Baseline ANTICIPATE score and response predicts liver outcome events in a 180 POSTER

patient MASH cirrhosis cohort treated with resmetirom TOP-177

" . 1 2 " . 2 " 2 " 3 . 4
Naim Alkhouri," Rebecca Taub,< Xiaomin Lu,< Krishna Padmanabhan,“ Jorn M. Schattenberg,®> Mazen Noureddin MASLD: Therapy

'Summit Clinical Research, San Antonio, TX, USA; “Madrigal Pharmaceuticals, Inc., West Conshohocken, PA, USA; 3Universitatsklinikum des Saarlandes, Homburg, Germany;
YPinnacle Clinical Research, San Antonio, TX, USA

INTRODUCTION RESULTS

- Resmetirom, a selective thyroid hormone receptor 3 agonist, indicated in conjunction with diet and exercise for * Patient characteristics * Liver-related events (LRE)
the treatment of metabolic dysfunction—associated steatohepatitis (MASH) with moderate to advanced fibrosis — Baseline characteristics were generally similar between the Year 1 total population (MAESTRO-NAFLD-1) — LREs occurred primarily in patients with baseline platelets <100K (7/8)
(consistent with fibrosis stages F2 to F3), based on histological improvements in steatohepatitis and fibrosis™-2 (n = 180) and the Year 2 population that enrolled for a second year (n = 122) populations (Table 1). The _ i i i
_ _ | BMI did not show a relationship to LRE
- Patients with compensated MASH cirrhosis remain at risk of clinically significant portal hypertension (CSPH) subpopulations according to baseline platelet count were evaluated. _ LREs were infrequent and occurred only in patients with baseline CSPH risk >25% (Figures 4, 5)
. _ 3 . . . . . . ’
and subsequent liver-related events (LREs),” highlighting the need for tools that can stratify risk and monitor TABLE 1. Baseline demographic and clinical characteristics - ~
treatment response _ _ . Figure 4. Incidence of LREs at Year 1 in the overall (n=180) Cohort and the second
- ANTICIPATE-NASH is a noninvasive model incorporating body mass index (BMI), platelet count and liver Year L—a;ll&%tnents Platerlieisg_2100K year of the 2-Year population (n=122) according to baseline BMI and baseline
stiffness to estimate CSPH risk and predict clinical outcomes.* The score predicts the likelihood of A dian (IOR . ANTICIPATE-NASH score
experiencing an LRE in the subsequent 3 years, <25% (score <0.25) is associated with a low likelihood of 9€ (yea:S)’ median (IQR) 62.0 (56.0, fs'o) 62.0 (57'0’58'0) 60.5 (56'0’066'0) 62.0 (57'0’068'5) | |
events, whereas >75% (>0.75) is associated with a high likelihood of decompensation events. ;;Tall(e’/ A’z | 112 (62.2%) 68 (55.7%) 14 (46.77%) 54 (58.7%) Liver-related Events: e Year1(n=2) ‘¢ Year2(n=6) No Event (n=160)
* Its utility in patients receiving disease-modifying therapy such as resmetirom has not been fully characterised (kg/m?), median (IQR) 34.4 (306, 38.9) 34.4 (30.6, 38.9) 35.1(32.7, 38.9) 53.4(30.2, 39.0) o)
T2D, % 131 (72.8%) 85 (69.7%) 22 (73.3%) 63 (68.5%) c 10- . T ) O
AI M LSM by VCTE (kPa), median (IQR) 20.3 (15.6, 30.7) 20.1 (17.1, 31.3) 26.4 (17.7, 39.6) 19.3 (16.1, 27.4) $  0.9- © |
LSM by MRE (kPa), median (IQR) 5.1 (4.1, 6.3) 5.2 (4.4,6.3) 5.9 (4.9, 6.7) 5.1 (4.0,5.9) 0 0.8 -
* To evaluate whether the ANTICIPATE-NASH score predicts CSPH risk and LREs in patients with compensated zﬁielﬁrzil(é/;kg:?n (IQR)d_ 142 (108, 199) 156 (101, 167) 8977, 91) 156 (128, 208) g 0.7 -
MASH cirrhosis treated with resmetirom for up to 2 years (OR) ' oore, median 0.37 (0.20,0.67)  0.45(0.25,0.70)  0.72(0.55,0.89)  0.34(0.15, 0.59) S (G- .
(D ® ®
BMI, body mass index; kPa, kilopascal; IQR: interquartile range; LSM, liver stiffness measurement; MRE, magnetic resonance elastography; Q, quartile; L 0.51 °° e ¢ 1 —
M ET H o DS T2D, type 2 diabetes; VCTE, vibration-controlled transient elastography. 2 04- ——y— °® o
Z ] - -
_ «  CSPH risk distribution over time ur  0.3-
«  Study design . . . . L . o = 09-
~ This analysis included patients with well-compensated MASH cirrhosis enrolled in MAESTRO-NAFLD-1 D otressinaly o 50 o batalne 1 B0/a%% ot Your 1 and o4 55 ot Your 2 (Fiours 2] oooe a7
(NCT04197479) and its open-label extension (OLE) study (NCT04951219), who received resmetirom 80 mg Prog o y o ° _ o ° _ ' _° _ _ 9 g 0.1
for 2 years — These findings indicate a sustained reduction in portal hypertension risk over time Zz 0.0
- Study population — The distribution shifted toward lower-risk categories, with increases observed low-risk (€25%) groups over time, < 20 30 40 50 60 70
~ This study included adults with compensated MASH cirrhosis (Child-Pugh class A) and no history of and decreases observed in higher risk groups (>50%) reflecting overall improvement in CSPH risk profiles |
decompensation events 4 _ - | | | N L BMI at Baseline y
— Cirrhosis was defined by historical biopsy-confirmed fibrosis stage F4 disease or clinical diagnosis; Figure 2. Distribution of ANTICIPATE-NASH risk categories at baseline, Year 1, Year 2
>66% of patients had biopsy-confirmed cirrhosis All Platelets <100K Platelets >100K Figure 5 Incidence of LREs at Year 1 in MAESTRO-NAFLD-1 Cohort and the second year of the 2-Year
— Of the 180 patients included in the Year 1 analysis, 122 elected to enter the OLE and were included in the | 100% - 100% - 100% - population
- % 4.5% () 6.3% (5
Year 2 analysis (Figure 1) BE% 00 R 11.9% (12) ST =
20.7% (24) 21.4% (6) . 15.9% (14) 10.1% (8) = 5
— Discontinuation rates were <10% per year 50% - 25% (29) ek R 505 (14) e Rl 18.2% (16) T
22.4% (26) ° 5 3
g . . 60% - % - 60% - S
Figure 1. Analysis population and follow-up through 2 years ” sss) I 7% : ) ‘o
Open-Label MASH Cirrhosis Population 40% - o | - a0% | s
| 20% 39.7% (46) 45.5% (46) 20% e 29) 50% (44) 55.7% (44) E 0 v : : . .
_Enrolled in Year 1 . . 25% (29) ear ear
(Openiabelacive trea;Zir;bMAESTRO-NAFLD-1) et 0% 0% 7.1% (2) 9.1% (2) 0% MAESTRO-NAFLD-1 2-Year population
Reasons for study discontinuation Baseline Year 1 Year 2 Baseline Year 1 Year 2 Baseline Year 1 Year 2 (=10 =122
* Adverse event (n=5) (n=116) (n=116) (n=101) (n = 28) (n=28) (n=22) (n=88) (n=88) (n=79) LRE, liver-related event. LRE rate was estimated based on Fine-Gray method with deaths treated as competing risk. Event rate was assessed only in the
* Other (n=14) ) ’ ) ’ ) ) second year of treatment (Year 1 to Year 2) independent of Year 1 in the 2-Year population as an event in year one was an exclusion for entering Year 2.
<=25% m>25-50% m>50-75% W>75%
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- Treatment response
— The geometric mean ANTICIPATE-NASH score declined by 27.1% in the one-year MAESTRO-NAFLD-1

Year 1 Completers
N=161 (89%)

Mean (SD) treatment gap off resmetirom 77 (58) days
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Enrolled in Year 2

ANTICIPATE-NASH stratifies CSPH risk in patients treated with resmetirom for compensated

(Open-label active treatment, MAESTRO-NAFLD-OLE) 2-Year Analysis Population pOpulation, 25.5% and 37.6% at years 1 and 2 in the 2-Year analySiS pOpUlation (Figure 3) MASH cirrhosis
N=122 1 ) — The increase in patients with scores <25% was 58.6% after one year
f‘e;*;‘;';fs':’;:;:f%f'é-*;mnt'““atm“ Approximately half of patients demonstrated meaningful improvement in CSPH risk with
+  Other (n=6) Figure 3. % Change in ANTICIPATE-NASH resmetirom treatment
Year 2 Completers \_ / 40 : : : : : : :
N=113 (93%) LREs were rare and occurred exclusively in high-risk patients with CSPH risk >25%
30 = 3= . . . .
N o | | These findings suggest ANTICIPATE-NASH may serve as a clinically actionable tool to guide
CSPH, clinically significant portal hypertension; LRE, liver-related event. L 20 risk stratification and monitoring in patients receiving disease-modifying therapy
. _ . 25.5
- Baseline characteristics 10 .
— Baseline demographics and clinical characteristics included age, sex, body mass index, type 2 diabetes 0 ACKNOWLEDGMENTS
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