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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. 
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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.

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.
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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,

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

Cambridge, Massachusetts
April 28, 2023
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Popsicle City By Diana

Summer at the Pond by Pamela

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.

I have suffered from systemic mastocytosis for 
nearly 10 years and because so many things 
in my life trigger an allergic reaction, I don’t 
leave home often. My backyard has become 
my sanctuary. I use photography as a creative 
outlet and the dragonflies that frequent our 
pond are my favorite subjects.
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I 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.

I 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 
I swallowed down meds to make it more bearable 

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

Toxic relationship 
I cannot escape you 
I am trying to love you in the midst of this 
I 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.

Navigating Mastocytosis By Rachael

The Abusive Nature of Mast Cell Disease and the 
Isolation of Fragrance Triggers of Anaphylaxis  
by Eliza
July 10, 2022

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.



Blueprint Medicines’ rapidly expanding portfolio highlights 
our precision therapy leadership

DISCOVERY

Mast cell disorders

Lung cancer

Cancer  
immunotherapy

Breast cancer

Additional  
genomically 
defined cancers

EARLY-STAGE DEVELOPMENT LATE-STAGE DEVELOPMENT REGULATORY SUBMISSION APPROVED

AYVAKIT® (avapritinib): KIT

Updated as of February 16, 2023Ongoing or completed Planned

Indolent SM1

Elenestinib (BLU-263): KIT
Indolent SM

BLU-945: EGFR
EGFR+ NSCLC5

BLU-451: EGFR exon 20 insertions
EGFR+ NSCLC

BLU-222: CDK2
ER+/HER2- breast cancer

BLU-222: CDK2
CDK2-vulnerable cancers

Wild-type KIT research program
Chronic urticaria

Advanced SM1,2

BLU-525: EGFR
EGFR+ NSCLC5

BLU-852: MAP4K1
Advanced cancers3

Multiple undisclosed research programs

Other RET+ solid tumors1,3

U.S., Europe

GAVRETO® (pralsetinib): RET
RET+NSCLC1,3,4 U.S., Europe

AYVAKIT: PDGFRA
PDGFRA GIST1,6 U.S., Europe

GAVRETO: RET
RET+ thyroid cancer1,3,7 U.S.

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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(Exact name of registrant as specified in its charter)  

  
(State or other jurisdiction of 
incorporation or organization)

(IRS Employer 
Identification No.)

  

(Address of principal executive offices) (Zip Code)
 

Registrant’s telephone number, including area code: 
Securities registered pursuant to Section 12(b) of the Act:  

Title of Class Trading Symbols Name of Exchange on Which Registered
 

Securities registered pursuant to Section 12(g) of the Act:





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

 Avapritinib 



 Elenestinib (BLU-263) 

RET-Altered Cancers — GAVRETO® (pralsetinib) 



—Collaborations and Licenses Summary

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



EGFR-Mutated NSCLC – BLU-945, BLU-701, BLU-525 and BLU-451 

EGFR-Positive NSCLC — BLU-945 

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

EGFR Exon 20 Insertion-Positive NSCLC — BLU-451 



CDK2-Vulnerable Cancers – BLU-222 

 

Advanced Cancers – BLU-852 

 

Discovery Platform  
 

—Collaborations and Licenses Summary



Mast Cell Disorders – Wild-Type KIT Inhibition

Collaborations and Licenses Summary 

Roche—Immunotherapy Collaboration

Roche—Pralsetinib Collaboration

CStone

Clementia

Zai Lab

Proteovant



IDRx. 

Mergers & Acquisitions Summary 

Lengo Therapeutics

Financing Arrangement Summary 

 Royalty Purchase Agreement. 

 Synthetic Royalty Facility.

Debt Facility. 



Mast cell disorders

AYVAKIT® (avapritinib) 
(KIT) 

Advanced SM1,2    U.S., Europe 

Indolent SM1     

Elenestinib (BLU-263) 
(KIT) Indolent SM      

 
Wild-type KIT research 
program Chronic urticaria     

Lung cancer
GAVRETO® (pralsetinib) 
(RET) RET+ NSCLC1,3,4    U.S., Europe 

BLU-945 (EGFR) EGFR+ NSCLC5     

BLU-525 (EGFR) EGFR+ NSCLC5     

BLU-451 (EGFR exon 20 
insertions) EGFR+ NSCLC     

Breast cancer 

BLU-222 (CDK2) ER+/HER2- breast 
cancer     

Additional genomically defined cancers 

AYVAKIT (PDGFRA) PDGFRA GIST1,6    U.S., Europe 

GAVRETO (RET) 

RET+ thyroid 
cancer1,3,7    U.S. 

Other RET+ solid 
tumors1,3     

BLU-222 (CDK2) CDK2-vulnerable 
cancers     

Cancer immunotherapy

BLU-852 (MAP4K1) Advanced 
cancers3     

Research
Multiple undisclosed 
research programs      
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• Crafting very selective kinase drugs. 

• Generating novel chemical matter required to target difficult-to-drug kinases.

• Overcoming resistance mediated by the alteration of kinase targets, and helping solve for intractable 
sites of progression, such as the brain.

Systemic Mastocytosis (SM) 



 

Clinical Trial Data in SM 

Avapritinib—Phase 1 EXPLORER Trial and Phase 2 PATHFINDER Trial 

 

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

Clinical Activity Data



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

Clinical Activity Data

Safety Data. 

Avapritinib—Phase 2 PIONEER Trial  

Top-Line Data Reported in August 2022  

Clinical Activity Data.

Safety Data



Elenestinib —Phase 2/3 HARBOR Trial  

Top-Line Data Reported in December 2022  

Clinical Activity Data.

Safety Data

RET-Altered Cancers  



Gastrointestinal Stromal Tumors (GIST) 

EGFR-Mutated NSCLC  

Clinical Trial Data in EGFR-Driven NSCLC  

BLU-945—Phase 1/2 SYMPHONY Trial 



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

Clinical Activity Data

Safety Data

CDK2-Vulnerable Cancers  

 

Advanced Cancers  

 



Roche – Immunotherapy Collaboration 



Roche – Pralsetinib Collaboration 



CStone 

 

Clementia 



 

Zai Lab  

 

Proteovant 



IDRx

Lengo Therapeutics, Inc. 



 Royalty Purchase Agreement. 

 Synthetic Royalty Facility.

Debt Facility. 



AYVAKIT/AYVAKYT (avapritinib)   

GAVRETO (pralsetinib) 

KIT Program—Elenestinib 

 



EGFR Program  

CDK2 Program  

MAP4K1 Program  

Other Considerations

— Government Regulation — U.S. Patent Term Restoration and Marketing Exclusivity





SM 

RET-Altered Cancers 

GIST 

EGFR-Mutated NSCLC  

CDK2-Vulnerable Cancers  

 



Advanced Cancers  

 

Commercialization  

Manufacturing and Supply  

 



 

U.S. Drug Development 

•

•

•

•

•

•

•

•

•

•





in vitro

NDA and FDA Review Process 



Special FDA Expedited Review and Approval Programs 





Pediatric Trials 

Post-Marketing Requirements 



Other Regulatory Matters 

U.S. Patent Term Restoration and Marketing Exclusivity 



Orphan Drug Designation 



Rare Pediatric Disease Designation and Priority Review Vouchers  

Regulation of Diagnostic Tests 

in vitro



in vitro

in-vitro

European Drug Development 

Clinical Trial Approval 

European Drug Review and Approval 



European Pediatric Investigation Plan 



European Data and Market Exclusivity

European Orphan Drug Designation and Exclusivity  

Regulatory Requirements After a Marketing Authorization has been Obtained  

•

•



•

Brexit and the Regulatory Framework in the United Kingdom  

Rest of the World Regulation 

Data Privacy and Security Laws 



Coverage and Reimbursement 

•

•

•

•

•





Healthcare Reform 



•

•

•

•

•

•





Other Healthcare Laws 





 

 

 

The following risk factors and other information included in this Annual Report on Form 10-K should be carefully 
considered. The risks and uncertainties described below are not the only ones we face. Additional risks and uncertainties 
not presently known to us or that we presently deem less significant may also impair our business operations. We believe 
the risks described below include risks that are material to us as well as other risks that may adversely affect our 
business, financial condition, results of operations and growth prospects. Please see review the discussion regarding 



some of the forward-looking statements that are qualified by these risk factors contained elsewhere in this Annual 
Report on Form 10-K. If any of the following risks occur, our business, financial condition, results of operations and 
future growth prospects could be materially and adversely affected. 

We are in the process of growing as a commercial company and the marketing and sale of AYVAKIT/AYVAKYT, 
GAVRETO or any future approved drugs may be unsuccessful or less successful than anticipated.

•

•

•

•

•

•

The commercial success of AYVAKIT/AYVAKYT and GAVRETO, as well as any other drugs that we may bring to 
the market, will depend upon the degree of market acceptance by physicians, patients, third-party payors and others 
in the medical community.

•

•

•



•

•

•

•

•

If we are unable to establish additional commercial capabilities and infrastructure, we may be unable to generate 
sufficient revenue to sustain our business.  

•

•

•

•

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 will be adversely affected. 



We face substantial competition, which may result in others commercializing, developing or discovering drugs before 
or more successfully than we do. 

  



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. 

•



•

•

•

•

•

•

Increasing demand for compassionate use of our drug candidates could negatively affect our reputation and harm 
our business. 

If we or our collaborators are unable to successfully develop and commercialize companion diagnostic tests for our 
drugs and drug candidates, or experience significant delays in doing so we may not realize the full commercial 
potential of our drugs and drug candidates. 



•

•

•

•

•

•

•

•

•



Our reliance on single-source third-party suppliers could harm our ability to commercialize our drugs or any drug 
candidates that may be approved in the future.

If we are unable to maintain and, if necessary, expand sales and marketing capabilities or enter into agreements with 
third parties to sell and market our drugs and drug candidates, we may not be successful in commercializing our 
drugs and drug candidates if and when they are approved. 

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



•

•

•

•

•

•

•

•

•

•

•

•

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. 



•

•

•

•

•

•

•

•

•

If we 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. 



•

•

•

•

•

•

•

•

•



Inadequate funding for the FDA, the SEC and other government agencies, including from government shutdowns, or 
other disruptions to these agencies’ operations, could hinder their ability to hire and retain key leadership and other 
personnel, prevent new products and services from being developed or commercialized in a timely manner or 
otherwise prevent those agencies from performing normal business functions on which the operation of our business 
may rely, which could negatively impact our business. 
 

Results from earlier stage trials may not be predictive of the results of later stage trials and interim and preliminary 
data from our clinical trials that we announce or publish from time to time may change as more patient data become 
available or as additional analyses are conducted and as the data are subject to audit and verification procedures that 
could result in material changes in the final data. 

•

•

•



•

•

  

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 significant 
negative consequences following marketing approval, if any. 

•

•

•

•



•

•

•

•

•

We may seek designation for our discovery platform as a designated platform technology, but we might not receive 
such designation, and even if we do, such designation may not lead to faster drug development or a faster regulatory 
review or approval process.  

A fast track or breakthrough therapy designation by the FDA for our drug candidates may not lead to a faster 
development or regulatory review or approval process, and it does not increase the likelihood that our drug 
candidates will receive marketing approval.



We may be unsuccessful in obtaining or may be unable to maintain the benefits associated with orphan drug 
designation, including the potential for market exclusivity. 



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



We may expend our limited resources to pursue a particular drug candidate or indication and fail to capitalize on 
drug candidates or indications that may be more profitable or for which there is a greater likelihood of success. 

We intend to develop drug candidates in combination with other therapies, which exposes us to additional risks. 

 



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. 

•

•

•

•



•

Even though we may have obtained approvals for certain of our products, such drug or drug candidate may become 
subject to unfavorable pricing regulations or third-party coverage and reimbursement policies, which would harm 
our business.



Business – Coverage and 
Reimbursement.

Healthcare legislative reform measures may have a material adverse effect on our business and results of operations. 

Business – Coverage and Reimbursement



Our relationships with customers and third-party payors will be subject to applicable anti-kickback, fraud and abuse 
and other healthcare laws and regulations, which could expose us to criminal sanctions, civil penalties, exclusion 
from government healthcare programs, contractual damages, reputational harm and diminished profits and future 
earnings. 

Business – Other 
Healthcare Laws



Our future growth may depend, in part, on our ability to penetrate foreign markets, where we would be subject to 
additional regulatory burdens and other risks and uncertainties. 

•

•

•

•

•

•

•

•

•

•

•

•

Governments outside the U.S. tend to impose strict price controls, which may adversely affect our revenues, if any. 



If we fail to comply with environmental, health and safety laws and regulations, we could become subject to fines or 
penalties or incur costs that could have a material adverse effect on the success of our business. 

We are a precision therapy company in the process of growing our operations. We have incurred significant 
operating losses since our inception and anticipate that we will incur continued losses for the foreseeable future. 



•

•

•

•

•

•

We may seek to raise additional funding from time to time. If we are unable to raise capital when needed, we may be 
forced to delay, reduce or eliminate some of our drug development programs or commercialization efforts. 

 



•

•

•

•

•

•

•

•

•

•

•

•

•



Raising additional capital may cause dilution to our stockholders, restrict our operations or require us to relinquish 
rights to our technologies or drug candidates. 



Our level of indebtedness and the terms of the Sixth Street financing agreement could adversely affect our operations 
and limit our ability to plan for or respond to changes in our business. If we are unable to comply with restrictions in 
the financing agreement, the repayment of our existing indebtedness could be accelerated.

 

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.  



•

•

•

•



 

The third parties upon whom we rely for the supply of the API, drug substance and drug product used in avapritinib 
and pralsetinib are our sole source of supply, and the loss of any of these suppliers could significantly harm our 
business. 



Certain of our research and development, clinical trials and manufacturing and supply for certain raw materials used 
in our drugs and our drug candidates takes place in China through third-party CROs, collaborators or 
manufacturers. A significant disruption in the operation of those CROs, collaborators or manufacturers, could 
materially adversely affect our business, financial condition and results of operations. 

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. 

 



We may become involved in lawsuits to protect or enforce our patents and other intellectual property rights, which 
could be expensive, time-consuming and unsuccessful. 

Intellectual property litigation could cause us to spend substantial resources and distract our personnel from their 
normal responsibilities. 

If we are not able to obtain, or in applicable cases maintain, patent term extension or non-patent exclusivity in the 
United States under the Hatch-Waxman Act and in foreign countries under similar legislation, thereby potentially 
extending the marketing exclusivity term of our products or product candidates, our business may be materially 
harmed. 



Obtaining and maintaining patent protection depends on compliance with various procedural, document submission, 
fee payment and other requirements imposed by governmental patent agencies, and our patent protection could be 
reduced or eliminated for non-compliance with these requirements. 

We may not be able to effectively enforce our intellectual property rights throughout the world. 



We depend on intellectual property licensed from third parties and termination of any of these licenses could result in 
the loss of significant rights, which would harm our business 

Issued patents covering our product candidates could be found invalid or unenforceable if challenged in court or the 
USPTO 

Changes to the patent law in the U.S. and other jurisdictions could diminish the value of patents in general, thereby 
impairing our ability to protect our drugs and drug candidates. 



If we are unable to protect the confidentiality of our trade secrets, our business and competitive position may be 
harmed. 

We may be subject to damages resulting from claims that we or our employees have wrongfully used or disclosed 
alleged trade secrets of our competitors or are in breach of non-competition or non-solicitation agreements with our 
competitors. 



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

•

•

•

•

•



Our future success depends on our ability to retain key executives and to attract, retain and motivate qualified 
personnel. 

We will need to develop and expand our company, and we may encounter difficulties in managing this development 
and expansion, which could disrupt our operations.  

Unfavorable global economic or political conditions could adversely affect our business, financial condition or results 
of operations. 



Geopolitical risks associated with the Russian invasion of Ukraine could have an adverse impact on our business, 
financial condition and results of operations, including our clinical trials.

Rising inflation rates could negatively impact our revenues and profitability if increases in the prices of our products 
or a decrease in spending on products in the biopharmaceutical industry in general results in lower sales by us or 
those who we collaborate with. In addition, if our costs increase and we are not able to correspondingly adjust our 
commercial relationships to account for this increase, our net income would be adversely affected, and the adverse 
impact may be material.

Foreign currency exchange rates fluctuations could have an adverse impact on our operating results.



We or the third parties upon whom we depend may be adversely affected by earthquakes or other natural disasters 
and our business continuity and disaster recovery plans may not adequately protect us from a serious disaster. 

Our internal computer systems, or those of our third-party collaborators, service providers, contractors or 
consultants, may fail or suffer security breaches, which could result in a material disruption of our drugs’ and drug 
candidates’ development programs and have a material adverse effect on our reputation, business, financial 
condition or results of operations. 



Interruptions in the availability of server systems or communications with Internet or cloud-based services, or failure 
to maintain the security, confidentiality, accessibility or integrity of data stored on such systems, could harm our 
business. 

Compliance with global privacy and data security requirements could result in additional costs and liabilities to us or 
inhibit our ability to collect and process data globally, and the failure to comply with such requirements could have a 
material adverse effect on our business, financial condition or results of operations. 







Our employees, principal investigators, CROs and consultants may engage in misconduct or other improper activities, 
including non-compliance with regulatory standards and requirements and insider trading. 

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. 

We may be subject to adverse legislative or regulatory tax changes that could negatively impact our financial 
condition.  



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

•

•

•

•

•

•

•

•

•

•

•

•

•

•

•



We have in the past relied in part on sales of our common shares through our at-the-market (ATM) offering program 
to raise capital. Increased volatility and decreases in market prices of equity securities generally and of our common 
shares in particular may have an adverse impact on our willingness and/or ability to continue to sell our common 
shares through our ATM offering. Decreases in these sales could affect the cost or availability of equity capital, 
which could in turn have an adverse effect on our business, including current operations, future growth, revenues, 
net income and the market prices of our common shares.

If equity research analysts publish negative evaluations of or downgrade our common stock, the price of our common 
stock could decline. 



Our executive officers, directors, principal stockholders and their affiliates maintain the ability to exercise significant 
influence over our company and all matters submitted to stockholders for approval. 

•

•

•

Anti-takeover provisions in our charter documents and under Delaware law could make an acquisition of us, which 
may be beneficial to our stockholders, more difficult and may prevent attempts by our stockholders to replace or 
remove our current management. 

Our bylaws contain exclusive forum provisions, which may limit a stockholder’s ability to bring a claim in a judicial 
forum it finds favorable and may discourage lawsuits with respect to such claims.



Future sales of our common stock, including by us or our directors and executive officers or shares issued upon the 
exercise of currently outstanding options, could cause our stock price to decline. 

We have incurred and will continue to incur substantial costs as a result of operating as a public company, and our 
management is required to devote substantial time to new compliance initiatives and corporate governance practices. 



Because we do not anticipate paying any cash dividends on our capital stock in the foreseeable future, capital 
appreciation, if any, will be the sole source of gain for our stockholders. 

Repurchases of our capital stock may be subject to additional tax. 

 

Our ability to utilize our net operating loss carryforwards and certain other tax attributes may be limited.  





 



The following discussion and analysis of our financial condition and results of operations should be read in 
conjunction with our audited consolidated financial statements and related notes appearing elsewhere in this Annual 
Report on Form 10-K. Some of the information contained in this discussion and analysis or set forth elsewhere in this 
Annual Report on Form 10-K, including information with respect to our plans and strategy for our business, includes 
forward-looking statements that involve risks and uncertainties. As a result of many factors, including those factors set 
forth in the ‘‘Risk Factors’’ section of this Annual Report on Form 10-K, our actual results or timing of certain events 
could differ materially from the results or timing described in, or implied by, these forward-looking statements.  

Information pertaining to fiscal year 2020 was included in the Company’s Annual Report on Form 10-K for the 
year ended December 31, 2021 on pages 100 through 111 under Part II, Item 7, “Management’s Discussion and 
Analysis of Financial Position and Results of Operations,” which was filed with the Securities and Exchange 
Commission (the “SEC”) on February 17, 2022. 



•

•

•

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

 Avapritinib 



 Elenestinib (BLU-263) 

RET-Altered Cancers — GAVRETO® (pralsetinib) 

—Collaborations and Licenses Summary



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

EGFR-Mutated NSCLC – BLU-945, BLU-701, BLU-525 and BLU-451 

EGFR-Positive NSCLC — BLU-945 



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

EGFR Exon 20 Insertion-Positive NSCLC — BLU-451 

 

CDK2-Vulnerable Cancers – BLU-222 

 

Advanced Cancers – BLU-852 



Discovery Platform  

—Collaborations and Licenses Summary

Mast Cell Disorders – Wild-Type KIT Inhibition

Collaborations and Licenses Summary 

Roche—Immunotherapy Collaboration

Roche—Pralsetinib Collaboration

CStone

Clementia



Zai Lab

Proteovant

IDRx. 

Mergers & Acquisitions Summary 

Lengo Therapeutics

Note on the COVID-19 Pandemic 



•

•

•

•

•

•

•

•



•

•

Revenue 

Collaboration and License Agreements

Cost of sales 



Expenses 

Collaboration Loss Sharing 

Collaboration and License Agreements

Research and Development Expenses 

•

•

•

•

•

•

•

•

•



•

•

•

•

•

•

•

•



Selling, General and Administrative Expenses 

Interest Income (Expense), net 



Financing Arrangements

Other Income (Expense), net 

Income Tax Expense 

Critical Accounting Policies and Estimates  

Summary of 
Significant Accounting Policies and Recent Accounting Pronouncements,

Revenue Recognition  

Product Revenue 



Collaboration and License Revenue  

Accrued Research and Development Expenses 

Acquisitions 



Equity Investment  

Liabilities related to the sale of future royalties and revenues 



Comparison of Years Ended December 31, 2022 and 2021 

Total Revenues 

Product Revenue, Net 

, Collaboration and License Agreements



 

 Collaboration and License Revenue 

•

•

•

, Collaboration and License Agreements

 License Revenue – Related Party 

, Collaboration 
and License Agreements



Cost of Product Sales 

Collaboration Loss Sharing 

 Research and Development Expense 



•

•

•

 Selling, General and Administrative Expense 

•

•
 

Interest Income (Expense), Net 

 Other Income (Expense), Net 



 Income Tax Expense 

Income Taxes

Sources of Liquidity 

Cash Flows 

Net Cash Used in Operating Activities. 

 

Net Cash Used in Investing Activities. 



Net Cash Provided by Financing Activities.

Debt Financing 

Financing Arrangements

Funding Requirements 



•

•

•

•

•

•

•

•

•

•

•



•

•

Leases

Financing Arrangements
 



Summary of Significant Accounting Policies and Recent Accounting 
Pronouncements



•

•

•



 

 































President, Chief Executive Officer and Director 
 

(Principal Executive Officer) 

(Principal Financial Officer) 

 (Principal Accounting Officer)
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 Accrued Clinical Trial Expenses 

Description of 
the Matter 



How We 
Addressed the 
Matter in Our 
Audit 

 IDRx Inc. License and Stock Purchase Agreement

Description of 
the Matter 

 
How We 
Addressed the 
Matter in Our 
Audit 

 













Basis of Presentation 

 

Use of Estimates 



Significant Accounting Policies 

Revenue Recognition 

Revenue from 
Contracts with Customers

Product revenue 

 

 Chargebacks:

Government rebates:



 Trade discounts and allowances: 

 

Product returns: 

Other deductions: 

Collaboration and license revenue 

Collaborative Arrangements 

Exclusive Licenses. 



Research and Development Services. 

Customer Options. 

Milestone Payments. 

Royalties. 



 Collaboration and 
License Agreements

Accounts Receivable, net 

Inventory 

 

Fair Value Measurements 

•

•

•



Cash and cash equivalents 

Available-for-Sale Investments 

Comprehensive Income (Loss)  

 

Research and Development Expenses

Selling, General and Administrative Expenses  



Property and Equipment, Net 

Impairment of Long-Lived Assets 

Leases 

Leases 



Stock-Based Compensation Expense 

Compensation –Stock 
Compensation 

•

•

•
Share-Based Payment,

•

Equity Investment 



Liabilities related to the sale of future royalties and revenues 

Acquisition 

Business Combinations 

Research and Development

Income Taxes 

Foreign currency translation 



Concentrations of Credit Risk and of Significant Suppliers 

Segment and Geographic Information 

New Accounting Pronouncements 

Fair value measurements 

Fair Value Measurement (Topic 820) – Fair Value 
Measurement of Equity Securities Subject to Contractual Sale Restrictions



Royalty Pharma Purchase and Sale Agreement 

Financing Arrangements with Sixth Street Partners 



Sixth Street Partners Purchase and Sale Agreement 

 
Sixth Street Partners Term Loan 



 



 



 



Collaboration and License Agreements



Balance sheet classification

Leases



IDRx 



Proteovant 

Zai Lab 





Roche – Pralsetinib Collaboration 







 

Financing Arrangements

Clementia 



CStone Pharmaceuticals  





Roche – Immunotherapy Collaboration 







2015 Stock Option and Incentive Plan 

2020 Inducement Plan

Stock-based Compensation Expense



Stock Options 



Restricted stock units 
 

2015 Employee Stock Purchase Plan 









38 Sidney Street 

45 Sidney Street 



 



Purchase Commitments Associated with Commercial Supply Agreements 

Legal Proceedings 

Indemnification Agreements 
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Cautionary Note Regarding Forward-Looking Statements
This annual report contains forward-looking statements as defined in the Private Securities Litigation Reform Act of 1995, as amended, without limitation, statements regarding plans, strategies, 
timelines and expectations for Blueprint Medicines’ current or future approved drugs and drug candidates, including timelines for marketing applications, approvals and launches, the initiation of 
clinical trials, or the results of ongoing and planned clinical trials and data publications; expectations related to the of the markets for Blueprint Medicines’ current or future approved drugs and drug 
candidates; the potential benefits of any of Blueprint Medicines’ current or future approved drugs or drug candidates in treating patients; and Blueprint Medicines’ financial performance, strategy, 
goals and anticipated milestones, business plans and focus. While we believe the forward-looking statements contained in this annual report are accurate, these forward-looking statements represent 
Blueprint Medicines’ beliefs only as of the date of this annual report and there are a number of risks and uncertainties that could cause actual events or results to differ materially from those 
indicated by such forward-looking statements. Any forward-looking statements in this annual report are based on management’s current expectations and beliefs and are subject to a number of risks, 
uncertainties and important factors that may cause actual events or results to differ materially from those expressed or implied by any forward-looking statements contained in this annual report, 
including, without limitation, risks and uncertainties related to Blueprint Medicines’ ability and plans in continuing to expand a commercial infrastructure, and successfully launching, marketing and 
selling current or future approved products; Blueprint Medicines’ ability to successfully expand the approved indications for AYVAKIT/AYVAKYT or obtain marketing approval for AYVAKIT/AYVAKYT in 
additional geographies in the future; the delay of any current or planned clinical trials or the development of Blueprint Medicines’ current or future drug candidates; Blueprint Medicines’ advancement 
of multiple early-stage efforts; Blueprint Medicines’ ability to successfully demonstrate the safety and efficacy of Blueprint Medicines’ drug candidates and gain approval of Blueprint Medicines’ 
drug candidates on a timely basis, if at all; the preclinical and clinical results for Blueprint Medicines’ drug candidates, which may not support further development of such drug candidates either as 
monotherapies or in combination with other agents or may impact the anticipated timing of data or regulatory submissions; actions of regulatory agencies, which may affect the initiation, timing and 
progress of clinical trials; Blueprint Medicines’ ability to obtain, maintain and enforce patent and other intellectual property protection for its products or any drug candidates it is developing; Blueprint 
Medicines’ ability to develop and commercialize companion diagnostic tests for its products or any of its current and future drug candidates; Blueprint Medicines’ ability to successfully expand 
Blueprint Medicines’ research platform and the costs thereof; and the success of Blueprint Medicines’ current and future collaborations, partnerships or licensing arrangements. These and other risks 
and uncertainties are described in greater detail in the section entitled “Risk Factors” in Blueprint Medicines’ filings with the Securities and Exchange Commission (SEC), including Blueprint Medicines’ 
Annual Report on Form 10-K for the year ended December 31, 2022, as filed with the SEC on February 16, 2023, and any other filings that we have made or may make with the SEC in the future. Any 
forward-looking statements contained in this annual report represent Blueprint Medicines’ views only as of April 28, 2023 and should not be relied upon as representing its views as of any subsequent 
date. 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.
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