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Toxic glycogen buildup in Pompe disease is reduced by decreasing expression of
glycogen synthase-1 (GYS1) mRNA and protein
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Genetic studies confirm the critical role of Glycogen synthase 1 (Gys1) in muscle

glycogen synthesis

Reduction in Gys1 leads to decreased muscle glycogen and is protective in Pompe mouse models
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Centyrins specifically deliver siRNAs to extrahepatic tissues, overcoming the challenge

associated with delivery

CENTYRIN siRNA CONJUGATE

RECEPTOR
BINDING SITES

Conjugation

COMPONENTS

Centyrin
Receptor binding and

internalization enables
targeting to specific cells

Linker

Clinically validated and
non cleavable; attached
at single conjugate site

siRNA

Inhibits production
of specific protein
involved in disease

KEY FEATURES

& Small, highly stable protein derived
from human seq

@ Vast library diversity

@ Specific, high affinity binding and
efficient internalization

@ Low immunogenicity risk

@ Proven drug class

@& Novel chemistry

& Gene-specific and highly potent
@ Durable PD effect



Single dose CD71 Centyrin-Gys1 siRNA efficiently targets muscle in Pompe Mouse
Potent Gys7 dose-dependent mRNA and protein reduction in the Gastrocnemius

Study Design
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@ Single dose highly effective in muscle
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@ No effect in liver or kidney

@ Return to baseline mRNA levels 12
weeks post-dose
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Monthly dosing of CD71 Centyrin-Gys1 siRNA conjugate demonstrates efficient Gys1
MRNA and protein reduction in Pompe mouse muscle tissue

Study Design
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Monthly dosing CD71 Centyrin-Gys1 siRNA reduces skeletal muscle glycogen in muscle tissue
and reduces creatinine kinase in Pompe mice

Study Design Bk \gtudy Design ) , Sweeks
- ] 2 2 4 = [ T T T 1 Months
: + I I 1 Months ! ! T
v—v = h, 4 ¢ N=5 per group )4 — ~ 4 g N=5 per group
10 mg/kg IV dose 3 mg/kg IV dose
Pompe vs Normal Mice Glycogen Levels CK Levels vs. Baseline
10 7
GASTROCNEMIUS QUADRICEPS 1500_
® S 3
—
=, =
=]
E @ s
® e 1000
e
5 2
5 £ 500
2
(&}
gs £3 X3 23 23 %3 Baseline Week 18 Baseline Week 18
F@ §E 2 i §E -
Sw @ Sw >0 @
=< - % E =< g g B Vehicle 3mg/kg monthly dosing
o a o o



ABX1100 activity in NHP muscle after biweekly dosing (x4)
80-90% Gys1 mRNA knockdown in muscles with no adverse safety findings*

No in-life AE’s, abnormal labs, ECG’s or histopathology findings
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CENTYRIN siRNA CONJUGATE COMPONENTS KEY FEATURES
— & POC in murine Pompe model
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