S1. Flow chart

Records identified through

database searching

N= 4820
Records screened Records Excluded

—
N= 4820 N= 4742
Full-text articles assessed Full text articles excluded N= 52
f ligihilit
or eligibility
N= 78

Reasons for exclusion:

l Duration less than 6 months: 1

Population not of interest: 6
Study design not of interest (reviews,

Studies included in
observational, etc): 16

guantitative synthesis ]
Outcomes not of interest: 24

(meta- analysis) Multiple studies for same population: 7

N= 26 N of patients < 40: 2




S2. Direct comparisons for fibrosis improvement

Intervention1 Intervention2 >= 1-stage improvement

Study Events Total Events Total in fibrosis OR 95%-Cl
Phase llb NATIVE clinical trial 2020 35 83 19 81 - 238 [1.21; 4.67]
F . 4 1Q 1 _‘ > 1 9 2 y
Neuschwander-Tetri 2015 36 110 19 109 - 230 [1.22; 4.35]
Younossi 2019 71 308 37 311 - 222 [1.44; 3.42]
Harrison 2020(Aldafermin) 20 53 5 25 . 242 [0.79; 7.48]
3 ‘ ~T— 2.42 | . 7.4
Zein, 2011 ' 7 26 4 29 —1 230 [0.59; 9.02]
Ratziu 2018 ' 29 98 8 48 +— 2.10 [0.88; 5.04]
Phase 2b ATLAS Trial 2020 16 78 4 39 - 226 [0.70; 7.29]
= ' ) " e 2.2 [0.70 29]
Armstrong MJ 2016 6 23 3 22 — 2.24 [0.48; 10.35]
Bril 2019 ' 19 37 10 22 1. 232 [0.87; 6.23]
Aithal, 2008 9 27 6 37 —r 166 [0.52; 5.26]
Belfort, 2006 12 26 7 21 e 171 [0.52' 564]
Cusi 2016 20 50 13 51 1= 1.95 [0.84° 4.54]
Sanyal, 2010 (PIVENS) 35 80 26 83 +m— 171 [0.90; 3.24]
Bril 2019 N 19 38 10 32 = 246 [0.91; 6.64]
Sanyal, 2010 (PIVENS) 34 84 26 83 Bi= 149 [0.79' 2.82]
Phase 2b ATLAS Trial 2020 13 77 4 39 —H— 178 [0.54; 5.87]
Newsome 2020 ' 35 82 26 80 L 155 [0.82; 2.93]
I g 7 2 T 1 3 2: 2
Navarro 2019 10 53 7 25 — 0.60 [0.20; 1.82]
Wah Kheong 2017 11 49 3 50 B 454 [1.18;17.43)
Harrison, 2003 11 25 9 24 i 1.31 [0.42; 4.11]
Harrison 2020 (MSDC-0602K) 68 252 16 74 134 [0.72; 2.49]
Harrison 2019 21 73 g8 34 131 [0.51; 3.36]
Phase 2b ATLAS Trial 2020 1 79 4 39 = 142 [0.42; 4.77)
Ratziu 2020 26 117 11 57 i 119 [0.54; 2.63]
Ratziu, 2008 ' 9 32 9 31 i 0.96 [0.32; 2.85]
Phase 2b ATLAS Trial 2020 4 40 4 39 i 0.97 [0.23; 4.19)
Phase 2b ATLAS Trial 2020 4 239 4 39 —_— 1.00 [0.23; 4.32]
STELLAR 3 2020 (bridging fibrosis) 41 322 26 159 W 075 [0.44: 1.27]
Tota 61 198 g ). A 2
Harrison 2018 (a bridging fibrosis) 24 145 16 74 —- 0.72 [0.35; 1.46]
Tota 24 14 16 ) — 2 1 16]
McPherson 2017 1 24 4 21— —1 0.18 [0.02; 1.81]
Phase 2b ATLAS Trial 2020 4 40 16 78 —E 0.43 [0.13; 1.39]
[ 1 4 4 16 7 e g 1.4 [ 1
Phase 2b ATLAS Trial 2020 4 40 13 77 —il— 0.55 [0.17; 1.80]
Tota L 4 7 e 17; 1.80]
Phase 2b ATLAS Trial 2020 4 40 11 79 —— 0.69 [0.20; 2.31]
Phase 2b ATLAS Trial 2020 4 40 4 39 i 0.97 [0.23; 4.19]
Phase 2b ATLAS Trial 2020 13 77 16 78 079 [0.35; 1.77)
Phase 2b ATLAS Trial 2020 1377 11 79 1.26 [0.52; 3.00]
Phase 2b ATLAS Trial 2020 11 79 16 78 —- 0.63 [0.27; 1.45]
Loomba 2018 S 13 32 2 10 ———— 274 [0.50; 15.02]
=l . - 2 1 ———— T 2.74 1 2]
Phase 2b ATLAS Trial 2020 4 29 16 78 —E 0.44 [0.14; 1.43]
1 4 ( 16 7 et 144 [0.1 1.4
Phase 2b ATLAS Trial 2020 4 39 13 77 —— 0.56 [0.17; 1.86]
Tota 3 7 —=m=— 1.5 17; 1.86]
Phase 2b ATLAS Trial 2020 4 39 1 79 071 [0.21; 2.38]
Bril 2019 ' ’ 19 36 19 37 1.06 [0.42; 2.65]
Sanyal, 2010 (PIVENS) 34 84 35 80 0.87 [0.47; 1.63]
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Favors Intervention2 Favors Intervention



S3. Rankogram for fibrosis improvement

Rank probability
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S4. Direct comparisons for NASH resolution

Intervention1 Intervention2

Study Events Total Events Total Resolution of NASH OR 95%-ClI
Newsome 2020 48 82 14 80 —- 6.66 [3.22;13.74]
s 2 B2 0 * I’ 22 " 4
Armstrong MJ 2016 9 23 2 22 —l—  6.43 [1.20;34.41]
Bril 2019 ‘ o 16 37 4 32 —l— 5.33 [1.55; 18.30]
t 4 —==mline— 18.3
Cusi 2016 26 50 10 51 B 444 [183:10.78]
Ratziu 2018 ’ 16 98 2 48 —i— 4.49 [0.99; 20.39]
Phase lIb NATIVE clinical trial 2020 37 83 15 81 = 354 [1.74; 7.19]
Bril 2019 12 36 4 32 —il— 350 [1.00;12.29]
Harrison 2020 (Aldafermin) 12 53 2 25 —— 3.37 [0.69; 16.37]

Harrison 2018 (a bridging fibrosis) 7 145 2 74 —.—

1.83 [0.37; 9.02]

Neuschwander—Tétri,2015 22 110 13 109
Younossi 2019 36 308 25 31

1.85 [0.88; 3.89]
151 [0.89; 2.59]

Harrison 2019 18 73 6 34 153 [0.55; 4.28]
Wah Kheong 2017 14 49 11 50 142 [0.57; 353]
Ratziu 2016 ' 20 182 11 92

1.40 [0.66; 2.94]

Friedman 2018 12 145 9 144 135 [055; 3.32)

B i
——
-
(e
Harrison 2020 ' 67 252 15 74 t 1.42 [0.76; 2.68]
L

Phase éb ATLAS Trial 2020 3 78 0 38 3.66 [0.18;72.69]

Phase ébATLAS Trial 2020 T T 0 38 E 1.55 [0.06;38.91]

Phase 2b ATLAS Trial 2020 ' 1 79 0 329 E 151 [0.06;37.91]

Phase 2b ATLAS Trial 2020 0 40 0 38 = 0.98 [0.02;50.37]

Harrison, STELLAR 3 2020 (bridging fibrosis) 16 322 14 159 —H 0.54 [0.26; 1.14]
Phase 2b ATLAS Trial 2020 1 39 0 29 3.08 [0.12;77.91]
I 1 1 1 1G98 - ol 25 1

Phase 2b ATLAS Trial 2020 0 40 3 78 = 027 [0.01: 5.28]
Phase 2b ATLAS Trial 2020 ' 0 40 177 = 0.63 [0.03; 15.81]

Phase 2b ATLAS Trial 2020 0 40 179 ﬂ 0.65 [0.03;16.22]

Phase 2b ATLAS Trial 2020 177 3 78— 033 [0.03; 323]

Phase 20 ATLAS Trial 2020 i —__®—— 1030051671

Phase 20 ATLAS Trial 2020 TR e s o —a— 032 [0.03; 3.15)
Phase 20 ATLAS Trial 2020 13 0 40 = 316 0427035
ériésé oATLAS THal2020 13 37— 066 [0.07; 6.54]
Phase 2ATLASTrial 2020 1 17 & 2002 3240
éhasé ATLASTHal2020 13 179 [ E 205 L2370
Biizots 2 3% 16 37 065 (025 170]

01 0512 10
Favors Intervention2 Favors Intervention



S5. Rankogram for NASH resolution
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S6. Direct and Indirect comparisons for fibrosis improvement

Comparison

Direct estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwaork estimate

Direct estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwaork estimate

Direct estimate
Indirect estimate
Metwork estimate

Cirect estimate
Indirect estimate
Metwork estimate

Direct estimate
Indirect estimate
Metwork estimate

Number of
Studies

.1

Direct
Evidence

0.78

0.78

0.65

0.65

0.67

0.67

0.68

0.63

0.96

0.75

0.93

0.86

0.76

0.89

0.21

0.84

Random effects model

OR 95%-Cl

[0.23; 4.19]
[0.04; 9.64]
[0.24; 3.20]

0.97 [0.23; 419]
1.50 [0.10; 22.99]
1.07 [0.30; 3.89]

226
1.71
2.05

[0.70; 7.29]
[0.34; 5.531]
[0.80; 5.28]

226 [0.70; 7.29]
2.99 [0.60; 14.87]
249 [0.97; 6.41]

[0.54; 5.87]
[0.25; 7.17]
[0.61; 4.27]

[0.54; 5.87]
2.38 [0.44; 12.81]
[0.74; 5.19]

[0.42; 4.77]
[0.18; 6.09]
[0.47; 3.49]

[0.42; 4.77]
1.91 [0.33; 11.10]
[0.57, 4.24]

176 [1.14, 2.72]
4.43 [0.51; 38.26]
1.83 [1.19; 2.80]

1.14 [0.62; 2.13]
0.85 [0.29; 2.51]
1.06 [0.62; 1.82]

077 [047, 1.27]
1.97 [0.31; 12.43]
0.82 [0.57; 1.34]

0.72
0.28
0.63

[0.35
[0.05
[0.33

[0.87
[0.17
[0.80

[1.01
[0.37
[1.04

.+ 1.46]
- 1.66]
© 1.22]

- 6.23]
- 5.77]
. 4.48]

. 2.95]
.+ 7.58]
- 2 85]

2.74 [0.30; 13.02]
1.07 [0.45; 2.55]
1.30 [0.60; 2.82]

0.94 [0.38;, 2.37]
2.43 [0.31; 19.60]
1.10 [0.48; 2.56]



S7. Direct and Indirect comparisons for NASH resolution

Number of Direct

Comparison Studies Evidence Random effects model OR 05%-Cl
Direct estimate 1 0.65 —8— 0.93 [0.02; 50.37]
Indirect estimate — 0.03 [0.00; 6.23]
Metwaork estimate =5 0.29 [0.01; 6.79]
Direct estimate 1 0.94 —+r— 0.32 [0.01; 8.02]
Indirect estimate - 289.31 [0.00; 85859486.08]
Metwaork estimate = 0.48 [0.02; 11.03]
Direct estimate 1 0.38 T+ 3.66 [0.18; 72.69]
Indirect estimate —— 0.50 [0.05; 5.26]
Metwork estimate <= 107 [017:  6.81]
Direct estimate 1 0.83 - 1.19 [0A7; 8.38]
Indirect estimate T+ 14.32 [0.19; 1084.14]
Metwork estimate <= 1.81 [0.31; 10.73]
Direct estimate 1 0.47 —— 1.55 [0.06; 38.91]
Indirect estimate — 0.15 [0.01; 3.17]
Metwork estimate - 0.45 [0.05; 4 13]
Direct estimate 1 0.88 . 0.50 [0.05; 5.00]
Indirect estimate —T 1574 [0.03; 7418.07]
Metwork estimate _ 077 [0.09; 6.59]
Direct estimate 1 0.47 —— 1.51 [0.06; A7.91]
Indirect estimate — 0.15 [0.01; 3.09]
Metwork estimate - 0.44 [0.05; 4 02]
Direct estimate 1 0.88 —. 0.49 [0.05; 4.87)
Indirect estimate —T 15.33 [0.03; 7211.51]
Metwark estimate el 0.75 [0.09; 6.42]

11T 1
0.001 1101000



