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Study or Subgroup Mean

11.1.1 Rat
DJLZ011-1
DJLz2011-2
DJL2011-3
FH2004
LJ2016-1
LJ2016-2
LJ2016-3
LY2017-1
Ly2017-2
L¥2017-3
LZH2015
LZH2020
ZH2M4
Subtotal (95% CI)

Supplementary Figure

Testfor overall effect Z=7.06 (P = 0.00001)

11.1.2 Mice
L¥B2014-1
L¥B2014-2
L¥B2014-3
3872020
gya01e
Subtotal (95% CI)

Testforoverall effect Z=033 (F=0.74)

Total (95% CI)

SLBZS No treatment Std. Mean Difference Std. Mean Difference
SD Total Mean  SD Total Weight IV, Random. 95% CI IV, Random, 95% C1
45 154 B 5635 284 3 28% -11.83[1815-55])
3213 2 B 8635 289 3 33%  -9.94[1529-450) -
4012 213 B 5635 2849 2 43%  -655[10.55-255) I
w2 73 § Fx3 10 10 Bd% -3.60[-5.28,-2.00] -
3815 196 15 7R92 224 5 26% -18.25[2999,-1287
5599 245 15 7882 225 5 49%  -812[1244,-581] I
7494 334 15 7R92 214 5 B7% -122F2.31,-017) 7
4482 627 10 81.34 1246 4 B.0% -414 [6.28,-1.99] -
3902 603 10 91.34 1246 3 55% -7 [7.88,-2.46] I
5238 645 10 81.34 1246 3 B0% -341 [5.45,-1.30] -
1.03 011 12 187 019 12 B.2% -5.2217.03,-342) -
903 208 12 M02 413 12 B5% -35514.91,-219] -
4114 253 10 B165 264 10 54%  -7EO0[10.37,-483) I
142 77 66.7% 5.83[-745,4.21] <&
Heterogeneity: Tau®= 6.41; Chi*= 75,49, df=12 (P = 0.00001}), F= 84%
03 874 10 Ea.i | 4 BE% 077 [1.97, 0.44] -T
M1 884 100 37 6N 3 A% -0.60[-1.92, 073 -
35 1046 10 37 &M 3 6% 014 11.43,1.18) -
2053 534 10 2524 472 10 68% -0.90 [-1.82, 0.03] !
2824 246 10 2486 155 10 B7% 1531050, 2.55] -
50 30 33.3% -0.16 [-1,12, 0.80] ¢
Heterogeneity: Tau?= 0.88; Chi*=14.24, df=4 (P=0.007); F=72%
192 107 100.0%  -3.96[-5.32,-2.61] L
it 2= . 2= - R = t t t t
Heterogeneity: Tau®= 6.77; Chi*= 18149 df=17 {F = 0.00001); F=91% _2'0 _1'0 1'0 2'0

Testforoverall effect 2= 575 (P = 0.00001)
Testfor subaroun differences: Chi#=34.81. df=1 (P < 0.000010. F=97.1%

Supplementary figure S1 Subgroup analysis of TNF-a by animal species

Std. Mean Difference

Std. Mean Difference
IV, Random, 95% Cl

Favours [SLBZS] Fa

IV, Random, 95!

vours [Mo treatment]

% CI

-359 [-5.28, -2.00]
077 [1.97,0.44]
-060[1.82,0.77]
014 [1.43,1.15]

SLBZS No treatment

Study or Subarou| Mean SD Total Mean SD Total Weidght
11.4.10C

FH2004 382 T3 49 723 10 10 B64%
Lx¥B2014-1 303 874 10 KTl | 4 BEB%
Lx¥B2014-2 311 964 10 KTl | 3 BE%
LxB2014-3 355 1046 10 KTl | 3 BE%
Ly2017-1 4487 BI27 10 81.34 1248 4 B0%
LY2017-2 3ao0? 603 10 81.34 1248 3 55%
LY2017-3 5238 B45 10 81.34 1248 3 B0%
LZHZ015 1.03 01 12 187 018 12 BI%
LZHZ020 903 205 12 2102 413 12 B5%
7HZ019 4114 253 10 B165 264 10 54%
Subtotal (95% CI) 103 64 61.8%

Heterogeneity: Tau®= 4.08; Chi® = 61.56, df = 9 (P = 0.00001); F=85%

4141628,
BT [7.88,
-341 545,
527703,
38401,

7 BOF1037,
3.23[-4.62,

-1.99]
-2.46]
-1.39]
-3.49]
-214]
-489)
-1.85]

Testfor overall effect 7= 4 58 (P = 0.00001)

114.2FD
LJ2016-1
LJ2018-2
LJ2018-3
Subtotal (95% CI)

|18
5508
7404

1.96
245
e

18 78492
18 78492
18 78492
45

2325
2325
2325

1]
1]
1]
15

18%
4.9%
6.7%
14.2%

Heterogeneity: Tau*= 54 19; Chi*=44.34, df=2 (P = 0.00001); F=95%
Testfor overall effect 7= 210 (P=0.04)

11.4.3 SDDM
5872020
SY2018

Subtotal (95% CI)

m53
il

534
246

10 2624
10 2496
20

471
1.85

10
10
20

£.8%
6.7%
13.5%

Heterageneity: Tau®= 2 68; Chi*= 11 80, df=1 (P = 0. 0008, F = 92%
Testfor overall effect 7= 025 (P=0.80)

11.4.4 Delayed diarrhea

DJL2011-1
DJL2011-2
DJL2011-3
Subtotal (95% CI)

3145
3213
4012

154
2
213

B 5635
B 5635
B 5635
24

2.849
2.849
2.849

3
3
2

8

Hetetageneity: Tau®= 0.80; Chi*= 2 26, df=2 (P=032); F=12%
Testfor overall effect 7= 555 (P = 0.00001)

Total (95% CI)

192

18%
33%
4.3%
10.4%

107 100.0%

Heterogeneity: Tau®*= 6.77, Chi*= 181 .48, df=17 (P < 0.00001}; F= 81%
Testfor overall effect 7= 575 (P = 0.00001)
Testfor suboroun differences: Chi*= 2285 df= 3 (P = 0.0001). F= 86.7%

Supplementary figure S2 Subgroup analysis of TNF-a by disease model
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SLBZS
Study or Subaroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI

11.2.1 =214d

DJLzo11-1 31.45
DJLzo11-2 3213
DJLz011-3 4012
LXB2014-1 303
LxB2014-2 ata
L¥B2014-3 36.8
5572020 2043

Subtotal (95% CI)

1.44
2
213
a.74
9.64
10.46
5.34

No treatment

8 4635 284 3
8 4635 284 3
8 4635 284 2
10 aF B 4
10 aF B 3
10 Fr B2 3
10 2524 472 10
64 28

Std. Mean Difference

Heterogeneity, Tau®= 2.85; Chi*= 31.65, df=6 (F = 0.0001); F=81%
Testfar overall effect Z=2.84 (P = 0.004)

11.2.2 =14d

FH2004 382
L12016-1 38148
LI12016-2 55.99
LI2016-3 74.94
Lv2017-1 44.82
Lv2017-2 39.02
Lv2017-3 52.38
LZH2014 1.03
LZH20Z20 9.03
SYa01a 28.24
ZH2019 41.14

Subtotal (95% CI)

73
1.96
2.45
334
6.27
6.03
6.45
011
205
2.46
243

9 723 10 10
16 7882 2325 ]
15 7882 225 5
15 7882 225 5
10 81.34 1246 4
10 81.34 1246 3

10 81.34 1246 3

12 187 018 12
12 2102 413 12
10 2486 1.45 10
10 B1.65 264 10
128 79

28% -11.83[18.15,-5.52]
3% -9.94 [15.29,-4.59]
43%  -6.55 [10.55,-2.55]
B.6% 077 [1.97, 0.44]
B.6% -060 [1.92, 0.72]
B.6% 014 [1.43,1.15]
B.6% -0.80 [1.82, 0.03]
37.0%  -2.28[-3.85,-0.71]
64%  -3.60 [5.28 -2.09]
26% -10.25 [25.08,-12.57]
48%  -912[12.44,-5.81]
67%  -1.22[2.31,-017]
60%  -4.14 [6.28,-1.99]
55%  -5.17 [-7.88,-2.46]
60%  -3.41 [5.45-1.35]
6.2%  -5.22[7.03,-3.47]
6.5%  -3.55[4.81,-2.19]
B.7% 1.63 [0.50, 2.55]
54%  -7.60 [10.37,-4.83]
63.0%  -4.73[-6.75,-2.71]

Heterogeneity, Tau®= 10.07; Chi*= 136.61, df=10 (P = 0.00001}; F=93%
Testfor overall effect: 2= 4.9 {F = 0.00001})

Total (95% CI)

192

107 100.0%

-3.96 [-5.32, -2.61]

Heterogeneity, Tau®= 6.77; Chi*=181.49, df=17 (F = 0.00001); F=91%
Testfor overall effect 2= 4575 {F = 0.00001})
Testfor suboroun differences: Chi*= 3.83. df=1 (P = 0.068). F=71.6%

Std. Mean Difference
IV, Random, 95% CI
—
<>

—

-

<>
10 5 0 510

Favours [SLBEZS]

Favours [Mo treatment]

Supplementary figure S3 Subgroup analysis of TNF-« by different duration

SLBZS

No treatment

Std. Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI

11.3.1 =10gkg

DJLzo11-1 31.45
DJLzo11-2 3213
DJLz011-3 4012
FH2004 382
LI2016-1 38145
LI12016-2 55.99
LI2016-3 74.94
Lvz2017-1 44.82
Lv2017-2 39.02
Lv2017-3 52.38
5572020 2043

Subtotal (95% CI)

1.44
2
213
73
1.96
2.45
334
6.27
6.03
6.45
5.34

8 5635 284 3
8 5635 284 3
8 5635 284 2
9 723 10 10
16 7882 225 5
16 7882 225 5
16 7882 225 5
10 81.34 12.46 4
10 81.34 1246 3
10 81.34 1246 3
10 25624 472 10
118 53

Std. Mean Difference
IV, Random, 95% CI

28% -11.83[18.15,-5.52]
33% -9.94 [-15.29,-4.589]
4.3% -6.55[-10.55,-2.558]
6.4% -3.69[-5.28, -2.09]

28% -19.25 2599, -12.52]

49%  -912[12.44,-5.81]
B.7% -1.22[2.31,-017]
£.0% 414 [6.28,-1.99]
5.5% 517 [-7.88, -2.46]
£.0% -3.41 [5.45,-1.38]
B.6% -0.80 [1.82, 0.03]
553%  -5.53[.7.45,-3.61]

Heterogeneity, Tau®=7.78; Chi*= 84,41, df=10 (F = 0.00001); *= 88%
Testfor averall effect Z=5.65 (P = 0.00001)

11.3.2 10~20g/kg

LxB2014-3 3548
LZH2014 1.03
LZH20Z20 9.03
SYa01a 28.24

Subtotal (95% CI)

10.46
011
205
2.46

10 aF B 3
12 187 018 12
12 2102 413 12
10 2486 1.45 10
44 37

6.6% -0.14[-1.43,1.15]
6.2% -5.22[-7.03,-3.42]
6.5% -3.55[-4.91,-2.14]
6.7% 1.53 [0.50, 2.55]
26.1% -1.79 [-4.75, 1.17]

Heterogeneity Tau®= 8.61; Chi®= 59.63, df= 3 (P = 0.00001); F= 95%

Testfor averall effect Z=118{P=0.23)

11.3.3 =20gkg

LXB2014-1 303
LxB2014-2 ata
ZH2019 41.14

Subtotal (95% CI)

8.74
9.64
243

Heterogeneity: Tau®= 6.38; Chi*= 21.67, df= 2 (P = 0.0001); F=91%

Testfor averall effect Z=1.72 (P = 0.08)

Total (95% CI)

10 T 621 4 B.E% -0.77 [-1.97, 0.44]
10 aF B 3 BE% -0.60[-1.92,0.72]
10 B1.65 264 10 5.4% -7.60[-10.37,-4.83]
30 17 18.6% -2.68 [-5.73, 0.37]
192 107 100.0% -3.96 [-5.32, -2.61]

Heterogeneity, Tau®= 6.77; Chi®=181.49, df=17 (F = 0.00001); F=91%
Testfor averall effect Z=5.75 (P = 0.00001)
Testfor suboroun differences: Chi*=530.df= 2{(P=0.07). F=62.2%

>

-10 -5
Favours [SLBEZS]

0 5 10
Favours [Mo treatment]

Supplementary figure S4 Subgroup analysis of TNF-« by different doses
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SLBZS Model group Std. Mean Difference Std. Mean Difference
Study or Subarow Mean  SD Total Mean SD Total Weight [V, Random. 95% Cl IV, Random, 95% CI
6.1.1 Rat
BOY2017-1 3,866 1203 G 6,280 1886 3 15% 1584243778 Y
BOY2017-2 4,666 2085 B 6280 1388 3043% -T2 -
BOY2017-3 5763 1833 8 6280 1886 2 BT% -2.95[-5.23,-0.68] —
JYH2016-1 681.2 8669 10 1,369.4 167 66 4 59% -5.73[-0.48,-2.97] —
JYH2018-2 803.92 85.82 10 1,369.4 167 66 3 B1% -4.98 [-7.62,-2.39] -
JYK2016-3 04249 9787 10 1,3694 16766 370% -340[5.55,-1.43] -
LZH2020 40156 5496 12 7820 10584 12 7.8% -4.30[5.85,-2.79] -
YHGR2O017 G812 867 10 13694 1677 o T.2% -4.94 [-6.86,-3.02] -
Subtotal (95% Cl) 76 40 465%  -4.76[-5.95,-3.56] 4
Heterogeneity Tau?=123; Chif=1273, df=7 (P =0.08); F= 45%
Testfor overall effect Z=7.79 (P = 0.00001)
6.1.2 Mice
LHE3014-1 677 1512 10 1718 2282 4 B0% -5.81 [-8.32,-2.80] -
LKE2014-2 1029 2683 10 1719 2292 3 7A% -247 [-4.19,-0.79] -
L¥B2014-3 1154 3029 10 1719 2292 3 TE% -1.81[-3.34,-0.27] ]
8572020 1759 4168 10 2232 743 10 86% -0.78-1.67, 0.16] -
Z0J20181 4876 1005 g B3TE 1437 3 74% S123F2.71,0.24] ]
ZJJ201%-2 46.81 1881 G B3TE 1437 2 TE% -0.34 F1.91,1.22] T
ZJJ201%-3 61.49 1472 B B3TE 1437 7 T8% -0.13[-1.68,1.42] T
Subtotal (95% Cl) 64 27 535%  -1.46[-2.43,-0.50] *
Heterogeneity: Tau?=1.03; Chif=16.74, df =6 (P = 0.01); F= 64%
Testfor overall effect Z= 2.97 (P=0.003)
Total (95% Cl) 140 67 100.0%  -3.19[-4.31,-2.06] *
Heterogeneity: Tau?= 3.61; Chi*= 73.61, df= 14 (P =< 0.00001); F= &1% 20 _150 150 250

Test for overall effect 2= 554 (P = 0.00001)
Testfor subaroun differences: Chi*= 17.67. df= 1 (F < 0.0001). F=94.3%

Favours [SLBZS] Favours [Model group]

Supplementary figure S5 Subgroup analysis of IL-1J by animal species

SLBZS Model group Std. Mean Difference Std. Mean Difference
Study or Subarou Mean _ SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
6.3.1UC
EDY2017-1 3,866 1203 8 6,280 1886 315% 15841243778 Y
BDY2017-2 4666 2085 8 6,280 1886 343 TIIENMEL-33 .
BDY2017-3 5,763 1533 9 6,280 1886 2 BT%  -285[5.23,-088] I
JYX2016-1 G812 8BBY 10 1,3694 18766 4 B0%  -573[84B,-287] I
JYK2016-2 80392 8582 10 1,3694 16766 3 B1%  -48B[T62-235 -
JYK2016-3 04249 9787 10 13694 16766 3 70%  -340[555-143 -
L¥B2014-1 B.7 1512 10 1718 2202 4 60%  -5B1[8.32,-280] -
LxB2014-2 1029 2663 10 1718 32202 3 15% <247 [4.18,-0.75] -
LxB2014-3 1164 3029 10 1718 322092 3 TE% -1.81[3.34,-0.27] -
LZH2020 4015 596 12 78329 1054 12 TE% -4.30 [-5.85,-2.75] -
ZJJ20181 48.76 1005 8 B3FE 1437 3 79% -1 23E2T,0.24] -7
ZJJ2019-2 56.81 18.81 8 B3FE 1437 2 TE% -0.34F1.91,1.27 -
ZJJ2019-3 61.49 1572 8 B3FE 1437 2 TE% -0 168,142 -
Subtotal (95% CI) 120 47 841%  -3.29]-4.53,-2.05] L 4
Heterageneity, Tau?= 3.69; Chi*= 54.99, df= 12 (P = 0.00001); F = 78%
Testfor overall efiect; Z=49.21 (P = 0.00001)
6.3.2CD
5572020 1759 416 10 2237 743 10 BE% -0.75 H1.67, 0.16] -
Subtotal (95% CI) 10 10 8.6% -0.75[-1.67, 0.16] *
Heterageneity. Notapplicahle
Testfor overall efiect: Z=1.61 (P=0.11)
6.3.3 SDDM
YHR201T G812 867 10 13684 1877 10 7%  -484[6.86,-307 -
Subtotal (95% Cl) 10 10 7.2%  -4.94[6.86,-3.02] >
Heterageneity. Mot applicable
Testfor overall effect. Z=5.04 (P = 0.00001)
Total (95% Cl) 140 67 100.0% -3.19[-4.31, -2.06] ’
Heterageneity, Tau?= 3.61; Chi*= 73,61, df= 14 (P = 0.00001); F= 81% _110 5 5 1’0

Testfor overall effiect: Z=5.54 (P < 0.00001)
Test for suboroun differences: Chi*= 20.30. df= 2 (P = 0.0001). F=30.1%

Favours [SLBZS] Favours [Madel group]

Supplementary figure S6 Subgroup analysis of IL-13 by disease model
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6.2.1 <14d
BOY2017-1
BOY2017-2
BOY2017-3
JYH2016-1
JYH2016-2
JYH2016-3
LEH2020
YHGR2017
Z1J20191
Z£1J2019-2
Z12018-32
Subtotal (95% CI)

SLBZS

2,866
4,BEE
5,763
681.2
203,92
94249
4015
68.12
48,76
56.81
61.49

1203
2085
1533
2669
85,82
ar.ar

5,96

2.67
10,08
18.81
15,72

No treatment

8 6280 1836
8 6280 18386
8 6280 1836
10 1,269.4 167 .66
10 1,269.4 167.66
10 1,269.4 167 .66
12 7828 1054
10 13694 1677
8 B3TE 1437
8 B3TE 1437
8 B3TE 1437
100

Std. Mean Difference
Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI

1.5%
4.3%
6.7%
5.9%
6.1%
7.0%
7.8%
7.2%
7.9%
7.8%
7.8%
70.0%

JEERY
(ST = R R L

(]

47

Heterogeneity: Taw®= 4.85; Chi*= 54.94, df=10 (P = 0.00001}); F= 82%
Testfor overall effect Z=4.69 (P = 0.00001)

6.2.2 =14d
L<B2014-1
LxB2014-2
L<B2014-2
8872020
Subtotal (95% CI)

B7.7 15812
1029 2662
1154 3029
1788 416

1718
17149
1718
2232

2292
22092
2292

743

6.0%
7.8%

3 TE%
m BE%
20 30.0%

4
3

Heterogeneity: Tau®= 2.01; Chi*=12.73, df= 3 (P = 0.005); I*= T6%

Testfor overall effect 2= 278 (P = 0.005)

Total (95% Cl)

140

67 100.0%

Heterogeneity: Tau®= 3.61; Chi*= 73.61, df= 14 (P = 0.00001); F=81%
Testfor overall effect £2=5.54 (P = 0.00001)
Testfor subaroun differences: Chif=1.31. df=1(F=0.28). F=23.8%

Std. Mean Difference
IV, Random. 95% CI

-15.94 [-24.37,-7.582]
SP22[11.22,-3.23]
-2.95 [5.23,-0.68]
-5.73[8.48,-2.97]
-4.98 [7.62,-2.35]
-3.49 [-5.45,-1.43]
-4.30 [-5.85,-2.79]
-4.94 [-6.96,-3.02]
-1.23[F2.71,0.24]
-0.34 [1.91,1.27]
-D13 .88, 1.42]
-3.61[-5.12,-2.10]

-5.61 [-8.32,-2.90]
247 [-4.19,-0.75]
-1.81 [3.34,-0.27]
-0.75 [-1.67, 0.18]
-2.31[-3.94, -0.68]

-3.19 [-4.31, -2.06]

MH\N
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1
-5
Favours [SLBZS]

-10 0

5 10
Favours [Mo treatment]

Supplementary figure S7 Subgroup analysis of IL-18 by in different duration

Stud
6.4.1 <110gkg
BOY2017-3
JYH2016-3
5872020
Z1J2018-3
Subtotal (95% CI)

or Subgrou,

Testfor overall effect Z=217 (P=0.03)

6.4.2 10~200kg
BOY2017-2
JYH2016-2
L¥B2014-2
LZH2020
YHG2017
Z1J2019-2
Subtotal (95% CI)

Testfor overall effect Z=3.83 (P =0.00013

6.4.3 =20gkg
BOYv2017-1
JHZ016-1
L¥B2014-1
L¥B2014-2
Z1J2013-1
Subtotal (95% CI)

Testfor overall effect Z= 3.36 (P = 0.0008)

Total (95% CI)

SLBZS No treatment Std. Mean Difference Std. Mean Difference
Mean SD Total Mean SDTotal Weight IV, Random, 95% CI IV, Random, 95% CI
5763 1533 8 6,280 1886 2 BT% -2.95[5.23,-0.68] -
942,49 9787 10 1,369.4 16766 3 T0% -3.49[5.55,-1.43] -
1789 416 10 2232 7.43 10 86% -0.75 1,67, 0.16]
61.49 1572 8  B3Ta 1437 2 TE% -013[1.68,1.47] RE
36 17 30.1% -1.61 [-3.05, -0.16] L 4
Heterogeneity: Tau®=1.45; Chi*=9.75, df= 3 (P=0.02); F= 68%
4666 2085 8  E280 1886 3 43%  -T22R11.22-323 I
803.92 8582 10 1,3694 16766 3 B1% -4.98[-7.62,-2.35] -
1154 3029 10 1719 2292 3 TE% -1.81 [3.34,-0.27] ™
4015 596 12 7829 1054 12 78% -4.30[-5.85,-2.75] -
6812 BE7 10 13694 1677 10 7.2% -4.94 [-6.86,-3.02] -
56.81 18.81 8  B3Te 1437 2 TE% -0.34F1.91,1.27] T
58 33 41.0% -3.62 [-5.46, -1.77] L J
Heterogeneity: Tau®= 4.09; Chi*= 26.52, df= 5 (P = 0.0001); F=81%
3,866 1203 g 6,280 1886 3 1.8% -1594 [24.37,-7.57]
6E81.2 BE.EY 10 1,369.4 167.66 4 5.9% -5 73848, -2.97] I
B7.7 1812 10 171.9 22492 4 B.0% -5.61 [8.32,-2.90] I
1029 2663 10 171.9 22492 3 T.5% -247 [4.19,-0.79] -
48,76 1005 g B3.78 1437 3 T.9% -1 23271, 0.24] 7
46 17 28.9% -4.47 [-7.08, -1.87] “
Heterogeneity: Tau®= 6.38; Chi*= 2224 df=4 (P=0.0002), F=82%
140 67 100.0% -3.19[-4.31, -2.06] L 4
Heterogeneity: Tau®= 3.61; Chi®*=73.61, df= 14 (F = 0.00001}; F=81% _2'0 _1'0 b 1'0 2'0

Testfor overall effect: £=5.54 (P = 0.00001})
Testfor suboroun differences: Chi*=4.91. df= 2 (P = 0.09). F=59.3%

Favours [SLBEZS]

Favours [Mo treatment]

Supplementary figure S8 Subgroup analysis of IL-13 by different doses
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Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

SLBZS No treatment
Study or Subgrou Mean SD_Total Mean SD_Total Weight
9.2.1 <14d
DJL2011-1 80056 38.23 8 1,459.892 74592 3 21%
DJL2011-2 90023 4534 8 1,45992 7492 3 30%
DJL2011-3 110452 5612 8 1,45982 7492 2 50%
Subtotal (95% CI) 24 8  10.0%
Heterogeneity: Tau®=6.50; Chi®=4.06, df= 2{F=013);, F=51%
Test for overall effect: Z=4.08 (P = 0.0001)
9.2.2 =14d
FHz004 1368 122 ] 1868 153 10 87%
Ly2017-1 12635 11.32 1m 21921 186 4 5%
Ly2017-2 12112 11.07 1m 21921 186 3 48%
Ly2017-3 13414 1361 10 21921 186 3 BA%
LZH2015 2901 328 12 39.64 423 12 9.4%
LZH2020 1824 248 12 3226 536 12 9.3%
TJ52021-1 12837 1274 12 23564 1646 6 59%
TJ52021-2 17003 1118 12 23564 1646 6 TA6%
YHG2018-1 8835 TO05 10 13187 629 4 B0%
YHE2018-2 106.73 1216 10 131.87 629 3 8.5%
YHGE2018-3 11558 794 10 131.87 629 3 85%
ZH20149 362375 9516 10 37775 497.06 10 96%
Subtotal (95% Cly 127 76 90.0%
Heterogeneity: Tau®=2.01; Chi®= 40.07, df=11 (P = 0.0001), F=73%
Test for overall effect: Z= 7 56 (P = 0.00001)
Total (95% CI) 151 84 100.0%

Heterogeneity: Tau®=2.74; Chi®= 5531, df=14 (P = 0.00001}); F= 75%

Test for overall effect: Z= 8.07 (P = 0.00001)

Test for suboroun differences: Chi*= 4.64. df=1 (F= 0031 F=78.4%

12,35 [-18.92,-5.77]
-0.59 [14.77,-4.42]
-5.46 [-8.90,-2.02]

-8.42 [-12.46, -
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-7 14 1068,
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-7 387,
-3.24 [4.52,
-729 1018,
-4 78 [-6.81,
-5.95 [8.74,
-2.07 [-3.68,
-1.99 [-3.57,
-1.53 [-2.56,
-3.84 [-4.84, -

-4.35 [-5.40, -

4.37]

-1.91]
-3.34]
-3.61]
-2.60]
-1.54]
-1.96]
-4.47]
-2.76]
-3.10]
-0.47]
-0.41]
-0.51]

2.85]

3.29]

-0 -5 0 5 10

Favours [SLBZS] Favours [Mo treatment]

Supplementary figure S9 Subgroup analysis of IL-6 by disease model

SLBZS Model group Std. Mean Difference S$td. Mean Difference
Stuiy or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI I/, Random, 95% CI
a4.1UC
FH2004 1368 121 8 1868 143 10 BT% 343485181 -
Ly2017-1 12635 1132 10 21921 186 4 56% -6.43[9.47,-3.39) -
Ly2017-2 12142 1107 100 2821 188 3 4B8%  -T4HI06S,-361) -
Lv2017-3 13404 1361 10 M8 18E 3 61%  -540[8.21,-2600 -
LZH2015 2900 3@ 12 3964 423 17 4% -271 387, -1.85) -
LFH2020 1824 248 12 36 536 12 82%  -324[4.52-180] -
TJS2021-1 12837 1274 12 23564 1646 6 58% -729[10.16,-4.47] -
TJE20-2 17003 1118 12 23564 164B B TE%  -4TB[EA,-27H -
YHG2018-1 8838 705 10 1HEF 629 4 60%  -595[F879,-310 -
YHQR2018-2 106,73 1216 10 13187 629 3 85% -2.07 [3.68,-0.47] -
YHR2018-3 118488 784 10 13147 A9 3 a8%  -189[347-041] -
ZH3a018 362375 9516 10 3FFTA 9706 10 96% -1.53 F2.56,-0.51] -
Subtotal (95% Cl) 127 76 90.0%  -3.84[4.84,-2.85] L 4
Heterageneity, Taw*= 2.01; Chi*= 4007, df=11 (P < 0.0001);, F=73%
Test for averall effect Z=7.56 (P < 0.00001)
9.4.2 Delayed Diarrhea
DJL2011-1 B00A6 38.23 B 1459892 74482 3 21% -1235H18.92,-577]
DJL2011-2 900,23 4534 B 14599582 7482 3 10%  -BE9E1477 -447)
DJL2011-3 110452 5612 B 1459592 7492 2 50% -5.46 [-8.90,-2.02) —
Subtotal (95% Cl) ! 8 10.0% -B42[-12.46,-4.37] il
Heterogeneity, Tau®= B.50; Chif= 4.06, df= 2 (P= 0133, F= 51%
Test for averall effect Z=4.08 (P = 0.0001)
Total (95% CI) 151 84 100.0%  -4.35[540,-3.29] *
Heterogenety. Taw*= 2.74; Chi*= 86,31, df= 14 (P < 0.00001); P= 74% g 0 ' o P

Testfor overall effect Z=8.07 (P < 0.00001)

Test for subaroun differences: Chi*= 4.64. df=1 (P =0.03). F=78.4%

Favours [SLBZS] Favours [Model group]

Supplementary figure S10 Subgroup analysis of IL-6 by different duration
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SLBZS

Study or Subgrou Mean SD_Total
9.3.1 ==100kg

DuaL2011-1 800.86 38.23 g
CuJLz011-2 900.23 45.34 g
DJLz011-3 1,104.52 8612 g
FHz2004 1368 122 9
Lyv2017-1 126.35 11.32 10
LY2017-2 12112 11.07 10
LY¥2017-3 13414 1361 10
YH@2018-3 115.88 7.94 10
Subtotal (95% CI) T3

No treatment
Mean
1,458.92 74.492
1,458.92 7492
1,458.92 74.92
186.8 153
21921 186
21821 186
921 186
131.97  6.29

Heterogeneity: Tau®= 4.60; Chi®= 24.49, df= 7 (P =0.0009); F= 71%

Testfor averall effect Z=5.76 (P = 0.00001)

9.3.2 10~20gky

LZH20145 2801 328 12
LZHz020 18.24 248 12
TJ52021-2 170.03 1118 12
YHQ2018-2 1068.73 1216 10
Subtotal (95% CI) 46

3964 4323
3226 436
235.64 16.46
13197 629

Heterogeneity Tau®= 0.30; Chi*= 4.64, of= 3 (P = 0.20); = 35%

Test for overall effect =659 (P = 0.00001)

9.3.3 =20gkg
TJS2021-1 12837 1274 12
YHO2018-1 8835 705 10
ZH2018 362375 9516 10
Subtotal (95% CI) 32

235.64 16.46
131897 628
37778 9r.06

SD Total Weight

3
3
2
10
4
3
3
3
1

w

4
4
10
20

Haterogensity: Tau®= 11.15; Chi#= 19.77, df= 2 (P « 0.0001); = 90%

Testfor averall effect Z=2.32 (P=0.02)

Total (95% CI) 151

a4

Heterogeneity: Tau®= 2.74; Chi®= §5.31, df= 14 (P < 0.00001); F = 75%

Testfor overall effect Z=8.07 (P = 0.00001)

Testfor subaroun differences: Chi*= 578 df= 2 (P =0.08). F=65.4%

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

218 1235 [18.82,-5.77]
0%  -9.59 [14.77,-4.47]
50%  -5.46[8.80,-207]
87%  -3.43[4.85-191]
56%  -6.43[9.47,-339]
48% T4 [10.68,-361]
G1%  -A40[8.21,-260]
85%  -1.99[3.57,-0.41]

43.8%  -5.54[-7.42,-3.65]
04% 271 [2.87,-156]
92%  -3.24[4.52,-1.96]
TE%  -4TB[6.81,-276]
g5%  -2.07[2.68,-0.47]

347%  -3.05[-3.96,-2.14]
58%  -7.29[10.16,-4.42]
60%  -6.05[8.79,-310]
96%  -1.53[2.56,-0.51]

215%  -4.75[-8.76,-0.73]

100.0%  -4.35[-5.40,.3.29]

—
O —

—

—— e —

<>

+ +
-5 i 10

Favours [SLEZS] Favours [Mo treatment]

Supplementary figure S11 Subgroup analysis of IL-6 by different doses

Std. Mean Difference

Std. Mean Difference
IV, Random, 95% CI

SLBZS Model group

_Study or Subgroup _ Mean _ SD Total Mean SD Total Weight IV, Random, 95% Cl
BOY2017-1 4457 0.04 8 332 012
BOY2017-2 421 01 8 332 012
BOY2017-3 352 00 8 332 012
JYHZ2016-1 11955 1922 10 &7.78 1527
JY2016-2 9508 7497 10 5778 1827
JYK2016-3 G367 T.24 10 5778 1427
YHQ2017 11855 1922 10 &7.78 1637
ZyF2006 1337 19 15 1553 18
Total (95% CI) 64

Heterogeneity: Tau®=2.99; Chi*= 2132, df=6 (P=0.002); F=72%

Test for overall effect. £= 460 (P = 0.00001)

328%  17.14[8.10, 26.18]
3 8.6% 7.251[3.24,11.24]
2 13.7% 4.16[1.35,6.97]
4 18.0% 316 [1.36, 4.96]
3 16.7% 357 [1.48, 5.66]
318.7% 1.20 0,21, 2.60]
10 18.4% 3.41[1.94, 4.89]
15 0.0%  -1.14[1.91,-0.38]
28 100.0% 3.82[2.19, 5.45]

i

4 2 0 2 4

Favours [Model group] Favours [SLEZS]

Supplementary figure S12 The results of 1L-4.
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SLBZS Model group Std. Mean Difference Std. Mean Difference
Study or Subgrou Mean SD_Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
8.1.1Rat
DJL2011-1 34609 213 8 12412 1123 3 16% 10.39 [4.81, 15.99] E—
DJL2011-2 30825 1947 8 12412 11.23 3 1.8% 937 [4.31,14.47] _—
DJL2011-3 20438 1462 8 12412 11.23 2 34% 4.79[1.688, 7.90] -
FH2004 60.2 4.3 9 40.7 71 1m0 6.0% 3.04[1.63, 4.49] -
LY2017-1 88.76 873 10 5162 962 4 49% 3.881[1.83, 587 -
Ly2017-2 43.07 4.04 10 81.62 962 3 458% 4.211[1.88 6.59] -
Ly2017-3 85.06 8.62 10 &1.62 962 3 48% 353 [1.46,58.61] -
TJ52021-1 17829 1324 129328 1083 B 41% 6.45[3.88,8.03] -
TJ52021-2 14863 16.58 129328 10483 B 47% 351[1.88,517] -
YH@2017 11248 1199 10 8335 415 1m0 61% 3.02 [1.66,4.39] -
YH@2018-1 12772 1007 10 BY9.75 853 4 40% 5.59[2.89,8.29 -
YHGQ2018-2 95.41 5.41 10 69.78 8453 3 4T% 391 [1.70,6.17] -
YHGQ2018-3 82.83 5.54 10 BY.75 8453 3 a7% 1.97 [0.39, 3.54] I
IHZ0149 425 10649 10 34378 482 10 33% 4.04[579,12.29] —_—
Subtotal (95% CI) 137 70 60.8% 4.41[3.44, 5.38] <>
Heterogeneity, Tau®=1.89; Chi*= 34.04, df= 13 (F= 0.001); F=62%
Testfor overall effect: £=8.92 (P = 0.00001)
8.1.2 Mice
L+B2014-1 18774 36.94 10 75E1 1234 4 83% 3.22[1.40,5.09] -
L¥B2014-2 15842 1474 10 7561 1234 3 40% 5.07 [2.40,7.74] -
L¥B2014-3 91.28 2489 10 T5E1 1234 3 62% 0.63 [-0.69, 1.95] T
Y2018-1 35366 40103 12 196.63 363 4 52% 378 [1.89, 5.66] -
2019-2 3537 6742 12 196,63 363 4 61% 1.81[0.46,3.19] -
2018-3 2933 673 12 196,63 363 4 62% 1.47[0.20,2.79] —
ZfF2006 3472 a1 15 2236 7 15 61% 414 [2.81,5.47] —
Subtotal (95% Cl) 81 37 39.2% 2.70 [1.54, 3.86] S
Heterogensity, Tau®= 1.74; Chi*= 22,86, df= 6 (P = 0.0008); F= 74%
Testfor overall effect: Z=4.57 (P = 0.00001)
Total (95% CI) 218 107 100.0% 3.77 [2.98, 4.56] &
Heterogeneity. Tau®= 2.17; ChiF= 68,68, df= 20 (P < 0.00001); F= 71% o * } t 5

Testfor overall effect: £=9.38 (P = 0.00001)

Testfor subaraun differences: Chi*= 4.91, df= 1 (P = 0.0%. F = 79.5% Favours [Modzl group] - Favours [SLBZS)

Supplementary figure S13 Subgroup analysis of IL-10 by animal species.



Supplementary Material

SLBZS Model group Std. Mean Difference Std. Mean Difference
Study or Subgrou Mean SD_Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
8.4.1UC
FH2004 60.2 4.8 9 407 71 10 B.0% 304 [1.63, 4.45] -
L¥B2014-1 18774 3694 10 T5E1 1234 4 53% 322[1.40,5.09] —
L#B2014-2 158.42 1875 10 T561 1234 3 40% 507 [2.40,7.74] e
L+B2014-3 91.28 2489 10 TaE1 1234 3 B2% 0.63 [-0.69, 1.94] T
Ly2017-1 8876 873 10 A51E2 462 4 4.9% 3881[1.83,5.973 —_—
Ly2017-2 9307 904 10 H1EZ 962 3 45% 4.21[1.88,6.59] I
Ly2017-3 8506 B8H2 10 H1E2 962 3 49% 383 [1.48,5.61] -
TJS2021-1 178.28 1325 12 8318 1083 6 41% £.46[3.88,9.03] -
TJ52021-2 148,63 1658 12 8328 1083 6 57% 351 11.88,5.13] -
YH@2018-1 12772 1007 10 G975 B53 4 40% 5.59[2.89,8.29] —
YHQ2018-2 95.41 3.41 10 69.75 8453 3IO4T% 391[1.70,6.13] -
YHQZ2018-3 3283 554 10 G975 853 3 O5T% 1.87 [0.38, 3.54] —
ZH2019 425 1068 10 34375 482 10 33% 9.04 [5.79,12.29] —_—
Subtotal (95% CI) 133 62 63.3% 3.86 [2.83, 4.90] <&
Heterogeneity: Tau®= 2.45; Chi®= 42,08, df= 12 (F = 0.0001), F=71%
Testfor overall effect: £=7.33 (P = 0.00001)
8.4.21BD
YY2013-1 353.66 40103 12 196.63 363 4 51% 378 1[1.89, 5.66] I
¥Y2018-2 3537 6752 12 18663 363 4 B1% 1.81 [0.48,3.159] -
YY2019-3 2933 B7.H 12 19663 363 4 B2% 1.47[0.20,2.75) —
Subtotal (95% CI) 36 12 17.6% 2.18 [0.96, 3.41] &>
Heterogeneity Tau®= 060, Chi*= 413, di=2 (P=013), F=52%
Testfor averall effect: £= 3.50 (F = 0.0005)
8.4.3CD
YHQ2017 112,48 1199 10 8335 515 10 61% 3.02[1.68,4.39) —_
Subtotal (95% CI) 10 10  6.1% 3.02[1.66, 4.39] <>
Heterogeneity, Mot applicahble
Testfor averall effect: £=4.34 (F = 0.0001)
8.4.4 Delayed diarrhea
DJL2011-1 34608 21.31 8 12412 11.23 3 16% 10.39 [4.81, 15.98] e —
DJL2011-2 308.25 19.47 g 12412 11.23 3 18% 9.37 [4.31,14.43)
DJL2011-3 20438 1462 8 12412 11.23 2 34% 479[1.68,7.90] e
Subtotal (95% CI) 24 8  6.8% 7.62[3.86, 11.37] it
Heterogeneity Tau®= 4578, Chi*=419 di=2 (P=012), F=52%
Testfor averall effect: £= 3.98 (F = 0.0001)
8.4.5 Colitis
ZYF2006 3472 31 19 2236 27 15 B1% 414 [2.81,5.47] -
Subtotal (95% CI) 15 15  6.1% 4.14[2.81,5.47] <>
Heterogeneity: Mot applicable
Testfor overall effect: Z=6.09 (P = 0.00001)
Total (95% CI) 218 107 100.0% 3.77[2.98, 4.56] L 2

, ,

Heterogeneity: Tau®= 2.17; Chi®= 68.66, df= 20 (P = 0.00001}); F= 71%
Testfor overall effect: £=9.38 (P = 0.00001)

A0 5 0 5 10
Testfor subaroun differences: Chi*=10.87. df=4 (P =003 F=63.2% !

Favours [Model group] Favours [SLEZS

Supplementary figure S14 Subgroup analysis of [L-10 by disease model.
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Std. Mean Difference
IV, Random, 95% CI

SLBZS No treatment Std. Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight [V, Random, 95% CI
8.2.1 <14d
CuJL2011-1 34609 213 8 12412 11.23 3 1.6% 10.39[4.81,15.99]
DJL2011-2 08325 1947 8 12412 1123 3 18% 937 [4.31,14.43]
DJL2011-3 0438 1562 8 12412 1123 2 34% 4.79[1.68,7.90]
L¥B2014-1 18774 36.94 10 7561 1234 4 53% 3.22[1.40,5.09]
L¥XB2014-2 15842 1575 1m0 7561 12.34 3 4.0% 5.07 [2.40,7.74]
LxB2014-3 91.28 2489 10 7561 1234 3 6.2% 0.63 [-0.659,1.95]
ZYF2006 3472 31 16 2236 27 15 B1% 4.14[281,5.47]
Subtotal (95% CI) 69 33 28.5% 4.50[2.51, 6.48]
Heterogeneity: Tau®= 5.03; Chi*= 31.38, df= 6 (P = 0.0001); F=81%
Test for overall effect: Z= 4. 44 (P = 0.00001)
8.2.2 =14d
FH2004 60.2 438 9 407 71 10 60% 3.04 [1.63,4.49]
Ly2017-1 88.76 B.73 10 5162 4962 4 489% 3.881[1.83, 593
Lyz2017-2 93.07 9.04 10 51.62 962 3 4.5% 4.21 [1.88, 6.595]
Ly2017-3 85.06 8.62 10 &81.62 4962 3 4.9% 3.83[1.46, 5.61]
TJZ2021-1 17829 1325 12 83.28 1083 B 41% 6.45[3.88,9.03]
TJ52021-2 14863 16.58 12 83.28 1083 B 57% 381 188,813
YH@2017 11248 1199 10 8335 414 10 B1% 3.02 [1.66, 4.39]
YHG@2018-1 12772 1007 10 69.75 853 4 4.0% 5.59[2.89,8.29]
YHQ2018-2 9541 5.41 10 B9.75 8453 3 4.7% 3.91[1.70,6.13]
YH@2018-3 82.83 5.54 10 6975 843 3 a8T% 1.97 [0.39, 3.54]
YY2018-1 35366 40103 12 18663 363 4 53% 3.78[1.89, 5.66]
YY2018-2 3537 6782 12 18663 363 4 B1% 1.81 [0.46,3.19]
TY2019-3 2933 673 12 19663 363 4 6.2% 1.47 [0.20, 2.745]
FH2019 425 10.69 10 34375 582 10 3.3% Q.04 [5.75,12.29]
Subtotal (95% CI) 149 74 71.5% 3.58[2.75, 4.41]
Heterogeneity: Tau®=1.54; Chi*= 37.27, df=13 (P = 0.0004); P = 65%
Testfor overall effect: £= 8.45 (P = 0.00001)
Total (95% CI) 218 107 100.0% 3.77 [2.98, 4.56]

Heterogeneity, Tau®= 2.17; Chi*= 68.66, df= 20 (P = 0.000013; F= 1%
Test for averall effect: Z=9.38 (P = 0.00001)
Testfor subaroun differences: Chi*= 070, df=1 (P=0400. F=0%
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4 2
Favours [Mo treatment]
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Favours [SLBZS]

Supplementary figure S15 Subgroup analysis of IL-10 b y different duration

Std. Mean Difference
IV, Random, 95% C|

SLBZS No treatment Std. Mean Difference
Study or Subaroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI
8.3.1 ==10gkg
DJL2011-1 34609 2131 8 12412 1123 3 16% 10.39[4.81, 15.98]
DJL2011-2 30825 19.47 g 12412 11.23 3 1.8% 9.37[4.31,14.43]
CuJL2011-3 20438 1562 8 12412 11.23 2 3.4% 4.79[1.68, 7.90]
FH2004 B0.2 4.8 9 407 71 10 B.0% 3.04 163, 4.45]
Ly2017-1 88.76 B.73 10 5162 4962 4 489% 3.881[1.83, 593
LyY2017-2 93.07 8.04 10 5162 4962 3 45% 4.21 [1.88,6.59]
Lv2017-3 85.068 8.62 10 8162 962 3 4.9% 3.53 .46, 5.61]
YH@2018-3 8283 5.54 10 B9.75 853 3 5.7% 1.97 [0.39, 3.54]
¥Y2019-2 31637 B7.A2 12 18663 363 4 B.1% 1.81 [0.46, 3.15]
YY2018-3 2933 673 12 18663 363 4 BI% 1.47[0.20,2.79]
Subtotal (95% CI) 97 39 453% 3.35[2.27, 4.44]
Heterogeneity: Tau®= 1.74; ChF= 25.50, of = 8 (P = 0.002); F= B5%
Test for overall effect: 2= 6.05 (P = 0.00001)
8.3.2 10~20g9/kg
L¥B2014-3 §1.28 2489 10 7561 1234 3 62% 0.63 [-0.69,1.95]
TJ52021-2 14863 16.98 12 93.28 1083 B 9.7% 3.51[1.88,5.13]
YH@2017 11248  11.99 10 B335 5148 10 6.1% 3.02 [1.66, 4.39]
YHQ2018-2 49541 5.41 10 6975 853 3 4.7% 391 [1.70,6.13]
YY2018-1 35366 40103 12 18663 363 4 53% 3.78[1.89, 5.66]
Subtotal (95% CI) 54 26 27.8% 2.86 [1.54, 4.17]
Heterogeneity: Tau®= 1.52; ChF=12.94, df= 4 (P= 0.01); F= 3%
Test for overall effect: Z2= 4 26 (P = 0.0001)
8.3.3 =20gkg
L¥B2014-1 18774 36.94 10 7561 1234 4 53% 3.22[1.40,5.09]
L¥B2014-2 15842 1475 10 F5E1T 1234 3 4.0% 5.07 [2.40,7.74]
TJS2021-1 17829 1325 12 893.28 1083 G 4.1% 5.45[3.88, 9.03]
YHQ2018-1 12772 1007 10 6975 853 4 4.0% 589 [2.89,8.248]
FH2019 425 10.69 10 34375 4682 10 33% 9.04[5.79,12.29]
ZYF2006 3472 31 16 2236 27 15 B1% 4.14[281,5.47]
Subtotal (95% CI) 67 42 26.9% 5.23 [3.79, 6.68]
Heterogeneity: Tau®=1.83; Chif=12.32, df= 5 {P=0.03}; F=59%
Test far overall effect 7= 711 (P =0.00001)
Total (95% CI) 218 107 100.0% 3.77 [2.98, 4.56]

Heterogeneity: Tau®= 2.17; ChiF = 68.66, of = 20 (P = 0.00001); F= 71%
Test for overall effect: 2= 9.38 (P = 0.00001)
Testfor subaroun differences: Chi*= 8.31. df= 2 (P=0.08). F= 68.3%

g,

4 2
Favours [Mo treatment]

0

7 4
Favours [SLBZS]

Supplementary figure S16 Subgroup analysis of IL-10 b y different doses
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Meta-analysis

| Pooled 95% CI Asymptotic No. of
Method | Est Lower Upper z value p value studies
_______ o
Fixed | 3.364 2.972 3.757 16.798 0.000 21
Random | 4.080 3.249 4.912 9.618 0.000

Test for heterogeneity: Q= 80.191 on 20 degrees of freedom (p= 0.000)

Moment-based estimate of between studies variance = 2.583

Trimming estimator: Linear

Meta-analysis type: Random-effects model

iteration | estimate Tn # to trim diff
__________ o

1 | 4.080 128 1 231

2 | 3.921 139 2 22

3 | 3.7173 148 3 18

4 | 3.533 166 5 36

5 | 3.249 177 6 22

6 | 3.149 183 7 12

7 | 3.070 185 7 4

8 | 3.070 185 7 0
Filled
Meta-analysis (exponential form)

|  Pooled 95% CI Asymptotic No. of

Method | Est Lower Upper z value p value studies
_______ o
Fixed | 19.106 13.167 27.725 15.530 0.000 28

Random | 22.591 9.383 54.391 6.954 0.000

Test for heterogeneity: Q= 132.316 on 27 degrees of freedom (p= 0.000)

Moment-based estimate of between studies variance = 4.019

Supplementary figure S17 The trim and fill Analysis results
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