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A single dose of gatuzosiran resulted in
durable knockdown of HSD17B13 mRNA
and protein that outlasted its short plasma

Single doses of gatuzosiran (GSK4532990) produce sustained
HSDI17B13 suppression and liver biochemical improvement in
patients with metabolic dysfunction-associated steatohepatitis half-life, leading to improvements in
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Bqug FfoOu nd ReSU ItS * At Week 12, similar trends of reduction from baseline in ALT, AST and GGT (data not shown) were seen; this was also observed for MRI-PDFF and LSM at Week 16

(Figure 2)
. .M.ASH 's characterised by hepgtocyte mﬂgmmqtlon and Table 1: Baseline demographics and clinical characteristics (enrolled population, N=61) Figure 2: Change from baseline to Week 12 in ALT (A) and AST (B), and change from baseline to Week 16 in MRI-PDFF (C) and LSM (D) (safety population, N=61)
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* Single doses of gatuzosiran resulted in dose-dependent reductions in hepatic HSDI7BI3 mRNA and protein 2omg W200mg  ®A400mg  ®3800mg

expression (Figure 1)

* A Phase 2a, open-label, multicentre study * Gatuzosiran exhibited short plasma elimination t,, with plasma concentrations rapidly declining by 48 hours, suggesting efficient ASGPR-mediated hepatocyte uptake
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Figure 1: Change from baseline in hepatic HSD17B13 mRNA (A) and protein (B) hepatic enzymes) in two participants; no liver AEs were considered gatuzosiran-related (Table 3) %
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* Exploratory objectives: Evaluation of the effect of
gatuzosiran on liver biochemistry tests and non-invasive %‘
tests (LSM and MRI-PDFF) Conclusmns 5
* Study procedures: Paired liver biopsies were collected =
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ggieoo?gg ozs(t) Sj Cé)lSOe O(i’r]éootgr? weeks) after a single A single dose of gatuzosiran, an siRNA targeting HSDI/BIS, This sustained target engagement led to meaningful improvements Gatuzosiran was well tolerated, with a mild—moderate AE profile, These data provide confidence in doses tested o
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* Safety assessments: Laboratory tests, TEAEs and SAEs through 28 weeks for the highest tested dose validating HSD17B13 as a therapeutic target in MASH ;
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