Supplementary material 6. Subgroup and meta-regression analysis results (Figures S35-106)

Aidi injetion  Gemcitabine and cisplatin Odds Ratio Odds Ratio

_Study or Subgroup Events Total  Events  Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95%Cl

KPS score( =60)

Zou,Y.2006 24 42 13 39 1.4% 2.67 [1.08,6.58] 2006 -

Sun,G.2008 17 33 15 30 1.8% 1.06 [0.40, 2.86] 2008 I

Yang,Q.2008 23 30 11 27  06% 4.78[152 1498 2008

Wang,Y.2009 17 32 12 27 1.4% 1.42 [0.51, 3.96] 2009 -

Song,Z.2009 10 30 9 30 14% 1.17 [0.39, 3.47] 2009 e p—

Zhang, L.2009 15 32 14 31 1.8% 1.07 [0.40, 2.89] 2009 -1

Lv,D.2009 22 30 " 30 0.7%  4.75[1.58, 14.25] 2009

Shi,X.2010 13 28 10 28  1.3% 1.56 [0.53, 4.56] 2010 I

Hou,A.2010 16 40 14 38 2.0% 1.14[0.46, 2.85] 2010 I

Hong,Y.2010 57 90 32 70 3.1% 2.05[1.09,3.88] 2010 -

Li,Z.2010 16 36 12 36 1.6% 1.60[0.62, 4.16] 2010 R

Liu,Y.2010 16 32 10 32 1.2% 2.20[0.79, 6.10] 2010 1

Lu,Z.2011 18 34 17 34 1.9% 1.13[0.43,2.91] 2011 R N

Jiang,S.2011 15 32 12 30 1.6% 1.32[0.48, 3.63] 2011 - 1

Fan,S.2011 22 41 12 38 1.4% 2.51[1.00,6.29] 2011 -

He,W.2011 15 29 10 23 1.3% 1.39 [0.46, 4.18] 2011 I

Wang,J.2012 14 25 10 24 1.1% 1.78[0.57, 5.53] 2012 -1

Zhang,Y. 2012 21 41 15 42 7% 1.89[0.78, 4.55] 2012 1T

Li, H.2014 16 30 12 30 1.3% 1.71[0.62, 4.77] 2014 -1

Wen, H.2014 28 45 17 45 1.5% 271[1.16,6.36] 2014 -

Liu,Y.2014 18 43 17 43 2.3% 1.10 [0.47, 2.60] 2014 I

Zhu, H.2015 15 21 7 21 0.5%  5.00[1.35, 18.55] 2015

Ma, Y. 2016 19 33 19 36 1.9% 1.14[0.44, 2.98] 2016 - 1

Li, J.-c.2016 21 35 15 35 1.4% 2.00[0.77,5.18] 2016 1T

Chen, Y.2016 15 30 13 30 1.5% 1.31[0.47, 3.61] 2016 -1

Li, J.2016 23 47 9 47  1.1%  4.05[161,10.20] 2016 -

Ma, M.2017 19 42 12 42 16% 2.07 [0.84, 5.10] 2017 1T

Huang, W.2017 17 39 11 40 1.5% 2.04[0.80,5.21] 2017 1T

Su,D.2019 30 41 17 41 1.1% 3.85[1.52,9.75] 2019

Tan, H.2020 24 80 18 60 26% 1.56 [0.73, 3.31] 2020 ]

Subtotal (95% CI) 1123 1078  45.4% 1.87 [1.58, 2.22]

Total events 596 408

Heterogeneity: Chi* = 24.34, df =29 (P = 0.71); P =0%
Test for overall effect: Z=7.16 (P < 0.00001)

KPS score( =70)

Feng.X.2008 30 68 25 62 3.5% 1.17 [0.58, 2.35] 2008 |
Wang,Y.2012 16 36 14 36 1.8% 1.26 [0.49, 3.21] 2012 ]
Xu,Y.2012 16 33 16 33 2.0% 1.00 [0.38, 2.63] 2012 1
Cheng, B.2014 12 49 16 52 2.8% 0.73[0.30, 1.76] 2014 -
Zhao, S.2015 19 43 12 43 16% 2.05[0.83,5.02] 2015 T
Fang, L.2016 35 45 27 45 1.4% 2.33[0.93,5.87] 2016

Lv, W.2018 16 30 15 30 1.7% 1.14[0.41, 3.15] 2018 |
Geng,K.2020 27 45 17 45 1.6% 2.47 [1.06,5.77] 2020

Subtotal (95% CI) 349 346  16.3% 1.40 [1.03, 1.90]

Total events 171 142

Heterogeneity: Chi? = 6.63, df = 7 (P = 0.47); 1= 0%
Test for overall effect: Z = 2.13 (P = 0.03)

KPS score(others)

HH“HWHHI\ T

Zhao,H.2008 1 30 6 20 1.1% 1.35[0.40, 4.53] 2008 |
Wen,K.2009 16 38 15 38 2.1% 1.12[0.45, 2.79] 2009 -
Wu,Q.2011 17 30 11 30 1.1% 2.26 [0.80, 6.36] 2011 1
Ding,P.2011 9 18 10 22 14%  1.20[0.34,4.18] 2011 —

Pei, W.2012 15 40 1 40 16% 1.58 [0.62, 4.07] 2012 ]
Sun,J.2012 15 34 13 34 1.7% 1.28 [0.48, 3.36] 2012 ]

Fu, L.2012 19 35 16 35 1.7% 1.41[0.55, 3.61] 2012 ]
Lai,L.2013 45 70 40 70 3.4% 1.35[0.68, 2.67] 2013 ]
Ju,8.2013 19 34 12 34 13% 2.32[0.87,6.16] 2013 T

Xu, H.2013 19 38 18 42 2.0% 1.33[0.55,3.22] 2013 ]

Li, J.2014 " 27 10 27 1.4% 1.17 [0.39, 3.49] 2014 I
Zhang, M.2015 17 39 12 32 1.8% 1.29 [0.50, 3.35] 2015 -
Ning, S.2015 19 Eal " 31 1.0% 2.88[1.03,8.07] 2015

Han, R.2015 14 36 10 36  14% 1.65[0.61, 4.45] 2015 ]
Zhang, X.2016 18 25 8 25 0.5% 5.46 [1.63, 18.36] 2016

Zhang, §.2016 " 19 8 19 0.8% 1.89[0.52, 6.85] 2016 —

Su, S.2017 35 40 23 39 0.7% 4.87[1.57,15.13] 2017

Zhang, H.2017 42 52 26 52 12%  4.20[1.75,10.11] 2017

Wu, T.2017 53 87 40 68  2.0% 2.65[1.24, 5.68] 2017

Zhou, D.2018 30 58 22 58 25% 1.75[0.84, 3.67] 2018 7
Zhao,J.2019 3 43 22 43 1.5% 247 [1.01,6.04] 2019

Liu, H.2019 19 44 12 44 1.6% 2.03[0.83,4.95] 2019 T
Chen,C.2020 26 49 16 49  18% 2.33[1.03,5.29] 2020

Xu, Y.2020 16 45 12 45 1.8% 1.52[0.62,3.73] 2020 -1
Xu,Z.2020 25 40 14 40 1.2% 3.10[1.24,7.71] 2020

Subtotal (95% CI) 982 973  38.3% 1.94 [1.61, 2.33] *
Total events 552 398

Heterogeneity: Chiz = 18.65, df = 24 (P = 0.77); I = 0%

Test for overall effect: Z = 6.99 (P < 0.00001)

Total (95% CI) 2454 2397 100.0%  1.82[1.62, 2.04] *

Total events 1319 946

Heterogeneity: Chi? = 52.84, df = 62 (P = 0.79); I* = 0%

Test for overall effect: Z = 10.08 (P < 0.00001)

Test for subarouo differences: Chi* = 3.38. df = 2 (P = 0.18). I = 40.8%
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Figure S35 Subgroups analysis of objective response rate by KPS score
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Figure S36 Meta-regression of objective response rate by KPS score



Aidi injetion  Gemcitabine and cisplatin
Study or Subgroup  Events Tota Events Total Weight M-H, Fixed, 95% Cl Year

KPS score( =60)

Zou,Y.2008 35 42 25
Yang,Q.2008 29 30 23
Sun,G.2008 31 33 27
Song,Z.2009 27 30 25
Lv,D.2009 28 30 23
Zhang, L.2009 27 32 23
Wang,Y.2009 29 32 21
Liu,Y.2010 25 32 22
Shi,X.2010 27 28 25
Li,Z.2010 18 36 21
Hong,Y.2010 78 90 50
Hou,A.2010 37 40 29
He,W.2011 26 29 19
Lu,Z.2011 30 34 28
Fan,S.2011 35 41 29
Jiang,5.2011 29 32 25
Zhang,Y. 2012 34 #1 32
Wang,J.2012 20 25 16
Wen, H.2014 43 45 36
Liu,Y.2014 35 43 33
Li, H.2014 26 30 23
Zhu, H.2015 19 21 14
Li, J.2016 45 47 34
Ma, Y. 2016 28 33 28
Li, J.-c.2016 31 35 26
Chen, Y.2016 24 30 18
Ma, M.2017 37 42 29
Huang, W.2017 36 39 30
Su,D.2019 39 41 33
Tan, H.2020 49 60 39
Subtotal (35% CI) 1123

Total events or7 806

Heterogeneity: Chi? = 17.95, df = 29 (P = 0.95); I = 0%
Test for overall effect: Z = 7.25 (P <0.00001)

KPS score( =70)

Feng,X.2008 62 68 56
Wang,Y.2012 28 36 20
Xu,Y.2012 30 33 26
Cheng, B.2014 39 49 42
Zhao, 5.2015 37 43 28
Fang, L.2016 42 45 34
Lv, W.2018 24 30 25
Geng,K.2020 39 45 31
Subtotal (35% C1) 349

Total events 301 262

Heterogeneity: Chi? = 8.51, df = 7 (P = 0.29); I* = 18%
Test for overall effect: Z = 3.47 (P = 0.0005)

KPS score(others)

Wen,K.2009 32 38 32
Wu,Q.2011 28 30 26
Fu, L2012 32 35 28
Pei, W.2012 35 40 27
Sun,J.2012 25 34 25
Ju,8.2013 32 34 29
Lai,L.2013 63 70 60
Xu, H.2013 33 38 34
Li, J.2014 19 27 16
Ning, S$.2015 26 31 22
Zhang, M.2015 28 39 23
Han, R.2015 32 36 27
Zhang, X.2016 21 25 14
Zhang, §.2016 14 19 14
Su, 8.2017 37 40 26
Wu, T.2017 62 67 56
Zhang, H.2017 50 52 46
Zhou, D.2018 50 58 38
Zhao,J.2019 39 43 34
Liu, H.2019 39 44 30
Chen,C.2020 44 49 34
Xu, Y.2020 43 45 33
Xu,Z.2020 33 40 24
Subtotal (95% Cl) 934

Total events 817 698

Heterogeneity: Chi? = 17,67, df = 22 (P = 0.73); I = 0%
Test for overall effect: Z =6.91 (P <0.00001)

Total (95% CI) 2406

Total events 2095 1766
Heterogeneity: Chi? = 44.59, df = 60 (P = 0.93); F =0%
Test for overall effect: Z = 10.58 (P < 0.00001)
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Test for subaroup differences: Chi* = 0.54. df = 2 (P = 0.76). P = 0%
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37.9%

100.0%

Odds Ratio

2.80[0.99, 7.94]
5.04 [0.53, 48.26]
1.72[0.27, 11.09]
1.80 [0.39, 8.32]
4.26[0.81, 22.53)
1.88 [0.54, 6.54]
276 [0.62, 12.32]
1.62 [0.53, 4.99]
3.24 [0.32, 33.22]
0.71[0.28, 1.81]
260[1.17,5.78]
3.83[0.95, 15.43]
1.82[0.36,9.12]
1.61[0.41, 6.30]
1.81[0.58, 5.68]
1.93 [0.42, 8.91]
1.52 [0.52, 4.47]
2,00 [0.55, 7.31]
5.38 [1.09, 26.49]
1.33 [0.47, 3.77]
1.98 [0.51, 7.63]
4.75[0.85, 26.43]
8.60 [1.82, 40.69]
1.40 [0.40, 4.94]
2,68[0.74,9.73]
2,67 [0.84, 8.46]
3.32[1.06, 10.37]
4.00[1.01, 15.87)
4.73[0.94,23.82)
2.40[1.03, 5.57]
2.31[1.84, 2.89]

1.11[0.34, 3.63]
2.80 [1.01, 7.80]
260 [0.63, 11.49]
0.93[0.35, 2.47]
3.30[1.14, 9.60]
4.53[1.17,17.55)
0.80[0.22, 2.97]
294[1.01,853]
2.01 [1.36, 2.98]

1.00 [0.29, 3.43]
2.15 [0.36, 12.76]
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1.55 [0.46, 5.24]
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Figure S37 Subgroups analysis of disease control rate by KPS score
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Figure S38 Meta-regression of disease control rate by KPS score



KPS score( =60)

Wang,Y.2009 26 32 22
Zhang, L.2009 5 32 14
Hong,Y.2010 26 90 31
Hou,A.2010 14 40 22
Lu,Z.2011 11 34 20
Zhang,Y. 2012 12 41 17
Wang,J.2012 7 25 9
Liu,Y.2014 27 43 36
Zhu, H.2015 6 21 15
Li, X.2015 2 20 8
Li, J.-c.2016 14 35 26
Ma, Y. 2016 7 33 15
Li, J.2016 12 47 19
Huang, W.2017 10 39 12
Ma, M.2017 1 42 16
Tan, H.2020 51 60 57
Subtotal (95% CI) 634

Total events 241 339

Heterogeneity: Chi? = 11.65, df = 15 (P = 0.70); I = 0%
Test for overall effect: Z = 6.72 (P < 0.00001)

KPS score( =70)

Feng,X.2008 64 68 60
Wang,Y.2012 19 36 26
Xu,Y.2012 23 33 33
Cheng, B.2014 34 49 47
Zhao, $.2015 7 43 10
Fang, L.2016 5 45 13
Subtotal (95% CI) 274

Total events 152 189

Heterogeneity: Chi® = 4.79, df = 5 (P = 0.44); I? = 0%
Test for overall effect: Z = 4.47 (P < 0.00001)

KPS score(others)

Wen,K.2009 23 38 31
Sun,J.2012 23 34 30
Fu, L.2012 24 35 32
Xu, H.2013 13 38 22
Li, J.2014 5 27 6
Zhang, M.2015 26 39 28
Ning, S.2015 16 3 16
Han, R.2015 7 36 11
Zhang, S.2016 2 19 4
Su, 5.2017 2 40 2
Wu, Y.2017 3 109 9
Zhang, H.2017 13 52 22
Wu, T.2017 10 67 21
Zhang, H.2018 13 30 22
Zhou, D.2018 1 58 13
Chen,C.2020 33 49 43
Guo, X.2020 7 51 16
Xu,Z.2020 2 40 6
Subtotal (95% CI) 793

Total events 233 334

Heterogeneity: Chi* = 10.32, df = 17 (P = 0.89); P = 0%
Test for overall effect: Z = 6.46 (P < 0.00001)

Total (95% ClI) 1701

Total events 626 862
Heterogeneity: Chi? = 26.97, df = 39 (P = 0.93); I’ = 0%
Test for overall effect: Z = 10.32 (P < 0.00001)

27 1.0%
31 2.8%
70 57%
38 34%
34 31%
42  27%
24 15%
43 31%
21 2.5%
20 1.7%
35 36%
35 27%
47 3.3%
40 2.0%
42 27%
60 2.0%
609 43.9%
62 0.9%
36 28%
33 24%
52 32%
43 1.9%
45  27%
2711 139%
38  28%
34  22%
35 23%
42  32%
27 1.1%
32 24%
31 1.8%
36 2.0%
19  08%
39 04%
108  2.0%
52  3.8%
68  4.1%
30 29%
58 24%
49 3.2%
51 3.2%
40  1.3%
790  422%
1670 100.0%

Test for subaroun differences: Chiz = 0.92. df = 2 (P = 0.63). 12 = 0%

Odds Ratio

Odds Ratio
2d, 95% ClI

0.98 [0.26, 3.67]
0.22 [0.07, 0.74]
051 [0.27, 0.98]
0.39 [0.16, 0.98]
0.33 [0.12, 0.90]
0.61[0.24, 1.52]
0.65 [0.19, 2.16]
0.33[0.12, 0.91]
0.16 [0.04, 0.61]
017 [0.03, 0.92]
0.23 [0.08, 0.64]
0.36[0.12, 1.05]
051[0.21,1.21)
0.80 [0.30, 2.16]
0.58 [0.23, 1.46]
0.30 [0.08, 1.16]
0.42 [0.33, 0.54]

053 [0.09, 3.02)
043 [0.16, 1.15]
0.03 [0.00, 0.60]
0.24 [0.08, 0.73]
064 [0.22, 1.88]
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0.97 [0.13, 7.28]
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Figure S39 Subgroups analysis of neutropenia by KPS score
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Figure S40 Meta-regression of neutropenia by KPS score



Aidi injetion

o bgroup

core( GO)

d
KPS s

Zou,Y.2006 32 42 29
Song,Z.2009 10 30 11
Zhang, L.2009 " 32 20
Wang,Y.2009 5 32 5
Lv,D.2009 10 30 19
Shi,X.2010 12 28 20
Hong,Y.2010 20 90 29
Liu,Y.2010 7 32 14
Li,Z.2010 16 36 20
Hou,A.2010 5 40 12
Lu,Z.2011 10 34 19
He,W.2011 12 29 13
Wang,J.2012 5 25 8
Zhang,Y. 2012 9 4 14
Cai,H.2013 6 19 8
Wen, H.2014 23 45 39
Liu,Y.2014 24 43 32
Li, H.2014 18 30 22
Li, X.2015 15 20 15
Zhu, H.2015 7 21 16
Ma, Y. 2016 5 33 13
Li, J.2016 15 47 27
Li, J.-c.2016 7 35 19
Su,D.2019 5 41 15
Tan, H.2020 47 60 54
Subtotal (35% CI) 915

Total events 336 493

Heterogeneity: Chi? = 19.83, df = 24 (P = 0.71); I = 0%
Test for overall effect: Z = 8.55 (P < 0.00001)

KPS score( =70)

Feng,X.2008 55 68 54
Wang,Y.2012 21 36 28
Xu,Y.2012 7 33 18
Cheng, B.2014 7 49 7
Zhao, 5.2015 5 43 10
Fang, L.2016 6 45 14
Geng,K.2020 21 45 30
Subtotal (95% CI) 319

Total events 122 1861

Heterogeneity: Chi* = 4.64, df P =0.59); F=0%
Test for overall effect: Z = 4.07 (P < 0.0001)

KPS score(others)

Wen,K.2009 20 38 29
Sun,J.2012 28 34 29
Ju,5.2013 13 34 14
Xu, H.2013 20 38 30
LaiL.2013 20 70 28
Zhang, M.2015 32 39 27
Ning, $.2015 12 31 16
Zhang, S.2016 2 19 3
Zhang, H.2017 16 52 29
Wu, T.2017 " 67 23
Wu, Y.2017 37 109 63
Su, 8.2017 4 40 3
Zhang, H.2018 29 58 31
Zhou, D.2018 7 40 18
Chen,C.2020 40 49 42
Guo, X.2020 5 51 13
Xu,Z.2020 2 40 7
Subtotal (95% CI) 809

Total events 298 405

Heterogeneity: Chi* = 12.87, df = 16 (P = 0.68); I = 0%
Test for overall effect: Z = 6.12 (P < 0.00001)

Total (95% Cl) 2043

Total events 756 1059
Heterogeneity: Chi* = 38.98, df = 48 (P = 0.82); P = 0%
Test for overall effect: Z = 11.21 (P < 0.00001)

Gemcitabine and cisplatin

39 1.2%
30 1.3%
N 2.3%
27 08%
30 22%
28 20%
70 4.4%
32 1.9%
36 1.9%
8 18%
34 23%
23 1.5%
24 1.1%
42 1.9%
19 09%
45 3.3%
43 24%
30 1.5%
20 0.6%
21 1.8%
3B 1.8%
47 32%
35 28%
41 2.3%
60 2.0%
880  48.9%
62 1.9%
6 20%
33 24%
52 1.0%
43 1.5%
45 2.1%
45 2.7%
316 13.6%
38 24%
34 09%
34 1.5%
42 2.3%
70 3.4%
2 09%
3 17%
19 0.5%
52 3.4%
68 3.3%
109 7.1%
39 05%
58 27%
40 25%
49 1.3%
51 2.0%
40 1.1%
B06  37.5%
2002 100.0%

Test for subaroup differences: Chi* = 1.70. df = 2 (P = 0.43). I = 0%

Odds Ratio

1.10 [0.40, 3.03)
0.86 [0.30, 2.50]
0.29[0.10, 0.81]
0.81[0.21, 3.18]
0.29[0.10, 0.84]
0.30[0.10, 0.91]
0.40[0.20, 0.80]
0.36[0.12, 1.07]
0.64 [0.25, 1.62)
0.31[0.10, 0.99]
0.33[0.12, 0.90]
0.54 [0.18, 1.64]
0.50[0.14, 1.83]
0.56 [0.21, 1.50]
0.63[0.17, 2.40)
0.16 [0.06, 0.45)
0.43[0.17, 1.08]
0.55[0.18, 1.62]
1.00 [0.24, 4.18]
0.16 [0.04, 0.60]
0.30[0.08, 0.98]
0.35[0.15, 0.81]
0.21[0.07, 0.61]
0.24 [0.08, 0.75]
0.40[0.14, 1.14]
0.41[0.33, 0.50]

0.63[0.24, 1.63]
0.40[0.14, 1.12)
0.22 [0.08, 0.66]
1.07 [0.35, 3.31]
0.43[0.13, 1.40]
0.34 [0.12, 0.99]
0.44 [0.19, 1.03]
0.45 [0.31, 0.66]

0.34[0.13, 0.92)
0.80[0.22, 2.94]
0.88[0.33, 2.34]
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0.60 [0.30, 1.21]
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0.63[0.09, 4.26]
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0.38[0.17, 0.87)
0.38 [0.22, 0.65)
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0.87[0.42, 1.81]
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Figure S41 Subgroups analysis of gastrointestinal reaction by KPS score
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Ai

Anticipated survival time(=>3month)

Zou,Y 2006 24 42 13
Zhao,H.2008 11 30 6
‘Yang,Q.2008 23 30 11
Sun,G.2008 17 33 15
Zhang, L.2009 15 32 14
Wen,K.2009 16 38 15
Lv,D.2009 22 30 11
Song,Z.2009 10 30 9
‘Wang,Y.2009 17 32 12
Hou,A.2010 16 40 14
Li,Z.2010 16 36 12
Liu,Y.2010 16 32 10
$hi,X.2010 13 28 10
Hong,Y.2010 57 Q0 32
He,W.2011 15 29 10
Fan,§.2011 22 41 12
Jiang,S.2011 15 32 12
Ding,P.2011 9 18 10
Zhang,Y. 2012 21 41 15
Sun,J.2012 15 34 13
Fu, L.2012 19 35 16
‘Wang,Y.2012 16 36 14
‘Wang,J.2012 14 25 10
Ju,8.2013 19 34 12
Li, H.2014 16 30 12
Cheng, B.2014 12 49 16
Wen, H.2014 28 45 17
Li, J.2014 1" 27 10
Liu,Y.2014 18 43 17
Zhao, $.2015 19 43 12
Zhu, H.2015 15 21 7
Li, J.2016 23 47 9
Zhang, X.2016 18 25 8
Ma, Y. 2016 19 33 19
Chen, Y.2016 15 30 13
Su, §.2017 35 40 23
Lv, W.2018 16 30 15
Zhou, D.2018 30 58 22
Su,D.2019 30 41 17
Zhao,J.2019 31 43 22
Geng,K.2020 27 45 17
Tan, H.2020 24 60 18
Subtotal (95% ClI) 1558

Total events 825 582

Heterogeneity: Chi* = 39.31, df = 41 (P = 0.55); 1= 0%
Test for overall effect: Z = 7.96 (P < 0.00001)

Anticipated survival time(=5month)

Lu,Z.2011 18 34 17
Li, J.-c.2016 21 35 15
Huang, W.2017 17 39 11
Ma, M.2017 19 42 12
Xu,Z.2020 25 40 14
Subtotal (95% CI) 190

Total events 100 69

Heterogeneity: Chi? = 2.29, df = 4 (P = 0.68); I = 0%
Test for overall effect: Z = 3.24 (P = 0.001)

Anticipated survival time(Unclear)

Feng,X.2008 30 68 25
Wu,Q.2011 17 30 11
Xu,Y.2012 16 33 16
Pei, W.2012 15 40 11
Xu, H.2013 19 38 18
Lai,L.2013 45 70 40
Han, R.2015 14 36 10
Zhang, M.2015 17 39 12
Ning, $.2015 19 31 11
Zhang, 8.2016 11 19 8
Fang, L.2016 35 45 27
Zhang, H.2017 42 52 26
Wu, T.2017 53 67 40
Liu, H.2019 19 44 12
Chen,C.2020 26 49 16
Xu, Y.2020 16 45 12
Subtotal (95% CI) 706

Total events 394 295

Heterogeneity: Chi = 11.05, df = 15 (P = 0.75); I = 0%
Test for overall effect: Z = 5.27 (P < 0.00001)

Total (95% CI) 2454

Total events 1319 946
Heterogeneity: Chi* = 52.84, df = 62 (P = 0.79); I = 0%
Test for overall effect: Z = 10.08 (P < 0.00001)

jetion Gemcitabine and cisplatin

34
35
40
42
40
191

2397

Test for subaroup differences: Chi* = 0.18. df =2 (P = 0.91). P = 0%
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Figure S43 Subgroups analysis of objective response rate by anticipated survival time

100



O
o | 8
= O 8
-8
)
1%
]
o
O n
—~ ]
O
o q0
@)
0
|._I T T T T
1 1.5 2 2.5 3

Anticipated survival time

Figure S44 Meta-regression of objective response rate by anticipated survival time



Odds Ratio

0dds Ratio
M-H, Fixed. 95% CI

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI Year
Anticipated survival time(=3month)

Zou,Y.2006 35 42 25 39 1.9% 2.80[0.99, 7.94] 2006
Sun,G.2008 31 33 27 30 0.8% 1.72[0.27, 11.09] 2008
Yang,Q.2008 29 30 23 27 04%  5.04[0.53,648.26] 2008
Wang,Y.2009 29 32 21 27 1.0%  2.76[0.62,12.32] 2009
Song,Z.2009 27 30 25 30 1.1% 1.80[0.39, 8.32] 2009
Wen K.2009 32 38 32 38 23% 1.00 [0.29, 3.43] 2009
Lv,D.2009 28 30 23 30 0.7% 4.26[0.81,22.53] 2009
Zhang, L.2009 27 32 23 31 1.6% 1.88 [0.54, 6.54] 2009
Li.Z.2010 18 36 21 36 4.7% 0.711[0.28, 1.81] 2010
Shi,X.2010 27 28 25 28 0.4% 3.24[0.32, 33.22] 2010
Hong,Y.2010 78 90 50 70 34% 260[1.17,5.78] 2010
Liu,Y.2010 25 32 22 32 2.2% 1.62 [0.53, 4.99] 2010
Hou,A.2010 37 40 29 38 1.0% 3.83[0.95, 15.43] 2010
Jiang,8.2011 29 32 25 30 1.1% 1.83[0.42,8.91] 2011
He,W.2011 26 29 19 23 1.0% 1.82[0.36, 9.12] 2011
Fan,S.2011 35 41 29 38 2.0% 1.81[0.58, 5.68] 2011
Wang,J.2012 20 25 16 24 1.5% 2.00[0.55,7.31] 2012
Fu, L.2012 32 35 28 35 1.1%  2.67[0.63,11.31] 2012
Zhang,Y. 2012 34 41 32 42 2.4% 1.52[0.52, 4.47] 2012
Wang,Y.2012 28 36 20 36 2.0% 2.80[1.01,7.80] 2012
Sun,J.2012 25 34 25 34 3.0% 1.00 [0.34, 2.94] 2012
Ju,5.2013 32 34 29 34 08%  2.76[0.50, 15.33] 2013
Li, J.2014 19 27 16 27 21% 1.63[0.53, 5.04] 2014
Wen, H.2014 43 45 36 45 0.7% 5.38 [1.09, 26.49] 2014
Li, H.2014 26 30 23 30 1.4% 1.98[0.51, 7.63] 2014
Cheng, B.2014 39 49 42 52 37% 0.93[0.35, 2.47] 2014
Liu,Y.2014 35 43 33 43 2.8% 1.33[0.47, 3.77] 2014
Zhao, 8.2015 37 43 28 43 1.8% 3.30[1.14, 9.60] 2015
Zhu, H.2015 19 21 14 21 06% 4.75[0.85,2643) 2015
Li, J.2016 45 47 34 47 0.7%  8.60[1.82,40.69] 2016
Chen, Y.2016 24 30 18 30 1.6% 267 [0.84, 8.46] 2016
Zhang, X.2016 21 25 14 25 1.0%  4.13[1.09, 15.59] 2016
Ma, Y. 2016 28 33 28 35 1.9% 1.40[0.40, 4.94] 2016
Su, 5.2017 37 40 26 39 0.9% 6.17 [1.60, 23.83] 2017
Lv, W.2018 24 30 25 30 22% 0.80[0.22,2.97] 2018
Zhou, D.2018 50 58 38 58 2.4% 3.29[1.31,8.27] 2018
Su,D.2019 39 41 33 41 0.7%  4.73[0.94,23.82] 2019
Zhao,J).2019 39 43 34 43 1.4% 2.58[0.73,9.14] 2019
Tan, H.2020 49 60 39 60 3.2% 2.40[1.03, 5.57] 2020
Geng,K.2020 39 45 3 45  1.9% 2.94[1.01, 8.53] 2020
Subtotal (95% CI) 1510 1466 67.2% 2.20 [1.82, 2.66]

Total events 1297 1081

Heterogeneity: Chi* = 30.65, df = 39 (P = 0.83); I’ = 0%

Test for overall effect: Z = 8.20 (P < 0.00001)

Anticipated survival time(=5month)

Lu,Z.2011 30 34 28 34 1.5% 1.61[0.41,6.30] 2011
Li, J.-c.2016 31 35 26 3/ 1.3% 2.68[0.74,9.73] 2016
Ma, M.2017 37 42 29 42 1.6% 3.32[1.06, 10.37] 2017
Huang, W.2017 36 39 30 40 1.0% 4.00[1.01, 15.87] 2017
Xu,Z.2020 33 40 24 40 1.9% 3.14[1.12, 8.82] 2020
Subtotal (95% CI) 190 191 7.3% 290 [1.69, 4.99]

Total events 167 137

Heterogeneity: Chi* = 1.02, df = 4 (P = 0.91); P =0%

Test for overall effect: Z = 3.86 (P = 0.0001)

Anticipated survival time(Unclear)

Feng,X.2008 62 68 56 62 2.3% 1.11[0.34, 3.63] 2008
Wu,Q.2011 28 30 26 30  08% 2.15[0.36,12.76] 2011
Pei, W.2012 35 40 27 40 1.5% 3.37[1.07, 10.61] 2012
Xu,Y.2012 30 33 26 33 1.1% 2.69[0.63, 11.49] 2012
Lai,L.2013 63 70 60 70 27% 1.50[0.54, 4.20] 2013
Xu, H.2013 33 38 34 42 1.9% 1.55[0.46, 5.24] 2013
Zhang, M.2015 28 39 23 32 3.2% 1.00[0.35, 2.82] 2015
Han, R.2015 32 36 27 36 1.3% 267 [0.74, 9.63] 2015
Ning, §.2015 26 31 22 31 1.6% 2.13[0.62,7.29] 2015
Fang, L.2016 42 45 34 45  10% 4.53[1.17,17.55] 2016
Zhang, $.2016 14 19 14 19 1.7% 1.00 [0.24, 4.24] 2016
Zhang, H.2017 50 52 46 52 0.8% 3.26 [0.63, 16.97] 2017
Wu, T.2017 62 67 56 68 1.9% 2,66 [0.88, 8.02) 2017
Liu, H.2019 39 44 30 44 1.5% 3.64[1.18,11.23] 2019
Chen,C.2020 44 49 34 49 1.6% 3.88[1.28, 11.74] 2020
Xu, Y.2020 43 45 33 45 0.7%  7.82[1.64,37.36] 2020
Subtotal (95% CI) 706 698 25.5% 2.35[1.74, 3.18]

Total events 631 548

Heterogeneity: Chiz = 11.91, df = 15 (P = 0.69); I? = 0%

Test for overall effect: Z = 5.53 (P < 0.00001)

Total (95% CI) 2406 2355 100.0% 2.29[1.97, 2.67]

Total events 2095 1766

Heterogeneity: Chi? = 44.59, df = 60 (P = 0.93); I* = 0%

Test for overall effect: Z = 10.58 (P < 0.00001)

Test for subaroup differences: Chi? = 0.93. df = 2 (P = 0.63). I = 0%
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Figure S45 Subgroups analysis of disease control rate by anticipated survival time
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Figure S46 Meta-regression of disease control rate by anticipated survival time



Aidi injection

Anticipated survival time(=3month)

Wang,Y.2009 26 32 22
Wen,K.2009 2 38 3
Zhang, L.2009 5 32 14
Hong,Y.2010 26 90 31
Hou,A.2010 14 40 22
Wang,J.2012 7 25 9
Zhang,Y. 2012 12 41 17
Wang,Y.2012 19 36 26
Fu, L.2012 24 35 32
Sun,J.2012 23 34 30
Liu,Y.2014 27 43 36
Cheng, B.2014 34 49 a7
Li, J.2014 5 27 [
Li, X.2015 2 20 8
Zhao, $.2015 7 43 10
Zhu, H.2015 6 21 15
Ma, Y. 2016 7 33 15
Li, J.2016 12 47 19
Su, $.2017 2 40 2
Zhou, D.2018 1" 58 13
Guo, X.2020 7 51 16
Tan, H.2020 51 60 57
Subtotal (95% CI) 895

Total events 350 478

Heterogeneity: Chi? = 14.88, df = 21 (P = 0.83); P = 0%
Test for overall effect: Z = 7.51 (P < 0.00001)

Anticipated survival time(=5month)

Lu,Z.2011 11 34 20
Li, J.-.2018 14 35 26
Huang, W.2017 10 39 12
Ma, M.2017 1" 42 16
Zhang, H.2018 13 30 22
Xu,Z.2020 2 40 6
Subtotal (95% CI) 220

Total events 61 102

Heterogeneity: Chi* = 4.32, df = 5 (P = 0.50); I* = 0%
Test for overall effect: Z = 4.22 (P < 0.0001)

Anticipated survival time(Unclear)

Feng,X.2008 64 68 60
Xu,Y.2012 23 33 33
Xu, H.2013 13 38 22
Han, R.2015 7 36 1
Ning, $.2015 16 31 16
Zhang, M.2015 26 39 28
Zhang, S.2016 2 19 4
Fang, L.2016 5 45 13
Zhang, H.2017 13 52 22
Wu, T.2017 10 67 21
Wu, Y.2017 3 109 9
Chen,C.2020 33 49 43
Subtotal (95% CI) 586

Total events 215 282

Heterogeneity: Chi* = 7.75, df = 11 (P = 0.74); F = 0%
Test for overall effect: Z = 5.69 (P < 0.00001)

Total (95% CI) 1701
Total events 626 862
Heterogeneity: Chi? = 26.97, df = 39 (P = 0.93); P = 0%
Test for overall effect: Z = 10.32 (P < 0.00001)

Gemcitabine and cisplatin
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52
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35
47
39
58
51
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871

35
40
42
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40
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45
52
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109
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1670

Test for subaroun differences: Chi2 = 0.09. df =2 (P =0.95). = 0%
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31%
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0.9%
24%
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2.0%
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24%
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27%
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41%
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3.2%
20.3%

100.0%

Odds Ratio
| % Cl Year

Odds

Ratio
2d, 95% ClI

0.98[0.26, 3.67] 2009
0.35[0.12, 0.99] 2008
0.22[0.07, 0.74] 2009
0.51[0.27,0.98] 2010
0.39(0.16,0.98] 2010
0.65[0.19, 2.16] 2012
0.61[0.24, 1.52] 2012
0.43[0.16, 1.15] 2012
0.20[0.05, 0.81] 2012
0.28[0.08, 0.99] 2012
0.33[0.12, 0.91] 2014
0.24[0.08, 0.73] 2014
0.80[0.21,3.00] 2014
0.17[0.03,0.92] 2015
0.64[0.22, 1.88] 2015
0.16[0.04, 0.61] 2015
0.36[0.12, 1.05] 2016
0.51[0.21, 1.21] 2016
0.97[0.13, 7.28] 2017
0.81[0.33, 1.99] 2018
0.35[0.13,0.94] 2020
0.30[0.08, 1.16] 2020
0.42[0.34, 0.53]

0.33[0.12, 0.90] 2011
0.23[0.08, 0.64] 2016
0.80[0.30, 2.16] 2017
0.58[0.23, 1.46] 2017
0.28[0.09, 0.82] 2018
0.30[0.06, 1.58] 2020
0.40 [0.26, 0.61]

0.53[0.09, 3.02] 2008
0.03[0.00, 0.60] 2012
0.47[0.19, 1.17] 2013
0.55[0.18, 1.63] 2015
1.00[0.37, 2.71] 2015
0.29[0.08, 0.99] 2015
0.44[0.07, 2.76] 2016
0.31[0.10,0.95] 2016
0.45[0.20, 1.05] 2017
0.39[0.17,0.92] 2017
0.31[0.08, 1.19] 2017
0.29[0.10, 0.82] 2020
0.40 [0.29, 0.55]

0.41[0.35, 0.49]
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Figure S47 Subgroups analysis of neutropenia by anticipated survival time
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Figure S48 Meta-regression of neutropenia by anticipated survival time



Aidi injetion

Anticipated survival time(=3month)

Zou,Y.2006 32 42 29
Lv,D.2009 10 30 19
Song,Z.2009 10 30 1
Zhang, L.2009 " 32 20
Wang,Y.2009 5 32 5
Wen,K.2009 20 38 29
Shi,X.2010 12 28 20
Hong,Y.2010 20 90 29
Li,Z.2010 16 36 20
Liu,Y.2010 7 32 14
Hou,A.2010 5 40 12
He,W.2011 12 29 13
Wang,J.2012 5 25 8
Sun,J.2012 28 34 29
Zhang,Y. 2012 9 41 14
Wang,Y.2012 21 36 28
Ju,S.2013 13 34 14
Cheng, B.2014 7 49 7
Li, H.2014 18 30 22
Wen, H.2014 23 45 39
Liu,Y.2014 24 43 32
Zhao, $.2015 5 43 10
Li, X.2015 15 20 15
Zhu, H.2015 7 21 16
Ma, Y. 2016 5 33 13
Li, J.2016 15 47 27
Su, 8.2017 4 40 3
Zhou, D.2018 29 58 31
Su,D.2019 5 M 15
Geng,K.2020 21 45 30
Guo, X.2020 5 51 13
Tan, H.2020 47 60 54
Subtotal (95% Cl) 1255

Total events 466 641

Heterogeneity: Chi* = 28.51, df = 31 (P = 0.59); I = 0%
Test for overall effect: Z = 8.31 (P < 0.00001)

Anticipated survival time(=5month)

Lu,Z.2011 10 34 19
Li, J.-c.2016 7 35 19
Zhang, H.2018 7 40 18
Xu,Z.2020 2 40 7
Subtotal (95% Cl) 149

Total events 26 63

Heterogeneity: Chi? = 0.37, df = 3 (P = 0.95); IF = 0%
Test for overall effect: Z = 4.71 (P < 0.00001)

Anticipated survival time(Unclear)

Feng,X.2008 55 68 54
Xu,Y.2012 7 33 18
Lai,L.2013 20 70 28
Xu, H.2013 20 38 30
Cai,H.2013 6 19 8
Ning, $.2015 12 3N 16
Zhang, M.2015 32 39 27
Zhang, $.2016 2 19 3
Fang, L2016 6 45 14
Zhang, H.2017 16 52 29
Wu, Y.2017 37 109 63
Wu, T.2017 1 67 23
Chen,C.2020 40 49 42
Subtotal (95% Cl) 639

Total events 264 355

Heterogeneity: Chi? = 6.31, df = 12 (P = 0.90); F = 0%
Test for overall effect: Z = 6.12 (P < 0.00001)

Total (95% CI) 2043

Total events 756 1058
Heterogeneity: Chi* = 38,08, df = 48 (P = 0.82); I* = 0%
Test for overall effect: Z = 11.21 (P < 0.00001)

Gemcitabine and cisplatin
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Test for subaroun differences: Chi* =3.78. df = 2 (P = 0.15). P =47 1%

Figure S49 Subgroups analysis of gastrointestinal reaction by
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Figure S50 Meta-regression of gastrointestinal reaction by anticipated survival time



Aidi injetion Gemcitabine and cisplatin

_Study or re Events Total Events
Primary treatment(PT)
Feng,X.2008 30 68 25
Song,Z.2009 10 30 9
Hong,Y.2010 57 20 32
Shi,X.2010 13 28 10
Jiang,S.2011 15 32 12
Pei, W.2012 15 40 "
Li, J.2014 " 27 10
Cheng, B.2014 12 49 16
Zhang, X.2016 18 25 8
Chen, Y.2016 15 30 13
Subtotal (95% Cl) 419
Total events 196 146

Heterogeneity: Chiz = 8.89, df = 9 (P = 0.45); I = 0%
Test for overall effect: Z = 2.61 (P = 0.009)

Retreatment(RT)

Ning, §.2015 19 31 "
Subtotal (95% CI) 31

Total events 19 1

Heterogeneity: Not applicable
Test for overall effect: Z = 2.01 (P = 0.04)

PT/IRT

Sun,G.2008 17 33 15
Wen K.2009 16 38 15
Zhang, L.2009 15 32 14
Subtotal (95% Cl) 103

Total events 48 44

Heterogeneity: Chi?= 0.01, df = 2 (P = 1.00); I* = 0%
Test for overall effect: Z=0.29 (P = 0.77)

Treatment process{unclear)

Zou,Y.2006 24 42 13
Zhao,H.2008 " 30 6
Yang,Q.2008 23 30 11
Wang,Y.2009 17 32 12
Lv,D.2009 22 30 1
Liu,Y.2010 16 32 10
Hou,A.2010 16 40 14
Li,Z.2010 16 36 12
He,W.2011 15 29 10
Fan,5.2011 22 M 12
Ding,P.2011 9 18 10
Wu,Q.2011 17 30 "
Lu,Z.2011 18 34 17
Zhang,Y. 2012 21 41 15
Sun,J.2012 15 34 13
Wang,Y.2012 16 36 14
Fu, L.2012 19 35 16
Xu,Y.2012 16 33 16
Wang,J.2012 14 25 10
Ju,5.2013 19 34 12
Xu, H.2013 19 38 18
Lai,L.2013 45 70 40
Liu,Y.2014 18 43 17
Li, H.2014 16 30 12
Wen, H.2014 28 45 17
Zhang, M.2015 17 39 12
Han, R.2015 14 36 10
Zhu, H.2015 15 21 7
Zhao, $.2015 19 43 12
Fang, L.2016 35 45 27
Li, J.2016 23 47 9
Ma, Y. 2016 19 33 19
Li, J.-c.2016 21 35 15
Zhang, $.2016 " 19 8
Huang, W.2017 17 39 1
Zhang, H.2017 42 52 26
Ma, M.2017 19 42 12
Wu, T.2017 53 67 40
Su, 8.2017 35 40 23
Lv, W.2018 16 30 15
Zhou, D.2018 30 58 22
Su,D.2019 30 M 17
Liu, H.2018 19 44 12
Zhao,J.2019 31 43 22
Chen,C.2020 26 49 16
Geng,K.2020 27 45 17
Tan, H.2020 24 60 18
Xu, Y.2020 16 45 12
Xu,Z.2020 25 40 14
Subtotal (95% CI) 1901

Total events 1056 745

Heterogeneity: Chiz = 36.62, df = 48 (P = 0.88); = 0%
Test for overall effect: Z = 9.88 (P < 0.00001)

Total (95% Cl) 2454
Total events 1319 946
Heterogensity: Chi? = 52.84, df = 62 (P = 0.79); I = 0%
Test for overall effect: Z = 10.08 (P < 0.00001)
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1873

2397

Test for subaroun differences: Chi? = 7.45. df = 3 (P = 0.08). P = 59.7%
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Figure S51 Subgroups analysis of objective response rate by treatment process
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Figure S52 Meta-regression of objective response rate by treatment process



Aidi injetion  Gemcitabine and cisplatin
Study or Subgroup Events Total Events Total Weight M-H. Fixed. 95% CI Year

Primary treatment(PT)

Feng,X.2008 62 68 56
Song,Z.2009 27 30 25
Shi,X.2010 27 28 25
Hong,Y.2010 78 90 50
Jiang,S.2011 29 32 25
Pei, W.2012 35 40 27
Li, J.2014 19 27 16
Cheng, B.2014 39 49 42
Zhang, X.2016 21 25 14
Chen, Y.2016 24 30 18
Subtotal (95% CI) 419

Total events 361 298

Heterogeneity: Chi? = 6.21, df = 9 (P = 0.72); P = 0%
Test for overall effect: Z = 3.81 (P = 0.0001)

Retreatment(RT)

Ning, 8.2015 26 31 22
Subtotal (95% CI) 31
Total events 26 22

Heterogeneity: Not applicable
Test for overall effect: Z = 1.20 (P = 0.23)

PT/RT

Sun,G.2008 3 33 27
Zhang, L.2009 27 3z 23
Wen,K.2009 32 38 32
Subtotal (95% Cl) 103

Total events 20 82

Heterogeneity: Chi? = 0.54, df = 2 (P = 0.76); I = 0%
Test for overall effect: Z = 0.88 (P = 0.38)

Treatment process(unclear)

Zou,Y.2006 35 42 25
‘Yang,Q.2008 29 30 23
Lv,D.2009 28 30 23
Wang,Y.2009 29 32 21
Liu,Y.2010 25 32 22
Hou,A.2010 37 40 29
Li,Z.2010 18 36 21
Wu,Q.2011 28 30 26
He,W.2011 26 29 19
Lu,Z.2011 30 34 28
Fan,8.2011 35 41 29
Wang,Y.2012 28 36 20
Sun,J.2012 25 34 25
Xu,Y.2012 30 33 26
Zhang,Y. 2012 34 41 32
Fu, L.2012 32 35 28
Wang,J.2012 20 25 16
Lai,L.2013 63 70 60
Ju,8.2013 32 34 29
Xu, H.2013 33 38 34
Wen, H.2014 43 45 36
Liu,Y.2014 35 43 33
Li, H.2014 26 30 23
Zhu, H.2015 19 21 14
Zhang, M.2015 28 39 23
Han, R.2015 32 36 27
Zhao, $.2015 37 43 28
Zhang, S.2016 14 19 14
Fang, L.2016 42 45 34
Li, J.-c.2016 3 35 26
Ma, Y. 2016 28 33 28
Li, J.2016 45 47 34
Wu, T.2017 62 67 56
Ma, M.2017 37 42 29
Huang, W.2017 36 39 30
Zhang, H.2017 50 52 46
Su, S.2017 37 40 26
Zhou, D.2018 50 58 38
Lv, W.2018 24 30 25
Zhao,J.2019 39 43 34
Su,D.2019 39 41 33
Liu, H.2019 39 44 30
Xu,Z.2020 33 40 24
Chen,C.2020 44 49 34
Geng,K.2020 39 45 31
Tan, H.2020 49 60 39
Xu, Y.2020 43 45 33
Subtotal (95% CI) 1853

Total events 1618 1364

Heterogeneity: Chi? = 36.03, df = 46 (P = 0.85); 1 = 0%
Test for overall effect: Z = 9.84 (P < 0.00001)

Total (95% CI) 2406

Total events 2095 1766
Heterogeneity: Chi? = 44.59, df = 60 (P = 0.93); I = 0%
Test for overall effect: Z = 10.58 (P < 0.00001)

62 23%
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31 1.6%
3 1.6%
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1831 75.4%
2355 100.0%

Test for subaroun differences: Chiz = 2.13. df =3 (P = 0.55). I = 0%
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Figure S53 Subgroups analysis of disease control rate by treatment process
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Figure S54 Meta-regression of disease control rate by treatment process



P rlma ry tre:

atment(PT)
Feng,X.2008 64 68 60 62
Hong,Y.2010 26 90 31 70
Cheng, B.2014 34 49 47 52
Li, J.2014 5 27 6 27
Subtotal (95% CI) 234 211
Total events 129 144

Heterogeneity: Chi? = 2.09, df = 3 (P =0.55); I = 0%
Test for overall effect: Z = 3.07 (P = 0.002)

Retreatment(RT)

Ning, S$.2015 16 31 16 31
Subtotal (95% CI) 31 31
Total events 16 16

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

PT/RT

Wen,K.2009 23 38 31 38
Zhang, L.2009 5 32 14 N
Subtotal (95% CI) 70 69
Total events 28 45

Heterogeneity: Chi* = 0.29, df =1 (P = 0.59); I = 0%
Test for overall effect: Z = 3.13 (P = 0.002)

Treatment process(unclear)

Wang,Y.2009 26 32 22 27
Hou,A.2010 14 40 22 38
Lu,Z.2011 1 34 20 34
Wang,J.2012 7 25 9 24
Wang,Y.2012 19 36 26 36
Fu, L.2012 24 35 32 35
Zhang,Y. 2012 12 41 17 42
Sun,J.2012 23 34 30 34
Xu,Y.2012 23 33 33 33
Xu, H.2013 13 38 22 42
Liu,Y.2014 27 43 36 43
Zhao, §.2015 7 43 10 43
Li, X.2015 2 20 8 20
Han, R.2015 7 36 11 36
Zhang, M.2015 26 39 28 32
Zhu, H.2015 6 21 15 21
Zhang, 8.2016 2 19 4 19
Fang, L.2016 5 45 13 45
Li, J.2016 12 47 19 47
Li, J.-¢.2016 14 35 26 35
Ma, Y. 2016 7 33 15 35
Wu, Y2017 3 109 9 109
Su, 8.2017 2 40 2 39
Zhang, H.2017 13 52 22 52
Ma, M.2017 11 42 16 42
Huang, W.2017 10 39 12 40
Wu, T.2017 10 67 21 68
Zhou, D.2018 1 58 13 58
Zhang, H.2018 13 30 22 30
Chen,C.2020 33 49 43 49
Guo, X.2020 7 51 16 51
Tan, H.2020 51 60 57 60
Xu,Z.2020 2 40 6 40
Subtotal (95% CI) 1366 1359
Total events 453 657

Heterogeneity: Chi? = 20.54, df = 32 (P = 0.94); I’ = 0%
Test for overall effect: Z = 9.53 (P < 0.00001)

Total (95% CI) 1701 1670
Total events 626 862

Heterogeneity: Chi? = 26,97, df = 39 (P = 0.93), I* = 0%

Test for overall effect: Z = 10.32 (P < 0.00001)

Test for subaroun differences: Chi? =417 df = 3 (P = 0.24). 2= 28.0%

0.9%
57%
3.2%
1.1%
10.9%

1.8%
1.8%

2.8%
2.8%
5.6%

1.0%
3.4%
3.1%
1.5%
2.8%
2.3%
2.7%
2.2%
2.4%
3.2%
3.1%
1.9%
1.7%
2.0%
2.4%
2.5%
0.8%
2.7%
3.3%
3.6%
2.7%
2.0%
0.4%
3.8%
2.7%
2.0%
41%
2.4%
2.9%
3.2%
3.2%
2.0%
1.3%
81.7%

100.0%

Odds Ratio

95% Cl Year

0.53 [0.09, 3.02)
0.51 [0.27, 0.98)
0.24[0.08, 0.73]
0.80 [0.21, 3.00]
0.46 [0.28, 0.76]

1.00 [0.37, 2.71]
1.00 [0.37, 2.71]

0.35 [0.12, 0.99]
0.22 [0.07, 0.74]
0.29 [0.13, 0.63]

0.98 [0.26, 3.67)
0.39 [0.16, 0.98]
0.33 [0.12, 0.90]
0.65 [0.19, 2.16]
0.43[0.16, 1.15]
0.20 [0.05, 0.81]
0.61[0.24, 1.52)
0.28 [0.08, 0.99]
0.03 [0.00, 0.60]
047 [0.19, 1.17]
0.33 [0.12, 0.91]
0.64 [0.22, 1.88]
0.17 [0.03, 0.92)
0.55 [0.18, 1.63]
0.29 [0.08, 0.99]
0.16 [0.04, 0.61]
0.44 [0.07, 2.76]
0.31[0.10, 0.95]
0.51[0.21,1.21]
0.23 [0.08, 0.64]
0.36 [0.12, 1.05]
0.31[0.08, 1.19]
0.97 [0.13,7.28]
0.45 [0.20, 1.05]
0.56 [0.23, 1.46]
0.80 [0.20, 2.16]
0.39 [0.17, 0.92]
0.81[0.33, 1.99]
0.28 [0.09, 0.82]
0.29 [0.10, 0.82]
0.35 [0.13, 0.94]
0.30 [0.08, 1.16]
0.30 [0.06, 1.58]
0.40 [0.33, 0.48]

0.41 [0.35, 0.49]

2008
2010
2014
2014

2015

2009
2009

2009
2010
2011
2012
2012
2012
2012
2012
2012
2013
2014
2015
2015
2015
2015
2015
2016
2016
2016
2016
2016
2017
2017
2017
2017
2017
2017
2018
2018
2020
2020
2020
2020

Favours [Aidi injetion]

Figure S55 Subgroups analysis of neutropenia by treatment process
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Figure S56 Meta-regression of neutropenia by treatment process



Aidi injetion  Gemcitabine and cisplatin Odds Ratio Odds Ratio

_Study or Events Total Events Total Weight M-H. Fixed, 95% C| Year M-H. Fixed, 95% CI
Primary treatment(PT)
Feng,X.2008 55 68 54 62 1.9% 0.63 [0.24, 1.63] 2008 - 1
Song,Z.2009 10 30 11 30 1.3% 0.86 [0.30, 2.50] 2009 - 1
Hong,Y.2010 20 90 29 70 4.4% 0.40 [0.20, 0.80] 2010 -
Shi,X.2010 12 28 20 28 2.0% 0.30[0.10, 0.91] 2010 -
Cheng, B.2014 7 49 7 52 1.0% 1.07 [0.35, 3.31] 2014 ]
Subtotal (35% CI) 265 242 10.4% 0.54 [0.36, 0.82] >
Total events 104 121
Heterogeneity: Chi* = 4.02, df =4 (P = 0.40); = 1%
Test for overall effect: Z = 2.88 (P = 0.004)
Retreatment(RT)
Ning, $.2015 12 31 16 31 1.7% 0.59[0.22, 1.62] 2015 - 1
Subtotal (95% CI) 31 31 1% 0.59 [0.22, 1.62]
Total events 12 16
Heterogeneity: Not applicable
Test for overall effect: Z = 1.02 (P = 0.31)
PTIRT
Zhang, L.2009 1 32 20 31 2.3% 0.29[0.10,0.81] 2009 -
Wen K.2009 20 38 29 38 2.4% 0.34[0.13,0.92] 2009
Subtotal (95% CI) 70 69  4.6%  0.32[0.16, 0.65] i
Total events 31 49
Heterogeneity: Chi? = 0.06, df = 1 (P = 0.81); 12 = 0%
Test for overall effect: Z = 3.16 (P = 0.002)
Treatment process(unclear)
Zou,Y.2006 32 42 29 39 1.2% 1.10[0.40, 3.03] 2006 -1
Wang,Y.2009 5 32 5 27 0.8% 0.81[0.21,3.18] 2009 -1
Lv,D.2009 10 30 19 30 22% 0.29 [0.10, 0.84] 2009 -
Hou,A.2010 5 40 12 38 1.8% 0.31[0.10,0.88] 2010 -
Li,Z.2010 16 36 20 36 1.9% 0.64[0.25, 1.62] 2010 - |
Liu,Y.2010 7 32 14 32 1.9% 0.36[0.12, 1.07] 2010 [
He,W.2011 12 29 13 23 1.5% 0.54[0.18, 1.64] 2011 - |
Lu,Z.2011 10 34 19 34 2.3% 0.33[0.12,0.90] 2011 -
Wang,J.2012 5 25 8 24 1.1% 0.50[0.14, 1.83] 2012 - 1
Zhang,Y. 2012 9 41 14 42 1.9% 0.56 [0.21, 1.50] 2012 - |
Xu,Y.2012 7 33 18 33 24% 0.22 [0.08, 0.66] 2012 -
Sun,J.2012 28 34 29 34 0.9% 0.80[0.22,2.94] 2012 - 1
Wang,Y.2012 21 36 28 36 2.0% 0.40[0.14, 1.12] 2012 I
Ju,S.2013 13 34 14 34 1.5% 0.88 [0.33,2.34] 2013 I
Xu, H.2013 20 38 30 42 23% 0.44[0.18,1.12] 2013 - |
Cai,H.2013 6 19 8 19 0.9% 0.63[0.17,2.40] 2013 - |
Lai L.2013 20 70 28 70 3.4% 0.60[0.30, 1.21] 2013 T
Wen, H.2014 23 45 39 45 3.3% 0.16 [0.06, 0.45] 2014 -
Liu,Y.2014 24 43 32 43 2.4% 0.43[0.17,1.08] 2014 - 1
Li, H.2014 18 30 22 30 1.5% 0.55[0.18, 1.62] 2014 - 1
Zhao, $.2015 5 43 10 43 1.5% 0.43[0.13, 1.40] 2015 I
Li, X.2015 15 20 15 20 0.6% 1.00 [0.24, 4.18] 2015 -]
Zhu, H.2015 7 21 16 21 1.8% 0.16 [0.04, 0.60] 2015 -
Zhang, M.2015 32 39 27 32 0.9% 0.85[0.24,2.97] 2015 - 1
Li, J.-c.2016 7 35 19 35  26% 0.21[0.07,0.61] 2016
Ma, Y. 2016 5 33 13 35 1.8% 0.30[0.09,0.98] 2016 -
Zhang, $.2016 2 19 3 19 0.5% 0.63[0.09, 4.26] 2016 - ]
Li, J.2016 15 47 27 47 3.2% 0.35[0.15,0.81] 2016 -
Fang, L.2016 6 45 14 45 21% 0.34[0.12,0.99] 2016
Wu, Y.2017 37 109 63 109  7.1% 0.38[0.22,0.65] 2017 -
Zhang, H.2017 16 52 29 52 3.4% 0.35[0.16, 0.79] 2017 -
Su, S.2017 4 40 3 39 0.5% 1.33[0.28, 6.39] 2017 -
Wu, T.2017 11 87 23 68 3.3% 0.38[0.17,0.87] 2017 S
Zhou, D.2018 29 58 31 58 27% 0.87 [0.42, 1.81] 2018 - 1
Zhang, H.2018 7 40 18 40 2.5% 0.26 [0.09, 0.72] 2018 -
Su,D.2019 5 41 15 41 2.3% 0.24[0.08,0.75] 2019
Chen,C.2020 40 49 42 49 1.3% 0.74[0.25, 2.18] 2020 -1
Geng,K.2020 21 45 30 45 2.7% 0.44[0.19,1.03] 2020 - |
Guo, X.2020 5 51 13 51 2.0% 0.32[0.10,0.97] 2020
Tan, H.2020 47 60 54 60 2.0% 0.40[0.14, 1.14] 2020 - 71
Xu,Z.2020 2 40 7 40 1.1% 0.25[0.05, 1.28] 2020 B
Subtotal (95% CI) 1677 1660 B83.3%  0.44[0.37, 0.51] *
Total events 609 873
Heterogeneity: Chi* = 32.85, df = 40 (P = 0.78); I* = 0%
Test for overall effect: Z = 10.40 (P < 0.00001)
Total (95% Cl) 2043 2002 100.0% 0.45 [0.39, 0.51] *
Total events 756 1059

ity: Chi? = - - .

Heterogeneity: Chi? = 38.98, df = 48 (P = 0.82); I* = 0% 0.01 01 1 10 100

Test for overall effect: Z = 11.21 (P < 0.00001)

F: Aidi injeti F: Gi itabil d lati
Test for subaroup differences: Chi* = 2.11. df = 3 (P = 0.55). F = 0% -avours [Aidi injetion] Favours [Gemcitabine and cisplatin]

Figure S57 Subgroups analysis of gastrointestinal reaction by treatment process
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Figure S58 Meta-regression of gastrointestinal reaction by treatment process



Age(=60)
Jiang,S.2011
Sun,J.2012
Fu, L.2012
Ju,8.2013
Wen, H.2014
Zhang, M.2015
Zhu, H.2015
Chen,C.2020
Tan, H.2020
Subtotal (95% CI)
Total events

Aidi injetion

15
15
19
19
28
17
15
26
24

178

Gemcitabine and cisplatin

Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% Cl Year

Heterogeneity: Chi* = 5.56, df =8 (P = 0.70); I*= 0%
Test for overall effect: Z = 3.93 (P < 0.0001)

Age(others)
Zou,Y.2008
Sun,G.2008
Feng,X.2008
Zhao,H.2008
Yang,Q.2008
Wang,Y.2009
Lv,D.2009
Zhang, L.2009
Wen,K.2009
Song,Z.2009
Liu,Y.2010
Li,Z.2010
Hong,Y.2010
Hou,A.2010
Shi,X.2010
Ding,P.2011
He,W.2011
Fan,S.2011
Wu,Q.2011
Lu,Z.2011
Wang,J.2012
Wang,Y.2012
Xu,Y.2012
Zhang,Y. 2012
Pei, W.2012
Lai,l.2013
Xu, H.2013
Cheng, B.2014
Liu,Y.2014

Li, H.2014

Li, J.2014
Han, R.2015
Zhao, 5.2015
Ning, $.2015
Chen, Y.2016
Zhang, S.2016
Li, J.-c.2016
Ma, Y. 2016
Zhang, X.2016
Fang, L.2016
Li, J.2016
Huang, W.2017
Wu, T.2017
Su, S.2017
Ma, M.2017
Zhang, H.2017
Lv, W.2018
Zhou, D.2018
Liu, H.2019
Su,D.2019
Zhao,J.2019
Geng,K.2020
Xu, Y.2020
Xu,Z.2020
Subtetal (95% CI)
Total events

24
17
30
"
23
17
22
15
16
10
16
16
57
16
13

9
15
22
17
18
14
16
16
21
15
45
19
12
18
16
1"
14
19
19
15
11
21
19
18
35
23
17
53
35
19
42
16
30
19
30
31
27
16
25

1141

32 12
34 13
35 16
34 12
45 17
39 12
21 7
49 16
60 18
349

123
42 13
33 15
68 25
30 6
30 11
32 12
30 "
32 14
38 15
30 9
32 10
36 12
20 32
40 14
28 10
18 10
29 10
41 12
30 11
34 17
25 10
36 14
33 16
41 15
40 11
70 40
38 18
49 16
43 17
30 12
27 10
36 10
43 12
31 11
30 13
19 8
35 18
33 19
25 8
45 27
47 9
39 11
67 40
40 23
42 12
52 26
30 15
58 22
44 12
41 17
43 22
45 17
45 12
40 14

2105
823

Heterogeneity: Chi? = 47.26, df = 53 (P = 0.70); F* = 0%
Test for overall effect: Z = 9.28 (P < 0.00001)

Total (95% CI)
Total events

1318

2454

946

Heterogeneity: Chi? = 52.84, df = 62 (P = 0.79); I* = 0%
Test for overall effect: Z = 10.08 (P < 0.00001)
Test for subaroun differences: Chi? = 0.01. df =1 (P = 0.92). I’ = 0%

30
34
35
34
45
32
21
49
60
340

39

62
20
27
27
30
31
38
30
32

70
38
28
22
23
38
30

24
36
33
42
40
70
42
52
43
30
27

43
31

19
35
35
25
45
47
40
68
39
42

555322888

40
2057

2397

1.6%
17%
1.7%
1.3%
1.5%
1.8%
0.5%
1.8%
26%
14.4%

1.4%
1.8%
35%
1.1%
0.6%
1.4%
0.7%
1.8%
21%
1.4%
1.2%
1.6%
3.1%
2.0%
1.3%
1.1%
1.3%
1.4%
11%
1.9%
1.1%
1.8%
2.0%
1.7%
1.6%
3.4%
2.0%
28%
2.3%
1.3%
1.4%
1.4%
16%
1.0%
1.5%
0.8%
1.4%
1.9%
0.5%
1.4%
1.1%
1.5%
2.0%
0.7%
1.6%
1.2%
1.7%
2.5%
1.6%
1.1%
1.5%
1.6%
1.8%
1.2%
85.6%

100.0%

‘Odds Ratio

Odds Ratio
M-H, Fixed, 95% CI

1.32[0.48, 3.63]
1.28 [0.48, 3.36]
1.41[0.55, 3.61]
2.32[0.87, 6.16)
2.71[1.16, 6.36)
1.29[0.50, 3.35]
5.001.35, 18.55]
2.33[1.03, 5.29)
1.56[0.73, 3.31]
1.85[1.36, 2.51]

2,67 [1.08, 6.58]
1.06 [0.40, 2.86]
1.17 [0.58, 2.35]
1.35 [0.40, 4.53]
4.78[1.52, 14.98]
1.42 [0.51, 3.96]
4.75[1.58, 14.25]
1.07 [0.40, 2.89]
1.12 [0.45, 2.79]
1.17 [0.39, 3.47]
2.20[0.79, 6.10]
1.60 [0.62, 4.16]
2.05[1.09, 3.88]
1.14 [0.46, 2.85]
1.56 [0.53, 4.56]
1.20 [0.34, 4.18]
1.39 [0.46, 4.18]
2.51[1.00, 6.29]
2.26 [0.80, 6.36]
1.13[0.43, 2.91]
1.78 [0.57, 5.53]
1.26 [0.49, 3.21]
1.00 [0.38, 2.63]
1.89 [0.78, 4.55]
158 [0.62, 4.07]
1.35[0.68, 2.67]
1.33[0.55, 3.22]
0.73[0.30, 1.76]
1.10 [0.47, 2.60]
1.71[0.62, 4.77]
1.17 [0.39, 3.49]
1.65 [0.61, 4.45]
2.05[0.83, 5.02]
2.88[1.03,8,07]
1.31[0.47, 3.61]
1.89 [0.52, 6.85]
2.00 [0.77, 5.18]
1.14 [0.44, 2.98]
5.46 [1.63, 18.36]
2.33[0.93, 5.87]
4.05[1.61, 10.20]
2.04[0.80, 5.21]
2.65[1.24, 5.68]
4.87 [1.57, 15.13)
2.07[0.84, 5.10]
4.20[1.75,10.11]
114 [0.41,3.15]
1.75 [0.84, 3.67]
2.03[0.83, 4.95]
3.85[1.52, 9.75]
2.47[1.01, 6.04]
2.47[1.06, 5.77]
152[0.62,3.73]
3.10[1.24, 7.71]
1.81[1.60, 2.06]

1.82[1.62, 2.04]

2011
2012
2012
2013
2014
2015
2015
2020
2020

2008
2008
2008
2008
2008
2009
2009
2009
2009
2009
2010
2010
2010
2010
2010
2011
2011
2011
2011
2011
2012
2012
2012
2012
2012
2013
2013
2014
2014
2014
2014
2015
2015
2015
2016
2016
2018
2016
2016
2018
2016
2017
2017
2017
2017
2017
2018
2018
2019
2019
2019
2020
2020
2020
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Figure S59 Subgroups analysis of objective response rate by age
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Figure S60 Meta-regression of objective response rate by age



Aidi injetion

Age(=>60)

Jiang,5.2011 29
Fu, L.2012 32
Sun,J.2012 25
Ju,8.2013 32
Wen, H.2014 43
Zhang, M.2015 28
Zhu, H.2015 19
Tan, H.2020 49
Chen,C.2020 44
Subtotal (95% CI)

Total events 301

32
35
34
34
45
39
21
60
49
349

Gemcitabine and cisplatin
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% CI Year

25
28
25
29
36
23
14
39
34

253

Heterogeneity: Chi* = 7.49, df = 8 (P = 0.48); I = 0%
Test for overall effect: Z = 3.94 (P < 0.0001)

Age(others)

Zou,Y.2006 35
Feng,X.2008 62
‘Yang,Q.2008 29
Sun,G.2008 31
Wen,K.2009 32
Zhang, L.2009 27
Song,Z.2009 27
Lv,D.2009 28
Wang,Y.2009 29
Shi,X.2010 27
Liu,Y.2010 25
Hong,Y.2010 78
Li,Z2.2010 18
Hou,A.2010 37
Fan,8.2011 35
He,W.2011 26
Wu,Q.2011 28
Lu.Z.2011 30
Wang,J.2012 20
Wang,Y.2012 28
Pei, W.2012 35
Zhang,Y. 2012 34
XuY.2012 30
Lai,L.2013 63
Xu, H.2013 33
Li, H.2014 26
Liu,Y.2014 35
Li, J.2014 19
Cheng, B.2014 39
Han, R.2015 32
Ning, 5.2015 26
Zhao, $.2015 37
Chen, Y¥.2016 24
Zhang, S.2016 14
Zhang, X.2016 21
Ma, Y. 2016 28
Li, J.-c.2016 31
Fang, L.2016 42
Li, J.2016 45
Wu, T.2017 62
Su, §.2017 37
Ma, M.2017 37
Huang, W.2017 36
Zhang, H.2017 50
Lv, W.2018 24
Zhou, D.2018 50
Su,D.2019 39
Zhao,J.2019 39
Liu, H.2019 39
Geng,K.2020 39
Xu, ¥.2020 43
Xu,Z.2020 33
Subtotal (95% CI)

Total events 1794

42
68
30
33
38
32
30
30
32
28
32
90
36
40
41
29
30
34
25
36
40
41
33
70
38
30
43
27
49
36
31
43
30
19
25
33
35
45
47
67
40
42
39
52
30
58
41
43
44
45
45
40
2057

25
56
23
27
32
23
25
23
21
25
22
50
21
29
29
19
26
28
16
20
27
32
26
60
34
23
33
16
42
27
22
28
18
14
14
28
26
34
34
56
26
29
30
46
25
38
33
34
30
31
33
24

1513

Heterogeneity: Chi? = 37.07, df = 51 (P = 0.93); I = 0%
Test for overall effect: Z = 9.82 (P < 0.00001)

Total (95% CI)
Total events 2095

2406

1766

Heterogeneity: Chi* = 44,59, df = 60 (P = 0.93); I = 0%
Test for overall effect: Z = 10.58 (P < 0.00001)
Test for subaroup differences: Chi? = 0.03. df = 1 (P = 0.86). I = 0%

30 1.1%
35 1.1%
34 3.0%
34 08%
45 0.7%
32 32%
21 0.6%
60  3.2%
49 1.6%
340 152%
39 1.9%
62 2.3%
27 04%
30 0.8%
38 23%
31 16%
30 1.1%
30 0.7%
27 1.0%
28 0.4%
32 22%
70 34%
36 47%
38 1.0%
38 20%
23 1.0%
30 08%
34 1.5%
24 1.5%
36 2.0%
40 1.5%
42 24%
33 11%
70 27%
42 1.9%
30 1.4%
43 28%
27 21%
52 3.7%
36 1.3%
31 1.6%
43 1.8%
30 1.6%
19 1.7%
25 1.0%
35 1.9%
35 1.3%
45 1.0%
47 07%
68 1.9%
39 0.9%
42 16%
40 1.0%
52 0.8%
30 22%
58 24%
41 0.7%
43 1.4%
4 1.5%
45 1.9%
45 0.7%
40 1.9%
2015  84.8%
2355 100.0%

Odds Ratio

Odds

1.93[0.42, 8.91)
2,67 [0.63, 11.31)

1.00 [0.34, 2.94]
2.76 [0.50, 15.33]
5,38 [1.09, 26.49)

1.00 [0.35, 2.82)
4.75 [0.85, 26.43)
2.40 [1.03, 5.57)
3.88[1.28, 11.74)
2.22[1.49, 3.30]

2.80[0.99, 7.94]
1.11[0.34, 3.63)
5.04 [0.53, 48.26]
1.72 [0.27, 11.09]
1.00 [0.29, 3.43]
1.88 [0.54, 6.54]
1.80 [0.39, 8.32)
4.26 [0.81, 22.53)
2.76 [0.62, 12.32)
3.24 [0.32, 33.22)
1.62 [0.53, 4.99)
2.60[1.17, 5.78]
0.71[0.28, 1.81]
3.83 [0.95, 15.43]
1.81[0.58, 5.68]
1.82[0.36, 9.12)
215 [0.36, 12.76]
1.61[0.41, 6.30]
2.00 [0.55, 7.31]
2.80[1.01, 7.80]
3.37 [1.07, 10.61)
1.52 [0.52, 4.47)
2,69 [0.63, 11.49)
1.50 [0.54, 4.20]
1.55 [0.46, 5.24]
1.98[0.51, 7.63]
1.33[0.47, 3.77)
1.63[0.53, 5.04]
0.93 [0.35, 2.47]
2,67 [0.74, 9.63]
2.13[0.62, 7.29]
3.30 [1.14, 9.60]
2,67 [0.84, 8.46]
1.00 [0.24, 4.24)
4.13[1.09, 15.59)
1.40 [0.40, 4.94)
268 [0.74, 9.73]
4.53[1.17, 17.55)
8.60 [1.82, 40.69]
2,66 [0.88, 8.02)
6.17 [1.60, 23.83]
3.32 [1.06, 10.37)
4.00 [1.01, 15.87)
3.26 [0.63, 16.97)
0.80[0.22, 2.97)
3.29[1.31,8.27]
4.73[0.94, 23.82)
258[0.73,9.14]
3.64 [1.18, 11.23)
2.94[1.01,853]
7.82 [1.64, 37.36]
3.14[1.12, 8.82)
2.30 [1.95, 2.72]

2.20 [1.97, 2.67]

2011
2012
2012
2013
2014
2015
2015
2020
2020

Ratio
.d, 95% CI

H

A

*

"
) +
0.01 0.1

Favours [Gemcitabine and cisplatin] Favours [Aidi injetion]

Figure S61 Subgroups analysis of disease control rate by age
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Figure S62 Meta-regression of disease control rate by age



Aidi inj; and ci; i Odds Ratio Odds Ratio

Study or Subgroup  Events Tota Events Total Weight M-H, Fixed, 95% CI Year M-H. Fixed, 95% CI
Age(=60)
Sun,J.2012 23 34 30 34 22% 0.28[0.08, 0.99] 2012
Fu, L.2012 24 35 32 3B 23% 0.20[0.05, 0.81] 2012 -
Zhang, M.2015 26 39 28 32 24% 0.29[0.08, 0.99] 2015
Zhu, H.2015 6 21 15 21 2.5% 0.16[0.04, 0.61] 2015 -
Chen,C.2020 33 49 43 49  32% 0.29[0.10, 0.82] 2020 -
Tan, H.2020 51 60 57 60 2.0% 0.30[0.08, 1.16] 2020 r
Subtotal (95% CI) 238 231 146%  0.25[0.15,0.42] -
Total events 163 205
Heterogeneity: Chi* =0.71, df = 5 (P = 0.98); I* = 0%
Test for overall effect: Z = 5.27 (P < 0.00001)
Age(others)
Feng,X.2008 64 68 60 62 09% 0.53[0.09, 3.02] 2008 - 1
Wang,Y.2009 26 32 22 27 1.0% 0.98 [0.26, 3.67] 2009 - ]
Zhang, L.2009 5 32 14 31 2.8% 0.22 [0.07, 0.74] 2009 -
Wen,K.2009 23 38 31 38 28% 0.35[0.12, 0.99] 2009 |
Hou,A.2010 14 40 22 38 34% 0.39[0.16, 0.98] 2010 - |
Hong,Y.2010 26 90 31 70 57% 0.51[0.27, 0.98] 2010 ]
Lu,Z.2011 " 34 20 34 31% 0.33[0.12, 0.90] 2011 -
Xu,Y.2012 23 33 33 33 24% 0.03[0.00, 0.60] 2012
Wang,Y.2012 19 36 26 38 28% 0.43[0.16, 1.15] 2012 - |
Zhang,Y. 2012 12 41 17 42 27% 0.61[0.24, 1.52] 2012 - 1
Wang,J.2012 7 25 9 24 1.5% 0.65[0.19, 2.16] 2012 - |
Xu, H.2013 13 38 22 42 32% 0.47[0.19, 1.17] 2013 - 1
Liu,Y.2014 27 43 36 43 31% 0.33[0.12,0.91] 2014 -
Cheng, B.2014 34 49 47 52 32% 0.24[0.08, 0.73] 2014 -
Li, J.2014 5 27 6 27 114% 0.80[0.21,3.00] 2014 - 1
Ning, 8.2015 16 31 16 31 18% 1.00[0.37, 2.71] 2015 -1
Han, R.2015 7 36 1 38 2.0% 0.55[0.18, 1.63] 2015 -
Li, X.2015 2 20 8 20 1.7% 0.17[0.03, 0.92] 2015 -
Zhao, §.2015 7 43 10 43 1.9% 0.64[0.22, 1.88] 2015 - 1
Ma, Y. 2016 7 33 15 3% 27% 0.36[0.12, 1.05] 20186 - 1
Zhang, 5.2016 2 19 4 19 08% 0.44 [0.07, 2.76] 2016 -
Li, J.2016 12 47 19 47 33% 0.51[0.21, 1.21] 2016 - |
Li, J.-c.2016 14 35 26 3B 3.6% 0.23[0.08, 0.64] 2016 -
Fang, L.2016 5 45 13 45 27% 0.31[0.10, 0.95] 2016
Ma, M.2017 " 42 16 42 27% 0.58[0.23, 1.46] 2017 A
Huang, W.2017 10 39 12 40 2.0% 0.80[0.30, 2.16] 2017 - 1
Su, 8.2017 2 40 2 39  04% 0.97 [0.13, 7.28] 2017 |
Zhang, H.2017 13 52 22 52 38% 0.45[0.20, 1.05] 2017 -1
Wu, T.2017 10 67 21 68 41% 0.39[0.17,0.82] 2017 -
Wu, ¥.2017 3 109 9 109 2.0% 0.31[0.08, 1.19] 2017 - T
Zhou, D.2018 1" 58 13 58 24% 0.81[0.33, 1.99] 2018 - 1T
Zhang, H.2018 13 30 22 30 29% 0.28[0.09, 0.82] 2018
Guo, X.2020 T 51 16 51 32% 0.35[0.13, 0.94] 2020
Xu,2.2020 2 40 6 40  1.3%  0.30[0.06, 1.58] 2020 —
Subtotal (95% CI) 1463 1439 854%  0.44[0.37,0.53] *
Total events 463 657
Heterogeneity: Chi* = 21.87, df = 33 (P = 0.93); 1= 0%
Test for overall effect: Z = 9.01 (P < 0.00001)
Total (95% ClI) 1701 1670 100.0% 0.41 [0.35, 0.49] *
Total events 626 862 . ) ) )

ity: Chi? = = = 2= ; + + 1
Heterogeneity: Chi* = 26.97, df = 39 (P = 0.93); = 0% 0.01 01 10 100

Test for overall effect: Z = 10.32 (P < 0.00001)
Test for subaroun differences: Chi? = 4.00. df = 1 (P = 0.05). = 75.0%

Figure S63 Subgroups analysis of neutropenia by age
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Figure S64 Meta-regression of neutropenia by age



Age(=>60)

Sun,J.2012 28 34 29 34
Ju,8.2013 13 34 14 34
Wen, H.2014 23 45 39 45
Zhang, M.2015 32 39 27 32
Zhu, H.2015 7 21 16 21
Chen,C.2020 40 49 42 49
Tan, H.2020 47 60 54 60
Subtotal (35% CI) 282 275
Total events 180 221

Heterogeneity: Chi? = 10.54, df = 6 (P = 0.10); I = 43%

Test for overall effect: Z = 3.69 (P = 0.0002)

Age(others)

Zou,Y.2006 32 42 29 39
Feng,X.2008 55 68 54 62
Wang,Y.2009 5 32 5 27
Wen K.2008 20 38 29 38
Lv.D.2009 10 30 19 30
Zhang, L.2009 " 32 20 k1l
Song,Z.2009 10 30 11 30
Hou,A.2010 & 40 12 38
Li,Z.2010 16 36 20 36
Shi,X.2010 12 28 20 28
Liu,Y.2010 7 32 14 32
Hong,Y.2010 20 90 29 70
Lu,Z.2011 10 34 18 34
He,W.2011 12 29 13 23
Xu,Y.2012 7 33 18 33
Wang,Y.2012 21 36 28 36
Zhang,Y. 2012 9 41 14 42
Wang,J.2012 5 25 8 24
Xu, H.2013 20 38 30 42
Lai,l.2013 20 70 28 70
Cai,H.2013 6 19 8 19
Li, H.2014 18 30 22 30
Cheng, B.2014 7 49 7 52
Liu,Y.2014 24 43 32 43
Zhao, 8.2015 5 43 10 43
Li, X.2015 15 20 15 20
Ning, $.2015 12 3 16 3
Li, J.-c.2016 7 35 19 35
Zhang, S.2016 2 19 3 19
Ma, Y. 2016 5 33 13 35
Fang, L.2016 8 45 14 45
Li, J.2016 15 47 27 47
Wu, T.2017 " 67 23 68
Zhang, H.2017 16 52 29 52
Su, 5.2017 4 40 3 39
Wu, Y.2017 37 109 63 109
Zhang, H.2018 7 40 18 40
Zhou, D.2018 29 58 31 58
Su,D.2019 5 41 15 41
Geng,K.2020 21 45 30 45
Guo, X.2020 5 51 13 51
Xu,Z.2020 2 40 7 40
Subtotal (95% CI) 1761 1727
Total events 566 838

Heterogeneity: Chi? = 28.39, df = 41 (P = 0.93); P = 0%

Test for overall effect: Z = 10.58 (P < 0.00001)

Total (95% Cl) 2043 2002

Total events 756 1059
Heterogeneity: Chi* = 38.98, df =48 (P = 0.82); I = 0%

Test for overall effect: Z = 11.21 (P < 0.00001)

Test for subaroun differences: Chi# = 0.03. df =1 (P = 0.87). F = 0%
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Figure S66 Meta-regression of gastrointestinal reaction by age



Aidi injetion

Aidi injection(50-60ml)

Feng,X.2008 30 68 25
Song,Z.2009 10 30 9
Wen,K.2009 16 38 15
Liu,Y.2010 16 32 10
Hou,A.2010 16 40 14
Hong,¥.2010 57 90 32
Shi,X.2010 13 28 10
Fan,5.2011 22 4 12
Ding,P.2011 9 18 10
Pei, W.2012 15 40 "
Fu, L.2012 19 35 16
Sun,J.2012 15 34 13
Wang,J.2012 14 25 10
Zhang,Y. 2012 21 41 15
Xu, H.2013 19 38 18
Lai,L.2013 45 70 40
Ju,8.2013 18 34 12
Liu,Y.2014 18 43 17
Li, J.2014 " 27 10
Li, H.2014 16 30 12
Wen, H.2014 28 45 17
Zhang, M.2015 17 39 12
Ning, $.2015 19 31 11
Han, R.2015 14 36 10
Zhang, $.2016 11 19 8
Ma, Y. 2016 19 33 19
Fang, L.2016 35 45 27
Zhang, X.2016 18 25 8
Su, 8.2017 35 40 23
Ma, M.2017 19 42 12
Huang, W.2017 17 39 11
Lv, W.2018 16 30 15
Zhou, D.2018 30 58 22
Liu, H.2019 19 44 12
Zhao,J.2019 3 43 22
Geng K.2020 27 45 17
Xu, Y.2020 16 45 12
Tan, H.2020 24 60 18
Subtotal (95% CI) 1521

Total events 796 587

Heterogeneity: Chi? = 20.91, df = 37 (P = 0.98); I* = 0%
Test for overall effect: Z = 7.23 (P < 0.00001)

Aidi injection(70-80ml)

Zou,Y 2006 24 42 13
Yang,Q.2008 23 30 1
Zhang, L.2009 15 32 14
Lv,D.2009 22 30 11
Xu,Y.2012 16 33 16
Wang,Y.2012 16 36 14
Chen, Y.2016 15 30 13
Subtotal (95% CI) 233

Total events 131 92

Heterogeneity: Chi? = 9.94, df = 6 (P = 0.13); 1*= 40%
Test for overall effect: Z = 3.27 (P = 0.001)

Aidi injection(90-100ml)

Sun,G.2008 17 33 15
Lu,Z.2011 18 34 17
Wu,Q.2011 17 30 11
Jiang,S.2011 15 32 12
Zhao, $.2015 19 43 12
Zhu, H.2015 15 21 7
Li, J.-c.2016 21 35 15
Wu, T.2017 53 67 40
Subtotal (95% CI) 295

Total events 175 129

Heterogeneity: Chi? = 5.95, df = 7 (P = 0.55); I = 0%
Test for overall effect: Z = 3.71 (P = 0.0002)

Aidi injection(others)

Zhao,H.2008 11 30 6
Wang,Y.2009 17 32 12
Li,Z.2010 16 38 12
He,W.2011 15 29 10
Cheng, B.2014 12 49 16
Li, J.2016 23 47 9
Zhang, H.2017 42 52 26
Su,D.2019 30 41 17
Chen,C.2020 26 49 16
Xu,Z.2020 25 40 14
Subtotal (35% CI) 405

Total events 217 138

Heterogeneity: Chi® = 14.17, df =9 (P = 0.12); I* = 37%
Test for overall effect: Z = 5.15 (P < 0.00001)

Total (95% CI) 2454

Total events 1319 946
Heterogeneity: Chi? = 52.84, df = 62 (P = 0.79); I’ = 0%
Test for overall effect: Z = 10.08 (P < 0.00001)

Gemcitabine and cisplatin

1493
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30
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43
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2397

Test for suboroup differences: Chi* = 1.89. df = 3 (P = 0.60). I* = 0%
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Figure S67 Subgroups analysis of objective response rate by dosage of Aidi injection
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Figure S68 Meta-regression of objective response rate by dosage of Aidi injection



Aidi injetion  Gemcitabine and cisplatin

Aidi injection(50-60ml)

Feng,X.2008 62 68 56
Song,Z.2009 27 30 25
Wen,K.2009 32 38 32
Hong,Y.2010 78 20 50
Hou,A.2010 37 40 29
Liu,Y.2010 25 32 22
Shi,X.2010 27 28 25
Fan,5.2011 35 41 29
Pei, W.2012 35 40 27
Sun,J.2012 25 34 25
Wang,J.2012 20 25 16
Zhang,Y. 2012 34 4 32
Fu, L.2012 32 35 28
Xu, H.2013 33 38 34
Lai,L.2013 63 70 60
Ju,8.2013 32 34 29
Liu,Y.2014 35 43 33
Li, J.2014 19 27 16
Wen, H.2014 43 45 36
Li, H.2014 26 30 23
Zhang, M.2015 28 39 23
Ning, §.2015 26 31 22
Han, R.2015 32 36 27
Ma, Y. 2016 28 33 28
Zhang, 5.2016 14 19 14
Fang, L.2016 42 45 34
Zhang, X.2016 21 25 14
Ma, M.2017 37 42 29
Su, 8.2017 37 40 26
Huang, W.2017 36 39 30
Lv, W.2018 24 30 25
Zhou, D.2018 50 58 38
Zhao,J.2019 39 43 34
Liu, H.2019 39 44 30
Tan, H.2020 49 60 39
Xu, ¥.2020 43 45 33
Geng,K.2020 39 45 31
Subtotal (95% CI) 1503

Total events 1304 1104

Heterogeneity: Chi* = 26.71, df = 36 (P = 0.87); I*= 0%
Test for overall effect: Z = 8.09 (P < 0.00001)

Aidi injection(70-80ml)

Zou,Y.2006 35 42 25
Yang,Q.2008 29 30 23
Lv,D.2009 28 30 23
Zhang, L.2009 27 32 23
Wang,Y.2012 28 36 20
Xu,Y.2012 30 33 26
Chen, Y.2016 24 30 18
Subtotal (95% CI) 233

Total events 201 158

Heterogeneity: Chi* = 0.91, df = 6 (P = 0.99); I = 0%
Test for overall effect: Z = 4.20 (P < 0.0001)

Aidi injection(90-100ml)

Sun,G.2008 31 33 27
Lu,Z.2011 30 34 28
Wu,Q.2011 28 30 26
Jiang,S.2011 29 32 25
Zhao, $.2015 37 43 28
Zhu, H.2015 19 21 14
Li, J.-¢.2016 31 35 26
Wu, T.2017 62 67 56
Subtotal (95% CI) 295

Total events 267 230

Heterogeneity: Chi? = 1.51, df =7 (P =0.98); I? = 0%
Test for overall effect: Z = 3.79 (P = 0.0001)

Aidi injection(others)

Wang,Y.2009 29 32 21
Li,Z.2010 18 36 21
He,W.2011 26 29 19
Cheng, B.2014 39 49 42
Li, J.2016 45 47 34
Zhang, H.2017 50 52 46
Su,D.2019 39 41 33
Chen,C.2020 44 49 34
Xu,Z.2020 33 40 24
Subtotal (95% CI) 375

Total events 323 274

Heterogeneity: Chi* = 14.22, df = 8 (P = 0.08); I* = 44%
Test for overall effect: Z = 3.92 (P < 0.0001)

Total (95% CI) 2406

Total events 2095 1766
Heterogeneity: Chi? = 44 59, df = 60 (P = 0.93); I = 0%
Test for overall effect: Z = 10.58 (P < 0.00001)
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Test for subaroun differences: Chi? = 1.06. df = 3 (P = 0.79). F = 0%
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Figure S69 Subgroups analysis of disease control rate by dosage of Aidi injection
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Figure S70 Meta-regression of disease control rate by dosage of Aidi injection



Aidi inj and i
Aidi injection(50-60ml)
Feng,X.2008 64 68 60 62
Wen,K.2009 23 38 31 38
Hong,Y.2010 26 90 31 70
Hou,A.2010 14 40 22 38
Wang,J.2012 7 25 9 24
Zhang,Y. 2012 12 4 17 42
Fu, L.2012 24 35 32 35
Sun,J.2012 23 34 30 34
Xu, H.2013 13 38 22 42
Liu,Y.2014 27 43 36 43
Li, J.2014 5 27 6 27
Han, R.2015 7 36 " 36
Li, X.2015 2 20 8 20
Zhang, M.2015 26 39 28 32
Ning, S.2015 16 31 16 kil
Fang, L.2016 5 45 13 45
Zhang, S.2016 2 19 4 19
Ma, Y. 2016 7 33 15 35
Su, 5.2017 2 40 2 39
Wu, Y.2017 3 109 9 109
Ma, M.2017 " 42 16 42
Huang, W.2017 10 39 12 40
Zhou, D.2018 " 58 13 58
Zhang, H.2018 13 30 22 30
Tan, H.2020 51 60 57 60
Guo, X.2020 7 51 16 51
Subtotal (95% CI) 1131 1102
Total events 41 538
Heterogeneity: Chi® = 14.60, df = 25 (P = 0.95); 12 = 0%
Test for overall effect: Z = 7.35 (P < 0.00001)
Aidi injection(70-80ml)
Zhang, L.2009 5 32 14 31
Wang,Y.2012 19 36 26 36
Xu,¥.2012 23 33 33 33
Subtotal (95% CI) 101 100
Total events 47 73
Heterogeneity: Chi? = 3.16, df = 2 (P = 0.21); = 37%
Test for overall effect: Z = 4.01 (P <0.0001)
Aidi injection(90-100ml)
Lu,Z.2011 " 34 20 34
Zhu, H.2015 6 21 15 21
Zhao, §.2015 7 43 10 43
Li, J.-c.2016 14 35 28 35
Wu, T.2017 10 67 21 68
Subtotal (95% CI) 200 201
Total events 48 92
Heterogeneity: Chi? = 3.23, df = 4 (P = 0.52); I* = 0%
Test for overall effect: Z = 4.72 (P < 0.00001)
Aidi injection(others)
Wang,Y.2009 26 32 22 27
Cheng, B.2014 34 49 47 52
Li, J.2016 12 47 19 47
Zhang, H.2017 13 52 22 52
Chen,C.2020 33 49 43 49
Xu,Z.2020 2 40 6 40
Subtotal (95% CI) 269 267
Total events 120 159
Heterogensity: Chi? = 3.45, df = 5 (P = 0.63); I = 0%
Test for overall effect: Z = 4.13 (P < 0.0001)
Total (95% CI) 1701 1670
Total events 626 862

Heterogeneity: Chiz = 26.97, df = 39 (P = 0.93); 1= 0%
Test for overall effect: Z = 10.32 (P < 0.00001)

Test for subaroun differences: Chi? =3.91. df =3(P=027). F=23.3%
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Figure S71 Subgroups analysis of neutropenia by dosage of Aidi injection
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Figure S72 Meta-regression of neutropenia by dosage of Aidi injection



Aidi injetion  Gemcitabine and cisplatin 0Odds Ratio Odds Ratio
Events Total Weight M-H, Fixed, 95% Cl Year 2d, 85% Cl

Aidi injection(50-60ml)

M-H, Fixe
Feng,X.2008 55 68 54 62  1.9% 0.63[0.24, 1.63] 2008 - 1
Wen,K.2009 20 38 29 38 24% 0.34[0.13, 0.92] 2009 -
Song,Z.2009 10 30 11 30 1.3% 0.86 [0.30, 2.50] 2009 - 1
Hou,A.2010 5 40 12 38 1.8% 0.31[0.10, 0.99] 2010
Hong,Y.2010 20 90 29 70 44% 0.40[0.20, 0.80] 2010 -
Liu,Y.2010 7 32 14 32 1.9% 0.36[0.12, 1.07] 2010 - 1
Shi,X.2010 12 28 20 28 20% 0.30[0.10, 0.91] 2010 -
Zhang,Y. 2012 9 41 14 42 1.9% 0.56 [0.21, 1.50] 2012 - 1
Sun,J.2012 28 34 29 34 09% 0.80[0.22, 2.94] 2012 - 1
Wang,J.2012 5 25 8 24 11% 0.50 [0.14, 1.83] 2012 7
Ju,8.2013 13 34 14 34  15% 0.88[0.33, 2.34] 2013 - 1T
Xu, H.2013 20 38 30 42  23% 0.44[0.18,1.12] 2013 - T
Lai,L.2013 20 70 28 70 34% 0.60[0.30, 1.21] 2013 - I
Li, H.2014 18 30 22 30 15% 0.55[0.18, 1.62] 2014 - 1
Wen, H.2014 23 45 39 45  3.3% 0.16 [0.06, 0.45] 2014
Liu,Y.2014 24 43 32 43 24% 0.43[0.17,1.08] 2014 1
Ning, $.2015 12 31 16 3 17% 0.59[0.22, 1.62] 2015 -
Li, X.2015 15 20 15 20 0.8% 1.00[0.24, 4.18] 2015 -
Zhang, M.2015 32 39 27 32 09% 0.85[0.24, 2.97] 2015 - 1
Fang, L.2016 6 45 14 45 21% 0.34[0.12, 0.99] 2016
Ma, Y. 2016 5 33 13 35 1.8% 0.30[0.09, 0.98] 2016
Zhang, 8.2016 2 19 3 19 05% 0.63[0.09, 4.26] 2016
Su, 8.2017 4 40 3 39 05% 1.33[0.28, 6.39] 2017 -1
Wu, Y.2017 37 109 63 109 7.1% 0.38[0.22, 0.65] 2017 -
Zhou, D.2018 29 58 31 58 27% 0.87[0.42, 1.81] 2018 - 1
Zhang, H.2018 7 40 18 40  25% 0.26 [0.09, 0.72] 2018
Geng,K.2020 21 45 30 45  27% 0.44[0.19, 1.03] 2020 D
Guo, X.2020 5 51 13 51 20% 0.32[0.10, 0.87] 2020
Tan, H.2020 47 60 54 60 2.0% 0.40[0.14, 1.14] 2020 B
Subtotal (35% CI) 1276 1246 61.0% 0.47 [0.39, 0.56]
Total events 511 685

Heterogeneity: Chi? = 20,69, df = 28 (P = 0.84); I = 0%
Test for overall effect: Z = 8.29 (P < 0.00001)

Aidi injection(70-80ml)

Zou,Y.2006 32 42 29 38 12%  1.10[0.40,3.03] 2006 —
Zhang, L.2009 11 32 20 31 23%  0.29[0.10,0.81] 2009

Lv,D.2009 10 30 19 30 22%  0.29(0.10,0.84] 2009

Wang,Y.2012 21 36 28 36 20%  040[0.14,1.12] 2012 r
Xu,Y.2012 7033 18 33 24%  0.22(0.08,0.66] 2012

Subtotal (35% C1) 173 169 10.1%  0.39 [0.25, 0.62]

Total events 81 114

Heterogeneity: Chi? = 5,71, df = 4 (P = 0.22); P = 30%
Test for overall effect: Z = 3.99 (P < 0.0001)

Aidi injection(90-100ml)

Lu,Z.2011 10 34 19 34  23% 0.33[0.12, 0.90] 2011

Zhao, $.2015 5 43 10 43 1.5% 0.43[0.13, 1.40] 2015 —
Zhu, H.2015 7 21 16 21 1.8% 0.16[0.04, 0.60] 2015

Li, J.-c.2016 7 35 19 35 26% 0.21[0.07, 0.61] 2016

Wu, T.2017 1 67 23 68  3.3% 0.38[0.17, 0.87] 2017

Subtotal (95% CI) 200 201 11.5% 0.30 [0.19, 0.48]

Total events 40 87

Heterogeneity: Chi? = 2,08, df = 4 (P =0.72); I = 0%
Test for overall effect: Z = 5.05 (P < 0.00001)

Aidi injection(others)

“HH il il

Wang,Y.2009 5 32 5 27 0.8% 0.81[0.21, 3.18] 2009 —
Li,.Z.2010 16 36 20 36 1.9% 0.64 [0.25, 1.62] 2010 —
He W.2011 12 29 13 23 1.5% 0.54[0.18, 1.64] 2011 —
Cai,H.2013 6 19 8 19 0.9% 0.63[0.17,2.40] 2013 —
Cheng, B.2014 7 49 7 52  1.0% 1.07 [0.35, 3.31] 2014
Li, J.2016 15 47 27 47 3.2% 0.35[0.15, 0.81] 2016
Zhang, H.2017 16 52 29 52  34% 0.35[0.16, 0.79] 2017
Su,D.2019 5 41 15 41 2.3% 0.24[0.08, 0.75] 2019
Xu,Z.2020 2 40 7 40 1.1% 0.25[0.05, 1.28] 2020 I
Chen,C.2020 40 49 42 49 1.3% 0.74[0.25, 2.18] 2020 - 1
Subtotal (95% CI) 394 386 17.4%  0.48 [0.35, 0.67] <
Total events 124 173
Heterogeneity: Chi* = 6.91, df =9 (P = 0.65); P = 0%
Test for overall effect: Z = 4.29 (P < 0.0001)
Total (95% CI) 2043 2002 100.0% 0.45 [0.39, 0.51] +
Total events 756 1059
ity Chiz = - - 2= k + + i
Heterogeneity: Chi? = 38.98, df = 48 (P = 0.82); I = 0% 0.01 01 1 10 100

Test for overall effect: Z = 11.21 (P < 0.00001)

N ; Favours [Aidi injetion] Favours [Gemcitabine and cisplatin]
Test for subaroup differences: Chi? = 3.48. df = 3 (P = 0.32). I = 13.9%

Figure S73 Subgroups analysis of gastrointestinal reaction by dosage of Aidi injection
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Figure S74 Meta-regression of gastrointestinal reaction by dosage of Aidi injection



Aidi injetion Gemcitabine and cisplatin

i time(7 to 10days/cycle)

‘Yang,Q.2008 23 30 11
Lv,D.2009 22 30 11
Wen,K.2009 16 38 15
Wang,Y.2009 17 32 12
Ding,P.2011 9 18 10
Wang,Y.2012 16 36 14
Xu,Y.2012 16 33 16
Pei, W.2012 16 40 11
Sun,J.2012 15 34 13
Li, H.2014 16 30 12
Li, J.2014 11 27 10
Liu,Y.2014 18 43 17
Cheng, B.2014 12 49 16
Zhao, $.2015 19 43 12
Zhang, M.2015 17 39 12
Chen, Y.2016 15 30 13
Fang, L.2016 35 45 27
Zhang, X.2016 18 25 8
Wu, T.2017 53 67 40
Zhang, H.2017 42 52 26
Chen,C.2020 26 49 16
Tan, H.2020 24 60 18
Subtotal (95% CI) 850

Total events 455 340

Heterogeneity: Chi? = 25.38, df = 21 (P = 0.23); I* = 17%
Test for overall effect: Z = 5.53 (P < 0.00001)

Treatment time(14 to 15days/cycle)

Zou,Y.2008 24 42 13
Feng,X.2008 30 68 25
Sun,G.2008 17 33 15
Song,Z.2009 10 30 9
Zhang, L.2009 15 32 14
Hou,A.2010 16 40 14
Liu,Y.2010 16 32 10
Shi,X.2010 13 28 10
Hong,Y.2010 57 90 32
Li,Z.2010 16 36 12
Wu,Q.2011 7 30 11
Jiang,S.2011 15 32 12
Lu,Z.2011 18 34 17
He,W.2011 15 29 10
Fu, L.2012 19 35 16
Wang,J.2012 14 25 10
Zhang,Y. 2012 21 41 15
Lai,L.2013 45 70 40
Ju,8.2013 19 34 12
Xu, H.2013 19 38 18
Ning, 5.2015 19 31 11
2Zhu, H.2015 15 21 7
Li, J.-c.2016 21 35 15
Ma, Y. 2016 19 33 19
Lv, W.2018 16 30 15
Geng,K.2020 27 45 17
Subtotal (95% CI) 994

Total events 533 399

Heterogeneity: Chi? = 13.70, df = 25 (P = 0.97); I = 0%
Test for overall effect: Z = 5.25 (P < 0.00001)

Treatment time(21 to 28 days/cycle)

Zhao,H.2008 " 30 6
Fan,$.2011 22 41 12
Wen, H.2014 28 45 17
Zhang, $.2016 1 19 8
Li, J.2016 23 47 9
Huang, W.2017 17 39 11
Su, 8.2017 35 40 23
Zhou, D.2018 30 58 22
Zhao,J).2019 31 43 22
Su,D.2019 30 41 17
Xu,Z.2020 25 40 14
Xu, ¥.2020 16 45 12
Subtotal (95% CI) 488

Total events 279 173

Heterogeneity: Chi = 6.87, df = 11 (P = 0.81); I* = 0%
Test for overall effect: Z = 6.63 (P < 0.00001)

Treatment time(others)

Han, R.2015 14 36 10
Ma, M.2017 19 42 12
Liu, H.2019 19 44 12
Subtotal (95% CI) 122

Total events 52 34

Heterogeneity: Chiz = 0.13, df =2 (P = 0.94); P = 0%
Test for overall effect: Z = 2.40 (P = 0.02)

Total (95% CI) 2454

Total events 1319 946
Heterogeneity: Chi* = 52.84, df = 62 (P = 0.79); I’ = 0%
Test for overall effect: Z = 10.08 (P < 0.00001)
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Test for subaroup differences: Chiz = 6.93. df =3 (P = 0.07). I* = 56.7%
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Figure S75 Subgroups analysis of objective response rate by treatment time
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Figure S76 Meta-regression of objective response rate by treatment time



Aidi injetion  Gemcitabine and cisplatin QOdds Ratio QOdds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% Cl

Treatment time(7 to )

‘Yang,Q.2008 29 30 23 27 0.4% 5.04 [0.53, 48.26] 2008

Wang,Y.2009 29 32 21 27  1.0% 2.76[0.62, 12.32] 2009 ]

Wen,K.2009 32 38 32 38 23% 1.00 [0.29, 3.43] 2009 -

Lv,D.2009 28 30 23 30 0.7% 4.26 [0.81, 22.53] 2009 -
Pei, W.2012 35 40 27 40 1.5% 3.37[1.07, 10.61] 2012 -
Sun,J.2012 25 34 25 34  3.0% 1.00 [0.34, 2.94] 2012 S
Wang,Y.2012 28 36 20 36 2.0% 2.80[1.01,7.80] 2012 —
Xu,Y.2012 30 33 26 33 11% 2.69[0.63, 11.49] 2012

Li, H.2014 26 30 23 30 14% 1.98[0.51,7.63] 2014 -1
Cheng, B.2014 39 49 42 52 3.7% 0.93 [0.35, 2.47] 2014 - 1

Li, J.2014 19 27 16 27 21% 1.63[0.53,5.04] 2014 -1
Liu,Y.2014 35 43 33 43 2.8% 1.33[0.47,3.77] 2014 -1

Zhang, M.2015 28 39 23 32 3.2% 1.00 [0.35, 2.82] 2015 -1

Zhao, 8.2015 37 43 28 43 1.8% 3.30[1.14,9.60] 2015 -
Fang, L.2016 42 45 34 45 1.0%  4.53[1.17,17.55] 2016 -
Chen, Y.2016 24 30 18 30 1.6% 2.67 [0.84, 8.46] 2016 T
Zhang, X.2016 21 25 14 25 1.0%  4.13[1.09, 15.59] 2016

Zhang, H.2017 50 52 46 52  0.8%  3.26[0.63, 16.97] 2017 -1
Wu, T.2017 62 67 56 68 1.9% 2.66 [0.88, 8.02] 2017 T

Tan, H.2020 49 60 39 60 3.2% 2.40[1.03, 5.57] 2020 -
Chen,C.2020 44 49 34 49  16%  3.88[1.28, 11.74] 2020

Subtotal (95% CI) 832 821 37.9% 2.19[1.70,2.82]

Total events 712 603

Heterogeneity: Chi? = 16.08, df = 20 (P = 0.71); I?=0%
Test for overall effect: Z = 6.11 (P < 0.00001)

Treatment time(14 to 15days/cycle)

Heterogeneity: Chi? = 12.28, df = 25 (P = 0.98); I’ = 0%
Test for overall effect: Z = 5.04 (P < 0.00001)

Treatment time(21 to 28 days/cycle)

<>
Zou,Y.2006 35 42 25 39 1.9% 2.80[0.99, 7.94] 2006 —
Sun,G.2008 31 33 27 30 0.8% 1.72[0.27,11.09] 2008
Feng,X.2008 62 68 56 62 23% 1.11[0.34, 3.63] 2008 -1
Zhang, L.2009 27 32 23 31 1.6% 1.88 [0.54, 6.54] 2009 -1
Song,Z.2009 27 30 25 30 11% 1.80 [0.39, 8.32] 2009 -1
Hong,Y.2010 78 90 50 70 34% 2.60[1.17,5.78] 2010 -
Shi, X.2010 27 28 25 28 0.4% 3.24[0.32, 33.22] 2010
Liu,Y.2010 25 32 22 32 2.2% 1.62[0.53, 4.99] 2010 -1
Hou,A.2010 37 40 29 38 1.0% 3.83[0.95 15.43] 2010 -
Li,.Z.2010 18 36 21 36 4.7% 0.71[0.28, 1.81] 2010 [
Lu,Z.2011 30 34 28 34 1.5% 1.61[0.41,6.30] 2011 -1
Wu,Q.2011 28 30 26 30 08% 215[0.36, 12.76] 2011 -
Jiang,S.2011 29 32 25 30 11% 1.93[0.42, 8.91] 2011 -1
He,W.2011 26 29 19 23 1.0% 1.82[0.36,9.12] 2011 -
Wang,J.2012 20 25 18 24 1.5% 2.00[0.55, 7.31] 2012 -1
Zhang,Y. 2012 34 41 32 42 2.4% 1.52[0.52, 4.47] 2012 -1
Fu, L.2012 32 35 28 35 1.1% 267[063, 11.31] 2012 -1
Lai,L.2013 63 70 60 70 27% 1.50 [0.54, 4.20] 2013 B
Xu, H.2013 33 38 34 42 1.9% 1.55 [0.46, 5.24] 2013 -1
Ju,$.2013 32 34 29 34 08% 276[0.50,15.33] 2013 ]
Zhu, H.2015 19 21 14 21 06% 4.75[0.85, 26.43] 2015 T
Ning, S.2015 26 31 22 31 1.6% 2.13[0.62,7.29] 2015 -1 -
Li, J.-c.2016 3 35 26 35 1.3% 2.68[0.74,9.73] 2016 - T
Ma, Y. 2016 28 33 28 35 1.9% 1.40 [0.40, 4.94] 2016 - 1
Lv, W.2018 24 30 25 30 2.2% 0.80[0.22, 2.97] 2018 - 1
Geng,K.2020 39 45 31 45 1.9% 2.94[1.01,8.53] 2020  —
Subtotal (95% CI) 994 957 43.7% 1.87 [1.46, 2.38] <
Total events 861 746

Fan,$.2011 35 41 29 38 20% 1.81[0.58, 5.68] 2011

Wen, H.2014 43 45 36 45 0.7% 5.38[1.09, 26.49] 2014

Li, J.2016 45 47 34 47 0.7%  8.60[1.82,40.69] 2016

Zhang, $.2018 14 19 14 19 1.7% 1.00[0.24, 4.24] 2016

Su, 5.2017 37 40 26 39 0.9% 6.17 [1.60, 23.83] 2017

Huang, W.2017 36 39 30 40  1.0%  4.00[1.01,15.87] 2017

Zhou, D.2018 50 58 38 58 24% 3.29[1.31,8.27] 2018

Zhao,J.2019 39 43 34 43 1.4% 2.58[0.73,9.14] 2019 ]

Su,D.2019 39 41 33 41 0.7% 4.73[0.94, 23.82] 2019 1

Xu, Y.2020 43 45 33 45 0.7%  7.82[1.64,37.36] 2020

Xu,Z.2020 33 40 24 40 1.9% 3.14[1.12, 8.82] 2020 -

Subtotal (95% CI) 458 455 14.0%  3.59 [2.46,5.24] .

Total events 414 331

Heterogeneity: Chi? = 7.91, df = 10 (P = 0.64); 1= 0%

Test for overall effect: Z = 6.64 (P < 0.00001)

Treatment time(others)

Han, R.2015 32 36 27 36 1.3% 2.67[0.74,9.63] 2015 ]

Ma, M.2017 37 42 29 42 1.6%  3.32[1.06, 10.37] 2017 -

Liu, H.2019 39 44 30 44 1.5%  3.64[1.18,11.23] 2019 - -

Subtotal (95% CI) 122 122 44% 3;23[[1 64, 5;31]] -

Total events 108 86

Heterogeneity: Chi? = 0.13, df = 2 (P = 0.94); I* = 0%

Test for overall effect: Z = 3.38 (P = 0.0007)

Total (95% CI) 2406 2355 100.0%  2.29[1.97,2.67] *

Total events 2095 1766 . , )
ity: Chi? = = = 2= ; + +

Heterogeneity: Chi? = 44.59, df = 60 (P = 0.93); 1= 0% 0.01 01 1 10

Test for overall effect: Z = 10.58 (P < 0.00001)

Favours Gemcilabi.ne and cisplatin]  Favours [Aidi injetion|
Test for subaroup differences: Chi? = 9.29. df =3 (P = 0.03). P = 687.7% [ P ] [ ) ]

Figure S77 Subgroups analysis of disease control rate by treatment time
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Figure S78 Meta-regression of disease control rate by treatment time



Aidi injecti itabine and ci:

Treatment time(7 to 10days/cycle)

Wang,Y.2009 26 32 22 27
Wen,K.2009 23 38 3 38
Sun,J.2012 23 34 30 34
Xu,Y.2012 23 33 33 33
Wang,Y.2012 19 36 26 36
Liu,Y.2014 27 43 36 43
Li, J.2014 5 27 6 27
Cheng, B.2014 34 49 47 52
Zhao, $.2015 7 43 10 43
Zhang, M.2015 26 39 28 32
Li, X.2015 2 20 8 20
Fang, L.2016 5 45 13 45
Zhang, H.2017 13 52 22 52
Wu, T.2017 10 67 21 68
Zhang, H.2018 13 30 22 30
Chen,C.2020 33 49 43 49
Tan, H.2020 51 60 57 60
Subtotal (95% CI) 697 689
Total events 340 455

Heterogeneity: Chi? = 10.01, df = 16 (P = 0.87); P = 0%
Test for overall effect: Z = 7.63 (P < 0.00001)

Treatment time(14 to 15days/cycle)

Feng,X.2008 64 68 60 62
Zhang, L.2009 5 32 14 3
Hou,A.2010 14 40 22 38
Hong,Y.2010 26 90 3 70
Lu,Z.2011 " 34 20 34
Wang,J.2012 7 25 9 24
Fu, L.2012 24 35 32 35
Zhang,Y. 2012 12 41 17 42
Xu, H.2013 13 38 22 42
Ning, $.2015 16 31 16 31
Zhu, H.2015 6 21 15 21
Ma, Y. 2016 T 33 15 35
Li, J.-c.2016 14 35 26 35
Wu, Y.2017 3 109 9 109
Guo, X.2020 7 51 16 51
Subtotal (95% CI) 683 660
Total events 229 324

Heterogeneity: Chi = 10.54, df = 14 (P = 0.72); = 0%
Test for overall effect: Z = 6.78 (P < 0.00001)

Treatment time(21 to 28 days/cycle)

Li, J.2016 12 47 19 47
Zhang, S.2016 2 19 4 19
Su, 8.2017 2 40 2 39
Huang, W.2017 10 39 12 40
Zhou, D.2018 " 58 13 58
Xu,Z.2020 2 40 6 40
Subtotal (95% CI) 243 243
Total events 39 56

Heterogeneity: Chi® = 1.88, df = 5 (P = 0.87); I = 0%
Test for overall effect: Z = 1.97 (P = 0.05)

Treatment time(others)

Han, R.2015 7 36 " 36
Ma, M.2017 11 42 16 42
Subtotal (95% CI) 78 78
Total events 18 27

Heterogeneity: Chi* = 0.00, df = 1 (P = 0.95); I’ = 0%
Test for overall effect: Z = 1.59 (P = 0.11)

Total (95% CI) 1701 1670
Total events 626 862

Heterogeneity: Chi* = 26,97, df = 39 (P = 0.93); ¥ = 0%

Test for overall effect: Z = 10.32 (P < 0.00001)

Test for subaroup differences: Chiz =5.13. df = 3(P = 0.16). I7=415%
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0.39 [0.16, 0.98]
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0.33 [0.12, 0.90]
0.65 [0.19, 2.16]
0.20 [0.05, 0.81]
0.61[0.24, 1.52]
0.47 [0.19, 1.17]
1.00[0.37, 2.71]
0.16 [0.04, 0.61]
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0.23[0.08, 0.64]
0.31[0.08, 1.19]
0.35 [0.13, 0.94]
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0.44 [0.07, 2.76]
0.97 [0.13, 7.28]
0.80 [0.30, 2.16]
0.81[0.33, 1.99]
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0.58 [0.23, 1.46]
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Figure S79 Subgroups analysis of neutropenia by treatment time
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Figure S80 Meta-regression of neutropenia by treatment time



Aidi injetion  Gemcitabine and cisplatin Odds Ratio 0Odds Ratio
Study or Subgroup  Events Tofal Events Total Weight M-H. Fixed, 95% CI Year M-H, Fixed, 95% Cl|
T time(7 to 10daysicycle)
Wang,Y.2009 5 32 5 27 0.8% 0.81[0.21, 3.18] 2009 - 1
Lv,D.2009 10 30 19 30 22% 0.29[0.10, 0.84] 2009 -
Wen,K.2009 20 38 29 38 2.4% 0.34[0.13,0.92] 2009 -
Sun,J.2012 28 34 29 34 0.9% 0.80[0.22,2.94] 2012 - 1
Xu,Y.2012 7 33 18 33 2.4% 0.22[0.08,0.66] 2012 -
Wang,Y.2012 21 36 28 36 2.0% 0.40[0.14,1.12] 2012 - 1
Li, H.2014 18 30 22 30 1.5% 0.55[0.18, 1.62] 2014 - 1
Cheng, B.2014 7 49 7 52  1.0% 1.07 [0.35, 3.31] 2014 I
Liu,Y.2014 24 43 32 43 24% 0.43[0.17, 1.08] 2014 I
Zhao, S.2015 5 43 10 43 1.5% 0.43[0.13, 1.40] 2015 - |
Li, X.2015 15 20 15 20 0.6% 1.00 [0.24, 4.18] 2015 -
Zhang, M.2015 32 39 27 32 09% 0.85[0.24, 2.97] 2015 - 1
Fang, L.2016 6 45 14 45 21% 0.34[0.12,0.99] 2016 -
Wu, T.2017 " 67 23 68 3.3% 0.38[0.17,0.87] 2017 -
Zhang, H.2017 16 52 29 52 3.4% 0.35[0.16,0.79] 2017 -
Zhang, H.2018 7 40 18 40 25% 0.26 [0.09, 0.72] 2018
Chen,C.2020 40 49 42 49 13% 0.74[0.25, 2.18] 2020 e
Tan, H.2020 47 60 54 60 2.0% 0.40 [0.14, 1.14] 2020 B
Subtotal (95% Cl) 740 732 33.3% 0.44 [0.35, 0.57] L 4
Total events 319 421
Heterogeneity: Chi? = 11.38, df = 17 (P = 0.84); > = 0%
Test for overall effect: Z = 6.48 (P < 0.00001)
Treatment time(14 to 15days/cycle)
Zou,Y.2006 32 42 29 39 1.2% 1.10 [0.40, 3.03] 2006 -1
Feng,X.2008 55 68 54 62 1.9% 0.63 [0.24, 1.63] 2008 - |
Song,Z.2009 10 30 " 30 1.3% 0.86 [0.30, 2.50] 2009 N
Zhang, L.2009 1 32 20 31 23% 0.29[0.10,0.81] 2009 -
Liu,Y.2010 7 32 14 32 1.9% 0.36 [0.12, 1.07] 2010 - 1
Hong,Y.2010 20 920 29 70 4.4% 0.40 [0.20, 0.80] 2010 -
Li,Z 2010 16 36 20 36  1.9% 0.64 [0.25, 1.62] 2010 -
Hou,A.2010 5 40 12 38  1.8% 0.31[0.10,0.99] 2010 -
Shi,X.2010 12 28 20 28 2.0% 0.30[0.10,0.91] 2010 -
He,W.2011 12 29 13 23 1.5% 0.54[0.18, 1.64] 2011 - 1
Lu,Z.2011 10 34 19 34 23% 0.33[0.12,0.80] 2011 -
Wang,J.2012 5 25 8 24 1.1% 0.50[0.14, 1.83] 2012 - |
Zhang,Y. 2012 9 41 14 42 1.9% 0.56[0.21, 1.50] 2012
Cai,H.2013 [ 19 8 19 0.9% 0.63[0.17,2.40] 2013 - 1
LaiL.2013 20 70 28 70 3.4% 0.60[0.30, 1.21] 2013 .
Ju,$.2013 13 34 14 34 1.5% 0.88[0.33,2.34] 2013 N
Xu, H.2013 20 38 30 42 2.3% 0.44[0.18,1.12] 2013 - T
Zhu, H.2015 7 21 16 21 1.8% 0.16 [0.04, 0.60] 2015
Ning, S.2015 12 3 16 31 1.7% 0.59[0.22, 1.62] 2015 - 1
Ma, Y. 2016 5 33 13 35 1.8% 0.30[0.09, 0.98] 2016 - |
Li, J.-c.2016 7 35 19 35 26% 0.21[0.07,0.61] 2016 -
Wu, Y.2017 37 109 63 109 7.1% 0.38[0.22, 0.65] 2017 -
Geng,K.2020 21 45 30 45 27% 0.44 [0.19, 1.03] 2020
Guo, X.2020 5 51 13 51 2.0% 0.32[0.10,0.97] 2020
Subtotal (95% Cl) 1013 981 53.3% 0.45 [0.37, 0.55] *
Total events 357 513
Heterogeneity: Chi* = 16.66, df = 23 (P = 0.83); I’ = 0%
Test for overall effect: Z = 8.08 (P < 0.00001)
Treatment time(21 to 28 days/cycle)
Wen, H.2014 23 45 39 45  3.3% 0.16 [0.06, 0.45] 2014 -
Zhang, S.2016 2 19 3 19 0.5% 0.63 [0.09, 4.26] 2016 - |
Li, J.2016 15 a7 27 a7 3.2% 0.35[0.15, 0.81] 2016 -
Su, 5.2017 4 40 3 39  0.5% 1.33[0.28, 6.39] 2017
Zhou, D.2018 29 58 31 58 27% 0.87 [0.42, 1.81] 2018 - 1
Su,D.2019 5 41 15 41 2.3% 0.24[0.08, 0.75] 2019
Xu,Z.2020 2 40 7 40 1.1% 0.25[0.05, 1.28] 2020 [~
Subtotal (95% CI) 290 289 134%  0.42[0.29, 0.63] -
Total events 80 125
Heterogeneity: Chi* = 10.89, df = 6 (P = 0.09); I? = 45%
Test for overall effect: Z = 4.29 (P < 0.0001)
Total (95% CI) 2043 2002 100.0%  0.45[0.39, 0.51] *
Total events 756 1059

Heterogeneity: Chi? = 38.98, df = 48 (P = 0.82); I* = 0%
Test for overall effect: Z = 11.21 (P < 0.00001)

Test for subarouo differences: Chi* = 0.09. df = 2 (P = 0.96). F = 0%
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Figure S81 Subgroups analysis of gastrointestinal reaction by treatment time
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Figure S82 Meta-regression of gastrointestinal reaction by treatment time



Aidi injetion  Gemcitabine and cisplatin
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% Cl Year

Treatment cycle(One cycle)

Zou,Y.2006 24 42 13
Ma, Y. 2016 19 33 19
Zhang, S.2016 " 19 8
Li, J.2016 23 47 9
Li, J.-c.2016 21 35 15
Subtotal (95% CI) 176

Total events 98 64

Heterogeneity: Chi® = 3.73, df = 4 (P = 0.44); I*= 0%
Test for overall effect: Z = 3.61 (P = 0.0003)

Treatment cycle(Two cycles)

‘Yang,Q.2008 23 30 "
Sun,G.2008 17 33 15
Feng,X.2008 30 68 25
Lv,D.2009 22 30 11
Song,Z.2009 10 30 9
Wen,K.2009 16 38 15
Wang,Y.2009 17 32 12
Zhang, L.2009 15 32 14
Shi,X.2010 13 28 10
Hong,Y.2010 57 90 32
Li,Z.2010 16 36 12
Hou,A.2010 16 40 14
Jiang,$.2011 15 32 12
Ding,P.2011 9 18 10
Lu,Z.2011 18 34 17
Wu,Q.2011 17 30 11
Sun,J.2012 15 34 13
Fu, L.2012 19 35 16
Pei, W.2012 15 40 "
Ju,8.2013 19 34 12
Li, H.2014 16 30 12
Wen, H.2014 28 45 17
Cheng, B.2014 12 49 16
Liu,Y.2014 18 43 17
Zhang, M.2015 17 39 12
Chen, Y.2016 15 30 13
Fang, L.2016 35 45 27
Su, 8.2017 35 40 23
Liu, H.2019 19 44 12
Zhao,J.2019 31 43 22
Tan, H.2020 24 60 18
Xu,Z.2020 25 40 14
Subtotal (95% CI) 1252

Total events 654 485

Heterogeneity: Chi = 26.66, df = 31 (P = 0.69); 2 = 0%
Test for overall effect: Z = 6.02 (P < 0.00001)

Treatment cycle(Three cycles)

Zhao,H.2008 " 30 6
Wang,J.2012 14 25 10
Zhang,Y. 2012 21 41 15
Xu, H.2013 19 38 18
Han, R.2015 14 36 10
Ning, §.2015 19 31 "
Huang, W.2017 17 39 "
Xu, ¥.2020 16 45 12
Subtotal (95% Cl) 285

Total events 131 93

Heterogeneity: Chi* = 1.68, df = 7 (P = 0.98); I = 0%
Test for overall effect: Z = 3.18 (P = 0.001)

Treatment cycle(Four cycles)

Liu,Y.2010 16 32 10
Xu,Y.2012 18 33 16
Li, J.2014 1" 27 10
Zhang, X.2016 18 25 8
Ma, M.2017 19 42 12
Zhang, H.2017 42 52 26
Wu, T.2017 53 67 40
Geng,K.2020 27 45 17
Subtotal (95% CI) 323

Total events 202 139

Heterogeneity: Chi* = 8.31, df = 7 (P = 0.31); I*= 16%
Test for overall effect: Z = 5.09 (P < 0.00001)

Treatment cycle(Others)

Fan,S.2011 22 41 12
He,W.2011 15 29 10
Wang,Y.2012 16 36 14
Lai,L.2013 45 70 40
Zhao, $.2015 19 43 12
Zhu, H.2015 15 21 7
Lv, W.2018 16 30 15
Zhou, D.2018 30 58 22
Su,D.2019 30 41 17
Chen,C.2020 26 49 16
‘Subtotal (95% CI) 418

Total events 234 165

Heterogeneity: Chi* = 7.96, df = 9 (P = 0.54); I’ = 0%
Test for overall effect: Z = 4.53 (P < 0.00001)

Total (95% CI) 2454
Total events 1319 946
Heterogeneity: Chi® = 52.84, df = 62 (P = 0.79); ? = 0%
Test for overall effect: Z = 10.08 (P < 0.00001)
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Test for subaroun differences: Chi? =4 58. df = 4 (P = 0.33). F = 12.6%
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1.4%
1.3%
1.8%
34%
1.6%
0.5%
1.7%
25%
1.1%
1.8%
17.0%

100.0%

Odds Ratio

Odds Ratio
M-H, Fixed, 95% CI

267 [1.08, 6.58]
1.14 [0.44, 2.98]
1.89 [0.52, 6.85]

4.05[1.61, 10.20]
2,00 [0.77, 5.18]

2.22 [1.44, 3.43]

4.78[1.52, 14.98]
1.06 [0.40, 2.86]
1.17 [0.58, 2.35]

4.75[1.58, 14.25]
1.17 [0.39, 3.47]
1.12[0.45, 2.79]
1.42[0.51, 3.96]
1.07 [0.40, 2.89]
1.56 [0.53, 4.56]
2,05[1.09, 3.88]
1.60 [0.62, 4.16]
1.14 [0.46, 2.85]
1.32[0.48, 3.63]
1.20[0.34, 4.18]
1.13(0.43, 2.91]
2.26 [0.80, 6.36]
1.28 [0.48, 3.36]
1.41 [0.55, 3.61]
1.58 [0.62, 4.07]
2.32[0.87,6.16]
1.71[0.62,4.77]
2.71[1.16, 6.36]
0.73[0.30, 1.76]
1.10[0.47, 2.60]
1.29 [0.50, 3.35]
1.31[0.47, 3.61]
2.33[0.93, 5.87]

4.87 [1.57, 15.13]
2.03[0.83, 4.95]
2.47 [1.01, 6.04]
1.56 [0.73, 3.31]
3.10[1.24, 7.71]
1.65 [1.40, 1.94]

1.35 [0.40, 4.53]
1.78 [0.57, 5.53]
1.89[0.78, 4.55]
1.33 [0.55, 3.22]
1.65 [0.61, 4.45]
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1.00 [0.38, 2.63]
1.17 [0.39, 3.49]
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2.47 [1.06, 5.77]
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Figure S83 Subgroups analysis of objective response rate by treatment cycle
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Figure S84 Meta-regression of objective response rate by treatment cycle



Aidiinjetion  Gemcitabine and cisplatin

Treatment cycle(One cycle)

Zou,Y.2006 35 42 25
Ma, Y. 2016 28 33 28
Li, J.-c.2016 31 35 26
Li, J.2016 45 47 34
Zhang, S$.2016 14 19 14
Subtotal (95% CI) 176

Total events 153 127

Heterogeneity: Chi* = 4,86, df = 4 (P = 0.30); I* = 18%
Test for overall effect: Z = 3.31 (P = 0.0009)

Treatment cycle(Two cycles)

Yang,Q.2008 29 30 23
Feng,X.2008 62 68 56
Sun,G.2008 31 33 27
Song,Z.2009 27 30 25
Wen,K.2009 32 38 32
Wang,Y 2009 29 32 21
Lv,D.2009 28 30 23
Zhang, L.2009 27 32 23
Hou,A.2010 37 40 29
Li,.Z.2010 18 36 21
Shi,X.2010 27 28 25
Hong,Y.2010 78 20 50
Lu,Z.2011 30 34 28
Jiang,$.2011 29 32 25
Wu,Q.2011 28 30 26
Sun,J.2012 25 34 25
Fu, L.2012 32 35 28
Pei, W.2012 35 40 27
Ju,5.2013 32 34 29
Li, H.2014 26 30 23
Wen, H.2014 43 45 36
Cheng, B.2014 39 49 42
Liu,Y.2014 35 43 33
Zhang, M.2015 28 39 23
Chen, Y.2016 24 30 18
Fang, L.2016 42 45 34
Su, 8.2017 37 40 26
Zhao,J.2019 39 43 34
Liu, H.2019 39 44 30
Xu,Z.2020 33 40 24
Tan, H.2020 49 60 39
Subtotal (95% CI) 1234

Total events 1070 905

Heterogeneity: Chi* = 25.36, df = 30 (P = 0.71); I’ = 0%
Test for overall effect: Z = 6.63 (P < 0.00001)

Treatment cycle(Three cycles)

Zhang,Y. 2012 34 41 32
Wang,J.2012 20 25 16
Xu, H.2013 33 38 34
Ning, $.2015 26 31 22
Han, R.2015 32 36 27
Huang, W.2017 36 39 30
Xu, Y.2020 43 45 33
Subtotal (95% CI) 255

Total events 224 194

Heterogeneity: Chi? = 4,07, df = 6 (P = 0.67); I = 0%
Test for overall effect: Z = 3.78 (P = 0.0002)

Treatment cycle(Four cycles)

Liu,Y.2010 25 32 22
Xu,Y.2012 30 33 26
Li, J.2014 19 27 16
Zhang, X.2016 21 25 14
Zhang, H.2017 50 52 46
Wu, T.2017 62 67 56
Ma, M.2017 37 42 29
Geng,K.2020 39 45 31
Subtotal (95% CI) 323

Total events 283 240

Heterogeneity: Chi? = 2.09, df = 7 (P = 0.95); 12 = 0%
Test for overall effect: Z = 4.39 (P < 0.0001)

Treatment cycle(Others)

Fan,S.2011 35 4 29
He W.2011 26 29 19
Wang,Y.2012 28 36 20
Lai,L.2013 63 70 60
Zhu, H.2015 19 21 14
Zhao, §.2015 a7 43 28
Lv, W.2018 24 30 25
Zhou, D.2018 50 58 38
Su,D.2019 39 4 a3
Chen,C.2020 44 49 34
Subtotal (95% CI) 418

Total events 365 300

Heterogeneity: Chi* = 6.69, df = 9 (P = 0.67); I*= 0%
Test for overall effect: Z = 4.98 (P < 0.00001)

Total (95% CI) 2406

Total events 2095 1766
Heterogeneity: Chi? = 44.59, df = 60 (P = 0.93); I? = 0%
Test for overall effect: Z = 10.58 (P < 0.00001)

39 1.9%
35 1.9%
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19 1.7%
175 7.4%
27 04%
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30 08%
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1187  52.8%
42 24%
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45 0.7%
260 10.4%
32 22%
3B 11%
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52 0.8%
68 1.9%
2 16%
45 1.9%
324 12.4%
38 20%
23 1.0%
36 20%
70 27%
21 0.6%
43 1.8%
30 22%
58 24%
1 07%
49 16%
409 16.9%
2355 100.0%

Test for subarouo differences: Chi* = 1.62. df = 4 (P = 0.80). = 0%

Odds Ratio

E % Cl Year

2.80 [0.99, 7.94]
1.40 [0.40, 4.94]
2.68[0.74, 9.73]

8.60 [1.82, 40.69]
1.00 [0.24, 4.24]
2.54 [1.46, 4.41]

5.04 [0.53, 48.26]
1.11[0.34, 3.63]
1.72 [0.27, 11.09]
1.80[0.39, 8.32)
1.00 [0.29, 3.43)
276 [0.62, 12.32]
4.26 [0.81, 22.53]
1.88 [0.54, 6.54]
3.83[0.95, 15.43)
0.71[0.28, 1.81]
3.24 [0.32, 33.22)
2.60[1.17,5.78]
1.61[0.41, 6.30]
1.93 [0.42, 8.91]
2.15 [0.36, 12.76]
1.00 [0.34, 2.94]
2,67 [0.63, 11.31]
3.37 [1.07, 10.61]
2.76 [0.50, 15.33]
1.98 [0.51, 7.63]
5.38 [1.09, 26.49]
0.93 [0.35, 2.47)
1.33[0.47, 3.77]
1.00 [0.35, 2.82]
267 [0.84, 8.46]
4.53[1.17, 17.55)
6.17 [1.60, 23.83]
2.58[0.73, 9.14]
3.64 [1.18, 11.23]
3.14[1.12,8.82)
2.40[1.03, 5.57)
2.08 [1.67, 2.58]

1.52[0.52, 4.47)]
2.00 [0.55, 7.31]
1.55 [0.46, 5.24]
2.13[0.62,7.29]
2.67 [0.74, 9.63]

4.00[1.01, 15.87)

7.82 [1.64, 37.36]
2.48 [1.55, 3.96]

1.62[0.53, 4.99]
2,69 [0.63, 11.49]
1.63 [0.53, 5.04]
4.13[1.09, 15.59]
3.26 [0.63, 16.97]
266 [0.88, 8.02)
3.32 [1.06, 10.37]
2.94 [1.01, 8.53]
2.59 [1.69, 3.95]

1.81[0.58, 5.68]
1.82[0.36, 9.12]
2.80[1.01, 7.80]
1.50 [0.54, 4.20]
4.75 [0.85, 26.43]
3.30 [1.14, 9.60]
0.80 [0.22, 2.97]
3.20[1.31,8.27)
4.73[0.94, 23.82]
3.88[1.28, 11.74]
2.53[1.75, 3.64]

2.29[1.97, 2.67]
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2016
2016
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Figure S85 Subgroups analysis of disease control rate by treatment cycles
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Figure S86 Meta-regression of disease control rate by treatment cycle



Aidi injecti, G itabil

Treatment cycle(One cycle)

Zhang, $.2016 2 19 4
Li, J.-c.2016 14 35 26
Ma, Y. 2016 7 33 15
Li, J.2016 12 a7 19
Subtotal (95% CI) 134

Total events 35 64

Heterogeneity: Chiz = 1.35, df = 3 (P = 0.72); I>= 0%
Test for overall effect: Z = 3.66 (P = 0.0002)

Treatment cycle(Two cycles)

Feng,X.2008 64 68 60
Wen,K.2009 23 38 A
Zhang, L.2009 5 32 14
Wang,Y.2009 26 32 22
Hou,A.2010 14 40 22
Hong,Y.2010 26 90 31
Lu,Z.2011 " 34 20
Fu, L.2012 24 35 32
Sun,J.2012 23 34 30
Cheng, B.2014 34 49 47
Liu,Y.2014 27 43 36
Zhang, M.2015 26 39 28
Li, X.2015 2 20 8
Fang, L.2016 5 45 13
Su, 8.2017 2 40 2
Zhang, H.2018 13 30 22
Tan, H.2020 51 60 57
Xu,Z.2020 2 40 6
Subtotal (95% C1) 769

Total events 378 481

Heterogeneity: Chi*=7.77, df = 17 (P = 0.97); I = 0%
Test for overall effect: Z = 7.78 (P < 0.00001)

Treatment cycle(Three cycles)

Zhang,Y. 2012 12 41 17
Wang,J.2012 7 25 9
Xu, H.2013 13 38 22
Han, R.2015 7 36 1"
Ning, 5.2015 16 31 16
Huang, W.2017 10 39 12
Wu, Y.2017 3 109 9
Subtotal (95% CI) 319

Total events 68 9%

Heterogeneity: Chi2 = 2.55, df = 6 (P = 0.86); 12 = 0%
Test for overall effect: Z = 2.51 (P =0.01)

Treatment cycle(Four cycles)

Xu,Y.2012 23 33 33
Li, J.2014 5 27 6
Zhang, H.2017 13 52 22
Wu, T.2017 10 67 21
Ma, M.2017 1 42 16
Guo, X.2020 7 51 16
Subtotal (95% CI) 272

Total events 69 114

Heterogeneity: Chiz = 4.60, df = 5 (P = 0.47); I2= 0%
Test for overall effect: Z = 4.36 (P < 0.0001)

Treatment cycle(Others)

Wang,Y.2012 19 36 26
Zhao, 5.2015 7 43 10
Zhu, H.2015 6 21 15
Zhou, D.2018 " 58 13
Chen,C.2020 33 49 43
Subtotal (95% Cl) 207

Total events 76 107

Heterogeneity: Chi* = 5.06, df =4 (P = 0.28); I*=21%
Test for overall effect: Z = 3.46 (P = 0.0005)

Total (95% CI) 1701

Total events 626 862
Heterogeneity: Chi? = 26.97, df = 39 (P = 0.93); ¥ = 0%
Test for overall effect: Z = 10.32 (P < 0.00001)

19 0.8%
35 36%
35 27%
47 3.3%

136 10.4%
62 09%
38 2.8%
31 28%
27 1.0%
38 34%
70 57%
34 31%
35 23%
34 22%
52 3.2%
43 3.1%
32 24%
20 17%
45 27%
39 04%
30 29%
60  2.0%
40 1.3%

730 44.0%
42 27%
24 15%
42 32%
36 20%
31 18%
40 20%

109 2.0%

324 15.4%
33 24%
27 11%
52 3.8%
68 4.1%
42 27%
51 3.2%

273 17.4%
36 2.8%
43 1.9%
21 25%
58 24%
49 32%

207 12.9%

1670 100.0%

Test for subarouo differences: Chi* =581 df =4 (P=021). P =311%

Odds Ratio

0.44 [0.07, 2.78]
0.23[0.08, 0.64]
0.36[0.12, 1.05]
051021, 1.21]
0.37 [0.21, 0.63]

0.53[0.09, 3.02]
0.35[0.12, 0.99]
0.22[0.07, 0.74]
0.98 [0.26, 3.67]
0.39[0.16, 0.98]
0.51[0.27, 0.98]
0.33[0.12, 0.80]
0.20[0.05, 0.81]
0.28 [0.08, 0.99]
0.24 [0.08, 0.73]
0.33[0.12, 0.91]
0.29[0.08, 0.99]
0.17[0.03, 0.92]
0.311[0.10, 0.95]
0.97 [0.13, 7.28]
0.28 [0.09, 0.82]
0.30[0.08, 1.16]
0.30 [0.06, 1.58]
0.35 [0.27, 0.45]

0.61(0.24, 1.52]
0.65[0.19, 2.16]
0.47[0.19,1.17]
0.55[0.18, 1.63]
1.00[0.37, 2.71]
0.80[0.30, 2.16]
0.31[0.08, 1.19]
0.61 [0.41, 0.90]

0.03 [0.00, 0.60]
0.80[0.21, 3.00]
0.45 [0.20, 1.05]
0.39[0.17, 0.92]
0.58[0.23, 1.46]
0.35[0.13, 0.94]
0.40 [0.27, 0.61]

0.43[0.16, 1.15]
0.64 [0.22, 1.88]
0.16 [0.04, 0.61]
0.811[0.33, 1.99]
0.29[0.10, 0.82]
0.45 [0.28, 0.70]

0.41 [0.35, 0.49]

2016
2016
2016
2016

2008
2009
2009
2009
2010
2010
201
2012
2012
2014
2014
2015
2015
2016
2017
2018
2020
2020

2012
2012
2013
2015
2015
2017
2017

2012
2014
2017
2017
2017
2020
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2015
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Figure S87 Subgroups analysis of neutropenia by treatment cycle
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Odds Ratio
2d, 95% CI

Aidiinjetion  Gemcitabine and cisplatin Odds Ratio

_Study or Subgroup  Events Total Events Total Weight M-H. Fixed, 95% Cl Year
Treatment cycle(One cycle)
Zou,Y.2006 32 42 29 39 1.2% 1.10 [0.40, 3.03] 2006
Ma, Y. 2016 5 33 13 35 18% 0.30 [0.09, 0.98] 2016
Zhang, S.2016 2 19 3 19  05% 0.63 [0.09, 4.26] 2016
Li, J.2016 15 47 27 47 32% 0.35[0.15, 0.81] 2016
Li, J.-c.2016 7 35 19 3B 26% 0.21[0.07, 0.61] 2016
Subtotal (95% CI1) 176 175 9.3% 0.41 [0.26, 0.66]
Total events 61 91
Heterogeneity: Chi* = 5.80, df = 4 (P = 0.21); I7= 31%
Test for overall effect: Z = 3.65 (P = 0.0003)
Treatment cycle(Two cycles)
Feng,X.2008 55 68 54 62 1.9% 0.63 [0.24, 1.63] 2008
Wen,K.2009 20 38 29 38 24% 0.34[0.13,0.92] 2009
Lv,D.2009 10 30 19 30 22% 0.29 [0.10, 0.84] 2009
Song,Z.2009 10 30 1" 30 1.3% 0.86 [0.30, 2.50] 2009
Zhang, L.2009 11 32 20 31 23% 0.29[0.10, 0.81] 2009
Wang,Y.2009 5 32 5 27 0.8% 0.81[0.21, 3.18] 2009
Hong,Y.2010 20 90 29 70 44% 0.40 [0.20, 0.80] 2010
Li,Z.2010 16 36 20 36 1.9% 0.64 [0.25, 1.62] 2010
Shi,X.2010 12 28 20 28 2.0% 0.30[0.10,0.91] 2010
Hou,A.2010 5 40 12 38 1.8% 0.31[0.10, 0.99] 2010
Lu,Z.2011 10 34 19 34  23% 0.33[0.12, 0.90] 2011
Sun,J.2012 28 34 29 34 0.9% 0.80[0.22, 2.94] 2012
Cai,H.2013 6 19 8 19 09% 0.63 [0.17, 2.40] 2013
Ju,8.2013 13 34 14 34 15% 088 [0.33, 2.34] 2013
Li, H.2014 18 30 22 30 15% 0.55[0.18, 1.62] 2014
Wen, H.2014 23 45 39 45  33% 0.16 [0.06, 0.45] 2014
Liu,Y.2014 24 43 32 43 24% 0.43[0.17,1.08] 2014
Cheng, B.2014 7 49 7 52 1.0% 1.07 [0.35, 3.31] 2014
Li, X.2015 15 20 15 20 0.6% 1.00 [0.24, 4.18] 2015
Zhang, M.2015 32 39 27 32 0.9% 0.85[0.24, 2.97] 2015
Fang, L.2016 [ 45 14 45  21%  0.34[0.12,0.99] 2016
Su, 5.2017 4 40 3 39  05% 1.33[0.28, 6.39] 2017
Zhang, H.2018 7 40 18 40 2.5% 0.26 [0.09, 0.72] 2018
Tan, H.2020 47 60 54 60 2.0% 0.40 [0.14, 1.14] 2020
Xu,Z.2020 2 40 7 40 1.1% 0.25 [0.05, 1.28] 2020
Subtotal (95% CI) 996 957 44.4% 0.46 [0.37, 0.57]
Total events 406 527
Heterogeneity: Chi® = 21.13, df = 24 (P = 0.63); I = 0%
Test for overall effect: Z = 7.21 (P < 0.00001)
Treatment cycle(Three cycles)
Zhang,Y. 2012 3 4 14 42 19%  056[0.21,1.50] 2012
Wang,J.2012 5 25 8 24 1.1% 0.50 [0.14, 1.83] 2012
Xu, H.2013 20 38 30 42 2.3% 0.44[0.18,1.12] 2013
Ning, 8.2015 12 kA 16 Eal 1.7% 0.59[0.22, 1.62] 2015
Wu, Y.2017 37 109 63 109  7.1% 0.38 [0.22, 0.65] 2017
Subtotal (95% CI) 244 248 14.1% 0.45[0.31, 0.65]
Total events 83 131
Heterogeneity: Chi* = 0.93, df = 4 (P = 0.92); I?=0%
Test for overall effect: Z = 4.21 (P < 0.0001)
Treatment cycle(Four cycles)
Liu,Y.2010 7 32 14 32 1.9% 0.36 [0.12, 1.07] 2010
Xu,Y.2012 7 33 18 33  24% 0.22 [0.08, 0.66] 2012
Wu, T.2017 1 67 23 68 3.3% 0.38[0.17,0.87] 2017
Zhang, H.2017 16 52 29 52 3.4% 0.35[0.16, 0.79] 2017
Guo, X.2020 5 51 13 51 2.0% 0.32 [0.10, 0.97] 2020
Geng,K.2020 21 45 30 45 27% 0.44 [0.19, 1.03] 2020
Subtotal (95% CI) 280 281 15.8% 0.35[0.24, 0.51]
Total events 67 127
Heterogeneity: Chi* = 1.00, df = 5 (P = 0.96); 1> = 0%
Test for overall effect: Z = 5.41 (P < 0.00001)
Treatment cycle(Others)
He,W.2011 12 29 13 23 1.5% 0.54 [0.18, 1.64] 2011
Wang,Y.2012 21 36 28 36 2.0% 0.40[0.14,1.12] 2012
Lai,L.2013 20 70 28 70 3.4% 0.60 [0.30, 1.21] 2013
Zhu, H.2015 7 21 16 21 18% 0.16 [0.04, 0.60] 2015
Zhao, S.2015 5 43 10 43 1.5% 0.43[0.13, 1.40] 2015
Zhou, D.2018 29 58 31 58 2.7% 0.87[0.42, 1.81] 2018
Su,D.2019 5 41 15 41 2.3% 0.24 [0.08, 0.75] 2019
Chen,C.2020 40 49 42 49 1.3% 0.74 [0.25, 2.18] 2020
Subtotal (95% CI) 347 341 16.5% 0.51[0.37, 0.72]
Total events 139 183
Heterogeneity: Chi* = 7.66, df =7 (P = 0.36); 1= 9%
Test for overall effect: Z = 3.91 (P < 0.0001)
Total (95% CI) 2043 2002 100.0% 0.45 [0.39, 0.51]
Total events 756 1059
Heterogeneity: Chi* = 38.98, df = 48 (P = 0.82); I*= 0%

Test for overall effect: Z = 11.21 (P < 0.00001)

Test for subaroun differences: Chi* = 2.39. df = 4 (P = 0.67). I = 0%
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Figure S89 Subgroups analysis of gastrointestinal reaction by treatment cycle
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Figure S90 Meta-regression of gastrointestinal reaction by treatment cycle



Zou,Y.2008

Sun,G.2008 17
Wang,Y.2009 17
Song,Z.2009 10
Liu,Y.2010 16
Li,.Z.2010 16
Shi,X.2010 13
Hong,Y.2010 57
Hou,A.2010 16
Wu,Q.2011 17
Fan,S.2011 22
Zhang,Y. 2012 21
Wang,J.2012 14
Pei, W.2012 15
Fu, L.2012 19
Sun,J.2012 15
Lai,L.2013 45
Xu, H.2013 19
Cheng, B.2014 12
Zhu, H.2015 15
Zhao, $.2015 19
Zhang, M.2015 17
Zhang, 8.2016 1
Chen, Y.2016 15
Ma, Y. 2016 19
Li, J.2016 23
Wu, T.2017 53
Zhang, H.2017 42
Huang, W.2017 17
Su, 8.2017 35
Zhou, D.2018 30
Lv, W.2018 16
Liu, H.2019 19
Chen,C.2020 26
Geng,K.2020 27
Tan, H.2020 24
Xu, ¥.2020 16
Xu,Z.2020 25
Subtotal (95% CI)

Total events 834

40
1567

15
12
16
17
18
12
14

595

Heterogeneity: Chi? = 28.77, df = 37 (P = 0.83); IF = 0%
Test for overall effect: Z = 8.12 (P <0.00001)

Cisplatin (40-50mg/m’)
Ding,P.2011

Wang,Y.2012 16
Ju,S.2013 19
Li, H.2014 16
Wen, H.2014 28
LiuY.2014 18
Su,D.2019 30
Subtotal (95% CI)

Total events 136

18
36
34
30
45
43
41
247

10
14
12
12
17
17
17

29

Heterogeneity: Chi* = 5.90, df = 6 (P = 0.43); I?= 0%
Test for overall effect: Z = 3.48 (P = 0.0005)

Cisplatin (60-80mg/m-)

Zhao,H.2008

‘Yang,Q.2008 23
Feng,X.2008 30
Wen,K.2009 16
Lv,D.2009 22
Zhang, L.2009 15
Jiang,8.2011 15
Lu,Z.2011 18
He W.2011 15
Li, J.2014 11
Ning, 8.2015 19
Li, J.-c.2016 21
Fang, L.2016 35
Zhang, X.2016 18
Ma, M.2017 19
Zhao,J.2019 31
Subtotal (95% CI)

Total events 319

30
30
68
38
30
32
32
34
29
27
31
35
45
25
42
43
571

6
"
25
15
"
14
12
17
10
10
"
15
27

8
12
22

226

Heterogeneity: Chi? = 16.63, df = 15 (P = 0.34); I? = 10%
Test for overall effect: Z = 4.89 (P <0.00001)

Cisplatin (others)
Xu,Y.2012 16
Han, R.2015 14
Subtotal (95% CI)
Total events 30

33
36
69

16
10

26

Heterogeneity: Chi* = 0.51, df = 1 (P = 0.48); 1= 0%
Test for overall effect: Z = 0.70 (P = 0.48)

Total (95% CI)
Total events 1319

2454

9486

Heterogeneity: Chi? = 52.84, df = 62 (P = 0.79); I = 0%

Test for overall effect: Z = 10.08 (P < 0.00001)

39 14%
30 1.8%
27 1.4%
30 14%
32 12%
36 16%
28 1.3%
70 3.1%
38 20%
30 1.1%
38 14%
42 1.7%
24 1.1%
40  1.6%
3B 1T%
34 17%
70 34%
42 2.0%
52 2.8%
21 0.5%
43 1.6%
32 18%
19 08%
30 15%
35 19%
a7 1.1%
68  2.0%
52 12%
40  1.5%
39 07%
58 2.5%
30 17%
4 1.6%
49 1.8%
45 1.6%
60 2.6%
45  1.8%
40 1.2%
1534 62.9%
22 1.1%
36  1.8%
34 13%
30 13%
45 1.5%
43 23%
41 1.1%
251  10.4%
20 1.1%
27 0.6%
62 3.5%
38 21%
30 07%
31 1.8%
30 16%
34 1.9%
23 13%
27 1.4%
31 1.0%
35  14%
45 1.4%
25  05%
42 1.6%
43 1.5%
543  23.2%
33 2.0%
36 14%
69 3.4%
2397 100.0%

Test for subaroup differences: Chi* = 1.06. df =3 (P =0.79). P = 0%

Odds Ratio

ed, 95% Cl Year

0Odds Ratio
M-H, Fixed, 95% CI

2.67 [1.08, 6.58]
1.06 [0.40, 2.86]
1.42 [0.51, 3.96]
1.17[0.39, 3.47]
2.20(0.79, 6.10]
1.60 [0.62, 4.16]
1.56 [0.53, 4.56]
2.05 [1.09, 3.88]
1.14[0.46, 2.85]
2.26 (0.80, 6.36]
251 (1.00, 6.29]
1.89 [0.78, 4.55]
1.78 [0.57, 5.53]
1.58 [0.62, 4.07]
1.41[0.56, 3.61]
1.28[0.48, 3.36]
1.35 [0.68, 2.67)
1.33[0.55, 3.22]
0.73(0.30, 1.76]

5.00 [1.35, 18.56]
2.05 [0.83, 5.02]
1.29[0.50, 3.35]
1.89[0.52, 6.85]
1.31[0.47, 3.61]
1.14[0.44, 2.98]

4.05 [161, 10.20]
2.65 [1.24, 5.68]

4.20 175, 10.11]
2.04 [0.80, 5.21]

4,87 [157, 15.13]
1.75 [0.84, 3.67]
1.14[0.41, 3.15]
2.03 [0.83, 4.95]
2.33[1.03, 5.29]
2.47[1.06, 5.77]
1.56 [0.73, 3.31]
1.52[0.62, 3.73]
3.10[1.24, 7.71]
1.83 [1.58, 2.12]

1.20 [0.34, 4.18]
1.26 [0.49, 3.21]
2.32 [0.87, 6.16]
1.71[0.62, 4.77]
2.71[1.16, 6.36]
1.10 [0.47, 2.60]
3.85[1.52, 9.75]
1.88 [1.32, 2.69]

1.35[0.40, 4.53]
4.78 [1,52, 14.98]
1.17[0.58, 2.35]
1.12[0.45, 2.79]
4.75 158, 14.25]
1.07 [0.40, 2
1.32[0.48, 3.63]
1.13[0.43, 2.91]
1.39[0.46, 4.18]
1.17[0.39, 3.49]
2.88 [1.03, 8.07]
2.00[0.77, 5.18]
2.33(0.93, 5.87]
5.46 (1,63, 18.36]
2.07 [0.84, 5.10]
2.47[1.01, 6.04]
1.83 [1.43, 2.32]

1.00 [0.38, 2.63]
1.65 [0.61, 4.45]
1.28 [0.64, 2.55]

1.82 [1.62, 2.04]

2008
2008
2009
2009
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2013
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2015
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2016
2016
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Figure S92 Meta-regression of objective response rate by cisplatin dosage



Aidi inj

and ci

Odds Ratio

Study or Subgroup _ Events otal Events Total Weight M-H, Fixed, 95% C| Year

Gisplatin (20-30mg/m’)

Zou,Y.2006 35 42 25
Sun,G.2008 3 33 27
Song,Z.2009 27 30 25
Wang,Y.2009 29 32 21
Hong,Y.2010 78 90 50
Hou,A.2010 37 40 29
Shi,X.2010 27 28 25
Li,Z.2010 18 36 21
Liu,Y.2010 25 3z 22
Fan,8.2011 35 41 29
Wu,Q.2011 28 30 26
Fu, L.2012 32 35 28
Sun,J.2012 25 34 25
Wang,J.2012 20 25 16
Pei, W.2012 35 40 27
Zhang,Y. 2012 34 41 32
Xu, H.2013 33 38 34
Lai,L.2013 63 70 60
Cheng, B.2014 39 49 42
Zhu, H.2015 19 21 14
Zhang, M.2015 28 39 23
Zhao, 8.2015 37 43 28
Chen, Y.2016 24 30 18
Li, J.2016 45 47 34
Zhang, S$.2016 14 19 14
Ma, Y. 2016 28 33 28
Su, §.2017 37 40 26
Zhang, H.2017 50 52 46
Huang, W.2017 36 39 30
Wu, T.2017 62 67 56
Lv, W.2018 24 30 25
Zhou, D.2018 50 58 38
Liu, H.2019 39 44 30
Tan, H.2020 49 60 39
Xu, Y.2020 43 45 33
Xu,Z.2020 33 40 24
Chen,C.2020 44 49 34
Geng,K.2020 39 45 31
Subtotal (95% CI) 1567

Total events 1352 1135

Heterogeneity: Chi* = 33.99, df = 37 (P = 0.61); = 0%
Test for overall effect: Z = 8.57 (P < 0.00001)

Cisplatin (40-50mg/m-)

Wang,Y.2012 28 36 20
Ju,8.2013 32 34 29
Li, H.2014 26 30 23
Liu,Y.2014 35 43 33
Wen, H.2014 43 45 36
Su,D.2019 39 41 33
Subtotal (95% CI) 229

Total events 203 174

Heterogeneity: Chi* = 3.09, df = 5 (P = 0.69); ¥ = 0%
Test for overall effect: Z = 3.54 (P = 0.0004)

Cisplatin (60-80mg/m’)

Feng,X.2008 62 68 56
Yang,Q.2008 2 30 23
Lv,D.2009 2% 30 23
Wen K 2009 2 % 32
Zhang, L2009 27 32 23
He,W.2011 % 29 18
Lu,Z2011 30 %4 28
Jiang,8.2011 20 32 25
Li, J.2014 19 27 16
Ning, 5.2015 % a1 22
Li, J-6.2016 31 3 26
Zhang, X.2016 21 25 14
Fang, L.2016 2 a5 4
Ma, M.2017 7 a2 20
Zhao.J.2019 39 43 34
Subtotal (95% CI) 541

Total events 478 404

Heterogeneity: Chi? = 7.21, df = 14 (P = 0.93); P = 0%
Test for overall effect: Z = 4.72 (P < 0.00001)

Cisplatin (others)

Xu,Y.2012 30 33 26
Han, R.2015 32 36 27
Subtotal (95% CI) 69

Total events 62 53

Heterogeneity: Chi? = 0.00, df = 1 (P = 0.99); I = 0%
Test for overall effect: Z = 2.01 (P = 0.04)

Total (95% CI)
Total events 2095 1766
Heterogeneity: Chi? = 44.59, df = 60 (P = 0.93); I = 0%
Test for overall effect: Z = 10.58 (P < 0.00001)
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Test for subaroun differences: Chi? = 0.31. df = 3 (P = 0.96). P = 0%
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Figure S93 Subgroups analysis of disease control rate by cisplatin dosage
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Figure S94 Meta-regression of disease control rate by cisplatin dosage



Aidi

and

0Odds Ratio

Study or Subgroup _ Events  Total Events Total Weight M-H, Fixed, 95% C| Year

Cisplatin (20. Gumg!mz)
Wang,Y.2009

26 32 22
Hou,A.2010 14 40 22
Hong,Y.2010 26 90 31
Wang,J.2012 7 25
Sun,J.2012 23 34 30
Fu, L.2012 24 35 32
Zhang,Y. 2012 12 41 17
Xu, H.2013 13 38 22
Cheng, B.2014 34 49 47
Zhao, 8.2015 7 43 10
Zhang, M.2015 26 39 28
Zhu, H.2015 6 21 15
Zhang, S.2016 2 19 4
Ma, Y. 2016 7 33 15
Li, J.2016 12 47 19
Zhang, H.2017 13 52 22
Huang, W.2017 10 39 12
Su, 8.2017 2 40 2
Wu, T.2017 10 67 21
Zhou, D.2018 1" 58 13
Zhang, H.2018 13 30 22
Chen,C.2020 33 49 43
Guo, X.2020 7 51 16
Tan, H.2020 51 60 57
Xu,Z.2020 2 40 [}
Subtotal (95% CI) 1072
Total events 391 537

Heterogeneity: Chi? = 14.74, df = 24 (P = 0.93); I = 0%
Test for overall effect: Z = 7.95 (P < 0.00001)

Cisplatin (40-50mg/m-)

Wang,Y.2012 19 36 26
Liu,Y.2014 27 43 38
Subtotal (95% CI) 79

Total events 46 62

Heterogeneity: Chi? =0.14, df =1 (P = 0.71); P=0%
Test for overall effect: Z = 2.71 (P = 0.007)

Cisplatin (60-80mg/m’)

Feng,X.2008 64 68 60
Wen,K.2009 23 38 31
Zhang, L.2009 5 32 14
Lu,Z.2011 11 34 20
Li, J.2014 5 27 6
Ning, S.2015 16 31 16
Li, X.2015 2 20 8
Li, J.-c.2016 14 35 26
Fang, L.2016 5 45 13
a, M.2017 11 42 16
Wu, Y.2017 3 109 9
Subtotal (95% CI) 481
Total events 159 219

Heterogeneity: Chi? = 8.54, df = 10 (P = 0.58); I? = 0%
Test for overall effect: Z = 5.37 (P < 0.00001)

Cisplatin (others)

Xu,Y.2012 23 33 33
Han, R.2015 T 36 "
Subtotal (95% CI) 69

Total events 30

44
Heterogeneity: Chi* = 3.63, df = 1 (P = 0.08); I* = 72%
Test for overall effect: Z = 2.78 (P = 0.005)

Total (35% Cl) 1701

Total events 626 862
Heterogeneity: Chi? = 26.97, df = 39 (P = 0.93); I = 0%
Test for overall effect: Z = 10.32 (P < 0.00001)
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Test for subaroun differences: Chi2 = 112 df =3 (P =0.77). k= 0%

1.0%
3.4%
5.7%
1.5%
22%
23%
27%
3.2%
3.2%
1.9%
2.4%
2.5%
0.8%
27%
3.3%
3.8%
2.0%
0.4%
4.1%
2.4%
2.9%
3.2%
3.2%

2.8%
31%
5.9%

0.9%
2.8%
2.8%
3.1%
1.1%
1.8%
1.7%
3.6%
27%
27%
2.0%
25.2%

2.4%
2.0%
4.4%

100.0%
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M-H, Fixi

Ratio
d, 95% CI

0.98[0.26, 3.67]
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0.51[0.27, 0.98]
0.65[0.19, 2.16]
0.28[0.08, 0.99]
0.20 [0.05, 0.81]
0.61[0.24, 1.52]
0.47[0.19, 1.17]
0.24[0.08, 0.73]
0.64 [0.22, 1.88]
0.29[0.08, 0.99]
0.16 [0.04, 0.61]
0.44 [0.07, 2.76]
0.36 [0.12, 1.05]
0.51[0.21, 1.21]
0.45 [0.20, 1.08]
0.80 [0.30, 2.16]
0.97 [0.13, 7.28]
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0.28[0.09, 0.82]
0.29(0.10, 0.82)
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Cisplatin (20-30mg/m’)

Zou,Y.2006 32 42
Wang,Y.2009 5 32
Song,Z.2009 10 30
Hou,A.2010 5 40
Liu,Y.2010 7 32
Hong,Y.2010 20 90
Li,Z.2010 16 36
$hi,X.2010 12 28
Sun,J.2012 28 34
Zhang,Y. 2012 9 4
Wang,J.2012 5 25
Cai,H.2013 6 19
Xu, H.2013 20 38
Lai,L.2013 20 70
Cheng, B.2014 7 49
Zhu, H.2015 7 21
Zhao, §.2015 5 43
Zhang, M.2015 32 39
Ma, Y. 2016 5 33
Li, J.2016 15 47
Zhang, 5.2016 2 19
Zhang, H.2017 16 52
Wu, T.2017 " 67
Su, 5.2017 4 40
Zhang, H.2018 7 40
Zhou, D.2018 29 58
Chen,C.2020 40 49
Geng,K.2020 21 45
Guo, X.2020 5 51
Tan, H.2020 47 60
Xu,Z.2020 2 40
Subtotal (95% CI) 1310
Total events 450
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27
13
27
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29
23
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18
31
42
30
13
54

7

610

Heterogeneity: Chi® = 22.67, df = 30 (P = 0.83); I’ = 0%

Test for overall effect: Z = 7.68 (P < 0.00001)

Gisplatin (40-50mg/m’)

Wang,Y.2012 21 36
Ju,8.2013 13 34
Li, H.2014 18 30
Liu,Y.2014 24 43
Wen, H.2014 23 45
Su,D.2019 5 4
Subtotal (95% CI) 229
Total events 104

Heterogeneity: ChiZ =
Test for overall effect: Z = 4.52 (P < 0.00001)

Cisplatin (60-80mg/m’)

Feng,X.2008 55 68
Wen,K.2009 20 38
Lv,D.2009 10 30
Zhang, L.2009 11 32
Lu,Z.2011 10 34
He,W.2011 12 29
Ning, 5.2015 12 31
Li, X.2015 15 20
Fang, L.2016 6 45
Li, J.-c.2016 7 35
Wu, ¥.2017 37 109
Subtotal (95% CI) 471
Total events 195

28
14
22
32
39
15

150

63, df = 5 (P = 0.25); I* = 25%

54
29
19
20
19
13
16
15
14
18
63

281

Heterogeneity: Chi = 5.78, df = 10 (P = 0.83); *= 0%

Test for overall effect: Z = 6.51 (P < 0.00001)

Cisplatin (others)

Xu,Y.2012 7 33
Subtotal (95% Cl) 33
Total events 7

Heterogeneity: Not applicable
Test for overall effect: Z = 2.71 (P = 0.007)

Total (95% CI) 2043
Total events 756

18

18

1059

Heterogeneity: Chi? = 38.98, df = 48 (P = 0.82); I = 0%

Test for overall effect: Z = 11.21 (P < 0.00001)
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Test for subaroun differences: Chi? = 3.95. df = 3 (P = 0.27). P = 24.0%

Figure S97 Subgroups analysis of gastrointestinal reaction by cisplatin dosage
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Aidi d and 0Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% Cl
WHO

Zou,Y.2006 24 42 13 39 1.4% 2.67[1.08, 6.58] 2006

Sun,G.2008 17 33 15 30 1.8% 1.06 [0.40, 2.86] 2008 -1
Zhao,H.2008 11 30 6 20 1.1% 1.35[0.40, 4.53] 2008 - 1
‘Yang,Q.2008 23 30 11 27 0.6%  4.78[1.52, 14.98] 2008

Feng,X.2008 30 68 25 62 35%  1.17[0.58,2.35] 2008 1
Wang,Y.2009 17 32 12 27 1.4% 1.42[0.51,3.96] 2009 N
Song,Z.2009 10 30 9 30 14% 1.17[0.39, 3.47] 2009 I
Wen,K.2009 16 38 15 38 21% 1.12[0.45, 2.79] 2009 -1
Lv,D.2009 22 30 11 30 0.7%  4.75[1.58, 14.25] 2009

Zhang, L.2009 15 32 14 Eal 1.8% 1.07 [0.40, 2.89] 2009 -
Liu,Y.2010 16 32 10 32 1.2% 2.20[0.79,6.10] 2010 1

Li,.Z2.2010 16 36 12 36 16% 1.60[0.62, 4.16] 2010 A
Shi,X.2010 13 28 10 28 1.3% 1.56 [0.53, 4.56] 2010 -1
Hong,Y.2010 57 o0 32 70 31% 2.05[1.09, 3.88] 2010 -
Hou,A.2010 16 40 14 38  20% 1.14 [0.46, 2.85] 2010 R
Wu,Q.2011 17 30 11 30 11% 2.26[0.80, 6.36] 2011 T
Fan,S.2011 22 41 12 38 1.4% 2.51[1.00,6.29] 2011 —
Jiang,S.2011 15 32 12 30 1.6% 1.32[0.48, 3.63] 2011 -1
Lu,Z.2011 18 34 17 34 1.9% 1.13[0.43, 2.91] 2011 -1
He,W.2011 15 29 10 23 1.3% 1.39[0.46, 4.18] 2011 I L —
Zhang,Y. 2012 21 41 15 42 1.7% 1.89[0.78, 4.55] 2012 T
Wang,J.2012 14 25 10 24 1.1% 1.780.57, 5.53] 2012 -
Fu, L.2012 19 35 16 35 1.7% 1.41[0.55, 3.61] 2012 N
Ju,8.2013 19 34 12 34  13% 2.32[0.87,6.16] 2013 T
Lail.2013 45 70 40 70 34% 1.35[0.68, 2.67] 2013 N

Xu, H.2013 19 38 18 42 2.0% 1.33[0.55, 3.22] 2013 I

Li, H.2014 16 30 12 30 1.3% 1.71[0.62, 4.77] 2014 -1
Liu,Y.2014 18 43 17 43 23% 1.10[0.47, 2.60] 2014 -1

Han, R.2015 14 36 10 36 1.4% 1.65[0.61, 4.45] 2015 -
Zhu, H.2015 15 21 7 21 0.5%  5.00[1.35, 18.55] 2015

Zhao, §.2015 19 43 12 43 1.6% 2.05[0.83, 5.02] 2015 T —
Ning, $.2015 19 31 11 31 1.0% 2.88[1.03, 8.07] 2015 -
Zhang, S.2016 1" 19 8 19  08% 1.89[0.52, 6.85] 2016 -1
Chen, Y.2016 15 30 13 30 15% 1.31[0.47,3.61] 2016 -1
Ma, Y. 2016 19 33 19 35 19% 1.14[0.44, 2.98] 2016 -1

Li, J.2016 23 47 9 47 11%  4.05[1.61,10.20] 2016 -
Li, J.-c.2016 21 35 15 35 14% 2.00[0.77,5.18] 2016 1T
Fang, L.2016 35 45 27 45 1.4% 2.33[0.93,5.87] 2016 —
Wu, T.2017 53 67 40 68  2.0% 2.65[1.24, 5.68] 2017 -
Zhang, H.2017 42 52 26 52 12%  4.20[1.75,10.11] 2017 -
Ma, M.2017 19 42 12 42 1.6% 2.07[0.84,5.10] 2017 T
Lv, W.2018 16 30 15 30 1.7% 1.14[0.41, 3.15] 2018 -1
Zhao,J.2019 31 43 22 43 1.5% 2.47[1.01,6.04] 2019

Geng,K.2020 27 45 17 45 1.6% 2.47[1.06, 5.77] 2020

Xu, Y.2020 16 45 12 45 1.8% 1.52[0.62, 3.73] 2020 ]

Subtotal (95% CI) 1737 1680 70.9% 1.81[1.58, 2.08]

Total events 956 686

Heterogeneity: Chi? = 33.09, df = 44 (P = 0.89); ? = 0%
Test for overall effect: Z = 8.43 (P < 0.00001)

Heterogeneity: Chi? = 19.25, df = 15 (P = 0.20); I = 22%
Test for overall effect: Z = 5.34 (P < 0.00001)

*
RECIST
Xu,Y.2012 16 33 16 33 20% 1.00[0.38, 2.63] 2012 -1
Pei, W.2012 15 40 1 40 1.6% 1.58[0.62, 4.07] 2012 -1
Sun,J.2012 15 34 13 34 1.7% 1.28[0.48, 3.36] 2012 -1
Wang,Y.2012 16 36 14 36 1.8% 1.26[0.49, 3.21] 2012 - I
Cheng, B.2014 12 49 16 52 28% 0.73[0.30, 1.76] 2014 - 1
Li, J.2014 1 27 10 27 14% 1.17[0.39, 3.49] 2014 -1
Wen, H.2014 28 45 17 45 1.5% 2.71[1.16,6.36] 2014 -
Zhang, M.2015 17 39 12 32 1.8% 1.29[0.50, 3.35] 2015 -1
Zhang, X.2016 18 25 8 25 05% 546[1.63,18.36] 2016 -
Huang, W.2017 17 39 1 40 1.5% 2.04[0.80, 5.21] 2017 T
Su, 8.2017 35 40 23 39 0.7%  4.87[1.57,15.13] 2017 -
Zhou, D.2018 30 58 22 58 25% 1.75[0.84, 3.67] 2018 1T
Su,D.2019 30 41 17 41 1.1% 3.85[1.52,9.75] 2019 -
Xu,Z.2020 25 40 14 40 1.2% 3.10[1.24,7.71] 2020 -
Chen,C.2020 26 49 16 49 1.8% 2.33[1.03,5.29] 2020 -
Tan, H.2020 24 60 18 60 26% 1.56[0.73, 3.31] 2020 T
Subtotal (95% CI) 655 651 26.4% 1.85[1.47, 2.31] ‘
Total events 335 238
Other
Ding,P.2011 9 18 10 22 1.1% 1.20[0.34, 4.18] 2011 -1
Liu, H.2019 19 44 12 44 1.6% 2.03[0.83,4.95] 2019 1T
Subtotal (95% CI) 62 66 2.7% 1.70 [0.82, 3.50] -
Total events 28 22

Heterogeneity: Chi? = 0.45, df = 1 (P = 0.50); I* = 0%
Test for overall effect: Z = 1.44 (P = 0.15)

Total (95% CI) 2454 2397 100.0% 1.82 [1.62, 2.04]
Total events 1319 946

Heterogeneity: Chi? = 52.84, df = 62 (P = 0.79); ¥ = 0%
Test for overall effect: Z = 10.08 (P < 0.00001)
Test for subaroup differences: Chi? = 0.06. df = 2 (P = 0.97). F=0%
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Figure S99 Subgroups analysis of objective response rate by evaluation criteria
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Figure S100 Meta-regression of objective response rate by evaluation criteria



Aidi injecti itabine and ci i Odds Ratio Odds Ratio

Study or Subgroup  Events Tota Events Total Weight M-H. Fixed. 95% CI Year M-H. Fixed, 95% Cl

WHO

Zou,Y.2006 35 42 25 39 1.9% 2.80[0.99, 7.94] 2006

‘Yang,Q.2008 29 30 23 27 04%  5.04[0.53,48.26] 2008

Sun,G.2008 31 33 27 30 0.8% 1.72[0.27,11.09] 2008

Feng,X.2008 62 68 56 62 23% 1.11[0.34, 3.63] 2008 -1
Lv,D.2009 28 30 23 30 0.7%  4.26[0.81,22.53] 2009 |

Wen,K.2009 32 38 32 38 23% 1.00[0.29, 3.43] 2009 ]

Zhang, L.2009 27 32 23 31 186% 1.88 [0.54, 6.54] 2009 ]

Song,Z.2009 27 30 25 30 11% 1.80[0.39, 8.32] 2009 -
Wang,Y.2008 29 32 21 27 10% 276[0.62, 12.32] 2009 ]

Li,Z.2010 18 36 21 36  47% 0.71[0.28, 1.81] 2010 - 1

Liu,Y.2010 25 32 22 32 22% 1.62[0.53, 4.99] 2010 I
Hong,Y.2010 78 90 50 70 3.4% 2,60[1.17,5.78] 2010 -
Hou,A.2010 37 40 29 38 1.0% 3.83[0.95,15.43] 2010 -
Shi,X.2010 27 28 25 28 04%  3.24[0.32,33.22] 2010

He,W.2011 26 29 19 23 1.0% 1.82[0.36, 9.12] 2011 -1
Lu,Z.2011 30 34 28 34 1.5% 1.61[0.41, 6.30] 2011 -
Jiang,S.2011 29 32 25 30 1.1% 1.93[0.42, 8.91] 2011 -
Fan,S.2011 35 4 29 38 2.0% 1.81[0.58, 5.68] 2011 -1
Wu,Q.2011 28 30 26 30 0.8%  2.15[0.36,12.76] 2011 ]

Fu, L.2012 32 35 28 35 11%  2.67[0.63, 11.31] 2012 -
Wang,J.2012 20 25 16 24 1.5% 2.00[0.55, 7.31] 2012 -1
Zhang,Y. 2012 34 41 32 42 24% 1.52[0.52, 4.47] 2012 -1

Xu, H.2013 33 38 34 42 1.9% 1.55[0.46, 5.24] 2013 - 1
Lai,L.2013 63 70 60 70 27% 1.50[0.54, 4.20] 2013 I
Ju,S.2013 32 34 29 34 08% 276[0.50,15.33] 2013 -
Li, H.2014 26 30 23 30 14% 1.98[0.51, 7.63] 2014 -1
Liu,Y.2014 35 43 33 43 2.8% 1.33[0.47,3.77] 2014 -

Ning, 5.2015 26 31 22 31 16% 213[0.62,7.29] 2015 -1
Zhu, H.2015 19 21 14 21 0.6%  4.75[0.85,26.43] 2015 -
Zhao, 8.2015 ar 43 28 43 1.8% 3.30[1.14, 9.60] 2015 -
Han, R.2015 32 36 27 36 1.3% 2.67[0.74,9.63] 2015 -
Li, J.-c.2016 31 35 26 35 1.3% 2.68[0.74,9.73] 2016 ]

Fang, L.2016 42 45 34 45 10%  4.53[1.17,17.55] 2016

Chen, Y.2016 24 30 18 30 1.6% 2.67[0.84, 8.46] 2016 T

Li, J.2016 45 47 34 47 0.7%  8.60[1.82,40.69] 2016

Zhang, S.2016 14 19 14 19 1.7% 1.00[0.24, 4.24] 2016

Ma, Y. 2016 28 33 28 35 19% 1.40[0.40, 4.94] 2016 ]

Ma, M.2017 37 42 29 42 16%  3.32[1.06,10.37] 2017

Zhang, H.2017 50 52 48 52 08% 3.26[0.63,16.97] 2017 ]

Wu, T.2017 62 67 56 68 1.9% 2.66[0.88,8.02] 2017 T
Lv, W.2018 24 30 25 30 22% 0.80[0.22, 2.97] 2018 - 1
Zhao,J.2019 39 43 34 43 1.4% 2.58[0.73,9.14] 2019 ]

Xu, ¥.2020 43 45 33 45 0.7%  7.82[1.64, 37.36] 2020

Geng,K.2020 39 45 31 45 1.9% 2.94[1.01,8.53] 2020

‘Subtotal (95% CI) 1707 1660 68.4% 2.17 [1.80, 2.62]

Total events 1500 1283

Heterogeneity: Chi? = 27.21, df = 43 (P = 0.97); F = 0%
Test for overall effect: Z = 8.07 (P < 0.00001)

RECIST

Pei, W.2012 35 40 27 40 1.5% 3.37[1.07,10.61] 2012

Sun,J.2012 25 34 25 34 3.0% 1.00[0.34, 2.94] 2012 ]
Wang,Y.2012 28 36 20 36 20% 2.80[1.01,7.80] 2012

Xu,Y.2012 30 33 26 33 11%  2.69[0.63, 11.49] 2012 ]
Wen, H.2014 43 45 36 45 0.7%  5.38[1.09,26.49] 2014

Cheng, B.2014 39 49 42 52  37% 0.93[0.35, 2.47] 2014 -
Li, J.2014 19 27 16 2T 21% 1.63[0.53, 5.04] 2014 ]
Zhang, M.2015 28 39 23 32 3.2% 1.00[0.35, 2.82] 2015 ]
Zhang, X.2016 21 25 14 25 1.0% 4.13[1.09, 15.59] 2016

Huang, W.2017 36 39 30 40 1.0% 4.00[1.01, 15.87] 2017

Su, 8.2017 a7 40 26 39 0.9% 6.17 [1.60, 23.83] 2017

Zhou, D.2018 50 58 38 58 24% 3.29[1.31,8.27] 2018

Su,D.2019 39 4 33 a1 0.7% 4.73[0.94, 23.82] 2019

Chen,C.2020 44 49 34 49 16% 3.88[1.28, 11.74] 2020

Tan, H.2020 49 60 39 60  3.2% 2.40[1.03, 5.57] 2020

Xu,Z.2020 33 40 24 40 1.9% 3.14[1.12, 8.82] 2020

Subtotal (95% Cl) 655 651  30.0% 2.50 [1.90, 3.30]

Total events 556 453

Heterogeneity: Chi? = 15.92, df = 15 (P = 0.39); F = 6%
Test for overall effect: Z = 6.55 (P < 0.00001)

Other
Liu, H.2019 39 44 30 44 15%  3.64[1.18,11.23] 2019
Subtotal (85% CI) 44 44 1.5%  3.64[1.18,11.23]

Total events 39 30
Heterogeneity: Not applicable
Test for overall effect: Z = 2.25 (P = 0.02)

) ’MH‘W .

Total (95% CI) 2406 2355 100.0% 2.29 [1.97, 2.67]
Total events 2095 1766

Heterogeneity: Chi* = 44.59, df = 60 (P = 0.93); * = 0%
Test for overall effect: Z = 10.58 (P < 0.00001)
Test for subaroun differences: Chi* = 1.38. df = 2 (P = 0.50). P = 0%

0.02 041 10
Favours [Gemcitabine and cisplatin]  Favours [Aidi injection]

Figure S101 Subgroups analysis of disease control rate by evaluation criteria
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Figure S102 Meta-regression of disease control rate by evaluation criteria



Aidi inj

and ci

Odds Ratio

Study or Subgroup _Events Tota Events Total Weight M-H, Fixed, 95% C| Year

WHO

Feng,X.2008 64
Wen,K.2009 23
Zhang, L.2009 5
Wang,Y.2009 26
Hou,A.2010 14
Hong,Y.2010 26
Xu,Y.2012 23
Wang,Y.2012 19
Xu, H.2013 13
Cheng, B.2014 34
Liu,Y 2014 27
Zhu, H.2015 6
Ning, 5.2015 16
Zhao, S.2015 7
Li, J.-c.2016 14
Huang, W.2017 10
Guo, X.2020 7
Tan, H.2020 51
Subtotal (95% CI)

Total events 385

68
38
32
32
40
20
33
36
38
49
43
21
k1l
43
35
39
51
60
779

60
31
14
22
22
31
33
26
22
47
36
15
16
10
26
12
16
57

496

Heterogeneity: Chiz = 16.42, df = 17 (P = 0.49); = 0%

Test for overall effect: Z = 7.31 (P < 0.00001)

NCI-CTCAE

Sun,J.2012 23
Li, J.2014 5
Zhang, M.2015 26
Fang, L.2016 5
Subtotal (95% CI)

Total events 59

34
27
39
45
145

30

28
13

77

Heterogeneity: Chi? = 1.73, df = 3 (P = 0.63); = 0%

Test for overall effect: Z = 3.29 (P = 0.0010)

Other
Lu,Z.2011 11
Fu, L.2012 24
Zhang,Y. 2012 12
7
Han, R.2015 7
Li, X.2015 2
Zhang, 5.2016 2
Li, J.2016 12
Ma, Y. 2016 7
Wu, T.2017 10
Wu, Y.2017 3
Zhang, H.2017 13
Ma, M.2017 "
Su, S.2017 2
Zhang, H.2018 13
Zhou, D.2018 "
Xu,Z.2020 2
Chen,C.2020 33
Subtotal (95% CI)
Total events 182

34
35
4
25
36
20
19
47
33
67
109
52
42
40
30
58
40
49
777

22
16

2
22
13

6
43

289

Heterogeneity: Chi* = 8.53, df = 17 (P =0.95); I’ = 0%

Test for overall effect: Z = 6.51 (P < 0.00001)

Total (95% CI)

Total events 626

1701

862

Heterogeneity: Chiz = 26.97, df = 38 (P = 0.93); 2= 0%

Test for overall effect: Z = 10.32 (P < 0.00001)

62
38
3
27
38
70
33
36
42
52
43
21
3
43
35
40
51
60
753

27
32
45
138

35
42
24

20
19
47
35

109
52
42
39

49
779

1670

Test for subaroup differences: Chi? = 0.35. df = 2 (P = 0.84). F = 0%

0.9%
28%
2.8%
1.0%
3.4%
57%
24%
28%
3.2%
3.2%
3.1%
25%
1.8%
1.9%
36%
20%
32%
2.0%
48.4%

22%
1.1%
24%
27%
8.4%

3.1%
2.3%
27%
15%
2.0%
1.7%
0.8%
3.3%
27%
4.1%
2.0%
3.8%
27%
0.4%
2.9%
24%
1.3%
3.2%
43.2%

100.0%

Odds Ratio

:

0.53[0.09, 3.02]
0.35[0.12, 0.99]
0.22[0.07, 0.74]
0.98 [0.26, 3.67]
0.39[0.16, 0.98]
0.51[0.27, 0.98]
0.03[0.00, 0.60]
0.43[0.16, 1.15]
0.47[0.19,1.17]
0.24 [0.08, 0.73]
0.33[0.12, 0.91]
0.16 [0.04, 0.61]
1.00 [0.37, 2.71]
0.64[0.22, 1.88]
0.23[0.08, 0.64]
0.80[0.30, 2.16]
0.35[0.13, 0.94]
0.30 [0.08, 1.16]
0.40 [0.32, 0.51]

0.28 [0.08, 0.99]
0.80[0.21, 3.00]
0.29[0.08, 0.99)
0.31[0.10, 0.95]
0.36 [0.20, 0.66]

0.33[0.12, 0.90]
0.20 [0.05, 0.81]
0.61[0.24,1.52]
0.65[0.19, 2.16]
0.55[0.18, 1.63]
0.17[0.03, 0.92]
0.44[0.07, 2.76]
0.51[0.21,1.21]
0.36[0.12, 1.05]
0.39[0.17, 0.92]
0.31[0.08, 1.19]
0.450.20, 1.05]
0.58 [0.23, 1.46]
0.97 [0.13, 7.26]
0.280.09, 0.82]
0.811[0.33, 1.99]
0.30 [0.06, 1.58]
0.29[0.10, 0.82]
0.43 [0.34, 0.56]

0.41 [0.35, 0.49)

2008
2008
2009
2009
2010
2010
2012
2012
2013
2014
2014
2015
2015
2015
2018
2017
2020
2020

2012
2014
2015
2016

2011
2012
2012
2012
2015
2015
2016
2016
2018
2017
2017
2017
2017
2017
2018
2018
2020
2020
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Figure S103 Subgroups analysis of neutropenia by evaluation criteria
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Figure S104 Meta-regression of neutropenia by evaluation criteria



Aidi

and

Odds Ratio

Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% C| Year

WHO

Zou,Y.2006 32 42 29
Feng,X.2008 55 68 54
Wen,K.2009 20 38 29
Lv,D.2009 10 30 19
Zhang, L.2009 " 32 20
Wang,Y.2009 5 32 5
Song,Z.2009 10 30 11
Hou,A.2010 5 40 12
Hong,Y.2010 20 80 29
Li,z.2010 16 36 20
Shi,X.2010 12 28 20
He W.2011 12 29 13
Wang,Y.2012 21 36 28
Xu,Y.2012 7 33 18
Xu, H.2013 20 38 30
Lai,L.2013 20 70 28
Cheng, B.2014 7 49 7
Liu,Y.2014 24 43 32
Ning, §.2015 12 31 16
Zhu, H.2015 7 21 16
Zhao, 5.2015 5 43 10
Li, J.-¢.2016 7 35 19
Guo, X.2020 5 51 13
Tan, H.2020 47 60 54
Subtotal (95% CI) 1005

Total events 390 532

Heterogeneity: Chi? = 18.57, df = 23 (P = 0.73); I’ = 0%
Test for overall effect: Z = 7.81 (P < 0.00001)

NCI-CTCAE

Sun,J.2012 28 34 29
Wen, H.2014 23 45 39
Zhang, M.2015 32 39 27
Fang, L.2016 [} 45 14
Subtotal (95% Cl) 163

Total events 89 109

Heterogeneity: Chi? = 5.52, df = 3 (P = 0.14); I = 46%
Test for overall effect: Z = 3.40 (P = 0.0007)

Other

Liu,Y.2010 7 32 14
Lu,Z.2011 10 34 19
Zhang,Y. 2012 9 41 14
Wang,J.2012 5 25 8
Cai,H.2013 6 19 8
Ju,8.2013 13 34 14
Li, H.2014 18 30 22
Li, X.2015 15 20 15
Zhang, S.2016 2 19 3
Li, J.2016 15 47 27
Ma, Y. 2016 5 33 13
Zhang, H.2017 16 52 29
Su, 8.2017 4 40 3
Wu, T.2017 1" 67 23
Wu, Y.2017 37 109 83
Zhang, H.2018 7 40 18
Zhou, D.2018 29 58 31
Su,D.2019 5 41 15
Chen,C.2020 40 49 42
Geng,K.2020 21 45 30
Xu,Z.2020 2 40 7
Subtotal (95% CI) 875

Total events 277 418

Heterogeneity: Chi? = 14.63, df = 20 (P = 0.80); I = 0%
Test for overall effect: Z = 7.30 (P < 0.00001)

Total (95% CI)
Total events 756 1059
Heterogeneity: Chi? = 38.98, df = 48 (P = 0.82); P = 0%
Test for overall effect: Z = 11.21 (P < 0.00001)

2043

39
62
38
30
31
27
30
38
70
36
28
23
36
33
42
70
52
43
31
21
43
35
51
60
969

45
32
45
156

32

42
24
19

30
20
19
47
35
52
39
68
109
40
58
a1
49
45
40
877

2002

Test for subarouo differences: Chi* = 0.35. df = 2 (P = 0.84). P = 0%

Figure S105 Subgroups analysis of gastrointestinal reaction by evaluation criteria
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1.0%
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2.7%
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1.1%
44.2%

100.0%

Odds

1.10[0.40, 3.03]
0.63 [0.24, 1.63]
0.34[0.13, 0.92]
0.29 [0.10, 0.84]
0.29 [0.10, 0.81]
0.81[0.21, 3.18]
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0.31[0.10, 0.99]
0.40 [0.20, 0.80]
0.64 [0.25, 1.62]
0.30[0.10, 0.91]
0.54 [0.18, 1.64]
0.40 [0.14, 1.12]
0.22 [0.08, 0.66]
0.44 [0.18, 1.12]
0.60 [0.30, 1.21]
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059 [0.22, 1.62]
0.16 [0.04, 0.60]
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0.45 [0.36, 0.55]

0.80 [0.22, 2.94]
0.16 [0.06, 0.45]
0.85 [0.24, 2.97]
0.34 [0.12, 0.99]
0.38 [0.22, 0.66]

0.36 [0.12, 1.07]
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0.56 [0.21, 1.50]
0.50 [0.14, 1.83]
0.63 [0.17, 2.40]
0.88 [0.33, 2.34]
0.55 [0.18, 1.62]
1.00 [0.24, 4.18]
0.63 [0.09, 4.26]
0.35 [0.15, 0.81]
0.30 [0.09, 0.98]
0.35 [0.16, 0.79]
1.33[0.28, 6.39]
0.38[0.17, 0.87]
0.38 [0.22, 0.65]
0.26 [0.09, 0.72]
0.87 [0.42, 1.81]
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Figure S106 Meta-regression of gastrointestinal reaction by evaluation criteria



