www.impactjournals.com/oncotarget/ Oncotarget, Supplementary Materials 2016

Aspirin and non-steroidal anti-inflammatory drugs use reduce
gastric cancer risk: A dose-response meta-analysis

SUPPLEMENTARY FIGURES AND TABLES

3482 studies identified from
literature search

3318 studies excluded
based on titles and abstracts

b

Y

164 studies identified
for further review

140 studies excluded due to not
meeting inclusion criteria:

130 studies without relevant data
10 duplicated studies

24 studies included in this
meta-analysis

Supplemental Figure S1: Flow diagram showing the study selection process



www.impactjournals.com/oncotarget/

Oncotarget, Supplementary Materials 2016

Study RR (95%CTI) Weight
Kim 2015 (NOS) —_— 0.71 (0.47,1.08) 3.97
Wang 2015 (NOS) — 0.62(0.42,0.80) 4.74
Gong 2014 (NOS) - : 0.44 (0.24,0.84) 2.59
Cook 2013 (NOS) -+ 0.75(0.39,1.45) 2.48
Jacobs 2012 (NOS) * , 0.38(0.19,0.76) 2.31
Lee 2012 (NOS) —&—- 0.61(0.48,0.77) 5.44
Rothwell 2011 (NOS) —-T—— 0.69 (0.43,1.10) 3.58
Bertuccio 2010 (NOS) r - 1.09 (0.61,1.94) 2.89
I
Figueroa 2009 (cardia) —— 1.02 (0.66, 1.55) 3.91
Figueroa 2009 (non—cardia) —_— 0.43 (0.29,0.64) 4.12
Epplein 2009 (cardia) — 1.01 (0.66, 1.57) 3.84
Epplein 2009 (non—cardia) —— 0.73 (0.61,0.89) 5.85
Abnet 2009 (cardia) —_—— 0.86 (0.61,1.20) 4.60
Abnet 2009 (non—cardia) —— 0.64 (0.47,0.86) 4.91
Duan 2008 (cardia) | 1.12 (0.84,1.48) 5.07
Duan 2008 (non—cardia) —— 0.80 (0.59, 1.08) 4.89
Fortuny 2007 (cardia) —— 0.40 (0.30,0.70) 3.91
Fortuny 2007 (non—cardia) — 0.50 (0.40,0.70) 5.10
Lindblad 2005 (NOS) I —— 1.15(0.98,1.36) 6.03
I
Ratnasinghe 2004 (NOS) —e 0.82(0.38,1.8) 1.97
Akre 2001 (NOS) —— 0.80(0.70,1.10) 5.55
Coogan 2000 (NOS) g : 0.40 (0.20,0.80) 2.31
Zaridze 1999 (NOS) S — 0.60(0.41,0.90) 4.15
Thun 1993 (NOS) —— 0.68 (0.56,0.83) 5.78
Overall (I-squared = 71.7%, p = 0.000) <> 0.70 (0.62, 0.80)  100.00
1
NOTE: Weights are from random effects analysis |
I I
.19 1 5.26
Study RR (95% CI) Weight (%)
Figueroa 2009 (cardia) - 0.82 (0.51,1.33) 2.79
Figueroa 2009 (non—cardia) * : 0.55(0.34,0.89) 2.76
Epplein 2009 (cardia) . * 1.25(0.77,2.03) 2.72
Epplein 2009 (non—cardia) —_— 1.00 (0.81,1.24) 14.11
Abnet 2009 (cardia) —_— 091 (0.67,1.22) 7.13
Abnet 2009 (non—cardia) —_—— 0.68 (0.51,0.92) 7.35
Duan 2008 (cardia) > 0.78 (0.53,1.13) 4.52
Duan 2008 (non—cardia) + . 0.61 (0.42,0.89) 4.42
Fortuny 2007 (cardia) . 1.00 (0.70, 1.40) 5.33
Fortuny 2007 (non—cardia) —_— 0.80 (0.60, 1.10) 6.97
Lindblad 2005 (NOS) —_— 0.88(0.78,1.01) 38.33
Akre 2001 (NOS) * 1.10 (0.60, 1.40) 3.57
Overall (I-squared =31.0%, p =0.143) <> 0.86 (0.80,0.94) 100.00
] ! |
34 1 2.94

Supplemental Figure S2: The relative risk (RR) was summarized for the relationship between aspirin (A) and non-

aspirin NSAIDs use (B) and gastric cancer risk
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NOTE: Weights are from random effects analysis

A
Study RR (95% CI) Weight (%)
Figueroa 2009 (cardia) : . 0.99 (0.67, 1.46)  9.66
Epplein 2009 (cardia) L 1.23 (0.80,1.90)  7.83
Abnet 2009 (cardia) - 0.86 (0.61,1.20) 12.80
Abnet 2009 (cardia) - 0.91(0.67,1.22) 16.31
Duan 2008 (cardia) —E——*— 1.11 (0.85,1.43) 22.11
Fortuny 2007 (cardia) . . 0.60 (0.40,1.00) 6.98
Trivers 2005 (cardia) —*:—— 0.88(0.67,1.16) 19.45
Akre 2001 (cardia) : 0.70 (0.40, 1.20) 4.85
Overall (I-squared =16.2%, p=0. 302) <T;> 0.93 (0.82, 1.05) 100.00

4 1 25

B
Study RR (95% CI) Weight (%)
Figueroa 2009 (cardia) A 1.02 (0.66, 1.55)  16.24
Epplein 2009 (cardia) : 1.01 (0.66, 1.57) 16.02
Abnet 2009 (cardia) —_— 0.86 (0.61, 1.20) 18.39
Duan 2008 (cardia) E— 1.12 (0.84, 1.48) 19.76
Fortuny 2007 (cardia) + I 0.40 (0.30, 0.70) 16.25
Akre 2001 (cardia) i 0.70 (0.40, 1.20) 13.34
Overall (I-squared =71.4%, p =0. 004)<> 0.82 (0.61, 1.11) 100.00

3 1 333

Study RR (95% CI)  Weight (%)
Figueroa 2009 (cardia) - : 0.82 (0.51,1.33) 12.39
Epplein 2009 (cardia) - 1.25(0.77,2.03) 12.11
Abnet 2009 (cardia) = 0.91 (0.67,1.22) 31.69
Duan 2008 (cardia) - 0.78 (0.53, 1.13) 20.11
Fortuny 2007 (cardia) : 1.00 (0.70, 1.40) 23.69
Overall (I-squared = 0.0%, p = 0.597) <:> 0.92 (0.78, 1.09) 100.00

493 1

2.03

Supplemental Figure S3: The relative risk (RR) was summarized for the relationship between NSAIDs use and cardia
gastric cancer risk. A. Any NSAIDs use and cardia gastric cancer. B. Aspirin use and cardia gastric cancer. C. Non-aspirin NSAIDs use
and cardia gastric cancer



www.impactjournals.com/oncotarget/ Oncotarget, Supplementary Materials 2016
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Supplemental Figure S4: Funnel plot for the publication bias. A. Any NSAIDs use and gastric cancer. B. Aspirin use and gastric
cancer. C. Non-aspirin NSAIDs use and gastric cancer. D. Any NSAIDs use and non-cardia gastric cancer. E. Aspirin use and non-cardia
gastric cancer. F. Non-aspirin NSAIDs use and non-cardia gastric cancer. G. Any NSAIDs use and cardia gastric cancer. H. Aspirin use and
cardia gastric cancer. I. Non-aspirin NSAIDs use and cardia gastric cancer

Supplemental File S1: Estimation procedure for dose-response relationship between duration/frequency of NSAIDs
use and gastric cancer

See Supplementary File 1

Supplemental File S2: Variables of duration of NSAIDs use and gastric cancer

See Supplementary File 2

Supplemental File S3: Variables of frequency of NSAIDs use and gastric cancer

See Supplementary File 3
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Supplemental Table S4: The results of publication bias

P (Begg’s Test, continuity corrected) P (Egger’s test)

NSAIDs

NOS 0.25 0.06

Non-cardia 0.06 0.05

Cardia 0.27 0.27
Aspirin

NOS 0.44 0.07

Non-cardia 0.55 0.1

Cardia 0.45 0.33
Non-aspirin

NOS 0.84 0.54

Non-cardia 0.09 0.02

Cardia 0.81 0.71

Abbreviations, NOS: Not otherwise specified; NSAIDs: Non-steroidal anti-inflammatory drugs.



