Pemvidutide treatment is associated with improvement in noninvasive
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with metabolic dysfunction-associated steatotic liver disease: a 24-
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» Approximately 70% of individuals with obesity have metabolic dysfunction-associated steatotic Baseline Characteristic
liver disease (MASLD), a condition of excess liver fat
« 20-30% of MASLD subjects may advance to metabolic dysfunction-associated steatohepatitis Age, years mean (SD) 49.0 (15) 48.6 (11) 49.9 (10) 48.4 (8)
(MASH), an inflammatory form of MASLD Gender female, n (%) 11 (57.9%) 7 (43.8%) 8 (53.3%) 8 (57.1%)
S * Fibroscan-AST (FAST) score combines liver stiffness measure (LSM), controlled attenuated BMI, kg/m? mean (SD) 37.1 (4.9) 36.7 (6.1) 36.0 (3.8) 37.0 (5.3)
3 parameter (CAP), and aspartate aminotransferase (AST) to detect elevated NAS and fibrosis Body weight, kg mean (SD) 104.4 (21.2) 101.4 (16.3) 100.9 (13.2) 107.4 (17.2)
é « FAST scores >0.35 indicates patients at risk of developing MASH (Newsome et al. 2020) Diabetes status 72D, n (%) > (26.3%) 3 (18.8%) © (40.0%) 3 (21.4%)
é * A 30% relative reduction in LFC correlates with 22-point reduction in NAFLD activity score (NAS) iver fat confent (LFE). 7 mean ) 24000 L =274 569
2 ALT, IU/L mean (SD) 41.0 (21.3) 32.4 (14.2) 35.3 (13.0) 39.6 (26.6)
. Alanine aminotransferase (ALT) reductions of 17 IU/L are positive predictors of histologic AST 1ULL mean (SD) 25 (10.5) 244 (6.6) 236 (6.9) 2.4 (15.4)
Improvement
CAP, dB/m mean (SD) 342 (30) 333 (34) 347 (37) 347 (33)
* Pemvidutide is a balanced GLP-1/glucagon dual receptor agonist under development for the LSM. kPa mean (SD) 6.7 (0.9) 6.9 (2.0) 6.1 (13) 6.5 (1.8)
treatment of MASH and obesity
FAST score! mean (SD) 0.4 (0.5) 0.4 (0.3) 0.3 (0.2) 0.7 (0.8)
placebo  1.2mg _ . Ai m 'FAST = {exp (—1.65 + 1.07 x In (LSM) + 2.66 x 10—8 x CAP3 — 63.3 x AST-1)}/{1 + exp (—1.65 + 1.07 x In (LSM) + 2.66 x 10—-8 x CAP3 — 63.3 x AST-1)}
N=8 N=5
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« Examine the effects of pemvidutide on non-invasive tests (NITs) that have been shown to predict LFC LFC CAP
Baseline Characteristic Treatment the likelihood of histologic response Absolute Reduction Relative Reduction Absolute Reduction
(FAST 20.35) Placebo 1.2 mg 1.8 mg 2.4 mg A. 0 E - 07 - -
(n=8) (n=7) (n=6) (n=6)
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Method |

CAP, dB/m mean (SD) 356.4 (33.4) 361 (21.7) 353.7(41.8) | 364.8(37.6) Stu dy Design

AST, IU/L mean (SD) 34.1(8.9) 29.4 (6.7) 30.3(6.1) 43.3 (13.6)
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LSM, kPa mean (SD) 7.1(08) 7.2(1.3) 6.6(1.4) 74(19) » Sixty-four subjects with MASLD treated with pemvidutide or placebo by subcutaneous injection

FAST score? mean (SD) 0.8 (0.5) 0.6 (0.2) 0.6 (0.1) 1.4 (0.6) weekly for 24 weeks (NCT05292911)
Figure 1. Proportion of subjects with an Intermediate-to-High risk FAST score at
baseline who achieved a FAST score <0.35 at Week 24
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Study Population — Key Eligibility Criteria
« BMI 228 kg/m? and LFC by MRI-PDFF =210%
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Mean Change from Baseline £ SE (dB/m)

Mean Absolute Change in Liver Fat (% £ SE)
Mean Relative Change in Liver Fat (% x SE)
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Combined MRI + ALT Responders + FibroScan® LSM <10kPa - aw o 100- 209
g T
 HbA1c <9.5% ' '
+ ALT and AST <75 IU/L P kb 12mg  18mg  24mg O Stebe 12mg  18mg  24mg N adebe 12mg  18mg  24mg
N=18 N=14 N=13 N=11 N=18 N=14 N=13 N=11 N=18 N=14 N=13 N=11
Outcome Measures pemvidutide pemvidutide pemvidutide
_ _ _ Figure 3. Reduction in LFC by MRI-PDFF at Week 24. (A) Absolute and Figure 4. Reduction in FibroScan CAP score at
3 * Proportion of subjects who achieved a FAST score <0.35 at week 24 (B) relative reductions in LFC from baseline. Analysis of Covariance: Week 24. Absolute reduction from baseline.
7y . . . . . . L ***p<0.001 vs. placebo Analysis of Covariance: ***p<0.001 vs. placebo
8 * Proportion of subjects with ALT 230 IU/L at baseline who achieved a simultaneous reduction in 7 P Y { P
% MRI-PDFF (=30%) and ALT (=17 IU/L) at week 24 ALT ALT AST
= All Subjects Subjects w/ Baseline All Subjects
._%
&

* Pemvidutide treatment resulted in reductions of up to 76.4% in relative LFC, and 15.2 IU/L in
serum ALT at 24 weeks
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* Reductions in LFC correlated with improvements in NITs
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0% * In a subset of subjects with intermediate-to-high risk of MASH, pemvidutide treatment was

Mean Change from Baseline £ SE (IU/L)
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Mean Change from Baseline + SE (IU/L)
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placebo  12mg 1. | associated with improvement in the FAST score o -
N=11 N=0 ** e aE 5=
m—— * In a subset of subjects with ALT =230 IU/L at baseline, pemvidutide treatment resulted in a R
significantly greater combined ALT/MRI-PDFF response rate compared to placebo, indicating 30- 30- L - =
poet . Treatment greater likelihood of histologic response y - o
aseline Characteristic _ _
(ALT 230 1U/L) Placebo 1.2 mg 1.8 mg 2.4 mg _ _ _ _ _ _ _ _ _ -
(n=11) (n=6) (n=9) (n=5) * Pemvidutide is being evaluated in an ongoing 24-week Phase 2b biopsy-driven MASH trial .
LFC, % mean (SD) 26.7(10.4) | 25.5(8.4) 23.0 (7.1) 24.1 (6.3) (IMPACT: NCT05989711) N awbo 12mg  18mg  241mg e 12mg  18mg  24mg " placebo 12mg  18mg  2.4mg
N=19 N=16 N=15 N=14 N=13 N=7 N=10 N=9 N=19 N=16 N=15 N=14
ALT, 1U/L mean (SD) 52.5(18.1) | 47.5(11.7) | 41.9(10.3) | 56.3(23.4) pemvidutide pemvidutide pemvidutide
Figure 2. Proportion of subjects with baseline ALT 230 IU/L who achieved REfe I'e n Ces Elgurlg 5..Re(z|).|ctl:ont|)|.1 A,:' Tat d\l\(ls)e k 734 ,A;bso!:;ebred:J.ctic?AanTfic;gwlU i F'iuri.s' Rfeduc;lon :n A.ST altl ngek t24|\'2b SZIUte
simultaneous reductions in MRI-PDFF 230% and ALT 217 IU/L at Week 24. aseline in (A) all subjects an subjects with baseline > : reduction from baseline in all subjects. Mixe
« Newsome et al. Lancet Gastroenterol. Hepatol. 2020 PMC7066580 : . * ok . Kk
Cochran-Mantel-Haenszel: *p<0.05, **p<0.005, vs. placebo Mixed model repeated measures: *p<0.05, **p<0.005, vs. placebo model repeated measures: """ p<0.001 vs. placebo
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