Supplementary Table 6. League matrix table for targets on different outcomes

Note: ACC, acetyl-coenzyme A carboxylase; CINeMA, Confidence in Network Meta-Analysis;
FGF, fibroblast growth factor; FXR, farnesoid X receptor; GLP-1, glucagon-like peptide-1; GCG,
glucagon; GIP, glucose-dependent insulinotropic polypeptide; PPAR, peroxisome
proliferator-activated receptor; THR, thyroid hormone receptor; RA, receptor agonist.

Supplementary Table 6.1. Fibrosis improvement>1 stage without steatohepatitis worsening
Note: The columns represent the comparison of the row target class to the column target class. The
effect estimates are expressed as odds ratio and 95% confidence interval (CI). For instance, the
odds ratio in fibrosis improvement at least one stage without steatohepatitis worsening for FGF21
analogue compared to GLP-1 RA is 1.75 (95%CI: 0.84 to 3.63). § as very low, * as low, | as
moderate, and Y as high confidence in the evidence. The certainty of evidence was assessed by
CINeMA.

FGF21
analogue
1.61 FGF19
(0.56,4.60)" | analogue
0.74 0.46 d-(R)-
(0.16, 3.38)" | (0.09,2.26)5 | Pioglitazone
1.20 0.74 1.61 ;
(0.50,2.88) | (0.27,2.01)" | (037, 7.008 | PPAR agonist
1.75 1.09 2.36 1.46
(0.843.63) | (0.45,2.50)" | (0.58,9.54% | (0.76,2.81y1 | SLE-IRA
1.72 1.07 2.33 1.44 0.99 ;
(0.82, 3,647 | (0.44,2.50)" | (0.57.9.49% | (0.74,2.82) | (0.62, 1.56)" |FILRop agonist
1.30 0.81 1.76 0.86 0.75 0.76 YR avomist
(0.58,2.93)t | (0.32,2.06)" | (0.42,7.42)8 | (0.32,231)" | (0.43, 1.30)" | (0.43, 1.3yt agomis
1.03 0.64 1.40 0.86 0.59 0.60 0.79 GLP-1/GCG
(037,292 | (0.21,2.00)" | (0.29,6.77)8 | (0.32,2.31)t | (0.25, 1.39)F | (0.25, 1.43)t | (0.32, 2.00) dual RA
1.17 0.73 1.58 0.98 0.67 0.68 0.90 1.13 GLP-1/GIP
(0.40,3.44)" | (0.22,2.36)" | (032, 7.87)% | (0.35,2.73)F | (0.27, 1.65)' | (0.27, 1L.69) | (0.34,2.36)! | (0.35,3.63) dual RA
3.52 2.19 4.75 2.94 2.02 2.04 2.70 3.40 3.01 Placeb
(L81,6.85)% | (097,494 | (1.21,18.58)8 | (1.66. 5.2)% | (1.48,2.74)* | (1.45,2.87* | (1.70, 4.29)* | (1.53,7.56)* | (1.29, 7.02)* Aceno
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Supplementary Table 6.2. Steatohepatitis improvement without fibrosis worsening

Note: The columns represent the comparison of the row target class to the column target class. The

effect estimates are expressed as odds ratio and 95% confidence interval (CI). For instance, the

odds ratio in fibrosis improvement at least one stage without steatohepatitis worsening for FGF21
analogue compared to GLP-1 RA is 0.89 (95%CI: 0.26 to 2.99). § as very low, * as low, | as

moderate, and Y as high confidence in the evidence. The certainty of evidence was assessed by

CINeMA.
FGF21
analogue
1.06 FGF19
(0.21,5.42)7 analogue
2.89 273 d-(R)-
(0.46, 18.12)% | (0.35, 21.05)5 | Pioglitazone
0.89 0.84 0.31
(0.26.2.99" | (0.19,3.80)" | (0.05, 1.73)8 Gl
1.14 1.08 0.39 1.28 .
(034,377 | (0.24.4.80) | (0.07. 2.208 | (0.46, 3.50y" [LEAR-p agonist
1.31 1.23 0.45 1.47 1.15 :
(0.40,428)T | (0.28.5.46)1 | (0.08,2.50)8 | (0.54,3.98)" | (0.42, 310yt | PPAR agonist
Le4 1.55 0.57 184 1.15 1.26 FXR agonist
(0.46, 5.80) (0.33,7.28)" | (0.10,3.3D)8 | (0.61,5.55)1 | (0.42,3.10)" | (0.43,3.67)1
0.38 0.36 0.13 043 0.33 0.29 0.23 GLP-1/GCG
(0.08, 1.8HT | (0,06, 2.20)" | (0.02,0.97)8 | (0.10, 1.82)" | (0.08, 1.40)1 | (0.07,1.21)" | (0.05,1.03)' | dual RA
0.28 0.27 0.10 0.32 0.25 0.22 0.17 0.74 GLP-1/GIP
(0.05, 16T | (0.04, 1.89)T | (0.01,0.82)5 | (0.06, 1.61)T | (0.05, 1.24) | (0.04,1.07)" | (0.03,0.9)" | (0.11,5.00)" | dual RA
4.06 3.84 1.41 4.57 3.56 L 2.48 10.67 14.33 .
(1.55,10.65)" | (1.03, 14311 | (0.29,6.71)8 | (2.18,9.55)* | (1.75, 7.24) | (1.56,6.22)" | (1.10,5.60)" [(3.07, 37.04)*|(3.39, 60.57)*
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Supplementary Table 6.3. Relative change from baseline in liver fat content

Note: The columns represent the comparison of the row target class to the column target class. The

effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,

the mean difference in relative change from baseline in liver fat content for FGF19 analogue

compared to THR- B agonist is -1.67 (95%CI: -23.36 to 20.01). § as very low, * as low, T as
moderate, and Y as high confidence in the evidence. The certainty of evidence was assessed by
CINeMA.

FGF21

analogue

-25.58 FGF19
(-48.56, -2.60) analogue

-34.67 9.09
(-59.30.-10.04)" | (-35.57, 17.39)" Gkt

-37.35 1177 268 .
(-59.59,-15.1% | (3604, 125011 | (2853, 23,17 [ FHRAgORSE

-39.99 1441 533 265 -
(7085, 9.11)" | (4679, 17961 | (3891, 28257 | (3451, 2027y [d{RI-Pioglitazone

2725 -167 742 1010 12.74 -
(-46.65,-7.85) | (-23.36,20.01)" | (-16.03,30.86)" | (-10.82,31.02)" | (-17.21,42.69)" B agonist

2015 543 14.51 17.20 19.84 7.10 e
(4191, 1L61)T | (-18.41,29.26)' | (-10.93,39.95)" (-5.94, 40.33)F (-11.69,51.38)" | (-13.32,27.51)7 AT

-1.01 24.56 33.65 36.33 38.98 26.24 19.14 GLP-1/GCG
(-23.87.2185) | (-028,49.41)° | (1547, 5083)% | (12.17,60.50)" (6.68,71.28)" (466.4782) | (-4.59,4287)! dual RA

-13.79 11.79 20,87 23.55 26.20 13.46 6.36 -12.78 GLP-1/GIP
(4717, 19.58) | (-22.98,46.55) | (-15.01,56.76) | (-10.73,57.84) | (-14.23,66.63) | (-19.06,45.97)7 | (-27.62,4034)7 | (-47.47,21.91) dual RA

2041 45.99 55.07 51.75 60.40 47.66 4056 2142 34.20 GLP-1/GIP/GCG
(-11.64,5246)1 | (12.50,79.48)1 | (20.42,80.72)" [ (24.76,90.75)" | (21.06,99.74) | (16,51, 78.800% | (7.88,73.23)0 [ (-12.00, 5484 | (-7.13,75.53) triple RA

3103 545 3.63 6.32 896 -3.78 -10.88 -30.02 -17.24 51.44 PPAR
(-54.32,-7741 | (-30.69. 19.79)t | (-23.12,30.39) | (-18.26,30.89)" | (-23.65,41.57) | (-25.82,18.25)1 | (-35.02,13.27)7 | (-55.16,-4.88)" | (-52.21, 17.74)1 | (-85.15,-17.73)% agonist

-60.99 3541 -26.33 -23.,65 -21.00 33.74 -40.84 -59.98 -47.20 -$1.40 -29.96 Plasebo
(-75.71.-46.28)" | (-53.05, -17.78)% | (-46.08,-6.58)" | (-40.32,-697)' | (-48.15,6.15) (56,87, -24.81)% | (-77.47, -42.48)* | (-77.16, -17.24)* [(-109.87, -52.93)*| (-48.02,-11.91)"
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Supplementary Table 6.4. Absolute change from baseline in liver fat content

Note: The columns represent the comparison of the row target class to the column target class. The
effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in absolute change from baseline in liver fat content for GLP-1 RA compared
to PPAR agonist is 1.60 (95%Cl: -12.42 to 15.62). § as very low, * as low, T as moderate, and Y% as
high confidence in the evidence. The certainty of evidence was assessed by CINeMA.

FGF21
analogue
-5.66 FXR
(-10.77, -0.56)" agonist
-3.05 261 FGF19
(-8.75, 2.65)" (-3.33.8.55)" analogue
-6.55 -0.88 -3.49

(-14.14, 1,05)% (-5.65, 6.89)% (-11.67, 4.69)% LRA

591 024 2585 064 L
(13671868 | (8187708 | (11195495 | (900, 10375 |dRIFioglitazone

-4.65 1.02 -1.59 1.90 1.26 ‘
(1205276 | (656,860 | 960,641 | (75411340 | (832 1084 | THRHagonist
-4.95 0.72 -1.89 1.60 0.96 030 "
(1769, 7808 | (1212, 1356 | (1499, 1120)" | (-12.42, 1562 | (-13.15, 15078 | (-1422, 1362y [ FEARagonist
445 10.12 7.51 11.00 1036 9.10 9.40 GLP-1/GCG
(-3.90,12.81)° | (161,18.63) | (-138.1639)" | (0.80,21.20) (0.03.20.69)° | (-096.19.16) | (-5.04,23.84)" dual RA
-4.55 L12 -1.49 2,00 1.36 0.10 0.40 -9.00 GLP-1 RA+
(-14.63,5.54)° [ (-9.10,11.33) (-12.03,9.04)° (-4.63,8.63)8 | (-10.41,13.13)% | (1144, 11.64)% | (-15.11,1591)8 | (-21.17,3.17)% FXR agonist

-3.55 212 3.00 2.36 GLP-1 RA+

0.49 1.10 140 -8.00 1.00
(-13.63.6.54) | (-8.10,1233)% | (-11.03.1004) | (-3.63,9.63) (94114130 | (1044, 12,64)8 | (-14.11.1691)% | (-20.17.4.17)% (-5.62.7.62)% ACC inhibitor

-3.55 212 -0.49 3.00 236 L.10 1.40 -8.00 1.00 0.00 Agg;;f“
(-13.67, 6.58)8 (-8.13,12.37)° | (-11.06, 10.07)* (-3.69,9.69)° (-9.45, 14.17)% | (-10.47,12.67)% | (-14.14, 16.94)% (-20.20, 4.20)° (-5.67, 7.67)% (-6.68, 6.68)° :
FXR agonist
-10.05 438 -6.99 -3.50 4.14 -5.40 -5.10 -14.50 -5.50 -6.50 -6.50 Pl
(-13.47, -6.62) (-8.17,-0.59) (-11.57.-2.42)° (-10.28,3.28)° (-11.11,2.83)% (-11.97, 1.17)° (-17.37, 7177 (-22.12,-6.88)F (-14.99,3.99)8 (-15.99,2.99)% (-16.03, 3.03)
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Supplementary Table 6.5. Alanine aminotransferase (ALT)

Note: The columns represent the comparison of the row target class to the column target class. The

effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in ALT for FXR agonist compared to GLP-1 RA is 6.71 (95%CI: -6.92 to

20.34).

FGF21 analogue

1138 :
(23.52, 0.76) FXR agonist
546 16.84
(-8.93,19.85) | (3.97,20.71) |FGF19analogue
-4.68 6.71 -10.13
(-19.67,1032) | (-692.2034) | (:25.79,552) | CEEIRA
621 17.59 0.75 10.89 )
(-8.17.20.59) | (4.76.30.43) | (-14.25.15.76) | (-4.77.26.54) | ETAR agomist
-17.49 611 2295 1281 23.70 d-(R)-
(-33.86.-1.12) | (:21.11,8.90) | (-39.85.-6.04) | (-30.33,4.70) | (-40.58,-6.82) | Pioglitazone
241 13.79 3.05 7.09 380 19.90 THR agonict
(-20.41,25.24) | (-8.07,35.66) | (-26.26.20.17) | (-16.57.30.75) | (-26.99,19.39) | (-4.56, 44.36) -pag
531 6.07 -10.77 -0.63 1152 12.18 172 GLP-1/GCG
(-19.47,885) | (-663.18.78) | (-25.62.4.09) | (-13.17.11.91) | (-26.37.333) | (-4.63.28.99) | (-30.86.15.42) |  dualRA
1432 2571 8.87 19.00 8.11 3181 1191 1963  |GLP-1 RA+FXR
(9.12,37.77) | (3.11,4831) | (-15.00.32.74) | (0.98,37.02) | (-15.76,31.99) | (6.68,56.95) | (-17.83,41.66) | (-2.32,41.59) agonist
19.32 3071 13.87 24.00 13.11 36.81 1691 24.63 5.00 GLP-1 RA+AC(
(429,4293) | (7.94.5347) | (-10.16.37.90) | (5.76.42.24) | (-1092.37.15) | (11.53.62.10) | (-12.96.46.79) | (2.50.46.76) | (-12.24.22.24) |  inhibitor
232 3371 16.87 27.00 16.11 39.81 1991 27.63 8.00 3.00 GLP{;hm:fCC
(-132,4597) | (10.91,56.51) | (-7.20,40.93) | (8.72.4528) | (-7.95.40.18) | (14.50.65.13) | (-9.99.49.81) | (5.47.49.80) | (-9.29,2529) | (-14.51,20.51)

+FXR agonist

50



Supplementary Table 6.6. Aspartate aminotransferase (AST)

Note: The columns represent the comparison of the row target class to the column target class. The

effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,

the mean difference in AST for FXR agonist compared to GLP-1 RA is 9.97 (95%CI: -1.28 to

FGF21 analogue
-8.91 )
(-18.65, 0.83) [N EICHEOISE
3.08 11.99
(870, 14.86) | (120, 22.69) [FOE19 analogue
1.06 9.97 2,02
(1122, 1334) | (128,212 | (15.08, 11.03) [ GLE-LRA
3,05 586 6.13 411 -
(-17.02, 1091) | (-7.20,18.92) | (-20.76.8.50) | (-19.18. 10.96) | FPAR agonist
1149 2.58 -14.57 1254 844 d-(R)-
(33.25,1028) | (-23.77.1862) | (-36.77.7.64) | (-35.02,9.94) | (-31.86.14.99) | Pioglitazone
349 542 6.57 454 044 8.00 THR-§ agonist
(-18.55, 11.58) | (-881, 19.66) | (-22.26,9.13) | (-20.62, 11.54) | (-17.82. 16.94) | (-16.11,32.11) e
6.64 15.55 3.56 558 9.69 18.12 10.12 GLP-1/GCG
(-7.57,2084) | (2.22,2888) | (-11.34, 18.46) | (-5.20,1637) | (-7.08,26.45) | (-5.48,41.73) | (-7.49,27.74) |  dualRA
11.06 19.97 7.08 10.00 14.11 254 14.54 442 |GLP-1 RA+FXR|
(:9.19,31.30) | (033,39.60) | (-12.75,28.70) | (-6.10,26.10) | (-7.94,36.16) | (-5.11,50.19) | (-8.21,37.30) | (-14.96,23.80) |  agonist
16.06 24.97 12.98 15.00 19.11 2754 19.54 942 5.00 GLP-1 RA+
(-4.39,3650) | (5.13,4481) | (-7.94,33.90) | (-1.35,31.35) | (-3.12,4134) | (:0.25,55.34) | (-3.39,42.47) | (-10.16,29.00) | (-10.58,20.58) | ACC inhibitor
E +,
16.06 2497 12.98 15.00 19.11 2754 19.54 9.42 5.00 0.00 GLPil:hiﬁo:‘CC
% - 3 - -3.32, £ = 5 - 2 -10.38, 2022 & 5,2 ”
(460.3671) | (491.4503) | (815.3410) | (1613161 | (332.4153) | (041,5549) | (3.57.4266) | (-1038.292)| (1085.2085)| (1611 16.11) | S B
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Supplementary Table 6.7. Body weight

Note: The columns represent the comparison of the row target class to the column target class. The

effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in body weight for FXR agonist compared to GLP-1 RA is 2.50 (95%CI: 0.77

t0 4.22).
FGF21 analogue|
089 FXR
(-1.17,2.94) agonist
338 250
(1.03,5.74) (0.77, 4.22) (B
-1.60 248 -4.98 d-(R)-
(-4.56.1.36) | (-4.96,-0.01) | (-7.72,-2.24) | Pioglitazone
033 0.55 -3.05 193
(190,257) | (212.101) | (498.-1.11) | (0.714.57) |FOFL9analogue
075 -1.64 413 085 -1.09 :
(-3.07.1.56) | (-3.30,0.02) | (-6.16,-2.11) | (-1.85.3.54) | (-2.98,0.80) -Frgonnt
035 054 3.03 1.95 0.02 110 PPAR
(207.2.77) | (-233,126) | (-5.18.-089) | (-0.83.4.73) | (-2.00.2.03) | (-099.3.19) | agonist
1161 10.73 8.23 13.21 1128 1236 1126 GLP-1/GCG
(827.14.96) | (7.80,13.66) | (5.08.1138) | (959.1683) | (821,1435) | (9.25.1548) |(8.07,14.45)| dualRA
7.38 650 4.00 8.98 7.05 813 7.03 423 |oLp-1 RATEXR
(259,12.17) | (198, 1101) | (-017,817) | (399.1397 | (245.11.65) | (3.50.1277) | (234, 11.72) | (-9.46,1.00) agonist
468 380 |soigonsss 628 435 543 433 6.93 270 GLP-1 RA+
(:0.19,9.55) | (-081,840) [0S0 (1011135) | (:034,9.03) | (0.71,10.15) | (-:0.44,9.10) | (-12.23,-1.63) | (-6.70, 1.30) | ACC inhibitor
408 320 0.70 568 375 483 373 1251 4330 -0.60 GLP.l'ihﬁ;?t:fCC
0.82 2 s 2 - -15 -9.72 -7.3 . -4. .5
(082.898) | (143,783) | (360.500) | 0581077) | (097,846) | (0.08,958) |(-107,853) | (1530979 | (733,07) | (473,359 [ L llh
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Supplementary Table 6.8. Triglyceride

Note: The columns represent the comparison of the row target class to the column target class. The

effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in triglyceride for FXR agonist compared to GLP-1 RA is 37.67 (95%CI:
-5.25 to 80.60).

(-124.27,7.55)

(-81.43,48.78)

(-118.81, 13.42)

(-102.96, -5.04)

(-140.97, -10.07) | (-139.66, -1.63)

(-116.05, -21.95)

(-59.31,37.31)

FGE21
analogue
-42.04 I
(-69.50, -14.57) FXR agonist
-5.67 3637 FGF19
(-35.84,24.50) | (8.15, 64.59) analogue
436 37.67 131
(-48.49,39.76) | (-5.25,80.60) | (-43.12, 45.74) | CLE-IRA
17.16 59.19 2283 2152 :
(-11.50, 45.82) | (32.64,85.74) | (-6.37,52.03) | (-21.92, 64.96) | TAR agonist
12.28 5432 17.95 16.65 487 GLP-1/GCG dual
(-23.75,48.32) | (19.96,88.68) | (-18.52,54.43) | (-31.99,65.28) | (-40.12,30.37) RA
10.64 52.67 1631 15.00 -6.52 -1.65 GLP-1 RA+
(-53.62,74.90) | (-10.76. 116.11) | (-48.16,80.77) | (-31.71,61.71) | (-70.31,57.27) | (-69.08,65.79) | EXR agonist
4736 5.33 -41.69 -43.00 -64.52 -59.65 -58.00 GLP-1 RA+
(-112.54,17.82) | (-69.70, 59.05) | (-107.08,23.70) | (-90.98, 4.98) | (-129.24,0.20) | (-127.97, 8.67) |(-104.03, -11.97)| ACC inhibitor
GLP-1 RAT
u -, " o = 2 o 44 -
58.36 1633 52.69 54.00 75.52 70.65 69.00 11.00 e

+FXR agonist
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Supplementary Table 6.9. Ligh density lipoprotein-cholesterol (LDL-C)

Note: The columns represent the comparison of the row target class to the column target class. The

effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in LDL-C for FXR agonist compared to GLP-1 RA is 28.19 (95%CI: -8.96 to

65.34).

FGF21 analogue

-19.90 ;
(-51.35, 11.55) (IR
28.53 -8.63
(-60.19,3.14) | (-37.04, 19.79) [F Ok 19 analogue
829 28.19 36.82
(-31.57,48.14) | (-8.96,65.34) | (-0.64,74.27) | OGLELRA
-18.66 1.24 9.86 2695 )
(-50.35, 13.02) | (-27.18,20.65) | (-18.82,38.54) | (:64.37, 10.46) | LTAR agonist
3.61 16.29 24.92 -11.90 15.05 GLP-1/GCG
(-38.99,31.77) | (-16.19,48.76) | (-7.80,57.63) | (-52.46,28.66) | (-17.67,47.77) |  dual RA
0.71 19.19 27.82 -9.00 17.95 2.90 GLP-1 RA+
(-55.13,53.71) | (-33.28,71.65) | (-24.87,80.50) | (-46.05,28.05) | (-34.71, 70.61) | (-52.04, 57.84) | FXR agonist
429 24.19 32.82 -4.00 2295 7.90 5.00 GLP-1 RA+
(-50.24, 58.81) | (-28.39,76.77) | (-19.98,85.61) | (-41.21,33.21) | (-29.82,75.72) | (-47.14, 62.94) | (-31.71, 41.71) | ACC inhibitor
T 12.19 20.82 -16.00 1095 410 -7.00 -12.00 Agépi;}]ﬁ: .
(:62.59,47.16) | (4075,65.13) | (32.34,73.97) | (:53.72,21.72) | (4218, 64.08) | (-5949,51.29) | (44.23,30.23) | (49.39,25.39) |Sp il Ml
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Supplementary Table 6.10. High density lipoprotein-cholesterol (HDL-C)

Note: The columns represent the comparison of the row target class to the column target class. The

effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in HDL-C for FXR agonist compared to GLP-1 RA is -3.38 (95%CI: -11.10 to

4.34).
FGF21 analogue
9.1 :
o152 [EE
638 2.73
(0.03, 12.74) (8.76,330) [REEEE
5.74 -3.38 0.65
(224,1371) | (-11.10,434) | (-8.58,7.28) B
3.61 -5.51 278 213 ;
(-2.58,979) | (-11.36,0.35) | (-8.90,3.35) (092,566 (IR
6.09 -3.02 0.29 0.36 2.49 GLP-1/GCG
(-0.59,1278) | (-9.40,3.36) (-6.92, 6.34) (-7.84, 8.55) (-3.98, 8.95) dual RA
6.74 -2.38 035 1.00 313 0.64 GLP-1 RA+
(-380,17.27) | (-1272,7.97) | (-10.15,10.85) | (-5.85.7.88) | (-7.26,13.52) | (-10.06,11.35) | FXR agonist
9.74 0.62 335 4.00 6.13 3.64 3.00 GLP-1 RA+
(-0.90,2038) | (-983,11.07) | (-7.25.13.96) | (-3.04,11.04) | (-4.37,16.63) | (-7.16,14.45) | (-3.88,9.88) | ACC inhibitor
9.74 0.62 335 4.00 6.13 3.64 3.00 0.00 A‘é”é&i‘ﬁ:ﬁ
- 2 - 2 & 3.2 2. - - =72 2.
(-1.03,2051) | (-9.96,11.20) | (-738,14.09) | (-3.24,1124) | (-4.50,16.76) | (-7.29,14.58) | (-4.08,10.08) | (-7.24,7.24) FXR agonist

55




Supplementary Table 6.11. Total cholesterol

Note: The columns represent the comparison of the row target class to the column target class. The

effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in total cholesterol for FGF19 compared to GLP-1 RA is 30.71 (95%CI: -8.23

to 69.65).
FGF21 analogue
51.50 :
(93.33,-9.68) [IEEEES
-43.83 7.68
(-83.07,-4.58) | (-23.19, 38.55) [FOK 12 analogue
-37.56 13.94 6.26 :
(7674, 161) | (-16.85,44.73) | (:20.92, 33.44) | PPAR agonist
-13.12 38.39 30.71 24.45
(-61.22,34.99) | (-3.14,79.92) | (-8.23,69.65) | (-14.44,6333) | GLEIRA
17,12 34.38 26.71 20.44 -4.00 GLP-1/GCG
(-59.40,25.16) | (-0.26,69.03) | (-4.78.58.19) | (-10.96, 51.85) | (-45.95,37.94) |  dual RA
-19.12 32.39 24.71 18.45 -6.00 2,00 GLP-1 RA+
(-79.14,40.91) | (-22.51,87.28) | (-28.26,77.68) | (-34.48,71.37) | (-41.90,29.90) | (-57.21.53.22) | FXR agonist
2112 30.39 2271 16.45 -8.00 -4.00 -2.00 GLP-1 RA+
(-81.35,39.12) | (-24.73. 85.51) | (-30.49, 75.91) | (-36.71, 69.61) | (-44.25,28.25) | (-59.43.51.44) | (-37.52.33.52) | ACC inhibitor
3112 20.39 1271 6.45 -18.00 -14.00 -12.00 -10.00 Aglé];}ﬁi‘:"'ﬂ
(-91.35,29.12) | (-34.73, 75.51) | (-40.49, 65.91) | (-46.71, 59.61) | (-54.25. 18.25) | (-69.43.41.44) | (-47.52.23.52) | (-45.88, 25.88) FXRago:ni(s’t
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Supplementary Table 6.12. Glycated hemoglobin (HbA1c)
Note: The columns represent the comparison of the row target class to the column target class. The

effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in HbAlc for FGF21 analogue compared to GLP-1 RA is 0.24 (95%CI: -0.52

to 1.01).
[FGF21 analogue
031 )
(0.96,034) [WESEREEOSE
20.26 0.05
(0.89,036) | (:0.55,0.65) [FTidanalogue
024 0.55 051
(052,101 | (0.19,130) | (022,123 | SLE-IRA
0.05 036 031 020 )
(0.54,0.63) | (0.21,092) | (-022,084) | (-089,050) | FrARagonist
012 0.43 0.38 .12 0.07 d-(R)-
(-0.65, 0.89) (-0.32,1.17) (-0.34, 1.10) (-0.97,0.73) (-0.62,0.77) Piqgﬁtamne
0.09 0.40 0.36 0.15 0.05 0.03 o
(0.64,082) | (030, L11) | (033, 104) | (-097.067) | (-0.60,0.70) | (-0.84,0.79) | ACCimhibitor
0.23 0.54 0.49 -0.01 0.19 0.11 0.14 GLP-1/GCG
(-0.40,086) | (-0.06,1.15) | (-008.1.07) | (:0.74,072) | (-:0.35,0.72) | (-0.62,0.84) | (-0.55,083) dual RA
034 0.65 0.61 0.10 030 022 0.25 011 GLP-1 RA+
(0.64,1.33) | (-032,1.62) | (-0351.56) | (-0.52,072) | (-063,123) | (-0.83,128) | (-0.78,1.28) | (-0.85,1.07) | EXR agonist
0.44 0.75 0.71 020 0.40 032 035 0.21 0.10 GLP-1 RA+
(-0.54,143) | (022.1.72) | (-025.1.66) | (-0.42,082) | (-0.53,1.33) | (-0.73,138) | (-0.68,1.38) | (-:0.75,1.17) | (-0.50,0.70) | ACC inhibitor
024 0.55 051 0.00 020 012 0.15 0.01 0.10 020 Agg’i;}u.{;f::ﬁ
(074,123) | (042.152) | (045, 146) | (:0.62,062) | (:0.73,113) | (093, 118) | (088 L18) | (:095,097) | (-0.70,0.50) | (-0.80,040) |Fpe B
agonist
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Supplementary Table 6.13. Fasting blood glucose

Note: The columns represent the comparison of the row target class to the column target class. The
effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in fasting blood glucose for GLP-1 RA compared to FGF21 analogue is -4.22
(95%CI: -39.53 to 31.08).

FXR agonist
(.15.;;%.9124.03) EGEL analogue
(12;17.'?293) (11.72;.1(;,80) SO e
(1&92iS .'i?mm (9.8266..1;58} (-19.6%%'.0174.90) el
23.64 24.56 422 216

(-10.71, 58.00) | (-10.69, 59.82) | (-39.53. 31.08) | (-37.38, 33.07) [FOL 21 analogue

428 5.20 -23.58 -21.52 -19.36 GLP-1/GCG
(-25.15, 33.72) [ (-25.28, 35.68) | (-54.12,6.95) [ (-51.97,8.93) | (-62.78, 24.06) dual RA

18.87 19.79 -9.00 -6.93 -4.78 14.58 GLP-1 RA+
(-0.19,37.92) | (-0.85.40.42) | (-20.67.2.67) | (-27.52, 13.66) | (-41.96,32.41) | (-18.11.47.28) | EXR agonist

28.87 29.79 1.00 3.07 522 24.58 10.00 GLP-1 RA+
(9.60, 48.14) (8.95,50.62) | (-11.02,13.02) | (-17.72,23.86) | (-32.07,42.52) | (-8.23,57.40) | (-1.67,21.67) | ACC inhibitor

19.87 20.79 -8.00 -5.93 -3.78 15.58 1.00 -9.00 Agg]:;};ﬁ:-ﬁ
(0.60,39.14) | (-0.05,41.62) | (-20.02,4.02) | (-26.72, 14.86) | (-41.07, 33.52) | (-17.23.48.40) | (-10.67, 12.67) | (-21.02, 3.02) FXR agonist

58



Supplementary Table 6.14. Enhanced liver fibrosis (ELF) score

Note: The columns represent the comparison of the row target class to the column target class. The
effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in ELF score for FGF19 analogue compared to GLP-1 RA is 0.12 (95%CI:
-0.40 to 0.63).

[FGF21 analogue|
-0.34 FXR c:
(-0.65, -0.03) ¢
-0.23 0.11
(-0.56,0.09) | (-0.17,0.38) R s
-0.22 0.12 0.01 d-(R)-
(-0.71,027) | (-0.34,0.58) (-0.46,0.49) | Pioglitazone
-0.25 0.09 -0.01 -0.03 4
(-0.60, 0.10) (-0.21,0.40) | (-0.34,031) (-0.52,0.46) LERsstast
-0.12 0.22 0.12 0.10 0.13 GLP
(-0.65. 0.42) (-0.28.0.73) (-0.40, 0.63) (-0.53. 0.74) (-0.40, 0.66) A1RA
-0.23 0.12 0.01 -0.01 0.02 -0.11 GLP-1/GCG
(-0.82, 0.37) (-0.45, 0.68) (-0.57,0.59) (-0.69, 0.68) (-0.57, 0.62) (-0.44,0.23) dual RA
0.16 0.50 0.39 0.38 0.41 0.28 0.39 GLP-1/GIP
(-0.31, 0.63) (0.06, 0.94) (-0.06, 0.85) (-0.20, 0.96) (-0.06, 0.88) (-0.34, 0.90) (-0.29, 1.06) dual RA
-0.21 0.13 0.03 0.01 0.04 -0.09 0.02 -0.37 GLP-1 RA+
(-0.92,0.50) | (-0.55,0.82) | (-0.67,0.72) | (-0.77,0.80) | (-0.67,0.75) | (-0.56,0.38) (-0.56,0.59) | (-1.14,041) | EXR agonist
-0.09 0.25 0.15 0.13 0.16 0.03 0.14 -0.25 0.12 GLP-1 RA+
(-0.80, 0.62) (-0.43,0.94) (-0.55, 0.84) (-0.65, 0.92) (-0.55, 0.87) (-0.44, 0.50) (-0.44,0.71) (-1.02, 0.53) (-0.34,0.58) | ACC inhibitor
-0.26 0.08 -0.02 -0.04 -0.01 -0.14 -0.03 -0.42 -0.05 -0.17
(-0.97, 0.45) (-0.60, 0.77) (-0.72, 0.67) (-0.82,0.75) (-0.72, 0.70) (-0.61,0.33) (-0.61, 0.54) (-1.19, 0.36) (-0.51,0.41) (-0.63,0.29)
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Supplementary Table 6.15. N-terminal type III collagen propeptide (PRO-C3)

Note: The columns represent the comparison of the row target class to the column target class. The

effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in PRO-C3 for FXR agonist compared to GLP-1 RA is 9.03 (95%CI: -2.64 to

20.70).

FGF21 analogue

-6.87

(-12.98, 0.76) FXR agonist
-3.06 381
(876,2.64) | (122,855 |[EREEEEEEEE
-5.63 1.24 2.57 d-(R)-
(-12.82,1.56) | (-5.42,791) | (9.09,3.95) | Pioglitazone
421 2.66 -1.15 1.42 :
¢1..10,2.68) | (:367,900) | (7.33,503) | (-6.15,8.90) [
124 5.63 1.82 439 2.97 GLP-1/GCG
(-9.18,6.69) | (-2.35,13.61) | (-5.81,945) | (-4.41,13.19) | (-5.59, 11.52) dual RA
4377 50.64 46.83 49.40 47.98 45.01 GLP-1/GIP
(24.55,62.99) | (31.61,69.67) | (27.85,65.80) | (29.93,68.87) | (28.62,67.34) | (25.14, 64.89) dual RA
2.16 9.03 522 7.79 6.37 3.40 -41.61 TR
(-9.48, 13.79) | (-2.64,20.70) | (-6.21,16.65) | (-4.46,20.03) | (-5.70,18.44) | (-5.11,11.91) |(-63.24,-19.99) E
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Supplementary Table 6.16. Liver stiffness measurement assessed by vibration controlled
transient elastography

Note: The columns represent the comparison of the row target class to the column target class. The
effect estimates are expressed as mean difference and 95% confidence interval (CI). For instance,
the mean difference in LSM-VCTE for GLP-1 RA compared to FXR agonist is -0.41 (95%CI:
-3.33 to 2.51).

FGEF21 analogue
-2.59
(536, 0.13) (RN
-3.00 -0.41 :
627,027 | (333,251)
-0.42 217 2.58 GLP-1/GIP
(-3.28,2.44) | (-0.28,4.62) | (-0.43,5.59) dual RA
-3.04 -0.45 -0.04 2.62 .
(-541,-0.66) | (230,141) | (-2.59,252) | (4.61,-0.62) [EEEEEEE
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