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Appendix 3- Figure S1 . Forest Plot on Hormonal Contraceptive Dose Regimens and Ovarian Cancer
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Appendix 3- Figure S2. Forest Plot on Hormonal Contraceptive Dose Regimens and Endometrial Cancer
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Appendix 3- Figure S3. Forest Plot on Tubal Ligation and Cancer Outcomes
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Appendix 3- Figure S4. Forest Plot on Hormonal Contraception and Gynecological Cancer Mortality
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Appendix 3- Figure S5. Forest Plot on Hormonal Contraceptive Use and Breast Cancer Mortality
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Appendix 3- Figure S6. Forest Plot on Short Term (<5 years) Contraceptive Use and Ovarian Cancer 
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Appendix 3- Figure S7. Forest Plot on Contraceptive Use Between 4-9 years and Ovarian Cancer
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Appendix 3- Figure S8. Forest Plot on Longer Term (> 10 years) Contraceptive Use and Ovarian Cancer
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Appendix 3- Figure S9. Forest Plot on Short Term (<5 years) Contraceptive Use and Breast Cancer 
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Appendix 3- Figure S10. Forest Plot on Contraceptive Use Between 4-9 years and Breast Cancer
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Appendix 3- Figure S11. Forest Plot on Longer Term (> 10 years) Contraceptive Use and Breast Cancer
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Appendix 3- Figure S12. Forest Plot on Short Term Contraceptive Use and Gynecological Cancer
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Appendix 3- Figure S13. Forest Plot on Long Term Contraceptive Use and Gynecological Cancer


[image: Table

Description automatically generated]
Appendix 3- Figure S14. Forest Plot on Short Term Contraceptive Use and Breast Cancer


[image: Table

Description automatically generated]
Appendix 3- Figure S15. Forest Plot on Long Term Contraceptive Use and Breast Cancer


image7.png
13.1 Ovarian Cancer

Hazard Ratio
Study or Subgroup _ log[Hazard Ratie] _SE Weight IV, Fixed, 35% C1

Hazard Ratio
. Fired, 35% 1

A4 BRCA 1 Carrers

Astoniou 2000 10768 02e6s 5% 034p21,058]
Shier 2021 oste2 02212 1% 05408053
Subtotal (35% C) Te% 0aalsz 08

Heterogenciy: Ch
Tt for vl efec

195, 1= 1= 0.1
501(P <000007)

an

1342 BRCA 2 Carriers

Astoniou 2000 s osess 50% 08219
Shier 2021 05755 0463 134% 0511023113
Subtotal (35% C) 4% 0531027, 1051

Heterogenciy: Ch
Tt for vl efec

osy

Total (55% C1) 000% 04534051

Heterogenciy: Ch o2y
Tt for averall ek 2= 531 (P <0.00007
Tastfor subgroup difierences: ChF =024, df= 1 (P = 0.62), F= 0%

-
*

oo o 0w
Fvous Usars  Favours Non-Users





image8.png
141 Ovarian Cancer

JP— R
sutyorsubroup_logarararat] _SE Woight . FaessCl___n.Faeq s9ke1
EEE

Schrjuer 2021 11304 02148 786% 032021049 =

‘Subtotal (95% CI) 766% 032[021,049] >

T Y ooy

PV

somrnat o1 0380 Zax 0000120 -

‘Subtotal (95% CI) 734% 080[0.28,129] -

Total (95% € 100.0% 037 [0.26, 0.54] *

e e s b S, L

Test for subgroup differences: ChF

00, df

*®

1), F= 500%




image9.png
122 Breast Cancer

Hazard Ratio Hazard Ratio
Study or Subgroup _ log[Hazard Ratie] _SE Weight IV, Fixed, 35% C1 . Fired, 35% 1
T224 BRCA 1 Carrers

Brohet 27 0w 02 @s% 13PW,157

sener 2017 0122 02091 79% 113075 170]

Subiotal (35% C) s Az 16

Heterogenaity: ChA=048, o= 1(P= 0.5, F= 0%
Tt for averall efec 2= 168 (P=008)

1222 8RCA 2 Carriers

Brohet 7 0207 0333
sener 2017 oma 02683
Subiotal (35% C)

Heterogenaity: ChA=031, o= 1(P= 037 F= 0%
Tt for overall efect 2= 190 (P=005)

Total (55% C1)
Hetorogenaiy: ChP= 191, 8= (P= 083, F= 0%
Tt for averall efeck 2= 261 (P=0008)

Test for subgroup differences: Che

o

1a7%
prity

1000%

12304238

1530104,322)
1sEton 237

1330107, 168]

tor o 1w owm
Fvous Usars | Favours Non-Users




image10.png
132 Breast Cancer.

Hazard Ratio Hazard Ratio
Study or Subgroup _ log[Hazard Ratie] _SE Weight IV, Fixed, 35% C1 . Fired, 35% 1
TI24 BRCA 1 Carrers

Brohet 27 0421 01618 BB%  151[10,207]

sener 2017 o072 02238 259% 053D, 194

Subiotal (35% C) TSen 1z 165

Hetrogenaiy: ChF=303, =3

Tt for overl et 2= 168 P

1322 BRCA 2 Carriers

Brohet 7 0207 03333 117% 123084,238]

sener 2017 %8s 03185 28% 10075251

Subiotal (35% C) Zia% 1371034 207

Hetrogenaiy: ChF =005,

Tt for averall efect 2= 119 (P=

Total (55% C1) o00% 1231103, 151]

Hetrogenaiy: ChF=3.15,
Tt for overll et 2= 2.2.F
Test for subgroup differences: ChR =001,

tor o 1w owm
Fvous Usars | Favours Non-Users
o%




image11.png
14.2 Breast Cancer

Hazard Ratio Hazard Ratio
Study or Subgroup _ log[Hazard Ratie] _SE Weight IV, Fixed, 35% C1 . Fired, 35% 1
21 BRCA 1 Carrers

Brohet 27 oaes 012 ma% 163[117.227] =
sener 2017 01984 02031 DA% 1807717 T
Subiotal (35% C) Tesn Laziro, 15 (3
Hetorogenaiy: hF= 150,

Tt for averall efect 2= 268 (P=

1422 BRCA 2 Carriers

Brohet 7 0383 04 80% 1471088,327] T
sener 2017 0o 02058 152% 17503120 g
Subiotal (35% C) 237% 15103 264 -
Hetrogenaiy: ChF=0.12,

Tt for averall efect 2= 208 (P=009)

Total (55% C1) 000% 147 (118, 135] .

Heterogenciy: Ch
Tt for overll et 2= 330 P
Test for subgroup differences: ChP =028,

4¢P =059), P

0%

tor o 1w owm
Fvous Usars | Favours Non-Usars




image12.png
21 Gynecological Cancers.

Rate Ratio Rata Ratio
StudyorSubgroup _ log[Rate Ratis] __SE_ Weight IV, Fixad,95%C1 . Fixed,95%C1 )
2.1 Ovarian Cancar

Kumle 2004 06931 01139 304% 050[040,063) -

Rosenbla 2009 01985 02108 67% 082(048, 141) -

Vossey 2006 0 02605 75% 100f00, 167] T

Vossey 2013 002608 7% 1w0fo0 167]

Sublotal (95% C1) 611% 083[052,075] ‘
Helrogeneiy. O = 1131, =3 (P =001): = 73%

Testforoveallaffect: 2 5.12 (P <0.00001)

242 Convical

Vessey 2006 10647 0597 14% 250[050,034]

Vossey 2013 08320 058 18% 230[080 661]

Sublotal (95% C1) 3% 285[117, 559

Hetorogenely. = 0.08,df =1 (P =0.77), = 0%

Testforoverallafect: 2= 2.34 (P = 0.02)

243 Endometrial

ersen 2020 03867 01717 173% 070050098 -

Rosenbian 2000 01308 02649 63% 115(066,201] T

Vossey 2006 05108 03003 53% 060033, 1.10) -1

Vossey 2013 03567 0275 68% 070041, 120] =

Sublotal (95% C1) 075 [059,054] ‘|
Heterogeneiy. Ch = 205,

Tostfo oveal offect 2 =2.44 (P

Tota (5% i) 070 (061, 080] [}
Helrogeneiy. O = 26,62, =9 (P =0.002), = 66% PR a1

Testfo overal efect: 2 = 5.05 (P < 0.00001)
Test for subgroup dfferences: ChF = 1224, df =2 (P = 0.002), F = 83.7%

Favours Users  Favours Non-Users.




image13.png
41 Gynecological Cancers

Rate Ratio Rato Ratio
StudyorSubgroup _ log[Rate Ratis] __SE_ Weight IV, Fixad,95%C1 W, Fixed 98%C1
441 Ovarian Cancar

Kumle 2004 06931 02605 169% 050[030,083) -

Vossoy 200 1208 05605 37% 030[010,090] —
Vossey 2013 208 02089 269% 030[020.045) -

Sublotal (95% C1) 036 (027, 0.6] .
Hetrogeneiy Ch = 247,

Tt for oveallafec: 2 = 6.6 (P <0.00001)

442 Convical

Vossey 2006 18083 04551 56% 6.10[250,1488] -
Vossey 2013 15606 04467  58% 480[200 1152] =
Sublotal (95% C1) 1.3% 540 [269, 1008) ->
Hetrogeneiy. ¥ =0.14,d =1 (P =071 = 0%

Tt for oveallaffec:Z = 5.2 (P <0.00001)

443 Endometrial

Wersen 2020 1511 03008 120% 022012, 040) -

Vossey 2006 23026 07073 23% 010[002, 040)

Vossey 2013 030[020, 0.45] -

Sublotal (95% C1) 0261019,0.38 .
Heterogeneiy. Ch = 255,

Testfor oveallaffect:Z = .11 (P <0.00001)

Tota (5% i) 100.0% 0431035, 053]

Heterogenety: Chi* = 78.88,df =7 (P < 0.00001); P = 91%
Testfor overal efect:2 = 7.95 (P < 0.00001)

Test for subgroup diflerences: Chi* = 73,67, df = 2 (P < 0.00001), '

7.3%

AR A . ——
bor o7 i %
Favours Users - Favours Non-Users




image14.png
5.1 Breast Cancer

Rate Ratio Rata Ratio
StudyorSubgroup _log[Rate Ratio] _SE_Weight IV, Fixad,95%C1 . Fixed,95%C1 A
Rosenblan 2008 0032 0109 119% 100084, 129]
Vossey 2006 01054 00601 392% 090[080, 101)
Vessey 2013 0 00s8 4so% 100[00, 111]
Total(95% O 096 (090, 1.06
Hoterogenaiy: G = 225, Se o1 1w w

Testforoveral effct: 2 = 0.7 (P = 0.33)

Favours Users  Favours Non-Users




image15.png
7.4 Breast Cancer

Rate Ratio Rata Ratio
StudyorSubgroup _log[Rate Ratio] _SE_Weight IV, Fixad,95%C1 . Fixed,95%C1 A
Rosentian 2009 00513 01804 68% 094[066, 134)

Vossey 2006 001139 170% 100[0a0, 125]

Vessey 2013 0 00538 762% 100[00, 111]

Tota (5% 1) 100 091, 109]

Helaroganaty: C1 A

Testforoveral eflct: 2= 0.09 (P = 0.83)

Favours Users  Favours Non-Users




image1.png
9.1 Ovarian Cancer.

Study or Subgroup _log[Rate Ratio] _SE_Weight

Rate Ratio
. Fired 355 €1

Rate Ratio
W, Fixed.35% C1

311 Norethisterone, 50 mg ety lestradiol

Wersen 20t 03001 0mE 0%
Subtotal(35% C1) 0%
Hetrogenaiy: Not aplicable

Tt for averall efect 2= 0.0 (P=055)

912 Levonorgestrel 50 mg ethinylestradiol

Wersen %8 1008 0 8%
Subtotal(35% C1) 5%

Hetrogenaiy: Not aplicable
Tt for overal efect 2= 0.8 (=089

9.1.3 Norethisterone, 30-35 mg ethinylstradiol
Wersen 20t 0224 03 8%
Subtotal(35% C1) hre

Hetrogenaiy: Not aplicable
Tt for averall efect 2= 060 (P=048)

9.1.4 Levonorgestrel 30.35 mg ethinylestradiol

Wersen 0% 1087 0 27%
Subtotal(35% C1) 27
Hetrogenaiy: Not aplicable

Tt for overal efect 2= 388 (P =000

915 Desogestrel, 20-90 mg ethinylestraciol

Wersen 20t 0785 08 7%
Subtotal(35% C1) 37

Hetrogenaiy: Not aplicable
Tt for averall efect 2= 308 (P=0002)

9.1 Gestodene, 2035 mg ethinylestradiol
Wersen 20t osezt o 9%
Subtotal(35% C1) s0%

Hetrogenaiy: Not aplicable
Tt for overall efect 2= 394(P =00008)

917 Drospirenone, 20.35 mg ethinylestradiol

Wersen 0% 07 naser 12%
Subtotal(35% C1) 12
Hetrogenaiy: Not aplicable

Tt for averall efect 2= 0.17 (P=087)

918 Norgestimate, 35 mg ethinylstradiol

Wersen 20t 0277 0am 27%
Subtotal(35% C1) 27

Hetrogenaiy: Not aplicable
Tt for averall efect 2= 0.3 (P=035)

91113 LNGAUS Progestogen-Only Non-Oral

Wersen 20t 0174 02 4%
Jasid 2018 50 0274 38%
Subtotal(35% C1) bt
Heteragensiy: ChP= 175, = 1(F = 0.43); F= 4%
Tt for averal efect 2= 221 (P=003)

9.1.14 Norethisterons Progestogen-Only Oral
Wersen 20t os omm  10%
Subtotal(35% C1) 0%

Hetrogenaiy: Not aplicable
Tt for averall efect 2= L94(P=039)

=5

2273
2273

5

16,081
18051

0a5p27.075]
0457075

os7pat.om)
o571 078

03p.44. 265
108 0.4, 285]

o75pa. 137]
073t 137

0sapss, 133]
083 p.2, 053]
o8 0s.05]

052p.23, 167]
08202167

>

(]

(2

*

-

ol

1





image2.png
5.2 Endometrial Cancer

Rate Ratio Rate Ratio
Study or Subgroup _log[Rate Ratis] _SE_Weight IV, Fixed. 95% CI . Fied,35% I
321 Norgestimate, 5 mg ety lestradiol

Wersen 20 0am2 03m  70% 181D 341

Subtotal(35% C1) To% 1510075, 341]

Hetrogenaiy: Not aplicable

Tt for averall efect 2= 1.24(P=021)

925 Desogestrel, 20-90 mg ethinylestraciol

Wersen 20 054 04 52% 0HPEIE ]
Subtotal(35% C1) 575 0401810  —e—
Hetrogenaiy: Not aplicable

Tt for averall efect 2= 1.0 (P =008)

925 Gestodene, 2035 mg ethinylstradiol

Wersen 20 13083 04137 80% 027pOSY
Subtotal(35% C1) 50% 027001205  ME—
Hetrogenaiy: Not aplicable

Tt for averall efect 2= 5,18 (P=0002)

928 LNGUS Progestogen-Only Non-Oral

Jasidz0e 15141 0204 143% 022P 0]
Subtotal(35% C1) 143% 022013037 B
Hetrogenaiy: Not aplicable

Tt for vl e 2= 564 (P <0.0M07

9243 47 A lpha-hycroxyprogesterons Caproste and s g estradiol valerste

Rosanblatt2007 04043 01904 4% 081D, 053] ——
Subtotal(85% C1) 4% 051 [0.42,035] -
Hetrogenaiy: Not aplicable

Tt for averall efect 2= 260 (P=0008)

9213 Combined Oral

Wersen 2017 045 01625 0% 065D, 001 ——
Subtotal(85% C1) 330% 086 [0.48,031] -
Hetrogenaiy: Not aplicable

Tt for averal efect 2= 288 (P=001)

Total (55% C1) 1000% 054 [045,058] -
Heterogensiy: Ch =243, 81 =5(P =00002) P = 7% STt

Tt for averall ek 2= 5.0 (P <0.0M07
Tastfor subgroup diferences: Ch = 24,33, df=5 (P = 0.0002), = 79.4%

Favours Usirs  Faveurs Non-Users




image3.png
15.3 Gynecological Cancer

R P
o s a5t wign Wb asic i mase
e

S . -
ek S oo Sa anbae E

s gt e S

‘Subtotal (35% CI) 741% 030 [0.73,0.85] 4|
ety o217, <5(p <0000 P14

e oy

P

s o ome tav 1wpmazy T
A wor] f

‘Subtotal (35% CI) 253% 0.78 [0.66.0.52] 4|
oty 1851 <0 =23

e o o

ot - |
e CIC

Test for subgroup diferences: Che =08, df =

®=0s0),

0%




image4.png
6.6 Main Gynaecological Mortality

Stuy or Subgroup _ log[Rate Ratio] __SE_ Weight

Rate Ratio
. Fired 355 €1

5.4 Ovarian Cancer

Beal 1900 0518 0357 sa%
Coldiz 104 02007 otz 191%
Hamnatord 2010 050 ntem 238%
Vessey 2010 093 o8 314%
Subtotal(35% C1) 4%

Heteragensiy: Che =557, =3 (P = D.3); F= €8%
Tt for vl efack 2= 589 (P <0.00007

5.2 Endometrial Cancer

Beal 1600 1204 005 22%
Coldiz 104 107 0ma 17%
Vessey 2010 1204 0mmos 22%
Subtotal(35% C1) o

Heteragensiy: ChA=0.03, ¢=2 (P = D93, F= 0%

Tt for overall efec 2= 3.0 (P =00008)

5.6 Cervios Cancer.

Beal 1609 058 0 64w
Hamnatord 2010 0227 03w 7%
Vessey 2010 18573 022 08%
Subtotal(35% C1) 1455

Hetrogenaiy: ChF =305,
Tt for overal et 2= 228

2(p=021;F= 3%
=00z

Total (55% C1) 100.0%
Helorogenaiy: ChF=3027, /=3 (P <0D001; F=77%
Tt for averall ek 2= 6.2 (P <0.0M007)
Test for subgroup differences. Chi = 27.20, d

2 (P <0.00001), P

0s0p., 120]
0s1pss, 117]
053p.3,079]
040p, 053]
053044063

030p.10, 0]
03ap.10, 18]
030p.10, 0]
0310.16.050]

170p.0,321]
134p74 25
7301120, 4441]
1831107, 28]

osopst.07n

027%

)

Rate Ratio
W, Fired.35% C1
+
-
>
0
SR
W 0 m

Facrs Users  Faveurs Non-Users




image5.png
510 Breast Cancer Mortaity

Study or Subgroup _ log[Rate Ratio] _SE_Weight

Rate Ratio

. Fired 355 1

Rt Ratio
. Fired 35% C1I

Beal 1900 0nos3 oz 0%
Coldiz 104 ope2 0115 2o
Hamnatord 2010 01084 00 348
Vessey 2010 0onm maw
Total (55% C1) 100.0%

Hetorogenaiy: ChA=202, o1=3 (P= 087, F= 0%
Tt for overall efect 2= D.03 (P=098)

110p0, 151
100p7, 137
020p74 109]
100p.a0, 125

100089, 112)

tm oo 1w
Favours Usars  Favours Non-Users




image6.png
121 Ovarian Cancer

Hazard Ratio Hazard Ratio
Study or Subgroup _ log[Hazard Ratie] _SE Weight IV, Fixed, 35% C1 . Fired, 35% 1
1A BRCA 1 Carrers

Astoniou 2000 05735 03050 0% 051025,089 -
Shier 2021 0237 02037 20% 0738 118 =
Subtotal (35% C) 0% oss 1050058 .
Heteragensiy: Ch= 1.42, = 1(F = 023 F= 20%

Tt for averal efect 2= 218 (P=003)

1242 BRCA 2 Carriers

Astoniou 2000 02 04791 9a% 13:pR.34 o
Shier 2021 0o 03718 158% 07D, 150 -
Subtotal (35% C) 0% toz0s, 151 -
Heteragensiy: Ch =045, d= 1 (P = 0.4 F= 0%

Tt for averall efect 2= 0.07 (P=0985)

Total (55% C1) 078057, 1021 o
Hetrogendiy: ChF=323,

Tt for overal et 2= 198,

Tastfor subgroup difierences: Chi = 132, df = 1 (P = 0.25), F = 245%

oo o 0w
Fvous Usars  Favours Non-Users





