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INTRODUCTION RESULTS

- Metabolic dysfunction-associated steatohepatitis (MASH) is a progressive liver disease with significant morbidity Patient characteristics At Week 52, thyroid parameters showed minimal changes from + At Week 52, no clinically meaningful effects were observed in heart rate; small reductions
and mortality’-2 . . . . : baseline overall, regardless of baseline thyroxine replacement thera In systolic blood pressure and diastolic blood pressure were observed (Figure 3
iy | | | | | | - In total, 966 patients were randomized in MAESTRO-NASH and 888 patients had stages FIGURE 2. Levels of (A) FT4, (B) TSH, and (C) FT3 by treatment group over time, J Y P by Y P P (Fig )
o Resmetlrom IS an or_al, Ilyer-dlrected, fchyr0|d hormone receptor [3 (THR-B) aggnlst gpproved n the United States for F2-F3 fibrosis and distribution of (D) FT4 and (E) TSH levels by treatment group and visit status (Table 2)
use in conjgnctlgn W|_th diet a_nd exercise for the treatment Qf adults with noncirrhotic MASH with moderate to . Basel " erist e e o Ve ation5 and h A FIGURE 3. Change from baseline in cardiovascular parameters at Week 52 by
advanced liver fibrosis (consistent with stages F2-F3 fibrosis)? 3?rseea!crrfeztarr?)(lzjegs('ll'ca:?or:e{)e similar 1o the primary analysis population® and across the ) 02 - TABLE 2. Least-squares mean (LSM) change from baseline (CFB) treatment group
- As a liver-directed THR-[3 agonist that modulates thyroid hormone signaling, resmetirom warrants evaluation for 9roup +3 017 In thyroid hormones at Week 52 by baseline thyroxine status
potential effects on systemic thyroid function, including hypothalamic-pituitary-thyroid (HPT)-axis parameters? T B - FUED (ELE, (1T Sl el pesnliiey mal)  Pleswelle oo prass e, il ¢
. . _ _r L’/
TABLE 1. Baseline demographic and clinical characteristics SH  g1- LS mean | LS mean | LS mean LS mean difference
&= CFB (SE) | CFB (SE) | CFB (SE) from placebo (95% CI) 1+ 0.13
. . 0O o —%
AI M - Resmetirom | Resmetirom c 2 —0.2 - .
Characteristic 80 mg 100 mg SE 13- : : : : £ 0-
=~ =~ o Y. Resmetirom | Resmetirom Resmetirom | Resmetirom ©
n =298 n =296 = 80 mg 100 mg Placebo "
04 - 2
. . . . . ' ' ' | ' ' =1 7 —-0.06
- To evaluate the effects of resmetirom on systemic thyroid function as measured by free thyroxine (FT4), Age, mean + SD, years 558+ 114 57.6 +10.5 57.2+10.9 BL 4 8 12 24 52 5
free triiodothyronine (FT3), and thyroid-stimulating hormone (TSH) B e - : - © ~0-40
’ Sex, male 132 (44.3) 126 (42.6) 133 (45.2) 0.2 - Patients not on thyroxine replacement therapy at baseline 2 2 -
L e N cu
Race, White 268 (89.9) 267 (90.2) 255 (86.7) = lg’, 0.1 } % ------------------------- } ____________________ E 5 >
= - S T m -/
M ETH O DS Ethnicity, Hispanic or Latino 64 (21.5) 76 (25.7) 46 (15.6) S %
_ “g’vtc,' c13 ng/. ~0-01(0.032) —0.08 (0.033) -0.02 (0.031) 0.01 -0.06 g —4 -
BOdy WEIght, mean + SD, kg 99.9 + 22.1 101.7 £ 22.9 100.3 + 22.6 % = , NG n =248 n =229 n = 245 (—006, 008) (_013, 001) p—
2]
. c ® -5 -
Study design BMI, mean + SD 355+ 6.5 36.1+7.3 35.5 + 6.4 § 5
. . . . . . . . O -4.38
- MAESTRO-NASH is an ongoing phase 3, randomized, double-blind, placebo-controlled trial evaluating the efficacy Type 2 diabetes 208 (69.8) 202 (68.2) 198 (67.3) = -6 -
and safety of resmetirom in patients with MASH.® This analysis includes data through Week 52 :
: Y : P : : Y : | 5 Hypertension 225 (15-5) 238 (80.4) 237 (80.6) -0.16 (0.011) -0.21 (0.011) 0.02 (0.010) -0.18 -0.23 B Resmetirom 80 mg (n =298) M Resmetirom 100 mg (n = 296) M Placebo (n = 294)
- Patients were randomized 1:1:1 to once daily resmetirom 80 mg, resmetirom 100 mg, or placebo Dysllpidemia 211 (70.8) 217 (73.3) 205 (69.7) . FT4, ng/L N =248 N = 299 n=245  (~0.20,-0.16) (-0.25, -0.20)
. 5 bpm, beats per minute; SE, standard error.
Population History of ASCVD 17 (5.7) 21 (7.1) 14 (4.8) -
- The trial enrolled patients with biopsy-confirmed MASH (fibrosis stage F1B [mild fibrosis substage B], F2, or F3) E2
: C LDL-C, mean £ SD, mg/dL 106.6 + 37.6 102.4 £+ 37.0 106.3+41.4 - i
with 23 metabolic risk factors =
n n n u u u u u g u - - +I — — — — —
- Patients with other causes of chronic liver disease or with a history of significant alcohol consumption were excluded Fibrosis stage £ o TsH miuL ~0-23 (0.056) —0.20 (0.058) -0.08 (0.055) 0.15 0.12
| _ o _ o o | B ’ n = 248 n =229 n=245  (-0.27,-0.03)  (-0.24,0)
- Patients with untreated clinical or active subclinical hypothyroidism (TSH >10 mlU/L without symptoms or TSH F2 110 (36.9) 108 (36.5) 110 (37.4) § &
. o]
>7 mlU/L with symptoms) were excluded S E
_ _ _ o o , , o F3 188 (63.1) 188 (63.5) 184 (62.6) o
- Patients with asymptomatic subclinical hypothyroidism and those with thyroidectomy receiving stable replacement = 04
thyroxine doses >75 ug/d were allowed Patients on thyroid replacement therapy at screening 37 (12.4) 43 (14.5) 44 (15.0) BlL 21 é 1|2 2|4 5|2 055 45058 019055 i " In this post hoc analysis, resmetirom did not meaning fuIIy affect
- This post hoc analysis included patients with fibrosis stage F2 or F3 (comprising a modified intention-to-treat Thyroxine dose <75 mcg/day 27 (9.1) 30 (10.1) 35(11.9) 5 Week rT3, ng/dL N =247 N = 239 N = 244 (-5.4,-3.9)  (~5.9, —4.8) systemic thyroid function, providing further support for its
population) and available thyroid function data (Figure 1) Thyroxine dose >75 mcg/day 9 (3.0) 12 (4.1) 9 (3.1) . Resmetirom 80 mg Resmetirom 100 mg Placebo extrahepatic safety profile
FIGURE 1. Analysis population Dose level unknown 1 (03) 1 (0.3) 0 % o Cardlovascular_ parameters, including heart rate and blood
FT4 = — — - e e — Patients receiving replacement thyroxine therapy at baseline pressure, remained genera"y stable across treatment groups
, mean * SD, ng/dL?2 1.1+0.2 1.1+0.2 1.1+0.2 = - : : : . _ _
MAESTRO-NASH L 157 T I Typical These findings reinforce the hepatic selectivity of resmetirom
[ ] + b c f 6 n = = = = = [
N = 966 FT3, mean £ SD, ng/L 50205 5005 004 g . R Sl B reai with limited systemic thyroid hormone signaling effects
(N = ) TSH, mean % SD, mIU/L® 2.0+1.2 2.0+1.1 2.0+1.2 € ma = ) e I s [ e
8 —— L o — = FT3, ngiL 0.04 (0.089) -0.03 (0.081) -0.02 (0.079) 0.05 -0.01
Inclusion criteria Exclusion criteria b h vsi rT3, mean * SD, ng/dL¢ 185+ 5.5 19.4 £ 6.3 18.6 +5.7 3 097 - R ’ n =31 n =36 n =41 (0.13,0.23)  (-0.19,0.17)
ost hoc ana ysis o DISCLOSURES
: : ST : Baseline pulse rate, mean = SD, bpmé® 73.4+10.9 723 +11.7 73.5+11.7 0
* Adults with biopsy-confirmed MASH * Other causes of chronic liver disease P P 001 208 273 269 257 | 296 260 260 239 | 294 281 269 261 KM, TA, KP, and GR are employees and shareholders of Madrigal Pharmaceuticals, Inc. FT has received funding to the institution and
_ _ o _ . + e BL Week Week Week BL Week Week Week BL Week Week Week honoraria for consulting or lectures from Madrigal Pharmaceuticals, Inc., AbbVie, Alnylam, AstraZeneca, BMS, Boehringer Ingelheim, CSL
» Fibrosis stage F1B, F2, or F3 - Significant alcohol consumption Systolic BP, mean £ SD, mm Hg 129.5£14.0 1294 £15.7 1303 £13.7 12 24 5D 19 24 59 19 24 52 Behring, Falk, Gilead, GSK, Intercept, Inventiva, Merz, MSD, Novartis, Novo Nordisk, and Sanofi. CM reports grants paid to the institution,
o _ o _ e Patients with F2 to F3 i . o . . _ _ B B consulting fees, support with research reagents, and travel support from Madrigal Pharmaceuticals, Inc., Abbott, Aligos, Amgen, Ansh,
. Metabolic risk factors consistent . Untreated clinical or active MASH and available Diastolic BP, mean * SD, mm Hg 79.9+8.9 78.5£9.3 80.7 £9.2 E Visit FT4, ng/. 018 (0.041) =0.26 (0.037) 0.02(0.036) 0.21 0.29 Azurity, Boehringer Ingelheim, the Cardio Metabolic Health Conference, Corcept, Elsevier, Genfit, Intercept, LabCorp, Lumos,
with the MASH population subclinical hypothyroidism thyroid function data . Resmetirom 80 mg Resmetirom 100 mg Placebo n =31 n =36 n =41 (=0.29,-0.12) (-0.37,-0.21) Massachusetts Life Science Center, Merck, Regeneron, and TMIOA and has been a shareholder of Coherus, Inc.
+  Allowed: asymptomatic subclinical Data are n (%) unless otherwise specified. g e ACKNOWLEDGEMENTS
L : aReference range, 0.7-1.6 ng/dL. =) Medical writ . . AootheCom (San Franci CA USA ‘ Madriaal Ph als. |
hypothyr0|d|sm; stable thyroxme i £ 19 edlga wrltlng assistance was proylded by polt eCom (San rancisco, , USA) and funded by Madrigal Pharmaceuticals, Inc.
Reference range, 2.0-4.4 ng/L. - Funding for this research was provided by Madrigal Pharmaceuticals, Inc., West Conshohocken, PA, USA.
TERREDTEL DR Elids °Reference range, 0.4-4.0 mIU/L & —
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thyr0|dectomy dReference range, 9.0-27.0 ng/dL. c 8 - - —— T — TSH, mIU/L _0'63_ 0.27) -0 13_(0'25) _0'22_ (9.24) Pt 009 REFERENCES
°Data from New Drug Application safety update. '% - T — - n =31 n =36 n =41 (-0.97,0.15) (-0.46, 0.63) 1. Hagstrom H et al. Lancet Gastroenterol Hepatol. 2024;9(10):944-956. 2. Rinella ME et al. Hepatology. 2023;77(5):1797-1835.
F, fibrosis stage (F1B: mild fibrosis [substage B: dense zone 3 perisinusoidal fibrosis], F2: moderate fibrosis, F3: advanced fibrosis); MASH, metabolic dysfunction—associated ASCVD, atherosclerotic cardiovascular disease; BP, blood pressure; bpm, beats per minute; F, fibrosis stage (F2: moderate fibrosis, g T | 3. Rezdiffra (resmetirom) tablets, for oral use. Prescribing information. Madrigal Pharmaceuticals Inc.; 2025. 4. Cusi K. N Engl J Med.
steatohepatitis. F3: advanced fibrosis); FT3, free triiodothyronine; FT4, free thyroxine; LDL-C, low-density lipoprotein cholesterol; rT3, reverse triiodothyronine; O 4 3833;320(6)1555-561-25;- ggrzrgson SAetal. N Engl J Med. 2024;390:497-509. 6. FT4, TSH. Medpace. Medpace Reference Laboratories;
TSH, thyroid-stimulating hormone. 8 s - L R | I | 1 . Typical . Accessed May 21, :
Outcomes Outcomes T | reference ranges
| | | | - | | | | | Dl 298 273 269 257 | 296 260 260 239 | 294 281 269 261 | 04-40mlUL 3 gL ~51(094)  -6.3(0.85) -0.01(0.84) -5.1 -6.3
- This post hoc analysis evaluated systemic thyroid function biomarker (FT4, FT3, TSH, and rT3) change from baseline - Both doses of resmetirom produced modest decreases in FT4 without compensatory increases BL Week Week Week  BL Week Week Week  BL Week Week Week N9 n = 31 n = 37 n = 38 (-7.1,-3.1)  (-8.2, -4.4)
through Week 52 after resmetirom initiation in TSH or FT3 over 52 weeks (Figure 2) 12 24 52 12 24 32 12 24 32

— Changes in thyroid parameters were assessed as least squares (LS) mean change from baseline by treatment — TSH remained generally stable over 52 weeks, indicating preserved HPT axis feedback ‘o Resmetirom 80 mg +Vi:;tsmeﬁrom 100mg * Placebo OO0

Iati | o _ _ o :II!:E%'.'E g COPIES OF THIS PRESENTATION OBTAINED THROUGH QR (QUICK -
group relative to placebo — Minimal changes in FT3 were observed over 52 weeks; levels remained within the LqEJ i RESPONSE) CODES ARE FOR PERSONAL USE ONLY AND MAY O rl O
For plots in D and E, boxes represent interquartile range and whiskers represent minimum and maximum values. CFB, change from baseline; FT3, free triiodothyronine; FT4, free thyroxine; LS, least squares; rT3, reverse E Jﬁ NOT BE REPRODUCED WITHOUT PERMISSION OF THE AUTHORS.
H -

—  Qutcomes were stratified by baseline thyroxme use (recelvmg VS not receiving replacement therapy) normal range BL, baseline; FT3, free triiodothyronine; FT4, free thyroxine; SE, standard error; TSH, thyroid-stimulating hormone. triiodothyronine; SE, standard error; TSH, thyroid-stimulating hormone.
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