Pharmacodynamic durability of ALG-1257355, a
EASL = GalNAc-conjugated siRNA, correlated with total and A |_ | G O S
- A" » RNAinduced complex (RISC) bound siRNA in mouse liver THER AR

K. GUPTA'", M. FITZGERALD?, J. HONG', C. KAQO', C. LIU", K. LE", S. MUKHERJEE", D. MISNER', M. VENKATRAMAN', M.
MCCLURE', S. CHANDA?, J.FRY", D. B. SMITH', J. A. SYMONS', L. M. BLATT", L. N. BEIGELMAN', AND T. LIN?

1Aligos Therapeutics, Inc., South San Francisco, CA; ?Aligos Belgium BV, Leuven, Belgium

B RESULTS

CONCLUSIONS

For the functional cure of chronic hepatitis B, a MECHANISM OF ACTION OF ALG-125755 DEMONSTRATED IN VITRO AND IN VIVO »  Binding of ALG-125755 to AGO-2 was
sustained loss of hepatitis B surface antigen (HBsAg) is A demonstrated in vitro and in vivo, confirming that
required. Targeted small interfering RNAs (siRNAs) (A) IN VITRO the mechanism of action for ALG-125755 is
have recently demonstrated significant clinical reduction Non-Target Target RNA ‘:iL:g'IfSZ:: . The antisense strand of ALG-125755 efficiently induced cleavage of a consistent with that of an siRNA
of HBSAg ALG-125755 is a novel 18 nt Vehicle Smg/kg SC _ _ j _ _ _ _ > | |
N'acetylgaIaCtosamine (GaINAC)-COHjugated siRNA ‘ | Ago2: - - *F FF - S 3 4 s ¢ 7 s o 10 ﬁﬂ?nrglﬁ'aalgé}énth93|zed target RNA in an in vitro dassSay with purlfled o Rec!uc“onsl in serum HBsAg |evle|s was dosle and
currently in clinical development.’.23 Here we .42.“”“““”“. s ppp—— | oeu | | | dosing-regimen dependent and it was sustained for
demonstrate the mechanism of action of OOCO00OCONCEO00000000 5 - '.' « The results demonstrate that the mechanism of action of ALG-125755 in 270 days post-last dose ALG-125755 in AAV-HBV
ALG-125755 and correlate the durable ‘ , ' _ ..i. 1 T reducing HBsAg expression is through RNAI degradation of HBY RNA mice
pharmacodynamics to total and RNA induced silencing o " — 2124k mediated by AGO2 . Pharmacodynamic response of HBsAg reduction
complex (RISC) bound sIRNAIn mouse liver in the ' ' . o and durability correlated with total siRNA and
adeno-associated virus (AAV)-HBV mouse efficacy ~ GAPDH . S
(B) IN VIVO RISC-bound siRNA in mice liver
model.
[A] [B] o T_réeN?gagedme.nt O|]:| gl\_/GR;:\l %3755 Ito_AGOZ anlc_i on-fta”rget_ act|V|t_y Olf thSeC  The long half-life of the RISC-bound siRNA in mice
Si in reducin evels in mouse liver following a single T - -
METHOD Figure 1: (A) Cleavage of complementary target RNA mediated by antisense strand of J - ng 9 indicates that dosing of ALG-125755 in human
, , . dose at 5 mg/kg was confirmed by Northern blot analysis for HBY RNA. could be less frequent than monthly dosing
. . . ALG-125755 associated with human AGOZ; (B) Cleavage of HBY RNA through RNAI in The results confirmed that the underlying mechanism of viral antigen
Zcr) (c:)cr)]r;flljrtrg_tzh(eArgg:_g?ry:rr;; c]; aat?;lr? gfcifhéljgr- 1e2t5S7-5r2, on mouse livers 42 days following a single SC dose of ALG-125755 at 5 mg/kg reduction is the degradation of the liver HBV RNA 2.1/2.4 kb encoding e Clinical development of ALG-125755 as a potential
HIgV RNA sequence indl?CGd by the antisenge strang HBsAg and 3.5 kb HBV RNA encoding other viral proteins HBeAg’ best-in-class HBV siRNA is ongoing; dosing in
. e/ - healthy volunteers was initiated in October 2022,
(AS), AITG_125736’ Was qualitatively measurgd HSing and dosing in CHB patients in December 2022
denaturing polyacrylamide gel electrophoresis. GOOD CORRELATION OF PHARMACODYNAMIC DURABILITY WITH TOTAL AND RISC-BOUND siRNA IN AAV-HBV MICE
Total and RISC-bound siRNA quantification was
performed in the harvested livers from a previously -=—RISC-bound —~—Total —HBsAg
mg/kg single dose or repeat doses up to 70 days at 1.5 Single 10 mg/kg SC Dose Q2W 1.5 mg/kg SC Doses Q2W 5 mg/kg SC Doses REFERENCES
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Liver samples (_Days .14, 28, 70, each prior to the dose, | 3.00 | 3.00 % efficacy, pharmacokinetic profile and pharmacokinetic
apd postdose timepoints at Days 98 and 168) from the N R S N R roogos b e /pharmacodynamic (PK/PD) correlation of ALG-125755,
single dose and repeat (Q2W) dose groups were $ 142 42 % T Moo 2 126 Mo 154 1es C T T T e e e e e Ll L L Lo R a GalNAc-conjugated siRNA, for functional cure of
analyzed by liquid chromatography-high resolution é é é é é é é é é é % é é chronic hepatitis B. Publication 1155 presented at

accurate mass method for total siRNA and
Immunoprecipitation/reverse transcription-quantitative
polymerase chain reaction method for RISC-bound
sIRNA. The study design is shown below:
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Figure 2: Concentration-time profile in liver of total siRNA and RISC-bound siRNA, and serum HBsAg levels following subcutaneous (AASLD), Nov 4-8, 2022
administration of a single 10 mg/kg, or repeated Q2W at 1.5 and 6 mg/kg (six doses each) in AAV-HBV mice 3. Fitzgerald, M, Gupta, K, Le, K et al The HBV siRNA,

ALG-125755, demonstrates a favourable nonclinical
profile and significant and durable hepatitis B surface

STUDY DESIGN « Adose dependent and sustained (270 days post last dose) reduction of serum HBsAg, the PD marker observed with ALG-125755 in AAV-HBV mice antigen reductions in the AAV-HBV mouse efficacy
EFFICACY IN AAV-HBY MOUSE  Following a single dose, model. SAT386 presented at European Association for
— The half-life of RISC-bound siRNA (27.9 days) was two times longer than that of the total liver siRNA (11.8 days) supporting less frequent dosing the Study of the Liver (EASL), June 22-26, 2022
Dosing Follow-Up * Following repeat doses,
Day 0 14 28 42 56 70 84 98 112 126 140 154 168 — The increase In total and RISC-bound concentrations increased with dose
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150r5mgkg 1 1 1 1 1 1 — Sustained RISC-bound siRNA concentrations and total siRNA concentration were noted with quantifiable concentration 270 days post last dose (Day 168)
1.50r5mgkg 1 1 1 — The kinetics of total and RISC-bound siRNA were generally similar Kusum Gupta: kgupta@aligos.com
10 mg/kg 1 » The durability of the PD response tracked with both the total liver concentrations and with the RISC-bound concentration of the siRNA Financial disclosure: All authors are current or former

employees of Aligos Therapeutics, Inc.
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