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Phillips 2013 66 504 731 186 195 3272 94%
Rigamonti 2012 211 6.9 5 75 58 5 28%
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Supplementary Figure 2: Association of adiponectin, leptin, IL-6, TNF-a, resistin and visfatin with BMI > 30 or < 30.



A Adiponectin

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subaroup _Mean _ SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.18.1 Case-control
Adamska 2012 16 43 28 162 47 25 91%  -1.01(158,-043 -
Ashley 2011 59 4 B4 99 54 36 93%  -0.87[1.30,-0.45] -
Derosa 2013 107.4 134 363 184 225 365 94%  -413[4.39,-387] -
ElHagger 2015 906 163 90 129 187 30 92%  -222(272,-172) -
Jurimae 2009 99 31 57 147 47 41 92% -1.24 [-1.68,-0.80) -
Milewicz 2010 136 64 220 161 54 52 94%  -040(0.70,-0.0] -
Rigamonti 2012 55 134 5 73112 5 73%  -1.32[276,013 —
Silha 2003 86 47 34 133 74 17 90%  -0.81[1.41,-0.20) —|
Subtotal (95% CI) 861 571 718%  1.51[272,-029] >
Heterogeneity: Tau®= 2.97; Chi*= 43512, df= 7 (P < 0.00001); F= 98%
Testfor overall effect: Z= 2.43 (P = 0.02)
1.18.2 Cross-section
ANl 2015 101 502 101 116 472 248 94%  -031[054,-008 i
Petrasova 2014 45 213 142 584 215 38  93% -0.53(-0.89,-0.17) N
Phillips 2013 552 305 731 688 439 3272 95%  -0.33[041,-0.24] !
Subtotal (95% CI) 3558 282%  -0.33[-0.41,-0.26]
Heterogeneity: Tau= 0.00; Chi*= 123, df= 2 (P = 0.54); F= 0%
Testfor overall effect Z= 8.76 (P < 0.00001)
Total (95% CI) 1835 4120 100.0%  -1.19[-2.00,-0.39] *
Heterogeneity: Tau®= 1.78; Ch*= 822.22, df= 10 (P < 0.00001); = 99% 1 S T )

Testfor overall effect: Z= 2.90 (P = 0.004)
Testfor subaroun differences: Chi*= 3.56. df=1 (P = 0.06). F=71.9%

- 1
Favours [BMI>25) Favours [BMI<25]

B Leptin

Control
D

2.18.1 Case-control

Anderlova 2006 77.87 3363 14 882 626 17 43%
Couillard 2002 327 124 15 109 48 11 46%
Derosa 2013 103 13 363 76 05 365 85%
El-Hagger 2015 2801 894 90 12 4 30 72%
Jurimae 2009 176 43 67 1056 59 41 74%
Karhunen 1998 298 141 5 86 45 5  28%
Kazmi 2013 528 246 40 63 31 50 67%
Koebnick 2006 226 1245 43 93 1207 20 68%
Kristensen 1999 262 176 64 104 53 114 80%
Maskari 2006 3478 1396 35 106 42 20 6.1%
Rigamonti 2012 211 6.9 5 75 58 5 25%
Romemaa 1997 1872 977 23 639 41 23 62%
Silha 2003 269 227 34 59 29 17 65%
Van Didlen 2002 95 6§32 30 155 213 21 62%
Subtotal (95% Cl) 818 739 835%

Heterogeneity. Tau*= 0.47; Chi* = 98.23, df= 13 (P < 0.00001); F= 87%
Test for overall effect: Z= 8.07 (P < 0.00001)

2.18.2 Cross-section

Petrasova 2014 176 859 142 67 407 38 77%
Phillips 2013 66 504 731 186 195 3272 87%
Subtotal (95% Cl) 3310 16.5%
Heterogeneity: Tau®= 0.03; Chi*= 2.56, df=1 (P= 0.11); F=61%

Testfor overall effect Z=10.55 (P < 0.00001)

Total (95% CI) 1691 4049 100.0%

Heterogeneity: Tau®= 0.28; Chi*= 129.09, df= 15 (P < 0.00001); = 88%
Test for overall effect: Z= 11.71 (P < 0.00001)
Testfor subaroun differences: Chi*=1.33.df=1 (P = 0.25). F= 24.7%

Std. Mear

n Difference
ndom. 9

292 (1.87,3.98)
212(1.12,312)
274(256,2.94]
1.99(1.50, 2.47)
1.40(0.95,1.85)
1.83(0.22, 3.44)
279(2.20,3.38]
1.07 (050, 1.63]
1.39(1.05,1.72)
2,08 (1.40, 2.76)
1.93(0.28, 357)
1.62(0.94, 2.29)
1.11[0.48,1.73]
1.81(1.15, 2.48)
1.90 [1.49, 2.31]

1.38(099,1.77)
1.70(1.61,1.79)

1.60 [1.3¢

18

89]

3[1.53,2.14]

-10

Std. Mean Difference

-5 5

10
Favours [BMI>25] Favours [BMI<25]

C IL-6 D TNF-a
Experimental Control Std. Mean Difference Std. Mean Difference Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean _ SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI Study or Subgroup Mean SD Total Mean SD Total Weight IV. Random, 95%Cl 1V. Random, 95% CI
4.12.1 Case-control 5.12.1 Case-control
Derosa 2013 26 04 363 17 02 365 148% 2.85(264,3.05) - Derosa 2013 24 05 363 14 04 365 118% 2.21(2.02,2.39) -
Khaodhiar 2004 32 25 41 01 01 9 139% 1.34(057,2.11) - El-Hagger 2015 674 178 90 29 069 30 11.3% 2.41(1.89,293] -
Roytblat 2000 769 506 9 128 085 12 131% 1.84(0.78, 2.90) - Khanna 2010 494 056 20 427 041 20 108% 1.34[0.65,2.03) -
Yesilbursa 2004 438 366 36 234 21 11 141% 0.59-0.08,1.28] "’ Olszanecka—Glinianowicz 2011 64 55 2 56 2 14 108% 0.18[-0.50, 0.85] T
Subtotal (95% CI) 397 55.8% 1.67 [0.43, 2.92) Rigamonti 2012 151 203 5 1318 177 5 86% 0.91043,2.25) ~
Heterogeneity: Tau® = 1.48; Chi* = 50.25, df = 3 (P < 0.00001); F= 4% Rodriguez-Moran 2004 7.3 502 108 41 29 54 11.6% 0.72(0.38,1.05) -
Test for overall effect Z= 2.63 (P = 0.009) Subtotal (95% CI) 488 64.9% 1.33[0.55, 2.11)
Heterogeneity: Tau®= 0.84; Chi*= 89.28, df= 5 (P < 0.00001); F= 94%
4.12.2 Cross-section Test for overall effect Z= 3.33 (P = 0.0009)
Ahl 2015 43 472 34 446 897 93 146% -0.02-0.41,0.37)
Petrasova 2014 2562 481 142 2388 219 38 147% 0.38[0.03,0.75) " 5.12.2 Cross.section
Phillips 2013 336 577 731 252 519 3272 149% 0.16(0.08, 0.24] AhI 2015 528 256 34 42 62 93 11.5% 0.20-0.20,0.59] T
Subtotal (95% CI) 907 3403 44.2% 0.17 [0.04, 0.30] Petrasova 2014 16.29 552 142 1326 3.04 38 11.6% 0.59[0.23, 0.95) -
Heterogeneity. Tau*= 0.00; Chi*= 2.42, df= 2 (P = 0.30); F=17% Phillips 2013 634 308 731 585 232 3272 119% 0.16[0.08, 0.24)
Test for overall effect Z= 2.50 (P = 0.01) Subtotal (95% CI) 3403 351% 0.28 [0.02, 0.53)
Heterogeneity. Tau*= 0.03; Chi*= 5.23, df= 2 (P = 0.07); F= 62%
Total (95% CI) 1356 3800 100.0% 1.01[-0.08, 2.10] . Testfor overall effect Z= 2.13 (P = 0.03)
Heterogeneity. Tau*= 2.08; Chi*= 583.56, df= 6 (P < 0.00001), F= 99% 10_‘5_ : 10 -
Test for overall effect: Z= 1.81 (P = 0.07) ~ - - Favours [BMI>25] Favours [BMI<25) Total (95% CI) 3891 100.0% 0.97[0.23,1.71]
Test for subaroun differences: Chi*= 5§.53. df=1 (P = 0.02). F= 81.9% Heterogeneity: Tau*= 1.19; Chi*= 461.81, df = 8 (P < 0.00001); = 98% ) 5

Test for overall effect Z= 2.57 (P =
Testfor subaroun differences: Chi

.01)
29.df=1(P=0.01.F=841%

5 10
Favours [BMI>25] Favours [BMI<25]

Supplementary Figure 3: Association of adiponectin, leptin, IL-6, and TNF-a with BMI by study method.
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Supplementary Figure 4: Association of adiponectin and leptin with breast cancer risk by study method.
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131 ELISA

Anmed 2015 663 146 175 1047 528 175 36%
Alfwadhi 2012 8 4 144 B3 3T 35%
Assir 2015 844 212 82 109 16 68 33%
Dalamaga 2013 169 98 102 198 101 102 35%
Gross 2013 799 383 272 8704 4042 272 3T%
Gulcelik 2012 8563 2095 83 30%
Guo 2015 634 354 1167 38%
Han 2007 3264 1665 77 29%
Hancke 2010 1853 757 159 33%
Hou 2007 86 292 80 33%
Kang 2007 693 2 31%
Kim 2009 12802 10393 98 34%
Minatoya 2015 5 32 8 33%
Miyoshi 2003 757 313 102 35%
Olberding 2013 89 3233 706 37%
Panis 2013 442 177 40 30%
Santilan-Benitez 2013 146 6 40 31%
Shahar 2011 19 48 70 3.4%
Wang 2013 812 287 82 33%
Yang 2006 3615 043 70 27%
Znang 2012 45 26 43 31%
Zhong 2013 81 e 29%
Sublotal (95% CI) 374:

Heterogenety. Tau" = 0.27; Chi'= 39281, df= 11

Testfor overall eflect 7= 5,97 (P < 0.00001)

132RA

Chen 2005-1 1024 58 100 1917 124 100 3.4%
Cust 2009 69 1867 561 66 2167 561 37%
Komer 2007 91 4 T4 M3 47 76 33%
Mantzoros 2004 167 10 174 174 105 167  36%
Tworoger 2006 144 3125 1186 148 3188 1575 38%
Tworoger 2006a 167 3021 311 155 2854 621 37%
Sublotal (95% CI) 2386 300 21.5%
Heterogeneity: Tau= 0.10; Chi*= 9261, df= 5 (P < 0.00001); F= 95%

Testfor overall effect Z=1.13 (P = 0.26)

133 Multiplex assay

Alokail 2013 148 1056 181 12 53 25%
Gunter 2015 28507 6659 875 29317 6477 821 37%
Sublotal (95% CI) 931 874 62%
Heterogeneiy: Tau" = 7.04; Chi*= 126,27, df=1 (P < 0,00001); = 99%

Testfor overall eflect 7= 1.05 (P = 0.29)

Total (95% CI) 7059 7435 100.0%

Heterogeneity: Tau = 0.21; Chi*= 68242, o
Testfor overall effect 2= 7.08 (P < 0.00001)
Testfor subaroun differences: ChF = 8.87. df= 2 (P = 0.007). F= 70.7%

=29 (P <0.00001);

td. Mean Difference.
IV, Random, 96% CI.

-0.91 [1.13,-069)
0.45(0.18,0.74)
13211 67,-0.98]
-0.291057,-0.01)
-0.18-0.35,-0.01]
-2.001:255,-1.63]
-0.060.14,002)
222272,1.73
0.101024,045]
061 [0.97,-0.25]
-0.201063,023]
-0.18-0.46,0.10]
-0.651-0.99,-0.31

-0.331043,-0
A.2311.71,-075]
0.161-0.26,0.58]
-0.5010.79,-0.21]
-0.85[1.18,-0.51]
-2.00[:3.45,-2.34]
051 [0.94,-0.08]
-1.651-2.05,-1.05]
070(.093,-047)

0.92[1.21,-063)
0.15[0.03,0.27)
-0.5010.83,-0.18]
-0.0710.28,0414]
-0.131:0.20,-0.05]
0.3810.24,051)
015(.042,041)

-388[-4.52,-3.23)
-0.11[0.20,-0.01)
198 [567,1.71)

-0.630.81,-046)

Std. Mean Difference.

C IL-6

Experimental Control
Study or Sul Mean  SD Total Mean SD Total Weight
431 ELISA
Ahmed 2008 %3 1397 0 15 05 10 33%
Benoy 2002 91 195 104 05 04 26 36%
Dalamaga 2013 1828 1139 102 868 478 102 36%
Hu2015 1430020 52 004 0008 40 34%
Hussein 2004 11138 9242 40 175 095 10 34%
m 200 3666 9493 98 3327 7537 95  36%
Kozlowski 2003 317 23438 45 418 176 25 35%
uang 19 212 98 45 102 64 17 35%
L2011 6418 1450 60 3325 1028 40 35%
Li2013 764 48 30 325 51 45 28%
Li201s a1 6 s 18 3 20 34%
Maccio 2010 1704 6938 180 3525 2086 221  36%
Narija 2011 112 28175 58 51 1365 30 36%
Premiumar 2007 268 788 84 32 0876
@i2013 6748 1851 61 1793 657
Soygur 2007 18 9 3 75 475
5un 2000 693 342 30 326 68
Sun 2011 51983 28600 145 2261 O74
Trpsianis 2014 681 165 112 143 046
Wang 2006 ar7es 20274 73 105 02
Wang 2007 61 106 48 448 095
Yang 2015 1675 0204 100 128 013
Zhuang 2008 6222 1531 62 3529 117
Subtotal (95% CI) 1630
Heterogeneity: Taur = 1.40; ChF= §61.74, df= 22 (P < 0.00001),

Testfor overall effect 2= 8.06 (P < 0.00001)

432RA
Ling 2014 227 24825 65 09 1525
Liu 2007-1 1191 136 28 477 58
Yang 2001

137 3’ s 7
25545 23132 50 10885 448
Subtotal (95% CI) 182

Heterogeneity: Tau"= 5 56; Chi*= 15352, df= 3 (P < 0.00001);
Testfor overall effect 2= 3.36 (P = 0.0008)

433 Multiplex assay

Gunter 2015 14 0467 875 14 0433 821 37%
Kesler 2012 1111 20 14 28 23 35%
Subtotal (95% CI) 895 844 7a%
Heterogeneity: Taw* = 0.00; Chi*= 019, df= 1 (P = 0.66); F= 0%

Testfor overall effect: Z= 0.07 (P = 0.94)

Total (95% CI) 0.0%

Heterogeneity: Tau" = 1.85; Chi*= 1272, ss uv 2 4?=uuuum) v=ss%
Testfor overall effect Z= 8.27 (P < 0.00001)
Testfor subaroun differences: Chi*= 73.91. df= 2 (P < 0.00001)

IV, Random, 96% CI.

1.91(1.07,275)
0.49(0.05,082)
1.10(0.80,1.38)
452(3.73,530)
1.30[0.55,2.04]
0.04[024,032)
1.4410.89,1.98)
1.20(0.60, 1.80)
2.36[1.84,288)
872(7.21,1023)
2411(1.75,307)
275(2.48,3.03)
0.251-019,069]
363[3.04,4.21)
295(2.24,3566)

116(082,150)
373(3.19,4.28)
1.071062,153)
1.57(1.05,210)
207159,255)
1.93(1.48,238)
2.06[1.56, 2.56)

1.21(0.84,159)
6.82(5.44,821)
7.841651,9.18)
0.7810.32,1.26]
4.05[1.69,6.41)

0.000.10,040)
0131073,047)
-0.00(00,0.09)

215[1.64, 2.66)

Std. Mean Difference
IV, Random, 95% CI

+

-0 5 5
Favours [Breast cancer] Favours [control

Std. Mean Difference
IV, Ray

95% I

*

-10 5 5
Favours [Breast cancer] Favours [control]

B leptin

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subaroup Mean _SD Total Mean _ SD Total Weight o
251 ELISA
Al Awadhi 2012 275 21 144 207 14 7T 23%  1.00(0.71,130) -
Assin 2015 2450 557 82 1952 203 68 22%  114[079,149) -
Coskun 2003 38620 18434 85 44 168 15 20%  -029[084,026] T
Dalamaga 2013 288 172 102 278 175 102 23%  0.06(022,033
Gross 2013 329 361 272 274 274 212 23% 0470000034
Gu2012 417 03 405 417 03 810 23%  000f012,012
Hancke 2010 2087 1513 159 149 1281 41 22%  040[00,075) r
Harris 2011 155 5688 330 162 75 63 23%  -010(023,003
Hou 2007 135 042 80 105 039 50 22% 0710034107 -
Jiang 2006 3306 2728 68 1242 55T 40 22%  093[052,134 -
Liu 2007 1043 755 47 813 316 41 22%  038(004,081) r
Maccio 2010 25917 12523 180 1884 13584 221 23%  054[0.34,074) -
Miyoshi 2006 952 09 104 1085 089 104 22% 1490180118 -
Mohammaczaden 2015 69267 43179 100 3263 26911 100 23%  101(072,131) -
Olberding 2013 229 833 706 19 82 706 23%  047(037,058 -
Pazaitou-Panayiotou 2007 109 516 74 114 523 76 22%  -010(042,022) b
Romero-Figueroa 2013 903 275 76 31 326 76 22%  176(138,213 -
Santilan-Benitez 2013 26 152 40 185 116 48 22%  030(012,073 T
Wang 2015 303 61 70 128 51 50 21% 3050251358 -
Zhang 2012 835 557 43 531 333 43 22% 0650022109 -
Zhang 2013 265 14043 B4 154 102 35 22%  086(043,129] -
1925 865 50 625 425 50 21% 1890142237 -
Subtotal (95% C1) 3281 3661 48.7% 0.59[0.33,0.85) +
Heterogenety: Tau" = 0.36; Chi= 51288, df= 21 (P <.
Test for verall efect Z= 4.40 (P < 0.0001)
252RA
Alustaoglu 2010 2855 197 30 2643 0110.40,051] T
1364 118 100 1007 039(0.11,067] -
Chen 2011 348 2022 50 1421 1.07(066,1.47] -
Cust 2009 141 4033 s8I 145 -0090.21,002]
Gao 2005 3172 2011 74 1185 081(037,1.25] -
Geisler 2007 279 6194 44 25 086(049,1.22] -
Han 2005 1357 066 90 946 651(580,7.23] -
Huang 2008 3051 3020 36 1263 6.86(5.76,7.95] —
Ji2008 19573 7352 64 112 137(092,183] -
Komer 2007 148 74 M3 -0.0610.38,0.26] b
Li2008 1200 123 48 979 1.8411.34,235] -
Liu2010 1357 633 79 235 233(1.89,276] -
Liu 2012 885 462 6 24 170(1.23,248] -
Ly 201 154 58 46 343(282,404] -
Mantzoros 1999 1369 1157 83 1603 -0180.50,0.14) b
Mantzoros 2004 24 161 174 241 00210.13,023)
0zt 2001 27 2064 58 1765 060(0.23,097] -
Stattin 2014 167 787 149 174 -0050.25,0.15]
Wang 2005 2084 2844 64 1334 070(026,1.14] -
Woo 2005 13417 11633 45 087 0380.04,080] r
W 2009 1008 6744 266 84 029(0.14,0.44] I
297 913 46 1225 1.410094,1.88] b
Subtotal (95% C1) 247 1.28[0.87,1.69] *
Heterogeneity: Taur = 0.89; ChF'= 825.20, df= 21 (P < 0.00001);F
Test for overall efect Z= 6.17 (P < 0.00001)
253 Multiplex assay
Alokail 2013 256 17 56 16 22 53 18%  487(411,562 -
Gunter 2015 1395 5864 875 14406 5908 821 23%  -0.08(017,002)
Subtotal (95% CI) 931 874 42%  238[247,7.22) ——
Helarogeno: T = 1114, o= 18101611 7 < 000001
Test for overall efect Z= 0.96 (P = 0.34)
Total (95% CI) 7155 1000%  096(074,113] ‘
Heterogeneity: Taur = 0.53; ChP = 1546.55, df= 45 (P < 0.00001); F= 97% 5

Testfor overall effect: Z= 8.56 (P < 0.00001)

Testfor subaroun differences: Chi* = 8.32. df=

2(P=002).F=76.0%

D TNF-a
Experimental Conre
Study or Sut Mean _SD Total Mean
534 ELISA
Chen 1397 147 058 40 088 037 30

2385 114 10

Dalamaga 2013
Hu 2015 0916 021 5

2 1035 493 102
2 0318 0068 40

Krajeik 2003 295 256 71 313 258 71
L2015 2 56 50 20
Maceio 2010 23621 13485 180 12372 5781 221
Panis 2013 221 2081 841 40
Papadopoulou 2010 1918 1023 56 7.92 3865 45
Premiumar 2007 285 799 84 52 142 42
Sun 2011 6939 41727 145 1825 871 50
Tripsianis 2014 1893 3042 112 792 1933 45
ang 2015 276 0312 100 223 029 30
Zhuang 2008 u® n1 e

Subtotal (95% CI)
Heterogeneity: Taw = 1.13; ChP'= 321,62, u
Testfor overall effect Z= 6.45 (P < 0.00001)

2 18s8 797 60
7

124P=uuuumm

532RIA
Li 2008 395 239 62 112 028 50
Ling 2014 891 90 66 55 165 62
Subtotal (95% CI) 128 12
Heterogeneity: Taw* = 0.00; ChP= 0.95, df= 1 (P = 033); F= 0%

Testfor overall effect:

=972 (P <0.00001)

5.3.3 Multiplex assay

Alokail 2013 6 075 5 46 057 53
Gunter 2015 25 0533 875 26 08
Kesler 2012 67 75 20 51 11
Subtotal (95% CI) 951

Heterogeneity: Tau*= 1 59 cm’
Testfor overall effect 2= 0.98 (

Total (95% CI) 27
Heterogeneity: Tau = 1.50; Chi*= 833,89, o
Testfor overall effect: Z= 5.74 (P < 0.00001)

86.85, df= 2 (P < 0.00001);
32

3 1795
8%

Supplementary Figure 5: Association of adiponectin, leptin, IL-6 and TNF-a with breast cancer risk by assay methods

for the analysis of adipokines.

Testfor subaroun differences: ChP = 3.65. df= 2 (P = 0.16). F= 45.2%

ol
30 Toow weber

55%

2%

56%
58%
54%
16.7%

100.0%

td. Mean Difference.
" b Random o5 et

0.97(0.47,1.47)
151(1.20,1.82)
351(294,4.28)
-0.071-0.40,026]
1.95(1.33,2.56)
112(091,133)
087(0.41,133)
1.30(0.85,1.83)
353[2.85,4.11)
1.4011.05,1.75]
3.85(3.38,4.51)
1.72(1.26,218)
3.7113.08,433)
1.95[1.36,2.54]

1.57(1.14,2.00)
1.2010.80, 1.67)
141[1.13,1.70)

20811.61,255)

-0.180.27,-0.08]

0.301030,091]
0.73[0.72,218]

160 [1.11,2.27)

-0 5 5
Favours [Breast cancer] Favours [control

Std. Mean Difference
IV, Random, 95% CI

-0 5 5
Favours [Breast cancer] Favours [control
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A adiponectin
Experimental Control
Study or Subgroup. Mean SD_Total Mean SD_Total Weight

Std. Mean Difference
1V, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

1.2 Pre

Assi 2015 992 062 44 1086 167 27 42%
Guo 2015 642 346 745 644 357 785 6.0%
Hancke 2010 1578 601 40 1526 9 25 42%
Hou 2007 931 234 43 1006 286 26 42%
Kang 2007 713 32 21 888 4 26 37%
Mantzoros 2004 145 78 49 13 T4 44 46%
Minatoya 2015 46 23 2 71 52 31 39%
Zhong 2013 571 13 24 78 184 16 32%
Subtotal (95% CI) 988 980 33.9%

Heterogeneity: Tau*= 0.13; cm'-zssz df=7 (P <0.0001); F=T77%
Testfor overall effect: Z= 247 (P =0.03)

1.2.2 Post
Assir 2015 671 192 38 1101 158 41 37%
Cust 2009 69 1867 561 66 2167 561 59%
Dalamaga 2013 169 98 102 198 101 102 53%

Gross 2013 789 383 272 8704 4042 272 58%
Gunter 2015 0o 0 0 o 0o 0

Guo 2015 28507 6659 875 29.317 6477 821 6.0%
Han 2007 3264 1685 77 729 206 36 42%
Hancke 2010 1945 764 119 1877 68 16  40%
Hou 2007 774 333 37 1043 281 24 40%
Kang 2007 677 33 20 689 3 17 34%
Mantzoros 2004 176 106 125 19 111 123 54%
Minatoya 2015 52 36 41 88 53 45 45%

Ollberding 2013 89 3233 706 10 35 706 59%

Wang 2013 812 287 82 1052 276 70 50%
Zhong 2013 652 16 22 976 141 13 29%
Subtotal (95% CI) 3077 2853 66.1%
Heterogeneity: Tau* = 0.18; Chi*= 213.23, df= 13 (P < 0.00001); = 94%
Testfor overall effect: Z= 4.98 (P <0.00001)

Total (95% CI) 4065 3833 100.0%

Heterogeneity: Tau® = 0.14; Chi*= 249.53, df= 21 (P < 0.00001); = 92%
Testfor overall effect: Z= 5.56 (P <0.00001)
Testfor subaroun differences: Chi*= 2.09. df= 1 (P = 0.15). F= 52.2%

C resistin

Experimental Control St
Study or Subarouj Mean _SD Total Mean SD_Total Weight
7.2.1 Premenopausal

Assiri 2015 2521 154 44 2415 124 27 125%
Hou 2007 2735 354 43 2567 388 26 125%
Kang 2007 57 17 21 185 22 26 118%
Subtotal (95% CI) 79 36.8%

Heterogeneity: Tau®= 0.00; Chw’-uﬁs u =2(P=072;F=0%
Testfor overall effect: 2= 4.06 (P < 0.0001)

7.2.2 Postmenopausal

Assiri 2015 2714 179 38 2173 279 41 120%
Dalamaga 2013 112 64 102 77 485 102 136%
Gunter 2015 121 18 875 123 1933 821 141%
Hou 2007 2433 354 37 2136 425 24 122%
ang 479 65 20 12 19 1.3
Subtotal (95% CI) 1072 1005 63.2%
Heterogeneity. Tau*= 4.44,df= 4 (P < 0.00001); F= 96%

Testfor overall effect 2= 223(? 0.03)

Total (95% CI)
Heterogeneity: Tau*=
Testfor overalleffect: Z= 2.90 (P = 0.004)

Testfor subaroun differences: Chi*= 0.25.df= 1 (P = 0.62). F= 0%

1084 100.0%
=7 (P <0.00001); = 94%

-0821.32,-0.32)
-0.01(0.11,0.08)
007043,057)
-0.2910.78,0.20)
-042(1.00,0.17)
020(0.21,061)

-0.33 [0.64,-0.03]

-243[3.02,-184)
0.15[0.03,0.27]
-0.29(057,-0.01)
-0.18£0.35,-0.01]
Not estimable
-0.11£0.20,-0.01]
-2220272,-173)
0.09(-0.43,061)
-0.851.38,-0.31)
-0.04 (068, 061]
013[038,0.12]
-0.721.16,-0.28]
-0.33£043,-0.22)
-0.85[1.18,-051]
-210(287,-132)
0.62[.0.87,-0.38)

-0.51[0.70,-0.33]

lean Difference
IV, Random, 95% CI

073(0.24,1.23)
0.46-0.03,0.96)
0.70(0.11,1.30]
0.62(0.32,092]

227(1.70,284)
061 (0.3, 0.90)
-0.1110.20,-0.01)
077(0.23,1.30)
0.711(0.04,1.38)
0.82[0.10, 1.54]

0.75[0.24,1.25)

10 -5 5 10
Favours [Breast cancer] Favours [control]

Std. Mean Difference
IV, Rar

95%Cl

LRI

¥

R

*

-10 5 5
Favours [breast cancer] Favours [control]

B leptin
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD_Total Mean SD_Total Weight Random, 95% CI Rand 95%Cl
22.2Pre
Assin 2015 2032 187 44 1952 293 27 30% 0.34[-0.14,082] ™
Gu2012 417 03 405 417 03 810 37% 0.00(0.12,012)
Han 2005 1461 927 52 823 45 70 32% 0.91(0.54,1.29] -
Hancke 2010 1714 759 40 1438 145 25 29% 0.25[-0.25,0.76]
Harris 2011 155 5688 330 162 75 636 37% -0.10[-0.23,0.03
Hou 2007 102 038 43 092 020 2% 3.0% 0.30-0.19,0.79) [~
Maccio 2010 202 108 82 18 101 105 34% 0.21[-0.08, 0.50] I
Mantzoros 1999 1369 1157 83 1603 174 69 34% -0.27 [-0.59,0.05] T
Mantzoros 2004 187 125 49 22 145 44 32% -0.24-0.65,017) |
Mohammadzadeh 2015 67.39 4326 55 3513 2823 60 32% 0.89(0.50,1.27) -
Ozet 2001 2681 24.21 15 1765 733 58 27% 0.72(0.14,1.30) I~
Wang 2015 258 58 32 117 53 28 25% 250(1.81,318) -
1098 65 30 779 383 26 29% 058(0.04,1.12) [~
Subtotal (95% CI) 1260 1984  40.8% 0.40[0.15, 0.66]
Heterogeneity. Tau*= 0.18; Chi*= 110.00, df= 12 (P < 0.00001); F = 89%
Test for overall effect Z= 3.08 (P = 0.002)
2.2.3 Post
Assin 2015 2052 417 38 1968 119 41 25% 3.23(255,391) -
Cust 2009 141 4033 561 145 45 561  37% -0.09[-0.21,0.02)
Dalamaga 2013 288 172 102 278 175 102 35% 0.06-0.22,033)
Geisler 2007 279 6194 44 25 1056 114  33% 0.86(0.49,1.22) -
Gross 2013 329 361 272 274 274 272 36% 0.17[0.00,0.34)
Gunter 2015 1395 5864 875 14.406 5908 821 37% -0.08[-0.17,0.02)
Han 2005 1433 702 38 1083 554 33 30% 0.54(0.07,1.02) [~
Hancke 2010 2276 1636 119 1506 10 16 29% 0.49-0.04,1.01] —
Hou 2007 156 04 37 127 042 24 29% 0.70(0.17,1.23) —
Huang 2006 3051 3029 36 1263 226 56 16% 6.86 [5.76,7.95] -
Maccio 2010 307 138 98 196 161 116 35% 0.73[0.46,1.01] -
Mantzoros 2004 266 169 125 249 196 123 35% 0.09-0.16,0.34)
Mohammadzadeh 2015 7156 4308 45 2888 248 40 30% 1.19(0.72,1.65] -
Ollberding 2013 229 8333 706 19 82 706 37% 0.47 [0.37,0.58) -
Ozet 2001 27.06 1954 43 1765 739 58 32% 0.67 (0.27,1.08] -
Pazaitou-Panayiotou 2007 114 547 61 115 514 54 33% -0.02-0.38,0.35] T
Stattin 2014 167 787 148 171 8667 258 36% -0.05[-0.25,0.15]
Wang 2015 3 62 38 142 56 22 22% 3.26 (2.46, 4.06] -
1829 1793 15 1259 859 19 25% 0.41-0.27,1.10] =
Subtotal (95% Cl) 3402 59.2% 0.80 [0.54,1.07) +
Heterogeneity. Tau*= 0,30; Chi*= 421,81, df= 18 (P < 0.00001); F= 95%
Test for overall effect 92 (P <0.00001)
Total (95% CI) 1000%  0.63[0.44,081] 0

Heterogeneity. Tau = 0.24; Chi* = 537.40, av- 31 (P <0.00001); = m
Testfor overall effect Z= 6.60 (P < 0.00001)
Testfor subaroun differences: Chi*= 4.49. df=1 (P = 0.03). F=77.7%

10 -5 s
Favours [Breast cancer] Favours [control]

Supplementary Figure 6: Association of adiponectin, leptin and resistin with breast cancer risk by menopausal status

subtype.



Supplementary Figure 7: Funnel plot analysis to detect publication bias. Each point represents a separate study for the

indicated association.
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