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‘ MMA therapy (MRNA-3705) encodes for the MUT enzyme

= Methylmalonic acidemia (MMA) refers to arare,
autosomal recessive acidemia

— Affects 1/100,000in various regions of the world
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called methylmalonyl CoA mutase Methylm alonyl-CoA acid
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https://medlineplus.gov/genetics/gene/mmut/

Methylmalonic acidemia (MMA) has no approved
therapies

i i ‘atric di - MMA Clinical Manifestati
» Primarily a pediatric disease with

onset in eorly infoncy; significon’r = Recurrent episodes of life-threatening metabolic

. . decompensations
mortality and morbidity
= Progressive multi-organdamage

= Treatment: There is no approved — Brain damage

therapy for MMA - Seizures

— Intellectual disability
— Severevision problems

. Currem imervenﬁons include: — Inflammation of the pancreas (pancreatitis)
— Dietary restriction, cofactor _ Chronic renal failure
therapy and carnitine — Heart failure (cardiomyopathy); heart rhythm problems
— Liverand/or kidney transplant is — Increasedrisk of having a metabolic stroke as early as a
the only effective treatment, even few weeks of age
ininfants (but fransplant is not — Osteoporosis which canlead to fractures

— Hematologic: reduced number of cells in blood (anemia,
leukopenia, thrombocytopenia, pancytopenia)

—  Growthretardation

curative and is associated with
mortality)

moderna

3 ©2022 Moderna,Inc. Allrightsreserved. e e e e e



4

Formulation

=
)

MUT-

MRNA

™
—

Formulaton

X,

hMUT encoded
mRNA

Cytosol

© 2022 M oderna, Inc. Allrightsreserved.

Protein chain

I MMA therapy (MRNA-3705) encodes for the MUT enzyme
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Methylmalonic acidemia (MMA) ongoing in Phase
1/2 study

Key objective

= Toevaluate the safety and pharmacology of mRNA-
3705in patients 1 year of age and older with
methylmalonic acidemia (MMA)

Primary endpoint
= Safety
= Pharmacokinetics and Pharmacodynamics

Secondary endpoint
= |ncidence andseverity of adverse events (AEs)

= Changein plasma biomarkers: methylcitric acid (2-MC) | d k?
and methylmalonic acid O n I I IO r

study
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Methylmalonic acidemia (MMA) ongoing in Phase
1/2 study

Dose Optimization Stage
(Up 1'0 5 COhorfS) 3 more participants

H may be enrolled in
Patient cohort to further
enrolled /_\ characterize safety

3 participants

dosed?
S'?gsee'i’éi‘;'lgiz:‘) «  MMA (MRNA-3705) ongoing in
(" 2i-day DLT (? fo 3 new Phase 1/2 study (Landmark study)
Open new observation participants)?
cohort window after «  First cohort is fully enrolled and we

dose 1 for each A

\_ participant are enroling patientsinto

additional cohorts

PK/PD modeling
and safety data
review after
each cohortis Dose Selected

fully enrolled >
/ .

\_

Abbreviations: DLT = dose-limiting toxicity; PD = pharmacodynamic; PK = phamacokinetic

A DLT observation window only applies after Dose 1; eventsoccurring thereafter (> 21 days after the first
dose and Doses 2 through 10) will be recorded as adverse events (AEs)/serious adverse events (SAEs) but
will not be considered DLTs.
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| Forward-looking statements

This presentation contains forward-looking statementswithin the meaning of the Private Securities Litigation Reform Act of 1995, as
amended, including regarding clinical studies and potential market size. In some cases, forward-looking statementscan be
identified by terminology such as “may,” “should,” “expects,” “inftends,” “plans,” “aims,” “anticipates,” “believes,” “estimates,”
“predicts,” “potential,” “continue,” or the negative of these terms or other comparable terminology, although not all forward -
looking statements contain these words. The forward-looking statementsin this presentation are neither promises nor guarantees,
and you should not place undue reliance on these forward-looking statements because they involve known and unknown risks,
uncertainties and other factors, many of which are beyond Moderna’s control and which could cause actual results to differ
materially from those expressed or implied by these forward-looking statements. These risks, uncertainties and other factors include
those described in Moderna’s most recent Annual Report on Form 10-K filed with the U.S. Securities and Exchange Commission
(SEC) and in subsequent filings made by Moderna with SEC, which are available on the SEC's website at www.sec.gov. Except as
required by law, Moderna disclaims any intention or responsibility for updating or revising any forwardlooking statementsin this
presentation in the event of new information, future developments or otherwise. These forward-looking statements are based on
Moderna’s current expectations and speak only as of the date referenced on the first page.
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