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Supplementary Table S1: Detailed Database Search Strategy:

PubMed ("resmetirom"[Supplementary Concept] OR "resmetirom"[All Fields] OR "mgl| 44
3196"[All Fields])) AND ("naflds"[All Fields] OR "non alcoholic fatty liver
disease"[MeSH Terms] OR ("non alcoholic"[All Fields] AND "fatty"[All Fields] AND
"liver"[All Fields] AND "disease"[All Fields]) OR "non alcoholic fatty liver
disease"[All Fields] OR "nafld"[All Fields] OR "nash"[All Fields])

Google ((resmetirom) OR (MGL-3196)) AND ((((NASH) OR (NAFLD)) OR ("Non-alcoholic 1,490
scholar Fatty Liver Disease")) OR ("non-alcoholic steatohepatitis"))

Cochrane | ((resmetirom) OR (MGL-3196)) AND ((((NASH) OR (NAFLD)) OR ("Non-alcoholic 56
Fatty Liver Disease")) OR ("non-alcoholic steatohepatitis"))

Scopus ( resmetirom ) OR ( mgl-3196 ) AND ( nash ) OR ( nafld ) OR ( "Non-alcoholic Fatty | 163
Liver Disease" ) OR ( "non-alcoholic steatohepatitis" )




Supplementary Figure 1: QA of RCTs

Intention-to-

treat Study ID D1 D2 D3 D4 D5  Owerall
Harrison 2019 + + + + ! @ + | Lowrisk
Harrison 2023 + + + + ! @ ! Some concerns

Harrison 2024 + + + + ! @ . High risk

D1 Randomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data

D4 Measurement of the outcome

D5 Selection of the reported result

Supplementary Figure 2: Forest plot of ELF score

Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
Harrison 2019 -0.48 0.2041 8.7% -0.48[-0.88 -0.08]
Harrizon 2024 {100mg) -0.24 0.086Y 483% -0.24[0.41,-0.07] —-
Harrizon 2024 (80rmag) -0.22 00918 430% -0.22[0.40,-0.04] ——
Total (95% CI) 100.0% -0.25[-0.37,-0.13] &
Heterageneity: Tau®= 0.00; Chif=1.39, df= 2 (P = 0.50); F= 0% 5_2 51 D 15 5
Testior overall effect 2= 419 (7 = 0.0001) Favours Resmetirom  Favours Placebo
Supplementary Figure 3: Forest plot of Alanine aminotransferase
Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Random, 95% CIl IV, Random, 95% CI
Harrison 2019 -26.4 83675 11.8% -26.40[-42.80,-10.00]
Harrison 2023 {100mg) -10.8 3.0613 444% -1080[-16.80,-4.80] ——
Harrison 2023 (80ma) -96 31123 438% -9.60 [-15.70,-3.50] ——
Total (95% CI) 100.0% -12.12[-18.25, -5.99] -
Heterogeneity, Tau®= 1265, ChiF= 358, df=2 (P=0.17), F= 44% '—5E| _215 b 2|5 a0

Test for overall effect: £=3.88 (F = 0.0001) Favours Resmetirom  Favours Placebo

Supplementary Figure 4: Forest plot of Aspartate aminotransferase

Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
Harrison 20149 111 34184 220% -1110[-17.80,-4.40] —
Harrisan 2023 {100mg) -4.3 2.2449  396% -4.30 [8.70, 0,100 —
Hartisan 2023 (80ma) -5 2296 385% -5.00 [-9.50, -0.50] —
Total (95% CI) 100.0%  -6.06 [-9.61, -2.51] &
Heterogeneity: Tau®= 3.25; Chi®= 287, di= 2 (P=023; F=33% I f

-50 .25 0 25 50

Testfor overall effect: Z= 3.35 (P = 0.0008) Favours Resmetirom  Favours Flacebao



Supplementary Figure 5: Forest plot of Gamma-glutamyl transferase

Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
Harrison 2019 -58.5 18.7248 9.58% -58.50[95.20,-21.80]
Harrison 2023 {100ma) -10 40307 45.2% -10.00[17.90,-210] -
Harrison 2023 {80ma) -8.6 40307 452% -8.60 [16.50,-0.70] —-
Total (95% CI) 100.0% -13.99 [-26.46, -1.53] -
?etf;ugenemtl:l T?ru ;;ﬁyzgh; _:DE.DBJ, df=2(P=003)F=71% i 20 5 =0 00
estfor overall effect 2= 2.20 (P = 0.03) Favours Resmetirom Favours Placebo
Supplementary Figure 6: Forest plot of LDL cholesterol
Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight I, Random, 95% Cl IV, Random, 95% CI
Harrison 20149 -17.3 38266 134% -17.30[24.80,-9.80]
Harrisan 2023 {(100md) -12 0 2449 208%  -12.00[16.80,-7.200 —
Harrison 2023 (80mg) S92 28511 19.9% -9.20 [-14.20,-4.20] —
Harrison 2024 {(100mg) -19 20409 231% -19.00[23.00,-15.00] —-—
Harrison 2024 (80ma) -133 20409 231%  -13.30[17.30,-9.30] —a
Total (95% CI) 100.0% -14.07 [-17.67, -10.47] <P
?etnta;ngenemrl:lT?ru t:g?:;?ﬁgh':l' <=D1 1Ub0030,1df= 4 (P=003F=64% &0 EF ] 5 Al
Bstfor overall effect £=7.66 : ! Favours Resmetirom  Favours Placebo
Supplementary Figure 7: Forest plot of Triglycerides
Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight I, Random, 95% Cl IV, Random, 95% CI
Harrison 20149 -30.8 549 A.1% -30.B0[49.40,-12.20]
Harrison 2023 (100mg) -228 41838 26.4% -22.80[-31.00,-14.60] —
Harrison 2023 (80mg) -22.9 472858 251% -22.90[31.30,-14.40] —
Harrison 2024 {(100mg) -249 4694 21.0% -24.90[34.10,-15.70] e —
Harrizon 2024 (80mg) -19 45409 22.4% -19.00[27.90,-1010] —
Total (95% CI) 100.0% -22.82[-27.04, -18.61] <4
?etnta;ngenemrl:lT?ru :ZEIP?;DCthl ;lg1ug;;14 (P=081)F=0% '-SD _2-5 ;) 2.5 SD.
Estfor overall effect 2= 10.62 ( : ) Favours Resmetirorn Favours Placebo
Supplementary Figure 8: Forest plot of Apolipoprotein b
Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
Harrison 20149 -276 42858 123% -27.60[-36.00,-19.20] e —
Harrison 2023 (100mg) 175 21839 206% -17.80[21.80,-13.20] —u
Harrisan 2023 (80mog) -13.8 21429 208%  -13.80[18.00,-9.60] —
Harrison 2024 {(100mg) -22.9 15817 23.3% -22.90[26.00,-19.80] =
Harrizon 2024 (80mg) -16.8 16327 231% -16.80[20.00,-13.80] &
Total (95% CI) 100.0% -19.06 [-23.03, -15.09] -
Heterageneity: Tauf=1513; Chi*=18.23, df= 4 (P = 0.001); F=7E8% '-SU _2-5 0 2'5 SD'

Test for averall effect £=9.41 (F <= 0.00001)

Favours Resmetirom  Favours Placebo



Supplementary Figure 9: Forest plot of Lpa

Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI

Harrison 2019 -37.9 111227 7% -37.90[-59.70,-16.10]

Harrizon 2023 (100mg) =282 41327 2TA% 2920 [F37.30,-21.10] ——

Harrizon 2023 (80mg) -19.6 40817 27.5% -19.60 [27.60,-11.60] ——

Harrigon 2024 (100mg) -32.4 54593 18.8% -32.40[43.10,-21.70] —=

Harrison 2024 (80ma) -29.8 505811 209% -29.50 [39.40,-19.60] —

Total (95% CI) 100.0% -27.72[-33.18,-22.26] L 2

Heterogeneity: Tau®=11.57; Chi*= 5.74, df= 4 (P = 0.229; F= 30% =—1DD —SID 3 SID o0

Test for overall effect; £=9.95 (P = 0.00001)

Supplementary Figure 10: Forest plot of Adiponectin

Mean Difference

Favours Resmetirom  Favours Placebo

Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Random, 95% Cl IV, Random, 95% Cl
Harrizon 2019 1.07 0.2908 15.8% 1.07 [0.50, 1.64] —
Harrizon 2023 ¢100mg) 048 02347 205% 0.43[0.02, 0.54] =
Harrizon 2023 {(80ma) 07 02347 205% 0.70[0.24,1.18] —
Harrizon 2024 {100mg) 1.3 02398 200% 1.30[0.83,1.77] —=
Harrizon 2024 (B0ma) 097 02082 231% 0.97 [0.56, 1.38] —=
Total (95% CI) 100.0% 0.90 [0.62, 1.18] &
Heterogeneity: Tau®= 0.05 Chi*= 716, df=4 (P = 0.13); F= 44% 54 52 D é

Test for overall effect: £= 625 (P = 0.00001)

Supplementary Figure 11: Forest plot of CK18M30

Mean Difference

Favours Resmetirom Favours Flacebo

Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
Harrison 2019 171 531643 85%  -171.00[-285.00,-57.00]

Harrison 2023 (100mg) -B2E 327557 23.0% -B2.60 [146.80,-18.40] —

Harrison 2023 (30mg) -81.4 331639 225% -81.40 [F156.40,-26.40] —

Harrison 2024 (100mg) -1B5.7 329598 22.8% -165.70[-230.30,-101.10] L —

Harrison 2024 (30mg) -1343 325516 23.2% -134.30[188.10,-70.50] e —

Total (95% CI) 100.0% -123.03 [-157.72, -88.33] A

Heterogeneity: Tau®= 280.85; Chi*= 491, df=4 (P=0.30); F=18% 200 00 0 P b

Testfor overall effect: Z=6.95 (P = 0.00001)

Supplementary Figure 12: Forest plot of Reverse T3

Mean Difference

Favours Resmetirom  Favours Placeho

Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Random, 95% Cl IV, Random, 95% CI

Harrison 2018 -2.88 0893 1M.0%  -28B[4.64-117

Harrison 2023 {100ma) -3.84 03878 M.9% -394[-4.70,-3.18] —

Harrison 2023 (80md) -3.43 03929 M8%  -343[-4.20-2.66] -

Harrison 2024 {100ma) -5.2 03571 227% -5.20[5.80,-4.50] &

Harrison 2024 (80m) -47 03571 227%  -4.70[5.40,-4.00] i

Total (95% CI) 100.0% -4.17 [-4.92, -3.42] <%

Heterogeneity: Tau®= 0.52; Chi*=15.67, df= 4 (P = 0.003); F= 75% 5_1 0 55 D é 1DI

Testfor overall effect £=10.83 (F = 0.00001)

Favours Resmetirom Favours Flacebo



Supplementary Figure 13: Forest plot of FibroScan CAP

Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Random, 95% C1 IV, Random, 95% CI
Hartison 2023 {100mg) -24.4 4796 24.8% -24.40[33.80,-15.00] —
Harrison 2023 (80mg) -18.3 4847 24.3%  -18.30[-27.80,-8.80] —
Hartison 2024 {100mg) -268 4745 254% -26.90[36.20,-17.60] —
Harrison 2024 {(80mg) -252 4745 254% -25.20[34.50,-15.90] —
Total (95% CI) 100.0% -23.75 [-28.44, -19.07] -
Heterogeneity: Tau®= 0.00; Chi*=1.82, df=3 (P= 061} F= 0% I t {

-a0 -24

Test for overall effect: £=9.93 (P = 0.00001) Favours Rasmetirom

Supplementary Figure 14: Forest plot of Apolipoprotein CllI

0

25
Favours Placebo

Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight I, Random, 95% Cl IV, Random, 95% CI

50

Harrisan 2019 -36.5 66338 221% -36.50[49.60,-2340] —— &
Harrison 2023 (100mg) -222 31123 399%  -22.20[28.30,-16.10] ——
Harrison 2023 (80md) -17.5 31633 38.8% -17.80[23.70,-11.30] ——

Total (95% CI) 100.0% -23.53[-31.77, -15.28] .

Heterogeneity: Tau® = 35.85; Chi®= 6.69, df=2 (P=0.04); F=T0% f t

Testfor averall effect 2= 5.59 (P < 0.00001) o0 F%_DurfRﬁ;Sme

Supplementary Figure 15: Doi plot of Liver fat content

Liver fat content
LFKindex: -0.92 (Mo asymmetry}
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Supplementary Figure 16: Doi plot of ELF score

ELF score

LFKindex:-2.91 (Major asymmetry}
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Supplementary Figure 17: Doi plot of Alanine aminotransferase

Alanine

LFKindex:-3.22 (Major asymmetry)
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Supplementary Figure 18: Doi plot of Aspartate aminotransferase
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Supplementary Figure 19: Doi plot of Gamma glutamyl transferase

|Z-score|

0.6
08

22

24

Gamma
LFKindex:-4.18 (Major asymmetry)




Supplementary Figure 20: Doi plot of LDL cholesterol

|Z-score|

0.1
0.2
03
0.4
0.5
0.6
07
08
0.9

1.1
1.2
1.3
1.4
1.5

LDL
LFKindex: -0.35 (Mo asymmetry )

Supplementary Figure 21: Doi plot of Triglycerides
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Supplementary Figure 22: Doi plot of Apolipoprotein b

Apolipoprotein
LFKindex:-1.85 (Minorasymmetry)
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Supplementary Figure 23: Doi plot of Lpa

Lpa
LFKindex: -1.49 (Minor asymmetry)
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Supplementary Figure 24: Doi plot of Adiponectin

Adiponectin
LFKindex: -0.40 (Mo asymmetry )
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Supplementary Figure 25: Doi plot of CK18M30

CK18M30

LFKindex: -0.20 (Mo asymmetry}
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Supplementary Figure 26: Doi plot of Reverse T3
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Supplementary Figure 27: Doi plot of FibroScan CAP
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Supplementary Figure 28: Doi plot of Apolipoprotein CllI

Apolipoprotein
LFKindex:-2.13 (Major asymmetry)
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Supplementary Figure 29: Forest plot of Diarrhea
Rosmetirom Placebho Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Harrison 20149 28 a4 3 41 3.3% 456 [1.47, 14.11]
Harrison 2023 229 822 44 318 46.0% 2.01[1.50, 2.71] ——
Harrison 2024 185 Gd5 a0 311 &0.7% 1.94[1.47, 2.57] ——
Total (95% CI) 1551 680 100.0% 2.03[1.65, 2.50] L3
Total events 452 a7
Heterogeneity: Tau®= 0.00; Chi®= 2.08, df= 2 (P = 0.35); F= 4% D?'I 0?2 D?S 112 é 110
Testfor overall effect 2= 6.70 (F = 0.00001) Favours Resmetiromn Favours Placeho
Supplementary Figure 30: Forest plot of Nausea
Resmetirom Placebo Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Harrison 20149 12 a4 2 41 3.0% 293 [0.69,12.48]
Harrison 2023 122 822 25 318 3ITT% 1.891[1.25, 2.89] ——
Harrison 2024 132 645 40 321 59.3% 1.64[1.18, 2.28] ——
Total (95% CI) 1551 680 100.0% 1.76 [1.37, 2.27] -
Total events 266 g7
Heterogeneity: Tau? = 0.00; Chif= 0.76, df= 2 (P = 0.68); F= 0% IZIH 0?2 D?S é é 1ID

Testfor overall effect. Z= 4.40 (P = 0.0001) Favours Resmetirom  Favours Placeho



Supplementary Figure 31: Forest plot of Fatigue

Resmetirom Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Harrison 20149 4 a4 4 41 6.9% 0497013, 1.89]
Harrigon 2023 47 822 13 318 32.5% 1.40[0.77, 2.55] —T
Harrisan 2024 59 E45 28 321 BD.6% 1.04 [0.68, 1.61] r
Total (95% CI) 1551 680 100.0% 1.09 [0.77, 1.55]
Total events 110 45
Heterogeneity, Tau®= 0.01; Chi®=2.09, df= 2 {P=0.35), F= 4% E|=1 012 E|=5 1:2 é 110
Testfor overall effect 2= 0.439 (P = 0.52) Favours Resmetiromn Favours Placeho
Supplementary Figure 32: Forest plot of Headache
Resmetirom Placebo Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Harrison 20149 11 a4 B 41 15.5% 0.89[0.36, 2.25]
Harrison 2023 62 822 24 318 80.5% 1.00[0.64,1.57]
Total (95% CI) 906 359 100.0% 0.98 [0.65, 1.47]
Total events T3 ki1l
Heterogeneity, Tau®= 0.00; Chi*=0.04, df=1(F=0.83); F= 0% D|1 052 EIIS 1- é é 1IE|
Testfor overall effect 2= 0.11 (P=0.82) Favours Resmetirom  Favours Flaceho
Supplementary Figure 33: Forest plot of Covid
Resmetirom Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Harrison 2023 Ta 822 27 318 2B.8% 1.07 [0.71, 1.64]
Harrigon 2024 123 Gd5 BE 321 T1.2% 093071, 1.21]
Total (95% CI) 1467 639 100.0% 0.97 [0.77, 1.21]
Total events 198 83
Heterogeneity: Tau®= 0.00; Chi®=0.34, df= 1 (P=0.56), F= 0% E|=1 012 E|=5 i 112 é 1=E|
Testfor overall effect 2= 0.29 (P = 0.78) Favours Resmetiromn Favours Placeho
Supplementary Figure 34: Forest plot of UTI
Resmetirom Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Harrison 20149 ] a4 4 41 T.6% 1.10[0.36, 3.36] —
Harrigon 2023 a0 822 23 318 M.8% 0.84[0.52, 1.35] ——
Harrison 2024 &1} Gd5 27 31 a05s% TA1[0.72,1.71] T
Total (95% CI) 1551 680 100.0% 0.99[0.72, 1.34]
Total events 118 a4
Heterogeneity: Tau®= 0.00; Chif= 0.73, df= 2 (P = 0.69); F= 0% E|=1 D=2 E|=5 112 é 110

Test for overall effect 2= 0.09 (F =0.93)

Favours Resmetirom  Favours Placebo



Supplementary Figure 35: Forest plot of Back pain

Resmetirom Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Harrison 2023 42 822 14 318 29.4% 116 [0.64, 2.10] —
Harrigon 2024 B2 Gd5 3| 3 TOE% 0.81[0.55,1.149] —-
Total (95% CI) 1467 639 100.0% 0.90 [0.65, 1.24] -
Total events 104 a2
Heterogeneity: Tau®= 0.00; Chi®=1.00, df=1 (P=033; F=0% 0 o= o' 4 t e

Testfor overall effect 2= 0.63 (F=053) Favours Resmetirorn Favours Placebo

Supplementary Figure 36: Forest plot of Arthalgia

Resmetirom Placebho Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Harrison 2023 67 822 21 318 35.8% 1.23[0.77,1.98]
Harrison 2024 a3 Gd5 40 321 B4.2% 1.03[0.73,1.47]
Total (95% CI) 1467 639 100.0% 1.10 [0.83, 1.46]
Total events 140 A1

Heterageneity: Tau®= 0.00; Chi®= 035, df=1 (P = 0.55); F= 0%
Test for overall effect Z= 0,66 (F = 0.51)

o1 02 R 2 5 10
Favours Resmetirom  Favours Placebo

Supplementary Figure 37: Doi plot of Diarrhea

Diarrhea
LFKindex: 3.91 (Major asymmaetry)
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Supplementary Figure 38: Doi plot of Nausea

Nausea
LFKindex: 4.79 (Major asymmetry)
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Supplementary Figure 39: Doi plot of Fatigue

Fatigue
LFKindex: -2.06 (Major asymmetry)
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Supplementary Figure 40: Doi plot of UTI

uTl
LFKindex:-1.38 (Minor asymmetry)
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