As presented at AASLD 2024

Liver enzymes reductions from baseline over time in resmetirom treated patients
in a Phase 3 StUdy, MAESTRO-NASH Poster 3220

Seth Baum?, Rebecca Taub2, Dominic Labriola?, Naim Alkhouri3, Mazen Noureddin®

1. Florida Atlantic University, Flourish Research, Boca Raton, FL USA; 2. Madrigal Pharmaceuticals, Inc., West Conshohocken, PA, USA; 3. Arizona Liver Health, Phoenix, AZ, USA; 4. Houston Methodist Hospital, Houston, TX, USA

Background Results Conclusions

= Resmetirom is an orally administered THR-b agonist indicated for the Effects of Statin Use on Liver Enzyme Levels Figure 4. AST Levels at Baseline and Post Randomization. A= all
treatment of adults with NASH with moderate to advanced liver fibrosis = Among patients receiving statins at baseline, a total of 149 patients received patients with baseline levels 230 I/U. B= patients on statin. C= patients Liver enzyme levels declined significantly in
(consistent with stages F2 to F3) resmetirom 80 mg, 166 received resmetirom 100 mg, and 158 received placebo not on a statin. D, E, F: PCFB= percentage change from baseline resmetirom treated patients relative to placebo
A d by the US FDA in March 2024 ° §
.IOIOFOVE . y the In viarc | = At baseline, patients receiving statins had lower ALT and AST levels than those not A 70 o - beginning at Week 12
* Pivotal trial: MAESTRO-NASH (NCT03900429), an ongoing 54-month, receiving statins (Figure 2) _ 60 =
randomized, double-blind, placebo-controlled Phase 3 trial in adult patients = A mild, transient increase in AST and ALT levels (<1.5-fold baseline) was observed 5 2 0 & - — : . .
- . L p HelIETE o | i | - 20 —_— Transient increases in ALT and AST of <1.3-fold over
with biopsy-confirmed NASH and fibrosis (Figure 1) at Week 4 in patients receiving statins compared with patients not receiving i e = o — ! ] ,
statins (Figures 3-4) * a0 baseline occurred at Week 4 in patients co-dosed
Fi ure 1 MAESTRO'NASH trial dESign e .t . . : ? (I) ZII Eli 1|2 1I6 zlo 2|4 2I8 3|2 3|5 4|0 44 4I8 52 0 \ 8 12 16 20 24 28 32 36 40 44 4 H H M H H
g : = This increase did not exceed the level of ALT or AST at Week 4 in patients not o ek T e R with resmetirom and statins; resmetirom patients
4g-_ rECEiVing statins ——80 mg (N=266) —e—100mg(N=263) —e—Placebo (N=243) ——80mg(N=263) —e=100mg(N=261) —e—Placebo (N=242) not on StatinS Showed <10% increase in Iiver
581 2 Resmetrom100mg @ | [/ ] = Elevations resolved by Week 8, and liver enzyme levels declined thereafter g 70 g 30 : .
MAESTRO-NASH [K: , , , L , 20 |
Hl Resmetrom8Omg @ | [/ = GGT levels declined from the time resmetirom treatment was initiated (Figure 5) 60 - 2 10| enzymes at Week 4. Liver enzymes declined below
- ) ) i . Q?; 2 0- e % baseline in all patients irrespective of statin after

A Live[ Biopsy Screening [)'1 w;'[g W|24 W5|2 7 Month 54 §40 —4— %;2 | v W k 4

A / . . . . . g - ee -

A\L"’?():?Ec’/’/i.’g:m"““.f primary Endpoint o Figure 2. Baseline Liver Enzymes: Statin/No Statin %30 - IR = = 30 R

| - . - . ST T Ve T TR e DR Patients receiving statins had lower baseline ALT and
= As patients receiving resmetirom may also be receiving treatment with 50 - O me(Net2t] e 100 e (No128) o Placebo (12 O (K120) =100 (Ke25) e Picebo (Nt :
statins, it is important to determine the effects of resmetirom and statin = - - AST levels, and elevations at Week 4 were generally
coadministration on liver function 2 - %10 N not higher than levels in patients not on statins.
"= The objective of this analysis was to evaluate the effects of resmetirom and 0 2 50 A < o —
All Patients Not Using Statin Using Statin 2 ? -+ 5 10 1
statins, alone and in combination, on levels of the liver enzymes ALT, AST, (N=1050) (N=544) (N=506) %fs‘“’ m | c 20 - — Lipid Iowering, NASH resolution and Fibrosis
B Mean m Median 30 | —— o -30 A
and GGT over time = . —— * 0 ! TPT :
] | | | Baseline liver enzymes in patients WA A Improvement rates were simiiar in patients on
L0 on statins are lower for ALT and AST sy Weel e statins versus not on statins indicating that early
= . . . . ——80 mg(N=145) —e—100 mg(N=134) —e—Placebo (N=131) =e—80 mg(N=143) -e=100mg(N=132) =e—Placebo (N=130
H and higher for GGT in patients with liver enzyme excursions do not impact either safety
N NASH Week 48 Results or efficacy
fene ot e e e = |n patients with ALT levels 230 IU at baseline,
= Patients in MAESTRO-NASH study were monitored for changes from baseline =Mean = Median . i i 0 o | - . . .
AT AST ard GCT y 8 d ALT declined from Ic?asellr)e by ZOA.a.nd 24/:. in the resmetirom 80 and 100 mg GGT levels declined from the time resmetirom
In ALI, , an | %0 arms, respectively, in patients receiving statins (P<0.001 vs placebo) . .. di T .
“ Enzyme Ievel§ were measured at baseline and at 4, 12, 24, 36, 48 weeks | = ALT declined from baseline by 37% and 43% in the resmetirom 80 and 100 mg treatment was initiated in all patients
post-randomization S 88 arms, respectively, in patients not receiving statins (P<0.001 vs placebo)
= Changes in liver enzymes were assessed according to statin treatment at .
basellne In eaCh Of the StUdy arms ' All Patients Not Using Statin Using Statin
= Eligible patients have biopsy-confirmed NASH and fibrosis and an NAFLD 30 (=159 hal (esee)
activity score of >4 on a scale of 0 to 8 (higher scores=more severe disease) e
= Prescreening criteria require AST >17 IU (women) and AST >20 IU (men) £ 3 ALT L | Basel 4p Randomizati A= all ] - - . -
- Ppatients were excluded if serum ALT was >250 U/L igure 3. ALT Levels at Baseline an | ost Ran or.nlzatlon. A=2a patients Figure 5. GGT Levels at Baseline and Post Randomization. A= all patients :
with baseline levels 230 I/U. B= patients on statin. C= patients not on a with baseline levels 230 |/U. B= patients on statin. C= patients non on a Disclosures
_ statin. (D, E, F: PCFB= percentage change from baseline) statin. (D, E, F: PCFB= percentage change from baseline)
AL D “0- A "ﬁ o Baum reports: Altimmune, Amgen, Axcella, Beren Therapeutics,
. ] : S € 20 4 g 100 1 oo — —— — Boehringer Ingelheim, Eli Lilly, Esperion, lonis Pharmaceuticals,
Statin Use at Baseline Total Population S 70 5 10 2 %! 8 10 - Viadrieal Ph ale nMarck Novartic R
(N=966) < — . — 2 0 L —— - g w + 4 - 2 o1 N\ adrigal Pharmaceuticals, Merck, Novartis, Regeneron
o 50 - = & 70 - = ——
. —————— € -20 - s | £ 30 - o —
Any Statin, n (%) 473 (49) ) 04+ = 0] T s = = ; j‘g ' T Taub and Labriola are employees of Madrigal Pharmaceuticals
Atorvastatin 223 (23-1) 0 4 8 12 16 20 24 28 32 36 40 44 48 52 50 _———— 40 A -0 o o e o e T
LovaStatln 7 0.7 Study Week 0 4 8 12 16 20 24 28 32 36 40 44 48 52 ctudy Wee N e . . . . .

, , A Study Week oy Week study Week Alkhouri reports: Echosens, Fibronostics, Gilead Sciences, Inc.,
Pltavastatln 3 (03) —e—80 mg (N=265) =—e=100mg(N=264) =—e=Placebo (N=243) ——80mg(N=263) —e=100 mg(N=261) =—e—Placebo (N=242) ——80 mg (N=268) —e=100 mg(N=264) —e—Placebo (N=243) —e—80 mg (N=263) —e=100mg(N=261) —e—Placebo (N=242) SQBIO Inc Boehringer Ingelheim Intercept Pharmaceuticals Inc
Pravastatin 63 (6.5 150 20 e : . : N
Ros\:lvast;tin 114 éll )8) ® o . :_ 30 . ; 10 - " lonis Pharmaceuticals, Inc., Madrigal Pharmaceuticals, Novo
i vactatin 64 (6 é) =y 5 10 - S 110 512 | — —+= = Nordisk, Viking Therapeutics, Zydus Pharmaceuticals, Inc. Novo
: . . . - . *:éu o L L E-m - t— —— T# % 90 Mﬁ g-zo | K#_ Nordisk

High-intensity sta'.un the.rapy ,.A: 0 13 g — 5. = § :Z - % j0 =
- T 40 7] ) ° e e
I\*lloderatc? to low ntensity statin therapy, % £ O e 1 1o 0 24 2e 3 3e 20 aa e o ol ol ) Noureddin reports: Altimmune, Aligos Therapeutics, AstraZeneca,
Rosuvastatin 20 mg; atorvastatin 40 mg. Study Week Do e e e womw® P S e R Boehringer Ingelheim, Boston Pharmaceuticals, CytoDyn Inc., GSK
——80 mg (N=120) —e—100mg(N=130) =—e—Placebo (N=112) ——80 mg (N=120) —e=100 mg(N=129) —e=Placebo (N=112) ——80 mg (N=122) —e=100 mg(N=130) —e=Placebo (N=112) ——30 mg(N=120) —e=100 mg(N=129) —e=Placebo (N=112) p|C., LI"V, Madrigal Pharmaceuticals, Merck & CO., Inc., Novo
c . c 110 c 30 Nordisk, Takeda Pharmaceutical Company Limited, Terns
= 90 1 30 - 100 - 20 - . : :
S g _ £ 10 J Pharmaceuticals, Inc., ChronWell, Rivus Pharmaceuticals, Allergan
— < = 90 - X 10 ) ’ ’ )/
% 0 — T, g ° . m E’ o %N %_13 — */ — Pharmaceuticals, Akero Therapeutics, Inc., Bristol Myers Squibb,
ALT, alanine aminotransferase; AST, aspartate arn.inotr:?msferase; GGT, gamma- % 50 - § 0 % 60 - Q:;g \‘N-=: — - . Conatus Pharma’ Corcept Therapeutics’ |nc.’ Enanta
glutamyl transferase; NAFLD, nonalcoholic fatty liver disease; NASH, < 30 - N S 50 - i j: j & 20 — . . . - -
nonalcoholic steatohepatitis; THR, thyroid hormone receptor; US FDA, United 30 T T T T T T T T T 40 - Z Pharmaceutlcals, Inc., Gilead Sciences, Inc., Galectin Therapeutlcs,
States Food & Drug Administration. 0 4 8 121620 24 28 3236 40 44 48 52 0 e v e o n e 2> 2 An An 30 - T T T 60 — . T T T T T T Genfit, Novartis, Viking Therapeutics, Zvdus Pharmaceuticals, Inc
Study Week 0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52 ’ ’ g P ) £Y ’ .
© 2024 Madrigal Pharmaceuticals —e—80 mg(N=145) —e—100mg(N=134) —e—Placebo (N=131) sty ek Study Week Study Week
——80mg(N=143)  —e—100 mg(N=132) —e—Placebo (N=130) ~—80 mg (N=146) —e—100 mg(N=134) —e—Placebo (N=131) ——80mg(N=143) —e—100mg(N=132) —e—Placebo (N=130)




	Slide Number 1

