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Agios Pharmaceuticals announces a phase 2/3, double-blind, randomized,
placebo-controlled, multicenter clinical trial. The RISE UP study will evaluate
the efficacy and safety of treatment with mitapivat in participants with sickle
cell disease.! See inclusion criteria inside.

Mitapivat is a pyruvate kinase activator approved by the US FDA for the treatment of hemolytic
anemia in adults with pyruvate kinase (PK) deficiency. The safety and efficacy of mitapivat in sickle
cell disease is under investigation and has not been established. There is no guarantee that mitapivat
will receive health authority approvals or become commercially available in any country for the uses
under investigation.

RISE UP Sickle Cell Warriors, left to right: Golie, Phill, Tristian, Teonna, Dominique, DeMitrious, Blaze.
Warriors were compensated and may not have taken part in RISE UP.

Sickle Cell Warrior is a term coined and used by the sickle cell community. It refers to individuals living
with sickle cell disease.




PK ACTIVATION SUPPORTS Q. RISE UP STUDY DESIGN
RED BLOOD CELL HEALTH PHASE 2 PHASE 3

e Mitapivat — the study drug in RISE UP — is an investigational,

) . e A 3-month, placebo-controlled, dose-finding study’ e A 52-week, placebo-controlled, efficacy and safety study’
oral allosteric activator of the PK enzyme'?2
PK o . he health e Evaluate the safety and efficacy of 2 dose levels of e Determine the effect of mitapivat on anemia and pain crises in
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enzyme activation may improve the health, energy, mitapivat for anemia in sickle cell disease and determine sickle cell disease’

and lifespan of red blood cells (RBCs) for patients with
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Agios initiates clinical study of mitapivat?
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- - ® Pregnant or breastfeeding’
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® Receiving regularly scheduled transfusions'
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Establishes clinical proof-of-concept for
mitapivat in sickle cell disease and reports
phase 1 clinical trial findings 3#

Primary endpoints: Mitapivat safety as well as hemoglobin (Hb) response, defined Primary endpoint: Mitapivat efficacy, including Hb response (defined in phase 2),
as the percentage of participants who experience an average Hb increase of S as well as the annualized rate of sickle cell pain crises by week 52.

\21.0 g/dL by week 12, and to identify the recommended phase 3 dose of mitapivat‘) J ° Hepatobiliary disorders, significant liver disease, gallbladder
disease, or severe kidney disease'

e ™
® Prior exposure to gene therapy or prior bone marrow or
stem cell transplantation’
e Currently receiving voxelotor, crizanlizumab, or L-glutamine’
\ J

e Currently receiving treatment with hematopoietic-

stimulating agents'
Mitapivat is a pyruvate kinase activator approved by the US FDA for the treatment of

v
- - e Taking strong CYP3A4/5 inhibitors or strong inducers of
CYP3A4'
hemolytic anemia in adults with pyruvate kinase (PK) deficiency. The safety and efficacy of

mitapivat in sickle cell disease is under investigation and has not been established. There is Participants will be enrolled in either phase 2 or phase 3 of RISE UP.

no guarantee that mitapivat will receive health authority approvals or become commercially Once enrolled participants cannot reenroll in a different phase 1
available in any country for the uses under investigation. ! )
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Reports phase 2 open-label clinical trial
findings of mitapivat in patients with
sickle cell disease®
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Launches phase 2/3 RISE UP clinical trial of
mitapivat in patients with sickle cell disease
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BID=twice daily; PK=pyruvate kinase.
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TALK WITH YOUR PATIENTS
ABOUTENROLLMENT

For more information about RISE UP, visit and share the
resources below.

AGIOS MEDICAL AFFAIRS

For answers to specific questions about RISE UP, your patients can call
+1-833-228-8474, Mon-Fri, 2 aMmto 7 PM ET (1 Pmto 11 Pm GMT),
or email medinfo@agios.com.

CLINICALTRIAL WEBSITE

See full enrollment details, all study objectives and endpoints,
and key inclusion and exclusion criteria, at

https://clinicaltrials.gov/ct2/show/NCT05031780.

FOR US PATIENTS AND HEALTHCARE
PROVIDERS ONLY

Healthcare Provider Website
Visit RiseUpStudy.com/hcp

Patient Website
Patients considering enrollment can visit RiseUpStudy.com.
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