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Figure S1. Balance between the groups before and after propensity score matching of AJOUMC cohort for all
cancer occurrence.
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Figure S2. Balance between the groups before and after propensity score matching of DCMC cohort for all

cancer occurrence.

(A) E  RAAS inhibitor group "
GC) 0.6-
m  Other group £
®
254 =
ks)
©
2.0. g 0.4-
o
w
, 154 2
; 2
[
c @
“3) 1.0. 3 .
a
0.5. 3
=]
<
0.0.
0.00 0.25 0.75 1.00

Prefergﬁ'rt’:% score

(B) B RAAS inhibitor group

€
@ 0.6-
m  Other group £
&
2
2.54 g
g
2.0- 2
2
2> L5- o
a 3
c 2 0.
8 1.0- g
@
0.5- =t
P
0.0-

0.50
Preference score

.
=d
=]

0.25 0.75 1.00

Figure S3. Balance between the groups before and after propensity score matching of KDH cohort for all

cancer occurrence.
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Figure S4. Balance between the groups before and after propensity score matching of KHNMC cohort for all
cancer occurrence.
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Figure S5. Balance between the groups before and after propensity score matching of KWMC cohort for all
cancer occurrence.
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Figure S6. Balance between the groups before and after propensity score matching of PNUH cohort for all
cancer occurrence.
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Figure S7. Balance between the groups before and after propensity score matching of WKUH cohort for all
cancer occurrence.
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RAAS inhibitor
Source Total Event rate
AJOUMC 16,630 1.20
DCMmC 9784 0.80
KDH 6951 0.70
KHNMC 8041 0.90
KWMC 5787 1.40
PNUH 7906 0.90
WKUH 11,602 0.90
Overall 66,701
Heterogeneity: 12=0.0%
B)

RAAS inhibitor
Source Total Event rate
AJOUMC 16,630 1.20
DCMC 9784 0.80
KDH 6951 0.70
KHNMC 8041 0.90
KwMmC 5787 1.40
PNUH 7906 0.90
WKUH 11,602 0.90
Overall 66,701
Heterogeneity: 12=0.0%
©

RAAS inhibitor
Source Total Event rate
AJOUMC 4,942 1.70
DCMC 1,389 -0.60
KDH 1,667 0.70
KHNMC 858 0.00
KWMC 1,009 1.50
PNUH 1,670 -0.70
WKUH 1,622 1.10
Overall 13,157

Heterogeneity: 2=0.0%

Figure S8. Incidence rate of breast cancer in the entire cohort (A) adjusted for sex and age, (B) propensity
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score stratified and (C) propensity-score matched population.

(A)
RAAS inhibitor

Source Total Event rate
AJOUMC 39,595 1.09
bcmc 19,912 1.23
KDH 14,940 1.06
KHNMC 17,129 0.98
KWMC 12,297 1.72
PNUH 17,282 1.23
WKUH 24,888 1.42
Overall 146,043

Heterogeneity: 12=46.3%

(B)

RAAS inhibitor

Source Total Event rate
AJOUMC 39,595 1.09
bcmC 19,912 1.23
KDH 14,940 1.06
KHNMC 17,129 0.98
KwmC 12,297 1.72
PNUH 17,282 1.23
WKUH 24,888 1.42
Overall 146,043

Heterogeneity: 12=413%

©
RAAS inhibitor

Source Total Event rate
AJOuMC 9375 1.16
bcmc 2262 1.41
KDH 3062 0.85
KHNMC 1510 -0.65
KwMC 1788 1.90
PNUH 3195 1.19
WKUH 3024 1.57
Overall 24,216

Heterogeneity: 12=18.6%

Figure S9. Incidence rate of colon cancer in the entire cohort (A) adjusted for sex and age, (B) propensity score
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RAAS inhibitor Others
Source Total Eventrate Total Eventrate HR  95% Cl Hazard Ratio
AJOUMC 39,468 1.29 12,720 1.57 0.83 [0.68; 1.01]
bDCcmC 19,895 172 3181 1.51 1.14 [0.75;1.74]
KDH 14,957 0.88 3345 164 0.55 [0.36;0.83] ~*+——
KHNMC 17,175 0.82 1568 0.76 1.14 [0.45;2.86]
KwMmC 12,343 144 1872 226 0.66 [0.41;1.05]
PNUH 17,209 149 3852 2.01 0.74 [0.50; 1.10]
WKUH 24,950 145 3927 1.80 0.80 [0.60; 1.07] —_— T
Overall 145,997 30,465 0.79 [0.68; 0.92] _
Heterogeneity: 12=19.0% L 1
0.5 1 2
Favor Favor
(B) RAAS inhibitor Others
RAAS inhibitor Others
Source Total Eventrate Total Eventrate HR  95% Cl Hazard Ratio
AJoumC 39,468 1.29 12,720 1.57 0.76 [0.60;0.97] —
DCMC 19,895 172 3181 1.51 0.96 [0.59; 1.55]
KDH 14,957 0.88 3345 1.64 0.61 [0.38;1.00]
KHNMC 17,175 082 1568 0.76 1.11 [0.42;2.92]
KWMC 12,343 144 1872 226 0.75 [0.46;1.24]
PNUH 17,209 1.49 3852 2.01 0.69 [0.43;1.09]
WKUH 24,950 1.45 3927 1.80 0.93 [0.66; 1.30]
Overall 145,997 30,465 0.79 [0.68; 0.92] ——
Heterogeneity: 12=00% I 1
05 1 2
Favor Favor
RAAS inhibitor Others
©)
RAAS inhibitor Others
Source Total Eventrate Total Eventrate HR  95% Cl Hazard Ratio
AJOUMC 9347 1.50 9347 1.74 0.85 [0.60; 1.21]
DCMC 2259 1.17 2259 163 0.71 [0.31; 1.63]
KDH 3051 0.80 3051 169 0.37 [0.15;089] «——F
KHNMC 1519 -0.64 1519 0.80 1.33 [0.28;6.40]
KwmC 1802 1.09 1802 232 050 [0.21;1.18]
PNUH 3175 1.65 3175 2.01 1.00 [0.51;1.97]
WKUH 3017 153 3017 1.78 0.88 [0.49;1.57]
Overall 24,170 24,170 0.79 [0.62; 1.00]
Heterogeneity: 12=00% f 1
05 1 2

Favor Favor
RAAS inhibitor Others

Figure S10. Incidence rate of gastric cancer in the entire cohort (A) adjusted for sex and age, (B) propensity
score stratified and (C) propensity-score matched population.

(A)
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Source Total Eventrate Total Eventrate HR  95% ClI Hazard Ratio

AJOUMC 39,816 0.61 12,750 1.26 0.49 [0.39;0.63] —

DCMC 19,983 121 2950 243 050 [0.35;0.72] ———F—

KDH 15,017 0.74 3355 1.30 0.57 [0.36;0.91] ———*—

KHNMC 17,207 068 1568 1.21 0.58 [0.27;1.22]

KWMC 12,397 1.01 1878 1.72 0.58 [0.34;1.01]

PNUH 17,363 1.18 3881 2.25 0.53 [0.36;0.78] s —

WKUH 25,071 098 3985 1.76 0.56 [0.41;0.75] —

Overall 146,854 30,367 0.53 [0.46; 0.60] et

Heterogeneity: 12=00% I T J 1
0.33 0.5 1 2 3

Favor Favor
(B) RAAS inhibitor ~ Others
RAAS inhibitor Others

Source Total Eventrate Total Eventrate HR  95% CI Hazard Ratio

AJOUMC 39,816 0.61 12,750 1.26 0.66 [0.49;0.89] «~——*+——

DCMC 19,983 121 2950 243 053 [0.34;0.81] <+=—7

KDH 15,017 0.74 3355 1.30 0.78 [0.46;1.32]

KHNMC 17,207 0.68 1568 1.21 0.73 [0.33;1.60]

KWMC 12,397 1.01 1878 1.72 0.73 [0.41;1.29]

PNUH 17,363 1.18 3881 2.25 1.08 [0.69; 1.68]

WKUH 25,071 0.98 3985 1.76 0.57 [0.39;0.82] «——+—7F—

Overall 146,854 30,367 0.68 [0.57; 0.82] ————

Heterogeneity: 12=11.9% f !

0.5 1 2

Favor Favor
RAAS inhibitor Others

(©)

RAAS inhibitor Others

Source Total Eventrate Total Eventrate HR  95%Cl Hazard Ratio
AJOUMC 9446 0.91 9446 1.19 0.81 [0.52;1.27]

DCMC 2254 1.41 2254 258 044 [0.21;090] «~—FT

KDH 3077 1.08 3077 1.07 1.18 [0.52;2.67]

KHNMC 1519 1.17 1519 1.27 0.71 [0.22;2.32]

KWMC 1814 1.08 1814 1.76 0.50 [0.18; 1.36]

PNUH 3214 207 3214 1.60 1.05 [0.57; 1.95]

WKUH 3069 0.89 3069 1.75 044 [0.22;0.88] ~———

Overall 24,393 24,393 0.71 [0.53; 0.96]

Heterogeneity: 12=18.5% f 1

Favor Favor
RAAS inhibitor Others

Figure S11. Incidence rate of liver cancer in the entire cohort (A) adjusted for sex and age, (B) propensity score
stratified and (C) propensity-score matched population.
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RAAS inhibitor Others
Source Total Eventrate Total Eventrate HR  95%Cl Hazard Ratio
AJOuMC 39,835 1.13 12,978 1.19 0.94 [0.75;1.18] —
DCMC 20,012 0.32 3203 0.30 1.07 [0.41;2.77]
KDH 15,026 0.71 3389 1.07 0.65 [0.39; 1.07]
KHNMC 17,198 0.85 1560 258 0.32 [0.19;0.55] <—
KwMmC 12,400 0.39 1885 -0.53 0.94 [0.32;2.76]
PNUH 17,343 1.26 3943 2.09 060 [0.41;090] <—+—
WKUH 25,068 1.24 4004 1.76 0.71 [0.53; 0.95] b —
Overall 146,882 30,962 0.68 [0.52; 0.90] ———mEEE————
Heterogeneity: 12=62.4% f
0.5 1
Favor Favor
(B) RAAS inhibitor  Others
RAAS inhibitor Others
Source Total Eventrate Total Eventrate HR  95%Cl Hazard Ratio
AJOumMC 39,835 1.13 12,978 1.19 0.88 [0.67;1.15]
DCMC 20,012 0.32 3203 0.30 1.59 [0.54;4.67]
KDH 15,026 0.71 3389 1.07 0.84 [0.47;1.49]
KHNMC 17,198 085 1560 258 0.37 [0.21;0.66] <~
KWMC 12,400 039 1885 -0.53 1.05 [0.34;3.22]
PNUH 17,343 1.26 3943 2.09 0.89 [0.57;1.41]
WKUH 25,068 1.24 4004 1.76 0.80 [0.57;1.14] —_—
Overall 146,882 30,962 0.80 [0.63; 1.01] —_—
Heterogeneity: 12=35.9%
05 1
Favor Favor
RAAS inhibitor Others
©)
RAAS inhibitor Others
Source Total Eventrate Total Eventrate HR  95% CI Hazard Ratio
AJOUMC 9505 1.15 9505 1.29 0.88 [0.58; 1.32]
DCMC 2277 0.85 2277 -0.42 267 [0.67;10.59]
KDH 3092 0.91 3092 1.07 0.67 [0.23; 1.92]
KHNMC 1512 1.04 1512 272 015 [0.03; 0.74] <~
KWMC 1817 068 1817 -0.55 1.00 [0.24; 4.23]
PNUH 3220 1.78 3220 2.28 0.60 [0.31; 1.14]
WKUH 3073 1.37 3073 1.86 0.95 [0.52; 1.74]
Overall 24,496 24,496 0.80 [0.55; 1.16]
Heterogeneity: % =30.5% f
0.5 1
Favor Favor
RAAS inhibitor Others

Figure S12. Incidence rate of lung cancer in the entire cohort (A) adjusted for sex and age, (B) propensity score

stratified and (C) propensity-score matched population.

(A)
RAAS inhibitor Others
Source Total Eventrate Total Eventrate HR 95% Cl Hazard Ratio
AJOUMC 16,782 0.70 7238 0.60 1.09 [0.73; 1.65]
DCMC 9755 0.60 1852 0.50 1.23 [0.47; 3.20]
KDH 6984 0.50 1858 0.60 0.93 [0.37; 2.33]
KHNMC 8083 0.50 896 -1.30 1.95 [0.21;18.07]
KWMC 5840 0.50 1073 -0.90 0.76 [0.25; 2.30]
PNUH 8014 0.50 1998 1.80 0.28 [0.14; 0.55] <—
WKUH 11,681 060 2078 0.70 0.80 [0.42; 1.53]
Overall 67,139 16,993 0.79 [0.51; 1.24]
Heterogeneity: /2 = 53.2% I
05 1
Favor Favor
(B) RAAS inhibitor  Others
RAAS inhibitor Others
Source Total Eventrate Total Eventrate HR 95% CI Hazard Ratio
AJOUMC 16,782 070 7238 0.60 1.20 [0.72; 1.98]
DCMC 9755 0.60 1852 0.50 1.28 [0.44; 3.72]
KDH 6984 0.50 1858 0.60 1.24 [0.46; 3.36]
KHNMC 8083 0.50 896 -1.30 2.08 [0.21; 20.35]
KwmC 5840 0.50 1073 -0.90 0.79 [0.25; 2.56]
PNUH 8014 0.50 1998 180 0.31 [0.14; 0.68] ~——
WKUH 11,681 060 2078 0.70 0.96 [0.45; 2.04]
Overall 67,139 16,993 0.90 [0.58; 1.39]
Heterogeneity: ?=375%
0.5 1
Favor Favor
(C) RAAS inhibitor Others
RAAS inhibitor Others
Source Total Eventrate Total Eventrate HR  95%Cl Hazard Ratio
AJOUMC 4965 0.80 4965 0.70 1.55 [0.72; 3.33] —_—T
DCMC 1385 1.40 1385 -0.70 2.25 [0.67; 7.57]
KDH 1679 070 1679 0.60 2.50 [0.44; 14.23]
KHNMC 868 -1.10 868 -1.40 2.00 [0.13; 29.96]
KWMC 1008 0.90 1008 -0.90 2.00 [0.33; 12.16]
PNUH 1704 070 1704 1.80 0.50 [0.12; 2.12]
WKUH 1621 0.80 1621 0.60 1.20 [0.35; 4.07]
Overall 13,230 13,230 1.48 [0.91; 2.40]
Heterogeneity: ?=00% T
0.33 05 1
Favor Favor
RAAS inhibitor Others

Figure S13. Incidence rate of gynecological cancer in the entire cohort (A) adjusted for sex and age, (B)
propensity score stratified and (C) propensity-score matched population.
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Heterogeneity: 12=0.0%

(B)

Source

AJOUMC
bcMmc
KDH
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WKUH

Overall

39,945 0.58
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15,025 0.87
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17,427 1.00
25,076 1.19
147,049

RAAS inhibitor

Total Event rate
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Heterogeneity: 12=00%
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Source
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KHNMC
KwMC
PNUH
WKUH

Overall

RAAS inhibitor
Total Event rate

9555 0.69
2260 117
3096 113
1525 0.77
1814 1.08
3255 1.02
3060 0.71
24,565

Heterogeneity: 12=38%

Figure S14. Incidence rate of pancreaticobiliary cancer in the entire cohort (A) adjusted for sex and age, (B)
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propensity score stratified and (C) propensity-score matched population.
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Overall

RAAS inhibitor
Total Event rate

22,840 1.40
10,083 220
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6490 240
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78,920

Heterogeneity: 12=54.4%

(B)
Source

AJOUMC
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KDH
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PNUH
WKUH

Overall

RAAS inhibitor
Total Event rate

22,840 1.40
10,083 220
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9064 1.30
6490 240
9192 170
13,272 2.00
78,920

Heterogeneity: 12=48.5%

©)
Source

AJOUMC
DCMC
KDH
KHNMC
KWMC
PNUH
WKUH

Overall

RAAS inhibitor
Total Event rate

4318 1.90
839 2.80
1340 220
639 1.50
788 4.40
1489 1.20
1425 2.40
10,838

Heterogeneity: ?=34.0%

Figure S15. Incidence rate of prostate cancer in the entire cohort (A) adjusted for sex and age, (B) propensity
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788 3.50
1489 3.40
1425 1.50
10,838

HR  95%ClI Hazard Ratio
0.64 [049;083] «——=—H
1.43 [0.75; 2.75]
0.64 [0.38; 1.06]
0.60 [0.26; 1.41]
0.69 [0.38; 1.24]
0.56 [0.35;0.91] ~+—7F—
1.28 [0.83; 1.98] —_—
0.77 [0.58; 1.02]
I 1
05 1 2
Favor Favor
RAAS inhibitor Others
HR  95%Cl Hazard Ratio
0.77 [0.56; 1.05] —
1.51 [0.74; 3.08] . E—
0.92 [0.52; 1.64]
0.96 [0.39;2.34]
1.07 [0.58; 1.96]
0.57 [0.32;1.00] <—F——
1.68 [1.02;2.76] —_—a
0.98 [0.73; 1.32] ———————
[ 1
0.5 1 2
Favor Favor
RAAS inhibitor Others
HR  95%Cl Hazard Ratio
0.83 [0.51; 1.36) ——————+—1
1.00 [0.34; 2.92]
1.11 [0.44; 2.78]
0.50 [0.08; 3.04]
1.22 [0.50; 2.99]
042 [0.14; 121] ~—————————
3.75 [1.21; 11.66] _
1.00 [0.64; 1.55] —_—
I 1
05 1 2
Favor Favor
RAAS inhibitor Others

score stratified and (C) propensity-score matched population.
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