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R h yt h M isa global, commercial-stage biopharmaceutical company
focused on transforming the care of patients living with early-onset, severe

obesity and hyperphagia, a pathological and insatiable hunger, driven by genetic

or acquired impairments of the melanocortin-4 receptor (MC4R) pathway.

The MCA4R pathway is a key hypothalamic pathway
that regulates hunger, caloric intake, and energy
expenditure, consequently affecting body weight.
Rhythm is developing setmelanotide, an MC4R agonist
designed to selectively target the MC4R pathway. It has
shown the potential to restore the function impaired

by genetic variants, the root cause of hyperphagia and
obesity.

Under the brand name IMCIVREE, setmelanotide was
approved in the United States in 2020 and authorized
by the European Commission and Great Britain's MHRA
in 2021, making it the first-ever treatment for certain
rare genetic diseases of obesity, namely POMC, PCSK1
or LEPR deficiency obesities. Rhythm also is seeking
regulatory approvals to expand IMCIVREE's indications
to include Bardet-Biedl syndrome (BBS) and potentially
Alstrom syndrome.

In addition, Rhythm is advancing a broad clinical
development program. We have initiated phase

2 and 3 trials evaluating setmelanotide — a daily
subcutaneous injection - for the treatment of obesity
due to a deficiency in one or more of many additional
genes associated with the MC4R pathway. We also are
developing a weekly formulation of setmelanotide.

Rhythm's clinical strategy is fueled by a genetic
database - the largest known obesity DNA database

- with approximately 45,000 sequencing samples —
designed to improve the understanding, diagnosis,
and care of patients with severe obesity due to certain
genetic deficiencies.
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A Message fo

Our Stockholders

At Rhythm, our commitment to people with rare genetic diseases of obesity
extends beyond the development of potential medicines — we embrace a
responsibility to engage with and listen to each member of the community to help
bolster both the individual and collective understanding of rare genetic diseases
of obesity and drive positive change. On the cover of this, our 2021 annual report,
are Leigh and her daughter Izzy. Izzy was diagnosed with Bardet Biedl syndrome
(BBS) when she was about 5 years old, after seeing 15 doctors in six different
states. Even in the absence of a specific therapy, receiving a concrete diagnosis
can provide a rare disease patient and their family some relief in the knowledge
of what is ahead. While patients suffering from a rare disease may share some
common challenges, each experience, each journey is unique. The courage shown

by patients like Izzy and their families as they undergo their journey inspires us at /\’\/
Rhythm to first understand that journey, and then work to lessen the burdens that T~
a life with a rare disease presents. We are tackling the challenges each of these . s s s

patients and their families share, while not losing sight of the unique and highly
personal nature of each person’s story.
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Our challenge is to ensure that patients like I1zzy can
reliably see an expert who considers the full range

of possibilities. This starts with education, creating a
level of awareness such that when a physician hears
Izzy's story, he or she will recognize BBS as a possible
diagnosis. It may not be the first physician they see,
but it certainly should not be the fifteenth. Beyond

the struggles we face in a lack of awareness, specific
testing required to diagnose a rare disease may not

be available for patients, or worse — not yet invented.
In addition to driving broader awareness, Rhythm
provides a comprehensive gene panel that may inform
the diagnosis of a rare genetic disease of obesity or
support the clinical diagnosis, as is the case with BBS.
The availability of a test can change the diagnostic
journey dramatically. A health care provider need not
know which disease they are testing for, but rather

in the case of a patient presenting with a history of
early-onset, severe obesity and hyperphagia, a severe
pathologic form of hunger, they simply need to consider

the underlying genetics. The panel results can inform a

diagnosis and put a patient on a better, swifter track to
finding potential treatment options.

((We know that each patient and
family living with a rare genetic
disease obesity is unigue.

On one hand, we work with the health care system to
improve its ability to care for patients like Izzy. On the
other hand, we are committed to understanding their
individual stories. Patients with genetic causes of early-
onset, severe obesity and hyperphagia face not only
the physical challenges posed by a feeling of constant
hunger, their obesity and its associated comorbidities,
but they also face the severe emotional toll of dealing
with social stigma and potentially biased opinions of
family members, friends, teachers or colleagues. Each
person’s experience and needs are different, and it is
our job at Rhythm to understand those differences and




provide appropriate individualized support. With our
patient support services program — Rhythm InTune

— we utilize our resources and ability to connect with
individual patients and families to understand, learn,
and adapt to their unique situation. Through these
personalized connections, we strive to make a positive
and visible impact on the community.

((Nofa// obesity is the same.
Not every patient is the same.
And not every health care system

Is the same.”

This desire and ability to understand what each

patient and family values in their daily lives, from

their community and from their health care teams, is
foundational to achieving our mission. At Rhythm, our
experienced team is eminently capable of reaching

this level of understanding, and we are continuously
humbled by the opportunity to do so. As we get to know
the BBS community, we grow more confident in our
ability to successfully meet their needs.

The confidence | have in the Rhythm team transcends
our commitment to the BBS community, as we are
focused on extending our reach to a series of MC4R
pathway diseases — genetic, syndromic, or acquired.
We are building a passionate, driven, and forward-
thinking company one gene, one patient, and one
employee at a time. In the last year alone, we've grown
our employee count by 50 percent, increased our
clinical development network and pipeline of trials,
and extended our reach to a global level — and all

this comes despite the challenges of COVID-19 and
geopolitical tensions.

People are life-long learners, and organizations are
no different. Like people, organizations grow as they
learn. As we learn from our ever-growing patient
community, we understand more about the MC4R
pathway, setmelanotide’s ability to address genetic or
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acquired impairments to pathway function, and the
potential needs of a larger group of patients than any of
us expected. We believe we are now better positioned
than ever before to meet the needs of thousands, and
potentially tens of thousands, of patients because we
started small — with tens of patients. And grew.

The problem we are solving — the early-onset, severe
obesity, the insatiable hyperphagia and all the co-
morbidities and social stigmas that come with these
rare genetic diseases of obesity — is global. We know
full well that the individual patient and family needs

in North America, Europe, the Middle East and China
are unigue, as are the health care systems within each
country. Just as Rhythm is focused on addressing
this class of diseases globally, our international
organization concentrates on meeting the individual
patient needs within their state or country’s unique
health care system. With our partners at RareStone,
we are advancing the first opportunity to learn about
— and address — the needs of rare genetic diseases of
obesity in China.

We seek to transform the lives of patients suffering
from hyperphagia and obesity due to an impaired
MC4R pathway. This starts with an earlier diagnosis,
and we look forward to the better outcomes that
the right treatment will provide. We recognize that
not all obesity is the same, that healthcare systems
differ and, most importantly, that each patient and
their needs are unique. We have a precise focus on
supporting each patient with impairment in the MC4
pathway and their family with an understanding of
their genetics and a growing sense of confidence that
setmelanotide can help.

Sincerely,

David Meeker, MD

Chairman, President and
Chief Executive Officer



A\
Clinical Programs

Designed to Understand ( ; ;
New Potential Indications

Setmelanotide is an MC4R agonist selectively targeting the MC4R pathway in the hypothalamus, which
suggests the potential to restore the function impaired by genetic variants, a root cause of hyperphagia and
obesity in these individuals. Under the brand name IMCIVREE, setmelanotide was approved in the United
States in 2020 and authorized by the European Commission and Great Britain’s MHRA in 2021 for treatment

of certain rare genetic disorders of obesity.

Regulatory
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M?'MBEE POMC, PCSK1 or LEPR deficiency US, EU, Great
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i 5 G e
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S . Biallelic or heterozygous POMC, PCSK1 or D
cCX ©
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gxE
2 L BBS
(2 De novo Study
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Commitment fo building, educating and
supporting a community of health care
providers who understand rare genetic
diseases of obesity

Rhythm Delivers Multiple
Presentations at Major Medical
Conferences 40 5 1 0

In 2021, Rhythm collaborated with our trial

investigators and key opinion leaders in making presentations symposia congresses
significant contributions to advance the scientific

and medical understanding of hyperphagia and With continued evidence generation and ongoing
early-onset, severe obesity associated with rare research on disease burden and understanding,
genetic diseases of obesity and the need for we expect to have many additional posters,
genetic testing in these patient populations. presentations and publications in 2022.

Largest-known Genetic Database for Obesity

>45,000 sequencing samples from UNCOVERING

: N ; : RARE OBESITY®
individuals with severe obesity

Rhythm has built what we believe to be the largest known DNA database, As Rhythm engages with health care
designed to improve the understanding, diagnosis and care of people providers across the United States
living with severe obesity due to certain variants in genes associated and provides access to URO, our
with the MC4R pathway. sponsored genetic testing panel, we

are able to engage with and educate
physicians in the community setting

13,029 2758 10,000 on the genetics of obesity and the

MC4R pathway. URO is a tool that

sequencing participating additional URO
samples from URO U.S. health care test submissions may be able to help them deliver
submissions* providers* anticipated in 2022

care to their patients.

* As of December 31, 2021.
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Peer-to-peer Health Care Provider Education and Engagement

GOLD Academy”
Genetic Obesity Learning Development
Rhythm’s Genetic Obesity Learning Development (GOLD) Academy brings Sr(c));?a?::ﬂzmy
together health care providers to learn about rare genetic causes of obesity in 2021
and the role of the melanocortin-4 receptor pathway in regulating hunger,
caloric intake, energy expenditure, and consequently body weight. GOLD
Academy programs, U.S. based non-CME programs sponsored by Rhythm, anticipated
are physician-led, interactive presentations. GOLD Academy programs are in 2022

web-based, in-person or hybrid.

1 4 6 1 U.S. healthcare providers including endocrinologists, pediatricians, obesity specialists, bariatric
surgeons, nurse practitioners, internists and more have participated since GOLD Academy launched in 2019.

In addition to the GOLD Academy, in 2022 we are introducing

the new Rare Genetic Diseases of Obesity (RGDO) Program with RGDO sessions
sessions in select community hospitals that focus on identifying, Planngd n 2022
diagnosing and caring for adult patients or pediatric patients.

Rhythm continues to add educational resources and expand the network

of health care professionals who understand hyperphagia and early-onset,
severe obesity associated with rare genetic diseases obesity, with a specific
focus on Bardet-Biedl syndrome.

Educate on the MC4R pathway, a root
cause of obesity and hyperphagia in BBS

Highlight the impacts of hyperphagia 15+ physicians expected in our speaker bureaus
and obesity in BBS and overall health

30 live webinars (plus on demand)

Support identification of BBS patients Presence at 7 key medical and professional
through education on clinical diagnosis society congresses
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Putting Patients at
the Center of our
Community

BBS Patient/Caregiver Speaker Programs Provide
Meaningful Education for the Community

Our BBS Disease Education Webinars feature physicians as well
as individuals living with BBS and caregivers to provide relevant
and meaningful education. We focus on BBS and its symptoms,
managing intense, hard-to-control hunger and obesity, personal
experiences and more.

6 patient/caregiver 8 programs in 8 2 + registrants
speakers early 2022

OV Rhythm InTune Provides Personalized
InTune &

o mane oo SUPPoOrt for Patients and Families

Individuals living with rare genetic diseases of obesity may face
challenges in understanding their disease and treatment options.
Rhythm InTune is a patient support program designed to help
overcome these challenges, empowering patients and caregivers
to achieve access to resources and potential treatment.

Rhythm InTune provides education and resources tailored to fit
the unique needs of individuals living with rare genetic diseases

of obesity, including BBS, Alstrom syndrome and obesity due

to POMC, PCSK1 or LEPR deficiency. We match patients and
caregivers with a dedicated patient education manager as a single
point of contact for a personalized experience.

Education

offering resources to guide patients at every step

Connection

sharing opportunities to learn from the experience of others

Treatment support

assisting patients and providers to determine insurance
coverage to get started and remain on treatment, providing
financial assistance to eligible patients
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Rhythm is a
Global Company

and we are building out our
presence with the same
commitment to community
building and education for patients,
families and health care providers
in several countries, including:

Denmark Spain

Finland Sweden

France United Kingdom
Germany Canada

Ireland Argentina

Italy Israel

The Netherlands China

Norway

COMING SOON:

Children's Book on BBS

In collaboration with caregivers

of individuals living with BBS, we
are publishing an educational
storybook for children and
adolescents living with BBS. The
story features a boy living with
BBS named Gabe. Gabe's story is
intended to help children living with
BBS make sense of their feelings,
provide education on why they

are experiencing intense, hard-to-
control hunger, and recognize they
are not alone.
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CAUTIONARY NOTE REGARDING FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K, or this Annual Report, contains forward-looking statements within the
meaning of Section 27A of the Securities Act of 1933, as amended, or the Securities Act, and Section 21E of the Securities
Exchange Act of 1934, as amended, or the Exchange Act, and is subject to the “safe harbor” created by those sections.
Any statements about our expectations, beliefs, plans, objectives, assumptions or future events or performance are not
historical facts and may be forward-looking. Some of the forward-looking statements can be identified by the use of
forward-looking terms such as “anticipates,” “believes,” “could,” “estimates,” “expects,” “intends,” “may,” “might,”
“likely,” “plans,” “potential,” “predicts,” “projects,” “seeks,” “should,” “target,” “will,” “would,” or similar expressions
and the negatives of those terms include forward-looking statements that involve risks and uncertainties. Forward-looking
statements include, but are not limited to, statements regarding the marketing and commercialization of IMCIVREE
(setmelanotide), and the timing of commercialization, the success, cost and timing of our product development activities
and clinical trials, our financial performance, including our expectations regarding our existing cash, operating losses,
expenses, sources of future financing and sufficiency of cash, our ability to hire and retain necessary personnel, patient
enrollments and the timing thereof, the timing of announcements regarding results of clinical trials and filing of regulatory
applications, our ability to protect our intellectual property, our ability to negotiate our collaboration agreements, if needed,
our marketing, commercial sales, and revenue generation, expectations surrounding our manufacturing arrangements, the
impact of the COVID-19 pandemic on our business and operations and our future financial results, and the impact of
accounting pronouncements. We have based these forward-looking statements largely on our current expectations and
projections about future events and financial trends that we believe may affect our business, financial condition and results
of operations. We cannot guarantee future results, levels of activity, performance or achievements, and you should not
place undue reliance on our forward-looking statements. Our actual results may differ significantly from the results
discussed in the forward-looking statements. Important factors that might cause such a difference include, but are not
limited to, those set forth in Item 1A. “Risk Factors” and elsewhere in this Annual Report. Moreover, we operate in an
evolving environment. New risk factors and uncertainties may emerge from time to time, and it is not possible for
management to predict all risk factors and uncertainties. Except as may be required by law, we have no plans to update
our forward-looking statements to reflect events or circumstances after the date of this Annual Report. We caution readers
not to place undue reliance upon any such forward-looking statements, which speak only as of the date made.
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Unless the content requires otherwise, references to “Rhythm Pharmaceuticals,” “Rhythm,” “the Company,”

we,” “our,” and “us,” in this Annual Report refer to Rhythm Pharmaceuticals, Inc. and its subsidiaries.
TRADEMARKS, TRADENAMES AND SERVICE MARKS

This Annual Report may include trademarks, tradenames and service marks that are the property of other
organizations. Solely for convenience, trademarks and tradenames referred to in this Annual Report may appear without
the ® and ™ symbols, but those references are not intended to indicate, in any way, that we will not assert, to the fullest
extent under applicable law, our rights or that the applicable owner will not assert its rights, to these trademarks and
tradenames.

SUMMARY RISK FACTORS

Our business is subject to numerous risks and uncertainties, including those described in Part I, Item 1A. “Risk
Factors” in this Annual Report. You should carefully consider these risks and uncertainties when investing in our common
stock. The principal risks and uncertainties affecting our business include the following:

e We are a commercial-stage biopharmaceutical company with a limited operating history and have not
generated any significant revenue from product sales. We have incurred significant operating losses since
our inception, anticipate that we will incur continued losses for the foreseeable future and may never achieve
profitability.

e  We will need to raise additional funding, which may not be available on acceptable terms, or at all. Failure
to obtain this necessary capital when needed may force us to delay, limit or terminate our product
development efforts or other operations.



The COVID-19 pandemic has and may continue to adversely impact our business, including our preclinical
studies, clinical trials and our commercialization prospects.

We have only one approved product, which is still in clinical development in additional indications, and we
may not be successful in any future efforts to identify and develop additional product candidates.

The successful commercialization of IMCIVREE and any other product candidates will depend in part on
the extent to which governmental authorities, private health insurers, and other third-party payors provide
coverage and adequate reimbursement levels. Failure to obtain or maintain coverage and adequate
reimbursement for setmelanotide or our other product candidates, if any and if approved, could limit our
ability to market those products and decrease our ability to generate revenue.

Positive results from early clinical trials of setmelanotide may not be predictive of the results of later clinical
trials of setmelanotide. If we cannot generate positive results in our later clinical trials of setmelanotide, we
may be unable to successfully develop, obtain regulatory approval for and commercialize additional
indications for setmelanotide.

The number of patients suffering from each of the MC4R pathway deficiencies is small and has not been
established with precision. If the actual number of patients with any of these conditions is smaller than we
had estimated, our revenue and ability to achieve profitability will be materially adversely affected.
Moreover, our ability to recruit patients to our trials may be materially adversely affected. Patient enrollment
may also be adversely affected by competition and other factors.

Failures or delays in the commencement or completion of our planned clinical trials of setmelanotide could
result in increased costs to us and could delay, prevent or limit our ability to generate revenue and continue
our business.

Changes in regulatory requirements, FDA guidance or unanticipated events during our clinical trials of
setmelanotide may occur, which may result in changes to clinical trial protocols or additional clinical trial
requirements, which could result in increased costs to us and could delay our development timeline.
Additionally, it may be necessary to validate different or additional instruments for measuring subjective
symptoms, and to show that setmelanotide has a clinically meaningful impact on those endpoints in order to
obtain regulatory approval.

Even if we complete the necessary clinical trials, the regulatory and marketing approval process is expensive,
time consuming and uncertain and may prevent us from obtaining additional approvals for the
commercialization of setmelanotide beyond FDA approval for obesity due to proopiomelanocortin, or
POMC, proprotein convertase subtilisin/kexin type 1, or PCSK1, or leptin receptor, or LEPR, deficiencies in
the United States. We depend entirely on the success of setmelanotide, and we cannot be certain that we will
be able to obtain additional regulatory approvals for, or successfully commercialize, setmelanotide. If we are
not able to obtain, or if there are delays in obtaining, required additional regulatory approvals, we will not be
able to commercialize setmelanotide in additional indications in the United States or in foreign jurisdictions,
and our ability to generate revenue will be materially impaired.

Our approach to treating patients with MC4R pathway deficiencies requires the identification of patients with
unique genetic subtypes, for example, POMC genetic deficiency. The FDA or other equivalent competent
authorities in foreign jurisdictions could require the clearance, approval or CE marking of an in vitro
companion diagnostic device to ensure appropriate selection of patients as a condition of approving
setmelanotide in additional indications. The requirement that we obtain clearance, approval or CE mark of
an in vitro companion diagnostic device will require substantial financial resources, and could delay or
prevent the receipt of additional regulatory approvals for setmelanotide, or adversely affect those we have
already obtained.



e  QOur product candidates may cause undesirable side effects that could delay or prevent their regulatory
approval, limit the commercial profile of an approved labeling or result in significant negative consequences
following marketing approval, if any.

e Our industry is intensely competitive. If we are not able to compete effectively against current and future
competitors, we may not be able to generate sufficient revenue from the sale of IMCIVREE, our business
will not grow and our financial condition and operations will suffer.

e Ifwe areunable to adequately protect our proprietary technology or maintain issued patents that are sufficient
to protect setmelanotide, others could compete against us more directly, which would have a material adverse
impact on our business, results of operations, financial condition and prospects.

PART1
Item 1. Business
Overview

We are a global, commercial-stage biopharmaceutical company focused on changing the paradigm for the
treatment of rare genetic diseases of obesity, which are characterized by early-onset, severe obesity and hyperphagia, a
pathological and insatiable hunger. While obesity affects hundreds of millions of people worldwide, we are advancing
IMCIVREE™ (setmelanotide) as a precision medicine strategy for a subset of individuals who have severe obesity due to
genetic variants that impair the melanocortin-4 receptor (MC4R) pathway, a pathway in the brain that is responsible for
regulating hunger, caloric intake and energy expenditure, which consequently affect body weight. IMCIVREE, an MC4R
agonist for which we hold worldwide rights, is the first-ever therapy developed for patients with certain ultra-rare genetic
diseases of obesity that is approved or authorized in the United States, European Union (EU) or Great Britain. We made
IMCIVREE commercially available in the United States for patients 6 years and older with obesity due to
proopiomelanocortin (POMC), proprotein convertase subtilisin/kexin type 1 (PCSK1), or leptin receptor (LEPR)
deficiency in early 2021, and we are working to achieve market access in several European countries in 2022. In addition
to initial commercial efforts, we are preparing to bring IMCIVREE to additional populations in 2022 and beyond. We are
advancing a broad clinical development program for setmelanotide in patients with additional rare genetic diseases of
obesity in an effort to expand the approved indication to bring this potential therapy to approximately 100,000 to 200,000
patients in the United States and a similarly-sized rare patient population in Europe.

IMCIVREE was approved in November 2020 by the U.S. Food and Drug Administration (FDA) for chronic
weight management in adult and pediatric patients 6 years of age and older with obesity due to POMC, PCSK1 or LEPR
deficiency confirmed by genetic testing demonstrating variants in POMC, PCSK1, or LEPR genes that are interpreted as
pathogenic, likely pathogenic, or of uncertain significance. The European Commission (EC) and Great Britain’s Medicines
& Healthcare Products Regulatory Agency (MHRA), in July and September 2021, respectively, granted marketing
authorization to IMCIVREE for the treatment of obesity and the control of hunger associated with genetically confirmed
loss-of-function biallelic POMC, including PCSK1, deficiency or biallelic LEPR deficiency in adults and children 6 years
of age and above. These approvals were based on Phase 3 data demonstrating a statistically significant and clinically
meaningful reduction of weight and hunger in patients 12 years old or older with severe obesity due to POMC, PCSK1 or
LEPR deficiency. In addition to the United States and Europe/UK, we and our partners are seeking approval for
IMCIVREE to treat patients with these genetic obesities in Israel, China, Hong Kong and Macau.

Additionally, we are seeking regulatory approvals in the United States and Europe for setmelanotide to treat
obesity and control hunger in patients with Bardet-Biedl syndrome (BBS) or Alstrdom syndrome. In November 2021, we
announced the U.S. FDA has accepted for filing our supplemental New Drug Application (SNDA) for setmelanotide
seeking to expand the approved label to include patients with BBS or Alstrdom syndrome, granted us priority review for
this SNDA and assigned a Prescription Drug User Fee Act (PDUFA) goal date of June 16, 2022. In October 2021, we
announced that we submitted a Type II variation application to the European Medicines Agency (EMA) for setmelanotide
for the treatment of obesity and control of hunger in adult and pediatric patients 6 years of age and older with BBS or
Alstrom syndrome. These regulatory submissions are based on positive results from a pivotal Phase 3 clinical trial that



met its primary and all key secondary endpoints and achieved clinically meaningful and statistically significant reductions
in body weight and in hyperphagia associated with these syndromes. The submissions include a series of comprehensive
individual patient narratives supporting the disease burden of BBS. Our belief that setmelanotide, if approved, has the
potential to offer the first therapeutic option for the early-onset, severe obesity and unrelenting hunger that characterize
these syndromes. Recently, we have decided to withdraw the Alstrém syndrome indication from the pending Type II
variation application based on feedback from the EMA.

We also are advancing a broad clinical development program evaluating setmelanotide in several ongoing and
planned clinical trials, and we are leveraging what we believe is the largest known DNA database focused on obesity -
with approximately 45,000 sequencing samples as of December 31, 2021 - to improve the understanding, diagnosis and
care of people living with severe obesity due to certain variants in genes associated with the MC4R pathway. Having
achieved proof-of-concept in our ongoing exploratory Phase 2 Basket Study evaluating setmelanotide in patients with
severe obesity driven by variants in several different MC4R pathway associated genes, we expect to initiate in the first
half of 2022, the pivotal Phase 3 EMANATE clinical trial, a randomized, double-blind, placebo-controlled trial to evaluate
setmelanotide in five independent sub-studies in patients with obesity due to a heterozygous variant of the POMC/PCSK1
genes or LEPR gene, certain rare variants of the SRC1 gene or the SH2B1 gene, or the N221D variant in the PCSK1 gene.
We also have initiated the Phase 2 DAYBREAK clinical trial designed to evaluate setmelanotide in patients who carry a
confirmed variant in one or more of 31 additional genes with strong or very strong relevance to the MC4R pathway. Our
broad clinical program evaluating setmelanotide in rare diseases of obesity also includes the ongoing exploratory Phase 2
Basket study, an ongoing Phase 2 study evaluating setmelanotide in patients with hypothalamic obesity, a Phase 3 study
in pediatric patients with MC4R pathway deficiencies between the ages of 2 and 6 years old, and potential registration-
enabling study with our once-weekly formulation of setmelanotide.

We are taking a simple, three-step approach in our clinical development programs that we expect will translate
to the real-world practice of medicine for MC4R pathway-related obesities. First, we will identify patients with early-onset
severe obesity (BMI>40 kg/m? in adults or BMI> 95th percentile for age and gender for patients 6 to 16 years of age) and
hyperphagia. Second, with genetic testing, we will seek to confirm that these patients have a variant in one of 36 genes (or
more) related to the MC4R pathway. If these individuals test positive for such a genetic variant, they would be eligible for
access to IMCIVREE or enrollment in a clinical trial evaluating setmelanotide. In clinical trials across several different
genetic deficiencies, we have seen patients respond to this precision treatment with rapid weight loss of 5 % or more in 12
to 16 weeks. Based on our experience treating more than 100 patients in our Phase 2 and Phase 3 clinical studies, patients
who achieve at least 5 % weight loss at approximately 12 to 16 weeks on setmelanotide therapy tend to achieve 10 %
weight loss or more within a year, hence these patients demonstrate a robust clinically meaningful response to treatment.

Our sequencing-based epidemiology estimates show that each of these genetically-defined MC4R pathway
deficiencies number in the rare or ultra-rare category, according to established definitions of rare disease patient
populations. Our epidemiology estimates are approximately 5,000 for U.S. patients in initial indications, including obesity
due to biallelic POMC, PCSK1 or LEPR deficiencies, and BBS and Alstrom syndrome. Based on internal sequencing data,
we believe the established epidemiology estimates for BBS ultimately may prove to underestimate the number of people
with this syndrome. The epidemiology estimates for the indications being studied in our Phase 3 EMANATE trial suggest
that between 100,000 to 200,000 U.S. patients with one of these genetically driven obesities have the potential to respond
to setmelanotide. Despite the combined potential addressable patient population likely being larger than rare populations
of each individual genetic disorder, these patients face similar challenges as other patients with rare diseases, namely lack
of awareness, resources, tests, tools and especially therapeutic options.

We are working to expand access to IMCIVREE globally, beginning with obesities from POMC, PCSK1 and
LEPR deficiencies, as we advance towards regulatory approvals in BBS and potentially Alstrém syndrome and expand
our clinical development programs. Our disease awareness and patient finding efforts are aligned with a singular focus on
building a community of caregivers and healthcare providers focused on transforming the treatment of these diseases. We
have multiple teams in the field in the United States and Europe engaging with physicians who treat patients with severe
obesity. We continue to bring h