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Introduction Results

e Severe alcohol-associated hepatitis (SAH) is a medical area of high unmet need,

with no current approved medications. As the only guideline recommended Safety Summ ary Figure 4 Serum AST concentrations Figure 6. Mean (SD) serum SZN-043 concentrations Figure 8. CYP1A2 mediated clearance of methacetin (Mean/SD) in PHLC subjects
medication, corticosteroids have not been associated with improved long-term . . S — e
survival benefit. Retrospective research has found no improvement in survival with * SZN-043 was well tolerated across all populations and dosing regimens. No HV - 1 mg/Kg HV MAD - 0.5 mg/Kg 80

medical management during the last 60 years. SAH is associated with impaired clinically significant vital sign changes, ECG nor physical exam findings were 0 0

noted for any participants. No SUSARs nor SAEs were reported during the

study. No participants experienced an infusion reaction. The majority of adverse
events assessed to be probably related to SZN-043 (and confirmed to have
received SZN-043) were unremarkable and limited to 2 participants in Part 3

(MAD) : 1 participant at 1.0 mg/kg experienced a mild headache (on the day of

the second dose); 1 participant at 3.0 mg/kg experienced palpitations and rash at
the infusion site (occurring before the second dose). All events resolved with no
sequalae. Product administration and/or phlebotomy procedure related events were
also reported in 11 different participants with no appreciable difference between
placebo and treated participants, nor pattern around dose or frequency of SZN-043
administered.

hepatocyte proliferation.
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e Elevated Wnt signaling and increased hepatocyte proliferation have been linked to
greater survival, suggesting that therapies that can enhance hepatocyte proliferation
can benefit patients. R-spondins (RSPOs) are known enhancers of Wnt signaling.
SZN-043 is a bispecific fusion protein and hepatocyte-specific RSPO mimetic
shown to induce hepatocyte-targeted Wnt signaling and hepatocyte proliferation in
preclinical studies (Figure 1).
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e S/N-043 was evaluated for safety, pharmacokinetics, and pharmacodynamics treated

in a single center, first-in-human, Phase 1, randomized, double-blind, placebo-
controlled, single ascending dose (SAD) and multiple ascending dose (MAD) study
in healthy volunteers (HV) and patients with a history of liver cirrhosis (PHLC).
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e The only adverse events of interest were an unexplained rise in serum
transaminases that were unanticipated from nonclinical data observed in eight (8)
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Figure 9. Portal HFR (PHLC dosed at 1 mg/kg)
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Figure 1. Structure and mechanism of action of SZN-043 . . . ? Days
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e Subjects enrolled in Parts 1, 3 were between the ages of 18-50 years of age found
to be in good health
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e Subjects enrolled in Part 2 were patients with a history of cirrhosis (PHLC) with
a Child-Pugh score between 5 and 7, inclusive; a fibroscan of > 6; and a MELD
score < 12
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e SZN-043 was administered as an |V infusion on Day 0 (Parts 1, 2) or Days 0, 4
(Part 3)

e Subjects were followed for 4 weeks after their last dose
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e Safety and tolerability assessed according to the following: Vital signs, physical
examinations, clinical laboratory tests (hematology, coagulation, serum chemistry,
CRP [c-reactive protein], GLDH [glutamate dehydrogenase], CK18, complement,
cytokine panel, PBMC [peripheral blood mononuclear cell], and urinalysis), ECGs,
and review of TEAEs and TESAEs should they occur.
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e Pharmacokinetic evaluation was conducted based on serum measurements
following dosing

Alanine Aminotransferase (U/L)
[ ]
o

Alanine Aminotransferase (U/L)

=
o

o
o

e Pharmacodynamic evaluation included occupancy of ASGR1 as measured by 2 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 2 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
serum alkaline phophatase, methacetin metabolism (methacetin breath test) and

Portal Hepatic Filtration rate (HepQuant) Solid lines = SZN-043 treated subjects, Dotted lines = placebo subjects

e Heparin mediated hepatotoxicity

e Fasting induced refeeding

e CYP2E1 induction resulting in oxidative stress (OS) and hepatocellular injury

e Studies in primary hepatocytes not able to demonstrate OS or cellular injury under multiple
experimental conditions

e Serum isoprostanes, biomarker for OS, unchanged in SZN-043 treated subjects

Pharmacokinetics of SZN-043

e The pharmacokinetics of SZN-043 were consistent with an IgG-based therapeutic
binding to a high abundance target (Figure 6, Table 2)

¢ Elimination decreases with increasing dose

e C__ proportional to dose

max

e Repeated dosing does not result in accumulation or changes in PK

e Portal hepatic filtration (HFR) as measured by increased clearance of d4-cholate
using HepQuant, is thought to be related to Wnt-mediated induction by SZN-043 of
hepatic uptake transporters (Figure 9)2

Figure 7. Mean (SD) percent change from baseline in serum ALP
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¢ The results from this study warrant further clinical
investigation of SZN-043. A Phase Ib study in subjects with
severe alcohol-associated hepatitis is actively recruiting.
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