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T 401 articles from 418 articles from 842 articles others (N = 2)
CINAHL Clinicaltrial.gov from Scopus
| S
15 articles from 358 articles from Web of
WHO registry Science

m !

Records screened after duplicates removed
(N = 1,896 articles)

Screening

Eligibility

Full-text articles assessed for eligibility
(N =122 articles)

1,774 articles excluded by titles and
abstracts based on following reasons:
-non RCT (22 articles)

- not reported histology outcome

(185 articles)

- not study in human (55 articles)

- not related study (1,265 articles)

- traditional medicine or herb (69 articles)
- narrative review (22 articles)

- systematic review and meta-analysis
(15 articles)

- Study protocol (161 articles)

Full-text articles excluded because
not reported histological outcome

(78 articles)

Included

44 RCTs were included in network meta-analysis

Appendix Figure 1. A flow of study selection
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Appendix Figure 2. Summary (A) and individual (B) risk of bias (ROB) of all included studies.
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SUCRA); A. Fibrosis, B. Resolution of NASH (Non-alcoholic steatohepatitis); C. NAFLD Activity score (NAS),
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Interventions

by outcomes Quality of evidence* Network weighted mean difference;

Change in Fibrosis grade ARMD) (957% €1)
Vitamin E + Ursodeoxycholic acid Moderate ——T -0.90 (-1.85, 0.05)
Pentoxifyline High == -0.60 (-0.99, -0.21)
Obeticholic acid Moderate - -0.30 (-0.61, 0.01)
Antioxidant + Ursodeoxycholic acid High =& -0.29 (-0.52, -0.06)
Weight or lipid control Low —t -0.28 (-0.66, 0.10)
Bicyclol Low - 022 (-2.03, 1.59)
Betaine Moderate — -0.20 (-0.92, 0.52)
Vitamin E Moderate — -0.10(-1.88, 1.68)
Vitamin E + Vitamin C Low -4 -0.08 (-0.36, 0.20)
Antioxidant Low o & -0.06 (-0.30, 0.18)
Polyunsaturated fatty acid Moderate 5 2 0.02(-0.22, 0.20)
Metadoxine Moderate — 0.02 (-0.33,0.37)
Metformin Low —f—= 0.17 (-0.41,0.75)
Ursodeoxycholic acid Moderate hal 0.17 (-0.06, 0.40)
Gastric surgery Moderate — T 0.50 (-0.48, 1.48)
Thiazolidinedione Moderate —= 1.50 (1.12,1.88)

Change in NAFLD activity score (NAS)
T dione + M - 380 (-6.38, -1.21)
Gastric surgery High —_—— -2.00(-3.11, -0.89)
Bicyclol Moderate == -1.84(-2.09, -1.59)
Pentoxiyline High —e— 150 (-1.87, -1.14)
Vitamin £ High - 110 (-1.15, -1.05)
Obeticholic acid High T -1.00 (-1.42, -0.58)
Weight or lipid control Moderate e -0.86 (-1.44, -0.30)
Antioxidant + Ursodeoxycholic acid High - 0.34 (-0.40, -0.28)
Antioxidant Moderate * -0.02(-0.12, 0.08)
Thiazolidinedione Low —r— 0.00 (-0.60, 0.60)
Vitamin E + Vitamin C Low - 0.00 (-0.49, 0.49)
Polyunsaturated fatty acid Moderate = 0.04 (-0.32, 0.39)
Ursodeoxycholic acid High [* 0.12 (0.04, 0.20)
Betaine Moderate - 0.80 (-0.36, 1.96)
Metformin Moderate — 0.80 (0.21, 1.39)

Change in Steatosis grade

Betaine High = -1.10(-1.93, -0.26)
Thiazolidinedione+Metformin Low >4 -1.03(-4.04, 1.97)
Antioxidnat Moderate e -0.92 (-1.68, -0.16)
Vitamin E + Ursodeoxycholic acid Moderate —— -0.86 (-1.85, 0.14)
Bicyclol Low S -0.74(-2.49, 1.00)
Thiazolidinedione Moderate —_— -0.61(-1.04, -0.18)
Vitamin E Moderate —_— 053 (-2.16, 1.09)
Vitamin E + Vitamin C Low — -0.50 (-1.23, 0.23)
Metformin Low = -0.47 (-1.08, 0.14)
Metadoxine Moderate — -0.45(-1.17, 0.26)
Weight or lipid control Moderate — -0.42 (-0.80, -0.05)
Obeticholic acid Moderate — = -0.40 (-1.08, 0.28)
Pentoxifyline Moderate —*] -0.33(-0.73, 0.07)
Ursodeoxycholic acid Moderate —— -0.01(-0.43, 0.41)
Gastric surgery Moderate S — 0.00 (-0.86, 0.86)
Polyunsaturated fatty acid Moderate T 0.00 (042, 0.42)
Change in Ballooning grade
Thiazolidinedione + Vitamin E Low * 062 (-2.48, 1.25)
Thiazolidinedione Moderate = -0.49 (-0.79, -0.20)
Pentoxifyline Moderate —0= -0.42 (-0.75, -0.10)
Vitamin E Moderate —_— -0.32(-1.62, 0.98)
Obeticholic acid Moderate = -0.30(-0.86, 0.25)
Antioxidant Low < -0.27 (-0.87, 0.33)
Weight or lipid control Low -t -0.27 (-0.61, 0.08)
Vitamin E + Ursodeoxycholic acid Moderate - S T -0.23(-1.20, 0.74)
Bicyclol Moderate —_— 0.22(-1.62,1.18)
Vitamin E + Vitamin C Moderate —-< -0.20 (-0.79, 0.39)
Polyunsaturated fatty acid Moderate —4= 0.04 (-0.38, 0.29)
Gastric surgery Moderate ——p— 0.00 (-0.68, 0.68)
Ursodeoxycholic acid Moderate - 0.05 (-0.30, 0.41)
Metformin Low T 0.27 (-0.08, 0.62)
Betaine Moderate e 0.35 (-0.32, 1.02)
Change in Lobular inflammation grade
Bicyclol Moderate _— T -0.69 (-2.18, 0.80)
Vitamin E + Ursodeoxycholic acid Moderate S SN 0.42(-1.32,0.47)
Obeticholic acid Moderate —— -0.30(-1.09, 0.49)
Pentoxifyline Moderate — 026 (-0.72, 0.18)
Thiazoldinedione Low —r= 0.21(-064, 0.21)
Antioxidant Low —— -0.20(-1.03, 0.63)
Betaine Moderate ——— 016 (-1.11, 0.79)
Ursodeoxycholic acid Moderate —— -0.16 (-0.65, 0.33)
Vitamin E + Vitamin C Low —t— -0.10(-0.90, 0.70)
Vitamin E Moderate — -0.04(-1.31,1.23)
Polyunsaturated fatty acid Moderate — -0.01(-0.49, 0.47)
Gastric surgery Moderate — . 0.00 (-0.90, 0.90)
Metformin Low — e 0.12 (-0.56, 0.79)
Weight or lipid control Low = 0.21(-0.22,0.63)
I I I |
4 : 2 0 C i Weighted mean
Favorinterventions Favor placebo difference; WMD

Appendix Figure 5. Summary of network estimates of interventions compared with placebo (co-
intervention: advise of weight and diet control) on weighted mean difference (WMD) of histological
outcomes; Please note that in the forest plot, ‘experimental’ refers to first treatment group,
whereas ‘control’ refers to the second treatment group.



B
.I
by o
. v .
Al =
\ £ _
¥ 0 © o
[:4
Y © o
.i Ui
..
© o ME
o L]
BIE
L]
o
© - @ =] @ VT
= - T T T — T T T
0 2 4 8 8 0 2 4 6 8 1
SUCRA SUCRA
A. Fibrosis B. NAFLD Activity score (NAS)
= ® A0S S
BET
eTZD
N ®Vit E+UDCA PTX
D ®\itE + TZD
VitE
WE+TZD 0205
1 #8CL Weight or lipid control
x TZ2D x BCL
5 VItE S @ Vit E+UDCA
= OCA & Vit E+ Vit C
< 4 @ MET, MDX BIB
Vit E+ Vit C .PUFA
Weight or lipid control
© ®UDCA
0 - OPTX
®BET
UDCA
PUFA
© q ®BIB @ - ®MET
T T T T T T T T
A & o] ol 9 A 3 .5 T
SUCRA SUCRA
C. Steatosis D. Ballooning
o
@ BCL
o~ @ Vit EUDCA
OCA
@ PTX
TZD
_é Vit E it
g < A0S
o o BE
uDca
BIB
® puFa
Vit E
© @ MET
@ Weight or lipid control
@ _|
T T T T
A 3 5 7
SUCRA

E. Lobular inflammation

Appendix Figure 6. Rank probability of interventions on mean change of histological
outcomes (Rank vs. SUCRA); A. Fibrosis, B. NAFLD Activity score (NAS), C.
Steatosis, D. Ballooning degeneration, and E. Lobular inflammation.



A. Fibrosis (all studies)

A. Fibrosis (after small studies

ol omitted)
° \
n 4 / \
) e AN
Vi ! \
’ \\
o 0 4 / ® N
/ ° \\
/ \
/
v / N\
— / \
- ’ \
/ \
/ \
N o N ,/ \\
T T T T T / \\
-4 -2 0 2 4 ,/ \
Effect size centred at comparison-specific pooled effect (Yixv-zixy) o / \
-
® AvsC ® Avsl| ® BvsK ®BvsH ®CvsH e Cuvsl _‘ ‘2 0 é
DvsH EvsH ® FvsH © GvsH ® HvsJ @ HvskK Effect size centred at comparison-specific pooled effect (i-zxy)
.
HvsL " HvsM  Hvsl @ IvsK ®AVSC ©AvSG ®BvsF ©Bvsl ©CvsF ®CvsG
DvsF EvsF ® Fvs) ®FvsG @ FvsH ® Fvsl
® Gvsl
B. Resolution of NASH (all studies) B. Resolution of NASH (after small
o studies omitted)
// \\
/ \ o4
/ N 7N
’ \ Y
; ] \ / \
7 \ 7 \
[ToR / L \ ’ \
7 N / \
\ / \
, \ ’ \
\ / \
// \ / AN
’ \ /
/ \\ / ’ \\
7 ,/ \ / \
/ \ ’ N
, AN / \
// \ // ~ \\
// \\ / s AN
[ ’ \ s \
- T T T T ,/ \\
= 2 0 2 4 / \
Effect size centred at comparison-specific pooled effect (yixy-zuxv) ‘1 ‘5 0 ;5 ‘l
®©AvsD © AvsG © BvsF ®BvsH © CvsF ® Cuvsl Effect size centred at comparison-specific pooled effect (Yixv=ttxv)
DvsG EvsF ® Fvs]) ®FvsK ®FvsG @ FvsH b ® AvsC ® AvsF e BvsE ®BvsG ® CvsF ®DvsE
Fvsl ® Gvsl EvsF EvsG @ FvsG
C. NAS (all studies) C. NAS (after small studies omitted)
4 o
o L .
// N
/, \\
// \\\
/// \\
/ N
7 \\
// N
// \\
0 4 i N
7 N
/ N
// ' \\
s 4 N
// N
7/
d
T T T T
- -1 0 1 2 ‘5 7 ‘5
Effect si tred at ison- ifi led effect - = : . . d
i) Effect size centred at comparison-specific pooled effect (yaxy-zsy)
-
[} L] ° L] o [}
gvs: E'VS:_:: .EVSIH .Evsj .ﬁst .zvs:_ ® AvsC ®AvsG ®BvsF ®BvsH ©CvsG @ DvsF
vs vs vs vs vs vs EvsF FvsG ® FvsH @ Fvsl ® GvsH
Hvsl @ |lvs]
n -

D. Steatosis (all studies)

D.

Steatosis (after small studies
omitted)



o o4
//t\ AN
/ N / N
/e \ /7 N
// o o N // N
/ ° \\ 4 \\
) // o *% ’ \
/ ] \ / \
/ 4 \
/ N / ° \
/ ° N s ° \
/ . \ / s \
/ \ ’ N
7 \ 4 \
| 7 \ // \
i AN ,/ ° AN
/ \ Vi \
N N
, \ 7 N
’ \ ’ \
n / \ // \
- / ° \ / ° AN
N / N
T T T T I.r) 4 7 N
- 0 2 T T T
Effect size centred at comparison-specific pooled effect (yixy-zxy) - 0 5
Effect size centred at comparison-specific pooled effect (Yixy-zxy)
®JvsL ®Avs| ®Bvs])] ®BvsD ®CvsL ®Cuvsl
DvsJ Evsl ® Fvsl o Gvsl ®Hvsl ®lvsd ® AvsC ® AvsG ®BvskF @ Bvsl ® CvsG ®DvsF
lvs K lvsL lvsM @ IvsN EvsF Fvs) ®FvsG ®FvsH ®Fuvsl ® Gvsl
E. Ballooning (all studies) E. Ballooning (after small studies
ol omitted)
// \
Vi \
/ \ o4
] \\ // \\
/
/e o O e AN
0 / \\ s \
// ° o i \\
’ \ ’ N
/ \ 7 N
/ \ 7 ° \
/ \ s \
, \ yd AN
o // \\ 7 N
, ° i . AN
/ \ v \
/ \ ’ N
/ \ ’ N
, \ e AN
0 // \\ 7 N
— , o \ 0 // \\
T T T T // \\
-4 2 0 2 L, .
Effect size centred at comparison-specific pooled effect (yixy-zav)
T T T T
® AvsC ® AvsH ®Bvs) ©BvsG ©CvsH ®DvsG = =5 0 3 1
EvsG FvsG ® Gvs] © GvsK © GvsL © GusH Effect size centred at comparison-specific pooled effect (Yixy-zixy)
Gvsl ®HuvsJ ® AvsC ® AysF e BvsE e BvsH ©CvsF eDvsE
EvsF EvsG ® EvsH ® Evsl ® FvsH
F. Lobular inflammation (all studies) G. Lobular inflammation (after small
ol studies omitted)
7N
/
/ .\\ o4
7 o \ 7
/e \ / \\
’ e / \
/ \ 4 \
0 7 N ’ N
’ \ ’ \
/ o\ / \
’ \ / \
/ \ / \
/ \ / \
4 \ 4 \
/ \ / \
- o / \ / ° N
/ \ 4 \
/ \ / \
/7 \ / ° \
// N // \\
4 AN e \
o / \ , \
H / ° [ ] A / \\
T T T T // \
-2 0 2 4 / AN
Effect size centred at comparison-specific pooled effect (Yixy-ixv) 4 1 N
T T T T T
® AvsC ® AvsH ®Bvs) ©BvsG ©®CvsH @DvsG -1 . -5 . " -5
EvsG FvsG ®Gvs] ®GvsL © GvsK ® GvsH Effect size centred at comparison-specific pooled effect (yixy-zixv)
Guvsl ® HvsJ Q- ® AvsC ® AvsF ®Bvst ®BvsH ®CvsF ®DvsE

EvsF EvsG ® EvsH ©® Evsl ® FvsH
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network of interventions used for treatment NAFLD of all studies and after small studies was
omitted; A. Fibrosis, B. Resolution of NASH, C. NAS, D. Steatosis, E. Ballooning, and F.
Lobular inflammation



Appendix Table 1. Example of searching

Databases

Key word and strategies

PubMed

Non-alcoholic fatty liver disease Filters: Clinical Trials

Cochrane Central
Register of Controlled
Trials (CENTRAL)

#1

#2

#3

#4

#5

Non-alcoholic fatty liver disease.mp. [mp=title, original
title, abstract, mesh headings, heading words,
keyword]

Fatty liver.mp. [mp=title, original title, abstract, mesh
headings, heading words, keyword]

Clinical trial.mp. [mp=title, original title, abstract, mesh
headings, heading words, keyword]

#1 or #2

#3 and #4

EMBASE

Non-alcoholic fatty liver disease.mp. [mp=title,
abstract, heading word, drug trade name, original title,
device manufacturer, drug manufacturer, device trade
name, keyword]

Randomized controlled trial. mp. [mp=title, abstract,
heading word, drug trade name, original title, device
manufacturer, drug manufacturer, device trade name,
keyword]

RCT.mp. [mp=title, abstract, heading word, drug trade
name, original title, device manufacturer, drug
manufacturer, device trade name, keyword]

Clinical trial. mp. [mp=title, abstract, heading word,
drug trade name, original title, device manufacturer,
drug manufacturer, device trade name, keyword]

Clinical trials.mp. [mp=title, abstract, heading word,
drug trade name, original title, device manufacturer,
drug manufacturer, device trade name, keyword]

2or3or4d4dor5

land6




Appendix Table 2. GRADE Working Group grades of evidence*

Grading Meaning

High quality We are very confident that the true effect lies close to that of the

estimate of the effect

Moderate We are moderately confident in the effect estimate: The true effect is
quality likely to be close to the estimate of the effect, but there is a possibility

that it is substantially different

Low quality  Our confidence in the effect estimate is limited: The true effect may be

substantially different from the estimate of the effect

Very low We have very little confidence in the effect estimate: The true effect is

quality likely to be substantially different from the estimate of effect

*The quality of evidence based on grading system can be rated down based on risk of
bias (i.e., low risk, unclear, high risk), indirectness (i.e., measurement outcome such as
death (direct outcome) or ALT level (indirect outcome)), imprecision (i.e., wide range of
95%Cl), inconsistency (or heterogeneity) and/or publication bias, to levels of moderate,
low and very low quality.



Appendix Table 3. Pairwise (direct) estimates effects of different interventions compared with placebo (co-intervention: advise of weight and diet control) on

improvement of histological outcome (outcomes reported as risk ratio (RR) along with 95%CI in parenthesis) with quality of evidence

Intervention ‘ N I Fibrosis ‘ GRADE I N ‘ Resolution ‘ GRADE ’ N I NAS ’ GRADE n ’ Inflammation ‘ GRADE n ‘ Ballooning ‘ GRADE ‘ n ‘ Steatosis | GRADE
(study) (study) | of NASH (study) (study) (study) (study)
Placebo control
2.27 2.70 2.06 1.73 2.40
85 o000 N/A o000 83 lele) [1:1®) o000
PTX 2 081, | yoperate : | N/A N/A 85 (1.21, | \opERaTE * 2 (0.95, MODERATE * | 82 (0.48, MODERATE ! 85 (.15, MODERATE *
6.36) @) 6.03) 4.48) ) 6.24) ) 5.03)
. 2.00 2.06 1.77 1.20 1.17 1.22
Weigh or 152 e000 31 ©e00 ©000 100 ®e00 o000 e000
lipid control | (3) '(508%? MODERATE * | (1) '(50673? Low 12 (1;’)1 (304%11) Low 12 2 (3%.03?) Low 12 (12(;0 (307?3; MODERATE ! (125)2 (30347‘; MODERATE *
. . 1.91 1.70 2.19 1.60 1.58 283 1.69
Obeticholic | 283 DDOD 283 0000 ol 283 0000 0000 D00
acid 1) (.15, | fign 1) (0.89, moperaTe! | 183 (142, | iy 1 (1.12, HIGH 283 (.08, HIGH @ (1.21, HIGH
3.16) 3.25) (1) 3.28) 2.29) (1) 2.34) 2.36)
1.42 2.28 1.56 1.74 1. 2.01
TZD 354 | (101, | o200 163 | (135 | o000 226 | (108, | 209 354 | (132 ©000 354 (0557 0900 354 | (152, | 9909
) YL | HIGH (1) 99, HIGH VS, | HIGH (4 94, HIGH i MODERATE ! 9%, HIGH
1.99) 3.87) ) 2.26) 2.29) 1) 2.43) () 2.67)
1.35 2.97
Metadoxine (113)4 (057, | 880 | NA | NA N/A NA | NIA | NA N/A | NIA N/A NA | NIA N/A 134 | (155, | Bo%®
3.21) (1) 5.70)
283 1.21 267 2.07 OO0 283 2.24 o000 167 1.70 OO0 283 1.97 SO0 283 1.68 o000
Vit E @) (0.79, :’A’ggaégATE @ (1.39, HIGH @) (1.52, HIGH O (1.15, HIGH ) (1.38, HIGH @) (1.24, HIGH
1.88) 3.09) 3.31) 2.51) 2.83) 2.29)
166 0.90 o N/A N/A N/A N/A N/A N/A 166 0.74 o000 X 166 1.34 o000 X 166 1.18 0000 X
UDCA 1) (0.41, s/lagagaERATE 1 ) (0.34, MODERATE® | (1) (0.56, MODERATE * 1) .71, MODERATE 1
1.96) 1.65) 3.23) 1.96)
197 0.76 0 97 1.55 o000 . 163 0.73 GBGBOQ 163 0.76 GBGBOQ 163 1.16 GBGBOQ 182 1.05 o000 R
Met 3 | 019 ALY a | 80, MODERATE® | (2) | (0.17, | *OW ™ @ | (0.25, Low *# @ | (@19, |tow? @) | 051, | MODERATE!
3.07) 2.98) 3.16) 2.27) 6.94) 2.16)
78 0.58 o N/A N/A N/A 280 0.89 o000 X 37 0.74 o000 X 37 0.63 o000 X 37 0.84 o000 R
PUFA @ (0.22, ﬁzg)g)ERATE i ) (0.61, | MODERATE! o (0.36, MODERATE* | (1) (0.29, MODERATE 1 @) (0.43, MODERATE 1
1.57) 1.29) 1.52) 1.38) 1.65)
038 | @900 0.47 0000
Betaine N/A N/A N/A N/A N/A N/A 55 (0.14, | MODERATE® | N/A N/A N/A N/A N/A N/A 55 (0.19, MODERATE =
1) 1.04) 1) 1.18)
4.68
TZD +Met ZS (0.26, E?WQS N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
83.63)
139 | 127 o0 | 094 ©000 90 [094 | @800 o0 | 100 ©600 9 [ 050 ©600 9 [1.00 [ @800
VILE+ViLC | o) (0.66, | 520 O (0.53, Low 12 @ (0.53, | Low ** O (0.50, Low @ (.16, Low 2 ) (0.56, | Low*
2.44) 1.66) 1.66) 1.98) 1.54) 1.79)
9.00
MEL + PP N/A N/A N/A ?16) (0.51, ©e00 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
158.17) Low :N/A
51 5.79
TRP +PP N/A N/A N/A Q) (0.31, ©e00 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
106.71) Low *N/A

Active controls (comparators)




Intervention N Fibrosis | GRADE N Resolution GRADE N NAS GRADE n Inflammation | GRADE n Ballooning | GRADE n Steatosis | GRADE
(study) (study) | of NASH (study) (study) (study) (study)
. 164 1.01 28680 164 0.84 880 164 1.27 2080 164 0.97 000 164 1.23 000 164 0.85 OOB0O
Vit E (vs. 1) (0.69 MODERATE? (1) (0.56 MODERATE? (1) (0.86 MODERATE? (1) (0.72 MODERATE? (1) (0.86 MODERATE? (1) (0.65 MODERATE?
TZD) 1.49) 1.23) 2.34) 1.32) 1.75) 1.12)
. 115 0.80 2880 97 1.47 880 115 1.54 2080 115 0.94 000 115 0.98 000 115 1.02 e880
Vit E (vs. (1) (0.49 MODERATE? (1) (0.90 MODERATE? (1) (0.92 MODERATE? (1) (0.60 MODERATE? (1) (0.62 MODERATE? (1) (0.68 MODERATE?
Met) 1.33) 2.38) 2.56) 1.49) 1.56) 1.52)
0.91 0.76 OO0 1.14 o000 0.91 0.99 [111@) 1.42 o000
TZD + LOS 86 86 86
(vs. TZD) 1) (0.48, an%)g ) (0.37, LOW 12 86 (0.76, | Low 12 ) (0.46, GLBO®V\<,>8 86 (0.49, MODERATE? | 86 (0.90, LOW 12
i 1.73) 1.57) () 1.71) 1.80) (2) 2.00) (1) 2.26)
T2D + Met ?10) (16051 ®e00) | 90 ?673?4 ©®00 90 ?68:3 ®OC0 90 ?67378 0960 90 ?dsjl 0960 90 (162704 ®@00
(vs. TZD) 1 §8)’ LOW 12 1) 1 ;15)’ Low 12 ) 1 '33)' Low 12 1) 1 55)’ MODERATE * ) 1 '73)' MODERATE 0 1 éS)’ Low 12
TZD + Met 94 1.20 Y00 94 0.92 OO0 94 0.73 o000 94 0.84 00 94 0.84 o000 94 0.84 o000
(vs. TZD + Q) (0.66, LOw 1z Q) (0.42, LOW 12 2) (0.48, | LOw 12 Q) (0.41, LOw 12 (2) (0.41, LOW 12 1) (0.57, LOW 12
LOS) 1.98) 2.00) 1.13) 1.71) 1.71) 1.26))

Note: CI = Confidence interval, RR = Risk ratios, GRADE = Levels of quality of evidence using GRADE system approach, Reason for grading; 1. Wide range of 95% ClI, 2. At

least 1 study has high risk of bias, 3. There is evidence of inconsistency.




Appendix Table 4. League table presenting network meta-analysis estimates (lower triangle) and direct estimates (upper triangle) for
improvement of NAS of interventions for NAFLD

1.04)

Vitamin E + ) i i i i i (823
Vitamin C 1 '66),
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0.74 0.73
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(0.33,1.67) (0.48, 1.13) (0,53, 1.33)
0.55 0.73 1.14
(0.25,1.19) | (0.48,1.13) 1A Lo i i (0.76, 1.71) i i
0.53 0.71 0.97 Weight or ] ] ] (é'g
(0.22,1.27) | (0.30,1.71) | (0.41,2.27) | lipid control 3 '44)’
0.49 0.66 0.90 0.93 Vitamin £ 1.27 1.54 é‘é‘;
(0.25,0.95) | (0.37,1.17) | (0.53,1.53) | (0.44,1.95) (0.86, 2.34) (0.92, 2.56) 5.31)
1.56
0.62 0.84 1.14
0.93 1.27 TZD - - - - - (1.08,
(0.32,1.21) | (0531.33) | (076.1.71) | B0 | 2T 5.26)
1.05 1.42 1.93
1.18 2.15 1.60 PUFA i ] ] ) ]
(0532.08) | (0.72,2.81) | (101369 | (956248 | (1.30,355) | (1.02,2.81)
2.70
0.35 0.47 0.64 0.33
.13,0. 0.24,1.67 1.99 0.71 0.56 0.14,0.80 PTX - i i (1.21,
GASPEE) | @LRI28) | ) (0.93,4.26) | (0.30,1.69) | (0.23,1.34) ( ) 6.03)
0.43 0.58 0.78 0.41 1.23 2.19 (1.42
0.66 0.87 0.69 OCA - - ’
(021,0.88) | (0.28,1.19) | (039.156) | (23786 | (05052 | (0doLoo) | ©23072) | (0.503.07) 3.28)
0.95 1.28 1.74 oor 1.93 1.52 0.90 2.73 2.21 Vet ] (8'13
(0.45,2.00) | (0632.58) | (0.89.3.40) | 8% | (1.223.06) | (0.89,260) | (049,1.66) | (107.6.97) | (1.154.25) 3.16)
2.49 3.35 4.55 4.70 5.07 4.00 2.36 7.16 5.81 2.62 Betaine (8?2
(0.78,7.96) | (1.04,10.74) | (1.45,14.34) | (1.40,15.81) | (1.74,14.80) | (1.37,11.68) | (0.80,6.95) | (1.96,26.12) | (1.92,17.52) | (0.85,8.08) 1.o4)
0.94 1.26 1.72 1.78 1.91 151 0.89 27 2.19 0.99 (g'ii —
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Appendix Table 5. Pairwise (direct) estimates effects of different interventions compared with comparators (co-intervention: advise of

weight and diet control) on mean difference of histological outcomes (outcomes reported as Weighted Mean Difference (WMD) along with

95%Cl in parenthesis)

Intervention | N Fibrosi GRADE N NAS GRADE | n Inflammatio | GRADE n Balloonin | GRADE n Steatosis GRADE
(study) S (study) (study) n (study) g (study)
Placebo control
0.60 108 (3) i11.5£§)7 eooe eo6e 148 (4) -0.31 (- o0 N/A N/A N/A
) DODD -1.87, - 108 (3 -0.50 (-0.72, 0.76, @
PTX 85 (2) &)02955)| HIGH 1.14) HIGH ®) _0.27)( HIGH 0.14) VERY
' LOwW123
-0.30 283 (1) -1.00 DOOD -0.30 (-0.50, | DO®D 283 (1) -0.30 DODD DOOD
OCA 283(1) | (052, | 090 (-1.42,- | HIGH 283 (1) -0.10) HIGH (-051,- | HIGH 283 (1) i?(')“gl 0.10) | HiGH
-0.08) 0.58) 0.09) ik
-0.20 o000 55 (1) 0.80 0000 | -0.16 (-0.72, | @®@®O 55 (1) 0.35 (- o000 55 (1) -1.10 (-1.63, | ooO®
Betaine 55 (1) (-0.88, | MODERA (-0.36, MODER @ 0.40) MODERATE 0.08, MODERAT -0.57) HIGH
0.48) TE1 1.96) ATE! ! 0.78) =)
0.50 o000 21(1) -2.00 o000 | 21 (1) NA N/A 21 (1) NA N/A N/A N/A N/A
BIB 21 (1) (-0.46, | MODERA (-3.11, - HIGH
1.46) TE! 0.89)
-0.10 ) 116 (1) -1.10 o000 | 116 (1) -0.10 (-1.33, | @@aO 116 (1) -0.60 (- Y O 116 (1) 040 (-2.17, | e@aO
Vitamin E 116 (1) (-1.87, | MODERA (-1.15, - HIGH 1.33) MODERATE 1.96, MODERAT 1.37) MODERAT
1.67) TE! 1.05) ! 0.76) E! =
Antiox 161 (2) -0.09 00 161 (2) -0.69 00 | 60 (1) -0.20 (-0.50, | ®@®OO 60 (1) -0.27 (- o000 60 (1) 0.92 (-1.33, | e@aO
(-0.18, LOw 12 (-2.03, Low 12 0.10) Low 12 0.58, LOW 12 -0.51) MODERAT
0.01) 0.65) 0.04) E2
PUFA 340 (3) | -0.04 Y ®) 303 (2) 0.04 0000 | o 0o -0.01 (-0.41, | @O0 240 (3) -0.05 (- Y O) N/A N/A N/A
(-0.38, | MODERA (-0.32, MODER ®) 0.38) Low 12 0.31, MODERAT
0.29) TE! 0.39) ATE! 0.20) gl
Met 0.41 LY ®) 231 (4) 0.53 o000 0.47 (0.15 Y @) 183 (3) 0.22 (- o000 183 (3) -0.47 (-0.79, | @@®O
236 (5) (0.14 MODERA (-0.40, VER\[N 183 (3) 0.79) ' MODERATE 0.18, VERY -0.15) MODERAT
' TE 1.47) Low=== 0.61) Low2zs E?
0.68)
TZD 000 113 (2) 0.03 OO 000 207 (4) -0.31 i OO) Y O
0.40 VERY (-0.29, LOW 2| 167 (3) -0.00 (-0.65, | VERY (-0.56, - LOW 23 104 (2) -0.66 (-0.82, | \ODERAT
167 (3) (-0.99, Low 122 0.35) 0.64) Low?22 0.07) -0.50) E?
1.79)
Weight and 0.20 o000 163 (4) -0.87 0000 | . o 0.20 (-0.26, | ®0O0O 237 (5) -0.22 o000 038095 | @000
lipid control | 237 (5) | (-0.26, | LOW 12 (-L44,- | MODER ® | 066 VERY 071, | VERY 253(6) | (038095 | \epy
0.66) 0.30) ATE? Low:z: 0.27) Low?23 0.20) Low 123
UDCA 0.14 OODD 178 (2) -0.02 0000 | o/ - -0.16 (-0.48, | @O0 348 (3) 0.09 (- o000 003017 | ®®80
477(4) | (007, | HIGH (-0.26, Low 12 ® o7 Low 13 0.03, MODERAT | 348(3) | 003 (O | yopERAT
0.21) 0.30) 0.21) EL -10) EL
Metadoxine 0.02 ooa0 N/A N/A N/A N/A N/A N/A N/A N/A N/A 045077, | 9909
134 (1) (-0.26, | MODERA 134 (1) 013 | HIGH
0.30) TE! :
Antiox + -0.29 OOOD -0.34 000D | N/A N/A N/A N/A N/A N/A N/A N/A N/A
UDCA 100 (1) | (-0.35,- | HIGH 100 (1) (-0.40, - HIGH
0.23) 0.28)




Vitamin E + -0.09 ©e00 90 (1) 0.00 00 0.10 (-0.31 00 90 (1) -0.20 [21:0@) -0.50 (-0.86 e @)
Vitamin C 139 (2) (-0.29, | LOw 12 (-0.49, LOW 12 | 90 (1) 6 '11) (031 | Low 12 (-0.49, LOw 12 90 (1) 01 2) 7| MODERAT
0.11) 0.49) : 0.09) : E2
Vitamin E + -0.90 (- | @@®0O | N/A N/A N/A 0.50 0000 -0.40 Gl -0.80 000
UDCA 30 (1) 1.82, MODERA 30 (1) (_1' 15, 0.15) MODERATE | 30 (1) (-1.38, MODERAT | 30 (1) (_1'67 0.07) | MODERAT
0.02) TE e 0,58) E! e E!
Interventions (vs. active controls)
Bicyclol (vs. -0.12 ®a00 N/A N/A N/A -0.65 (-0.80, | @®®O 248 (1) 0.10 o000 248 (1) -0.21(-0.37, | @@
vitaminE) | 248 (1) | (0.32, | LOw 2 248 (1 | .050) MODERATE (-0.03, Low 12 -0.05) MODERAT
0.08) ’ 0.23) E2
Met (vs. 115 (1) | -0.10 Y ®) 115 (1) 0.70 o000 | 115(1) 0.10 Y O) 115 (1) 0.20 o000 115 (1) 0.20 Y O
Vitamin E) (-1.87, MODERA (0.64, HIGH (-1.13, 1.33) | MODERATE (-1.30, MODERAT (-1.57,1.97) | MODERAT
1.67) TE! 0.76) ! 1.70) El E!
Met (vs. 49 (1) -1.00 Y ®) 91 (2) 1.95 o000 | 49 (1) 0.00 Y O0) 49 (1) 1.00 o000 49 (1) 0.00 Y O
TZD) (-1.24, - | MODERA (-0.27, Low 12 (-0.33,0.33) | Low 12 (0.86, MODERAT (-0.33,0.33) | MODERAT
0.76) TE? 4.17) 1.14) E2 E2
Antiox (vs. -0.23 ) -0.14 o000 | N/A N/A N/A N/A N/A N/A N/A N/A N/A
UDCA) 100 (1) (-0.31, | HIGH 100 (1) (-0.24, - HIGH
-0.15) 0.04)
Antiox + -0.46 (- | o000 100 (1) -0.46 o000 | N/A N/A N/A N/A N/A N/A N/A N/A N/A
UDCA (vs. 99 (1) 0.52,- | HIGH (-0.52, - HIGH
UDCA) 0.40) 0.40)
Vitamin E 33(1) -0.70 YL ®) N/A N/A N/A 33 (1) -0.20 (-0.79, | ®@@a0O 33(1) -0.20 Y O) 33(1) -0.90 (-1.75, | ooes
+UDCA (vs. (-1.69, | MODERA 0.39) MODERATE (-1.04, MODERAT -0.05) HIGH
UDCA) 0.29) TE! ' 0.64) E!
TZD + N/A N/A N/A N/A N/A N/A N/A N/A N/A 20 (1) -0.30 (- 2000 20 (1) -0.50 (-2.95, | @O0
Vitamin E 1.54, LOW 12 1.95) LOW 12
(vs. Vitamin 0.94)
E)
TZD + Met | 44 (1) -4.60 ooa0 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
(vs. Met) (-7.12,- | MODERA
2.08) TE!
TZD + Met | 42 (1) -1.30 ooa0 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
(vs. TZD) (-3.77, | MODERA
1.17) TE!
TZD (vs. 60 (1) -0,50 OODD N/A N/A N/A N/A N/A N/A 60 (1) -0.19 o000 N/A N/A N/A
PTX) (-0.77, - | HIGH (-0.51, MODERAT
0.23) 0.13) =




Appendix Table 6. League table presenting network meta-analysis estimates (lower triangle) and direct estimates (upper triangle) for
change of fibrosis grade
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Appendix Table 7.

Assessing inconsistency tests of network meta-analysis at network levels

Outcomes Likelihood Inconsistency Likelihood | Inconsistency tests of
ratio test tests of binary ratio test | continuous outcomes
outcomes
X2 p-value X2 p-value
Fibrosis -14.69 4.17 0.3829 -16.52 74.62 0.0000
Resolution of -4.96 0.18 0.6716 N/A N/A N/A
NASH
NAS -7.59 6.66 0.0837 -14.96 89.33 0.0000
Steatosis -12.13 4.21 0.2397 -22.71 0.93 0.9681
Ballooning -10.59 2.64 0.4503 -19.09 3.00 0.7008
degeneration
Lobular -9.94 6.05 0.1090 -15.44 6.96 0.2234
inflammation




Appendix Table 8. Sensitivity and subgroup analyzes of network meta-analysis for improvement of
fibrosis outcome

Interventions

Estimated effects of network meta-analysis; Risk ratio, RR (95%CI)

Main analysis

Small studies

Low quality

Included only

studies with F/U >1

Included only
studies with F/U <

omitted studies omitted

year 1 year
PTX 2.27 (081, 6.36) N/A 2.30(0.78,6.71) 591 (0.37,95.02)  1.95(0.64, 5.91)
gcbig“c“o"c 1.91 (1.15,3.16) 1.91(1.15,3.16) 1.91(1.04,3.50) 1.91 (1.15, 3.16) N/A
\C’\(’)f]'t?g‘ltor"p'd 1.74 (0.55, 5.51) N/A 1.74 (0.53,5.69) NIA 2 (0.68, 5.85)
TZD + Met 152(0.79,2.94) 15(0.77,2.95) N/A 1.5 (0.77, 2.94) N/A
Metadoxine ~ 1.35(0.57,3.21) 1.35(0.57,3.21) 1.35(0.53,3.42) NJ/A 1.35 (0.57, 3.21)
TZD 1.33(0.96,1.83) 1.31(0.92,1.87) 1.28(0.76,2.15) 1.31(0.92, 1.87) 1.48 (0.69, 3.17)
vHamin =T 127(066,2.44) 3(032,27.76)  117(055,569) 3 (0.32, 27.76) 1.17 (0.59, 2.32)
Met 1.25(0.81,1.93) 1.34(0.85,2.1) 1.20(0.67,2.16) 1.34(0.85, 2.10) 0.34 (0.05, 2.20)
[0 1.24 (0.61,2.53) 1.23(0.59, 2.54) N/A 1.23 (0.59, 2.54) N/A
osartan
Vitamin E 1.23(0.89,1.69) 1.24(0.89,1.72) 1.18(0.76,1.83) 1.24(0.89, 1.72) N/A
UDCA 0.90 (0.41,1.96) 0.9 (0.41,1.96)  0.90 (0.38,2.10)  0.90 (0.41, 1.96) N/A
PUFA 0.58 (0.22,1.57) N/A 058 (0.21,162) N/A N/A
Betaine N/A N/A N/A 0.58 (0.22, 1.57) N/A




Appendix Table 9. Ranking of interventions in network meta-analysis for binary outcomes, after
included studies with sample sizes exceed 25" percentile

Interventions | Risk Ratio: RR (95%Cl) | pbest (%) | Rank | SUCRA | Rank
Fibrosis

Vitamin E + Vitamin C 3(0.32, 27.76) 32.5 2 0.7 2
OCA 1.91 (1.15, 3.16) 6.5 4 0.7 2
TZD + Met 1.5 (0.77, 2.95) 39.5 1 0.8 1
Metadoxine 1.35 (0.57, 3.21) 2.8 5 0.5 3
Met 1.34 (0.85, 2.1) 0.4 7 0.4 4
TZD 1.31 (0.92, 1.87) 1.4 6 0.4 4
Vitamin E 1.24 (0.89, 1.72) 0.1 9 0.2 5
TZD + LOS 1.23 (0.59, 2.54) 16.6 3 0.7 2
UDCA 0.9 (0.41, 1.96) 0.3 8 0.2 5
Resolution NASH

TZD 2.42 (153, 3.82) 0.367 1 08 1
LOS + TZD 1.83(0.78, 4.32) 0113 4 05 2
OCA 1.70 (0.89, 3.25) 0.076 5 0.4 3
Met + TZD 1.68 (0.71, 3.99) 0021 6 04 3
Met 1.44 (0.82, 2.52) 0.126 3 0.5 2
NAS

Vitamin E 2.24 (1.52, 3.31) 0.403 1 0.8 1
OCA 2.19 (1.42, 3.38) 0.302 2 0.8 1
LOS + TZD (1.07, 3.76)2 0.229 3 0.8 1
TZD 1.76 (1.09, 2.84) 0.035 4 0.6 2
Met 1.47 (0.83, 2.60) 0.016 5 0.5 3
Met + TZD 1.47 (0.76, 2.86) 0.015 6 0.5 3
Vitamin E + Vitamin C 0.94 (0.53, 1.66) 0.001 7 0.2 4
PUFA 0.87 (0.56, 1.35) 0 8 0.1 5
Steatosis

MDX 2.97 (1.55, 5.70) 0.427 1 0.8 1
LOS + TZD 2.78 (1.61, 4.78) 0.28 2 0.8 1
Met + TZD 2.35(1.34,4.12) 0.133 3 0.7 2
TZD 1.95 (1.47, 2.59) 0.02 6 0.6 3
OCA 1.69 (1.21, 2.36) 0.061 4 0.5 4
Vitamin E 1.64 (1.23, 2.18) 0.028 5 0.4 5
Met 1.53 (1.02, 2.28) 0.028 5 0.4 5
UDCA 1.18 (0.71, 1.95) 0.017 7 0.3 6
Vitamin E + Vitamin C 1.00 (0.56, 1.79) 0.008 8 0.2 7
Ballooning

Met 2.13(1.28, 3.54) 0.36 1 0.8 1
Vitamin E 2.06 (1.45, 2.93) 0.191 2 0.8 1
TZD 1.72 (1.15, 2.58) 0.024 7 0.6 2
TZD + LOS 1.71 (0.76, 3.84) 0.182 3 0.6 2
OCA 1.58 (1.06, 2.34) 0.055 6 0.5 3
Met + TZD 1.44 (0.63, 3.3) 0.074 5 0.5 3
UDCA 1.34 (0.56, 3.23) 0.11 4 0.4 4




Interventions Risk Ratio: RR (95%Cl) | pbest (%) | Rank | SUCRA | Rank
Vitamin E + Vitamin C 0.50 (0.16, 1.54) 0.004 8 0 5
Lobular inflammation

OCA 1.60 (1.05, 2.43) 0.259 1 0.8 1
TZD 1.59 (1.11, 2.17) 0.283 2 0.8 1
LOS + TZD 1.45 (0.65, 3.21) 0.247 3 0.7 2
Vitamin E 1.44 (1.03, 2.01) 0.022 7 0.4 4
Met 1.35(0.84, 2.17) 0.036 6 0.5 3
Met + TZD 1.22 (0.54, 2.76) 0.101 4 0.5 3
Vitamin E + Vitamin C 1.00 (0.49, 2.05) 0.039 5 0.3 5
UDCA 0.74 (0.33, 1.69) 0.013 8 0.2 6
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