Supplementary Tables

Supplementary Table 1. Guality of studies with self-control data

Author [Year] Qi Q2 Q3 Q4 Q@F G QF Guality
Brett (2002) es Mo Yes Yes Yes Yes Yes High
Cai (2013) es Yes Yes Yes Yes Yes Yes  High
Kameshima {2013) es Yes Yes Yes Mo Yes No  Low
Foido (2014) es es Yes Yes Yes Yes Yes High
Hondo (2008) Unclear Yes Yes Yes Yes Yes Mo Low
Kubuschok {2012) Mo es Yes Yes Yes Yes Yes High
Nishida {2014} es Yes Yes Yes Mo Yes Yes High
Qiu (2013) Unclear Yes Yes Yes Yes Yes Yes  High
‘Sultana {2005 Unclear Yes Yes Mo Yes Mo Yes Low
Suzuki (2014 es Mo Yes Yes Yes Yes Yes  High
*fanagimoto {2010) Yes Yes Mo Yes Yes Yes Yes High
Yutani {2013) es es Mo Yes Yes Yes Yes High

Supplementary Table 2. Quality of studies withcase-control data

Author [Year) Q1 @2 Q3 Q4 Q5 a8 aF Gluality
Asahara (2013 Mo No No Yes Yes Yes No Low
Bernhardt {2006) Yes Yes Mo Yes Yes Yes Mo Low
Chawla {2010) Yes No No Yes Yes Yes Yes Low
Endo (2012 Yes Yes No Yes Yes Yes Yes High
Gijertsen (2001} Yes Yes Mo Yes Yes Yes Yes High
Le (2013} es Yes Yes Yes Yes Yes  Yes High
Le (2015} Yes Yes Yes Yes Yes Yes Yes High
Liu {2012} Unclesr Yes Mo Yes Yes Yes Mo Low
Liu {2010} Unclesr Yes No Yes Yes Yes Yes Low
Middleton {2014} Yes Yes Yes Yes Yes Yes Yes High
Picozzi (2015) Yes No HNo Yes Yes Yes Wes Low
Wen (2013 Yes Yes Yes Yes Yes Yes Mo High

Zhang {2012) Uncler Mo Mo Yes Yes Yes Yes Low




Supplementary Table 3. Subgroup results of meta-analys

= about 3-month to 12-month 05

Study Group Description Ho. of studies OR [ 95% Cl } Significance PValue Fi%) Heterogeneity P Value
3-month 05
Therapy Type ASI 839 ( 1.07-38.16) 004 73 0.008
PSi 2 1.96 { 0.74-5.19) 017 0 0.83
Tumor Stage IV Grade Alone 1 3.43 { 0.29-40 95) 0.23 0 >0.99
Mixed or Unknown 5 454 (1.27-1831) 002 88 0.008
Study Quality High 3 379 { 0.852219) 0.14 84 0.04
Low a 568 { 0.75-4279) 0.09 72 0.03
Study Location America 2 155 {0.783.18 ) 023 0 0.73
Asia 1 0.57 {0.03-10.43) 0.71 0 >0.99
Ewope a 1894 (3.97-7224) 0.0001 17 03
B-month 05
Therapy Type ASI 7 370 { 1.22-11.24) 0.02 72 0.001
Pl £ 3.31{1.83874) 0001 0 09
Tumor Stage Il & IV Grade 2 278 {0.721058) 0.14 0 0.54
IV Grade Alone 2 3.25 { 0.57-18.97) 0.18 13 0.28
Mixed or Unknown 8 344 { 1.39-8.49) 0007 73 0.0005
Study Quality High 9 3.38 { 1.418.11) 0008 88 0.002
Low a 3,45 { 1.32:9.05 ) 0.01 0 07
Study Location America £ 397 (172821 0003 0 09
Asia 3 463 (0.80-2874) 0.09 30 0.24
Ewope 4 364 { 0.79-1678) 0.1 78 0.008
12-month OS
Therapy Type ASI 10 3.05(1.49824) 0002 53 0.02
Pl 4 542 (1392118} 002 0 0.92
Tumor Stage Il & IV Grade 2 4682 (0.842543) 0.08 0 0.55
IV Grade Alone 2 11.51(1.81-8282) 002 0 0.88
Mixed or Unknown 10 159(1.18213) 0002 48 0.05
Study Quality High 9 153({1.13-208) 0005 52 0.03
Low 5 523 1.96-13.93) 0.0009 0 0.9
Study Location America 4 5.00 { 1.84-15.24) 0005 0 0.85
Asia £ 350 { 1.5%-8.10 ) 0003 26 0.25
Ewope £ 215 (077598 ) 0.14 26 0.25




Supplementary Table 4. Subgroup results of meta-analyses about 1.5-yearto 3year 05

Study Group Description No. of studies OR [ 95%Cl) Significance PValue %) Heterogeneity P Value
1.5year 05
Therapy Type A5l 7 1.23 (077157 0.39 a 0.48
PSl 2 272 (0.451887) 0.28 a 0.55
Tumaor Stage & IV Grade 2 272 (0.451887) 0.28 a 0.55
IV Grade Alone 1 7.83 (03517986 019 a =088
Mixed or Unknown & 1.18 (072190 ) 0.5 a 0.54
Study Quality High a8 1.28 (0.80-202 ) 0.3 a 0.48
Low 1 285 (0.1683) 0.56 a =020
Study Location America 2 297 (0.31-2801) 0.34 a 0.55
Asia 3 297 (0.53-1488) 0.18 24 027
Ewcpe 4 1.12 (089188 ) o0&z a 0e
2-year 05
Therapy Type ALl 3 1.87 (0.41-801 ) 0.581 a 0.5
Psl 3 B.84 ( 1.468-5352) 0.02 a 0.84
Tumaor Stage & IV Grade 2 104 1.12-98.88) 0.04 a 0.59
IV Grade Alone 2 1.13{0.26-501) 0.87 a 0.57
Mixed or Unknown 2 8.55 (0.745797) 0.09 a 0.99
Study Quality High [:] 2% (092853 0.05 a 0.55
Study Location America 1 574 (0.25130.37) 027 a =088
Asia 3 1.58 (0.42-802) 0.5 a 05
Study Location America 1 E74({02513027) 0.27 L] =090
Asia 3 1.58 [ 0.42-6.03 ) 0.5 0 05
Ewope 2 1144 1.21-102.04 ) 0.0z L] 084
Jyear D5
Therapy Type ASI 2 274 1.10-8.85 ) 0.0z L] o.s2
PSSl 1 348 {0.12-100.51) 0.47 L] >0.88
Tumar Stage 1l & IV Grade 1 348 {0.12-100.51) 047 L] >0.88
Mixed or Unknown 2 274 1.10-8.85 ) 0.0z L] o.s2
Study Quality High 3 238 {0.468-1120) 031 0 085
Low 1 205 (105884 0.04 L] =090
Study Location Asiz 2 274 1.10-8.85 ) 0.0z L] o.s2
Ewope 1 348 {0.12-100.51) 0.47 L] >0.88




Supplementary Table 5. Subgroup results of meta-analyses about immune responses before and after specific immunotherapy

Study Group Description Ho. of studies OR( 85% Cl )} Significance PValue Fs) Heterogeneity P Value
CTL-response
Therapy Type ASI 3 363 (1.72785) 0.0007 0 087
Tumor Stage Il & IV Grade 1 40(0.58-28.40 ) 017 [/ >0.98
IV Grade Alone 1 40(1.11-14.43) 0.0z [/ >0.98
Mixed or Unknown 1 331 (117236 ) 0.0z [/ >0.98
Study Quality High z 40{1.27-11.70 ) 0.01 [/ 1
Loy 1 331 {1.178938) ooz a =059
Study Location Asia 3 363 (1.727.85) 0.0007 [/ 0.97

Antibody-response

Therapy Type AS 2 294 (127-829) 0008 0 0.82
Psl 1 345 (112999 0.0z 0 =099
Tumer Stage & IV Grade 1 345 (112999 ) 0.02 0 =0.59
IV Grade Alone 2 294 (127-829) 0008 0 0.82
Study Quality High 3 310 { 1.67-576 ) 0.0002 0 0.5
Study Location Asia 2 294 (127-829) 0008 0 0.82
Ewaope 1 345 (112999 0.0z 0 =099




Study Group Description No. of studies OR [ 95% C1 ) Significance P Value F%) Heterngeneity P Valus
CDa+
Therapy Type ASI 4 7.89 [ 0.30-15.48) 0.04 a7 <0,00001
Tumor Stage & IV Grade 2 7.58 (-10.842681) 0.41 a8 «0.00001
Mixed or Unknown 2 7.81(1.31-1432) 002 az 0.0006
Study Quality High 1 180(-722-3.43) 0.48 0 =089
Low 3 10,85 2.02-18.89) 0007 a7 =0,00001
Study Location Asia 4 7.89 (0.20-15.48) 0.04 a7 <0,00001
cDa+
Therapy Type ASI 4 7.89 [ 0.30-15.48) 0.04 a7 <0,00001
Tumer Stage Il & IV Grade 2 7.58 (-10.84-2581) 0.41 28 <0,00001
Mixed or Unknown 2 7.81(1.21-14.32) 0.02 a2 0.0006
Study Quality High 1 190(-7.22-3.42) 0.48 0 =099
Low 3 1085 2.02-18.68) 0007 a7 <0,00001
Study Location Asia 4 7.89 [ 0.30-15.48) 0.04 a7 <0,00001
CD56+
Therapy Type AL 8 2,74 (-2.46-994) 024 9 =0,00001
Tumor Stage Il & IV Grade 4 215 (-5.71-1200) 0.49 o9 <0,00001
Mixed or Unknown 2 5.05(0.749.38 ) 0.02 0 =099
Study Quality High 2 £.68 (-2.99-17.25) 022 21 0.0009
Low 4 2.37 [ -5.28-10.12) 055 o9 <0,00001
Study Location Asia 8 2,74 (-2.46-994) 024 9 =0,00001
CD4+/CDE+
Therapy Type AS 4 0.38 (0.21-0.44 ) <0.0001 0 061
Tumor Stage Il & IV Grade 2 051 (027078 ) <0.0001 0 0.58
Mixed or Unknown 2 0.6 (029042 ) <0.0001 0 o8
Study Quality High 1 0.40 {0.08-0.26) 0.09 0 =099
Low 3 0.37 (0.31-0.44 ) <0.0001 0 04
Study Location Asia 4 0,38 (0.31-0.44 ) =0 0001 0 081
CD4+CD25+
Therapy Type AS 3 -286(-435 to-096) 0002 79 0.009
Tumer Stage Il & IV Grade 1 120(-222t0-018) 0.02 0 =099
Mixed or Unknown 2 252(-418 to-2.44) <0.00001 0 0.85
Study Quality High 1 A20(-222to-018) 002 0 =059
Low 2 252(-418 to-2.44) <0.00001 0 0.85
Study Location Asia 3 266 (-4.35t0-0.98) 0002 78 0.008

Supplementary Table 7. Subgroup results of meta-analyses about cytokine before and after specific immunotherapy

Study Group Description No. of studies OR [ 95% Cl | Significance PValue F%)

IFH-y

Therapy Type ASI 375 (0.7TT-673) 0.01 77

Tumor Stage 1l & IV Grade 19.13( 10.03-23.23) <0,0001 0
IV Grade Alone 222 (-2541-2985) 0.87 0
Mixed or Unknown 228 (1.33322) =0.00001 0

Study Quality High 222 (-2541-2985) 08T 0
Low 3,87 (0.757.00 ) 0.02 85

Study Location Asia 375 (0.7TT-673) 0.01 77




Supplementary Table 8. Subgroup results of meta-analyses about serumcancer marker before and after specific immunotherapy

Study Group Description No. of studies OR (95% CI | Significance PValue F%s) Heterogeneity P Value
CA19-9
Therapy Type ASI 4 -23852(-98T to-157.17 ) <0.00001 &1
Tumar Stege & IV Grade 2 17595 { -263,33 0 -98 58) <0.00001 0
Miced or Unknown 2 33393 ( -5584310-121.92 ) 0002 80 0.12
Study Quality High 3 -22365(-29891 to-150.9 ) <0.00001 &0
Low 1 50780 { -807.51 to-208.08 ) 0.0009 0
Study Location Asia 3 -22957(-263.35t0-95.80) 0.0008 58

Ewurcpe 1 -26800(-22260t0-232.49 ) <0.00001 a 8
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