeming the clinical trial conduct as problematic. For planning
purposes, we estimate the timing of the accomplishment of various scientific, clinical, regulatory, and other product
development goals, which we sometimes refer to as milestones. These milestones may include the commencement or
completion of scientific studies and clinical trials and the submission of regulatory filings. From time to time, we publicly
announce the expected timing of some of these milestones. All of these milestones are based on a variety of assumptions. The



actual timing of these milestones can vary dramatically compared to our estimates, in many cases for reasons beyond our
control. If we do not meet these milestones as publicly announced, the commercialization of our products may be delayed and
the credibility of our estimates may be adversely affected and, as a result, our stock price may decline. Our ability to enroll
patients in our clinical trials in sufficient numbers and on a timely basis is subject to a number of factors. Clinical trials are
expensive and require significant operational resources. Delays in patient enrollment or unforeseen drop- out rates may result in
increased costs and longer development times. The enrollment of patients further depends on many factors, including: * the
proximity of patients to clinical trial sites; * the size of the patient population, the nature of the protocol, and the design of the
clinical trial; * our ability to recruit clinical trial investigators with the appropriate competencies and experience; ¢ the number of
other clinical trials ongoing and competing for patients in the same indication; * our ability to obtain and maintain patient
consents; ¢ reporting of the preliminary results of any of our clinical trials; * the availability of effective treatments for the
relevant disease and eligibility criteria for the clinical trial;  the risk that patients enrolled in clinical trials will drop out of the
clinical trials before clinical trial completion; and * factors we may not be able to control, such as eunrrent-er-petential-pandemics
that may limit patients, principal investigators or staff or clinical site availability. We, our collaborators, the FDA, or other
applicable regulatory authorities may suspend clinical trials of a product candidate at any time if we or they believe the healthy
volunteers 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 product candidate and our business. For cell
and genetic therapy programs addressing rare genetic diseases with small patient populations, we may not be able to identify,
recruit and enroll a sufficient number of patients, or those with required or desired characteristics, to complete our clinical
studies in an adequate and timely manner. Additionally, patients may be unwilling to participate in our clinical trials because of
concerns that cell and genetic therapies are unsafe or unethical, negative publicity from adverse safety events in the
biotechnology or gene therapy industries, or for other reasons, including competitive clinical studies for similar patient
populations. Moreover, adverse developments in clinical trials conducted by others of cell and genetic therapy products or
products created using similar technology, or adverse public perception of the field of cell and genetic therapies, may cause the
FDA and other regulatory bodies to revise the requirements for approval of any cell or genetic therapy product candidates we
may develop or limit the use of products utilizing technologies such as ours, either of which could materially harm our business.
We are subject to health care fraud and abuse laws, such as the FCA and the AKS, and other similar laws and regulations both in
the U. S. and in non- U. S. markets. In the U. S., the Federal Anti- Kickback Statute prohibits knowingly and willfully offering,
paying, soliciting, receiving or providing remuneration, directly or indirectly, in exchange for or to induce either the referral of
an individual, or the ordering, furnishing, arranging for or recommending of an item or service that is reimbursable, in whole or
in part, by a federal health care program, such as Medicare or Medicaid. Because of the broad scope of the prohibition, most
financial interactions between pharmaceutical manufacturers and prescribers, purchasers, third party payors and patients would
be subject to the statute. Although there are a number of statutory exceptions and regulatory safe harbors protecting certain
common activities from prosecution, financial interactions must be structured carefully to qualify for protection or otherwise
withstand scrutiny. Federal false claims laws, including the FCA, prohibit any person from knowingly presenting, or causing to
be presented, a false claim for payment to the federal government, or knowingly making, or causing to be made, a false
statement to get a false claim paid. Pharmaceutical companies have been prosecuted under these laws for a variety of alleged
promotional and marketing activities, such as providing free product to customers with the expectation that the customers would
bill federal programs for the product; reporting to pricing services inflated average wholesale prices that were then used by
federal programs to set reimbursement rates; engaging in promotion for uses that the FDA has not approved, known-as-eff-
fabeluses;-that caused claims to be submitted to Medicaid for those unapproved eff4abel-uses; submitting inflated  best
price ” information to the Medicaid Rebate Program; and certain manufacturing- related violations. The scope of this and other
laws may expand in ways that make compliance more difficult and expensive. The FDA and other regulatory agencies closely
regulate the post- approval marketing and promotion of products to ensure that they are marketed only for the approved
indications and in accordance or consistent with the provisions of the approved labeling. Although physicians are generally
permitted, based on their medical judgment, to prescribe products for indications other than those approved by the applicable
regulatory agency, manufacturers are prohibited from promoting thetr-produetsfor-such unapproved offtabet-uses. We market
our products to eligible people with CF, SCD, and-TDT , and acute pain for whom the applicable product has been approved
and provide promotional materials and informational programs to physicians regarding the use of each product in these patient
populations. These eligible people do not represent all people with CF, SCD, ard-TDT , and acute pain . If a regulatory agency
determines that our promotional materials, or other activities constitute promotion eff— of —label-unapproved uses or
otherwise false and misleading promotion, it could request that we modify our promotional materials or other activities,
conduct corrective advertising, or subject us to regulatory enforcement actions, such as the issuance of a warning or untitled
letter, injunction, seizure, civil fines and criminal penalties. It also is possible that other federal, state, or foreign enforcement
authorities might take action if they believe that the alleged improper promotion led to the submission and payment of claims
for an unapproved eff—abel-use, which could result in significant fines or penalties under other statutory authorities, such as
laws prohibiting false claims for reimbursement. Even if it is later determined we were not in violation of these laws, we may be
faced with negative publicity, incur significant expenses defending our actions, and have to divert significant management
resources from other matters. In the U. S., federal and state laws regulate financial interactions between pharmaceutical
manufacturers and healthcare providers, require disclosure to government authorities and the public of such interactions, and
mandate the adoption of compliance standards or programs. For example, the so- called federal *“ sunshine law ” requires
pharmaceutical manufacturers to report annually to CMS payments or other transfers of value made by that entity to physicians,
physicians assistants, advanced practice registered nurses, and teaching hospitals. We also have similar reporting obligations
with respect to financial interactions throughout the E. U. We expended significant efforts to establish, and are continuing to



devote significant resources to maintain and enhance, systems and processes to comply with these regulations. Requirements to
track and disclose financial interactions with health care providers and organizations increase government and public scrutiny of
these financial interactions. As we commercialize products in areas with broader patient populations, we will have more
interactions with a broader set of healthcare practitioners. Failure to comply with the reporting requirements could result in
significant civil monetary penalties. The sales and marketing practices of our industry have been the subject of increased
scrutiny from government authorities in the U. S. and other countries in which we market our products, and we believe that this
trend will continue. Many of these laws have not been fully interpreted by the government authorities or the courts, and their
provisions are subject to a variety of interpretations. While we have a corporate compliance program which, together with our
policies and procedures, is designed to actively identify, prevent and mitigate risk through the implementation of compliance
policies and systems and the promotion of a culture of compliance, if we are found not to be in full compliance with these laws
and regulations, our business could be materially harmed. We may be subject to penalties, including civil and criminal penalties,
damages, fines, exclusion from federal health care programs and / or the curtailment or restructuring of our operations. Even if
we successfully defend against government challenge, responding to the challenge may cause us to incur significant legal
expenses and divert our management’ s attention from the operation of our business. We participate in the Medicaid Drug
Rebate Program, the 340B program, and a number of other federal and state government pricing programs in the U. S. to obtain
coverage for our products by certain government health care programs. These programs require us to pay rebates or provide
discounts to certain government payors or private purchasers in connection with our products when dispensed to beneficiaries of
these programs. In some cases, such as with the Medicaid Drug Rebate Program, the rebates are based on pricing and rebate
calculations that we report on a monthly and quarterly basis to the government agencies that administer the programs. The
terms, scope and complexity of these government pricing programs may change fregqaently-. For example, regulations finalized
in December 2020 created an alternative Medicaid rebate formula for ““ line extensions  of oral solid dosage forms. Moreover,
in December 2020, CMS finalized changes to Medicaid Drug Rebate Program pricing calculations regarding the provision of co-
payment assistance to patients that may be impacted by so- called accumulator programs operated by private insurers or
pharmacy benefit managers. The portion of this rule dealing with manufacturer co- payment assistance was struck down by the
U. S. District Court for the District of Columbia in May 2022 (and the deadline for an appeal has lapsed). In Mas-September
2623-2024 , CMS issued a propesed-final rule ;-whieh-wonld-withdraw-withdrawing the challenged accumulator adjustment
regulations ;eensistent-with-the-Court s-order-. The rule made alse-propeses-significant changes to, among other things,
penalties for misclassification and the definitions of a covered outpatient drug, internal investigation and market date ,
Wthh may —rt‘—ﬁna-l-lzed—eeu-}d-have an 1mpact on our Medicaid rebate liability —m&pae%etmp&ﬁetpaﬁera—m—t-he—Medre&td—Brug
: . Additionally, the expansion of the 340B Drug Discount Program
through the ACA has 1ncrea§ed the number of purchasers , known as covered entities, who are eligible for significant discounts
on branded drugs . In general, covered entities distribute 340B drugs through their own in- house pharmacies. A growing
number of covered entities have been contracting with retail and / or specialty pharmacies, known as contract
pharmacies, to distribute 340B drugs. Manufacturers have begun to implement restrictions on covered entities that use
contract pharmacies. Similarly, we limit hospital covered entities to contract with one contract pharmacy if the covered
entity does not have an in- house outpatient pharmacy. Otherwise, hospital covered entities that have an in- house
outpatient pharmacy are not permitted to use contract pharmacies. Our policy applies to our CF and pain products, and
it does not apply to Federal grantees and hospitals and any covered entities in states that prohibit manufacturers from
restricting covered entities from accessing 340B drugs through contract pharmacies. Certain states, including Arkansas,
Kansas, Louisiana, Maryland, Minnesota, Mississippi, Missouri, and West Virginia, have passed laws to regulate the
relationship between manufacturers and contract pharmacies. A number of manufacturers have filed lawsuits against
these states . These and future changes to government pricing programs, laws, and regulations may have a material adverse
impact on our revenue and operations. We also may have reimbursement obligations or be subject to penalties if we fail to
provide timely and accurate information to the government, pay the correct rebates, or offer the correct discounted pricing.
Changes to the price reporting or rebate requirements of these programs would affect our obligations to pay rebates or offer
discounts. For example, the removal of the current statutory 100 % of Average Manufacturer Price per- unit cap on Medicaid
rebate liability for single source and innovator muluple source drugs effectlve as of January 1, 2024 under the American
Rescue Plan Act of 2021 , may affect the-a ; and-the prices that are
required to be charged to covered entities under the 340B Drug Discount Program Addltronally, the IRA requires
manufacturers to pay rebates for Medicare Part B and Part D drugs with prices that increase faster than the rate of inflation.
Responding to current and future changes to these and other Medicaid Drug Rebate Program requirements may reduce our net
revenues and the complexity of compliance, will be time- consuming, and could have a material adverse effect on our results of
operations. We have a number of regulated processes and systems that are required both prior to and following approval of our
drugs and product candidates. These processes and systems are subject to continual review and periodic inspection by the FDA
and other regulatory bodies. In addition, the clinical research organizations and other third parties that we work with in our non-
clinical studies and clinical trials and our oversight of such parties are subject to similar reviews and periodic inspection by the
FDA and other regulatory bodies. 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 product candidates, or delays in obtaining regulatory approval
after filing, if at all. Any later discovery of previously unknown problems or safety issues with approved drags-products or
manufacturing processes, or failure to comply with regulatory requirements, may result in restrictions on such drags-products or
manufacturing processes, withdrawal of drags-products 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
products or supplements to approved applications, any of which could have a material adverse effect on our business. In




addition, we are 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 drags-products for which we or they obtain approval may be subject to later restrictions on manufacturing or
sale, which could have a material adverse effect on our business. The regulatory approval process for our cell or genetic
therapies involves additional consultations with regulatory agencies, costs, and potentially longer timelines as compared to those
for small molecules. As we advance our cell and genetic therapy product candidates, we will be required to consult with various
regulatory authorities, and we must comply with all applicable laws, rules, and regulations, which may change from time to
time, including during the course of development of our cell and genetic therapy product candidates. If we fail to do so, we may
be required to delay or discontinue the clinical development of certain of our cell and genetic therapy product candidates. These
additional processes may result in a review and approval process that is longer than we otherwise would have expected. Even if
we comply with applicable laws, rules, and regulations, and even if we maintain close coordination with the applicable
regulatory authorities with oversight over our cell and genetic therapy product candidates, our development programs may
experience delays or fail to succeed. Delay or failure to obtain, or unexpected costs in obtaining, the regulatory approval
necessary to bring a potential cell or genetic therapy product to market would materially adversely affect our business, financial
condition, results of operations and prospects. The regulatory approval process and clinical trial requirements for cell and
genetic therapies can be more expensive and take longer than for other, better known or more extensively studied product
candidates, and regulatory requirements governing cell and genetic therapy products have changed frequently and may continue
to change in the future. For example, the FDA established the Office of Tissues and Advanced Therapies within its Center for
Biologics Evaluation and Research (“ CBER ”) to consolidate the review of cell therapies and related products, and the Cellular,
Tissue and Gene Therapies Advisory Committee to advise CBER on its review. These and other regulatory review agencies,
committees and advisory groups, and the requirements and guidelines they promulgate, may lengthen the regulatory review
process, require us to perform additional preclinical studies or clinical trials, increase our development costs, lead to changes in
regulatory positions and interpretations, delay or prevent approval and commercialization of these treatment candidates or lead
to significant post- approval limitations or restrictions. We are subject to various and evolving laws and regulations governing
the privacy and security of personal data, and our failure to comply could adversely affect our business, result in fines and / or
criminal penalties, and damage our reputation. We are subject to data privacy and security laws and regulations in various
jurisdictions that apply to the collection, storage, use, sharing, and security of personal data, including health information, and
impose significant compliance obligations. In addition, numerous other federal and state laws, including state security breach
notification laws, state health information privacy laws and federal and state consumer protection laws, govern the collection,
use, disclosure and security of personal information. The legislative and regulatory landscape for privacy and data protection
continues to evolve, and there has been an increasing focus on privacy and data protection issues with the potential to affect our
business . As we enter into new disease areas and jurisdictions both commercially and for clinical trials, we must
continue to evaluate new and evolving privacy laws . For example, the E. U. General Data Protection Regulation (“ GDPR 7)
went into effect in 2018 and has imposed new obligations on us with respect to our processing of personal data and the cross-
border transfer of such data, including higher standards of obtaining consent, more robust transparency requirements, data
breach notification requirements, requirements for contractual language with our data processors, and stronger individual data
rights. Different E. U. member states have interpreted the GDPR differently and many have imposed additional requirements,
which add to the complexity of processing personal data in the E. U. The GDPR also imposes strict rules on the transfer of
personal data to countries outside the E. U., including the U. S. and the U. K., and permits data protection authorities to impose
large penalties for violations of the GDPR. Similarly, other jurisdictions have either introduced or enacted legislation or
executive orders restricting cross- border data transfers. These regulations restrict the transfer of certain types of data
(e. g., sensitive personal data) or restrict the transfer of data to certain jurisdictions. The GBPR-rules related to cross
border data transfers continue to evolve based on E—+court decisions and regulator guidance, which presents certain practical
challenges to compliance. Regulators also continue to focus enforcement efforts on behavioral advertising and other online
tracking technologies commonly used by companies. Compliance with these evolving rules is challenging, as country specific
guidance and rules are continually changing and limited alternatives currently exist in the market. Compliance with the GBRR
these laws and regulations is a rigorous and time- intensive process that may increase our cost of doing business or require us
to change our business practices, and despite those efforts, there is a risk that we may be subject to fines and penalties, litigation,
and reputational harm in connection with any activities falling within the scope of the GDPR or other privacy laws or
regulations . [n the U. S. Gawl-rfefma—has—passed-numerous states have mtroduced or enacted comprehensive privacy
leglslatlon. Slmllar to the Cahforma Consumer < =

fov iaPrivaey-Rights Act &he—GP—IH\—)— which e*p&ﬂds—aﬂd—buﬂds—trpeﬁ—t-he
eeﬁsmﬂer—pffvaeﬁights-eﬂ-he—GGPA—’Phe—GP&ﬁ—came into effect in January 452023 —Cettain-), these comprehensive privacy

laws place numerous obllgatlons on busmesses with respect to et-heﬁ the collectlon and processmg of personal data.
Some states have passed alse : OV d ’ g

: : sistation 7 : eed-privacy
legrslatlon —w-tt-h—seﬁ&e—focusrng specrﬁcally on the collectlon and processmg of consumer health data Enforcement at
Additionally; Brazil-passed-the federal level Generat-DataProteetionLaw-which-wentinto-effeet-in August2620-the U. S.
from the FTC has been focused on the use of health information for targeted advertising . While we continue to address
the implications of the new data privacy regulations, data privacy remains an evolving landscape at both the domestic and
international level, with new regulations coming into effect and continued legal challenges. Each law is also subject to various
interpretations by courts and regulatory agencies, creating even more uncertainty. While we have a global privacy program that



addresses such laws and regulations, our efforts to comply with the evolving data protection rules may be unsuccessful. We
must devote significant resources to understanding and complying with the changing landscape in this area. Failure to comply
with data protection laws may expose us to risk of enforcement actions taken by data protection authorities, private rights of
action in some jurisdictions, and potential significant penalties if we are found to be non- compliant. Failure to comply with the
GDPR and applicable national data protection laws of European Economic Area member states could lead to fines of up to € 20,
000, 000 or up to 4 % of the total worldwide annual revenue of the preceding financial year, whichever is higher. Some of these
laws and regulations also carry the possibility of criminal sanctions. For example, while we are not directly subject to the Health
Insurance Portability and Accountability Act of 1996, as amended by the Health Information Technology for Economic and
Clinical Health Act (“ HIPAA ), we could be subject to penalties, including criminal penalties if we knowingly obtain or
disclose individually identifiable health information from a HIPAA- covered health care provider or research institution that has
not complied with HIPAA’ s requirements for disclosing such information. In addition, the commercialization of cell and gene
therapies requires the collection and processing of a greater amount of personal data than traditional therapies, potentially
increasing risk. Furthermore, the number of government investigations and enforcement actions related to data security
incidents and privacy violations, with a specific focus on online data sharing, continue to increase and government
investigations typically require significant resources and generate negative publicity, which could harm our business and our
reputation. -ne v pa et 2 ata af sS4

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 regulated use of hazardous materials, chemicals, and
various controlled and radioactive compounds. Although we believe that our safety procedures for handling and disposing of
these materials comply with the standards prescribed by state, federal and foreign regulations, the risk of loss of, or 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 also are 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-adeguate-be sufficient to
eoverage—-- cover against-all potential liabilities. We maintain insurance to cover pollution conditions or other extraordinary or
unanticipated events relating to our use and disposal of hazardous materials that we believe is appropriate based on the small
amount of hazardous materials we generate. 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 may face manufacturing, supply, and distribution difficulties, among other challenges,
delays, or interruptions, including at our third- party providers. We rcly on a worldwide network of third- party
manufacturers and our internal capabilities, including our own manufacturing facilities in Boston, to manufacture product
candidates for clinical trials as well as our medicines for commercial use. We also depend on third- party logistics providers
to manage our shipments globally, and on approved distributors for supply, sales and marketing in certain markets.
While we have developed internal capabilities to supply product candidates for use in our clinical trials as well as some of our
products for commercial sale, a majority of the manufacturing steps needed to produce our medicines , therapies , product
candidates, and drug products are performed through a third- party manufacturing network. The manufacture of our products
and product candidates can be complex, which may require lengthy technology transfers between us and the third parties on
which we rely. We expect that we will continue to rely on third parties to meet our commercial supply needs and a significant
portion of our clinical supply needs for the foreseeable future. We could be subject to significant supply interruptions as a result
of disruptions to third party or our internal manufacturing capabilities. Our supply chain for sourcing raw materials and
manufacturing drug product ready for distribution, including obtaining necessary supplies, is a multi- step international
endeavor. Third- party contract manufacturers, including some in China, perform different parts of our manufacturing process.
Contract manufacturers may supply us with raw materials, convert these raw materials into drug substance and / or convert the
drug substance into final dosage form. We also use Third-third parties are used for packaging, warehousing , and distribution of
products . We maintain property insurance to cover potential losses that may result from supply interruptions or
destruction at these third parties, however, this insurance may not be sufficient to cover all potential losses that may
result . The manufacturing and logistics for cell and genetic therapies are highly complex, often short lead time operations that
require partnership with an extensive network of third parties to deliver product. These manufacturing and logistics operations
require significant investment by us to secure capacity at third parties with expertise to meet our requirements. Even with the
relevant experience and expertise, manufacturers of cell and genetic therapy products often encounter difficulties in production,
including difficulties with production costs and yields, quality control, and compliance with federal, state and foreign
regulations. There are many risks that could result in delays and additional costs, including the need to hire and train qualified
employees and obtain access to necessary equipment and third- party technology. This capacity may be limited by the number of
other clinical trials and commercial manufacturing ongoing for other companies seeking similar support. If third parties are
unwilling or unable to meet our requirements, we could experience supply disruptions outside of our control. Additionally,
manufacturing facilities, both foreign and domestic, are subject to inspections by the FDA and other U. S. and foreign
government authorities. Although we actively engage with regulatory authorities, the timing of regulatory approvals for each of
these facilities may be delayed for a variety of reasons. We may experience supply disruptions if regulatory agencies are unable
to inspect the manufacturing facilities on which we rely. In addition, we and the third parties with whom we engage are required



to maintain compliance with quality regulations globally. An inability to maintain compliance with such regulations, including
c¢GMP requirements, could cause significant disruptions to our business and operations. Additionally, establishing, managing
and expanding our global manufacturing and supply chain requires a significant financial commitment and the creation and
maintenance of our numerous third- party contractual relationships. We may not be able to agree on contractual terms with third
parties as needed for manufacturing of our products. Although we attempt to manage the business relationships with our
partners, we could be subject to supply disruptions outside of our control. 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, general global supply chain disruptions, events beyond our control, or any other performance
failure by us or any third- party manufacturer on which we rely. Additionally, unfavorable geopolitical events or situations could
affect our ability to interact with or conduct business with specific vendors within our global supply network, or could prevent or
delay the transportation of supplies or products to their planned destination. Any such disruptions could disrupt sales of our
products and / or the timing or advancement of our clinical trials. If we or our third- party manufacturers become unable
(including potentially through governmental actions or legislation targeted toward them) or unwilling to continue
manufacturing product and we are not able to promptly identify another manufacturer, we could experience a disruption in the
commercial supply of our then- marketed medicines, which would have a significant effect on patients, our business, and our
product revenues. Similarly, a disruption in the clinical supply of product candidates could delay the completion of clinical trials
and affect timelines for regulatory filings. We have a limited number of critical steps #rand key materials for our
manufacturing process that are single sourced, including for commercialized products. To ensure the stability of our supply
chains, we continue to develop alternative suppliers for our manufacturing processes and key materials . However, there can be
no assurance that we will be able to establish and maintain additional manufacturers or capacity for all of our product candidates
and products on a timely basis or at all. In the course of providing its services, a contract manufacturer may develop process
technology related to the manufacture of our products or product 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 to
have our products or product candidates manufactured by other suppliers utilizing the same process. We rely on third parties
such as CROs to help manage certain pre- clinical work and our clinical trials and on medical institutions, clinical investigators,
and clinical research organizations such as the Therapeutic Development Network, which is primarily funded by the Cystic
Fibrosis Foundation, to assist in the design and review of, and to conduct our clinical trials, including enrolling qualified
patients. In addition, we engage third party contractors to support numerous other research, commercial and administrative
activities. Our reliance on these third parties for clinical development activities reduces our control over these activities but does
not relieve us of our responsibilities. For example, we remain responsible for ensuring that each of our clinical trials is
conducted in accordance with the general investigational plan and protocols for the clinical trial. Moreover, the FDA and other
relevant regulatory authorities around the world requires— require us to comply with standards, commonly referred to as
good laboratory practices and good clinical practices, for conducting, recording and reporting the results of pre- clinical and
clinical trials to assure that data and reported results are credible and accurate and that the rights, integrity and confidentiality of
trial participants are protected. Such standards, particularly with respect to newer cell and genetic therapies, will continue to
evolve and subject us and third parties to new or changing requirements. 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 the activities, it may result in a delay of the affected clinical trial,
drag-product development program or applicable activity. 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 clinical trials or in specific circumstances might result in a requirement that a clinical trial be redone.
Accordingly, our efforts to obtain regulatory approvals for and commercialize our product candidates could be delayed. In
addition, failure of any third- party contractor to conduct activities in accordance with our expectations, could adversely affect
the relevant research, development, commercial or administrative activity. To achieve our long- term business...... on acceptable
terms or at all. The risks that we face in connection with our current collaborations, including with CRISPR, Moderna, and
Entrada , and Zai , and any future collaborations, include the following: ¢ Collaborators may develop and commercialize, either
alone or with others, drugs or therapies that are similar to or competitive with the products or product candidates that are the
subject of their collaborations with us. * Disagreements with collaborators, including disagreements over proprietary rights,
contract interpretation or the preferred course of development, might cause delays or termination of the research, development
or commercialization of product candidates, might lead to additional responsibilities or costs for us with respect to product
candidates, or might result in litigation or arbitration. Any such disagreements would divert management attention and resources
and would be time- consuming and expensive. ¢ Collaborators may not properly maintain or defend our intellectual property
rights or may use our proprietary information in such a way as to invite litigation that could jeopardize or invalidate our
intellectual property or proprietary information or expose us to potential litigation. * Collaborators may infringe the intellectual
property rights of third parties, which may expose us to litigation and potential liability. « Investigations and / or compliance or
enforcement actions against a collaborator, which may expose us to indirect liability as a result of our partnership with such
collaborator. If a collaborator were to be involved in a business combination with a third party, it might de- emphasize or
terminate the development or commercialization of any product candidate licensed to it by us. If one of our collaborators
terminates its agreement with us, we may find it more difficult to attract new collaborators and our perception in the business
and financial communities could be harmed. Moreover, as part of our ongoing strategy, we may seek additional collaborative
arrangements for certain of our development programs and / or seek to expand existing collaborations to cover additional
commercialization and / or development activities. Whether we reach a definitive agreement for a collaboration will depend,
among other things, upon our assessment of the collaborator’ s resources and expertise, the terms and conditions of the



proposed collaboration and the proposed collaborator’ s evaluation of a number of factors. Those factors may include the design
or results of clinical trials, the likelihood of approval by the FDA, EMA or other regulatory authorities, the potential market for
the subject product candidate, the costs and complexities of manufacturing and delivering such product candidate to patients, the
potential of competing products, the existence of uncertainty with respect to our ownership of the applicable intellectual
property, which can exist if there is a challenge to such ownership without regard to the merits of the challenge, and industry and
market conditions generally. No assurance can be given that any efforts we make to seek additional collaborative arrangements
will be successfully completed on a timely basis or at all. To achieve our long- term business objectives,we seek to license or
acquire products,product candidates and other technologies that have the potential to complement our ongoing research and
development efforts,access emerging technologies and license or acquire pipeline assets.These transactions may be similar to
prior transactions,may be structured differently than prior transactions,or may involve larger transactions or later- stage
assets.We have faced and will continue to face significant competition for the acquisition of rights to these types of
products,product candidates and other technologies from a variety of other companies,some of which have significantly more
financial resources and experience in business development activities than we have.In addition, investers-ane-non- profit
organizations may be willing to provide capital to the companies that control additional products,product candidates or
technologies,which may provide incentives for companies to advance these products,product candidates or technologies
independently.Also,the cost of acquiring,in- licensing or otherwise obtaining rights to such products,product candidates or other
technologies has grown dramatically in recent years and may be at levels that we cannot afford or that we believe are not
justified by market potential. As a result,we may not be able to acquire,in- license or otherwise obtain rights to additional
products,product candidates or other technologies on acceptable terms or at all. Effectively integrating acquired businesses,
technologies and exclusive licenses is challenging. We may not realize the benefits anticipated from our external innovation
transactions , including the value of Alpine’ s pipeline and candidates, which could adversely affect our business and
financial condition . Achieving the anticipated benefits of any transaction and successfully integrating acquired businesses or
technologies , including Alpine, involves a number of risks, including: « failure to successfully develop and commercialize the
acquired products, product candidates or technologies or to achieve other strategic objectives; ¢ delays or inability to progress
preclinical programs into clinical development or unfavorable data from clinical trials evaluating the acquired or licensed
product or product candidates; ¢ difficulty in integrating the products, product candidates, technologies, business operations and
personnel of an acquired asset or company; ¢ disruption of our ongoing business and distraction of our management and
employees from daily operations or other opportunities and challenges; ¢ the potential loss of key employees of an acquired
company; * entry into markets in which we have no or limited direct prior experience or where competitors in such markets have
stronger market positions; ¢ potential failure of the due diligence processes to identify significant problems, liabilities or
challenges of an acquired company, or acquired or licensed products, product candidate or technology, including problems,
liabilities or challenges with respect to intellectual property, clinical or non- clinical data, safety, accounting practices, employee,
or third- party relations and other known and unknown liabilities; ¢ liability for activities of the acquired company or licensor
before the acquisition or license, including intellectual property infringement claims, violations of laws, commercial disputes,
tax liabilities, and other known and unknown liabilities;  exposure to litigation or other claims in connection with, or
inheritance of claims or litigation risk as a result of an acquisition or license, including claims from terminated employees,
customers, former equity holders or other third parties; and ¢ difficulties in the integration of the acquired company’ s
departments, systems, including accounting, human resource and other administrative systems, technologies, books and records,
and procedures, as well as in maintaining uniform standards, controls, including internal control over financial reporting
required by the Sarbanes- Oxley Act of 2002 and related procedures and policies. Acquisitions, licensing arrangements and
other strategic transactions are inherently risky, and ultimately, if we do not complete an announced acquisition, collaboration or
strategic transaction or integrate an acquired or licensed asset, business or technology successfully and in a timely manner, we
may not realize the anticipated benefits of the strategic transaction. We may later incur impairment charges related to assets
acquired in any such transaction . Moreover, relatively small changes in key assumptions and judgements may result in the
recognition of significant intangible asset impairment charges, which could have a material adverse impact on our results
of operations . Even if we achieve the long- term benefits associated with our strategic transactions, our expenses and short-
term costs may increase materially and adversely affect our liquidity and short- term net income. Future strategic transactions
could result in increased operating expenses, potentially dilutive issuances of equity securities, the incurrence of debt, the
creation of contingent liabilities, impairment expenses related to goodwill, or impairment or amortization expenses related to
other intangible assets, all of which could harm our financial condition. If our patents do not protect our products or our products
infringe third- party patents, we could be subject to litigation which could result in injunctions preventing us from selling our
products, substantial damages, or circumvention of our patents by third parties. We own and / or control numerous issued patents
and pending patent applications in the U. S., as well as counterparts in other countries. Our success will depend, in significant
part, on our ability to obtain and defend U. S. and foreign patents covering our products, their uses and our processes, to
preserve our trade secrets and to operate without infringing the proprietary rights of third parties. We cannot be certain that any
patents will issue from our pending patent applications or, even if patents issue or have issued, that the issued claims will
provide us with adequate protection against competitive products or otherwise be commercially valuable. U. S. and foreign
patent applications typically are maintained in confidence for a period of time after they initially are filed with the applicable
patent office. Consequently, we cannot be certain that we were the first to file patent applications on our products or product
candidates or their use. If a third- party has an earlier filed patent application relating to our product or product candidates, their
uses, or a similar invention, we may be unable to obtain an issued patent from our application. Due to evolving legal standards
relating to the patentability, validity, and enforceability of patents covering pharmaceutical and biotechnological inventions and
the scope of claims made under these patents, our ability to obtain, maintain and enforce patents is uncertain and involves



complex legal and factual questions. We have many pending patent applications covering our products. These pending
patent applications may not issue, and we may not receive any additional patents. The issuance of a patent is not conclusive
as to its inventorship, scope, validity, or enforceability. Our patents may be challenged by third parties and certain of our patents
have been challenged. This could result in the patent being deemed invalid, unenforceable or narrowed in scope, or the third
party may circumvent any such issued patents, including through compulsory licensing mechanisms. Adse;-When market
exclusivity ends eur—- or pending-if our patent-patents applieations-are circumvented, generic versions of our medicines
may be approved netissue;-and we-may notreeetve-any-additional-patentsmarketed, which could cause substantial and
rapid declines in the sales of our products . Our patents or patents we license might not contain claims that are sufficiently
broad to prevent others from developing competing products. For instance, issued patents, or patents that may issue in the future,
(i) relating to our small molecules may be limited to a particular molecule or molecules and may not cover similar molecules
that have similar clinical properties, and (ii) relating to cell or genetic therapies may not cover similar technologies that would
allow competitors to achieve similar results. Consequently, our competitors may independently develop competing products that
do not infringe our patents or other intellectual property. The laws of many foreign jurisdictions do not protect intellectual
property rights to the same extent as in the U. S. and-We, like many companies in our segment of the pharmaceutical industry ,
have encountered challenges stgnifteant-diffienlties-in protecting and defending such rights in foreign jurisdictions. H-we
eneounter-sueh-difftenlttes-Difficulties tn-proteeting-or preclusion are-etherwise-preehaded-from effeettvely-protecting our
intellectual property rights in foreign jurisdictions, including through compulsory licensing, could substantially harm our
business eeu-}d—be—aibst&ﬂ&a-l-}y—hafmed- Because of the extensive time required for the discovery, development, testing and
regulatory review of product candidates, it is possible that a patent may expire before a product candidate can be
commercialized, or a patent may expire or remain in effect for only a short period following commercialization of such product
candidate. This would result in a minimal or non- existent period of patent exclusivity. If our product candidates are not
commercialized significantly ahead of the expiration date of any applicable patent, or if we have no patent protection on such
product candidates, then, to the extent available we would rely on other forms of exclusivity, such as data exclusivity or orphan
drug exclusivity. There is considerable uncertainty within our industry about the validity, scope, and enforceability of many
issued patents in the U. S. and elsewhere in the world, and, to date, the law and practice remains in flux both in the agencies that
grant patents and in the courts. We cannot currently determine the ultimate scope and validity of patents which may be granted
to third parties in the future or which patents might be asserted as being infringed by the manufacture, use and sale of our
products. There has been, and we expect that there may continue to be, significant litigation and other disputes in the
pharmaceutical industry regarding patents and other intellectual property rights. Litigation, arbitrations, administrative
proceedings, and other legal actions with private parties and governmental authorities concerning patents and other intellectual
property rights may be protracted, expensive, and distracting to management. Competitors may sue us as a way of delaying the
introduction of our products or to remove our products from the market. Any litigation, including litigation related to
Abbreviated New Drug Applications (“ ANDA ), litigation related to 505 (b) (2) applications, interference proceedings to
determine priority of inventions, derivations proceedings, inter partes review, oppositions to patents in foreign countries,
litigation against our collaborators or similar actions, may be costly and time consuming and could harm our business. We
expect that litigation may be necessary in some instances to determine the validity and scope of certain of our proprietary rights.
Litigation may be necessary in other instances to determine the validity, scope or non- infringement of certain patent rights
claimed by third parties to be pertinent to the manufacture, use or sale of our products. Ultimately, the outcome of such litigation
could adversely affect the validity and scope of our patent or other proprietary rights, hinder our ability to manufacture and
market our products, or result in the assessment of significant monetary damages against us that may exceed amounts, if any,
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, We ﬁled a lawsmt against Lupln Eimited-and-upin

-P-haﬂﬁaeetrﬁea-}s—l-ﬂe—(eel-}eet-rve}y—lsuprn—)-m the U. S qutrlct Court for the District of Delaware alleging infringement of U.
S. Patent Nos. 10, 646, 481 (“ the’ 481 patent ”), 8, 883, 206 (““ the’ 206 patent ), 10, 272, 046 (“ the’ 046 patent ), and 11,
147, 770 (“ the’ 770 patent ) . The lawsuit follows our receipt of a Notice Letter on June 29 , 26242022 , advising that Lupin
had submitted an ANDA to the FDA seeking approval to manufacture and market a generic version of the—+56-mg-tablet-of
KALYDECO granules in the U. S. The Notice Letter indicated that Lupin submitted a “ Paragraph IV ” certification to the
FDA in which Lupin asserts that the” 481 patent 18-, the’ 206 patent, and the’ 046 patent are invalid or would not be infringed
by Lupin” s generic product. On February 28, 2023, U. S. Patent No. 11, 564, 916 (“ the ¢ 916 patent ) was listed in the
Orange Book as covering KALYDECO granules. By letter dated April 25, 2023, Lupin notified us that it had amended its
ANDA to include a Paragraph IV certification with respect to the’ 916 patent. On May 26, 2023, we filed a lawsuit against
Lupln inthe U. S. qutrlct Court for the District of Delaware allegmg mfrlngement of the 916 patent {nNeveﬁ&ber—ZG%—we




-Be&&w&fe—aﬂeg&lg—iﬂffiﬂgement—ef—&%é—pateﬁt—()n October 1 1 2023 U. S Patent No. 1 L, 752 106 (the “> 106 patent ”) was
listed in the Orange Book as covering KALYDECO granules. We—have—net—yet—feeeﬁed—neﬁﬁe&ﬁeﬂ—By letter dated February
27, 2024, Lupin notified Vertex that Fapin-has-submitted-it had amended its ANDA to include a “-Paragraph [V 2
certification for-with respect to the =¢ 106 patent . On April 11, 2024, Vertex filed a lawsuit against Lupin in the U. S.
District Court for the District of Delaware alleging infringement of the ¢ 106 patent. The Court subsequently entered a
scheduling order, which consolidated the lawsuit asserting infringement of the ¢ 106 patent with the earlier filed lawsuits
asserting infringement of the ¢ 481, ¢ 206, ¢ 046, ¢ 770, and ¢ 916 patents. A three- day trial is scheduled for September 15,
2025 . Other than the’ 770 patent, which was listed in the Orange Book on April 14, 2022, Lupin does not appear to challenge
our other U. S. patents covering KALYDECO granulei the last of which expires on August 5, 2027. Therefore, regardless of
the outcome of the litigation, Lupin cannot receive final approval of its ANDA before that date —A—seheduling-orderhas-been
entered-by-the-eotrt-and-triatis-setfor-Apri-2025- We intend to vigorously enforce our intellectual property rights relating to
KALYDECO granules and the” 481,” 206,” 046,” 770,” 916, and’ 106 patents. CRISPR has licensed certain rights to a worldwide
patent portfolio that covers various aspects of the CRISPR / Cas9 editing platform technology including, for example,
compositions of matter and methods of use in targeting or cutting DNA from Dr. Emmanuelle Charpentier, one of the named
inventors of this patent portfolio. The patent portfolio also has named inventors who assigned their rights to the CVC Group.
For example, in connection with their collaboration, Novartis and Intellia Therapeutics, Inc. have reportedly obtained a license to
this patent portfolio in certain fields. Both the CVC Group and Broad have obtained granted patents that purport to cover aspects
of CRISPR / Cas9 editing platform technology. Patents and patent applications in this patent portfolio have been the subject of
numerous contentious proceedings in the U. S., Europe, and other jurisdictions, including interference proceedings in the
USPTO between the CVC Group and (separately) Broad, Sigma- Aldrich and ToolGen. On February 28, 2021, the USPTO
issued a decision in Interference No. 106, 115, concluding that Broad invented certain applications of CRISPR / Cas9
technology in eukaryotic cells before the CVC Group. The CVC Group has appealed the decision to the U. S. Court of Appeals
for the Federal Circuit. If the decision is upheld on appeal (including a potential subsequent appeal to the Supreme Court),
Broad would maintain its granted patents directed to those applications CRISPR / Cas9 technology in eukaryotic cells, and the
CVC Group’ s pending patent applications directed to that subject matter would not proceed to grant. We can give no assurances
to the ultimate outcome of these proceedings or the disputes between the CVC Group and Broad, Sigma- Aldrich and ToolGen.
In December 2023, we entered into an agreement with Editas, providing us a non- exclusive sublicense to certain patents relating
to CRISPR / Cas9 technology owned by Broad and Harvard, which are licensed to Editas. In addition to Broad, other third
parties have filed patent applications claiming CRISPR / Cas9- related inventions and may allege that they invented one or more
of the inventions claimed by the CVC Group. Thus, the USPTO may, in the future, declare an interference between certain CVC
Group patent applications and one or more patent applications. Third parties could seek to assert their patents, if issued, against
us based on our CRISPR / Cas9- based activities, including commercialization. Defense of these claims, regardless of their
merit, could involve substantial litigation expense and could result in a substantial diversion of management and other employee
resources from our business. In the event of a successful claim of infringement against us, we may have to pay substantial
damages, obtain one or more licenses from third parties, pay royalties or redesign our infringing products, which may be
impossible or require substantial time and monetary expenditure. In that event, we could be unable to further develop and
commercialize CASGEVY or other products that we may develop using the CRISPR / Cas9 technology we license from
CRISPR. To the extent that valid present or future third- party patents or other intellectual property rights cover our products,
product candidates or technologies, we or our strategic collaborators may seek licenses or other agreements from the holders of
such rights to avoid or settle legal claims. Such licenses may not be available on acceptable terms, which may hinder our ability
to, or prevent us from being able to, manufacture and market our products. Payments under any licenses that we are able to
obtain would reduce our profits derived from the covered products. Many of our employees were previously employed at
universities or other biotechnology or pharmaceutical companies, including our competitors or potential competitors. Although
we try to ensure that our employees do not use the proprietary information or know- how of others in their work for us, we may
be subject to claims that these employees or we have used or disclosed intellectual property, including trade secrets or other
proprietary information, of any such employee’ s former employer. Litigation may be necessary to defend against these claims.
In addition, while it is our policy to require our employees and contractors who may be involved in the development of



intellectual property to execute agreements assigning such intellectual property to us, we may be unsuccessful in executing such
an agreement with each party who in fact develops intellectual property that we regard as our own. Our and their assignment
agreements may not be self- executing or may be breached, and we may be forced to bring claims against third parties, or
defend claims they may bring against us, to determine the ownership of what we regard as our intellectual property. If we fail in
prosecuting or defending any such claims, in addition to paying monetary damages, we may lose valuable intellectual property
rights or personnel. Even if we are successful in prosecuting or defending against such claims, litigation could result in
substantial costs and be a distraction to management. Risks Related To Our Operations We have expanded and are continuing to
expand our global operations and capabilities, which has placed, and will continue to place, significant demands on our
management and our operational, research and development and financial infrastructure. To effectively manage our business, we
need to continue to adapt as our business grows in scale and complexity across multiple disease states, modalities, and
geographies, including by: ¢ implement and clearly communicating our corporate- wide strategies; ® enhancing our operational
and financial infrastructure, including expansion of our controls over data, records and information; * enhancing our operational,
administrative, financial and management processes, including our cross- functional decision- making processes and our budget
prioritization systems; ¢ effectively growing, training and managing our global employee base; and ¢ expanding our compliance
and legal resources. We have expanded our international operations over the past several years to market our medicines and
expand our research and development capabilities. New laws and industry codes in the E. U. and elsewhere have expanded
transparency requirements regarding payments and transfers of value to healthcare professionals, requirements surrounding
patient- level clinical trial data, the protection of personal data and increased sanctions for violations. Collectively, our
expansion and these new requirements are adding to our compliance costs and potentially exposes us to sanctions in the event of
an infringement or failure to report in these jurisdictions. In addition, a significant portion of our commercial supply chain,
including sourcing of raw materials and manufacturing, is located in China and the E. U. Consequently, we are, and will
continue to be, subject to risks related to operatlng in forelgn countrleq including risks relatlng to 1ntellectual property
protectlonq and business 1ntermptlom : . v

global blotechnology company 1nclude . d1ffer1ng regulatory requirements for drug approval% and regulatlon of approved drugs
in foreign countries; ¢ varying reimbursement regimes and difficulties or the inability to obtain reimbursement for our products
in foreign countries in a timely manner; ¢ differing patient treatment infrastructures, particularly since our business is focused on
the treatment of serious diseases that affect relatively smaller numbers of patients and are typically prescribed by specialist
physicians; ¢ collectability of accounts receivable; ¢ changes in tariffs, trade barriers, and regulatory requirements, the risks of
which appear to have increased in the current political environment; * economic weakness, including recession and inflation, or
political instability in particular foreign economies and markets; ¢ differing levels of enforcement and / or recognition of
contractual and intellectual property rights; * circulation of unauthorized copy versions of our medicines that infringe our
intellectual property rights; * governments seeking to override our intellectual property rights through the introduction
of compulsory license or similar mechanisms; ¢ complying with local laws and regulations, which can change significantly
over time; ¢ foreign taxes, including withholding of payroll taxes; ¢ foreign currency fluctuations, which could result in reduced
revenues or increased operating expenses, and other obligations incident to doing business or operating in another country; ¢
workforce uncertainty in countries where labor unrest is more common than in the U. S.; ¢ reliance on third- party vendors,
distributors and suppliers; ¢ import and export licensing requirements, tariffs, and other trade and travel restrictions; ¢ global or
regional public health emergencies that could affect our operations or business; ¢ 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 risks are increased with respect to countries such as China that have
substantially different local laws and business practices and weaker protections for intellectual property. In particular,
there is currently significant uncertainty about the future relationship between the U. S. and various other countries,
including China, with respect to trade policies, treaties, tariffs, taxes, and other limitations on cross- border operations.
The U. S. government has made and continues to make significant additional changes in U. S. trade policy and may
continue to take future actions that could negatively impact U. S. trade. For example, legislation has been introduced in
Congress to limit certain U. S. biotechnology companies from using equipment or services produced or provided by
select Chinese biotechnology companies, and others in Congress have advocated for the use of existing executive branch
authorities to limit those Chinese service providers’ ability to engage in business in the U. S. We cannot predict what
actions may ultimately be taken with respect to trade relations between the United States and China or other countries,
what products and services may be subject to such actions or what actions may be taken by the other countries in
retaliation. If we are unable to obtain or use services from existing service providers or become unable to export or sell
our products to any of our customers or service providers, our business could be materially and adversely affected. Our
revenues are subject to foreign exchange rate fluctuations due to the global nature of our operauom Although we have a forelgn
currency risSk management program fervwared-eontrs ; ; A :
enrrenetes-, our efforts to reduce currency exchange -losses—volatlllty may not be successful. As a result currency fluctuations
among our reporting currency, the U. S. dollar, and the currencies in which we do business will affect our operating results,
often in unpredictable ways. In addition, our international operations are subject to regulation under U. S. law. For example, the
FCPA prohibits U. S. companies and their representatives from offering, promising, authorizing or making payments to foreign
officials for the purpose of obtaining or retaining business abroad. In many countries, the health care professionals we regularly
interact with may meet the definition of a foreign government official for purposes of the FCPA. We also are subject to import /
export control laws. Failure to comply with domestic or foreign laws could result in various adverse consequences, including the
possible delay in approval or refusal to approve a product, recalls, seizures, withdrawal of an approved product from the market,




. Our business has a substantial risk
of product liability claims and other litigation liability. We are or may be involved in various legal proceedings, including
securities / shareholder matters and claims related to product liability, intellectual property, employment law,
competition law, data privacy, and breach of contract. Such proceedings may involve claims for, or the possibility of,
damages or fines and penalties involving substantial amounts of money or other relief, including civil or criminal fines
and penalties. If any of these legal proceedings were to result in an adverse outcome, it could have a material adverse
effect on our business. For example, we pay royalties on certain sales of TRIKAFTA / KAFTRIO, SYMDEKO /
SYMKEVI, KALYDECO, ORKAMBI and ALYFTREK pursuant to our agreement with the Cystic Fibrosis
Foundation. The third- party to whom the Cystic Fibrosis Foundation has assigned rights to receive these royalty
payments has made public statements related to the calculation of royalties associated with ALYFTREK. Based on the
agreement between Vertex and the Cystic Fibrosis Foundation, we believe the third party is wrong. If any potential
future adversarial proceedings were not resolved in our favor, however, we could be required to pay a higher royalty
percentage on ALYFTREK sales than we currently expect, and our future cost of goods with respect to ALYFTREK
could increase above our current expectations. The use of our approved products and our product candidates exposes us
to the risk of product liability claims. Product liability claims may be brought against us by people participating in
clinical trials, patients, healthcare providers, or others selling or coming in contact with our products or our product
candidates. There is a risk that our products or our product candidates may induce adverse events. For instance, the
product labels for TRIKAFTA and ALYFTREK include a boxed warning regarding liver injury and liver failure. If we
cannot successfully defend ourselves against product liability claims, we could incur substantial liability and costs, which
could have a material adverse effect on our business or financial condition. In addition, regardless of merit or eventual
outcome, product liability claims may result in: * Decreased demand for our approved products, such as TRIKAFTA
and ALYFTREK, or any product candidate for which we obtain marketing approval; * Inability to successfully
commercialize approved products; * Impairment of our business reputation and exposure to adverse publicity; * New or
increased warnings on our product labels; » Withdrawal of clinical trial participants; « Costs as a result of related
litigation; * Distraction of management’ s attention from our primary business; * Substantial monetary awards to
patients or other claimants; and  Loss of revenue. We have product liability insurance and clinical trial insurance in
amounts that we believe are adequate to cover this risk. However, our insurance may not provide adequate coverage
against all potential liabilities. If a claim is brought against us, we might be required to pay legal and other expenses to
defend the claim, as well as pay uncovered damage awards and these damages could be significant and have a material
adverse effect on our financial condition. 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. We maintain and rely extensively on information technology systems and network
infrastructures for the effective operation of our business. In the course of our business, we collect, store, and transmit
confidential information (including personal information and intellectual property), and it is critical that we do so in a
secure manner to maintain the confidentiality, integrity, and availability of such confidential information. A disruption,
infiltration, or failure of our information technology systems or any of our data centers as a result of software or
hardware malfunctions, computer viruses, cyber- attacks, employee theft or misuse, power disruptions, natural
disasters, floods or accidents could cause breaches of data security and loss of critical data, which in turn could
materially adversely affect our business and subject us to both private and governmental causes of action. While we have
implemented security measures to minimize these risks to our data and information technology systems and have
adopted a business continuity plan to deal with a disruption to our information technology systems, there can be no
assurance that our efforts to protect our data and information systems will prevent breakdowns or breaches in our
systems that could adversely affect our business. In addition, we maintain cyber liability insurance, however, this
insurance may not be sufficient to cover the financial, legal, business or reputational losses that may result from an
interruption or breach of our systems and those of critical third parties. Cyber- attacks are increasing in their frequency,
sophistication, and intensity, and are becoming increasingly difficult to detect. They are often carried out by well-
resourced and skilled parties, including nation states, organized crime groups, “ hacktivists ” and employees or
contractors acting carelessly or with malicious intent. Cyber- attacks include deployment of harmful malware and key
loggers, ransomware, denial- of- service attacks, malicious websites, the use of social engineering, and other means to
affect the confidentiality, integrity and availability of our technology systems and data. Cyber- attacks also include
manufacturing, hardware or software supply chain attacks, which could cause a delay in the manufacturing of products
or products produced for contract manufacturing or lead to a data privacy or security breach. Our business partners
face similar risks and when they experience a security breach of their systems, our security can be adversely affected.
Similar to other companies, we have experienced immaterial cybersecurity incidents, including temporary service
interruptions of third- party suppliers. In addition, our increased use of cloud technologies heightens these third party
and other operational risks, and any failure by cloud or other technology service providers to adequately safeguard their
systems and prevent cyber- attacks could disrupt our operations and result in misappropriation, corruption, or loss of
confidential or propriety information. A significant portion of our workforce continues to leverage hybrid work. Risk of
cyber- attack is increased with employees working remotely. Remote work increases the risk we may be vulnerable to
cybersecurity- related events such as phishing attacks and other security threats. We rely on third parties to carry out
our operations. Failure to maintain our third- party relationships or challenges at or with these third parties could
materially harm our business. Our business depends on relationships with third parties for a variety of functions,



including activities critical to supply and manufacturing, commercialization, research and development, and technology.
Failure by these parties to meet their contractual, regulatory, or other obligations, or any disruption in the relationship
between Vertex and these third parties, could have an adverse effect on our business. Furthermore, these third parties
are subject to their own unique operational and financial risks that are out of our control. When one of our third parties
encounters financial, operational, or other difficulties, our business and results of operations could be negatively affected
. Due to the highly technical nature of our drug discovery and development activities, we require the services of highly qualified
and trained scientists who have the skills necessary to conduct these activities. In addition, we need to attract and retain
employees with experience in development, marketing and commercialization of medicines and therapies, including cell and
genetic therapies. We provide stock- related compensation benefits to all of our key employees that vest over time and therefore
induce them to remain with us and have entered into employment agreements with some executives. However, the employment
agreements can be terminated by the executive on relatively short notice. The value to employees of stock- related benefits that
vest over time can be significantly affected by movements in our stock price and business performance, and may, at any point in
time, be insufficient to counteract more lucrative offers from other companies. We face intense competition for our personnel
from our competitors and other companies throughout our industry, especially with respect to employees with expertise in cell or
genetic therapies. We also experience competition for the hiring of scientific and clinical personnel from universities and
research institutions. Moreover, the growth of local biotechnology companies and the expansion of major pharmaceutical
companies into the Boston area has increased competition for the available pool of skilled employees, especially in technical
helds The hth cost of 11\ ing can make it dm‘lullt to attract employees to our global headquarters in Boston and our

Iesults 1f we do not hd\e sufficient staff to perform necessary fumtlons In addmon the available pool of skilled employees
would be further reduced if immigration laws change in a manner that increases restrictions on immigration. Our ability to
continue to commercialize our products and achieve our research and development objectives depends on our ability to respond
etfectlvely to these demdnds If we are unable to hlre and letdm qudln‘led personnel there could be a material adverse effect on




adverse-pubhietty-tstikely-toresult—I{ our facilities were to experience a catastrophic loss, our operations would be seriously

harmed. Most of our operations, including our research and development activities, are conducted in a limited number of
facilities. If any of our major facilities were to experience a catastrophic loss, due to an earthquake , flood , severe storms, fire or
similar event, our operations could be seriously harmed. For example, our corporate headquarters, as well as additional leased
space that we use for certain logistical and laboratory operations and manufacturing, are located in a flood zone along the
Massachusetts coast. We have adopted business continuity plans to address most crises. However, if we are unable to fully
implement our business continuity plans, we may experience delays in recovery of data and / or an inability to perform vital
corporate functions, which could result in a significant disruption in our research, development, manufacturing and / or
commercial activities, large expenses to repair or replace the facility and / or the loss of critical data, which could have a
material adverse effect on our business . In addition, we maintain property insurance, however, this insurance may not be
sufficient to cover all potential losses that may result from an interruption to our operations . The use of social media
platforms and artificial intelligence tools presents risks and challenges. Social media is being used by third parties to
communicate about our products and product candidates and the diseases our therapies are designed to treat. We believe that
members of the communities supporting serious diseases may be more active on social media as compared to other patient
populations due to the demographics of those patient populations. Social media practices in the pharmaceutical and
biotechnology industries are evolving, which creates uncertainty and risk of noncompliance with regulations applicable to our
business. For example, patients may use social media platforms to comment on the effectiveness of, or adverse experiences with,
a product or a product candidate, which could result in reporting obligations. In addition, our employees may engage on social
media in ways that may not comply with legal or regulatory requirements, which may give rise to liability, lead to the loss of
trade secrets and other intellectual property, or result in public disclosure of protected personal information. There is a risk of
inappropriate disclosure of sensitive information or negative or inaccurate posts or comments about us on any social networking
website. Negative sentiment about us or our business shared over social media, or misinformation disseminated from fraudulent
accounts impersonating our employees or our business, or otherwise, could harm our business and reputation, whether or not it is
based in fact. Certain data protection regulations, such as the GDPR, apply to personal data contained on social media. If any of
these events were to occur or we otherwise fail to comply with applicable regulations, we could incur liability, face regulatory
actions or incur harm to our business, including damage to our reputation. Similar risks relating to inappropriate disclosure of
sensitive information or inaccurate information appearing in the public domain may also apply from our employees engaging
with and use of new artificial intelligence tools, such as ChatGPT. Our stock price may fluctuate. Market prices for securities of
companies such as ours are highly volatile. From January 1, 2623-2024 to December 31, 2623-2024 , our common stock traded
between $ 282377 . 23-85 and $ 443-519 . 80-88 per share. The market for our stock, like that of other companies in the
biotechnology industry, has experienced significant price and volume fluctuations. The future market price of our securities
could be significantly and adversely affected by factors such as: « the information contained in our quarterly earnings releases,
including updates regarding our commercialized products or our product candidates, our net product revenues and operating
expenses for completed periods and financial guidance regarding future periods; * announcements of FDA actions with respect
to our therapies or those of our competitors, or regulatory filings for our therapies or those of our competitors, or announcements
of interim or final results of clinical trials or nonclinical studies relating to our therapies or those of our competitors; ©
announcements we make or commentary by public equity analysts with respect to clinical development of the product
candidates in our pain program; * developments in domestic and international governmental policy or regulation, for example,
relating to drug pricing and tax teferm-law changes ; * technological innovations or the introduction of new drugs by our
competitors; ¢ government regulatory action; ¢ public concern as to the safety of drugs developed by us or our competitors; *
developments in patent or other intellectual property rights or announcements relating to these matters; ¢ information disclosed
by third parties regarding our business or products; ¢ developments relating specifically to other companies and market
conditions for pharmaceutical and biotechnology stocks or stocks in general; ¢ business development, capital structuring or
financing activities; and ¢ general worldwide or national economic, political and capital market conditions, including as a result
of inflation and rapid fluctuations in interest rates. Following periods of volatility in the market price of a company’ s securities,
stockholder derivative lawsuits and securities class action litigation are common. Such litigation, if instituted against us or our
officers and directors, could result in substantial costs and a diversion of management’ s attention and resources. Our effective
tax rate is derived from a combination of applicable tax rates in the various places that we operate globally. Our effective tax
rate may be different than experienced in the past due to numerous factors, including changes in the mix of our profitability
from country to country, tax authority examinations / audits of our tax filings, adjustments to the value of our uncertain tax
positions, changes in accounting for income taxes, and changes in tax laws or modifications of treaties in various jurisdictions.
Any of these factors could cause us to experience an effective tax rate that is significantly different from previous periods or our
current expectations. On-DPeeember+2-Various jurisdictions in which the group operates , 2022-including the U. K. and the
E. U. member states have agreed reached-an-agreement-to implement the minimum tax component (*“ Pillar Two ) of the
Organrzatron for Economic Co- operatron and Development s (the “ OECD’ S ”) global 1nternat10nal tax reform 1n1t1at1ve ‘W‘l-t'h

s&fe—ha-rbefs—that aims effeet—we}y-e*teﬂd—eeﬁam-effeet-ﬁ%dates—to :Fa-nuary—l—292—7—reform 1nternat10nal taxatlon pollcles and

ensure that multinational compames pay taxes wherever they operate and generate profits . Although aspects of E—5-
reed Pillar Two fegistattorrhave been implemented that
affect accountlng perlods w1th1ng our group startlng on -fer—~ or after December 31 sueh-safe-harbors-te-apply—tn-addition,
2023, the B dree-full impact of this initiative on our effective tax rate
will depend on the GEGB—tlmmg of 1mplementatlon within each country in which we operate, the exact nature of each
country ’ s PiHarTwereforms-inte-b-—X-1aw-implementation legislation, guidance and regulations thereon, and their




application by tax authorities either prospectively or retrospectively . We are continuing to evaluate the potential impact on
future periods of the Pillar Two guidance, pending legislative adoption by individual countries, including those in which we do
business. We are subject to ongoing tax audits in various jurisdictions, and local tax authorities may disagree with certain
positions we have taken and assess additional taxes. We regularly assess the probable outcomes of these audits to determine the
appropriateness of our tax provision, and we have established contingency reserves for material tax exposures. However, there
can be no assurance that we will accurately predict the outcomes of these disputes or other tax audits or that issues raised by tax
authorities will be resolved at a financial cost that does not exceed our related reserves and the actual outcomes of these disputes
and other tax audits could have a material impact on our results of operations or financial condition. Our quarterly operating
results are subject to significant fluctuation. Our operating results have fluctuated from quarter to quarter in the past, and we
expect that they will continue to do so in the future. Our revenues are primarily dependent on the amount of net product
revenues from sales of our CF medicines. Our total net product revenues could vary on a quarterly basis based on, among other
factors, the timing of orders from our significant customers. Additional factors that have caused quarterly fluctuations to our
operating results in recent years include variable amounts of revenues; expenses resulting from our significant investments in
research and development, acquired in- process research and development, and commercialization activities; changes in the fair
wate-values of our strategic investments, dertvative-nstraments-and contmgent consideration liabilities; charges for excess and
obsolete inventories riterestineome;nterestexpenses; and our provision for income taxes. Our revenues also are subject to
foreign exchange rate fluctuations due to the global nature of our operatrons Although we have a forelgn currency risk
management program forware— e 6 ; g , our efforts
to reduce currency exchange }esses—volatlllty may not be successful. As a result currency fluctuations among our reportrng
currency, the U. S. dollar, and the currencies in which we do business may affect our operating results, often in unpredictable
ways. Our quarterly results also could be materially affected by significant charges, which may or may not be similar to charges
we have experienced in the past. Most of our operating expenses relate to our research and development activities, do not vary
directly with the amount of revenues and are difficult to adjust in the short term. As a result, if revenues in a particular quarter
are below expectations, we are unlikely to reduce operating expenses proportionately for that quarter. These examples are only
illustrative and other risks, including those discussed in these “ Risk Factors, ” could also cause fluctuations in our reported
financial results. Our operating results during any one period do not necessarily suggest the results of future periods. We expect
that results from our clinical development activities and the clinical development activities of our competitors will continue to
be released periodically, and may result in significant volatility in the price of our common stock. Any new information
regarding our products and product candidates, or competitive products or potentially competitive product candidates, can
substantially affect investors’ perceptions regarding our future prospects. We, our collaborators, and our competitors periodically
provide updates regarding drug and therapy 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 or our competitors and / or information about our or our competitors’ expectations regarding regulatory filings and
submissions as well as future clinical development of our products or product candidates, competitive products or potentially
competitive product candidates. The timing of the release of information by us regarding our drug and therapy development
programs is often beyond our control and is influenced by the timing of receipt of data from our clinical trials and by the general
preference among pharmaceutical companies to disclose clinical data during medical conferences. In addition, the information
disclosed about our clinical trials, or our competitors’ clinical trials, may be based on interim rather than final data that may
involve interpretation difficulties and may in any event not accurately predict final results. The release of such information may
result in volatility in the price of our common stock. General Risk Factors Future indebtedness could materially and adversely
affect our financial condition, and the terms of our credit agreements impose restrictions on our business, reducing our
operatronal ﬂex1b1hty and creatmg default rrsks In .luly 2022 we entered into a credrt agreement provrdrng fora $ 500. 0

599—9—m1-1-1-teﬁ—fe%a—teta-l—ef—$—l—9—bi-l—l-teﬂ— lf we borrow under our current credlt agreement or any future credrt agreements such
indebtedness could have important consequences to our business, including increasing our vulnerability to general adverse
financial, business, economic and industry conditions, as well as other factors that are beyond our control. The credit agreement
requires that we comply with certain financial covenants, including a consolidated leverage ratio covenant. Further, the credit
agreement includes negative covenants, subject to exceptions, restricting or limiting our ability and the ability of our subsidiaries
to, among other things, incur additional indebtedness, grant liens, engage in certain investment, acquisition and disposition
transactions, and enter into transactions with affiliates. As a result, we may be restricted from engaging in business activities that
may otherwise improve our business. Failure to comply with the covenants could result in an event of default that could trigger
acceleration of our indebtedness, which would require us to repay all amounts owed under the credit agreements and / or our
finance leases and could have a material adverse effect on our business. Additionally, our obligations under the credit agreement
are unconditionally guaranteed by certain of our domestic subsidiaries. If we incur additional indebtedness, the risks related to
our business and our ability to service or repay our indebtedness would increase. Issuances of additional shares of our common
stock could cause the price of our common stock to decline. As of December 31, 2023-2024 , we had 257256 . 79 million
shares of common stock issued and outstanding. As of December 31, 2823-2024 , we also had 3-2 . -7 million unvested
restricted stock units (“ RSUs ), +0 . 29 million unvested performance stock units (“ PSUs ”) at target , and outstanding
options to purchase 1.9-6 million shares of common stock with a weighted- average exercise price of $ 354156 . 37-36 per
share. The majority of our unvested RSUs are likely to vest based on our employees’ continued employment. The number of
PSUs that vest is dependent on a potential range of shares issuable pursuant to certain financial and non- financial milestones,



and our employees’ continued employment. Out%tandlng vested optlonq are hkely to be exercmed if the market prlce of our
common stock exceeds the apphcable exercise price —In W sstre-aHm b ; nal-eptions
eur-direetors-. In addition, we may issue additional common %tock or restricted securities in the future as part of financing
activities or business development activities and any such issuances may have a dilutive effect on our then- existing
shareholders. 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. The issuance of restricted common stock or common stock upon exercise
of any outstanding options would be dilutive, and may cause the market price for a share of our common stock to decline. There
can be no assurance that we will repurchase shares of common stock or that we will repurchase shares at favorable prices. In
February 2023, our Board of Directors approved a share repurchase program {the-~Share-Repurehase-Pregram—-pursuant to
which we are authorized to repurchase up to $ 3. 0 billion of our common stock from time to time through open market or
privately negotiated transactions , of which $ 1. 6 billion has been repurchased as of December 31, 2024 . Our stock
repurchases will depend upon, among other factors, market conditions, our cash balances and potential future capital
requirements, results of operations, financial condition, and other factors that we may deem relevant. We can provide no
assurance that we will repurchase stock at favorable prices, if at all. We have adopted provisions in our articles of organization
and by- laws and are subject to Massachusetts corporate laws that may frustrate any attempt to remove or replace members of
our board or to effectuate certain types of business combinations involving us. Provisions of our articles of organization, by-
laws and Massachusetts state laws may frustrate any attempt to remove or replace members of our current Board of Directors
and may discourage certain types of business combinations involving us. Our by- laws allow the Board of Directors to adjourn
any meetings of shareholders prior to the time the meeting has been convened. We may issue shares of any class or series of
preferred stock in the future without shareholder approval and upon such terms as our Board of Directors may determine. The
rights of the holders of 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 also prohibits us from engaging in specified
business combinations with an interested stockholder, subject to certain exceptions, unless the combination is approved or
consummated in a prescribed manner, and places restrictions on voting by any shareholder who acquires 20 % or more of the
aggregate shareholder voting power without approval by non- interested sharecholders. As a result, sharcholders or other parties
may find it difficult to remove or replace our directors or to effectuate certain types of business combinations involving us.
SPECIAL NOTE REGARDING FORWARD- LOOKING STATEMENTS This Annual Report on Form 10- K, including the
descriptions of our Business set forth in Part I, Item 1, our Risk Factors set forth in Part I, Item 1A, and our Management’ s
Discussion and Analysis of Financial Condition and Results of Operations set forth in Part II, Item 7, contains forward- looking
statements. Forward- looking statements are not purely historical and may be accompanied by words such as ““ anticipates, ” “
may, ” “ forecasts, ” ““ expects, ” ““ intends, ” ““ plans, potentially, ” “ believes, seeks, estimates, ”” and other words and
terms of similar meaning. Such statements may relate to: ¢ our expectations regarding the amount of, timing of, and trends with
respect to our financial performance, including revenues, costs and expenses, and other gains and losses; * our expectations
regarding clinical trials, including expectations for patient enrollment, development timelines, the expected timing of data from
our ongoing and planned clinical trials, and regulatory authority filings and other submissions for our therapies; ¢ our beliefs,
expectations, and plans with respect to the commercial launches of CASGEVY for the treatment of SCD and TDT,
ALYFTREK for the treatment of CF, and JOURNAVX for the treatment of moderate- to- severe acute pain; * our ability
to maintain and obtain adequate reimbursement for our products and product candidates, our ability to launch, commercialize
and market our products or any of our other therapies for which we obtain regulatory approval ;ineluading-CASGEVY-, and our
ability to obtain label expansions for existing therapies; * our expectations regarding our ability to continue to grow our CF
business by increasing the number of people with CF eligible and able to receive our medicines and providing improved
treatment options for people who are already eligible for one of our medicines; ¢ the data that will be generated by ongoing and
planned clinical trials and the ability to use that data to advance compounds, continue development e, support regulatory
filings, or accelerate regulatory approval, including our plans to share data in 2025 from the ongoing multiple-aseending
dose-portionrof the Phase++/2-clinical trial of VX- 522 in patients with CF and from Part B of the ongoing clinical trial
evaluating VX- 264 in patients with T1D , and our plans to file for accelerated regulatory approvals based on interim
analyses from the AMPLITUDE study in AMKD and the RAINIER study in IgAN; ¢ our beliefs that ALYFTREK will
provide additional clinical benefits to eligible people with CF, regarding the durable efficacy and effectiveness of
CASGEVY as one- tlme functlonal cure for people Wlth SCD and TDT, and regardlng the beneﬁ-t—ﬂslepfeﬁ-}e—wppeﬁh&g%
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nonclinical studies of our therapies for further investigation, clinical trials or potential use as a treatment; ¢ our plans to continue
investing in our research and development programs, including anticipated timelines for our programs, and our strategy to
develop our pipeline programs, alone or with third party- collaborators; ¢ our beliefs regarding the approximate patient
populations for the disease areas on which we focus; ¢ the potential benefits and therapeutic scope of our acquisitions and
collaborations, including our acquisition of ¥aCyte-Alpine and its lead asset, povetacicept, its potential to become a pipeline
aeeelerate-development-of-oursten in- a- product, and our expectations regarding the Zai collaboration; ¢ our
expectations regarding the lower royalty burden for ALYFTREK; ¢ our plans to expand, strengthen, and invest in our
global supply chains and manufacturing infrastructure and capabllltles, 1nclud1ng for blologlc and cell based—T—l—B
programs;-and eureotaborationr-with-CRISPR-for-their-genc —editing : dev
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hypeimmune-eel-therapies forFHB-; * potential business development activities, including the identification of potential
collaborative partners or acquisition targets; * our ability to expand and protect our intellectual property portfolio and
otherwise maintain exclusive rights to products; ¢ the establishment, development and maintenance of collaborative
relatlonshlps mcludlng potentlal mllestone payments or other obligations +=-ourability-to-expand-and-proteetonr-inteHeetaat

P olie Vetig d ; « potential fluctuations in foreign currency exchange
rates and the effectiveness of our forelgn currency management program; ® our expectatlons regarding the amount of cash to
generated by operations, our cash balance and expected generation and interest income; * our expectations regarding our
provision for or benefit from income taxes and the utilization of our deferred tax assets; ¢ our ability to use our research
programs to identify and develop new product candidates to address serious diseases and significant unmet medical needs; ¢ the
effectiveness of our governance, plans and strategy Wlth respect to managlng cybersecurlty rlsks and other threats to our
1nf0rmat10n technology systems : d 0 atns-and-manufae

: ; ;e our ablhty to attract and refain skilled personnel * our
expectations involving governmental cost containment and other regulatory efforts; * our expectations surrounding the
competitive landscape facing our products and product candidates; and ¢ our liquidity and our expectations regarding the
possibility of raising additional capital. Forward- looking statements are subject to certain risks, uncertainties, or other factors
that are difficult to predict and could cause actual events or results to differ materially from those indicated in any such
statements. These risks, uncertainties, and other factors include, but are not limited to, those described in our Risk Factors, set
forth in Part I, Item 1A, and elsewhere in this report and those described from time to time in our future reports filed with the
Securities and Exchange Commission. Any such forward- looking statements are made on the basis of our views and
assumptions as of the date of the filing and are not estimates of future performance. Except as required by law, we undertake no
obligation to publicly update any forward- looking statements. The reader is cautioned not to place undue reliance on any such
statements. 6+



