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Background

Results (continued)

Table 1. Patients on Statins in MAESTRO-NASH

(N=472) (N=494)

Table 3A. MAESTRO-NASH Statin Safety (AEs and SAEs)

Resmetirom 80 mg Resmetirom 100 mg
(N = 322) (N = 323)

Safety of Statins in MAESTRO-NASH

= Noincrease in AEs was observed with resmetirom alone or in

= Resmetirom, a THR-3 agonist approved by the US FDA in March 2024, is indicated
for the treatment of adults with NASH with moderate to advanced liver fibrosis
(consistent with stages F2 to F3)

Placebo

(N=321)

Baseline Characteristic

: - Age (years) — Mean (SD) 59.3(9.4) 54.1(11.7) Statin at BL Nostatinat BL  Statinat BL Nostatinat BL  Statinat BL  No statin at BL combination with statins (Table 3A)
= In MAESTRO-NASH (NCT03900429), the pivotal Phase 3, randomized, placebo- Sex, Male — n (%) 223 (47.2) 201 (40.7) (N = 149) (N=173) (N=166) (N=157) (N=158) (N=163) No change in muscle AEs or no DILI AEs occurred (Table 3B)
controlled trial of resmetirom that enrolled patients with biopsy-confirmed NASH Race, White — n (%) 414 (87.7) 449 (90.9)
. . - : : : n (%) n (%) n (%) n (%) n (%) (%)
and fibrosis: 94 (19.9) 110 (22.3) e .
= 49% of enrolled patients were taking statins at baseline (Tables 1 and 2) Body Mass Index (kg/m?*) Mean (SD) 35.9 (6.8) 35.4 (6.7) 181 [P 159 {#26) S ey [EES) A (B 132 5, Conclusions
. 139 Vine hichintensity statin th fatin 20 Type 2 Diabetes — n (%) 376 (79.7) 271 (54.9) 20 (13.4) 15 (8.7) 23 (13.9) 18 (11.5) 23 (14.6) 14 (8.6)
6 were .rezcgvmg igh-intensity statin therapy (rosuvastatin 20 mg or 107 (86.2) 347 (70, Adverse events affecting >10% of patients in any group
th?)/rvaStat'n me) Cerate or lowimteneity statin th Dyslipidemia — n (%) 472 (100) 217 (43.9) Diarrhea 32 221-5; 55 231-8; 52 231-3; 56 235-7; 19 212-0; 32 219-5; The resmetirom US label recommends resmetirom use
" o were recelving moderate or low-intensity statin therapy 70 (14.8) 59 (11.9) 29 (19.5 42 (24.3 28 (16.9 33 (21.0 18 (11.4 22 (13.5 - o - . i
= As part of the resmetirom clinical development program, four Phase 1 FibroScan VCTE (kPa) Mean (SD) 13.9 (7.4) 12.7 (5.5) COVID- 31(20.8) 38 (22.0) 27 (16.3) 27 (17.2) 31(19.6) 36 (22.1) WItl'_' _986 e SFatm doses used b.y SRR patler!ts, o
pharmacokinetic studies assessing potential drug interactions of resmetirom with 12.0 (3.8, 75.0) 11.4 (4.0, 66.4) LHEL e d) Sl L LA LI 10-2) LoIE0-T) S addition, statin drug levels (PK) in Phase 3 patients on
commonly prescribed statins were carried out FibroScan CAP (dB/m) Mean (SD) 350.5 (36.7) 344.8 (38.4) Back pain 21(14.1) 14(8.1) 15(9.0) 12(7.6) 17 (10.8) 21 (12.9) resmetirom were within the range of statin PK variability
(%)MRI-PDFF— Mean (SD) 16.8 (6.5) 18.6 (6.9) 16 (10.7) 10 (5.8) 21 (12.7) 16 (10.2) 16 (10.1) 6(3.7)
3.5(18,9.2) 33(19, 9.9 Vomiting 14(04) 1481 12072 23(146)  10(63) 7(43) NASH patients on statins had lower baseline [iver
* Drug interaction studies of resmetirom with commonly prescribed statins were 9.8 (0.9) 9.7 (0.9) Abdominal pain 12 (8.1) 14 (8.1) 13 (7.8) 16 (10.2) 9(5.7) 9 (5.5) enzymes than patients not on statins. Transient increase
performed in Phase 1 healthy volunteers 84 (17.8) 53 (10.7) uTl 12 (8.1) 21 (12.1) 13 (7.8) 14 (8.9) 14 (8.9) 14 (8.6) to approximately 1.3 times baseline at week 4, not
" Statin levels were measured in MAESTRO-NAFLD-1, a non-invasively diagnosed Ll ——— 2011 —— L2l —— —— generally above the level in patients not on statins, was
NASH population High 127 (26.9) N/A Table 3B. MAESTRO-NASH Statin Safety (muscle-related events) observed in patients on resmetirom and statins; no
¢ M MAESTRO-NASH: ow 6 (11.9) A FREE R Ll Resmetirom 100 mg Flacebo significant week 4 elevations were observed in patients
" Liver enzymes were assessed in patients on statins and not on statins SOl Bl (N =322) (N =323) (N =321) 5 . . . P
= Assessments of common statin AEs were assessed in MAESTRO-NASH aseline Livery Biopsy - n (%) n (%) n (%) n (%) on resmetirom not on statins (Figure 3)
e . . 393 (83.3) 414 (83.8) . . . . . .
= Safety was assessed in patients in MAESTRO-NASH according to statin therapy 32 (6.8) 17 (3.4) AE Preferred Term Statin  No Statin Total Statin  No Statin Total Statin  No Statin  Total
at baseline CFibrosis2 128 (27.1) 191 (38.7) Myalgia 2(1.3) 5(29) 7(22) 3(18) 10(e4) 13(4.0) 5(.2) 6(3.7) 11(3.4) Liver enzymes improved relative to baseline over time in
= Safety and responses were assessed as a function of statin therapy in MAESTRO-  Fibrosis3 303 (64.2) 280 (56.7) ng'?i:it:y : (8'7) ! (8'4) ! (8'3) 8 8 8 8 8 8 resmetirom-treated patients compared with placebo,
NASH Table 2. Statins and Doses Rhabdomyolysis 0 0 0 0 0 0 0 0 0 independent of statin use (Figure 3)

* We analyzed data from the Phase 1 pharmacokinetic studies and the Phase 3 study

1 ) . : : - Statin Dose (N=966) % . . ) . . . . . . .
to evaluate the potential impact of co-administration of resmetirom and statins on = - - - Flgure 3. Changes in Liver Enzymes (ALT). Flgure 4. Efflcacy of Statins in MAESTRO-NASH No statin-related Safety f|nd|ngs were noted in MAESTRO-
: e : : : : : % Patients taking a statin 49.0
statin pharmacokinetics in healthy subjects and patients with NASH and fibrosis - . . - B . NASH patients who took statins
m Safety and efﬁcacy by statin dose in Phase 3 were also evaluated ;3; A_ a" patlents (basellne >_30 U/L)' B_ patlents on = Llpld |owering similar in statin- and non-statin-treated resmetirom p
: statins (baseline >=30 U/L). C= patients not on patients : : e _
0.4 statins (baseline >=30 U/L) = Liver biopsy endpoints achieved in statin- and non-statin-treated Efficacy measures, including lipid lowering and NASH and
:;c.’t"aStatt':. g'g patients on resmetirom fibrosis biopsy endpoints, were similar and statistically
itavastatin : A D . . . .
Drug Interaction Studies—Phase 1 and 3 6.5 g 90 | % Fibrosis Improvement (ITT) S|gn|f|cantly |mproved in resmetirom-treated patients
: : : : : 5 70 1 % NASH Resolution (ITT i i i
= Phase 1 studies showed generally weak interactions between resmetirom and statins 6.4 < e . esolution (ITT) whether on statins or not on statins (F'gure 4)
= In Phase 3 patients, the PK of atorvastatin with resmetirom were within the range of 0.1 £ > 30
ability (Fi - - - 11.8 % 25
normal PK variability (Figure 1; red= 80 mg dose, blue= 100 mg dose, green= placebo) T T T T T T T T T
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Figure 1. Pharmacokinetics of Atorvastatin with Concomitant Simvastatin 6.6 el el e i ; X =2 | I— reports: Altimmune, Amgen, Axcella, Beren Therapeutics, Boehringer
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~ ) ) o igure <. reatine kKinase C ange irom = o © 2024 Madrigal Pharmaceuticals Boehringer Ingelheim, Intercept Pharmaceuticals, Inc., lonis Pharmaceuticals,
g, " o . 4 ., A baseline 0 4 8 12 16 20 24 28 32 36 40 44 43 5 %LDL-C Week 24 (PBO-corrected) Inc., Madrigal Pharmaceuticals, Novo Nordisk, Viking Therapeutics, Zydus
35 T ‘ 4 T Mean Percent CFB Creatinine Kinase (%) By Study Week stucy Week ) Statin No Statin Pharmaceuticals, Inc. Novo Nordisk
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