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2023 WAS A YEAR OF SUBSTANTIAL
GROWTH AND PROGRESS

for Alnylam, marked by a strong financial performance,
excellent commercial execution, and exciting advances in
our pipeline and platform. Most importantly, we helped to
transform the lives of more than 5,000 patients around
the world with our medicines.

As | begin my third year as CEO, | am so excited about
Alnylam and the enormous promise we hold. We have come
far in our quest to transform the extraordinary science of RNA
interference (RNAI) into a new class of medicines, and we are
only just beginning. In the near term, we are on track to meet
the five-year goals we laid out in our Alnylam P° x 25 strategy.
These goals reflect our ambition to establish ourselves as a
top-tier biotechnology company and to increase the value we
deliver to our stockholders and to society.

| am pleased to note some highlights from 2023
that underscore the strong progress we made across
our business:

We achieved $1.2 billion in global net product revenues,

an increase of 39% compared with the previous year.

This growth was driven by increasing demand within our
portfolio of products—ONPATTRO® (patisiran), AMVUTTRA®

(vutrisiran), GIVLAARI® (givosiran), and OXLUMO®
(lumasiran)—along with strong commercial execution by our
teams in delivering these important medicines globally to
patients in need. Royalty revenue also increased, as sales of
Leqvio® (inclisiran), an Alnylam-discovered RNAi-therapeutic
marketed by Novartis in nearly 100 countries, continued to
grow steadily.

We ended 2023 with a cash and investment balance of
approximately $2.4 billion and moved closer to achieving
our goal of sustained profitability by the end of 2025.
Delivering ongoing profitable growth will enable us to
continue to build the Company, realize the huge promise
of our pipeline, and deliver breakthrough medicines for
patients for many years to come.

We also made strong progress in advancing potential

new medicines across our rapidly expanding pipeline,
including zilebesiran, an investigational RNAi therapeutic
in development for the treatment of hypertension in high
unmet need populations. We reported positive topline
results from the KARDIA-1 Phase 2 study of zilebesiran,
building on results from the Phase 1 study, which were
published in the New England Journal of Medicine. We also
entered into an exciting strategic partnership with Roche,
which will allow us to develop zilebesiran in a more robust
way, benefit from Roche’s global footprint and experience
in developing and commercializing therapies in complex
markets, and ultimately reach as many patients as possible.

In addition, we shared encouraging early findings for several
other programs targeting more prevalent diseases. We
reported positive interim results for the ongoing Phase 1
study of ALN-APP in patients with early-onset Alzheimer’s
disease, the first ever clinical demonstration of gene
silencing in the human brain using an RNAi therapeutic.

We also reported positive initial Phase 1 data for ALN-KHK,
an investigational RNAi therapeutic in development for the
treatment of type 2 diabetes mellitus, an area of continued
unmet need globally.

While we made great progress across our clinical pipeline last
year, we were disappointed to receive a Complete Response
Letter for patisiran for the treatment of cardiomyopathy of
ATTR amyloidosis. We remain deeply committed to patients
with this disease and look forward to reporting topline results
from the HELIOS-B Phase 3 study evaluating vutrisiran for
this indication in 2024. Our ambition is to establish Alnylam

as the leader in the treatment of ATTR amyloidosis and



vutrisiran as the rapid knockdown therapy for ATTR

amyloidosis patients.

At our annual R&D Day, we highlighted important advances
in our RNAI platform supporting our goal to deliver
therapeutics to many new tissues in the body, including
adipose and muscle tissue, allowing us to broadly expand
the range of diseases we aim to treat. Given these
advances in our platform, we anticipate doubling the size
of our clinical pipeline by the end of this year, as we look
to file Investigational New Drug (IND) applications for nine
new programs, supplemented by an additional six IND
applications from our partners.

As we grow, we continue to focus on the foundation and
heart of Alnylam: our culture and people. We are keen to
sustain our entrepreneurial ‘challenge-accepted’ spirit as
we build the Company to operate effectively on a larger
scale. We also aim to be a global leader in diversity, equity,
and inclusion and to build an exceptional workplace that
inspires and attracts innovative and ambitious people
dedicated to advancing breakthrough medicines that
transform lives and solve major healthcare challenges. We
were recognized again this year as a top place to work by
numerous publications, including The Boston Globe and
Science Magazine, while also being certified as a Great
Place to Work® in nine countries. Furthermore, we were
ranked among Fortune’s Best Workplaces for Women, and
were included on the Bloomberg Gender-Equality Index.

Continuing to earn recognition for our corporate
responsibility efforts, we were included on Newsweek’s
list of America’s Most Socially Responsible Companies and
maintained our ‘A’ Environmental, Social, and Governance
rating with MSCI. We outlined our strong commitment in this
area with the release of our third Corporate Responsibility
Report in May 2023, which described our efforts to

enable broad access to our medicines, highlighted our
entrepreneurial and community partnerships that are
addressing health inequities, and detailed the progress we
have made in reducing our environmental impact.

Alnylam continues to lead the wave of RNAi innovation
that is changing medicine. | am so excited about our future
and the enormous promise we hold to change the lives

of patients around the world. As we look ahead to next
year and the years to come, | feel that we are just at the
beginning of an extraordinary journey.

YVONNE GREENSTREET, MBCHB
CHIEF EXECUTIVE OFFICER
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Alnylam continues to
lead the wave of
RNAI innovation that
Is changing medicine.
| am so excited about
our future and the
enormous promise
we hold to change
the lives of patients
around the world."

YVONNE GREENSTREET, MBCHB
CHIEF EXECUTIVE OFFICER
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JULIO,
DIAGNOSED
WITH hATTR
AMYLOIDOSIS

amvuttra <

AMVUTTRA" (vutrisiran) is our subcutaneously
administered RNAI therapeutic approved in the U.S.
for the treatment of the polyneuropathy of hATTR
amyloidosis in adults, and in the EU, UK, Argentina,
Switzerland, and Canada for the treatment of hATTR
2023 MILESTONES amyloidosis in adults with Stage 1 or Stage 2 poly-
neuropathy. Also approved in Brazil for the treatment
of hATTR amyloidosis in adults, and in Japan for the
treatment of hATTR amyloidosis with polyneuropathy.

onpgttro':f

ONPATTRO" (patisiran) is our RNAI therapeutic
approved in the U.S. and Canada for the treatment
of the polyneuropathy of hATTR amyloidosis in
adults, and in the EU, Switzerland, and Brazil for
the treatment of hATTR amyloidosis in adults with
Stage 1 or Stage 2 polyneuropathy. Also approved
in Japan for the treatment of hATTR amyloidosis
with polyneuropathy.

ALN-TTRscO4 is an investigational RNAI therapeutic
in development for the treatment of ATTR amyloidosis.
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Primary hyperoxaluria type 1 (PH1) is an ultra-rare, inherited
disease in which an enzyme defect in the liver causes oxalate|
overproduction, resulting in recurrent kidney stones, progressive
loss of kidney function, and, ultimately, end-stage kidney disease.

« >430 patients worldwide on commercial OXLUMO treatment
« Grew net revenue for OXLUMO by 57%

« Long-term data continue to demonstrate a durable response for
treatment with OXLUMO across all ages and all stages of PH1

|
Acute hepatic porphyria (AHP) refers to a family of rare genetic|
diseases characterized by debilitating, potentially life-threatening
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attacks and, for some patients, chronic manifestations that
negatively impact daily functioning and quality of life]

« >650 patients worldwide on commercial GIVLAARI treatment
« Grew net revenue for GIVLAARI by 27%

« Published!final results from the Phase 3 ENVISION study in
Journal of Hepatology
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(lumasiran) e,

OXLUMO® (lumasiran) is our RNAI therapeutic
targeting hydroxyacid oxidase 1 (HAO?1);
OXLUMO encodes glycolate oxidase (GO),

an enzyme upstream of the disease-causing
defect in PH1. OXLUMO has received approval
in the U.S. for the treatment of PH1 to lower
urinary oxalate (UOx) and plasma oxalate
(POx) levels in pediatric and adult patients, and
in the EU and Brazil for the treatment of PH1

in all age groups. OXLUMO is the first ever
treatment for PH1 and the first RNAIi therapeutic
to have been evaluated in adults and children,
including infants.

&f GIVLAARI

(givosiran) g s st s

GIVLAARI® (givosiran) is our RNAI therapeutic
targeting aminolevulinic acid synthase 1 (ALASY);
it is approved for the treatment of adults with
AHP in the U.S,, Brazil, Canada, and Taiwan,
and for the treatment of AHP in adults and
adolescents aged 12 years and older in the

EU and Japan.




OUR PIPELINE

PRODUCT

ONPATTRO®

(patisiran)

AMVUTTRA®

(vutrisiran)

GIVLAARI®

(givosiran)

OXLUMO®

(lumasiran)

Leqvio®
(inclisiran)

Vutrisiran

Fitusiran

Cemdisiran
(+/- Pozelimab)

Cemdisiran
(+/- Pozelimab)

Zilebesiran
(ALN-AGT)

ALN-HSD

Elebsiran
(ALN-HBV02/VIR-2218)

Elebsiran
(ALN-HBV02/VIR-2218)

Belcesiran

ALN-APP

ALN-TTRscO4

ALN-APP

ALN-KHK

ALN-BCAT

ALN-PNP

* Collaborated, Alnylam-led with profit split
1 Collaborator-led with profit split

DISEASE

hATTR Amyloidosis with Polyneuropathy (PN)

hATTR Amyloidosis with Polyneuropathy (PN)

Acute Hepatic Porphyria (AHP)

Primary Hyperoxaluria Type 1 (PH1)

Hypercholesterolemia**

ATTR Amyloidosis with Cardiomyopathy (CM)

Hemophilia**

Myasthenia Gravis**

Paroxysmal Nocturnal Hemoglobinuria**

Hypertension

NASH**

Hepatitis B Virus Infection®

Hepatitis D Virus Infection*

Alpha-1 Liver Disease**

Cerebral Amyloid Angiopathy (CAA)*

ATTR Amyloidosis

Alzheimer's Disease*

Type 2 Diabetes Mellitus

Hepatocellular Carcinoma

NASH?

** Qut-licensed with milestones and/or royalties

% Collaborator-led with Alnylam option for profit split

PHASE 1

PHASE 3 COMMERCIAL

« Collaborated, Alnylam-led development with
US profit split and milestones/royalties ex-US



PROGRAMS TO WATCH & iy I

Zilebesiran is our investigational,
subcutaneously administered
RNAI therapeutic targeting
hepatic angiotensinogen; it is

in development for the treatment
of hypertension (high blood
pressure). In 2023, we presented
positive results in a Phase 2 study,
KARDIA-1, and announced a
partnership with Roche to
co-develop and co-commercialize
the asset. Alnylam will lead the
ongoing clinical development plan
to determine if zilebesiran can
reduce the risk of cardiovascular
events in patients with hyperten-
sion and high cardiovascular risk.

ALN-APP is our investigational,
intrathecally administered RNAI
therapeutic targeting amyloid
precursor protein for the treat-
ment of both Alzheimer’s disease
and cerebral amyloid angiopathy
(CAA). Interim results from a
Phase 1 study in patients with
early-onset Alzheimer’s disease
provided the first demonstration
of gene silencing in the human
brain using an RNAI therapeutic.
Building on this success, we are
advancing additional programs
toward the clinic for neurological
diseases. ALN-APP is being
developed in collaboration with
Regeneron Pharmaceuticals.

ALN-KHK is our investigational,
subcutaneously administered
RNAI therapeutic targeting
ketohexokinase (KHK); it is in
development for the treatment
of type 2 diabetes mellitus
(T2DM). We reported promising
initial Phase 1 data for ALN-
KHK in 2023, demonstrating
target engagement as well as
an encouraging safety profile,
and we believe that it has the
potential to fill a gap in care in
T2DM. New treatment options
are needed despite an evolving
therapeutic landscape.




PATIENT SUPPORT

We believe that the discovery of new medicines is only one part of putting

patients first—it is our responsibility to be as innovative in delivering new

medicines for patients as we are in the lab. We strive to support patients along

the journey from diagnosis through treatment. We also recognize that access
and affordability mean more than insurance coverage and reimbursement,
and so we are committed to responsible, evidence-based pricing and being
proactive and accountable to all healthcare stakeholders.

APPROACH TO ACCESS & AFFORDABILITY FACT SHEET

Every year, we measure and report on our progress against our Patient Access

Philosophy goals.

AlnylamAct =

GeneAct &

Alnylam Act’® offers eligible patients
in the U.S., Canada, and Brazil
no-charge, third-party genetic
testing and counseling. GeneAct™
offers third-party genetic testing in
selected countries across Europe
and Middle East.*

Alrylam
~NASSIST

Alnylam Assist® helps patients
who are prescribed our medicines
in the U.S. and Canada to
understand insurance coverage,
know their options for financial
support, and access educational
materials and resources.

*Healthcare professionals or patients who use these programs have no obligation to recommend, purchase, order, prescribe,

promote, administer, use, or support any Alnylam product
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>55

U.S. value-based agreements
(VBAs) for ONPATTRO
(patisiran), AMVUTTRA
(vutrisiran), GIVLAARI®
(givosiran), and OXLUMO®
(lumasiran)

14

outcome initiatives for patients
with hATTR-PN implemented
with large health systems

>5,000

patients enrolled on
commercial therapy globally

>100,000

samples genotyped through
Alnylam Act and GeneAct
programs between 2017-2023

>4,800

positive test results for the
relevant genetic mutations
between 2017-2023

>1,600

U.S. patients enrolled in
Alnylam Assist



CORPORATE RESPONSIBILITY

Alnylam's approach to Corporate Responsibility (CR) revolves
around the theme “Accepting Challenges to Improve the
Health of Humanity.” Our CR pillars align Alnylam’s goals and

aspirations for responsible, sustainable activities with our
overarching global business strategy.

At Alnylam, we understand the importance of continuous evolvement
and growth as we minimize our impact on the environment and our
communities. This is reflected at every level of our organization,

and as we expand our business and therapeutic pipeline, we are
committed to investing in the communities we serve. We believe in a
future where health equity can be achieved and everyone has access
to quality healthcare, regardless of background or circumstances.

Each year, we publish a Corporate Responsibility Report detailing

our progress across our CR Pillars and goals within each area of focus.
There, we describe the ways we leverage the power of pioneering
science, entrepreneurial ideas, and community partnerships to
continuously advance innovations in medicines and access to care.

PATIENTS

We strive to improve patients’ lives
and enable access to potentially
life-changing treatments.

SCIENCE

We advocate for science and
innovation to address critical
health and social issues.

EMPLOYEES

We foster an open, diverse culture
where employees feel included,
supported, and heard.

COMMUNITY

We actively engage people in
tackling the world’s most pressing
community and health-equity
challenges.

PLANET

We seek to improve the
health and sustainability of
our planet.

GOVERNANCE

We set high standards for
our employees and partners.
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Our “challenge accepted” culture has been a source of our strength
since our founding and is a key differentiator in the success of
our business.

We’ve achieved and maintained our leadership position by fostering
innovation at all levels and striving for excellence in all we do.

We’re intensely focused on ensuring that all employees are supported,
feel that they belong, and can thrive as their authentic selves. As a result,
we are a talent magnet and are regularly recognized for innovation,
responsible business practices, and as being a best place to work.

Bloomberg

Gender-Equality
Index

2023

The Boston Globe A ‘o ¢
TOP C 7

PLACES
TO WORK Ll

Science 2023 e
2015-2023 TOP EMPLOYERS
9xin a row 5xin a row 4xin a row
and ranked #1
3xinarow
FASTOMPANY

Humankind

100

\__2023 > HUMAN
BEST
WORKPLACES FOR RIGHTS
America's highest INNOVATORS
Humankind Value companies 2023 CAMPAIG N®
2xin a row 3xin a row Corporate

Equality Index

€6

We are committed to providing an amazing experience for
our employees who work passionately to deliver life-changing
RNAI medicines for patients in need.

KELLEY BOUCHER
CHIEF HUMAN RESOURCES OFFICER

CULTURE BY THE NUMBERS

15+

top workplace
awards in 2023

countries presented
with Great Place to
Work awards in 2023

1IN5

employees globally
participate in an
Employee Resource
Network (ERN)

90*

of global employees
believe Alnylam
supports a diverse
workplace

93*

of U.S. employees
say Alnylam is a
great place to work*

l\

97%

of U.S. employees
are proud to

say they work at
Alnylam*

*Great Place to Work survey, 2023
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CAUTIONARY NOTE REGARDING FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K contains forward-looking statements within the meaning of the federal securities laws,
Section 27A of the Securities Act of 1933, as amended, and Section 21E of the Securities Exchange Act of 1934, as amended.
We intend these forward-looking statements to be covered by the safe harbor provisions for forward-looking statements
contained in the Private Securities Litigation Reform Act of 1995 and are including this statement for purposes of complying
with those safe harbor provisions. 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 terminology such as
“may,” “will,” “should,” “could,” “expects, 7 ” “anticipates,” “believes,” “estimates,” “predicts,” “potential,”

EEINT3 EEINT3 EEINT3

plans,” “intends,
“continue,” or the negative of these terms or other comparable terminology. These forward-looking statements include, but are
not limited to, statements about:

*  our views with respect to the potential for approved and investigational RNAI therapeutics, including ONPATTRO,
AMVUTTRA, GIVLAARI, OXLUMO, Lquio® (inclisiran), fitusiran and zilebesiran;

*  our plans for additional global regulatory filings and the continuing product launches of ONPATTRO, AMVUTTRA,
GIVLAARI, OXLUMO and our collaborator’s plans with respect to Leqvio;

« the potential results of the HELIOS-B Phase 3 clinical trial of vutrisiran and our future ability to obtain regulatory
approval of AMVUTTRA (vutrisiran) for the treatment of ATTR amyloidosis with cardiomyopathy;

* our expectations regarding potential market size for, and the successful commercialization of, ONPATTRO,
AMVUTTRA, GIVLAARI, OXLUMO, Leqvio or any future products;

e our ability to obtain and maintain regulatory approvals and pricing and reimbursement for ONPATTRO,
AMVUTTRA, GIVLAARI, OXLUMO or any future products, and our collaborators’ ability with respect to Leqvio
and fitusiran;

» the progress of our research and development programs, including programs in both rare and prevalent diseases;

» the potential for improved product profiles to emerge from our new technologies, including our IKARIA platform and
our ability to expand our product engine to include extrahepatic tissues;

*  our current and anticipated clinical trials and expectations regarding the reporting of data from these trials;

» the timing of regulatory filings and interactions with or actions or advice of regulatory authorities, which may affect
the design, initiation, timing, continuation and/or progress of clinical trials or result in the need for additional pre-
clinical and/or clinical testing or the timing or likelihood of regulatory approvals;

» the status of our manufacturing operations and any delays, interruptions or failures in the manufacture and supply of
ONPATTRO, AMVUTTRA, GIVLAARI, OXLUMO or any of our product candidates (or other products or product
candidates being developed and commercialized by our collaborators), by our or their contract manufacturers or by us
or our collaborators;

«  risks related to the direct or indirect impact of the novel coronavirus, or COVID-19, global pandemic, emerging or
future variants of COVID-19 or any future pandemic, or public health emergency, on, among other things, our
financial performance, business and operations, including manufacturing, supply chain, research and development
activities and pipeline programs, and other potential impacts to our business;

* any impact of the on-going conflicts in Ukraine and the Middle East, including disruptions to our clinical trials;

» the status of our manufacturing operations and any delays, interruptions or failures in the manufacture and supply of
ONPATTRO, AMVUTTRA, GIVLAARI, OXLUMO or any of our product candidates (or other products or product
candidates being developed and commercialized by our collaborators), by our or their contract manufacturers or by us
or our collaborators;

e our progress continuing to build and leverage global commercial infrastructure;

* the possible impact of any competing products on the commercial success of ONPATTRO, AMVUTTRA,
GIVLAARI, OXLUMO and Leqvio, as well as our product candidates, and, our, or with respect to Leqvio or fitusiran,
our collaborators’, ability to compete against such products;

*  our ability to manage our growth and operating expenses;

+  our views and plans with respect to our 5-year Alnylam P°x25 strategy and our intentions to achieve the metrics
associated with this strategy, including to become a top-tier biotech company by the end of 2025;

e our belief that our current cash balance should enable us to achieve a self-sustainable profile without the need for
future equity financing;



e our expectations regarding the length of time our current cash, cash equivalents and marketable equity and debt
securities will support our operations based on our current operating plan;

» our dependence on third parties for development, manufacture and distribution of products;

*  our expectations regarding our corporate collaborations, including potential future licensing fees and milestone and
royalty payments under existing or future agreements;

*  our ability to obtain, maintain and protect our intellectual property;

» our ability to attract and retain qualified key management and scientists, development, medical and commercial staff,
consultants and advisors and to successfully execute on our Alnylam P°x25 strategy;

* the outcome of litigation, including our patent infringement suits against Pfizer, Inc., BioNTech SE and Moderna, Inc.,
or of other legal proceedings or government investigations;

»  regulatory developments in the United States, or U.S., and foreign countries;
« the impact of laws and regulations;
e developments relating to our competitors and our industry;

*  our ability to satisfy our payment obligations, and to service the interest on or to refinance our indebtedness, including
our convertible notes, or to make cash payments in connection with any conversion of our convertible notes, to the
extent required;

*  our expectations regarding the effect of the capped call transactions and the anticipated market activities of the option
counterparties and/or their respective affiliates; and

»  other risks and uncertainties, including those listed under the caption Part I, Item 1A, “Risk Factors” of this Annual
Report on Form 10-K.

The risks set forth above are not exhaustive. Other sections of this Annual Report on Form 10-K may include additional
factors that could adversely affect our business and financial performance. Moreover, we operate in a very competitive and
rapidly changing environment. New risk factors emerge from time to time and it is not possible for management to predict all
risk factors, nor can we assess the impact of all risk factors on our business or the extent to which any factor, or combination of
factors, may cause actual results to differ materially from those contained in any forward-looking statements. Any forward-
looking statements in this Annual Report on Form 10-K reflect our current views with respect to future events and with respect
to our business and future financial performance, and involve known and unknown risks, uncertainties and other 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. Factors that may cause actual results to differ
materially from current expectations include, among other things, those described under Part I, Item 1A, “Risk Factors” and
elsewhere in this Annual Report on Form 10-K. Given these uncertainties, you should not place undue reliance on these
forward-looking statements. 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. You are advised, however, to consult any
further disclosure we make in our reports filed with the Securities and Exchange Commission, or SEC.

This Annual Report on Form 10-K may include data that we obtained from industry publications and third-party research,
surveys and studies. Industry publications and third-party research, surveys and studies generally indicate that their information
has been obtained from sources believed to be reliable, although they do not guarantee the accuracy or completeness of such
information. This Annual Report on Form 10-K also may include data based on our own internal estimates and research, which
have not been verified by any independent source and, while we believe any data obtained from industry publications and third-
party research, surveys and studies are reliable, we have not independently verified such data. Any such third-party data, as well
as our internal estimates and research, are subject to a high degree of uncertainty and risk due to a variety of factors, including
those described in Part I, Item 1A, “Risk Factors” and elsewhere in this Annual Report on Form 10-K. These and other factors
could cause our results to differ materially from those expressed in this Annual Report on Form 10-K.



PART1

ITEM 1. BUSINESS
Overview

Alnylam Pharmaceuticals, Inc. (also referred to as Alnylam, we, our or us) is a global commercial-stage biopharmaceutical
company developing novel therapeutics based on ribonucleic acid interference, or RNAi. RNAIi is a naturally occurring
biological pathway within cells for sequence-specific silencing and regulation of gene expression. By harnessing the RNAi
pathway, we have developed a new class of innovative medicines, known as RNAi therapeutics. RNAI therapeutics are
comprised of small interfering RNA, or siRNA, that function upstream of conventional medicines by potently silencing
messenger RNA, or mRNA, that encode for proteins implicated in the cause or pathway of disease, thus preventing them from
being made. We believe this is a revolutionary approach with the potential to transform the care of patients with rare and
prevalent diseases. To date, our efforts to advance this revolutionary approach have yielded the approval of five first-in-class
RNAi-based medicines, ONPATTRO® (patisiran), AMVUTTRA® (vutrisiran), GIVLAARI® (givosiran), OXLUMO®
(lumasiran) and Leqvio® (inclisiran).

Our research and development strategy is to target genetically validated genes that have been implicated in the cause or
pathway of human disease. We utilize a N-acetylgalactosamine (GalNAc) conjugate approach or lipid nanoparticle (LNP) to
enable hepatic delivery of siRNAs. For delivery to the central nervous system, or CNS, and the eye (ocular delivery), we are
utilizing an alternative conjugate approach based on a hexadecyl (C16) moiety as a lipophilic ligand. During 2023, we
continued to advance approaches for heart, skeletal muscle, and adipose tissue delivery of siRNAs. Our focus is on clinical
indications where there is a high unmet need, a genetically validated target, early biomarkers for the assessment of clinical
activity in Phase 1 clinical studies, and a definable path for drug development, regulatory approval, patient access and
commercialization.

In early 2021, we launched our Alnylam P’x25 strategy, which focuses on our planned transition to a top-tier biotech
company by the end of 2025. With Alnylam P°x25, we aim to deliver transformative rare, specialty and select prevalent disease
medicines for patients around the world through sustainable innovation, while delivering exceptional financial performance.
Specifically, we intend to end 2025 with the following profile:

Patients: Over 0.5 million on our RNAI therapeutics globally

Products: Six or more marketed products in rare and prevalent diseases

Pipeline: Over 20 clinical programs, with 10 or more in late stages and four or more INDs per year
Performance: >40% revenue CAGR (compound annual growth rate) through YE 2025

Profitability: Achieve sustainable non-GAAP (generally accepted accounting principles) profitability within
the period

We ended 2023 making considerable progress on these goals, and currently have five marketed products and more than ten
clinical programs, including several in late-stage development, across rare, specialty and select prevalent indications.

ONPATTRO is approved by the United States Food and Drug Administration, or the FDA, for the treatment of hereditary
transthyretin-mediated amyloidosis, or hATTR amyloidosis, with polyneuropathy in adults and has also been approved in the
European Union, or EU, for the treatment of hATTR amyloidosis in adult patients with stage 1 or stage 2 polyneuropathy, in
Japan for the treatment of transthyretin, or TTR, type familial amyloidosis with polyneuropathy, and in multiple additional
countries, including Brazil. In August 2022, we reported positive results from the APOLLO-B Phase 3 study of patisiran (the
non-branded name of ONPATTRO) in patients with ATTR amyloidosis with cardiomyopathy, and in December 2022, we
submitted a supplemental New Drug Application, or sSNDA, to the FDA for patisiran as a potential treatment for the ATTR
amyloidosis with cardiomyopathy. On September 13, 2023, the FDA’s Cardiovascular and Renal Drugs Advisory Committee,
or CRDAC, voted 9:3 that patisiran’s benefits outweigh its risks for the treatment of transthyretin amyloidosis, or ATTR
amyloidosis, with cardiomyopathy. Nevertheless, on October 6, 2023, the FDA issued a complete response letter, or CRL,
indicating that evidence of clinical meaningfulness of patisiran was not established for ATTR amyloidosis with
cardiomyopathy, and therefore the SNDA for patisiran could not be approved in its present form. The CRL did not identify any
issues with respect to clinical safety, study conduct, drug quality or manufacturing. Patisiran remains under regulatory review
with the Brazilian Health Regulatory Agency (ANVISA) for ONPATTRO for the treatment of ATTR amyloidosis with
cardiomyopathy.

AMVUTTRA is approved in the U.S. for the treatment of hATTR amyloidosis with polyneuropathy in adults, in the EU
and the United Kingdom, or UK, for the treatment of hATTR amyloidosis in adult patients with stage 1 or stage 2
polyneuropathy, in Japan for the treatment of TTR type familial amyloidosis with polyneuropathy, and in additional countries,
including Brazil, Argentina, Switzerland and Canada. Regulatory filings continue in other territories with submissions currently
under review or planned for 2024 and beyond.

GIVLAARI is approved in the U.S. for the treatment of adults with acute hepatic porphyria, or AHP, in the EU for the
treatment of AHP in adults and adolescents aged 12 years and older, and in several additional countries, including Brazil,



Canada, Australia, Switzerland and Japan. Regulatory filings for givosiran (the non-branded drug name for GIVLAARI) in
other territories are pending or planned during 2024 and beyond.

OXLUMO is approved in the U.S. for the treatment of primary hyperoxaluria type 1, or PHI, to lower urinary and plasma
oxalate levels in pediatric and adult patients, and in the EU and the UK for the treatment of PH1 in all age groups. OXLUMO
has also been approved in Brazil, Switzerland, Canada, Israel and Qatar, and additional regulatory filings in other territories are
pending or planned during 2024 and beyond.

Leqvio (inclisiran), our fifth product, is being developed and commercialized by our collaborator Novartis AG, or Novartis,
and has received marketing authorization from the European Commission, or EC, for the treatment of adults with
hypercholesterolemia or mixed dyslipidemia and from the FDA as an adjunct to diet and maximally tolerated statin therapy for
the treatment of adults with heterozygous familial hypercholesterolemia, or HeFH, or clinical atherosclerotic cardiovascular
disease, or ASCVD, who require additional lowering of low-density lipoprotein cholesterol, or LDL-C. In July 2023, the FDA
approved an expanded indication for Leqvio to include treatment of adults with high LDL-C and who are at increased risk of
heart disease. In the third quarter of 2023, Leqvio was approved in China and Japan, and as of the end of January 2024, Leqvio
had been approved in more than 90 countries.

In addition to our marketed products, we have multiple late-stage investigational programs advancing toward potential
commercialization. These programs include our wholly owned programs: vutrisiran (the non-branded drug name fo