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[Abstract] The pathogenesis of non—alcoholic steatohepatitis (NASH) is extremely complex and there is no current standard
therapy. Resmetirom is an orally administered small molecule that targets the liver and is a selective thyroid hormone receptor
agonist. It is the first drug in the field of NASH treatment to reach the primary endpoint in phase Il clinical trials and has good safety
and tolerability profiles, which makes it a hopeful candidate to be the first FDA—approved drug for NASH treatment. This article

provides a comprehensive review of resmetirom’s basic information, mechanism of action and the findings from clinical trials.
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LRI F FE AN R 2 2 E LA SR E NASH 38 B JiF , 42
LI PR A 26 S Bl YR B R0 2 s A ESCH , LAEE B- l  B
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PRAE 5T, e rp f 5 22 04 T39I K 38 38 MAESTRO-
NASH 7E 2023 4-49) 3 75 15 2 10 45 2R | 7F resmetirom
80 mg A1 100 mg it FIRYT 52 )5 , 26%~30% [
AT DLIR ) R B0 2, HUA A R A2 1 R
4. P, Madrigal 24 ) T 2023 4F 7 H & 58 1 1]
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(&% 3xHk)
[1] Castera L, Friedrich-Rust M, Loomba R. Noninvasive assess-
ment of liver disease in patients with nonalcoholic fatty liver
diseasel]]. Gastroenterology, 2019, 156(5): 1264-1281.

Younossi ZM, Koenig AB, Abdelatif D, et al. Global epidemio-

logy of nonalcoholic fatty liver disease—meta—analytic assess-

(2]

ment of prevalence, incidence, and outcomes[]]. Hepatology,
2016, 64(1): 73-84.

Buzzetti E, Pinzani M, Tsochatzis EA, et al. The multiple—hit
pathogenesis of non—alcoholic fatty liver disease (NAFLD) 1.
Metabolism, 2016, 65(8): 1038-1048.

AR, T8, Z203E, 4 ARRENS B TERT 28 3677 405 A
2R EED) ] AL RN, 2023, 40(3): 225-234.

Chamba A, Neuberger J, Strain A, et al. Expression and func-

[3]

—
—
(=)

Pt

[11

[

—
—_
N

[

e 24 -

tion of thyroid hormone receptor variants in normal and
chronically diseased human liver[}]. J Clin Endocrinol Metab,
1996,81(1): 360-367.

Sinha RA, Singh BK, Yen PM. Direct effects of thyroid hor-
mones on hepatic lipid metabolism [J]. Nat Rev Endocrinol,
2018, 14(5): 259-269.

Grover GJ, Kelly J, Malm J. Thyroid hormone receptor subtype—
beta—selective agonists as potential treatments for metabolic
syndromel ] ]. Future Lipidol,2007,2(6) :641-649.

Hones GS, Sivakumar RG, Hoppe C, et al. Cell-specific trans-
port and thyroid hormone receptor isoform selectivity account
for hepatocyte—targeted thyromimetic action of MGL-3196
[J]. IntJ Mol Sci, 2022, 23(22): 13714.

Taub R, Chiang E, Chabot—Blanchet M, et al. Lipid lowering
in healthy volunteers treated with multiple doses of MGL-
3196, a liver—targeted thyroid hormone receptor— 8 agonist
[J]. Atherosclerosis, 2013, 230(2):373-380.

Harrison SA, Bashir MR, Guy CD, et al. Resmetirom (MGL-
3196) for the treatment of non—alcoholic steatohepatitis: a
multicentre, randomised, double—blind, placebo—controlled,
phase 2 trial[}]. Lancet, 2019, 394(10213): 2012-2024.
ClinicalTrials.gov. Rebecca taub, a phasea 3 study to evaluate
the safety and biomarkers of resmetirom (MGL-3196) in non—
alcoholic fatty liver disease (NAFLD) patients (MAESTRO-
NAFLD-1)[EB/OL].(2022-09-06)[ 2023-05-18 ].https : //www.
clinicaltrials.gov/study/NCT04197479 7term=Resmetirom&rank=2.
ClinicalTrials.gov. A phase 3 study to evaluate the efficacy and
safety of MGL=3196 (resmetirom) in patients with NASH and
fibrosis (MAESTRO-NASH) [EB/OL]. (2022-09-11) [2023-
05-18]. https://clinicaltrials.gov/ct2/show/NCT03900429.
ClinicalTrials.gov. Edward chiang, a phasea 3 study to evalu-
ate safety and biomarkers of resmetirom (MGL-3196) in pa-
tients with non-alcoholic fatty liver disease (NAFLD) ,
MAESTRO-NAFLD-open—label-extension (MAESTRO-NAFLD—
OLE) [EB/OL]. (2022-10-19) [2023-05-18]. https://www.
clinicaltrials.gov/study/NCT04951219 7term=Resmetirom&rank=1.
ClinicalTrials.gov. Thomas hare, a phasea 3 study to evaluate
the effect of resmetirom on clinical outcomes in patients with
well-compensated NASH  cirrhosis  (MAESTRO-NASH-
OUTCOMES) [EB/OL].(2023-02-09)[2023-05-18]. https://
www. clinicaltrials. gov/study/NCT055002227 term=Resmetirom&
rank=3.

WFE HE9:2023-06-07 AR GREE LT



