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Forward-looking statements
This communication contains forward-looking statements within the meaning of The Private Securities Litigation Reform Act of 1995. Such forward-looking
statements include those regarding Agios’ plans, strategies and expectations for the preclinical, clinical and commercial advancement of its drug development
programs, including PYRUKYND® (mitapivat) and AG-946; the potential benefits of Agios’ products and product candidates; Agios’ key milestones and
guidance for 2022; its financial guidance regarding the period in which it will have capital available to fund its operations; and the potential benefits of Agios’
strategic plans and focus. The words “anticipate,” “expect,” “goal,” “hope,” “milestone,” “plan,” “potential,” “possible,” “strategy,” “will,” “vision,” and similar
expressions are intended to identify forward-looking statements, although not all forward-looking statements contain these identifying words. Such statements
are subject to numerous important factors, risks and uncertainties that may cause actual events or results to differ materially from Agios’ current expectations
and beliefs. Management’s expectations and, therefore, any forward-looking statements in this communication could also be affected by risks and
uncertainties relating to a number of other important factors, including, without limitation risks and uncertainties related to: the failure of Agios to receive
milestone or royalty payments related to the sale of its oncology business, the uncertainty of the timing of any receipt of any such payments, and the
uncertainty of the results and effectiveness of the use of proceeds from the transaction with Servier; the impact of the COVID-19 pandemic on Agios’ business,
operations, strategy, goals and anticipated milestones, including its ongoing and planned research activities, ability to conduct ongoing and planned clinical
trials, clinical supply of current or future drug candidates, commercial supply of future approved products, and launching, marketing and selling future
approved products; Agios’ results of clinical trials and preclinical studies, including subsequent analysis of existing data and new data received from ongoing
and future studies; the content and timing of decisions made by the U.S. FDA, the EMA or other regulatory authorities, investigational review boards at clinical
trial sites and publication review bodies; Agios’ ability to obtain and maintain requisite regulatory approvals and to enroll patients in its planned clinical trials;
unplanned cash requirements and expenditures and competitive factors; Agios’ ability to obtain, maintain and enforce patent and other intellectual property
protection for any product candidates it is developing; Agios’ ability to establish and maintain collaborations; and general economic and market conditions.
These and other risks are described in greater detail under the caption “Risk Factors” included in Agios’ public filings with the Securities and Exchange
Commission, or SEC, including the risks and uncertainties set forth under the heading Risk Factors in our filings with the SEC. While the list of factors
presented here is considered representative, this list should not be considered to be a complete statement of all potential risks and uncertainties. Any forwardlooking statements contained in this communication are made only as of the date hereof, and we undertake no obligation to update forward-looking
statements to reflect developments or information obtained after the date hereof and disclaim any obligation to do so other than as may be required by law.
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Now approved
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Cellular metabolism
drove our start 14
years ago.

We are fueled by

connections.

We are poised
to expand our impact.

AT-A-GLANCE

FOUNDED

2008
5

IPO

July 2013

1ST APPROVED
THERAPIES

2017 & 2018

1ST GENETICALLY
DEFINED DISEASE
APPROVAL

2022

HEADQUARTERS

Cambridge, Mass.

The future of
Agios is
driven by
innovation &

impact
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01

We intentionally cultivate internal and external connections
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We have a strong balance sheet and are well capitalized to execute on
our near- and long-term business strategy
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Our unmatched expertise in cellular metabolism has yielded a pipeline
with the depth, breadth and optionality to deliver sustained productivity
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We pioneered PK activation clinical development with a differentiated
approach to global development and community partnerships

05

We are ready to maximize the success of our first genetically defined
disease product launch in a serious disease with no approved therapies

Clinical
Commercial

Financial
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EARLY-STAGE
CLINICAL DEVELOPMENT

DISCOVERY

LATE-STAGE
CLINICAL DEVELOPMENT

REGULATORY
SUBMISSION

APPROVAL

Pyruvate Kinase Deficiency
U.S.
EU
ACTIVATE Kids*

ISTs

ACTIVATE KidsT*
NIH PHASE 1
SCD

α- and β-Thalassemia
ENERGIZE
ENERGIZE-T

UTRECHT
PHASE 1 SCD

Sickle Cell Disease
RISE UP

Healthy Volunteers / Sickle Cell Disease
PHASE 1

HEREDITARY
SPHEROCYTOSIS*

MDS
PHASE 2*
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PYRUKYND®

AG-946

*Near-term initiation expected

Our 7+ years of clinical experience with PYRUKYND® continues to
validate the potential of PK activation across therapeutic areas
We pioneered PK activation clinical development with a differentiated approach to

global development and community partnerships

Long-term extension data show durability of hemoglobin response, transfusion

burden reduction, and improvement in ineffective erythropoiesis and iron overload
in adults with PK deficiency

Extension data for PYRUKYND® highlight long-term safety profile and durable

improvement in hemoglobin and markers of hemolysis in thalassemia patients for
up to 72 weeks
Data from investigator-led studies of PYRUKYND® in adults with sickle cell disease
underscore potential of mitapivat to improve clinically meaningful outcomes for
patients, including anemia, hemolysis and sickling parameters
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AG-946 clinical development plan: Ability to pursue multiple paths in parallel if
data support advancement

SICKLE CELL DISEASE
PHASE 1 COHORT

PHASE 1 HEALTHY
VOLUNTEER STUDY
SAD

MAD
Complete

Go / No Go

MDS PHASE 2A/B
Go / No Go

Go / No Go

OTHER POTENTIAL
INDICATIONS
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SICKLE CELL DISEASE OR
OTHER HEMOLYTIC ANEMIA

MDS PHASE 3

AG-946 MDS clinical development plan:
Seamless Phase 2a proof-of-concept + Phase 2b
Phase
2a

Phase
2b

Open Label

N = 20

High
dose
AG-946

Double Blind, 1:1:1:1 Randomization

Open-Label
Extension

High dose

16 weeks

Medium dose

Primary endpoints:

• Hemoglobin (Hb) response, defined as a ≥1.5g/dL increase from baseline in the average Hb
concentration from Week 8 through Week 16
• Transfusion independence, defined as
transfusion-free for ≥8 consecutive weeks during
the Core Period (participants with low
transfusion burden only)

Secondary endpoints: safety, additional
measures of anemia, PK and PD biomarkers
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N = 96

Low dose

Placebo
24 weeks

Open-Label
Extension

Clinical

Commercial
Financial
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PYRUKYND® Q1 2022 performance
$832K net U.S. sales of PYRUKYND® for first partial quarter of launch

1,100+ customer interactions, majority conducted virtually

3,500+ AnemiaID kits ordered since launch of program; PK deficiency
positivity rate for completed kits is mid-single digit percentages

Continued positive interactions with payors; prior authorization and
utilization management criteria are being developed across payors
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Commercial strategy to inform launch success

BARRIERS

JOURNEY STAGE

Optimizing Patient & Provider Journey
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Diagnosis

Educating on
disease burden and
support for
appropriate patient
identification

Prescribing

Access &
Adherence

Activating physicians
to prescribe and
eligible patients to
advocate for treatment
through clinical data
and messaging

Patient support services
geared towards providing
disease education, access
to PYRUKYND® and
support with compliance

Understanding U.S. commercial opportunity: State of play today
Estimated U.S. Prevalent Pyruvate Kinase Deficiency

~3,000 (approx. midpoint)
(Range: 1,500 – 4,000)

Pediatric

Adult

~20%

~80%

% Likely Prescribed

% ↑Hb >1.5 g/dL

~40-45%
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• 30% patients have Hb >10 g/dL (Natural History Study)
• 9-15% double non-missense (Peak Registry)

• Expect eligible patients who initiate treatment to try for
~3-6 months before clinical assessment of response
• Payors may want to recertify patients at 3-6 months

• An additional 5% of patients will achieve improvement
between 1.0 to 1.5 g/dL
• Consider likely adherence to chronic treatment

Key Details and Considerations

• Estimate ~30%+ diagnosed at time of launch

Research, clinical and commercial experience with PK deficiency positions Agios
well for thalassemias and sickle cell disease

Orphan
Patient
Population

PK
Deficiency
⍺ and β
Thalassemias

High
Unmet
Need

16

Deep
Understanding
of Mechanism

Sickle Cell
Disease
Similar
Physician/
KOL Networks

Clinical

Commercial

Financial
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First quarter 2022 financial results1
Statement of Operations

Three Months Ended
3/31/22

PYRUKYND® Revenue

$832K

--

339K

--

Research & Development Expense

70.1M

$57.7M

Selling, General & Administrative Expense

31.5M

33.6M

2.7M

--

Cost of Sales

Royalty Income from Gain on Sale of Oncology
Business (TIBSOVO® Royalties)
Balance Sheet
Cash, Cash Equivalents and Marketable Securities
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Three Months Ended
3/31/21

1 Includes

3/31/22

3/31/21

$1.2B

$2.4B

continuing operations on a comparative basis, which excludes results from divested oncology business.

Anticipated 2022 key milestones & priorities
FDA approval and
launch of mitapivat in
adults with PK
deficiency

Initiate two Phase 3
studies of mitapivat in
pediatric patients with PK
deficiency

Initiate the SCD cohort of
the AG-946 Phase 1 study

Enroll a meaningful portion of
patients in the ENERGIZE
and ENERGIZE-T
thalassemia studies

mid-2022

in first half 2022

by year-end

Potential EMA approval
of mitapivat in adults
with PK deficiency

by year-end
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Complete enrollment in the
Phase 2 portion of the
RISE UP study of mitapivat
in adults with SCD

by year-end

Initiate the Phase 2a
study of AG-946 in L-IR
MDS

by year-end

Continue to publish clinical
and translational data
supporting the utility of PK
activators across key
disease areas and
elucidating the burden of
disease for PK deficiency,
thalassemia and sickle cell

Q&A
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