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In 2022, we achieved
important progress toward
our 2027 Blueprint for
Precision at Scale, a
five-year growth strategy
to bring transformative
precision medicines

to large populations of
patients with cancer and
blood disorders.

Dear Stockholders:

In 2022, we made important advancements toward our 2027 Blueprint
for Precision at Scale, a five-year growth strategy to bring transformative
precision therapies to large populations of patients with cancer and blood
disorders.

Building on more than a decade of research and development success, we
have built a portfolio of commercial medicines and strong organizational
capabilities and global infrastructure. Our five-year strategy aims to achieve
scale across three focus areas: mast cell disorders including systemic
mastocytosis, or SM, EGFR-driven lung cancer, and CDK2-vulnerable breast
and other cancers. As we achieve our goal of doubling our commercial
portfolio and research and development productivity in this timeframe,

we will dramatically expand our impact on patients globally and drive
exceptional long-term financial performance.
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2 Includes Roche collaboration payments.

In 2022, we more than doubled our commercial
revenue by establishing AYVAKIT® (avapritinib) as the standard of care for
advanced SM in the U.S. and initiating the commercial launch of AYVAKYT®
(avapritinib) for advanced SM in the EU.

In 2023, we expect AYVAKIT net product revenues of $130 million to

$140 million for currently approved indications, and anticipate additional
product revenue resulting from a potential indication expansion in indolent
SM. With more than $1 billion in cash and investments entering 2023 and
continued strong product revenue growth anticipated over the next several
years, we have an exceptionally strong financial foundation to achieve our
ambitious vision.



Today, we are at the precipice of

significant near-term growth in SM due to the compelling
efficacy and safety results we saw in 2022 from the

registration-directed PIONEER clinical trial of AYVAKIT in
patients with indolent SM, an opportunity we estimate to
be 15-fold larger than AYVAKIT's approved advanced SM
indication, if approved. In total, we believe SM represents
more than a $1.5 billion global peak revenue opportunity.

In the PIONEER trial, AYVAKIT achieved the primary and
all key secondary endpoints, demonstrating statistically
significant and clinically meaningful impact on
measures of mast cell burden, disease symptoms, and
quality of life, along with a safety profile favorable to
placebo plus best supportive care.

As we finalize preparations for a potential U.S. launch of
AYVAKIT in indolent SM, we are uniquely positioned to
deliver the first and only disease-modifying therapy to
patients living with this disease.

We are building the foundation

for additional blockbuster opportunities in lung and
breast cancer with a research and development
strategy focused on designing and developing potent
and selective small molecule precision therapies with
first- or best-in-class potential. Today, we are making
important progress generating early clinical data for
multiple therapeutic candidates for EGFR-driven lung
cancer and CDK2-vulnerable breast cancer, and these
results are informing development strategies to create
value for patients and our shareholders.

We are purposefully evolving

our corporate governance as our business continues to
mature and we position Blueprint Medicines for growth,
with an approach that is responsive to shareholder
feedback and consistent with our peers in the
biopharmaceutical industry.

We recently welcomed two new independent directors,
Habib Dable and Dr. John Tsai, which also advanced
our commitment to ensuring our board is comprised
of directors who have the industry experience and
expertise that directly maps to our business strategy
and enables them to think ahead of the current state of

the business. Our board is comprised of exceptionally
competent leaders committed to the long-term mission
of the business. In addition to diversity in expertise, our
board represents strong demographic diversity with five
of ten directors (50 percent) being diverse by gender or
race/ethnicity today. All of our board committees are
chaired and composed solely of independent directors
and the leadership roles on all of our board committees
are held by diverse board members either by gender or
race/ethnicity.

We have also evolved multiple aspects of our
governance having implemented an over-boarding
policy, added proxy access provisions in our bylaws,
adopted an average tenure goal of ten years or less

for independent directors and, beginning in 2023,
introduced performance share unit awards to our equity
incentive program, to further align the interests of our
executive officers with our shareholders.

The future for Blueprint Medicines

is bright because we have the people, portfolio, and
capabilities to successfully execute on our strategy.
Today, Blueprint Medicines is a successful global
commercial-stage biopharmaceutical company with
growing product revenue and a pipeline of promising
programs. We have a clear strategic direction to achieve
our goals and a culture of excellence intentionally

built with participation at all levels. Finally, we have an
impressive board of directors and a passionate team of
employees and partners who are deeply committed to
our vision for changing patient outcomes.

On behalf of our board of directors and employees,
thank you for your continued support and investment in
Blueprint Medicines.

Sincerely,

iAo

Kate Haviland
President, Chief Executive Officer, and Director
On Behalf of the Board of Directors

Cambridge, Massachusetts
April 28,2023
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SM patients sharing creative expression of their disease

In 2022, Blueprint Medicines invited those impacted by systemic mastocytosis (SM) or other mast cell
disorders to share a creative expression of their disease. The resulting artistic submissions illustrate unique
experiences with a disease that is associated with significant symptom burden and isolation, which can
lead to poor physical and physiological quality of life.

Systemic Mastocytosis (SM) is a rare disease where the body’s mast cells (that regulate allergic reactions)
are over-produced and overactive. People living with SM experience debilitating symptoms that can involve
multiple body symptoms such as skin lesions, gastrointestinal issues, brain fog and fatigue and even life-
threatening anaphylaxis. This has significant impact on their daily life: they may need to isolate themselves
to protect against triggers for their symptoms. For more than a decade, Blueprint has partnered with the SM
community to better understand patient burden, accelerate diagnosis and improve treatment.

Popsicle City By Diana

¢l¢

| have suffered from systemic mastocytosis for
nearly 10 years and because so many things

in my life trigger an allergic reaction, | don't
leave home often. My backyard has become
my sanctuary. | use photography as a creative
outlet and the dragonflies that frequent our
pond are my favorite subjects.

%%

Summer at the Pond by Pamela
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Navigating Mastocytosis By Rachael
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This art illustrates what it has
felt like navigating mastocytosis
for me. It's a lot of feeling like
you are running in circles trying
to get your doctors to care, to
navigate our country’s medical
system, and having to ask

every person you need to share
space with to accommodate
you. Fragrances are by far my
biggest trigger and despite
spending a considerable amount
of time educating people

and advocating for increased
accessibilities, it still often feels
like I'm just yelling into a void.

%%

The Abusive Nature of Mast Cell Disease and the

Isolation of Fragrance Triggers of Anaphylaxis

by Eliza
July 10,2022

| snuck out of the house

breathed without your permission

and felt the back of your hand across my red face
the heat on my cheeks lasted into the nausea
and the fear that came over me drove me inside
running toward the house

hoping that

you would just cut me some slack this time.

| begged you to help me

as drops of fear and blood flowed out

clutching the autoinjector that could bring me back to life
as you poisoned me, pained me, and grabbed for my throat
| swallowed down meds to make it more bearable

till your hatred passed
praying for
the option to just sleep it away.

Toxic relationship

| cannot escape you

| am trying to love you in the midst of this

| keep hoping that you will change and I'll be free
to do all of the things that other people do

no longer shamed by the

abuse inflicted

on me by my own body.
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Blueprint Medicines’ rapidly expanding portfolio highlights
our precision therapy leadership
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1. CStone Pharmaceuticals has exclusive rights to develop and commercialize avapritinib and pralsetinib in Greater China. 2. Approved in the U.S. for adults with advanced SM, including aggressive SM (ASM), SM with an
associated hematological neoplasm (SM-AHN) and mast cell leukemia (MCL). Approved in Europe (AYVAKYT®) for adults with ASM, SM-AHN or MCL, after at least one systemic therapy. 3. In collaboration with Roche. 4.
Received U.S. accelerated approval for adults with metastatic RET fusion-positive NSCLC. Received conditional marketing authorization in Europe for adults with advanced RET fusion-positive NSCLC not previously treated
with a RET inhibitor. 5. Zai Lab has exclusive rights to develop and commercialize BLU-945 and BLU-525 in Greater China. 6. Approved in the U.S. for adults with unresectable or metastatic GIST harboring a PDGFRA exon 18
mutation, including PDGFRA D842V mutations. Approved in Europe (AYVAKYT®) for adults with unresectable or metastatic GIST harboring the PDGFRA D842V mutation. 7. Received U.S. accelerated approval for advanced or
metastatic RET-mutant medullary thyroid cancer and RET fusion-positive thyroid cancer.
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Unless otherwise stated, all references to “us,” “our,” “Blueprint,” “Blueprint Medicines,” “we,” the
“Company”” and similar designations in this Annual Report on Form 10-K refer to Blueprint Medicines Corporation and
its consolidated subsidiaries. Blueprint Medicines, AYVAKIT®, AYVAKYT®, GAVRETO® and associated logos are
trademarks of Blueprint Medicines Corporation. Other brands, names and trademarks contained in this Annual Report
on Form 10-K are the property of their respective owners.

RISK FACTOR SUMMARY

Below is a summary of the material risks to our business, operations and the investment in our common stock.
This summary does not address all of the risks that we face. Risks and uncertainties not presently known to us or that we
presently deem less significant may also impair our business operations. Additional discussion of the risks summarized
in this risk factor summary, and other risks that we face, can be found below under the heading “Risk Factors” and
should be carefully considered, together with other information in this Annual Report on Form 10-K in its entirety before
making investment decisions regarding our common stock.

e  We are in the process of growing as a commercial company and the marketing and sale of
AYVAKIT® (avapritinib) (marketed in Europe under the brand name AYVAKYT®), GAVRETO®
(pralsetinib) or any future approved drugs may be unsuccessful or less successful than anticipated.

e  The commercial success of our current and future drugs will depend upon the degree of market
acceptance by physicians, patients, third-party payors and others in the medical community.

e  If the market opportunities for our approved drugs or drug candidates are smaller than we estimate or
if any approval that we obtain is based on a narrower definition of the patient population, our revenue
and ability to achieve profitability may be adversely affected.

e We face substantial competition, which may result in our commercial opportunity being reduced or
limited by others commercializing, developing or discovering drugs before or more successfully than
we do.

e Product liability lawsuits against us could cause us to incur substantial liabilities and could limit
commercialization of any of our approved drugs or drug candidates that we may develop.

e If we are unable to obtain regulatory approval for our drug candidates, including for avapritinib and
pralsetinib for additional indications or in additional geographies, and ultimately commercialize them,
or experience significant delays in doing so, our business may be materially harmed.

e If we experience delays or difficulties in the enrollment of patients in clinical trials, our receipt of
necessary regulatory approvals could be delayed or prevented.

e [fwe are not able to obtain, or if there are delays in obtaining, required regulatory approvals for our
drug candidates and, if applicable, for any related companion diagnostic tests, we will not be able to
commercialize, or may be delayed in commercializing, such drug candidates, and our ability to
generate revenue will be materially impaired.

e Our drugs and drug candidates may cause undesirable side effects that could delay or prevent their
regulatory approval, limit the commercial profile of an approved label, result in restrictive distribution
or result in other negative consequences following marketing approval, if any.

e Positive preclinical data, individual case report presentations, and interim or early or clinical results for
our drug candidates may not be indicative of future results and may not evolve into final clinical data

that supports continued clinical development or into registration-enabling data.

e  We may not be successful in our efforts to expand our pipeline of drug candidates.



We are required to comply with comprehensive and ongoing regulatory requirements for any of our
current or future approved drugs, including conducting confirmatory clinical trials for any drug that
receives accelerated approval. In addition, our current or future approved drugs could be subject to
labeling and other restrictions and market withdrawal and we may be subject to penalties if we fail to
comply with regulatory requirements or experience unanticipated problems with our drugs.

We have incurred operating losses since our inception and anticipate that we will incur continued
losses for the foreseeable future.

We have entered into collaborations and licenses with our partners for the development and
commercialization of several of our drugs and drug candidates. If our collaborations are not successful,
we may not be able to capitalize on the market potential of these drugs and drug candidates.

We rely on third parties to conduct our clinical trials. If these third parties do not successfully carry out
their contractual duties, comply with regulatory requirements or meet expected deadlines, we may not
be able to obtain regulatory approval for or commercialize our drug candidates and our business could
be substantially harmed.

We contract with third parties for the manufacture of our approved drugs and drug candidates,
including for preclinical, clinical and commercial supply. This reliance on third parties increases the
risk that we will not have sufficient quantities of our approved drugs or drug candidates or such
quantities at an acceptable cost, which could delay, prevent or impair our development or
commercialization efforts.

If we are unable to adequately protect our proprietary technology or obtain and maintain patent
protection for our technology and drugs or if the scope of the patent protection obtained is not
sufficiently broad, our competitors could develop and commercialize technology and drugs similar or
identical to ours, and our ability to successfully commercialize our technology and drugs may be
impaired.

Third parties may initiate legal proceedings alleging that we are infringing their intellectual property
rights, the outcome of which would be uncertain and could have a material adverse effect on the
success of our business.

Our business, results of operations and future growth prospects could be materially and adversely
affected by the ongoing COVID-19 pandemic.

We may acquire or in-license businesses, technologies or platforms, approved drugs, drug candidates
or discovery-stage programs, or form strategic alliances, collaborations or partnerships, in the future,
and we may not realize the benefits of such acquisitions, in-licenses, alliances, collaborations or
partnerships.

The price of our common stock has been and may in the future be volatile and fluctuate substantially.



FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K contains forward-looking statements that involve substantial risks and
uncertainties. All statements, other than statements of historical facts, contained in this Annual Report on Form 10-K are
forward-looking statements. In some cases, you can identify forward-looking statements by words such as “aim,”
“anticipate,” “believe,” “contemplate,” “continue,” “could,” “estimate,” “expect,” “intend,” “may,” “plan,” “potential,”
“predict,” “project,” “seek,” “should,” “target,” “will,” “would” or the variation or the negative of these words or other

comparable terminology, although not all forward-looking statements contain these identifying words.
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The forward-looking statements in this Annual Report on Form 10-K include, but are not limited to, statements
about:

e the timing or likelihood of regulatory actions, filings and approvals for our current and future drug
candidates, including our ability to obtain marketing approval for avapritinib and pralsetinib for
additional indications or in additional geographies;

e our ability and plans in continuing to build out our commercial infrastructure and successfully
launching, marketing and selling AYVAKIT (avapritinib) (marketed in Europe under the brand name
AYVAKYT), GAVRETO (pralsetinib) and any current and future drug candidates for which we
receive marketing approval;

e  our expectations regarding the potential benefits of AYVAKIT/AYVAKYT and any current and future
drug candidates in treating patients with indolent SM and advanced SM;

e the rate and degree of market acceptance of AYVAKIT/AYVAKYT and any current and future drug
candidates for which we receive marketing approval;

e the pricing and reimbursement of AYVAKIT/AYVAKYT and any current and future drug candidates
for which we receive marketing approval;

e the initiation, timing, progress and results of our preclinical studies and clinical trials, including our
ongoing clinical trials and any planned clinical trials for our current and future drug candidates and
research and development programs;

e our ability to advance drug candidates into, and successfully complete, clinical trials;

e our ability to successfully develop manufacturing processes for any of our current and future drugs or
drug candidates and to secure manufacturing, packaging and labeling arrangements for development
activities and commercial production;

e the implementation of our business model and strategic plans for our business, drugs, drug candidates,
platform and technology;

e the scope and length of protection we are able to establish and maintain for intellectual property rights
covering our current and future drugs, drug candidates and technology;

e the potential benefits of our collaboration with F. Hoffmann-La Roche Ltd and Genentech, Inc. to
develop and commercialize pralsetinib globally (excluding Greater China), our cancer immunotherapy
collaboration with F. Hoffmann-La Roche Ltd and Hoffmann-La Roche Inc., our collaboration with
CStone Pharmaceuticals to develop and commercialize avapritinib, pralsetinib and fisogatinib in
Greater China, our collaboration with Zai Lab to develop and commercialize BLU-525 and BLU-945,
and any respective back-up forms and certain other forms thereof, as inhibitors of epidermal growth
factor receptor (EGFR) in Greater China, our collaboration with Oncopia Therapeutics, Inc., d/b/a
Proteovant Therapeutics, Inc. (Proteovant), to research and advance novel targeted protein degrader
therapies to address medical needs in oncology and hematology, as well as our ability to maintain
these collaborations and establish additional strategic collaborations;



e the potential benefits of our exclusive license agreement with Clementia Pharmaceuticals, Inc., a
wholly-owned subsidiary of Ipsen S.A. (Clementia), to develop and commercialize BLU-782 for
fibrodysplasia ossificans progressiva;

e the potential benefits of our strategic financing transactions with Garnich Adjacent Investments S.a.r.1.
(Sixth Street Partners) and Royalty Pharma Investments 2019 ICAV (Royalty Pharma) and the
potential acceleration of our commercial products and pipeline resulting from the non-dilutive growth
capital;

e the potential benefits of our license agreement with IDRx, Inc. (IDRx) to develop our development
candidate-stage KIT exon 13 inhibitor, IDRX-73, for the treatment of drug-resistant mutations of non-
PDGFR-driven gastrointestinal stromal tumor (GIST);

e the development of companion diagnostic tests for our current or future drugs or drug candidates;

e our financial performance, estimates of our revenues, expenses and capital requirements and our needs
for future financing, including our ability to achieve a self-sustainable financial profile;

e developments relating to our competitors and our industry;

e the actual or potential benefits of designations granted by U.S. Food and Drug Administration (FDA),
such as orphan drug, fast track and breakthrough therapy designation or priority review; and

e the impact and scope of the ongoing COVID-19 pandemic on our business, operations, strategy, goals
and anticipated milestones, including our ongoing and planned research and discovery activities,
ability to conduct ongoing and planned clinical trials, clinical supply of our current or future drug
candidates or third-party products intended for use as combination therapies or as comparator agents,
and the launch, marketing, sale and commercial supply of AYVAKIT/AYVAKYT, GAVRETO and
any current or future drug candidates for which we receive marketing approval.

Any forward-looking statements in this Annual Report on Form 10-K reflect our current views with respect to
future events or to our future financial performance and involve known and unknown risks, uncertainties and other
important factors that may cause our actual results, performance or achievements to be materially different from any
future results, performance or achievements expressed or implied by these forward-looking statements. We have
included important factors in the cautionary statements included in this Annual Report on Form 10-K, particularly in the
“Risk Factors” section, that could cause actual results or events to differ materially from the forward-looking statements
that we make. Given these uncertainties, you should not place undue reliance on these forward-looking statements. Our
forward-looking statements do not reflect the potential impact of any future acquisitions, mergers, dispositions, joint
ventures or investments we may make or enter into.

You should read this Annual Report on Form 10-K and the documents that we have filed as exhibits to this
Annual Report on Form 10-K completely and with the understanding that our actual future results, performance or
achievements may be materially different from what we expect. Except as required by law, we assume no obligation to
update or revise these forward-looking statements for any reason, even if new information becomes available in the
future.

This Annual Report on Form 10-K also contains estimates, projections and other information concerning our
industry, our business and the markets for certain diseases, including data regarding the estimated size of those markets,
and the incidence and prevalence of certain medical conditions. Information that is based on estimates, forecasts,
projections, market research or similar methodologies is inherently subject to uncertainties and actual events or
circumstances may differ materially from events and circumstances reflected in this information. Unless otherwise
expressly stated, we obtained this industry, business, market and other data from reports, research surveys, studies and
similar data prepared by market research firms and other third parties, industry, medical and general publications,
government data and similar sources.

For purposes of this Annual Report on Form 10-K, including the footnotes to our consolidated financial



statements, (i) with respect to our collaboration for pralsetinib, Roche means F. Hoffmann-La Roche Ltd and Genentech,
Inc., and (ii) with respect to our cancer immunotherapy collaboration, Roche means F. Hoffmann-La Roche Ltd and
Hoffmann-La Roche Inc.



PART I

Item 1. Business.
Overview

We are a global precision therapy company that is inventing life-changing medicines for people with cancer and
blood disorders. Applying an approach that is both precise and agile, we create therapies that selectively target genetic
drivers, with the goal of staying one step ahead across stages of disease. Since 2011, we have leveraged our research
platform, including expertise in molecular targeting and world-class drug design capabilities, to rapidly and reproducibly
translate science into a broad pipeline of precision therapies. Today, we are delivering our approved medicines,
AYVAKIT®/AYVAKYT® (avapritinib) and GAVRETO® (pralsetinib), to patients in the U.S. and Europe, and we are
globally advancing multiple programs for systemic mastocytosis, or SM, lung cancer, breast cancer and other
genomically defined cancers, and cancer immunotherapy.

Our drug discovery approach combines our biological insights with our proprietary compound library and
chemistry expertise to design highly selective and potent precision therapies. We aim to enable potent target inhibition
that provides significant and durable clinical responses, limit side effects driven by off-target activity and combine
therapies to shut down disease drivers and resistance, with the goal of delivering significant and durable clinical benefit
to patients based on the genetic driver of their disease. This uniquely targeted, scalable approach is designed to empower
the rapid design and development of new treatments and increase the likelihood of success. In addition, our business
model integrates our research engine with robust clinical development and commercial capabilities in oncology and
hematology to create a cycle of innovation.

At our Investor Day held in November 2022, we announced our five-year 2027 Blueprint strategy to achieve
what we are calling Precision at Scale, which aims to bring the promise of precision medicine to impact larger patient
populations by leveraging the strength of our scientific leadership, proven development capability, and global integrated
business. Building on our significant achievements over the last decade, the five-year 2027 Blueprint strategy aims to
double our impact across multiple measures of portfolio strength in about half the time.

Specifically, our key strategies and upcoming goals are:

e Launch AYVAKIT in indolent SM, improving treatment options for patients across the spectrum of
the disease and expanding the company's leadership position in SM.

e Advance a robust portfolio of innovative clinical programs, addressing broader patient populations,
towards registration.

e  Grow our research and development pipeline with diverse, high-value programs from the company's
prolific scientific platform

Systemic Mastocytosis and other Mast Cell Disorders — AYVAKIT®/AYVAKYT® (avapritinib) and Elenestinib
(BLU-263)

Avapritinib

We are commercializing avapritinib for the treatment of advanced SM and developing avapritinib for the
treatment of indolent SM. SM is a rare hematologic disorder that causes an overproduction of mast cells and the
accumulation of mast cells in the bone marrow and other organs, which can lead to a wide range of debilitating
symptoms and, in advanced forms of the disease, organ dysfunction and failure. Nearly all cases of SM are driven by the
KIT D816V mutation, which aberrantly activates mast cells.



Avapritinib is approved in the U.S. under the brand name AYVAKIT for the treatment of adult patients with
advanced SM, including aggressive SM or ASM, SM with an associated hematological neoplasm or SM-AHN, and mast
cell leukemia or MCL. In March 2022, the European Commission expanded the marketing authorization for AYVAKYT
to include the treatment of adult patients with ASM, SM-AHN, or MCL, after at least one systemic therapy. After
receiving the European Commission’s approval, we launched AYVAKYT in Europe. These approvals were supported
by our ongoing Phase 1 clinical trial in advanced SM, which we refer to as our EXPLORER trial, and our ongoing Phase
2 clinical trial in advanced SM, which we refer to as our PATHFINDER trial.

At the European Hematology Association, or EHA, Annual Meeting in June 2022, we presented data showing
that AYVAKIT improved overall survival, or OS, and other clinical outcomes in EXPLORER and PATHFINDER trial
patients with advanced SM, when indirectly compared to real-world data for prior best available therapies.

At the American Society of Hematology, or ASH, Annual Meeting in December 2022, we reported
EXPLORER and PATHFINDER trial data showing high, durable response rates and prolonged OS in patients with
advanced SM. Safety data were consistent with previously reported results and the FDA approved labeling of
AYVAKIT, and reinforce the favorable benefit-risk profile of AYVAKIT at the 200 mg once-daily recommended dose.

In addition, we are evaluating avapritinib in an ongoing registration-enabling Phase 2 clinical trial in indolent
SM, which we refer to as our PIONEER trial. In August 2022, we reported positive top-line data for Part 2 of the
PIONEER trial of AYVAKIT plus best available care versus placebo plus best available care, or the control arm,
demonstrating clinically meaningful and highly significant improvements across the primary and key secondary
endpoints, including patient-reported symptoms and objective measures of mast cell burden. AYVAKIT had a favorable
safety profile compared to the control arm, supporting the potential for long-term treatment. Based on these positive
results and a strong safety profile, we submitted a supplemental new drug application, or sSNDA, to the FDA for
AYVAKIT in indolent SM in November 2022. The FDA accepted this SNDA and granted priority review, with an action
date of May 22, 2023 under the Prescription Drug User Fee Act, or PDUFA. In addition, the European Medicines
Agency, or EMA, validated a type II variation marketing authorization application, or MAA, for AYVAKYT in indolent
SM with a start of procedure date of January 27, 2023. We plan to present registrational PIONEER trial data for
AYVAKIT in indolent SM at the American Academy of Allergy, Asthma and Immunology, or AAAAI, Annual Meeting
in February 2023.

The FDA has granted breakthrough therapy designation to avapritinib for (i) the treatment of advanced SM,
including the subtypes of ASM, SM-AHN and MCL, and (ii) the treatment of moderate to severe indolent SM. In
addition, the FDA has granted orphan drug designation to avapritinib for the treatment of mastocytosis, and the
European Commission has granted orphan medicinal product designation to avapritinib for the treatment of
mastocytosis.

Elenestinib (BLU-263)

We are developing elenestinib, or BLU-263, an investigational, orally available, potent and highly selective
KIT inhibitor, for the treatment of indolent SM and other mast cell disorders. Elenestinib is designed to have equivalent
potency as avapritinib, with low off-target activity and lower penetration of the central nervous system, or CNS, relative
to avapritinib based on preclinical data, which we believe will enable development of elenestinib for the treatment of
indolent SM.

We are evaluating elenestinib in an ongoing Phase 2/3 clinical trial in indolent SM, which we refer to as our
HARBOR trial. In December 2022, we announced top-line, 12-week data from the dose-finding Part 1 of the HARBOR
trial. Elenestinib showed improved measures of mast cell burden and patient-reported symptoms, and safety data were
consistent with the preclinical profile of elenestinib and a completed Phase 1 healthy volunteer trial. We plan to present
HARBOR Part 1 trial data for elenestinib in indolent SM at a medical conference in the second half of 2023.

RET-Altered Cancers — GAVRETO® (pralsetinib)

We are developing and commercializing pralsetinib for the treatment of RET fusion-positive non-small cell
lung cancer, or NSCLC, and for the treatment of RET-altered thyroid carcinoma, including medullary thyroid carcinoma,



or MTC. We are also developing pralsetinib for the treatment of other RET-altered solid tumors. We have granted
exclusive licenses to Roche and CStone Pharmaceuticals, or CStone, to develop and commercialize pralsetinib in their
respective territories. See “—Collaborations and Licenses Summary” below.

Pralsetinib received accelerated approval in the U.S. under the brand name GAVRETO for the treatment of
(i) adult patients with metastatic RET fusion-positive NSCLC as detected by an FDA approved test, (ii) adult and
pediatric patients 12 years of age and older with advanced or metastatic RET-mutant MTC who require systemic
therapy, and (iii) adult and pediatric patients 12 years of age and older with advanced or metastatic RET fusion-positive
thyroid cancer who require systemic therapy and who are radioactive iodine-refractory (if radioactive iodine is
appropriate).

Through our collaboration with Roche, the European Commission granted conditional marketing authorization
for GAVRETO as a monotherapy for the treatment of adults with RET fusion-positive advanced NSCLC not previously
treated with a RET inhibitor. In November 2022, Roche withdrew its type II variation MAA to the EMA for pralsetinib
for RET-altered thyroid cancers in the second-line. Roche stated a change in strategy as the reason for the withdrawal,
and that it was unrelated to product quality, efficacy or safety.

Through our collaboration with CStone, GAVRETO is approved by China’s National Medicinal Products
Administration, or NMPA, for the treatment of patients with RET fusion-positive NSCLC previously treated with
platinum-based chemotherapy. In March 2022, China’s NMPA approved GAVRETO for the treatment of RET-mutant
MTC and RET fusion-positive thyroid cancer. In January 2023, the Taiwan Food and Drug Administration, or TFDA,
approved GAVRETO for the treatment of adult patients with RET fusion-positive locally advanced or metastatic
NSCLC, RET-mutant MTC and RET fusion-positive thyroid cancer. GAVRETO was approved in Hong Kong in
July 2022 for the treatment of RET fusion-positive NSCLC.

We are currently evaluating pralsetinib in an ongoing Phase 1/2 clinical trial in patients with RET-altered
NSCLC, MTC and other advanced solid tumors, which we refer to as the ARROW trial. The ARROW trial was fully
enrolled in December 2021 and was subsequently transferred to Roche in May 2022. Pursuant to our collaboration with
Roche, we are co-developing pralsetinib globally in RET-altered solid tumors, including NSCLC, MTC and other
thyroid cancers, as well as other solid tumors.

The FDA has granted breakthrough therapy designation to pralsetinib for (i) the treatment of patients with RET
fusion-positive NSCLC that has progressed following platinum-based chemotherapy, and (ii) the treatment of patients
with RET mutation-positive MTC that requires systemic treatment and for which there are no acceptable alternative
treatments. In addition, the FDA has granted orphan drug designation to pralsetinib for the treatment of RET-rearranged
NSCLC, JAK1/2-positive NSCLC or TRKC-positive NSCLC.

PDGFRA-Driven Gastrointestinal Stromal Tumors — AYVAKIT® / AYVAKYT® (avapritinib)

We are commercializing avapritinib for the treatment of patients with PDGFRA exon 18 mutant GIST, a rare
disease that is a sarcoma, or tumor of bone or connective tissue, of the gastrointestinal tract. Avapritinib is approved in
the U.S. under the brand name AYVAKIT for the treatment of adults with unresectable or metastatic GIST harboring a
PDGFRA exon 18 mutation, including PDGFRA D842V mutations, and is approved in Europe with conditional
marketing authorization under the brand name AYVAKYT as a monotherapy for the treatment of adult patients with
unresectable or metastatic GIST harboring a PDGFRA D842V mutation.

Through our collaboration with CStone, AYVAKIT is approved by China’s NMPA for the treatment of adults
with unresectable or metastatic GIST harboring a PDGFRA exon 18 mutation, including PDGFRA D842V mutations,
and also received accelerated approval from the TFDA and approval in Hong Kong, both for adults with unresectable or
metastatic GIST harboring PDGFRA D842V mutations.

The FDA has granted breakthrough therapy designation for avapritinib for the treatment of unresectable or
metastatic GIST harboring the PDGFRA D842V mutation. In addition, the FDA has granted orphan drug designation to
avapritinib for the treatment of GIST, and the European Commission has granted orphan medicinal product designation



to avapritinib for the treatment of GIST.
EGFR-Mutated NSCLC — BLU-945, BLU-701, BLU-525 and BLU-451

We are developing a portfolio of investigational epidermal growth factor receptor (EGFR) inhibitors with the
potential to address a spectrum of common and uncommon EGFR activating mutations, including exon 19 deletions, the
L858R mutation and exon 20 insertions. Patients with EGFR-driven NSCLC have high medical needs despite current
standards of care. First, osimertinib has demonstrated shorter OS and progression-free survival, or PFS, in patients
whose tumors have activating L858R mutations, and there are limited treatment options for exon 20 insertion-driven
NSCLC. Second, the majority of patients will ultimately progress due to tumor resistance, and preventing mutations
from emerging is an important treatment goal. Third, the brain is a common site of disease progression that has proven
difficult to treat. We are working to address these challenges and prolong patient benefit by advancing development of
rational combinations with our investigational EGFR therapies. Ultimately, we are seeking to address the significant
medical needs in EGFR-mutant NSCLC that affect approximately 60,000 patients in major markets, including the U.S.,
European Union or EU, the UK, and Japan.

EGFR-Positive NSCLC — BLU-945

BLU-945 is a selective and potent investigational inhibitor of the activating EGFR L858R mutation and on-
target T790M and C797X resistance mutations. Early data from the ongoing dose escalation part of the Phase 1/2 trial of
BLU-945, which we refer to as our SYMPHONY trial, were presented at the American Association for Cancer
Research, or AACR Annual Meeting in April 2022. BLU-945 demonstrated dose-dependent decreases in EGFR variant
allele fractions via circulating tumor DNA, or ctDNA, analysis and radiographic tumor reductions. BLU-945 was
generally well-tolerated, with no significant adverse events, or AEs, associated with wild-type EGFR inhibition. In the
second quarter of 2022, we initiated a BLU-945 and osimertinib combination dose-escalation cohort in the ongoing
Phase 1/2 SYMPHONY trial. In October 2022, preclinical data presented at the EORTC-NCI-AACR Molecular Targets
and Cancer Therapeutics Symposium showed that BLU-945 in combination with osimertinib prolonged tumor regression

and survival in EGFR L858R-driven, treatment-naive, patient-derived xenograft models.

In November 2022, at our Investor Day, we reported updated monotherapy dose escalation data from the
SYMPHONY trial showing BLU-945 was generally well-tolerated and led to target ctDNA responses and tumor
shrinkage. In the late-line setting, significant off-target resistance was identified at baseline and end-of-treatment by
ctDNA analysis, leading us to prioritize clinical development of BLU-945 in combination with osimertinib in the first
line, where we do not expect multiple overlapping driver mutations. Additionally, at our Investor Day, we reported early
SYMPHONY trial dose escalation data showing BLU-945 in combination with osimertinib has been generally well-
tolerated to-date. We plan to provide an initial clinical data update on SYMPHONY trial expansion for the combination
of BLU-945 and osimertinib in first-line EGFR L858R-positive NSCLC in the second half of 2023.

EGFR-Positive NSCLC — BLU-701 and BLU-525

BLU-701 is a selective and potent investigational inhibitor of activating EGFR L858R or exon 19 deletion
mutations and the on-target C797X resistance mutation. In November 2022, based on emerging clinical and
pharmacokinetic data, we announced plans to prioritize development of BLU-525, a next-generation EGFR inhibitor,
and deprioritize further development of BLU-701. Compared to BLU-701, based on preclinical data, BLU-525 has a
distinct chemical structure with improved kinome selectivity and differentiated metabolism, and equivalent EGFR
mutation coverage, wild-type EGFR selectivity and CNS penetration. Data supporting the preclinical profile of BLU-525
were reported at the EORTC-NCI-AACR Molecular Targets and Cancer Therapeutics Symposium in October 2022. We

plan to submit an investigational new drug application, or IND, to the FDA for BLU-525 in the first half of 2023.
EGFR Exon 20 Insertion-Positive NSCLC — BLU-451

BLU-451 is a selective and potent investigational inhibitor under development for the treatment of EGFR exon
20 insertion-positive NSCLC that we acquired in December 2021 through our acquisition of Lengo Therapeutics, Inc. In
April 2022, we presented the first preclinical data for BLU-451 at the AACR Annual Meeting demonstrating that
BLU-451 is a wild-type EGFR-sparing, CNS penetrant molecule which potently inhibited a broad range of exon 20
insertions



and uncommon oncogenic point mutations. In addition, BLU-451 led to measurable tumor regression in a preclinical
intracranial tumor model. Based on these foundational preclinical data, in March 2022 we initiated the Phase 1/2 trial of
BLU-451 in patients with EGFR-driven NSCLC harboring exon 20 insertion mutations, which we refer to as our
CONCERTO trial. We plan to present dose escalation data from the CONCERTO trial of BLU-451 in the first half of
2023.

CDK2-Vulnerable Cancers — BLU-222

We are developing an investigational inhibitor, BLU-222, targeting CDK2 for the treatment of patients with
CDK2-vulnerable cancers. CDK2 is a cell cycle regulator and an important cancer target, with relevance across multiple
malignancies, including hormone-receptor-positive breast cancer and other CDK2-vulnerable cancers, such as subsets of
ovarian and endometrial cancer. Across multiple cancer types, aberrant CCNE1 hyperactivates CDK2, resulting in cell
cycle dysregulation and tumor proliferation. Aberrant CCNE1 has been observed as a primary driver of disease, as well
as a mechanism of resistance to CDK4/6 inhibitors and other therapies.

At the AACR Annual Meeting in April 2022, we presented preclinical data showing BLU-222 demonstrated
significant antitumor activity in a CCNE1-amplified ovarian cancer model. BLU-222 in combination with standard of
care agents, including chemotherapy and the PARP inhibitor olaparib, led to sustained tumor regression even after
treatment cessation. At the San Antonio Breast Cancer Symposium, in December 2022, we reported preclinical results
showing BLU-222 in combination with ribociclib led to sustained antitumor activity, in preclinical models of CDK4/6
inhibitor-naive and resistant HR+/HER2 breast cancer, supporting the clinical development of this combination regimen.

In the first quarter of 2022, we initiated the Phase 1/2 trial of BLU-222 in CDK2-vulnerable cancers, which we
refer to as our VELA trial. BLU-222 is being developed as monotherapy and in combination with other agents, including
CDK4/6 inhibitors and estrogen receptor, or ER, antagonists, in hormone-receptor-positive, HER2-negative breast
cancer or HR+/HER2- BC, and as a single agent and in combination in CCNE1-amplified tumor types. We plan to
present VELA trial dose escalation data for BLU-222 in the first half of 2023.

Advanced Cancers — BLU-852

BLU-852 is a selective and potent investigational inhibitor of MAP4K1, a well-characterized immunokinase
that is believed to play a role in T cell regulation. Preclinical data presented at the virtual AACR Annual Meeting in
April 2021 show that MAP4K1 inhibition enhanced intratumoral immune cell activation, overcame regulatory T cell, or
Treg, mediated T cell suppression, and reduced tumor burden both as a monotherapy and in combination with
checkpoint inhibition. These preclinical data support the continued development of BLU-852. In 2022, under our
ongoing cancer immunotherapy collaboration, Roche endorsed a clinical development plan for IND-enabling activities
for BLU-852, as a single agent and in combination with atezolizumab, in advanced cancers.

Discovery Platform

We plan to continue to leverage our discovery platform to systematically and reproducibly identify kinases that
are drivers of diseases in genomically defined patient populations, and craft drug candidates that potently and selectively
target these kinases. In addition, we plan to expand our discovery platform by building capabilities, supported by
external collaborations, for targeted protein degradation of both kinase and non-kinase targets in precision oncology,
with the goal of advancing transformative therapies to patients and further broadening the significant productivity of our
research engine. Beyond the discovery programs described above, we have multiple pre-development candidate
programs for undisclosed kinase targets. In 2022, we nominated two development candidates from our discovery
programs: BLU-525 and IDRX-73, a KIT exon 13 inhibitor that we licensed to IDRx.

In 2022, we started several degrader research programs, including three internal programs and two programs
under our targeted protein degradation collaboration with Proteovant. Through the Proteovant collaboration, we plan to
research and advance up to two novel protein degrader programs into development, with the option to expand to two
additional programs. Under our immunotherapy collaboration with Roche, we are conducting activities for one program:
BLU-852 for the treatment of advanced cancers. See “—Collaborations and Licenses Summary” below.
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Mast Cell Disorders — Wild-Type KIT Inhibition

We are pursuing a research program targeting wild-type KIT, which aims to build on our KIT target leadership
to design a best-in-class oral precision therapy for prevalent mast cell diseases, including chronic urticaria. Wild-type
KIT plays a central role in mast cell survival, proliferation and activation. In addition, mast cells are the primary effector
cells in several allergic-inflammatory diseases, including both inducible and spontaneous chronic urticaria. Chronic
urticaria is a debilitating inflammatory skin disorder characterized by wheals, or hives, and sleep disruption, stress and
anxiety due to severe itching are major contributors to disease burden. We have identified multiple examples of
compounds meeting our target product profile, which includes potent and selective inhibition of wild-type KIT, low
potential for drug/drug interactions, and activity that is peripherally restricted. In the middle of 2023, we plan to
nominate a development candidate targeting wild-type KIT for the treatment of chronic urticaria.

Collaborations and Licenses Summary

Roche—Immunotherapy Collaboration. In March 2016, we entered into a collaboration with Roche to discover,
develop and commercialize small molecule therapeutics targeting kinases believed to be important in cancer
immunotherapy, including the kinase target MAP4K1, as single products or possibly in combination with other
therapeutics.

Roche—Pralsetinib Collaboration. In July 2020, we entered into a collaboration with Roche to develop and
commercialize pralsetinib for the treatment of RET-altered cancers. Under the collaboration, we and Genentech are co-
commercializing GAVRETO in the U.S., and Roche has exclusive commercialization rights for pralsetinib outside of the
U.S., excluding the CStone territory, which consists of Mainland China, Hong Kong, Macau and Taiwan. We and Roche
are also co-developing pralsetinib globally in RET-altered solid tumors, including NSCLC, MTC and other thyroid
cancers, and expanding development of pralsetinib in multiple treatment settings.

CStone. In June 2018, we entered into a collaboration with CStone to develop and commercialize avapritinib,
pralsetinib and fisogatinib, as well as back-up forms and certain other forms, in the CStone territory either as a
monotherapy or as part of a combination therapy.

Clementia. In October 2019, we entered into a license agreement with Clementia, and granted Clementia an
exclusive, worldwide, royalty-bearing license to develop and commercialize BLU-782, as well as specified other
compounds related to the BLU-782 program. BLU-782 is an investigational, orally available, potent and highly selective
inhibitor that targets mutant activin-like kinase 2, or ALK?2, in development for the treatment of fibrodysplasia ossificans
progressiva, or FOP. The FDA has granted a rare pediatric disease designation, orphan drug designation and fast track
designation to BLU-782, each for the treatment of FOP. Clementia initiated patient dosing in a Phase 2 clinical trial of
BLU-782, now referred to as fidrisertib, in the first quarter of 2022.

Zai Lab. In November 2021, we entered into a collaboration with Zai Lab to develop and commercialize
BLU-945 and BLU-701, including their respective back-up forms and certain other forms thereof, for the treatment of
EGFR-driven NSCLC in Greater China, including Mainland China, Hong Kong, Macau and Taiwan. The collaboration
aims to accelerate and expand global development of the licensed products, which currently include BLU-945 and
BLU-525 (which served as a back-up candidate for BLU-701).

Proteovant. In February 2022, we entered into an exclusive collaboration with Proteovant, to jointly research
and advance up to two novel targeted protein degrader therapies as well as up to two additional novel protein degrader
target programs as we may mutually agree with Proteovant (each such program is referred to as a target program). On a
target program-by-target program basis, we will have an exclusive option to obtain a worldwide, exclusive license to
develop and commercialize any licensed compound and licensed product under each target program. Proteovant will
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have the right to opt into the global development and U.S. commercialization of certain licensed compounds and
licensed products under the second target program that we option, and, if we expand to additional target programs,
Proteovant will have the same opt-in right for the fourth target program that we option.

IDRx. In August 2022, we entered into a license agreement with IDRX, Inc., or IDRx, which we refer to as the
IDRx License Agreement. Pursuant to the IDRx License Agreement, we granted IDRx an exclusive, worldwide, royalty-
bearing license to exploit our internally discovered development candidate-stage KIT exon 13 inhibitor, IDRX-73.

In connection with the IDRx License Agreement, we also entered into a stock purchase agreement with IDRX,
which we refer to as the IDRx Stock Purchase Agreement, pursuant to which we received 4,509,105 shares of IDRx’s
Series A preferred stock and the right to receive additional shares of IDRx’s Series A preferred stock through an anti-
dilution provision subject to a defined financing cap as noncash consideration and the eligibility to receive up to $217.5
million in contingent cash payments, including specified development, regulatory and sales-based milestone payments
and tiered royalty payments.

Mergers & Acquisitions Summary

Lengo Therapeutics. In December 2021, we completed our acquisition of Lengo Therapeutics, Inc., along with
its lead compound LNG-451, now known as BLU-451, which is in development for the treatment of NSCLC in patients
with EGFR exon 20 insertion mutations. The acquisition also included additional undisclosed preclinical precision
oncology programs and research tools, including a catalog of covalent, highly brain penetrant kinase inhibitors that we
plan to add to our proprietary compound library to further enable future drug discovery efforts.

We will continue to evaluate additional collaborations, acquisitions, partnerships and licenses that could
maximize the value of our programs and allow us to leverage the expertise of strategic collaborators, partners and
licensors, including in additional geographies where we may not have current operations or expertise. We are also
focused on engaging in collaborations, acquisitions, partnerships and license agreements to capitalize on or expand our
discovery platform.

Financing Arrangement Summary

Royalty Purchase Agreement. In June 2022, we entered into a purchase and sale agreement, which we refer to
as the Royalty Purchase Agreement, with Royalty Pharma. Pursuant to this Royalty Purchase Agreement, we received an
upfront cash payment of $175.0 million and the right to receive up to $165.0 million in certain milestone payments,
subject to the achievement of specified net sales milestones by Roche, in exchange for all of our existing rights to
receive royalty payments on the net sales of GAVRETO worldwide, excluding the CStone territory and U.S. territory
under the terms of the Roche pralsetinib collaboration agreement.

Synthetic Royalty Facility. In June 2022, we entered into a purchase and sale agreement, which we refer to as
the Future Revenue Purchase Agreement, with Sixth Street Partners. In July 2022, upon the closing of the transaction
pursuant to the Future Revenue Purchase Agreement, we received gross proceeds of $250.0 million in exchange for
future royalty payments at a rate of 9.75% on up to $900 million each year of (i) aggregate worldwide annual net product
sales of AYVAKIT/AYVAKYT (avapritinib) and (ii) if it is approved, aggregate worldwide annual net product sales of
elenestinib, but excluding sales in Greater China, subject to a cumulative cap of 1.45 times the upfront invested capital
or a total of $362.5 million. In the event that certain revenue targets are not achieved by specified dates, the royalty rate
and cumulative cap shall be increased to 15% and 1.85 times the invested capital (or $462.5 million), respectively.

Debt Facility. In June 2022, we entered into a Financing Agreement for up to $660.0 million with Sixth Street
Partners. The Financing Agreement provides for (i) a senior secured term loan facility of up to $150.0 million and (ii) a
senior secured delayed draw term loan facility of up to $250.0 million to be funded in two tranches at our choice. The
loans will mature on June 30, 2028 and bear interest at a variable rate equal to either the Secured Overnight Financing
Rate (SOFR) plus 6.50% or the base rate plus 5.50%, subject to a floor of 1% and 2% with respect to the SOFR and base
rate, respectively. We received initial gross proceeds of $150.0 million as part of a term loan in July 2022. In addition,
we may at any time request an incremental term loan in an amount not to exceed $260.0 million on terms to be agreed
and subject to the consent of the lenders providing such incremental term loan.
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(1)  CStone Pharmaceuticals has exclusive rights to develop and commercialize avapritinib and pralsetinib in Greater China.

(2)  Approved in the U.S. for adults with advanced SM, including aggressive SM (ASM), SM with an associated hematological neoplasm (SM-AHN) and mast cell
leukemia (MCL). Approved in Europe (AYVAKYT®) for adults with ASM, SM-AHN or MCL, after at least one systemic therapy.

(3) Incollaboration with Roche.

(4) Received U.S. accelerated approval for adults with metastatic RET fusion-positive NSCLC. Received conditional marketing authorization in Europe for adults
with advanced RET fusion-positive NSCLC not previously treated with a RET inhibitor.

(5)  Zai Lab has exclusive rights to develop and commercialize BLU-945 and BLU-525 in Greater China.

(6)  Approved in the U.S. for adults with unresectable or metastatic GIST harboring a PDGFRA exon 18 mutation, including PDGFRA D842V mutations.
Approved in Europe (AYVAKYT®) for adults with unresectable or metastatic GIST harboring the PDGFRA D842V mutation.

(7)  Received U.S. accelerated approval for advanced or metastatic RET-mutant medullary thyroid cancer and RET fusion-positive thyroid cancer.

Our Strategy

As a fully-integrated, global precision therapy company focused on discovering, developing and
commercializing a portfolio of precision therapies, our vision is to bring the promise of precision medicine to as many
patients with cancer and blood disorders as possible. To achieve this goal, key elements of our strategy are as follows:

e Accelerate the adoption of our approved medicines, including AYVAKIT and GAVRETO in the U.S.
and AYVAKYT in Europe, continue to strengthen and expand our global commercial capabilities and
prepare for additional planned commercial launches in additional indications, including indolent SM.

e Deepen our strategic focus on SM and related mast cell disorders by seeking regulatory approval for
avapritinib for the treatment of indolent SM and developing elenestinib for the treatment of indolent
SM, as well as exploring opportunities to address the needs of additional patient populations with
adjacent mast cell disorders.

e  Advance our innovative research programs, including BLU-945, BLU-525 and BLU-451, our selective
and potent EGFR inhibitors for EGFR-driven NSCLC, BLU-222, our selective and potent CDK2
inhibitor for CDK2-vulnerable cancers, and our other preclinical programs, rapidly through
development with plans to seek regulatory approval.

e Expand our broad, differentiated precision medicine pipeline, with a focus on genomically defined
cancers and blood disorders and continued internal discovery research and innovation, as well as
opportunities to acquire or in-license complementary technologies or therapies.

e Evaluate potential additional collaborations, partnerships and licenses that could maximize the value of
our existing programs and allow us to leverage the expertise of strategic collaborators, partners and
licensors, including in additional geographies where we may not have current operations or expertise.

e Maintain a commitment to building a corporate culture centered by our focus on patient needs,
science-driven approach to drug development, and organizational strength through the diversity of
experience and perspective across our workforce.

Our Precision Therapy Approach

Our approach is to systematically and reproducibly identify drivers of disease in genomically defined patient
populations and to craft drug candidates that provide significant and durable clinical responses to patients. This approach
enables us to drug known targets that have been difficult to inhibit selectively and also identify, characterize and design
drug candidates to inhibit novel targets. By focusing on diseases in genomically defined patient populations, we believe
that we can quickly identify the patients most likely to respond, resulting in a more efficient development path with a
greater likelihood of success. To date, our approach has been enabled by our drug discovery platform consisting of two
pillars: (1) a proprietary, highly-annotated library of novel compounds; and (2) a novel target discovery engine, which is
a comprehensive process that interrogates kinase biology from many angles using genomics, structural biology and cell
biology.

We have initially focused our efforts on kinase drug discovery and development. Kinases are enzymes that
function in many signaling pathways to regulate critical cellular functions. Kinase-dependent signaling networks are
present in multiple different cell types and deregulation of these networks can lead to disease pathology. Abnormal
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activation of kinases has been shown to drive several key activities of cancer cells, including growth, survival,
metabolism, cell motility and angiogenesis. Kinases may become abnormally activated through a number of
mechanisms, including when: (1) a gene mutates creating a change in the resulting protein sequence; (2) chromosomes
become rearranged creating a translocation or a fusion gene; or (3) excessive amounts of protein are created due to gene
duplication or dysregulation leading to overexpression. There is a strong link between genomic alterations in kinases and
disease, including specific forms of cancer and rare diseases. Several kinases have been validated as oncogenes, which
are genes that when altered can initiate and maintain cancer growth. Ongoing genomic analyses of tumor data sets
continue to identify new roles for kinases as drivers of disease.

We believe there is substantial opportunity for developing novel and transformative therapies that target well
characterized but currently difficult-to-drug kinases as well as kinases of unknown biology which constitute the majority
of the kinome, by:

e Crafting very selective kinase drugs. Due to the high degree of homology between kinases, specific
targeting of a given kinase can be challenging. Many of the approved kinase drugs inhibit multiple
kinases and are referred to as multi-kinase inhibitors. Due to inhibition of off-target kinases, these
multi-kinase inhibitors often give rise to severe unwanted effects, which can negatively impact the
ability to dose patients at sufficient levels to achieve optimal efficacy. We believe increasing
selectivity will minimize off-target toxicities and will improve efficacy by enabling higher dose levels
and greater target inhibition. Further, combination therapies require that the drugs have
non-overlapping toxicities, which could be minimized with more selective agents.

e  Generating novel chemical matter required to target difficult-to-drug kinases. Novel chemical matter
is needed to address targets that are known but have proven difficult-to-drug. Pharmaceutical
companies generally rely on known chemical families as the basis of drug discovery programs.
Consequently, the vast majority of pharmaceutical companies have similar compound libraries. New
approaches are needed to develop novel chemistry and differentiated libraries that can inhibit
difficult-to-drug kinases in alternate ways.

e Overcoming resistance mediated by the alteration of kinase targets, and helping solve for intractable
sites of progression, such as the brain. Most approved kinase inhibitors provide only temporary
disease control. Patients may relapse due to the emergence of on-target resistance mutations or in
cancer, tumors progress because therapies are unable to cross the blood-brain barrier to treat or prevent
CNS metastases. Novel approaches, including innovative combinations, are needed to predict and
inhibit resistant mutants and address common sites of progression including the brain, thus providing
more durable clinical responses.

In addition, we are expanding our discovery platform by building capabilities, supported by external
collaborations, for targeted protein degradation of both kinase and non-kinase targets in precision oncology, with the
goal of advancing transformative therapies to patients and further broadening the significant productivity of our research
engine.

Disease Overviews
Systemic Mastocytosis (SM)

SM is a disorder of the mast cells, the key effector cells of allergic inflammation, which have several
physiologic roles including wound healing, regulation of vascular and epithelial permeability and immune cell
recruitment. The signature of SM is the overproduction of mast cells and the accumulation of mast cells in the bone
marrow and other organs, including the liver, spleen, gastrointestinal tract and bones. Mast cell activation and histamine
release can lead to severe allergic symptoms ranging from a skin rash to hives, fever and anaphylaxis, while mast cell
accumulation in advanced cases of SM can eventually lead to organ dysfunction and failure.

SM comprises a spectrum of disease, with nearly all patients (approximately 95 percent) having a KIT D816V
mutation as the underlying driver of the disease. The diagnosis, which is usually made in adulthood, involves a complex
diagnostic algorithm that begins with confirmation of SM and subsequently categorizes patients into non-advanced or
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advanced subtypes of disease. Indolent SM, which represents the vast majority of non-advanced SM cases and is the
most common form of SM, is characterized by often severe, unpredictable and debilitating symptoms due to mast cell
activation. Symptoms may include hypersensitivity reactions, including unpredictable anaphylaxis, gastrointestinal
distress including severe nausea, vomiting and diarrhea, and extensive skin rashes that cause pain, discomfort and social
isolation. Advanced SM is a rarer form of SM associated with mast cell infiltration of organ systems resulting in
increasingly severe impact on life expectancy, and includes three subsets: ASM, SM-AHN and MCL. These advanced
forms of SM have historically had a median OS of less than six months to 3.5 years and are characterized by prominent
organopathy and dysfunction, as well as the debilitating symptoms of mast cell activation.

Advanced SM accounts for approximately 5-10 percent of the patients, or about 5,000 patients in the U.S.,
France, Germany, Italy, Spain, the United Kingdom and Japan, which we collectively refer to as the Major Markets.
Non-advanced SM, including indolent SM and an intermediate form referred to as smoldering SM, account for the
remaining 90-95 percent of patients, or about 70,000 patients in Major Markets. Population studies estimate the
prevalence rate of all subtypes of SM is approximately 9.6 per 100,000 people.

The current treatment paradigm for SM varies by disease subtype. Currently, there are no approved targeted
therapies other than avapritinib designed to potently and selectively inhibit the KIT D816V mutation. There are two
approved therapies for advanced SM: midostaurin and imatinib. Midostaurin is a multi-kinase inhibitor with limited KIT
D816V inhibitory activity. Imatinib is approved only for patients with the ASM subtype who do not harbor the KIT
D816V mutation, or who have an unknown mutation status. Other treatments used in advanced SM include interferon
alpha or cytoreductive agents to reduce mast cell burden, or treatments aimed at addressing the associated blood
disorder.

For patients with non-advanced SM, management is symptom-directed and includes avoidance of triggers of
mast cell activation (such as insect stings). Treatments for non-advanced SM include histamine blockers, cromolyn,
epinephrine, corticosteroids, and, in cases of refractory patients, cytoreductive agents. Patients often take multiple
symptom-directed treatments to manage their disease, and a reduction in polypharmacy burden is an important treatment
goal. Within non-advanced SM, key opinion leaders see the greatest degree of medical need for a significant portion of
patients who have a heavy symptom burden that current therapies fail to address.

We are developing avapritinib for the treatment of SM and elenestinib for the treatment of SM and other mast
cell disorders. Previously reported clinical data of avapritinib and elenestinib for patients with SM are described below.

Clinical Trial Data in SM
Avapritinib—Phase 1 EXPLORER Trial and Phase 2 PATHFINDER Trial

We are evaluating avapritinib for the treatment of patients with advanced SM in our EXPLORER and
PATHFINDER clinical trials. The EXPLORER trial is an open-label, single-arm Phase 1 trial. The PATHFINDER trial
is an open-label, single-arm Phase 2 trial. Both trials have completed enrollment. For both the EXPLORER and
PATHFINDER trials, key endpoints include overall response rate, or ORR, duration of response, or DOR, quantitative
measures of mast cell burden, patient-reported outcomes and safety.

Data Presented at the European Hematology Association Annual Meeting in June 2022

In the EXPLORER and PATHINDER trials, 176 patients with advanced SM received avapritinib across doses
as of an April 20, 2021 data cutoff date. Pooled data from these patients were indirectly compared to clinical outcomes
from patients who received best available therapy in real-world clinical practice, including 94 midostaurin-treated
patients and 44 cladribine-treated patients. The confidence interval, or CI, represents the confidence interval of the
reported endpoints.

Clinical Activity Data. Avapritinib improved clinical outcomes when retrospectively compared to best available
therapies, including midostaurin and cladribine, in the real-world study cohort. The median OS was not reached (95%
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CI: 46.9 months, not estimated) for avapritinib, 28.6 months (95% CI: 18.2, 44.6) for midostaurin and 23.4 months (95%
CI: 14.8, 40.6) for cladribine.

Data Presented at the American Society of Hematology Annual Meeting in December 2022

Twenty-five treatment-naive patients from the PATHFINDER trial and 57 patients from the EXPLORER trial —
regardless of line of therapy — received avapritinib and were evaluable for response as of the data cutoff dates. ORR was
defined as complete remission with full or partial recovery of peripheral blood counts, or CR/CRh, partial remission or
clinical improvement. Response assessments were completed per central review, and all reported clinical responses were
confirmed.

Clinical Activity Data. In treatment-naive patients from the PATHFINDER trial, the ORR was 84 percent and
the CR/CRh rate was 32 percent as of a data cutoff date of April 20, 2021. The median DOR has not been reached, and
the estimated 24-month OS rate was 88 percent. In 19 response-evaluable patients with SM-AHN, the ORR was 95
percent, the CR/CRh rate was 37 percent and the estimated 24-month OS rate was 86 percent. In patients across lines of
therapy from the EXPLORER trial, the ORR was 77 percent as of the data cutoff date of April 5, 2022. Median DOR
and OS were not reached in patients followed for up for six years.

Safety Data. Avapritinib showed a favorable benefit-risk profile in 38 treatment-naive patients from the
EXPLORER trial and 69 patients across lines of therapy from the EXPLORER trial, with safety results consistent with
previously reported data and the FDA approved labeling for avapritinib. The most common treatment-related AEs
included periorbital edema, thrombocytopenia, peripheral edema, anemia and nausea. Discontinuations due to treatment-
related AEs occurred in four treatment-naive patients, or 11 percent, since the initiation of the PATHFINDER trial in
2018, and seven patients across lines of therapy, or 10 percent, since the initiation of the EXPLORER trial in 2016.

Avapritinib—Phase 2 PIONEER Trial

PIONEER is a randomized, double-blind, placebo-controlled, registration-enabling trial evaluating avapritinib
in patients with indolent SM. The trial includes three parts: dose-finding Part 1, registration-enabling Part 2 and long-
term treatment Part 3. All patients who completed Parts 1 or 2 had an opportunity to receive treatment with avapritinib in
Part 3. Key trial endpoints include the change in patient-reported disease symptoms as measured by the Indolent SM
Symptom Assessment Form Total Symptom Score, or ISM-SAF TSS, quantitative measures of mast cell burden and
safety.

Top-Line Data Reported in August 2022

Part 2 of the PIONEER trial enrolled 141 patients with avapritinib 25 mg once-daily dosing plus best available
care and 71 patients with placebo plus best available care, or the control arm. Eligibility criteria include an indolent SM
diagnosis confirmed by central pathology review, and moderate-to-severe symptom burden despite an optimized
regimen of best available care. Patients were able to continue symptom-directed therapies while receiving AYVAKIT or
placebo. Results were reported as of a data cutoff date of June 23, 2022.

Clinical Activity Data. Part 2 of the PIONEER study showed clinically meaningful and highly significant
improvements across the primary and all key secondary endpoints, including patient-reported symptoms and objective
measures of disease burden. For the avapritinib arm relative to the control arm, the trial achieved the primary endpoint
with a highly significant difference in the mean change in TSS at 24 weeks (p=0.003). The avapritinib arm had a
reduction of 15.6 points in mean TSS at 24 weeks, which continued to deepen to 20.2 points at 48 weeks in patients who
rolled over to the Part 3 open-label extension study. At 24 weeks, the control arm had a reduction of 9.2 points in mean
TSS. In addition, the trial met all key secondary endpoints, including significant improvements across measures of mast
cell burden. More than half of AYVAKIT-treated patients had a greater than or equal to 50 percent reduction of serum
tryptase, compared to no patients in the control arm (53.9% vs. 0%; p<0.0001).

Safety Data. Avapritinib had a favorable safety profile compared to the control arm. The rate of AEs was 90.8
percent in the avapritinib arm and 93.0 percent in the control arm. Serious AEs occurred in 5.0 percent of avapritinib-
treated patients, compared to 11.3 percent of patients in the control arm. Discontinuations due to treatment-related AEs
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occurred in 0.7 percent of avapritinib-treated patients and 0 percent of patients in the placebo arm. The avapritinib arm
had a lower rate of cognitive AEs than the control arm - 2.8% avapritinib vs. 4.2% control — and there were no
intracranial bleeding events. Treatment-related AEs reported in at least three patients in either arm and at least 5 percent
of avapritinib-treated patients included headache, nausea, peripheral edema and periorbital edema.

Elenestinib —Phase 2/3 HARBOR Trial

HARBOR is a randomized, double-blind, placebo-controlled trial evaluating elenestinib in patients with
indolent SM. The trial includes multiple parts including dose-finding Part 1, registration-enabling Part 2 and long-term
treatment Part 3. All patients who complete Parts 1 or 2 will have an opportunity to receive treatment with elenestinib in
Part 3. Key trial endpoints include the change in patient-reported disease symptoms as measured by the ISM-SAF TSS,
quantitative measures of mast cell burden and safety.

Top-Line Data Reported in December 2022

Part 1 of the HARBOR trial enrolled 29 patients who received elenestinib plus best available care, including 10
patients at 25 mg once daily, 10 patients at 50 mg once daily and nine patients at 100 mg once daily, and 10 patients who
received placebo plus best available care.

Clinical Activity Data. Based on top-line, 12-week results from Part 1 of the HARBOR trial, elenestinib
treatment led to rapid improvements in objective measures of mast cell burden, including serum tryptase and KIT
D816V allele fraction, and TSS as measured by the ISM-SAF.

Safety Data. Elenestinib safety results were consistent with its preclinical profile and a completed Phase 1
healthy volunteer trial. Elenestinib was generally well-tolerated and there were no discontinuations due to AEs.

RET-Altered Cancers

RET is a receptor tyrosine kinase that activates multiple downstream pathways involved in cell proliferation
and survival. RET can be activated by mutation or when a portion of the RET gene that encodes the kinase domain is
joined to part of another gene creating a fusion gene that encodes an aberrantly activated RET fusion protein. RET
activating mutations are implicated in advanced MTC (approximately 90 percent of patients), and RET fusions are
implicated in several cancers, including papillary thyroid carcinoma (approximately 10- 20 percent of patients) and
NSCLC (1-2 percent of patients). We estimate that in the Major Markets, there are approximately 8,900 first-and
second-line patients with RET-altered NSCLC and 1,300 patients with MTC, regardless of line of therapy or alteration.
In addition, oncogenic RET alterations are observed at low frequencies in colorectal, breast, pancreatic and other
cancers, providing a therapeutic rationale for the use of RET inhibitors in multiple patient subpopulations.

The identification of RET fusions as drivers in some cancers prompted the use of approved multi-kinase
inhibitors with RET inhibitory activity to treat patients whose tumors express a RET fusion protein. However, we
believe these drugs cannot be dosed at levels required to sufficiently inhibit RET due to toxicities that result from
inhibition of the primary targets. For example, currently approved therapies such as vandetanib and cabozantinib
demonstrate lower objective response rates, or ORR, and DOR in patients with RET-altered NSCLC compared to
selective kinase inhibitors targeting other kinase drivers such as EGFR, ALK and ROS1.

One of the greatest challenges in treating cancer is the ability of tumor cells to become resistant to therapy.
Kinase reactivation via mutation to evade small molecule inhibition is a common mechanism of resistance. We have
predicted future resistance mutations of drugs with RET inhibitory activity. Thus, there is a clear need for a selective
RET inhibitor that targets both oncogenic RET fusions and activating mutations and their predicted RET resistance
mutations.

Currently, pralsetinib (under the brand name GAVRETO) is the only once-daily RET-targeted therapy
approved by the FDA for the treatment of certain RET-altered NSCLC and thyroid cancers in the U.S. Pursuant to our
collaboration with Roche, we are co-developing pralsetinib globally in RET-altered solid tumors, including NSCLC,
MTC and other thyroid cancers, as well as other solid tumors.
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Gastrointestinal Stromal Tumors (GIST)

GIST is a rare disease that is a sarcoma of the gastrointestinal tract. Tumors arise within cells in the wall of the
gastrointestinal tract and occur most often in the stomach or small intestine. Most patients are diagnosed between the
ages of 50-80 with diagnosis triggered by gastrointestinal bleeding, incidental findings during surgery or imaging, or in
rare cases, acute presentation due to tumor rupture or gastrointestinal obstruction. The standard workup at primary
presentation includes pathologic confirmation and imaging to assess extent of disease.

The GIST treatment paradigm has advanced dramatically over the past years. Patients diagnosed with localized
disease undergo potentially curative tumor resection, while imatinib is given to high risk resected patients to prolong the
time to recurrence. The advent of imatinib has improved the prognosis of patients with unresectable or metastatic disease
to a five-year median OS. Unresectable or metastatic patients typically receive imatinib, followed by sunitinib and
regorafenib as the disease progresses.

GIST is a tumor type that depends on continued signaling of a single, aberrantly active kinase. About 5 to 6
percent of primary GIST cases are caused by a PDGFRA D842V mutation, the most common PDGFRA exon 18
mutation. Published data have shown poor outcomes in patients with unresectable or metastatic PDGFRA D842V
mutant GIST treated with imatinib and other approved therapies that do not specifically target PDGFRA mutations.
Progression can occur within as little as three months, and the median OS is 15 months for patients with advanced
disease. Currently, AYVAKIT is the only FDA-approved treatment for patients with D842V mutant PDGFRA-driven
GIST.

EGFR-Mutated NSCLC

Among the 80 to 85 percent of lung cancers classified as NSCLC, it is estimated that about 10-15 percent of
cases in the U.S. and Europe, and about 40-50 percent of cases in Asia are caused by activating EGFR mutations. In
recent years, the introduction of EGFR-targeted therapies including osimertinib has dramatically improved outcomes in
patients with EGFR-mutated NSCLC. However, there remains a significant need for new treatment options. For
example, osimertinib has demonstrated shorter OS and progression-free survival in patients whose tumors have
activating L858R mutations than those with exon 19 deletions, which we believe is due to incomplete inhibition of the
L858R mutation, and there are limited treatment options for exon 20 insertion-driven NSCLC. In addition, there is a
need to prevent the emergence of on- and off-target resistance mechanisms, and to prevent or treat CNS metastases.

We are developing BLU-945 in combination with osimertinib for the treatment of first-line EGFR L858R-
positive NSCLC. In a planned SYMPHONY trial expansion, patients with first-line EGFR L858R-positive NSCLC will
be randomized to receive BLU-945 in combination with osimertinib or osimertinib monotherapy. We expect to provide
an initial clinical data update on the SYMPHONY trial expansion for the combination of BLU-945 and osimertinib in
first-line EGFR L858R-positive NSCLC in the second half of 2023.

We are developing BLU-525 for the treatment of patients with EGFR-mutated NSCLC. We plan to submit an
IND for BLU-525 to the FDA in the first half of 2023.

We are developing BLU-451 for the treatment of patients with NSCLC harboring EGFR exon 20 insertion
mutations, and we plan to present dose escalation data from the Phase 1/2 CONCERTO trial for this patient population
in the first half of 2023.

Clinical Trial Data in EGFR-Driven NSCLC
BLU-945—Phase 1/2 SYMPHONY Trial

SYMPHONY is a Phase 1/2, open-label trial designed to evaluable the safety, tolerability and anti-tumor
activity of BLU-945 in patients with EGFR-mutated NSCLC. The trial includes dose escalation arms of BLU-945
monotherapy and BLU-945 in combination with osimertinib in patients with late-line EGFR-mutated NSCLC. Dose
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expansion is planned, including a randomized study of BLU-945 in combination with osimertinib versus osimertinib
monotherapy in treatment-naive patients with EGFR L858R-positive NSCLC.

Data Presented at the American Association of Cancer Research in April 2022

In the SYMPHONY trial, 33 patients with EGFR-mutant NSCLC received BLU-945 across five dose escalation
cohorts, ranging from 25 mg once-daily to 400 mg once-daily, as of a March 9, 2022 cutoff date. The majority of
patients, or 79 percent, received at least three lines of systemic therapy.

Clinical Activity Data. Pharmacokinetic results for BLU-945 showed dose-proportional plasma concentrations,
with exposures at increasing doses consistent with broad EGFR mutation coverage, based on preclinical activity
thresholds. In addition, ctDNA results for patients with detectable T790M and C797S allele fractions at baseline and
available post-baseline assessments showed dose-dependent reductions in both variant allele fractions. In patients treated
with 400 mg once-daily dosing, all detectable T790M and C797S allele fractions declined, including three that fell below
the limit of detection, reflecting clearance. Tumor shrinkage was observed in patients treated with 200-400 mg QD doses
of BLU-945, including an unconfirmed partial response in a patient treated with 400 mg QD dosing.

Safety Data. BLU-945 was generally well-tolerated at all doses tested. The most common AEs, regardless of
relationship to BLU-945, were nausea, headache, fatigue, cough, dyspnea, vomiting, hyponatremia, dry mouth and
anemia. Reported AEs associated with wild-type EGFR inhibition were infrequent and low grade. One dose-limiting
toxicity, Grade 3 transaminitis, occurred in the 400 mg QD cohort, which improved with dose interruption. There were
no treatment discontinuations due to AEs.

CDK2-Vulnerable Cancers

We are developing an investigational inhibitor, BLU-222, targeting CDK2 for the treatment of patients with
CDK2-vulnerable cancers. CDK2 is a cell cycle regulator and an important cancer target, with relevance across multiple
malignancies, including hormone-receptor-positive breast cancer and other CDK2-vulnerable cancers, such as subsets of
ovarian and endometrial cancer. Across multiple cancer types, aberrant CCNE1 hyperactivates CDK2, resulting in cell
cycle dysregulation and tumor proliferation. Aberrant CCNE1 has been observed as a primary driver of disease, as well
as a mechanism of resistance to CDK4/6 inhibitors and other therapies.

At the AACR Annual Meeting in April 2022, we presented preclinical data showing BLU-222 demonstrated
significant antitumor activity in a CCNE1-amplified ovarian cancer model. BLU-222 in combination with standard of
care agents, including chemotherapy and the PARP inhibitor olaparib, led to sustained tumor regression even after
treatment cessation. At the San Antonio Breast Cancer Symposium, in December 2022, we reported preclinical results
showing BLU-222 in combination with ribociclib led to sustained antitumor activity in preclinical models of CDK4/6
inhibitor-naive and resistant HR+/HER2 breast cancer, supporting the clinical development of this combination regimen.

In the first quarter of 2022, we initiated the Phase 1/2 trial of BLU-222 in CDK2-vulnerable cancers, which we
refer to as our VELA trial. BLU-222 is potent and selective CDK2 inihibitor being developed as monotherapy and in
combination with other agents, including CDK4/6 inhibitors and estrogen receptor, or ER, antagonists, in hormone-
receptor-positive, HER2-negative breast cancer or HR+/HER2- BC, and as a single agent and in combination in
CCNEl-amplified tumor types. We plan to present dose escalation data from this VELA trial of BLU-222 in the first
half of 2023.

Advanced Cancers

Immunokinases are known to regulate numerous aspects of immune response, and inhibiting immunokinases
may enhance the immune system’s ability to recognize and eradicate tumor cells in patients with advanced cancers.
MAP4K1 represents a well-characterized immunokinase target. In preclinical studies, MAP4K1 has shown suppressive
effects across a range of immune cells, including T cells and dendritic cells. In addition, the loss of MAP4K1 kinase
activity alone, and in combination with checkpoint inhibition, has been sufficient to enhance T cell receptor signaling,
resulting in anti-tumor immune responses. This research supports the broad potential of MAP4K1 as a therapeutic target
for the treatment of cancer.
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We are developing BLU-852, a potent and selective MAP4K 1 inhibitor, for the treatment of advanced cancers.
In 2022, under our ongoing cancer immunotherapy collaboration, Roche endorsed a clinical development plan for IND-
enabling activities for BLU-852, as a single agent and in combination with atezolizumab, in advanced cancers.

Collaborations and Licenses
Roche — Immunotherapy Collaboration

In March 2016, we entered into a collaboration and license agreement, or the Roche immunotherapy agreement,
as may be amended from time to time, with Roche for the discovery, development and commercialization of small
molecule therapeutics targeting kinases believed to be important in cancer immunotherapy, as single products or
possibly in combination with other therapeutics. As of the first quarter of 2023, following the end of the option period
for one of our collaboration targets, we and Roche are currently only conducting activities for the previously announced
program for the kinase target MAP4K1 under the collaboration.

Under the Roche immunotherapy agreement, as amended, Roche is granted an option right to obtain an
exclusive license to exploit products derived from the collaboration program in the field of cancer immunotherapy. Such
option right is triggered upon the achievement of Phase 1 proof-of-concept. If Roche exercises its option, Roche will
receive worldwide, exclusive commercialization rights for the licensed product. We will also retain worldwide rights to
any products for which Roche elects not to exercise its option.

Prior to Roche’s exercise of its option, we have the lead responsibility for drug discovery and preclinical
development for the collaboration program. In addition, we have the lead responsibility for the conduct of the Phase 1
clinical trial other than any Phase 1 clinical trial for any product in combination with Roche’s portfolio of therapeutics,
for which Roche will have the right to lead the conduct of such Phase 1 clinical trial. Pursuant to the Roche
immunotherapy agreement, the parties share the costs of Phase 1 development for the collaboration program. In addition,
Roche will be responsible for post-Phase 1 development costs for the licensed product for which it retains global
commercialization rights. In 2022, Roche endorsed a clinical development plan for IND-enabling activities for
BLU-852, as a single agent and in combination with atezolizumab, an approved drug product commercialized by Roche,
in advanced cancers.

We received an upfront cash payment of $45.0 million in March 2016 upon execution of the Roche
immunotherapy agreement, and through December 31, 2022, we have achieved $25.0 million in milestone payments
under this collaboration. Subject to the terms of the Roche immunotherapy agreement, as amended, in addition to
upfront and milestone payments received through December 31, 2022, we are eligible to receive up to approximately
$292.5 million in contingent option fees and milestone payments related to specified research, preclinical, clinical,
regulatory and sales-based milestones. In addition, we will be eligible to receive tiered royalties ranging from low
double-digits to high-teens on future net sales of the licensed product.

Under the Roche immunotherapy agreement, each party has granted the other party specified intellectual
property licenses to enable the other party to perform its obligations and exercise its rights under the Roche
immunotherapy agreement, including license grants to enable each party to conduct research, development and
commercialization activities pursuant to the terms of the Roche immunotherapy agreement. Following Roche’s exercise
of its option with respect to the collaboration program for which it will obtain worldwide rights, we will grant Roche an
exclusive license under our intellectual property to develop and commercialize the licensed products generated through
such collaboration program. Similarly, Roche will grant us an exclusive license under Roche’s intellectual property to
develop and commercialize licensed products in the U.S. for the collaboration program if we retain rights in the U.S.,
with Roche receiving a license under our intellectual property to develop and commercialize such licensed product
outside of the U.S.

Subject to the terms and conditions of the Roche immunotherapy agreement, we have agreed to work
exclusively with Roche with respect to the collaboration target. We are not obligated to work exclusively with Roche
within the field of cancer immunotherapy. In addition, subject to specified exceptions, Roche has a right of first
negotiation in the event that we desire to grant any third party rights to develop or commercialize the licensed product
for which we retain commercialization rights in the U.S. Roche’s right of first negotiation will not apply in connection
with a change of control of us, an assignment by us in accordance with the terms of the Roche immunotherapy
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agreement or certain agreements with contract research organizations, contract manufacturing organizations, academic
institutions, not-for-profit third parties or distributors.

The Roche immunotherapy agreement will continue until the date when no royalty or other payment obligations
are or will become due, unless earlier terminated in accordance with the terms of the Roche immunotherapy agreement.
Prior to its exercise of the option, Roche may terminate the Roche immunotherapy agreement at will upon 120 days’
prior written notice to us. Following its exercise of the option, Roche may terminate the Roche immunotherapy
agreement at will, in whole, or, if the licensed product has been commercially sold, on a country-by-country basis,

(i) upon 120 days’ prior written notice if the licensed product has not been commercially sold or (ii) upon 180 days’
prior written notice if the licensed product has been commercially sold. Either party may terminate the Roche
immunotherapy agreement for the other party’s uncured material breach or insolvency and in certain other circumstances
agreed to by the parties. In certain termination circumstances, we are entitled to retain specified licenses to be able to
continue to exploit the licensed products.

Roche — Pralsetinib Collaboration

On July 13, 2020, we entered into a collaboration agreement, or the Roche pralsetinib collaboration agreement,
with Roche pursuant to which we granted Roche exclusive rights to develop and commercialize pralsetinib worldwide,
excluding the CStone territory, and a co-exclusive license in the U.S. to develop and commercialize pralsetinib. In
addition, Roche has the right to opt in to a next-generation RET compound co-developed by Roche and us.

Under the Roche pralsetinib collaboration agreement, we received upfront cash payments of $775.0 million in
the third quarter of 2020, including an upfront payment of $675.0 million and the $100.0 million equity investment by
Roche described below. Through December 31, 2022, we have received $105.0 million in specified regulatory and
commercialization milestones. In addition to the upfront and milestone payments received through December 31, 2022,
we are eligible to receive up to $822.0 million in contingent payments, including specified development, regulatory and
sales-based milestones for pralsetinib and any licensed product containing a next-generation RET compound.

In the U.S., we and Roche are working together to co-commercialize pralsetinib and equally share
responsibilities, profits and losses. In addition, we are eligible to receive tiered royalties ranging from high-teens to mid-
twenties on annual net sales of pralsetinib outside the U.S., excluding the CStone territory, which we refer to as the
Roche territory. We and Roche have also agreed to co-develop pralsetinib globally in RET-altered solid tumors,
including NSCLC, MTC and other thyroid cancers, as well as other solid tumors. We and Roche share global
development costs for pralsetinib at a rate of 45 percent for us and 55 percent for Roche up to a specified amount of
aggregate joint development costs, after which our share of global development costs for pralsetinib will be reduced by a
specified percentage. We and Roche will also share specified global development costs for any next-generation RET
compound co-developed under the collaboration in a similar manner.

Unless earlier terminated in accordance with its terms, the Roche pralsetinib collaboration agreement will
expire on a licensed product-by-licensed product basis (i) in the U.S. upon the expiration of the gross profit sharing term
for such licensed product and (ii) outside the U.S. on a country-by-country basis at the end of the applicable royalty term
for such licensed product. Roche may terminate the agreement in its entirety or on a licensed product-by-licensed
product or country-by-country basis subject to certain notice periods. Either party may terminate the Roche pralsetinib
collaboration agreement for the other party’s uncured material breach or insolvency. Subject to the terms of the Roche
pralsetinib collaboration agreement, effective upon termination of the agreement, we are entitled to retain specified
licenses to be able to continue to exploit the licensed products.

In connection with the Roche collaboration agreement, on July 13, 2020, we also entered into a stock purchase
agreement with Roche Holdings, Inc., or Roche Holdings, pursuant to which we issued and sold an aggregate of
1,035,519 of shares of common stock to Roche Holdings at a purchase price of $96.57 per share and received $100.0
million in the third quarter of 2020. The closing for a minority portion of the equity investment occurred following the
expiration of the waiting period under the Hart-Scott-Rodino Antitrust Improvements Act of 1976, as amended, and
other customary closing conditions.

22



CStone

On June 1, 2018, we entered into a collaboration and license agreement, or the CStone agreement, with CStone
pursuant to which we granted CStone exclusive rights to develop and commercialize avapritinib, pralsetinib and
fisogatinib, as well as certain back-up forms and certain other forms thereof, which we refer to collectively as the
licensed products, in the CStone territory, either as a monotherapy or as part of a combination therapy. We will retain
exclusive rights to the licensed products outside the CStone territory.

We received an upfront cash payment of $40.0 million, and through December 31, 2022, we have received
$29.5 million in milestone payments under this collaboration. Subject to the terms of the CStone agreement, in addition
to upfront and milestone payments received through December 31, 2022, we will be eligible to receive up to $316.5
million in contingent payments, including specified development, regulatory and sales-based milestones for licensed
products. In addition, CStone will be obligated to pay us tiered percentage royalties on a licensed product-by-licensed
product basis ranging from the mid-teens to low twenties on annual net sales of each licensed product in the CStone
territory, subject to adjustment in specified circumstances. CStone is responsible for costs related to the development of
the licensed products in the CStone territory, other than specified costs related to the development of fisogatinib as a
combination therapy in the CStone territory that is shared by us and CStone.

Pursuant to the terms of the CStone agreement, CStone is responsible for conducting all development and
commercialization activities in the CStone territory related to the licensed products. Subject to specified exceptions,
during the term of the CStone agreement, each party has agreed that neither it nor its affiliates will conduct specified
development and commercialization activities in the CStone territory related to selective inhibitors of FGFR4, KIT,
PDGFRA and RET. In addition, under the CStone agreement, each party has granted the other party specified
intellectual property licenses to enable the other party to perform its obligations and exercise its rights under the CStone
agreement, including license grants to enable each party to conduct research, development and commercialization
activities pursuant to the terms of the CStone agreement.

The CStone agreement will continue on a licensed product-by-licensed product and region-by-region basis until
the later of (i) 12 years after the first commercial sale of a licensed product in a region in the CStone territory and (ii) the
date of expiration of the last valid patent claim related to our patent rights or any joint collaboration patent rights for the
licensed product that covers the composition of matter, method of use or method of manufacturing such licensed product
in such region. Subject to the terms of the CStone agreement, CStone may terminate the CStone agreement in its entirety
or with respect to one or more licensed products for convenience by providing written notice to us, and CStone may
terminate the CStone agreement with respect to a licensed product for convenience at any time by providing written
notice to us following the occurrence of specified events. In addition, we may terminate the CStone agreement under
specified circumstances if CStone or certain other parties challenges our patent rights or any joint collaboration patent
rights or if CStone or its affiliates do not conduct any material development or commercialization activities with respect
to one or more licensed products for a specified period of time, subject to specified exceptions. Either party may
terminate the CStone agreement for the other party’s uncured material breach or insolvency. In certain termination
circumstances, the parties are entitled to retain specified licenses to be able to continue to exploit the licensed products,
and in the event of termination by CStone for our uncured material breach, we will be obligated to pay CStone a low
single digit percentage royalty on a licensed product-by-licensed product on annual net sales of such licensed product in
the CStone territory, subject to a cap and other specified exceptions.

Clementia

On October 15, 2019, we entered into a license agreement, or the Clementia agreement, with Clementia. Under
the Clementia agreement, we granted an exclusive, worldwide, royalty-bearing license to Clementia to develop and
commercialize BLU-782, an oral, highly selective investigational ALK?2 inhibitor in clinical development for the
treatment of FOP, as well as specified other compounds related to the BLU-782 program, which we refer to as the
Clementia licensed products.

We received an upfront cash payment of $25.0 million in the fourth quarter of 2019, and through
December 31, 2022, we have received $50.0 million in milestone payments under this license agreement. Subject to the
terms of the Clementia agreement, in addition to the upfront and milestone payments received, we will be eligible to
receive up to $460.0 million in development, regulatory and sales-based milestone payments for the Clementia licensed
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products. In addition, Clementia is obligated to pay to us royalties on aggregate annual worldwide net sales of Clementia
licensed products at tiered percentage rates ranging from the low- to mid-teens, subject to adjustment in specified
circumstances under the Clementia agreement, and to purchase specified manufacturing inventory from our company.

Under the terms of the Clementia agreement, we were responsible for specified activities during a transition
period, which has been completed, and Clementia is responsible for conducting all development and commercialization
activities related to the Clementia licensed products, including the design, timing and conduct of any Phase 2 clinical
trial evaluating BLU-782 for the treatment of FOP.

During the term of the agreement, we have agreed not to exploit any compound covered by the licensed patents
for the treatment of FOP or multiple osteochondromas, or MO. In addition, with respect to any small molecule
compound not covered by the licensed patents, we have agreed not to research, develop or manufacture any small
molecule compound for the treatment of FOP or MO for a period of five years from the effective date of the Clementia
agreement and not to commercialize any small molecule compound for the treatment of FOP or MO for a period of
seven years from the effective date of the Clementia agreement.

Unless earlier terminated in accordance with the terms of the Clementia agreement, the agreement will expire
on a country-by-country, licensed product-by-licensed product basis on the date when no royalty payments are or will
become due. Clementia may terminate the agreement at any time upon at least 12 months’ prior written notice to us.
Either party may terminate the agreement for the other party’s uncured material breach or insolvency and in certain other
circumstances agreed to by the parties. In certain termination circumstances, we are entitled to retain specified licenses
to be able to continue to exploit the Clementia licensed products.

Zai Lab

On November 8, 2021, we entered into a license agreement, or the Zai Lab agreement, with Zai Lab. Under the
Zai Lab agreement, we granted an exclusive license for the development and commercialization of BLU-945 and
BLU-701, including back-up forms and certain other forms thereof, for the treatment of EGFR-driven NSCLC in Greater
China, including Mainland China, Hong Kong, Macau and Taiwan, either as a monotherapy or as part of a combination
therapy. We retain exclusive rights to the licensed products outside the Zai Lab territory.

We received an upfront cash payment of $25.0 million in the fourth quarter of 2021. Subject to the terms of the
Zai Lab agreement, in addition to the upfront payment received, we will be eligible to receive up to $590.0 million in
potential development, regulatory and sales-based milestone payments, and tiered royalties on a product-by-product
basis ranging from the low-teens to mid-teens on annual net sales of the licensed products in Greater China, subject to
adjustment in specified circumstances under the Zai Lab agreement.

Under the terms of the agreement, Zai Lab will be responsible for all the development costs for the licensed
products, which currently include BLU-945 and BLU-525, occurring in Greater China.

Proteovant

In February 2022, we entered into an exclusive collaboration agreement with Proteovant, to jointly research and
advance up to two novel targeted protein degrader therapies, as well as up to two additional novel protein degrader target
programs as we may mutually agree with Proteovant (each such program is referred to as a target program). On a target
program-by-target program basis, we will have an exclusive option to obtain a worldwide, exclusive license to develop
and commercialize any licensed compound and licensed product under each target program. Proteovant will have the
right to opt into the global development and U.S. commercialization of certain licensed compounds and licensed
products under the second target program that we option, and if the parties add additional target programs, Proteovant
will have the same opt-in right for the fourth target program that we option.

Proteovant received an upfront payment of $20.0 million in connection with the execution of the collaboration
agreement and Proteovant will be eligible to receive up to an additional $632.0 million in contingent milestone payments
including specified research, development, regulatory and commercialization milestones and tiered percentage royalties
on a licensed product-by-licensed product basis ranging from the mid- to high-single digits on net sales on the first two
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target programs, subject to adjustment in specified circumstances. If Proteovant opts in to the second target program, we
will split the profits and losses of that program equally in the U.S., along with development costs and the milestone
payments for the program will be reduced accordingly. Proteovant will be eligible to receive milestone payments and
royalties on ex-U.S. sales. In addition, we may jointly extend the collaboration, with the same structure and financial
terms, to two additional program targets if we agree to provide additional funding.

IDRx

In August 2022, we entered into the IDRx License Agreement, pursuant to which we granted IDRx an
exclusive, worldwide, royalty-bearing license to exploit our internally discovered KIT exon 13 inhibitor, IDRX-73.
IDRx is a clinical-stage biopharmaceutical company and among IDRx’s founders are Alexis Borisy, Nicholas Lydon,
Ph.D. and George Demetri, M.D., each of whom are then-current members of our board of directors. Due to these
relationships, the transaction was approved by only the non-interested members of the Company’s board of directors.

In connection with the IDRx License Agreement, we also entered in the IDRx Stock Purchase Agreement,
pursuant to which we received 4,509,105 shares of IDRx’s Series A preferred stock and we have the right to receive
additional shares of IDRx’s Series A preferred stock through an anti-dilution provision subject to a defined financing
cap. We are also eligible to receive up to $217.5 million in contingent cash payments, including specified development,
regulatory and sales-based milestone payments. In addition, IDRx is obligated to pay royalties on aggregate annual
worldwide net sales of licensed products at tiered percentage rates up to low-teens, subject to adjustments in specified
circumstances under the IDRx License Agreement.

Unless earlier terminated, the IDRx License Agreement will expire on a country-by-country, licensed product-
by-licensed product basis upon the latest of: (a) the expiration of the last valid claim within the licensed patents covering
such licensed product in a such country, (b) the expiration of the regulatory exclusivity period for such licensed product
in such country, or (c) the 10" anniversary of the first commercial sale of such licensed product in such country.
Following the end of the term for any such licensed product and in such region by expiration, the license granted to
IDRx will become exclusive, perpetual, irrevocable, fully paid-up and royalty-free. IDRx may terminate the IDRx
License Agreement for convenience at any time upon at least twelve months’ prior written notice to us. We both can
terminate the IDRx License Agreement for a material breach by the other party or for insolvency, and we may terminate
the IDRx License Agreement for IDRx’s breach of the anti-dilution provision in the IDRx Stock Purchase Agreement.
Upon termination of the IDRx License Agreement in its entirety, all rights and obligations under the agreement will
terminate and revert back to us, and we have a license under certain intellectual property of IDRx to continue to exploit
the compound and terminated product, subject to a royalty that will be negotiated at the time of termination.

Mergers & Acquisitions
Lengo Therapeutics, Inc.

On November 27, 2021, we entered into an Agreement and Plan of Merger, or the Merger Agreement, with
Pavonis Merger Subsidiary, Inc., a Delaware corporation and our wholly-owned subsidiary, or Merger Sub, Lengo
Therapeutics, Inc., a Delaware corporation, or Lengo, and Fortis Advisors LLC, a Delaware limited liability company, as
the representative of the Lengo Securityholders (as defined below). On December 30, 2021, we completed the merger of
Merger Sub with and into Lengo, with Lengo continuing as the surviving corporation and our wholly-owned subsidiary, or the
Closing. Upon closing we acquired Lengo’s lead compound LNG-451, now known as BLU-451, which is in development
for the treatment of EGFR exon 20 insertion-positive NSCLC, in addition to undisclosed preclinical precision oncology
programs and research tools, including a catalog of covalent, highly brain penetrant kinase inhibitors that we plan to add
to our proprietary compound library to further enable future drug discovery efforts.

Upon closing, we paid upfront merger consideration of $250.0 million in cash, or the Upfront Merger
Consideration, adjusted for customary net indebtedness, transaction expenses, and other adjustments, to Lengo
stockholders and option holders, or collectively, the Lengo Securityholders. The Merger Agreement also provides that
we shall pay future contingent cash milestone payments of up to $215.0 million in the aggregate to the Lengo
Securityholders upon the achievement of specified regulatory approval and sales milestones.

Approximately $25.0 million of the Upfront Merger Consideration was placed into a third party escrow
account, or the Indemnification Escrow, to secure the Lengo Securityholders’ obligations to indemnify us for certain
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matters, including breaches of representations and warranties, covenants included in the Merger Agreement, payments
made by us to dissenting stockholders, specified tax claims, excess parachute claims, purchase price adjustments, and
other customary matters, subject to certain specified limitations, including, among other things, limitations on the period
during which we may make certain claims for indemnification and limitations on the amounts for which the Lengo
Securityholders may be liable.

Financing Arrangements

Royalty Purchase Agreement. In June 2022, we entered into a Royalty Purchase Agreement with Royalty
Pharma. Pursuant to this Royalty Purchase Agreement, we received an upfront cash payment of $175.0 million and the
right to receive up to $165.0 million in certain milestone payments, subject to the achievement of specified net sales
milestones by Roche, in exchange for all of our existing rights to receive royalty payments on the net sales of
GAVRETO worldwide, excluding the CStone territory and U.S. territory under the terms of the Roche pralsetinib
collaboration agreement.

Synthetic Royalty Facility. In June 2022, we entered a Future Revenue Purchase Agreement with Sixth Street
Partners. In July 2022, upon the closing of the transaction pursuant to the Future Revenue Purchase Agreement, we
received gross proceeds of $250.0 million in exchange for future royalty payments at a rate of 9.75% on up to $900
million each year of (i) aggregate worldwide annual net product sales of AYVAKIT/AYVAKYT (avapritinib) and (ii) if
it is approved, aggregate worldwide annual net product sales of elenestinib, but excluding sales in Greater China, subject
to a cumulative cap of 1.45 times the upfront invested capital or a total of $362.5 million. In the event that certain
revenue targets are not achieved by specified dates, the royalty rate and cumulative cap shall be increased to 15% and
1.85 times the invested capital (or $462.5 million), respectively.

Debt Facility. In June 2022, we entered into a financing agreement, the Financing Agreement, for up to $660.0
million with Sixth Street Partners. The Financing Agreement provides for (i) a senior secured term loan facility of up to
$150.0 million and (ii) a senior secured delayed draw term loan facility of up to $250.0