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Supplementary Figure S1.1. Pooled results of MHT and all-cause death in the RCTs: (a) forest plot and (b) funnel
plot.
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; RCTs, randomized controlled trials; SE, summary
estimates.



Supplementary Figure S1.2. Pooled results of MHT and cardiovascular death in the RCTs: (a) forest plot and (b)
funnel plot.
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; RCTs, randomized controlled trials; SE, summary
estimates.



Supplementary Figure S1.3. Pooled results of MHT and stroke in the RCTs: (a) forest plot and (b) funnel plot.
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; RCTs, randomized controlled trials; SE, summary
estimates.



Supplementary Figure S1.4. Pooled results of MHT and VTE in the RCTs: (a) forest plot and (b) funnel plot.
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; RCTs, randomized controlled trials; SE, summary

estimates; VTE, venous thromboembolism.



Supplementary Figure S1.5. Pooled results of MHT and PE in the RCTs: (a) forest plot and (b) funnel plot.
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Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; PE, pulmonary embolism; RCTs, randomized
controlled trials; SE, summary estimates.

0.5

1.0

*

I, Egger's p-value=0.42

LN

I

IE ‘\

IH b

i

i

i e,

I .

I .

b |

i N

IE \\\

H

I =] .,

[ "

1 N

I Y

I [

I ~

IH ~

H "

b N

IE \1

i \

i

It .

i

:: o \u
I I I I
20 50 100 200

Summary Estimates



Supplementary Figure S1.6. Pooled results of MHT and MI in the RCTs: (a) forest plot and (b) funnel plot.
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Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, MI, myocardial infarction; RCTs, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S1.7. Pooled results of MHT and CHD in the RCTs: (a) forest plot and (b) funnel plot.
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. CHD, coronary heart disease; MHT, menopausal hormone therapy, RCTs, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S1.8. Pooled results of MHT and angina in the RCTs: (a) forest plot and (b) funnel plot.
()

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Ouyang et al. 2006 129 [063; 265 31% 4.0%
ELITE , Hodis et al. 2016 495 [0.24;10277] 02% 0.2%
ERA , Herrington et al. 2000 077 [048 125 67% 84%
HERSI I , Grady et al. 2002 087 [069 109 312% 28.8%
PHASE | Clarke et al. 2002 |~— 130 [089 189 111% 13.0%
WHI, Manson et al. 2003 = 082 [057;, 117] 126% 14 4%
WHIIl | Hsia et al. 2006 097 [0.78;, 1.20] 350% 31.0%
WISDOM | Vickers et al. 2007 1 698 [0.36;135.000 02% 0.2%
Fixed effect model 4 0.95 [0.84; 1.08] 100.0% -
Random effects model 4 : | 0.95 [0.82; 1.11] - 100.0%
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; RCTs, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S1.9. Pooled results of MHT and revascularization in the RCTs

: (a) forest plot and (b)

funnel plot.
(a)
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Ouyang et al. 2006 —— 860 [113;6573] 03% 0.3%
EPAT , Hodis et al. 2001 050 [005 543] 02% 0.3%
ERA | Herrington et al. 2000 082 [052; 128 51% 6.6%
HERSI|I , Grady et al. 2002 1.02 [0.86; 1.21] 357% 331%
WAVE , Waters et al. 2002 —'-|- 078 [052; 117] 64% 8.1%
WHI1, Manson et al. 2003 L 101 [0.78; 1.31] 154% 17 6%
WHIII, Hsia et al. 2006 093 [079; 1.10] 37.0% 33.9%
Fixed effect model 0.96 [0.87; 1.06] 100.0% -
Random effects model 0.96 [0.85; 1.08] - 100.0%
Heterogeneity: I~ = 14%, 1~ = 0.0038, p = 0.32
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; RCTS, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S2.1. Pooled results of MHT and all-cause death in the observational studies: (a) forest plot
and (b) funnel plot.

Summary Estimates

(a)
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Apostolakis et al. 2014 / AFFIRM ‘:’— 095 [066; 1.36] 08% 55%
Wilson et al. 2019 / ALSWH i 130 [1.13; 148] 6.1% 9.0%
Alexander et al. 2001 / CARS —— 036 [017; 0.77] 02% 2.2%
Strametal. 2011/ CTS A 0.85 [0.81; 090] 33.8% 9.8%
Holm et al. 2019/ DCH §,| 110 [1.04; 1.17] 343% 9.8%
Lokkegaard et al. 2003 (b) / DNS n 095 [081; 1.11] 46% 8.7%
Tannen et al. 2007 / GPRD =1 068 [0.57; 0.81] 36% 8.4%
Weiner et al. 2008 / GPRD +i 0.75 [068; 0.84] 93% 9.3%
Suetal. 2012 /NHI t 0.70 [0.44; 1091 05% 4.4%
Graff-lversen et al. 2004 / NR —‘:‘— 088 [061; 1.26] 09% 5.6%
Shlipak et al. 2001 / NRMI-3 ] —— 639 [263;1552] 0.1% 1.7%
Pentti et al. 2006 / OSTPRE T 1.05 [0.86; 1.29] 27% 8.0%
Alexandersen et al. 2006 / PERF —'—f 0.70 [0.51; 097] 1.0% 6.1%
Ryanetal. 2012/ TCS ! 0.87 [0.57; 1.35] 06% 46%
Crandall et al. 2018 / WHI-OS —'":L 0.78 [0.59; 1.04] 13% 6.6%
Fixed effect model : 0.95 [0.91; 0.98] 100.0% --
Random effects model * 0.90 [0.79; 1.02] - 100.0%
Heterogeneity: I = 89%, t° = 0.0422, p < 0.01 I ' !
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(b)
o
= Er:\ '
i o Egger's p-value=0.64
- o /0% °
(j 1 ¢ : : © %
I" E ! \\
P Jo i Y
o I
TS J do \
o o ! i ‘1‘
© o % y
© I )
= . : kY
E ™ II : } ‘\
(D d i Il, é : “1
I' E : ‘\
< | [ H
o i \
i L
b \ °
T T T
05 1.0 20 50

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; SE, summary estimates.
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Supplementary Figure S2.2. Pooled results

forest plot and (b) funnel plot.

(a)

Study

Chenetal. 2017 / ALSWH
Holm et al. 2019/ DCH
Suetal. 2012 /NHI
Graff-lversen et al. 2004 / NR

Pentti et al. 2006 / OSTPRE

Alexandersen et al. 2006 / PERF

Fixed effect model
Random effects model

Summary Estimates
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Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated

10

SE

0.64
0.96
0.96
0.32

95%-Cl

[0.35; 1.16]
[0.84; 1.09]
[0.46; 2.00]
[0.08; 1.31]

1.29 [0.48; 3.46]
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Summary Estimates

by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S2.3. Pooled results of MHT and stroke in the observational studies: (a) forest plot and (b)
funnel plot.

(a)
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Apostolakis et al. 2014 / AFFIRM — 078 [042; 143] 08% 4.0%
Lokkegaard et al. 2017 / DaHoRS 110 [0.97; 124] 194% 14.9%
Lokkegaard et al. 2003 (a) / DNS S 116 [0.82; 165 24% 8.1%
Canonico et al. 2016 / French NHI -1 113 [060; 213] 0.8% 3.8%
Lemaitre et al. 2006 / GHC 3 085 [0.75; 095] 214% 15.0%
Renoux et al. 2008 / GPRD 122 [1.11; 135] 32.2% 15.6%
Chenetal. 2015/ NHI — 034 [012; 097] 03% 1.6%
Suetal 2012 /NHI et 3 0.77 [049; 1.19] 16% 6.4%
Bhupathiraiu et al. 2018 / NHS - 085 [056; 1.29] 1.7% 6.7%
Grodstein et al. 2000 / NHS 1.08 [095 123] 175% 14.7%
Shlipak et al. 2001 / NRMI-3 —— 1460 [2.06;10364] 0.1% 0.5%
de Lecinana et al. 2007 / PIVE — 062 [028;, 135 05% 2.7%
Crandall et al. 2018 / WHI-OS 23 078 [049; 124] 14% 5.9%
Fixed effect model 1.05 [0.99; 1.11] 100.0% -
Random effects model 4 0.98 [0.85; 1.13] --  100.0%
Heterogeneity: /> = 71%, t° = 0.0301, p < 0.01 ' T T |
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S2.4. Pooled results of MHT and VTE in the observational studies: (a) forest plot and (b)

funnel plot.
(a)
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Canonico et al. 2010/ E3N , 121 [096;152] 13.0% 11.4%
Canonico et al. 2007 / ESTHER = 124 [1.01;153] 167% 12.1%
Smith et al. 2004 / GHC - E 1.00 [0.86;1.16] 30.6% 13.3%
Renoux et al. 2010 (b) / GPRD 4 134 [1.03;173] 10.7% 10.8%
Ohira etal. 2010 /LITE i 132 [0.89;195] 45% 77%
Roach etal. 2013/ MEGA ) 141 [092;215] 39% 7.2%
Sweetland et al. 2012 / MWS ' 123 [0.74;204] 28% 5.8%
Lee etal. 2015/ NHI E—'— 1.80 [1.27;254] 59% 87%
Bhupathiraiu et al. 2018 / NHS . 106 [058;193] 20% 47%
Douketis et al. 2005 / NR -:r—*— 193 [1.16;322] 27% 57%
Bergendal et al. 2012 / THES 1o —— 222 [154;3.19] 54% 8.3%
Crandall et al. 2018 / WHI-OS E 068 [0.36;1.28] 1.8% 4.3%
Fixed effect model - 1.24 [1.14; 1.34] 100.0% -
Random effects model : - 1.32 [1.13; 1.54] - 100.0%

(b)

Heterogeneity: /% = 63%, t° = 0.0409, p < 0.01
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; SE, summary estimates, VTE, venous
thromboembolism.
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Supplementary Figure S2.5. Pooled results of MHT and PE in the observational studies: (a) forest plot and (b)
funnel plot.

(a)
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Tannen et al. 2007 / GPRD —i—'— 173 [1.12;267] 227% 22.7%
Weiner et al. 2008 / GPRD — s 140 [1.06;1.86] 52.9% 52.9%
Sweetland et al. 2012 / MWS 1.29 [0.82;2.03] 20.7% 20.7%
Suetal 2012 /NHI 1.13 [0.38;3.35] 36% 3.6%
Fixed effect model - 1.44 [1.17; 1.76] 100.0% -
Random effects model - 1.44 [1.17;1.76] - 100.0%
Heterogeneity: /> = 0%, t*=0, p = 0.77
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, PE, pulmonary embolism; SE, summary estimates.
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Supplementary Figure S2.6. Pooled results of MHT and MI in the observational studies: (a) forest plot and (b)

funnel plot.
(a)
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2008 / DaHoRS 092 [073;1.16] 66% 6.6%
Lokkegaard et al. 2003 (b) / DNS 095 [063;1.44] 21% 21%
Lemaitre et al. 2006 / GHC o 0.78 [0.70;0.86] 36.4% 36.4%
Kim et al. 2006 / GPRD —a— 0.76 [0.67;0.86] 23.8% 23.8%
Ferrara et al. 2003 / KPMCP 0.84 [0.72;098] 15.3% 15.3%
Suetal 2012 /NHI 074 [051;1.08] 26% 2.6%
Bhupathiraiu et al. 2018 / NHS 073 [047;113] 19% 1.9%
Chilvers et al. 2003 / NR 0.74 [0.55;0.99] 4.3% 4.3%
Petitti et al. 2000 / NR 0.80 [0.59;1.07] 42% 42%
Carrasquilla et al. 2015/ SHEEP 089 [062;1.27] 29% 2.9%
Fixed effect model - 0.79 [0.75; 0.84] 100.0% -
Random effects model - 0.79 [0.75; 0.84] - 100.0%
Heterogeneity: /- = 0%, = 0,p=089 '
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; MI, myocardial infarction; SE, summary estimates.
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Supplementary Figure S2.7. Pooled results of MHT and CHD in the observational studies: (a) forest plot and (b)
funnel plot.

(a)
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2003 (b) / DNS *,—+— 127 [1.01;160] 10.8% 19.2%
Newton et al. 2003 / GHC i 060 [0.36;0.98] 23% 11.4%
Mares et al. 2008 / MISSION " 084 [0.17;413] 02% 2.0%
Huang et al. 2018 / NHI 1.08 [0.98;1.18] 72.8% 22 8%

Grodstein et al. 2000 / NHS 5 071 [053,095] 68%  17.4%
Hippisley-Cox et al. 2003 / NR , 132 [093;187] 47%  156%
Crandall et al. 2018 / WHI-OS ——i| 052 [0.32,0.85] 24%  116%

Fixed effect model » 1.04 [0.97; 1.12] 100.0% -
Random effects model ‘QI' 0.91 [0.72; 1.15] - 100.0%
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Summary Estimates

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. CHD, coronary heart disease; MHT, menopausal hormone therapy; SE, summary
estimates.
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Supplementary Figure S2.8. Pooled results of MHT and angina in the observational studies: (a) forest plot.

(a)

Study Summary Estimates SE 95%-Cl

Alexander et al. 2001/ CARS : 1.11 [0.86; 1.43]

0.8 1 1.25

Summary estimates (95% CI) were measured by fixed-effect models if I° was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated

by "meta" package in R version 3.4.1. CHD, coronary heart disease; MHT, menopausal hormone therapy; SE, summary
estimates.
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Supplementary Figure S3.1.1. MHT and all-cause death in RCTs: subgroup results by regimen type.

(a) estrogen only

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
ERA | Herrington et al. 2000 — 140 [050;389 04% 0.4%
ESPRIT , Cherry etal. 2014 B 1.07 [0.89,129] 124% 12.4%
WELL-HART , Hodis et al. 2003 050 [0.09;265] 02% 0.2%
WEST , Viscoli et al. 2001 120 [0.80;180] 26% 26%
WHIIl , Manson et al. 2017 094 [087;1.01 843% 84.3%
Fixed effect model 4 0.96 [0.90; 1.03] 100.0% -
Random effects model 4 0.96 [0.90; 1.03] - 100.0%
Heterogeneity: /" = 0%, T~ =0, p = 0.42 l l l !
01 05 1 2 10
(b) combine EP

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EMS | Tiermney et al. 2009 103 [015,710] 01% 0.1%
EPHT , Veerus et al. 2006 078 [021;291 02% 0.2%
ERA , Herrington et al. 2000 050 [013;197] 02% 0.2%
HERSII , Hulley et al. 2002 T 110 [092;131 96% 96%
WELL-HART , Hodis et al. 2003 0.77 [0.18;3.32] 0.1% 0.1%
WHII, Manson et al. 2017 1.02 [0.96;1.08] 896% §9.6%
WHISP |, Collins et al. 2006 052 [005,556 01% 0.1%
WISDOM | Vickers et al. 2007 159 [052;487] 02% 0.2%
Fixed effect model 1.03 [0.97; 1.08] 100.0% -
Random effects model : : : | 1.03 [0.97; 1.08] - 100.0%

Heterogeneity: P = 0%, 1 =0,p =089
0.1 051 2 10

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; RCTs, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.1.2. MHT and all-cause death in RCTs: subgroup results by duration of use.
(a) duration < 5 years

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EMS |, Tierney et al. 2009 1.03 [015; 7101 0.7% 0.7%
EPHT , Veerus et al. 2006 078 [0.21; 291] 1.4% 1.4%
ERA , Herrington et al. 2000 094 [0.36; 248] 26% 26%
ESPRIT, Cherry et al. 2014 1.07 [0.89; 1.29] 70.7% 70.7%
Greenspan , Greenspan et al. 2005 0.50 [0.05; 5.44] 04% 0.4%
PHASE , Clarke etal. 2002 241 [065 887] 1.5% 1.5%
STOPAT , Gallagher et al. 2001 1.02 [0.06;16.07] 0.3% 0.3%
WAVE , Waters et al. 2002 178 [0.76; 414] 3.4% 34%
WELL-HART , Hodis et al. 2003 063 [0.18; 229] 1.5% 1.5%
WEST , Viscoli et al. 2001 T 1.20 [0.80; 1.80] 15.0% 15.0%
WHISP , Collins et al. 20086 052 [0.05; 5.56] 0.4% 0.4%
WISDOM | Vickers et al. 2007 1.59 [0.52; 487] 2.0% 2.0%
Fixed effect model g 1.10 [0.94; 1.29] 100.0% -
Random effects model g 1.10 [0.94; 1.29] - 100.0%
Heterogeneity: #= 0%, °= 0,p=092 ! ror !
01 051 2 10
(b) duration > 5 years
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS, Schierbeck et al. 2012 — 0.66 [0.40; 1.08] 0.8% 2.4%
ELITE , Hodis et al. 2016 099 [0.06;,15.77] 0.0% 0.1%
HERSIII , Hulley et al. 2002 s 110 [092; 1.31] 6.1% 14.8%
WHII, Manson et al. 2017 ; 1.02 [0.96; 1.08] 57.0% 44.0%
WHIIl, Manson et al. 2017 094 [087; 1.01] 36.1% 38.7%
Fixed effect model 0.99 [0.95; 1.04] 100.0% -
Random effects model 0.99 [0.91; 1.07] - 100.0%

[ T [ |
0.1 05 1 2 10

Heterogeneity: I° = 43%, 1~ = 0.0027, p = 0.13

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; RCT5, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.1.3. MHT and all-cause death in RCTs: subgroup results by timing of initiation.

(a) early users

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS | Schierbeck et al. 2012 - 066 [0.40;1.08] 40.1% 40.1%
ELITE , Hodis et al. 2016 033 [0.01;793] 1.0% 1.0%
EPHT , Veerus et al. 2006 078 [021;291 57% 57%
ESPRIT , Cherry etal. 2014 L 090 [0.59;1.38] 93.3% 53.3%
|
|
Fixed effect model ) 0.78 [0.57; 1.07] 100.0% -
Random effects model 0.78 [0.57; 1.07] - 100.0%

Heterogeneity: = 0%, = 0,p=076
01 0512 10

(b) late users

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
ELITE , Hodis et al. 2016 3.00 [012;7317] 00% 0.0%
EMS | Tierney et al. 2009 —_— 103 [0.15; 7101 0.0% 0.0%
ERA , Herrington et al. 2000 —t 094 [036;, 248] 02% 0.2%
ESPRIT , Cherry etal. 2014 ™ 111 [0.89; 1.38] 37% 37%
Greenspan , Greenspan et al. 2005 — 050 [005 544] 00% 0.0%
HERSI |l |, Hulley et al. 2002 o 110 [092; 1.31] 58% 58%
PHASE | Clarke et al. 2002 N B a— 241 [065 887] 01% 0.1%
STOP-T , Gallagher et al. 2001 1.02 [0.06;16.07] 0.0% 0.0%
WAVE , Waters et al. 2002 T 178 [0.76; 414] 02% 0.2%
WELL-HART , Hodis et al. 2003 — T 063 [018; 229] 01% 0.1%
WEST , Viscoli et al. 2001 T 120 [0.80; 1.80] 1.1% 1.1%
WHII, Manson et al. 2017 : 1.02 [0.96; 1.08] 542% 54 2%
WHIII, Manson et al. 2017 094 [087; 1.01] 343% 34.3%
WHISP | Collins et al. 2006 I E— 0.52 [0.05; 556] 00% 0.0%
WISDOM | Vickers et al. 2007 N E— 159 [052; 487] 01% 01%
Fixed effect model 1.00 [0.96; 1.05] 100.0% -
Random effects model 1.00 [0.96; 1.05] - 100.0%
2 1T 11 1

Heterogeneity: = 0%, 1 =0,p=062
01 0512 10

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; RCT5, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.1.4. MHT and all-cause death in RCTs: subgroup results by underlying disease.
(a) women with diseases

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EMS , Tiemney et al. 2009 1.03 [0.15;7.10]  0.0% 0.0%
ERA , Herrington et al. 2000 094 [036;248] 02% 0.2%
ESPRIT, Cherry etal. 2014 T 107 [089;129] 50% 51%
HERSII , Hulley et al. 2002 T 1.10 [0.92;1.31] 57% 5.8%
PHASE , Clarke et al. 2002 241 [065;887] 01% 0.1%
WAVE | Waters et al. 2002 178 [076;4.14] 02% 0.2%
WELL-HART , Hodis et al. 2003 063 [0.18;2.29] 01% 0.1%
WEST , Viscoli et al. 2001 T 120 [080;180] 11% 1.1%
WHI I, Manson et al. 2017 . 102 [096;1.08] 536%  53.3%
WHI I, Manson et al. 2017 0.94 [0.87;1.01] 339%  34.0%
WHISP , Collins et al. 2006 052 [0.05;556] 0.0% 0.0%
Fixed effect model 1.00 [0.96; 1.04] 100.0% -
Random effects model 1.00 [0.96; 1.05] - 100.0%
Heterogeneity: 12 = 0%, t° < 0.0001, p = 0.44 ' ' ' !
0.1 051 2 10
(b) women without diseases (relatively healthy)
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS , Schierbeck et al. 2012 - 066 [040; 1.08] 694% 69.4%
ELITE , Hodis et al. 2016 ! 099 [0.06;1577] 22% 22%
EPHT , Veerus et al. 2006 — 078 [021; 291 9.8% 9.8%
Greenspan , Greenspan et al. 2005 050 [0.05 544] 29% 29%
STOP-T, Gallagher et al. 2001 1.02 [0.06;16.07] 22% 22%
WISDOM , Vickers et al. 2007 159 [052; 487] 135% 13.5%
Fixed effect model - 0.76 [0.51; 1.15] 100.0% -
Random effects model l"-' : | 0.76 [0.51; 1.15] - 100.0%

Heterogeneity: 2= 0%, 2= 0,p=082 '

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, RCT5, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.2.1. MHT and cardiovascular death in RCTs: subgroup results by regimen type.

(a) estrogen only

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
ERA , Herrington et al. 2000 140 [0.32;6.10] 06% 0.6%
ESPRIT, The ESPIRIT team. 2002 — 068 [0.39,119] 41% 41%
WEST , Viscoli et al. 2001 | — 080 [0.34,190] 17% 1.7%
WHI I, Manson et al. 2017 | 097 [0.86;109] 936% 93.6%
|
|
Fixed effect model ) 0.96 [0.85; 1.07] 100.0% -
Random effects model 0.96 [0.85; 1.07] - 100.0%

Heterogeneity: 1#= 0%, = 0,p=059

(b) combined EP

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
ERA , Herrington et al. 2000 I E— 067 [011;395] 03% 0.3%
HERSIII , Hulley et al. 2002 i 111 [0.89;1.39] 19.3% 19.3%
WHII, Manson et al. 2017 1.03 [092;1.15] 80.3% 80.3%
WHISP | Collins et al. 2006 R a— 021 [001;423] 01% 0.1%
Fixed effect model 4 1.04 [0.94; 1.15] 100.0% -
Random effects model 4 1.04 [0.94; 1.15] - 100.0%

N I I E—

Heterogeneity: 2= 0%, = 0,p=064

Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, RCT5, randomized controlled trials; SE, summary
estimates.
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(a) duration < 5 years

Supplementary Figure S3.2.2. MHT and cardiovascular death in RCTs: subgroup results by duration of use.

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Ouyang et al. 2006 054 [010; 278] 55%  55%
ERA , Herrington et al. 2000 — 103 [0.26; 403] 8.0% 8.0%
ESPRIT , The ESPIRIT team. 2002 - 068 [039; 1.19] 477% 477%
PHASE | Clarke et al. 2002 542 [0.66; 44.36] 34% 34%
WAVE , Waters et al. 2002 135 [048; 3.83] 13.8% 13.8%
WEST , Viscoli et al. 2001 —&— 080 [0.34; 1.90] 200% 200%
WHISP | Collins et al. 2006 0.21 [0.01; 423] 1.6% 16%

Fixed effect model 0.83 [0.56; 1.22] 100.0% -

—

Random effects model 0.83 [0.56; 1.22] - 100.0%
Heterogeneity: /== 0%, 1 =0, p = 0.47
01 0512 10
(b) duration > 5 years
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS | Schierbeck et al. 2012 S — 026 [0.11;064] 07% 3.3%
HERSI |l , Hulley et al. 2002 1.11 [0.89;1.39] 11.2% 24 5%
WHII, Manson et al. 2017 1.03 [0.92;1.15] 46.6% 36.4%
WHIII, Manson et al. 2017 097 [0.86;109] 416% 35.8%
Fixed effect model i 1.00 [0.93; 1.08] 100.0% -
Random effects model 0.98 [0.83; 1.16] - 100.0%

Heterogeneity: /* = 70%, t* = 0.0174, p = 0.02
02 05 1 2 5

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; RCT5, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.2.3. MHT and cardiovascular death in RCTs: subgroup results by timing of initiation.

(a) early users

Study

DOPS |, Schierbeck et al. 2012

Summary Estimates SE 95%-ClI

S E—

0.26 [0.11; 0.64]

02 05 1 2
(b) late users

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Ouyang et al. 2006 —_— T 054 [010; 278] 02% 0.2%
ERA | Herrington et al. 2000 — 103 [0.26; 403] 0.3% 0.3%
ESPRIT , The ESPIRIT team. 2002 — 068 [039; 1.19] 18% 1.8%
HERSI I , Hulley et al. 2002 £ 111 [0.89; 1.39] 10.8% 10.8%
PHASE | Clarke et al. 2002 T———— 542 [066;4436] 01% 0.1%
WAVE | Waters et al. 2002 —T 135 [048; 383] 05% 0.5%
WEST , Viscoli et al. 2001 —— 0.80 [0.34; 190] 0.7% 0.7%
WHII, Manson et al. 2017 1.03 [092; 1.15] 452% 452%
WHIII, Manson et al. 2017 0.97 [0.86; 1.09] 40.3% 40.3%
WHISP , Collins et al. 2006 021 [0.01; 423] 01% 0.1%
Fixed effect model 1.01 [0.93; 1.08] 100.0% -
Random effects model 1.01 [0.93; 1.08] - 100.0%

1T 1

Heterogeneity: P = 0%, = 0,p =055
01 0512 10

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; RCTS, randomized controlled trials; SE, summary
estimates.

28



Supplementary Figure S3.2.4. MHT and cardiovascular death in RCTs: subgroup results by underlying disease.

(a) women with diseases

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Ouyang et al. 2006 — 054 [010;278] 02%  02%
ERA , Herrington et al. 2000 —_— 103 [026: 403] 03%  03%
ESPRIT , The ESPIRIT team. 2002 —T 068 [0.39; 1.19] 1.6% 1.6%
HERSII , Hulley et al. 2002 * 111 [089: 139] 108%  10.8%
PHASE |, Clarke et al. 2002 - 542 [0.66; 44 .36] 0.1% 01%
WAVE , Waters et al. 2002 T 1.35 [048; 3.83] 0.5% 0.5%
WEST , Viscoli et al. 2001 —— 0.80 [0.34; 1.90] 0.7% 0.7%
WHII, Manson et al. 2017 . 103 [092; 1.15] 452% 45.2%
WHI I, Manson et al. 2017 097 [0866; 1.09] 40.3% 40.3%
WHISP |, Collins et al. 2006 021 [0.01; 423] 0.1% 01%
Fixed effect model 1.01 [0.93; 1.08] 100.0% -
Random effects model 1.01 [0.93; 1.08] - 100.0%
Heterogeneity: /" = 0%, T~ =0, p = 0.55
01 0512 10
(b) women without diseases (relatively healthy)
Study Summary Estimates SE 95%-CI
DOPS , Schierbeck et al. 2012 S S . 026[0.11,064]

| | |
02 05 1 2 5

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; RCTS, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.3.1. MHT and stroke in RCTs: subgroup results by regimen type.
(a) estrogen only

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

1.8% 1.8%
2.4% 2.4%
17.2% 17.2%
78.6% 78.6%

ERA | Herrington et al. 2000 0.88 [0.28;278
ESPRIT , The ESPIRIT team. 2002 164 [0.60;4.48
WEST , Viscoli et al. 2001 — 1.10 [0.76;1.60
WHIII, Manson et al. 2013 1.15 [0.97;1.37

[ et e

|
T
Fixed effect model - 1.15 [0.98; 1.34] 100.0% -
Random effects model - 1.15 [0.98; 1.34] - 100.0%
Heterogeneity: 1 =0%, t“=0, p =0.86

0.5 1 2
(b) combined EP

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EMS |, Tierney et al. 2009 — 129 [036; 459] 09% 09%
EPHT , Veerus et al. 2006 — 161 [038; 677] 07% 07%
ERA , Herrington et al. 2000 — 101 [034; 303] 12% 1.2%
HERSI|I | Grady et al. 2002 i 1.09 [0.88; 1.35] 324% 32 4%
KEEPS | Gleason et al. 2015 |! 372 1015,90093] 01% 01%
WHII, Manson et al. 2013 116 [1.00; 1.35] 644% 64 4%
WHISP | Collins et al. 2006 035 [001; 831] 01% 0.1%
Fixed effect model 4 1.14 [1.01; 1.29] 100.0% -
Random effects model 4 1.14 [1.01; 1.29] - 100.0%

| I I

Heterogeneity: = 0%, = 0,p =095

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, RCT5, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.3.2. MHT and stroke in RCTs: subgroup results by duration of use.

(a) duration < 5 years

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EMS | Tiermney et al. 2009 129 [0.36; 459] 53% 5.3%
EPHT , Veerus et al. 2006 161 [0.38; 6.77] 41% 41%
ERA , Herrington et al. 2000 094 [0.36;, 248] 9.2% 9.2%
ESPRIT , The ESPIRIT team. 2002 164 [060; 446] 85% 8.5%
KEEPS | Gleason et al. 2015 3721[015,9093] 08% 0.8%
STOPAT , Gallagher et al. 2001 136 [031; 593] 39% 39%
WAVE , Waters et al. 2002 228 [071; 7.30] 6.3% 6.3%
WEST , Viscoli et al. 2001 - 110 [0.76; 1.60] 60.9% 60.9%
WHISP | Collins et al. 2006 035 [001; 831 08% 0.8%

Fixed effect model E 1.21 [0.91; 1.63] 100.0% -
Random effects model 1.21 [0.91; 1.63] - 100.0%
Heterogeneity: = 0%, 2= 0,p =092

01 0512 10

(b) duration > 5 years

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS , Schierbeck et al. 2012 0.89 [048;165] 26% 2.6%
HERSI |l , Grady et al. 2002 1.09 [0.88;1.35] 21.7% 21.7%
WHII, Manson et al. 2013 . 1.16 [1.00;1.35] 43.2% 43.2%
WHI I, Manson et al. 2013 T 1.15 [0.97;1.37] 32.4% 32.4%
|
|
Fixed effect model == 1.13 [1.03; 1.25] 100.0% -
Random effects model : = | 1.13 [1.03; 1.25] - 100.0%

Heterogeneity: #= 0%, = 0, p=084
0.5 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, RCT5, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.3.3. MHT and stroke in RCTs: subgroup results by timing of initiation.

(a) early users

Weight Weight

Study Summary |Estimates SE 95%-Cl (fixed) (random)
DOPS | Schierbeck etal. 2012 1 0.89 [0.48; 165 369% 36.9%
EPHT , Veerus et al. 2006 161 [0.38; 677] 6.8% 6.8%
KEEPS | Gleason etal. 2015 3.72 [0.15; 90.93] 1.4% 1.4%
WHII, Manson et al. 2013 - 153 [0.80; 293] 333% 33.3%
WHIII, Manson et al. 2013 -—!-'— 186 [0.83; 417] 216% 216%
|
|
Fixed effect model " 1.33 [0.91; 1.93] 100.0% -
Random effects model - 1.33 [0.91; 1.93] - 100.0%
2 |

Heterogeneity: F= 0%, " =0, p =057
01 0512 10

(b) late users

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EMS |, Tierney et al. 2009 129 [0.36;459] 14% 1.4%
ERA |, Herrington et al. 2000 094 [036;248] 24% 24%
ESPRIT , The ESPIRIT team. 2002 164 [060;446] 23% 2.3%
HERSII , Grady et al. 2002 1.09 [0.88;1.35] 496% 49 6%
STOPHT | Gallagher et al. 2001 136 [0.31;593] 1.0% 1.0%
WAVE |, Waters et al. 2002 228 [071;730] 1.7% 1.7%
WEST , Viscoli et al. 2001 <= 1.10 [0.76;1.60] 16.2% 16.2%
WHII, Manson et al. 2013 -ﬂ;— 123 [0.83;1.82] 148% 14.8%
WHIII, Manson et al. 2013 risE— 153 [0.96;244] 10.4% 10.4%
WHISP | Collins et al. 2006 i 0.35 [0.01;831] 02% 0.2%
|
Fixed effect model ‘ 1.17 [1.01; 1.37] 100.0% -
Random effects model . 117 [1.01; 1.37] - 100.0%
1 11 1

Heterogeneity: 1?= 0%, = 0,p=089
01 0512 10

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; RCT5, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.3.4. MHT and stroke in RCTs: subgroup results by underlying disease.

(a) women with diseases

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EMS | Tiemey et al. 2009 1.29 [0.36;4.59] 0.6% 0.6%
ERA |, Herrington et al. 2000 094 [036;248] 1.0% 1.0%
ESPRIT , The ESPIRIT team. 2002 164 [060;446] 09% 0.9%
HERSI |l | Grady et al. 2002 L 1.09 [0.88;1.35] 20.1% 20.1%
WAVE , Waters et al. 2002 —h—'— 228 [071;730] 07% 0.7%
WEST , Viscali et al. 2001 il 110 [0.76;160] 66% 65.6%
WHII, Manson et al. 2013 116 [1.00;1.35] 40.0% 40.0%
WHI I, Manson et al. 2013 115 [0.97;137] 301% 30.1%
WHISP |, Collins et al. 2006 035 [001;831] 01% 0.1%

Fixed effect model
Random effects model
Heterogeneity: 1= = 0%, t" =0, p = 0.94

1.14 [1.04; 1.26] 100.0% -
1.14 [1.04; 1.26] - 100.0%

j

01 0512 10

(b) women without diseases (relatively healthy)

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS |, Schierbeck etal. 2012 . 89 [0.48; 1.65] 71.6% 71.6%
EPHT , Veerus et al. 2006 N 1_61 [0_38, 6.77] 13.2% 13.2%
KEEPRS | Gleason et al. 2015 37210159093 2.7% 27%
STOP-T , Gallagher et al. 2001 — 1.36 [0.31; 593] 12.5% 12.5%
Fixed effect model e 1.05 [0.63; 1.78] 100.0% -
Random effects model - 1.05 [0.63; 1.78] - 100.0%
| I I —

Heterogeneity: F= 0%, °= 0,p=072
01 0512 10

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, RCT5, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.4.1. MHT and VTE in RCTs: subgroup results by regimen type.

(a) estrogen only

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
ERA | Herrington et al. 2000 ——i—'i 525 [062;4415] 35% 3.5%
ESPRIT , The ESPIRIT team. 2002 B 123 [033; 455] 9.3% 9.3%
WEST , Viscali et al. 2001 — 080 [019; 340) 76% 7.6%
WHIII', Anderson et al. 2004 Naen 1.33 [085; 208] 796% 79.6%
|
|
Fixed effect model »> 1.33 [0.89; 1.99] 100.0% -
Random effects model b et 1.33 [0.89; 1.99] - 100.0%
I

Heterogeneity: = 0%, = 0,p =055
0.1 051 2 10

(b) combined EP

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EMS | Tierney et al. 2009 309 [013;74468] 11% 1.1%
ERA , Herrington et al. 2000 202 [019;2193] 19% 1.9%
HERSI|I , Hulley et al. 2002 - 208 [1.27, 340] 457% 45 7%
KEEPS | Gleason et al. 2015 | 124 [008;1973] 14% 1.4%
WHII, Rossouw et al. 2002 . 211 [1.25, 3.55] 40.8% 40.8%
WHISP | Collins et al. 2006 1.04 [007;16.18] 15% 1.5%
WISDOM |, Vickers et al. 2007 764 [230;2541] T76% 76%
Fixed effect model -> 2.28 [1.63; 3.18] 100.0% -
Random effects model - 2.28 [1.63; 3.18] - 100.0%

| I I E—

Heterogeneity: ?= 0%, %= 0,p=059
01 0512 10

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, RCTS, randomized controlled trials; SE, summary
estimates; VTE, venous thromboembolism.
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Supplementary Figure S3.4.2. MHT and VTE in RCTs: subgroup results by duration of use.

(a) duration < 5 years

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EMS | Tiemey et al. 2009 309 [013;74468] 31% 31%
ERA | Herrington et al. 2000 360 [045,2890] 71% 71%
ESPRIT , The ESPIRIT team. 2002 —T 123 [0.33; 455] 181% 18.1%
Greenspan , Greenspan et al. 2005 —T 199 [0.18;21.75] 54% 54%
KEEPS | Gleasaon et al. 2015 i 124 [008;1973] 41% 41%
STOPAT |, Gallagher et al. 2001 B B — 203 [019;2213] 54% 5.4%
WAVE , Waters et al. 2002 — 1.01 [0.26; 4.00] 16.4% 16.4%
WEST , Viscali etal. 2001 — 080 [019; 340] 148% 14 8%
WHISP |, Callins et al. 2006 104 [007;1618] 41% 41%
WISDOM | Vickers et al. 2007 — e 764 [230;2541] 215% 215%
Fixed effect model = 1.93 [1.10; 3.36] 100.0% -
Random effects model == 1.93 [1.10; 3.36] - 100.0%
Heterogeneity: I~ = 0%, 1~ =0, p = 0.49
01 0512 10
(b) duration > 5 years
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS | Schierbeck et al. 2012 —i— 063 [0.21;1.90] 58% 8.3%
ELITE , Hodis et al. 2016 ; 149 [025;883] 23% 3.4%
HERSI |l , Hulley et al. 2002 —i—'— 208 [1.27;340] 297% 29.0%
WHI I, Rossouw et al. 2002 — 211 [1.25:355] 265%  27.0%
WHIIl , Anderson et al. 2004 —'—2— 133 [085;208] 35.8% 32.4%
]
Fixed effect model 4’} 1.65 [1.26; 2.15] 100.0% -
Random effects model == 1.62 [1.15; 2.27] - 100.0%
Heterogeneity: /% = 28% t° = 0.0402, p = 0.24 ' ' ' '
02 05 1 2 5

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; RCTs, randomized controlled trials; SE, summary
estimates; VTE, venous thromboembolism.
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(a) early users

Supplementary Figure S3.4.3. MHT and VTE in RCTs: subgroup results by timing of initiation.

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)

DOPS |, Schierbeck etal. 2012 — 063 [0.21; 190] 86.1% 86.1%

KEEPS | Gleason etal. 2015 i 124 [0.08;1973] 13.9% 13.9%

|
Fixed effect model :I 0.69 [0.25; 1.93] 100.0% -
Random effects model 0.69 [0.25; 1.93] - 100.0%
Heterogeneity: P= 0%, = 0,p =065 ' ror '
0.1 051 2 10
(b) late users
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
ELITE , Hodis et al. 2016 —_— 149 [025; 883] 19% 19%
EMS | Tiemney et al. 2009 309 [013;7446] 06% 06%
ERA | Herrington et al. 2000 360 [045,2890] 14% 1.4%
ESPRIT , The ESPIRIT team. 2002 t 123 [033; 455] 36% 36%
Greenspan , Greenspan et al. 2005 e 1.99 [0.18; 21.75] 1.1% 1.1%
HERSI I | Hulley et al. 2002 - 208 [1.27, 340] 255% 255%
STOP-IT |, Gallagher et al. 2001 —_— 203 [019,2213] 11% 11%
WAVE | Waters et al. 2002 — T 101 [026; 400] 33% 3.3%
WEST , Viscoli et al. 2001 0.80 [0.19; 3.40] 29% 2.9%
WHII, Rossouw et al. 2002 L 211 [1.25 355 227% 22 7%
WHIIl, Anderson et al. 2004 - 133 [0.85; 2.08] 30.8% 30.8%
WHISP , Collins et al. 2006 i 104 [0.07;16.18] 0.8% 0.8%
WISDOM , Vickers et al. 2007 i 764 [230;2541 43% 4.3%
I
|
Fixed effect model * 1.79 [1.39; 2.29] 100.0% -
Random effects model -» 1.79 [1.39; 2.29] - 100.0%
2 | I B

Heterogeneity: = 0%,1"=0,p=053

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, RCT5, randomized controlled trials; SE, summary
estimates; VTE, venous thromboembolism.
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Supplementary Figure S3.4.4. MHT and VTE in RCTs: subgroup results by underlying disease.

(a) women with diseases

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EMS | Tiermney et al. 2009 309 [013;7446] 07% 0.7%
ERA | Herrington et al. 2000 360 [045 28900 15% 1.5%
ESPRIT , The ESPIRIT team. 2002 1.23 [0.33; 455] 3.9% 3.9%

HERSI|I , Hulley et al. 2002
WAVE | Waters et al. 2002
WEST , Viscoli et al. 2001
WHI'I, Rossouw et al. 2002
WHIIl, Anderson et al. 2004
WHISP , Collins et al. 2006

208 [1.27, 3.40] 27.8% 27.8%
1.01 [0.26; 4.00] 3.6% 3.6%
0.80 [0.19; 3.40] 32% 3.2%
211 [1.25; 3.55] 24.8% 24 8%
1.33 [0.85; 2.08] 336% 33.6%
1.04 [0.07;16.18] 0.9% 0.9%

|
|
Fixed effect model * 1.67 [1.29; 2.17] 100.0% -
Random effects model * 1.67 [1.29; 217] - 100.0%
Heterogeneity: 1= =0%, 1™ =0, p =0.75
01 0512 10

(b) women without diseases (relatively healthy)

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS | Schierbeck et al. 2012 063 [0.21; 190] 353% 26.0%
ELITE , Hodis et al. 2016 149 [025; 883] 13.7% 16.9%
Greenspan , Greenspan et al. 2005 y 199 [0.18;21.75] 76% 11.6%
KEEPS |, Gleason et al. 2015 i 1.24 [0.08;19.73] 5.7% 9.4%
STOPAT , Gallagher et al. 2001 ] 203 [019;2213] 76% 11.6%
WISDOM | Vickers et al. 2007 —+— 764 [2.30;2541] 301% 24 5%

Fixed effect model [—— 1.86 [0.96; 3.60] 100.0% -
Random effects model "-"-l"* 1.87 [0.71; 4.94] - 100.0%
2

Heterogeneity: 1% = 45%, 12 = 0.6241, p = 0.10 ' '
10

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, RCT5, randomized controlled trials; SE, summary
estimates; VTE, venous thromboembolism.
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Supplementary Figure S3.5.1. MHT and PE in RCTs: subgroup results by regimen type.

(a) estrogen only

Study

ESPRIT, The ESPIRIT team. 2002
WEST , Viscoli et al. 2001
WHIII, Manson et al. 2013

Fixed effect model
Random effects model
Heterogeneity: I~ = 0%, t° =0, p = 0.97

(b) combined EP

Study

HERSI I , Hulley et al. 2002
WHII, Manson et al. 2013
WISDOM | Vickers et al. 2007

Fixed effect model
Random effects model
Heterogeneity: I~ = 65%, T = 0.3219, p = 0.06

Weight Weight

Summary Estimates SE 95%-Cl (fixed) (random)

098 [020;484] 28% 2.8%

1.00 [0.14;7.10] 1.8% 1.8%

T 1.15 [0.88;1.51] 95.4% 95.4%
|
- 1.14 [0.88; 1.49] 100.0% -
: : 1|-'- : | 1.14 [0.88; 1.49] - 100.0%
02 05 1 2 5
Weight Weight
Summary Estimates SE 95%-Cl (fixed) (random)
-3——'— 286 [1.13, 726] 57% 31.0%
el 126 [1.00; 1.59] 921% 50.6%
i—'—'— 498 [1.09,2272] 22% 18.4%
‘I" 1.36 [1.09; 1.70] 100.0% -
I : -"'l-"'* I 2.09 [0.93; 4.70] - 100.0%

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; PE, pulmonary embolism; RCTs, randomized

controlled trials; SE, summary estimates.
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Supplementary Figure S3.5.2. MHT and PE in RCTs: subgroup results by duration of use.

(a) duration < 5 years

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
ESPRIT , The ESPIRIT team. 2002 — 098 [020; 484] 361% 357%
WEST , Viscoli et al. 2001 — 1.00 [014; 710] 23.9% 259%
WISDOM |, Vickers et al. 2007 —T 498 [1.09,2272] 400% 36.4%
Fixed effect model 1.89 [0.72; 4.92] 100.0% -
Random effects model 1.84 [0.61; 5.56] - 100.0%
Heterogeneity: I° = 24%, 1> = 0.2291, p = 0.27 ' ' '
01 051 2 10
(b) duration > 5 years
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS | Schierbeck et al. 2012 033 [003; 321] 06% 1.3%
ELITE , Hodis et al. 2016 4.95 [0.24; ‘102 77] 0.3% 0.7%
HERSI| | Hulley et al. 2002 286 [1. 13 7.26] 34% 71%
WHI I, Manson et al. 2013 126 [1.00; 159 553% 48.5%
WHI I, Manson et al. 2013 . 115 [088; 151 403% 42 4%
|
Fixed effect model : 1.25 [1.05; 1.48] 100.0% -
Random effects model 1.28 [0.98; 1.65] - 100.0%
Heterogeneity: 1> = 27%, t° = 0.0221, p = 0.24 | ' ' '
0.01 01 1 10 100

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; PE, pulmonary embolism; RCTs, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S3.5.3. MHT and PE in RCTs: subgroup results by timing of initiation.
(a) early users

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS | Schierbeck et al. 2012 T 033 [003; 321 90% 11.9%
WHII, Manson etal. 2013 T 194 [088; 430] 73.7% 656.6%
WHIII, Manson et al. 2013 ——E—'— 251 [0.49;,1297] 17.3% 21.5%
1
1
Fixed effect model - 1.73 [0.87; 3.42] 100.0% -
Random effects model i 1.66 [0.74; 3.73] - 100.0%
Heterogeneity: I = 14%, <= 00911, p = 0.31 ' ' ' '
0.1 051 2 10
(b) late users
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) {random)
ELITE , Hodis et al. 2016 495 [0.24,10277] 16% 16%
ESPRIT , The ESPIRIT team. 2002 098 [020; 484 59% 59%
HERSI|I , Hulley et al. 2002 286 [113; 7.26] 175% 17 5%
WEST , Viscoli etal. 2001 100 [014; 710] 39% 3.9%
WHI, Manson et al. 2013 . 202 [111; 368] 421% 42 1%
WHII, Manson et al. 2013 M 111 [049; 253] 223% 22 3%
WISDOM |, Vickers et al. 2007 498 [1.09; 2272] 66% 6.6%
Fixed effect model - 1.88 [1.28; 2.78] 100.0% -
Random effects model : : -> : | 1.88 [1.28; 2.78] - 100.0%

Heterogeneity: 1= 0%, ¥ = 0,p=048
0.01 01 1 10 100

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; PE, pulmonary embolism; RCTs, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S3.5.4. MHT and PE in RCTs: subgroup results by underlying disease.
(a) women with diseases

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
ESPRIT , The ESPIRIT team. 2002 098 [0.20;484] 12% 1.2%
HERSII , Hulley et al. 2002 +——— 286 [113;726] 34% 34%
WEST , Viscoli et al. 2001 100 [0.14;710] 08% 0.8%
WHII, Manson etal. 2013 B 126 [1.00;159] 547% 54.7%
WHIII, Manson et al. 2013 T 1.15 [0.88;151] 399% 39.9%
|
Fixed effect model 4Ib 1.24 [1.05; 1.48] 100.0% -
Random effects model | : - : | 1.24 [1.05; 1.48] - 100.0%

Heterogeneity: = 0%, = 0,p=047
02 05 1 2 5

(b) women without diseases (relatively healthy)

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS | Schierbeck et al. 2012 —i— 033 [003; 321] 262% 321%
ELITE , Hodis et al. 2016 = 495 [0.24,10277] 148% 23.0%
WISDOM | Vickers et al. 2007 —-i—°— 498 [1.09; 2272] 59.0% 44 9%

Fixed effect model “To— 2.44 [0.76; 7.83] 100.0% -
Random effects model ——ee i —— 2.08 [0.34; 12.59] - 100.0%
Heterogeneity: /> = 50%, t° = 1.2797, p=0.13 | ' ' '

001 0.1 1 10 100

Summary estimates (95% CI) were measured by fixed-effect models if I was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; PE, pulmonary embolism; RCTs, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S3.6.1. MHT and MI in RCTs: subgroup results by regimen type.
(a) estrogen only

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EPAT , Hodis et al. 2001 1.00 [0.06;1579] 0.3% 0.3%
ERA |, Herrington et al. 2000 N R 090 [031;259] 22% 22%
WEST , Viscali et al. 2001 —_—r 120 [058; 250] 46% 4 6%
WHIII, Manson et al. 2013 1.01 [0.86; 1.19] 928% 92 8%
Fixed effect model £ 1.02 [0.87; 1.19] 100.0% -
Random effects model 1.02 [0.87; 1.19] - 100.0%

Heterogeneity: P= 0%, = 0,p=097 ' ror '

0.1 05 1 2 10
(b) combined EP

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EMS | Tierney et al. 2009 —— 034 [0.01, 827] 01% 0.2%
EPHT , Veerus et al. 2006 I 162 [027; 969] 05% 0.6%
ERA , Herrington et al. 2000 — 087 [0.30; 249] 1.3% 1.8%
HERSII , Grady et al. 2002 = 094 [0.77, 1158] 355% 36.8%
WHII, Manson et al. 2013 115 [099; 134] 61.7% 57 1%
WHISP | Collins et al. 2006 — 052 [014; 197] 08% 12%
WISDOM | Vickers et al. 2007 —h——— 897 [048;16652] 02% 0.2%
Fixed effect model ] 1.06 [0.94; 1.20] 100.0% -
Random effects model y : : 1.05 [0.91; 1.22] - 100.0%

Heterogeneity: 12 = 7%, 1= 0.0034, p = 0.3 '
001 01 1 10 100

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; PE, pulmonary embolism; RCTs, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S3.6.2.

(a) duration < 5 years

MHT and MI in RCTs: subgroup results by duration of use.

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Ouyang et al. 2006 108 [016;, 727] 45% 45%
EMS | Tierney et al. 2009 —— 034 [001; 827] 16% 16%
EPAT | Hodis et al. 2001 e B— 1.00 [0.06; 1579] 21% 21%
EPHT , Veerus et al. 2006 — 162 [027;, 969] 51% 51%
ERA , Herrington et al. 2000 —EN 088 [036;, 217] 201% 201%
Greenspan , Greenspan et al. 2005 S 0.33 [0.03; 316] 32% 3.2%
PHASE | Clarke et al. 2002 S 023 [003; 199] 34% 34%
STOP-T , Gallagher et al. 2001 T 271 [074; 998 96% 96%
WAVE , Waters et al. 2002 —— 101 [026; 400] 87% 87%
WEST , Viscoli etal. 2001 B 120 [058;, 250] 304% 30.4%
WHISP | Collins et al. 2006 —& 052 [014; 197] 93% 9.3%
WISDOM |, Vickers et al. 2007 —T————————— 897 [048;16652] 19% 1.9%
Fixed effect model 1.03 [0.69; 1.55] 100.0% -
Random effects model 1.03 [0.69; 1.55] - 100.0%
Heterogeneity: = 0%, = 0,p =062 ' ' ! ' '
001 01 1 10 100
(b) duration > 5 years
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS | Schierbeck et al. 2012 = 045 [015;131] 08% 1.7%
ELITE, Hodis et al. 2016 033 [0.03;318] 02% 0.4%
HERSIII , Grady et al. 2002 = 094 [077:1135] 23.3% 27.5%
WHII, Manson et al. 2013 . 115 [0.99;1.34] 405% 36.4%
WHIIl , Manson et al. 2013 1.01 [0.86;119] 352% 341%
Fixed effect model £ 1.04 [0.94; 1.14] 100.0% -
Random effects model 1.02 [0.89; 1.17] - 100.0%

Heterogeneity: /* = 34%, t° = 0.0079, p = 0.19
01 051 2 10

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; MI, myocardial infarction; RCTs, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S3.6.3. MHT and MI in RCTs: subgroup results by timing of initiation.

(a) early users

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS |, Schierbeck et al. 2012 045 [015;1.31] 143% 14.3%
ELITE, Hodis et al. 2016 033 [0.01;7.93] 16% 1.6%
EPHT , Veerus et al. 2006 162 [027;969] 51% 51%
WHII, Manson et al. 2013 . u 091 [054;152] 619% 61.9%
WHIIl , Manson et al. 2013 046 [017:122] 171% 17.1%
Fixed effect model at 0.74 [0.50; 1.11] 100.0% -
Random effects model % 0.74 [0.50; 1.11] - 100.0%
Heterogeneity: I“ = 0%, 1" =0, p = 0.50
01 0512 10
(b) late users
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Quyang et al. 2006 O 108 [016;, 727] 06% 06%
ELITE , Hodis et al. 2016 S E— 050 [0.05 547] 04% 04%
EMS | Tierney et al. 2009 S S E— 034 [001; 827] 02% 0.2%
ERA , Herrington et al. 2000 —H— 088 [036;, 217] 28% 28%
Greenspan , Greenspan et al. 2005 —_— T 033 [003; 316] 05% 0.5%
HERSI|I , Grady et al. 2002 094 [077; 115] 569% 56.9%
PHASE | Clarke et al. 2002 I — 023 [003; 199] 05% 0.5%
STOP-T , Gallagher et al. 2001 T 271 [074; 998 14% 1.4%
WAVE , Waters et al. 2002 — T 101 [026; 4000 12% 12%
WEST , Viscoli et al. 2001 —— 120 [058; 250] 43% 4.3%
WHII, Manson et al. 2013 = 116 [0.80; 169) 16.3% 16.3%
WHIIl, Manson et al. 2013 + 112 [074, 1.70] 133% 13.3%
WHISP | Collins et al. 2006 — 052 [014; 197] 13% 1.3%
WISDOM | Vickers et al. 2007 ———— 897 [048;16652] 0.3% 0.3%
Fixed effect model 4 1.00 [0.86; 1.17] 100.0% -
Random effects model + 1.00 [0.86; 1.17] - 100.0%
Heterogeneity: = 0%, = 0,p =066 ' '
001 01 1 10 100

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, MI, myocardial infarction; RCTS, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S3.6.4. MHT and MI in RCTs: subgroup results by underlying disease.

(a) women with diseases

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Ouyang et al. 2006 I 108 [016;727] 03% 0.3%
EMS |, Tiermney et al. 2009 0.34 [0.01;827] 01% 0.1%
ERA | Herrington et al. 2000 —— 088 [036;217] 1.1% 1.1%
HERSI|I , Grady et al. 2002 094 [077;1.15] 225% 22 5%
PHASE | Clarke et al. 2002 — 1 023 [003;199] 02% 0.2%
WAVE , Waters et al. 2002 — 1.01 [026;400] 05% 0.5%
WEST , Viscoli etal. 2001 B 120 [058;250] 1.7% 1.7%
WHII, Manson et al. 2013 115 [099;1.34] 391% 391%
WHIIl, Manson et al. 2013 1.01 [0.86;1.19] 34.0% 34.0%
WHISP | Collins et al. 2006 — 052 [0.14;197] 05% 0.5%
Fixed effect model 4 1.04 [0.94; 1.14] 100.0% -
Random effects model } 1.04 [0.94; 1.14] - 100.0%
Heterogeneity: I~ =0%, 1" =0, p = 0.70
01 0512 10
(b) women without diseases (relatively healthy)
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
DOPS |, Schierbeck et al. 2012 —'—f- 045 [015 131 362% 27.0%
ELITE , Hodis et al. 2016 — 033 [003; 316] 81% 106%
EPAT | Hodis et al. 2001 7:7 1.00 [0.06; 1579] 54% T7%
EPHT , Veerus et al. 2006 — 162 [027, 969] 129% 15.0%
Greenspan , Greenspan et al. 2005 —'—f— 033 [003; 316] B81% 106%
STOPAT | Gallagher et al. 2001 S 271 [074; 998] 244% 22 2%
WISDOM | Vickers et al. 2007 —?—'— 8097 [048;16652] 48% 6.9%
Fixed effect model ' 0.94 [0.50; 1.80] 100.0% -
Random effects model 1.00 [0.43; 2.29] - 100.0%

-

Heterogeneity: I = 31%, t° = 0.3694, p = 0.19

001 01

10 100

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; MI, myocardial infarction; RCTs, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S3.7.1. MHT and CHD in RCTs: subgroup results by regimen type.

(a) estrogen only

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
ERA | Herrington et al. 2000 , 090 [059;1.35] 114% 11.4%
WHIII, Manson et al. 2013 T 094 [081;1.09] 886% 88.6%
|
Fixed effect model -*!-- 0.93 [0.81; 1.07] 100.0% -
Random effects model —euiiine- 0.93 [0.81; 1.07] - 100.0%
Heterogeneity: /°=0%, v =0, p = 0.83 ' ! '
0.75 1 15
(b) combined EP

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EPHT , Veerus et al. 2006 112 [0.90;1.40] 16.5% 16.5%
ERA | Herrington et al. 2000 083 [055127] 46% 4 6%
HERSIII | Grady et al. 2002 — 099 [084;117] 294% 29.4%
WHII, Manson et al. 2013 A 1.09 [0.96;1.24] 49.4% 49.4%

|
|
Fixed effect model - 1.05 [0.96; 1.15] 100.0% -
Random effects model B it 1.05 [0.96; 1.15] - 100.0%
Heterogeneity: 1= 0%, 1= =0, p = 0.51
0.75 1 1.5

Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. CHD, coronary heart disease; MHT, menopausal hormone therapy, RCTS, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S3.7.2. MHT and CHD in RCTs: subgroup results by duration of use.

(a) duration < 5 years

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EPHT , Veerus et al. 2006 — 112 [0.900:140] 715%  644%
ERA . Herrington et al. 2000 | 086 [061:123] 285%  356%
Fixed effect model i 1.04 [0.86; 1.26] 100.0% -
Random effects model_ 1.02 [0.80; 1.30] - 100.0%
Heterogeneity: 1% = 33%, 12 = 0.0113, p = 0.22 ' ! '
075 1 15
(b) duration > 5 years
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
|
HERSIIl | Grady et al. 2002 ; 099 [084:117] 253%  26.3%
WHII, Manson et al. 2013 —H—————— 109 [096;124] 425%  412%
WHIIl, Manson et al. 2013 ; 094 [0.81;1.09] 322%  325%
1
Fixed effect model 1.01 [0.93; 1.10] 100.0% -
Random effects model 1.01 [0.93; 1.11] - 100.0%

Heterogeneity: I° = 13%, v~ = 0.0008, p = 0.32

09 1 11

Summary estimates (95% CI) were measured by fixed-effect models if I was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. CHD, coronary heart disease; MHT, menopausal hormone therapy,; RCTs, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S3.7.3. MHT and CHD in RCTs: subgroup results by timing of initiation.

(a) early users

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
|

EPHT , Veerus et al. 2006 H- B 1.12 [090;1.40] 777%  55.9%

WHII, Manson et al. 2013 — 090 [056;145] 170%  307%

WHIIl, Manson et al. 2013 4'—fi— 050 [0.21;1.18] 52% 13.4%

1.03 [0.85; 1.26] 100.0% -
0.94 [0.66; 1.33] ~  100.0%

Fixed effect model
Random effects model
Heterogeneity: I = 44%, 1~ = 0.0434, p = 0.17

%

05 1 2
(b) late users

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
ERA | Herrington et al. 2000 086 [061;123] 138% 13.8%
HERSI|I , Grady et al. 2002 099 [084;117] 618% 61.8%
WHII, Manson etal. 2013 119 [083;170] 136% 13.6%
WHIII, Manson et al. 2013 100 [067;149] 108% 10.8%
Fixed effect model I 1.00 [0.87; 1.14] 100.0% -
Random effects model 1.00 [0.87; 1.14] - 100.0%
Heterogeneity: /= 0%, t™ =0, p = 0.66 ! ' '

075 1 15

Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. CHD, coronary heart disease; MHT, menopausal hormone therapy, RCTS, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S3.7.4. MHT and CHD in RCTs: subgroup results by underlying disease.

(a) women with diseases

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

ERA , Herrington et al. 2000 086 [061:123] 53%  55%
HERSIIl , Grady et al. 2002 099 [0.84;117] 240%  241%

WHII, Manson et al. 2013 NE 1.09 [096;1.24] 402% 399%
WHIII, Manson et al. 2013 — 094 [081;1.09] 305% 30.5%
Fixed effect model I 1.01 [0.93; 1.09] 100.0% -
Random effects model 1.01 [0.93; 1.09] - 100.0%
Heterogeneity: 12 = 2%, 12 = 0.0001, p = 0.38 ' ! '
0.75 1 15
(b) women without diseases (relatively healthy)
Study Summary Estimates SE 95%-CI
EPHT , Veerus et al. 2006 : : 112 [0.9;1.4]
08 1 125

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. CHD, coronary heart disease; MHT, menopausal hormone therapy,; RCTs, randomized
controlled trials; SE, summary estimates.
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Supplementary Figure S3.8.1. MHT and angina in RCTs: subgroup results by regimen type.

(a) estrogen only

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
ERA , Herrington et al. 2000 |! 086 [049;150] 126% 12.6%
WHI Il | Hsia et al. 2006 — 097 [078;120] 874% 87.4%
|
Fixed effect model i 0.96 [0.78; 1.17] 100.0% -
Random effects model 0.96 [0.78; 1.17] - 100.0%
Heterogeneity: 1“ = 0%, t“ =0, p = 0.69 ' ! !
05 1 2
(b) combined EP
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
ERA | Herrington et al. 2000 —'{- 069 [038 125 92% 9.2%
HERSI|I , Grady et al. 2002 | 087 [069; 109 645% 64.5%
WHI I, Manson et al. 2003 =5 082 [057; 117] 259% 25.9%
WISDOM | Vickers et al. 2007 —i'—'i 6.98 [0.36;135.000 04% 0.4%
|
|
Fixed effect model 4 0.85 [0.71; 1.01] 100.0% -
Random effects model + | 0.85 [0.71; 1.01] - 100.0%

Heterogeneity: ?= 0%, 2= 0,p=048 ' ' '
0.01 01 1 10 100

Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; RCT5, randomized controlled trials; SE, summary
estimates.
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(a) duration < 5 years

Supplementary Figure S3.8.2. MHT and angina in RCTs: subgroup results by duration of use.

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Ouyang et al. 2006 | 129 [063; 265 145% 20.4%
ERA | Herrington et al. 2000 & 077 [048; 125] 320% 34.2%
PHASE | Clarke et al. 2002 . 130 [089; 189 526% 43.9%

WISDOM | Vickers et al. 2007

6.98 [0.36; 135.00]

0.9% 1.6%

Fixed effect model 111 [0.85; 1.47] 100.0%

100.0%

Random effects model 112 [0.76; 1.63] -
Heterogeneity: 12 = 33%, 12 = 0.0475,p =022 | ' ! ' '
001 01 1 10 100
(b) duration > 5 years
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
ELITE ,Haodis et al. 2016 I 495 [024;10277] 02% 0.2%
HERSI|I , Grady et al. 2002 . 087 [069; 1.09] 395% 39.5%
WHIT, Manson et al. 2003 L 082 [057; 1171 159% 15.9%
WHIII, Hsia et al. 2006 | 097 [078 1201 444% 44 4%
|
|
Fixed effect model 091 [0.79; 1.05] 100.0% -
Random effects model : : : : 091 [0.79; 1.05] - 100.0%

Heterogeneity: = 0%, %= 0,p=057
0.01 01 1 10 100

Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; RCTS, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.8.3. MHT and angina in RCTs: subgroup results by timing of initiation.

(a) early users

Study Summary Estimates SE 95%-Cl
WHII, Manson et al. 2003 0.87 [0.54;1.41]
1 1
0.75 1 15

(b) late users

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

EAGAR , Ouyang et al. 2006 —+— 129 [063; 265] 4.8% 7.8%
ELITE , Hodis et al. 2016 — 405 [0.24:102.77]  0.3% 0.5%

18.5% 21.5%
0.3% 0.5%

WHI I, Manson et al. 2003
WISDOM , Vickers et al. 2007 —

118 [0.82, 170
6.98 [0.36; 135.00

ERA, Herrington et al. 2000 —t 077 [048;, 125] 105%  14.6%
HERSI|I , Grady et al. 2002 087 [069, 109] 485%  34.5%
PHASE , Clarke et al. 2002 = 130 [0.89; 1.89] 172%  206%
I 70]
]

Fixed effect model + 1.00 [0.86; 1.17] 100.0% -
Random effects model * 1.04 [0.84; 1.29] - 100.0%
Heterogeneity: 1% = 28%, 12 = 0.0221, p =021 ' ' '

0.01 0.1 1 10 100

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; RCTS, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.8.4. MHT and angina in RCTs: subgroup results by underlying disease.
(a) women with diseases

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Ouyang et al. 2006 1.29 [063;265] 31% 3.3%
ERA | Herrington et al. 2000 077 [048;125] 68% 7.2%
HERSI/|I , Grady et al. 2002 087 [069;1.09] 31.3% 30.7%
PHASE | Clarke et al. 2002 1.30 [0.89;1.89] 11.1% 11.7%
WHI'T, Manson et al. 2003 082 [057,117] 126% 13.1%
WHIII, Hsia et al. 2006 . 097 [0.78;1.20] 352% 34.0%
|
|
Fixed effect model . 0.94 [0.83; 1.07] 100.0% -
Random effects model 0.94 [0.83; 1.08] - 100.0%

Heterogeneity: I° = 5%, 12 = 0.0015, p = 0.38 ' ! !
05 1 2

(b) women without diseases (relatively healthy)

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)

ELITE , Hodis et al. 2016 ——F———— 495[024;10277] 488%  488%

WISDOM | Vickers et al. 2007 1 6.98[0.36,135.00] 512% = 51.2%
|

Fixed effect model --+-—- 5.90 [0.71; 49.13] 100.0% -

Random effects model : : -"-_l-- | 5.90 [0.71; 49.13] - 100.0%

Heterogeneity: rF= 0%, = 0,p=087
0.01 0.1 1 10 100

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, RCT5, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.9.1. MHT and revascularization in RCTs: subgroup results by regimen type.

(a) estrogen only

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EPAT , Hodis et al. 2001 050 [005543] 05% 0.5%
ERA , Herrington et al. 2000 — 0.79 [0.46;1.36] 86% 8.6%
WHI Il | Hsia et al. 2006 . 093 [079,110] 91.0% 91.0%
|
Fixed effect model I 0.91 [0.78; 1.07] 100.0% -
Random effects model 0.91 [0.78; 1.07] - 100.0%
Heterogeneity: /“ = 0%, " =0, p = 0.75 l rr l
01 051 2 10
(b) combined EP
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
ERA , Herrington et al. 2000 I 084 [050;143] 68% 6.8%
HERSI|I , Grady et al. 2002 N 1.02 [086;121] 651% 65.1%
WHI I, Manson et al. 2003 — 1.01 [0.78;1.31] 28.1% 28.1%
Fixed effect model 1.00 [0.87; 1.15] 100.0% -
Random effects model 1.00 [0.87; 1.15] - 100.0%
Heterogeneity: I~ = 0%, ™ =0, p = 0.79 l ! l
05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; RCTS, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.9.2. MHT and revascularization in RCTs: subgroup results by duration of use.

(a) duration < 5 years

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Ouyang et al. 2006 :—'— 860 [1.13;6573] 21% 57%
EPAT , Hodis et al. 2001 4'—?— 050 [005 543] 15% 4.2%
ERA | Herrington et al. 2000 5.3 082 [052; 128] 427% 43 4%
WAVE , Waters et al. 2002 L. 078 [052; 117] 536% 46.7%
Fixed effect model I 0.83 [0.62; 1.12] 100.0% -
Random effects model 0.90 [0.54; 1.49] - 100.0%

Heterogeneity: /° = 44%, t° = 0.1008, p = 0.15
01 0512 10
(b) duration > 5 years

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

1.02 [0.86;1.21] 40.5% 40.5%
1.01 [0.78;1.31] 17.5% 17.5%
093 [0.79;1.10] 42.0% 42.0%

HERSI|I , Grady et al. 2002
WHII, Manson et al. 2003
WHIIl | Hsia et al. 2006

Fixed effect model i: 0.98 [0.88; 1.09] 100.0% -
Random effects model 0.98 [0.88; 1.09] - 100.0%

Heterogeneity: = 0%, = 0,p=073

J

0.8 1 1.25

Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; RCT5, randomized controlled trials; SE, summary

estimates.
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Supplementary Figure S3.9.3. MHT and revascularization in RCTs: subgroup results by timing of initiation.

(a) early users

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

— 0.74 [0.47;1.16] 69.0%  69.0%

WHII, Manson et al. 2013
088 [045172] 31.0% 31.0%

WHIII, Manson et al. 2013

|

Fixed effect model — 0.78 [0.54; 1.13] 100.0% -
Random effects model - 0.78 [0.54; 1.13] - 100.0%
Heterogeneity: I~ = 0%, ™ =0, p = 0.67 ! !
05 2
(b) late users
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
EAGAR , Ouyang et al. 2006 860 [1.13;6573] 04% 06%
ERA. , Herrington et al. 2000 082 [052; 128 T7% 10.8%
HERSI|I , Grady et al. 2002 102 [086; 1.21] 54.4% 40.8%
WAVE , Waters et al. 2002 —*f 078 [052; 117] 97% 13.0%
WHI I, Manson et al. 2013 i 097 [070; 1.34] 152% 18.6%
WHIIl, Manson et al. 2013 4 099 [070; 1.41] 127% 16.2%
Fixed effect model 0.97 [0.86; 1.10] 100.0% -
Random effects model 0.96 [0.82; 1.13] - 100.0%

Heterogeneity: 1% = 22%, t° = 0.0089, p = 0.27
01 0512 10

Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; RCT5, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S3.9.4. MHT and revascularization in RCTs: subgroup results by underlying disease.

(a) women with diseases

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

0.3% 0.4%

EAGAR , Quyang et al. 2006

]
ERA , Herrington et al. 2000 082 [052: 128] 51%  75%
HERSIl , Grady et al. 2002 102 [0.86; 121] 358%  318%
WAVE |, Waters et al. 2002 —t 078 [052: 117] 6.4% 9.2%
WHI I, Mansaon et al. 2003 L 1.01 [078; 131 154% 18.6%
WHI I, Hsia et al. 2006 093 [0.79; 1.10] 371% 32.4%
Fixed effect model 0.96 [0.87; 1.07] 100.0% -
Random effects model 0.96 [0.84; 1.09] - 100.0%
Heterogeneity: I = 25%, t° = 0.0065, p = 0.24
01 0512 10
(b) women without diseases (relatively healthy)
Study Summary Estimates SE 95%-Cl
EPAT , Hodis et al. 2001 : | : : 0.50 [0.05; 5.43]

0.1 051 2 10

Summary estimates (95% CI) were measured by fixed-effect models if I’ was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; RCT5, randomized controlled trials; SE, summary
estimates.
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Supplementary Figure S4.1.1. MHT and all-cause death in observational studies: subgroup results by regimen
type.

(a) estrogen only

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Stram et al. 2011/ CTS : 0.84 [0.80;087] 774% 29.7%
Holm et al. 2019/ DCH —— 099 [0.88;1.11] 114% 227%
Lokkegaard et al. 2003 (b) / DNS 095 [0.75,121] 26% 11.6%
Tannen et al. 2007 / GPRD R 068 [057;081] 49% 16.6%
Suetal 2012 /NHI 089 [067;1.19] 18% 9.1%
Ryan et al. 2012/ TCS 094 [038;230] 02% 1.3%
Crandall et al. 2018 / WHI-OS 0.78 [0.59; 1.04] 1.8% 9.2%
Fixed effect model 4 0.85 [0.82; 0.88] 100.0% -
Random effects model - 0.85 [0.77; 0.95] - 100.0%
Heterogeneity: 12 = 59%, 1> = 0.0089, p = 0.02 ' '
0.5 1 2
(b) combined EP

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Stram et al. 2011/ CTS : 024 [0.22;0.26] 409% 15.0%
Holm et al. 2019/ DCH i 1.01 [094;1.10] 325% 15.0%
Lokkegaard et al. 2003 (b) / DNS [ 089 [068;1.17] 27% 14.6%
Weiner et al. 2008 / GPRD Vi 0.75 [068;084] 16.8% 15.0%
Suetal 2012 /NHI 'i"" 056 [047;067] 62% 14.8%
Graff-lversen et al. 2004 / NR ; 0.57 [0.31;1.06] 05% 12.9%
Ryanetal 2012/TCS i 057 [0.30;1.09] 05% 12.8%
Fixed effect model + 0.51 [0.49; 0.53] 100.0% --
Random effects model ~—eaii—— 0.61 [0.34; 1.09] - 100.0%
Heterogeneity: 1~ = 99%, =~ = 0.6040, p < 0.01

0.5 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.1.2. MHT and all-cause death in observational studies: subgroup results by duration of
use.

(a) duration < 5 years

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

Strametal. 2011/ CTS
Pentti et al. 2006 / OSTPRE

041 [0.38;043] 955%  50.9%
1.05 [0.81;1.36] 45%  491%

Fixed effect model
Random effects model
Heterogeneity: 1% = 98%, 1= 0.4435 p <0.01 ! ' '

0.42 [0.40; 0.45] 100.0% -
0.65 [0.25; 1.64] - 100.0%

(b) duration > 5 years

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

Strametal 2011/ CTS
Pentti et al. 2006 / OSTPRE

0.65 [0.62;0.68] 97.6% 55.5%
1.06 [0.77;1.46] 24% 44.5%

Fixed effect model

Random effects model

Heterogeneity: /2 = 89%, t° = 0.1055, p < 0.01 ! ' !
0.75 1 15

0.66 [0.63; 0.69] 100.0% =
0.81 [0.50; 1.30] - 100.0%

Summary estimates (95% CI) were measured by fixed-effect models if I was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.1.3. MHT and all-cause death in observational studies: subgroup results by timing of
initiation.

(a) early users

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Alexander et al. 2001 / CARS —'—i—— 036 [0.17;077] 03% 7.8%
Stram et al. 2011/ CTS ] 046 [0.44,048] 766% 15.9%
Weiner et al. 2008 / GPRD i - 0.75 [0.68;0.84] 146% 15.7%
Suetal 2012 /NHI ' 0.70 [0.44;109] 08% 11.7%
Graff-lversen et al. 2004 / NR i 088 [061;1.26] 1.4% 13.0%
Pentti et al. 2006 / OSTPRE i - 1.05 [0.86;129] 43% 14.9%
Alexandersen et al. 2006 / PERF ¢ 0.70 [0.51;097] 16% 13.4%
Ryanetal 2012/TCS E 062 [0.29;1.34] 03% 1.7%
Fixed effect model + 0.52 [0.50; 0.55] 100.0% -
Random effects model - 0.68 [0.51; 0.92] - 100.0%
Heterogeneity: = 95%, = 0.1438, p < 0.01 I T T '

0.2 05 1 2 5

(b) late users

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Apostolakis et al. 2014 / AFFIRM —:‘— 095 [066; 1.36] 3.7% 16.2%
Strametal. 2011/ CTS A 093 [0.85; 1.01] 71.0% 23.6%

Tannen et al. 2007 / GPRD et 0.68 [0.57; 0.81] 16.0% 21.7%
Shlipak et al. 2001 / NRMI-3 E —— 6.39 [2.63;15.52] 0.6% 6.1%
Ryanetal 2012/TCS A= 0.87 [0.57; 1.35] 26% 14.1%
Crandall et al. 2018 / WHI-OS — 0.78 [0.59; 1.04] 59% 18.4%

Fixed effect model l 0.88 [0.82; 0.95] 100.0% -
Random effects model 0.94 [0.73; 1.21] - 100.0%
Heterogeneity: 1> = 83%, 1> = 0.0687, p < 0.01 ' rr '

01 051 2 10

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.1.4. MHT and all-cause death in observational studies: subgroup results by route of
administration.

(a) oral
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
l
Holm et al. 2019/ DCH 1.01 [0.94;1.08] 99.7% 99.7%
Ryanetal 2012/ TCS 084 [0.27;265] 03% 0.3%
Fixed effect model > 1.01 [0.94; 1.08] 100.0% -
Random effects model hd 1.01 [0.94; 1.08] - 100.0%
Heterogeneity: I° = 0%, =0, p =075
05 1 2
(a) non-oral
Weight Weight
Study SummaryIEstimates SE 95%-Cl (fixed) (random)
Holm et al. 2019/ DCH —.'_ 095 [0.81;1.11] 75.0% 54.7%
Ryanetal 2012/ TCS 7 048 [022;1.04] 3.0% 9.1%

Crandall et al. 2018 / WHI-OS —'—i 0.78 [0.59;1.04] 22.0% 36.2%
Fixed effect model OI 0.89 [0.78; 1.02] 100.0% -
Random effects model - 0.83 [0.65; 1.07] - 100.0%
Heterogeneity: /© = 49%, t° = 0.0235, p = 0.14

05

i
N

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.1.5. MHT and all-cause death in observational studies: subgroup results by underlying
disease.

(a) women with diseases

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
L,

Apostolakis et al. 2014 / AFFIRM e 0.95 [0.66; 1.36] 71.8% 35.8%

Alexander et al. 2001 / CARS 0.36 [0.17, 0.77] 16.3% 32.7%

Shlipak et al. 2001 / NRMI-3 i T 639 [263;15.52] 11.9% 31.5%

Fixed effect model

Random effects model

Heterogeneity: I° = 92%, v~ = 1.2008, p < 0.01 '
0.1 05 1 2 10

1.02 [0.75; 1.38] 100.0% s
1.26 [0.34; 4.64] —  100.0%

(b) women without diseases (relatively healthy)

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Wilson et al. 2019 / ALSWH b —=— 1.30 [1.13;1.48] 62% 10.2%
Stram et al. 2011/ CTS = 0.85 [0.81;0.90] 34.2% 11.3%

Holm et al. 2019/ DCH

Lokkegaard et al. 2003 (b) / DNS
Tannen et al. 2007 / GPRD ——
Weiner et al. 2008 / GPRD —&—
Suetal 2012 /NHI

il 110 [1.04;117] 347%  113%
4 095 [0.81;1.11] 46% 9.8%
i 068 [057;081] 37% 9.4%
! 0.75 [068;0.84] 94% 10.6%
i 0.70 [0.44;1.09] 05% 4.5%
Graff-lversen et al. 2004 / NR : 088 [061;126] 09% 5.9%
Pentti et al. 2006 / OSTPRE ] 1.05 [0.86;1.29] 28% 8.8%
Alexandersen et al. 2006 / PERF —*—-i- 0.70 [0.51;097] 11% 6.4%
°

Ryanetal 2012/TCS 0.87 [0.57;1.35] 0.6% 4.8%
Crandall et al. 2018 / WHI-OS 0.78 [0.59;1.04] 1.4% 71%

Fixed effect model 0.94 [0.91; 0.98] 100.0% -
Random effects model - 0.89 [0.78; 1.01] - 100.0%
1

Heterogeneity: 1% = 89%, > = 0.0348, p < 0.01 '
05

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.1.6. MHT and all-cause death in observational studies: subgroup results by recency of
MHT.

(a) past
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Stramet al. 2011/ CTS —"-.L 0.88 [0.83;0.93] 656% 42 3%
Holm et al. 2019/ DCH ?——+— 1.00 [0.92;1.09] 27.0% 34.7%
Lokkegaard et al. 2003 (b)/ DNS ¥ 098 [0.81;1.19] 53% 15.4%
Ryan et al. 2012/ TCS i 104 [0.77;141] 22% 76%
Fixed effect model s 0.92 [0.88; 0.96] 100.0% -
Random effects model - 0.95 [0.86; 1.04] - 100.0%
Heterogeneity: 1> = 58%, t> = 0.0043, p = 0.07 ] '
08 1 125
(b) current

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Stram et al. 2011/ CTS ' 083 [0.79;0.87] 64.3% 36.3%
Holm et al. 2019/ DCH i = 1.00 [093;1.07] 311% 34.8%
Lokkegaard et al. 2003 (b)/ DNS ; 093 [0.77;1.12] 41% 22.9%
Ryanetal 2012/TCS : 066 [0.39;1.12] 05% 6.0%
Fixed effect model ® 0.88 [0.85; 0.92] 100.0% -
Random effects model - 0.90 [0.78; 1.03] - 100.0%

Heterogeneity: 1> = 86%, 1> = 0.0137, p < 0.01 ' :

05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.1.7. MHT and all-cause death in observational studies: subgroup results by study design.

(a) cohort
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Apostolakis et al. 2014 / AFFIRM —— 095 [066; 1.36] 0.8% 5.5%

Wilson et al. 2019/ ALSWH = 1.30 [1.13; 1.48] 6.1% 9.0%

Alexander et al. 2001 / CARS —— 0.36 [0.17; 0.77] 0.2% 2.2%
Stram etal. 2011/ CTS 7] 0.85 [0.81; 0.90] 33.8% 9.8%
Holm et al. 2019/ DCH ] 1.10 [1.04; 1.17] 34.3% 9.8%

Ao

Lokkegaard et al. 2003 (b) / DNS 095 [0.81; 1.11] 46% 8.7%

Tannen et al. 2007 / GPRD - 068 [057; 081 36% 8.4%
Weiner et al. 2008 / GPRD & 0.75 [068; 0.84] 9.3% 9.3%
Suetal 2012 /NHI 0.70 [0.44; 1.09] 05% 44%
Graff-lversen et al. 2004 / NR —4r 088 [061; 126] 09% 5.6%

———— 639263 1552] 01%  17%
- 105 [086: 129] 27%  80%

Shlipak et al. 2001 / NRMI-3
Pentti et al. 2006 / OSTPRE

Alexandersen et al. 2006 / PERF — 070 [051; 097] 1.0% 6.1%
Ryanetal 2012/TCS 0.87 [057; 1.35] 06% 46%
Crandall et al. 2018 / WHI-OS o 0.78 [0.59; 1.04] 1.3% 6.6%

Fixed effect model

Random effects model 4

Heterogeneity: I = 89%, 1> = 0.0422, p < 0.01 ' ' ' !
0.1 05 10

0.95 [0.91; 0.98] 100.0% -
0.90 [0.79; 1.02] - 100.0%
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Summary estimates (95% CI) were measured by fixed-effect models if I was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.1.8. MHT and all-cause death in observational studies: subgroup results by study quality.

(a) good and fair
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Wilson et al. 2019 / ALSWH i —— 1.30 [1.13;1.48] 62% 10.2%
Stram et al. 2011/ CTS - B 0.85 [0.81;0.90] 34.2% 11.3%

Holm et al. 2019/ DCH

Lokkegaard et al. 2003 (b) / DNS
Tannen et al. 2007 / GPRD ——
Weiner et al. 2008 / GPRD —&—
Suetal 2012 /NHI

E = 110 [1.04;117] 347% 11.3%
} 095 [081;1.11 46% 9.8%
E 068 [0.57;081] 3.7% 9.4%
! 075 [068;0.84] 94% 10.6%
i 070 [0.44;1.09] 05% 45%
Graff-lversen et al. 2004 / NR : 088 [061;126] 09% 5.9%
Pentti et al. 2006 / OSTPRE : 1.05 [0.86;129] 28% 8.8%
Alexandersen et al. 2006 / PERF —*—T: 070 [051;097] 11% 6.4%
.

Ryanetal 2012/TCS 0.87 [0.57;1.35] 0.6% 4.8%
Crandall et al. 2018 / WHI-OS 0.78 [0.59;1.04] 14% 71%

Fixed effect model 0.94 [0.91; 0.98] 100.0%

0.89 [0.78; 1.01] - 100.0%

Random effects model e
Heterogeneity: 1% = 89%, > = 0.0348, p < 0.01 : '

05 1 2

(b) poor
Weight Weight

Study Summary| Estimates SE 95%-Cl (fixed) (random)
Apostolakis et al. 2014 / AFFIRM —-'— 095 [066; 1.36] 718% 35.8%
Alexander et al. 2001 / CARS 036 [0.17; 0.77] 16.3% 32.7%
Shlipak et al. 2001 / NRMI-3 i T A= 6.39 [2.63;15.52] 11.9% 31.5%
Fixed effect model 1.02 [0.75; 1.38] 100.0% -
Random effects model 1.26 [0.34; 4.64] --  100.0%
Heterogeneity: = 92%, = 1.2008, p < 0.01 '

0.1 051 2 10

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.2.1. MHT and stroke in observational studies: subgroup results by regimen type.

(a) estrogen only

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

Lokkegaard et al. 2017 / DaHoRS 112 [1.05,1.19] 64.7% 22.4%

L

Lokkegaard et al. 2003 (a) / DNS —'—1:— 084 [042;169] 05% 2.8%
Lemaitre et al. 2006 / GHC = 0.88 [0.76;1.01] 11.7% 18.1%
Renoux et al. 2008 / GPRD i-'- 126 [1.09;145] 121% 18.2%
Chenetal. 2015/ NHI — 0.34 [0.12;097] 02% 1.4%
Suetal 2012 /NHI —Hh 097 [0.74;1.28] 3.1% 11.0%
Bhupathiraiu et al. 2018 / NHS —*-1:— 085 [056;1.29] 14% 6.5%
Grodstein et al. 2000 / NHS pre— 118 [0.95;146] 52% 14.1%
Crandall et al. 2018 / WHI-OS —°—i— 078 [049;124] 11% 56%
Fixed effect model 4 1.09 [1.04; 1.14] 100.0% -
Random effects model h o 1.02 [0.90; 1.16] - 100.0%

Heterogeneity: 1% = 66%, t° = 0.0174, p < 0.01 ' ! ' :
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(b) combined EP

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2017 / DaHORS 117 [1.03;1.34] 23.4% 18.5%
Lokkegaard et al. 2003 (a)/ DNS 155 [094;256] 16% 11.1%
Lemaitre et al. 2006 / GHC —&— 0.79 [066;095] 128% 17.8%
Renoux et al. 2008 / GPRD E 3 122 [1.11;1.35] 438% 19.0%
Suetal 2012 /NHI —— 062 [052;0.74 13.1% 17.8%
Grodstein et al. 2000 / NHS —— 145 [1.10;192] 52% 15.8%
Fixed effect model 1> 1.06 [1.00; 1.13] 100.0% -
Random effects model - 1.05 [0.81; 1.35] - 100.0%

Heterogeneity: /2 = 92%, t° = 0.0863, p < 0.01 ' I '

05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.2.2. MHT and stroke in observational studies: subgroup results by duration of use.

(a) duration < 5 years

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2017 / DaHORS a 111 [1.04;1.19] 91.0% 91.0%
Bhupathiraiu et al. 2018 / NHS 085 [056;129] 22% 2.2%
Grodstein et al. 2000 / NHS 116 [091;147] 68% 6.8%
Fixed effect model - 1.11 [1.04; 1.18] 100.0% -
Random effects model et 1.11 [1.04; 1.18] - 100.0%
Heterogeneity: /I~ = 0%, = 0,p=043
0.75 1 15
(b) duration > 5 years
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2017 / DaHoRS —'— 123 [1.17;1.30] 91.3% 89.2%
Grodstein et al. 2000 / NHS ——*—2— 112 [093;134] 87% 10.8%
]
Fixed effect model ‘ 1.22 [1.16; 1.29] 100.0% -
Random effects model ~ii=- 122 [1.15; 1.29] - 100.0%
Heterogeneity: I~ = 5%, % = 0.0002, p =0.30 ' !
0.8 1 1.25

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; SE, summary estimates.
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Supplementary Figure S4.2.3. MHT and stroke in observational studies: subgroup results by timing of initiation.
(a) early users

Weight Weight

Study Summary Estimates SE  95%-Cl (fixed) (random)
Canonico et al. 2016 / French NHI 113 [060;2.13] 17.5% 20.0%
Chenetal. 2015/ NHI 0.34 [0.12;097] 6.3% 8.2%
Suetal 2012 /NHI —Ew 0.77 [0.49;1.19] 36.3% 34.7%
Bhupathiraiu et al. 2018 / NHS —mE— 0.85 [0.56;1.29] 399% 37 1%
1
1
Fixed effect model et 0.81 [0.62; 1.06] 100.0% -
Random effects model - 0.81 [0.59; 1.10] --  100.0%

[ T T 1

Heterogeneity: I° = 22%, t° = 0.0227, p = 0.28
02 05 1 2 5

(b) late users

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Apostolakis et al. 2014 / AFFIRM —H- 078 [042; 143] 29% 12.7%
Lemaitre et al. 2006 / GHC ! 085 [0.75, 095 77.0% 33.6%
Renoux et al. 2010 (a) / GPRD o 112 [0.84; 150] 13.0% 25.4%
Shlipak et al. 2001 / NRMI-3 14.60 [2.06;103.64] 0.3% 1.8%
de Lecinana et al. 2007 / PIVE o 062 [028;, 135 18% 9.0%
Crandall et al. 2018 / WHI-OS —4r- 078 [049; 124 51% 17.5%
Fixed effect model 1 0.87 [0.79; 0.97] 100.0% -
Random effects model | : * : | 0.91 [0.69; 1.19] - 100.0%

Heterogeneity: /% = 59%, 1> = 0.0530, p = 0.03
0.01 0.1 1 10 100

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.2.4. MHT and stroke in observational studies: subgroup results by route of
administration.

(a) oral
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2017 / DaHORS 119 [1.10;1.30] 50.7% 37.5%
Canonico et al. 2016 / French NHI o 158 [1.00;249] 18% 52%
Renoux et al. 2010 (a) / GPRD 128 [1.15;142] 34.3% 33.8%
Chenetal. 2015/ NHI I a— 0.34 [0.12;097] 0.3% 1.1%

]
]
]
Grodstein et al. 2000 / NHS s 1.27 [1.07;1.51] 12.8% 22.5%
]
Fixed effect model 3 1.23 [1.16; 1.31] 100.0% -
Random effects model * 1.24 [1.11;1.39] - 100.0%

Heterogeneity: /° = 51%, t° = 0.0065, p = 0.09
02 05 1 2 5

(b) non-oral

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2017 / DaHoORS —— 0.84 [0.73;096] 60.5% 60.5%
Canonico et al. 2016 / French NHI 0.83 [0.56;1.24] 7.0% 7.0%
Renoux et al. 2010 (a) / GPRD 095 [0.75;1.20] 20.7% 20.7%
Bhupathiraiu et al. 2018 / NHS 085 [056;129] 65% 6.5%
Crandall et al. 2018 / WHI-OS 078 [049;124] 53% 5.3%
Fixed effect model - 0.86 [0.77; 0.96] 100.0% -
Random effects model | - | 0.86 [0.77; 0.96] - 100.0%

Heterogeneity: e 0%, = 0,p=0091
0.5 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.2.5. MHT and stroke in observational studies: subgroup results by underlying disease.

(a) women with diseases

] Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
|

Apostolakis et al. 2014 / AFFIRM _'—* 078 [042; 143] 698% 401%

Chenetal 2015/ NHI 034 [012; 097] 235% 35.4%

Shlipak et al. 2001 / NRMI-3 —— 14.60 [2.06; 103.64] 6.7% 24 6%

Fixed effect model

Random effects model

Heterogeneity: 17 = 82%, 1> = 1.3341, p < 0.01 ! ' ' ' '
0.01 0.1 1 10 100

0.78 [0.47; 1.30] 100.0% -
119 [0.27; 5.26] ~  100.0%

(b) women without diseases (relatively healthy)

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

Lokkegaard et al. 2017 / DaHoRS
Lokkegaard et al. 2003 (a) / DNS —
Canonico et al. 2016 / French NHI ]
Lemaitre et al. 2006 / GHC -
Renoux et al. 2008 / GPRD

110 [0.97:124] 196%  16.8%
116 [0.82;165] 25%  7.9%
[060;2.13] 08%  3.4%
[0.75;095] 216%  17.1%
[1.11:135] 326%  18.0%
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Suetal 2012 /NHI —*—1:— 077 [049;119] 16% 6.0%
Bhupathiraiu et al. 2018 / NHS —— 085 [056;129] 18% 6.4%
Grodstein et al. 2000 / NHS -ﬁ'— 1.08 [0.95;123] 17.7% 16.5%
de Lecinana et al. 2007 / PIVE —_— 062 [028;135] 05% 2.4%
Crandall et al. 2018 / WHI-OS —'—‘:— 078 [049;124] 14% 55%
Fixed effect model 'S

1.05 [1.00; 1.11] 100.0% -
Random effects model 1.00 [0.88; 1.14] - 100.0%

Heterogeneity: 1° = 70%, t° = 0.0211, p < 0.01
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Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.2.6. MHT and stroke in observational studies: subgroup results by recency of MHT.

(a) past

Weight Weight
Study Summéll'yI Estimates SE  95%-Cl (fixed) (random)
Lokkegaard et al. 2017 / DaHoRS - 1.03 [0.99;1.07] 957% 95.7%
Lokkegaard et al. 2003 (a) / DNS 1.05 [065;169] 06% 0.6%
Grodstein et al. 2000 / NHS 1.02 [0.84;1.24] 36% 3.6%
Fixed effect model ha 1.03 [0.99; 1.07] 100.0% -
Random effects model > 1.03 [0.99; 1.07] - 100.0%
Heterogeneity: I~ = 0%, =0, p =099 I I

0.75 1 15
(b) current

Weight Weight
Study Summary Estimates SE  95%-Cl (fixed) (random)
Lokkegaard et al. 2017 / DaHoORS ) 117 [1.12;1.22] 939% 93.9%
Lokkegaard et al. 2003 (a) / DNS 126 [083;192] 09% 0.9%
Grodstein et al. 2000 / NHS 113 [095;1.35] 52% 5.2%
Fixed effect model > 1.17 [1.12; 1.22] 100.0% -
Random effects model > 1.17 [1.12; 1.22] - 100.0%
Heterogeneity: = 0%, = 0,p =088

0.75 1 15

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.2.7. MHT and stroke in observational studies: subgroup results by study design.

(a) cohort

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

Apostolakis et al. 2014 / AFFIRM 078 [042; 143] 18% 6.0%
Lokkegaard et al. 2017 / DaHoRS 110 [0.97; 1.24] 429% 247%

Lokkegaard et al. 2003 (a) / DNS 1.16 [0.82; 165] 54% 12.7%
Chenetal. 2015/ NHI 0.34 [0.12; 097] 06% 2.4%
Suetal 2012 /NHI 0.77 [049; 1.19] 3.5% 9.8%
T At
0.1 1

Bhupathiraiu et al. 2018 / NHS 085 [0.56; 1.29] 3.8% 10.4%
Grodstein et al. 2000 / NHS 1.08 [0.95; 123] 387% 243%
Shlipak et al. 2001 / NRMI-3 14.60 [2.06;103.64] 02% 0.7%
Crandall et al. 2018 / WHI-OS 0.78 [049; 1.24] 31% 9.0%

1.05 [0.97; 1.14] 100.0% --
0.97 [0.82; 1.15] - 100.0%

Fixed effect model

Random effects model

Heterogeneity: I* = 55%, t° = 0.0259, p = 0.02 '
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T
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(b) case-control study

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Lemaitre et al. 2006 / GHC E 3 085 [0.75;095] 977%  97.7%
de Lecinana et al. 2007 / PIVE i 062 [0.28;1.35] 23% 2.3%
1
1
Fixed effect model - 0.84 [0.75; 0.94] 100.0% -
Random effects model - 0.84 [0.75; 0.94] - 100.0%
Heterogeneity: I° = 0%, =0, p =044
05 1 2
(c) nested case-control study
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Canonico et al. 2016 / French NHI , 113 [060;213] 23% 2.3%
Renoux et al. 2008 / GPRD . N 122 [1.11;135] 977%  97.7%
I
Fixed effect model - 1.22 [1.11; 1.34] 100.0% =
Random effects model > 1.22 [1.11; 1.34] - 100.0%
Heterogeneity: 1= = 0%, 2= 0,p=082 ! '
05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.
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Supplementary Figure S4.2.8. MHT and stroke in observational studies: subgroup results by study quality.

(a) good and fair

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2017 / DaHoRS l-l'- 1.10 [0.97;1.24] 196% 16.7%
Lokkegaard et al. 2003 (a) / DNS = 1.16 [0.82;165] 25% 8.3%
Canonico et al. 2016 / French NHI —f'— 113 [060;2.13] 0.8% 3.7%
Lemaitre et al. 2006 / GHC &=t 0.85 [0.75;095] 21.7% 16.9%
Renoux et al. 2008 / GPRD 122 [1:41:14:351 327% 17.7%
Chen etal. 2015/ NHI —'—E 0.34 [0.12;097] 03% 1.5%
Suetal 2012 /NHI e 0.77 [049;119] 16% 6.3%
Bhupathiraiu et al. 2018 / NHS —'-1'— 0.85 [0.56;1.29] 1.8% 6.7%
Grodstein et al. 2000 / NHS = 1.08 [0.95;123] 17.7% 16.4%
Crandall et al. 2018 / WHI-OS —*—‘:— 0.78 [049;1.24] 14% 5.8%
Fixed effect model . 1.05 [1.00; 1.11] 100.0% --
Random effects model | : > : | 0.99 [0.87; 1.14] - 100.0%

Heterogeneity: = 72%, 1 = 0.0240, p <0.01

(b) poor
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
i
Apostolakis et al. 2014 / AFFIRM e 0.78 [042; 143] 585% 41.5%

Shlipak et al. 2001 / NRMI-3

—— 1460 [2.06;10364] 56% 19.8%
de Lecinana et al. 2007 / PIVE ;

062 [0.28; 1.35] 358%  38.7%

0.85 [0.53; 1.35] 100.0%

Fixed effect model --
1.27 [0.40; 4.02] - 100.0%

Random effects model
Heterogeneity: 1 = 77%, = 0.7301, p=0.01

0.01 0.1 x| 10 100

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates.

73



Supplementary Figure S4.3.1. MHT and VTE in observational studies: subgroup results by regimen type.

(a) estrogen only

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Scarabin et al. 2003 / ESTHER : 1.07 [0.36;3.19] 1.9% 1.9%
Smith et al. 2004 / GHC 0.86 [0.71;1.06] 56.4% 56.4%
Roach et al. 2013/ MEGA 060 [0.30;1.20) 4.8% 4.8%
Sweetland et al. 2012 / MWS 1.09 [0.64;1.87] 8.0% 8.0%
Lee etal 2015/ NHI 1.29 [0.84;1.98] 126% 12.6%
Bhupathiraiu et al. 2018 / NHS 1.06 [0.58;1.93] 6.5% 6.5%
Douketis et al. 2005/ NR 122 [0.57;261] 4.0% 4.0%
Crandall et al. 2018 / WHI-OS 068 [0.36;1.28] 58% 5.8%

Fixed effect model : 0.93 [0.79; 1.08] 100.0% -
Random effects model 0.93 [0.79; 1.08] - 100.0%

Heterogeneity: = 0%, = 0,p =051
05 1 2

(b) combined EP

. Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

Scarabin et al. 2003 / ESTHER
Smith et al. 2004 / GHC =
Roach et al. 2013/ MEGA

i 1.78 [0.46;6.93] 04% 5.9%

! 1.15 [0.95;1.38] 223%  22.3%

400 [1.95;820] 1.5% 12.8%

Sweetland et al. 2012 / MWS : 207 [1.85,232] 593%  23.1%

Lee etal. 2015/ NHI Ji—E— 3.01 [239;3.79] 145% 21.7%

Douketis et al. 2005/ NR —i—‘— 270 [1.44,5.071 19% 14.3%
2

Fixed effect model 1.95 [1.78; 2.12] 100.0% -
Random effects model "liﬂ' 2.21 [1.51; 3.22] - 100.0%
2

Heterogeneity: /> = 90%, > = 0.1586, p < 0.01 ' '
02 05 1

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; SE, summary estimates; VTE, venous
thromboembolism.
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Supplementary Figure S4.3.2. MHT and VTE in observational studies: subgroup results by duration of use.

(a) duration < 5 years

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Scarabin et al. 2003 / ESTHER } 099 [048;2.04] 62% 6.2%
Roach etal. 2013/ MEGA — 1.27 [1.02;1.56] 73.9% 73.9%
Sweetland et al. 2012 / MWS 129 [0.74;225] 107% 10.7%
Bhupathiraiu et al. 2018 / NHS 106 [058;193] 92% 9.2%
Fixed effect model st 1.23 [1.02; 1.47] 100.0% -
Random effects model [ B cantl i 1.23 [1.02; 1.47] - 100.0%

Heterogeneity: /> = 0%, t>= 0, p = 0.88

05 1 2
(b) duration > 5 years

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Roach etal. 2013/ MEGA 112 [0.85;1.48] 70.4% 70.4%
Sweetland et al. 2012 / MWS 140 [0.91;215] 296% 29.6%
Fixed effect model ~TeaE—— 1.19 [0.95; 1.51] 100.0% -
Random effects model ] 1.19 [0.95; 1.51] - 100.0%

Heterogeneity: 1= 0%, T 0,p=039 ! '

05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates; VTE, venous
thromboembolism.
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Supplementary Figure S4.3.3. MHT and VTE in observational studies: subgroup results by timing of initiation.

(a) early users

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Canonico etal. 2010/ E3N E 1.36 [0.89;2.09] 16.3% 16.8%
Roach et al. 2013 / MEGA 3 141 [092;215] 16.5% 17.0%
Sweetland et al. 2012 / MWS 1 123 [0.74,2.04] 116% 13.2%
Leeetal. 2015/ NHI —r=——  1.80 [1.27;254] 248% 22.0%

Bhupathiraiu et al. 2018 / NHS 1.06 [0.58;1.93] 82% 10.1%

Bergendal et al. 2012 / THES —— 222 [154;319] 225%  20.8%
Fixed effect model e 1.59 [1.33; 1.88] 100.0% -
Random effects model i 1.55 [1.26; 1.92] - 100.0%
Heterogeneity: 1% = 31%, t> = 0.0217, p = 0.20
05 1 2
(b) late users
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Canonico et al. 2007 / ESTHER % 124 [1.01;153] 209%  215%
Smith et al. 2004 / GHC et 1.00 [0.86;1.16] 383%  221%
Renoux et al. 2010 (b) / GPRD —— 134 [1.03;173] 134% 207%
Lee etal. 2015 / NHI ! ——239 [1.98:2.88] 253% 21.7%
Crandall et al. 2018 / WHI-OS 5 068 [0.36;1.28] 22%  14.0%
Fixed effect model E 1.34 [1.22; 1.47] 100.0% &
Random effects model ~—aiin—— 1.27 [0.87; 1.86] - 100.0%
Heterogeneity: 1> = 93%, ° = 0.1652, p < 0.01 ' '
05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; SE, summary estimates; VTE, venous
thromboembolism.
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Supplementary Figure S4.3.4. MHT and VTE in observational studies: subgroup results by route of administration.
(a) oral

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)

Canonico etal. 2010/ E3N
Canonico et al. 2007 / ESTHER
Smith et al. 2004 / GHC B

1.70 [1.03; 280] 0.6% 7.5%
—— 420 [1.52;1160] 02% 2.5%
1.00 [0.86; 1.16] 7.0% 18.0%

T

Renoux et al. 2010 (b) / GPRD 136 [1.31; 142] 86.6% 20.7%
Ohira et al. 2010 / LITE : 132 [0.89; 195] 1.0% 9.9%
Roach et al. 2013 / MEGA 1o 170 [1.16; 250] 1.1% 10.1%
Sweetland et al. 2012 / MWS ':r-°— 172 [1.19; 249] 1.2% 10.6%
Lee etal. 2015/ NHI R 180 [1.27, 254] 13% 11.2%
Douketis et al. 2005/ NR E 0.99 [0.66; 1.48] 1.0% 9.6%
Fixed effect model ¥ 1.34 [1.29; 1.40] 100.0% -
Random effects model hd 1.41 [1.19; 1.67] - 100.0%
Heterogeneity: 1> = 72%, t° = 0.0360, p < 0.01 ' ! ' '

0.1 05 1 2 10

(b) non-oral

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Canonico et al. 2007 / ESTHER , 090 [0.39;210] 14% 8.3%
Renoux et al. 2010 (b) / GPRD 1.00 [0.89;1.12] 73.0% 251%
Roach etal. 2013/ MEGA — 110 [067;180] 42% 15.1%
Sweetland et al. 2012 / MWS 0.82 [0.63;1.06] 15.3% 21.8%

Bhupathiraiu et al. 2018 / NHS
Douketis et al. 2005/ NR S T
Crandall et al. 2018 / WHI-OS

106 [058;193] 28%  126%
008 [0.03026] 08%  52%
068 [0.36;128] 25%  11.9%

ST S e e

Fixed effect model ; 0.94 [0.85; 1.04] 100.0% -
Random effects model 0.81 [0.60; 1.09] - 100.0%
Heterogeneity: 1% = 71%, t° = 0.0871, p < 0.01 ! ka4 |

641 0651 2 10

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; SE, summary estimates; VTE, venous
thromboembolism.
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Supplementary Figure S4.3.5. MHT and VTE in observational studies: subgroup results by underlying disease.

(a) women without diseases (relatively healthy)

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Canonico et al. 2010/ E3N . 121 [0.96;1.52] 13.0% 11.4%
Canonico et al. 2007 / ESTHER 124 [1.01;153] 16.7% 12.1%
Smith et al. 2004 / GHC . 1.00 [0.86;1.16] 30.6% 13.3%

Renoux et al. 2010 (b) / GPRD
Obhira et al. 2010 / LITE
Roach etal. 2013/ MEGA
Sweetland et al. 2012 / MWS
Lee etal 2015/ NHI
Bhupathiraiu et al. 2018 / NHS
Douketis et al. 2005/ NR
Bergendal et al. 2012/ THES
Crandall et al. 2018 / WHI-OS

134 [1.03;173] 107%  10.8%
132 [0.89;195] 45%  7.7%
141 [092;215] 39%  72%
123 [074,204] 28%  58%
i—s— 180 [127,254] 59%  87%
1.06 [058;193] 20%  47%
193 [1.16,322] 27%  57%
—=—— 222 [154,319] 54%  83%
068 [0.36;128] 18%  4.3%

"'l"""' R

jre==

Fixed effect model 1.24 [1.14; 1.34] 100.0% -
Random effects model 1.32 [1.13; 1.54] - 100.0%
Heterogeneity: /% = 63%, 1> = 0.0409, p < 0.01 '

05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy;, SE, summary estimates; VTE, venous
thromboembolism.
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Supplementary Figure S4.3.6. MHT and VTE in observational studies: subgroup results by recency of MHT.

(a) past
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Canonico etal. 2010/ E3N + 1.10 [0.81;1.50] 4.4% 9.2%
Canonico et al. 2007 / ESTHER 1.07 [0.79;1.46] 44% 9.3%
Renoux et al. 2010 (b) / GPRD Hoie 117 [1.08;127] 623%  429%

Sweetland et al. 2012 / MWS 0.95 [0.84;1.08] 25.5% 30.7%
Douketis et al. 2005/ NR 1.02 [0.54;193] 1.0% 2.5%

T
Ohira etal. 2010 /LITE i 1.07 [0.71;1.62] 24% 5.5%

Fixed effect model - 1.10 [1.03; 1.17] 100.0% =
Random effects model T 1.07 [0.97; 1.19] - 100.0%
Heterogeneity: 1° = 31%, t° = 0.0046, p = 0.20 ' '

075 1 1.5
(b) current

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Canonico etal. 2010/ E3N 1.36 [0.89;2.09] 12% 1.2%
Canonico et al. 2007 / ESTHER = 1.31 [1.06;163] 48% 48%
Renoux et al. 2010 (b)/ GPRD 152 [1.44;161] 670% 67.0%
Ohira et al. 2010 / LITE — 1 160 [1.08;236] 1.5% 1.5%
Sweetland et al. 2012 / MWS - 159 [1.44;1.75] 241% 241%
Douketis et al. 2005/ NR 1.36 [091,202] 1.4% 1.4%
Fixed effect model v 1.52 [1.45; 1.60] 100.0% -
Random effects model * 1.52 [1.45; 1.60] - 100.0%

Heterogeneity: 1> = 0%, t>= 0, p = 0.66 ! '

05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates; VTE, venous
thromboembolism.
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Supplementary Figure S4.3.7. MHT and VTE in observational studies: subgroup results by study design.

Heterogeneity: /* = 39%, t° = 0.0266, p = 0.15 '

(a) cohort

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Canonico et al. 2010 / E3N TEE— 121 [096;152] 435% 29.4%
Ohira etal. 2010 / LITE T—& 1.32 [0.89;195] 151% 17.8%
Sweetland et al. 2012 / MWS — T 123 [0.74,204] 92% 12.9%
Lee etal. 2015/ NHI ——— 180 [1.27;254] 197% 20.7%
Bhupathiraiu et al. 2018 / NHS 106 [058;193] 6.5% 10.0%
Crandall et al. 2018 / WHI-OS 068 [0.36;1.28] 59% 9.1%
Fixed effect model s ot 1.27 [1.09; 1.48] 100.0% -
Random effects model [ : 1.25 [1.01; 1.55] - 100.0%

1

(b) case-control study

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Canonico et al. 2007 / ESTHER : 124 [1.01;1.53] 282% 23.9%
Smith et al. 2004 / GHC = 1.00 [0.86;1.16] 51.6% 25.2%

Roach et al. 2013/ MEGA
Douketis et al. 2005/ NR
Bergendal et al. 2012 / THES

141 [092;2.15] 6.6% 17.2%
—— 193 [1.16;322] 45% 14.7%
—+F—— 222 [154;319] 9.0% 19.0%

—

Fixed effect model 1.20 [1.08; 1.34] 100.0% -
Random effects model ~euiiine- 1.43 [1.07; 1.91] - 100.0%
Heterogeneity: 1> = 81%, ° = 0.0810, p < 0.01 | '

0.5 1 2
(b) nested case-control study
Study Summary Estimates SE 95%-Cl
Renoux et al. 2010 (b) / GPRD : |—‘I— 1.34 [1.03; 1.73]
0.75 1 15

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy; SE, summary estimates; VTE, venous
thromboembolism.
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Supplementary Figure S4.3.8. MHT and VTE in observational studies: subgroup results by study quality.

(a) good and fair
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Canonico et al. 2010/ E3N . 121 [096;152] 14.0% 13.1%
Canonico et al. 2007 / ESTHER * 124 [1.01;153] 17.9% 13.8%
Smith et al. 2004 / GHC . 1.00 [0.86;1.16] 32.8% 15.3%

Renoux et al. 2010 (b) / GPRD 134 [1.03;173] 115%  12.4%
Ohira etal. 2010 / LITE 132 [089;195] 49%  88%
Sweetland et al. 2012 / MWS 123 [0.74,204] 30%  67%

Lee etal. 2015/ NHI E—'— 180 [1.27;254] 6.3% 10.0%

Bhupathiraiu et al. 2018 / NHS 1.06 [0.58;193] 21% 5.4%
Bergendal et al. 2012/ THES —F—— 222 [154;319] 57% 9.6%
Crandall et al. 2018 / WHI-OS 0.68 [0.36;1.28] 1.9% 5.0%

Fixed effect model - 1.21 [1.11; 1.32] 100.0% o
Random effects model - 1.28 [1.08; 1.51] - 100.0%
Heterogeneity: 1> = 66%, ° = 0.0415, p < 0.01 ' !

0.5 1 2
(b) poor

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Roach et al. 2013 / MEGA 141 [092;215] 594% 59.4%
Douketis et al. 2005/ NR — T 193 [1.16;3.22] 406% 40.6%
Fixed effect model ~eaiiiine-- 1.60 [1.15; 2.22] 100.0% -
Random effects model ~—eaiiiine-- 1.60 [1.15; 2.22] - 100.0%
Heterogeneity: Z= 0%, = 0,p=035

0.5 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, SE, summary estimates; VTE, venous
thromboembolism.
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Supplementary Figure S4.4.1. MHT and MI in observational studies: subgroup results by regimen type.
(a) estrogen only

Weight Weight

Study Summary |Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2008 / DaHORS [ 094 [0.83;1.06] 33.2% 33.2%
Lokkegaard et al. 2003 (b) / DNS 097 [049;193] 1.0% 1.0%
Lemaitre et al. 2006 / GHC . 0.79 [0.70;0.89] 32.1% 32.1%
Kim et al. 2006 / GPRD —'-::— 0.79 [0.65;0.96] 126% 12.6%
Ferrara et al. 2003 / KPMCP T 0.88 [0.72;1.07] 125% 12.5%
Suetal 2012 /NHI 069 [0.31;152] 0.8% 0.8%
Bhupathiraiu et al. 2018 / NHS 073 [047;113] 25% 2.5%
Chilvers et al. 2003 / NR 082 [053;1.28] 24% 24%
Petitti et al. 2000 / NR 0.80 [0.53;1.200 29% 2.9%
Fixed effect model <+ 0.85 [0.79; 0.91] 100.0% -
Random effects model ht 0.85 [0.79; 0.91] --  100.0%
Heterogeneity: 12 = 0%, t°=0, p = 0.67
05 1 2
(b) combined EP

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2008 / DaHoRS E —rE— 110 [0.83;147] 93% 11.3%
Lokkegaard et al. 2003 (b) / DNS ¢ 1.09 [054;221] 16% 2.2%
Lemaitre et al. 2006 / GHC N 0.76 [0.65;0.88] 342% 28.2%
Kim et al. 2006 / GPRD — 0.73 [0.62;0.86] 29.0% 256%
Ferrara et al. 2003 / KPMCP —& ] 0.76 [0.58;0.99] 11.1% 13.1%
Suetal 2012 /NHI —';—— 0.76 [0.50;1.16] 4.4% 5.8%
Chilvers et al. 2003 / NR —_— 076 [053;1.100 57% 74%
Petitti et al. 2000 / NR —+—§— 060 [0.40;090] 47% 6.3%

t
t
Fixed effect model - 0.77 [0.71; 0.84] 100.0% -
Random effects model - 0.78 [0.70; 0.87] - 100.0%
Heterogeneity: 1> = 20%, > = 0.0047, p = 0.27 ! '
05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; MI, myocardial infarction; SE, summary estimates.
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Supplementary Figure S4.4.2. MHT and MI in observational studies: subgroup results by duration of use.

(a) duration < 5 years

Weight Weight

Study Summary Estimates SE 95%-Cl (fixed) (random)
Bhupathiraiu et al. 2018 / NHS —-'-—*l* 073 [047;113] 245% 24 5%
Chilvers et al. 2003 / NR i 097 [0.71;1.32] 49.3% 49.3%
Carrasquilla et al. 2015/ SHEEP . mw— 0.97 [0.64;148] 262% 26.2%

Fixed effect model i 0.91 [0.73; 1.12] 100.0% =
Random effects model 0.91 [0.73; 1.12] - 100.0%

Heterogeneity: = 0%, = 0,p =054

05 1 2
(b) duration > 5 years

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Chilvers et al. 2003 / NR —a 042 [0.24;0.73] 55.1% 55.0%
Carrasquilla et al. 2015 / SHEEP 064 [0.35;1.18] 449% 45.0%
Fixed effect model ~—eagine-- 0.51 [0.34; 0.76] 100.0% -
Random effects model ~~eagiine-- 0.51 [0.34; 0.77] - 100.0%
Heterogeneity: /2 = 0%, t° = 0.0002, p = 0.32

05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; MI, myocardial infarction; SE, summary estimates.
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(a) early users

Supplementary Figure S4.4.3. MHT and MI in observational studies: subgroup results by timing of initiation.

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Suetal. 2012 / NHI — 0.74 [0.51;1.08] 386% 38.6%
Bhupathiraiu et al. 2018 / NHS 0.73 [047;1.13] 28.1% 28.1%
Carrasquilla et al. 2015/ SHEEP 0.87 [0.58;1.30] 33.3% 33.3%
Fixed effect model ~——- 0.78 [0.62; 0.98] 100.0% -
Random effects model - 0.78 [0.62; 0.98] - 100.0%
Heterogeneity: = 0%, = 0,p =080 ' '

05 1 2
(b) late users

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lemaitre et al. 2006 / GHC ——°—— 0.78 [0.70;0.86] 476% 47 6%
Kim et al. 2006 / GPRD —a— 0.76 [0.67;0.86] 31.1% 31.1%
Ferrara et al. 2003 / KPMCP 0.84 [0.72;098] 20.0% 20.0%
Carrasquilla et al. 2015/ SHEEP 097 [053;1.76] 13% 1.3%
Fixed effect model e 0.79 [0.73; 0.84] 100.0% -
Random effects model - 0.79 [0.73; 0.84] - 100.0%
Heterogeneity: /= = 0%, 2 =0, p =068

0.75 1 1.5

Summary estimates (95% CI) were measured by fixed-effect models if I was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; MI, myocardial infarction; SE, summary estimates.
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Supplementary Figure S4.4.4. MHT and MI in observational studies: subgroup results by route of administration.

(a) oral
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
i
Lokkegaard et al. 2008 / DaHoRS P 1.04 [097;1.13] 948% 57.5%

Chilvers et al. 2003 / NR 0.68 [0.49;095] 52% 42.5%

1.02 [0.95; 1.10] 100.0% -
0.87 [0.57; 1.32] - 100.0%

Fixed effect model
Random effects model
Heterogeneity: I = 83%, 1° = 0.0767, p=001

2
(b) non-oral
Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2008 / DaHoRS —'—f— 067 [0.49;091] 499% 49.9%
Bhupathiraiu et al. 2018 / NHS - — 073 [047;113] 25.0% 25.0%
Chilvers et al. 2003 / NR ﬁ:—*-— 095 [061;1.46] 251% 251%
I

Fixed effect model *'-'-"- 0.75 [0.60; 0.93] 100.0% -
Random effects model i 0.75 [0.60; 0.93] - 100.0%

Heterogeneity: /I~ = 0%, =0, p =045 I I

05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; MI, myocardial infarction; SE, summary estimates.
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Supplementary Figure S4.4.5. MHT and MI in observational studies: subgroup results by underlying disease.

(a) women with diseases

Study Summary Estimates SE 95%-CI

Ferrara et al. 2003 / KPMCP 0.84 [0.72; 0.98]

I —

08 125
(b) women without diseases (relatively healthy)

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2008 / DaHoRS 092 [0.73;1.16] 7.8% 7.8%
Lokkegaard et al. 2003 (b) / DNS 095 [063;144] 25% 25%
Lemaitre et al. 2006 / GHC - 0.78 [0.70;0.86] 43.0% 43.0%
Kim et al. 2006 / GPRD —— 0.76 [067;0.86] 281% 28.1%
Suetal 2012 /NHI 074 [051;1.08] 31% 31%
Bhupathiraiu et al. 2018 / NHS 073 [047;113] 22% 2.2%
Chilvers et al. 2003 / NR 0.74 [055;099] 51% 5.1%
Petitti et al. 2000 / NR 0.80 [0.59;1.07] 49% 49%
Carrasquilla et al. 2015/ SHEEP 089 [062;127] 34% 3.4%
Fixed effect model <> 0.79 [0.74; 0.84] 100.0% -
Random effects model - 0.79 [0.74; 0.84] - 100.0%

Heterogeneity: = 0%, = 0,p=0288 | !

05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, MI, myocardial infarction; SE, summary estimates.
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Supplementary Figure S4.4.6. MHT and MI in observational studies: subgroup results by recency of MHT.

(a) past

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2008 / DaHORS — 0.81 [0.71;0.93] 759% 75.9%
Lokkegaard et al. 2003 (b) / DNS 093 [054;160] 49% 4.9%
Chilvers et al. 2003 / NR 089 [055;144] 63% 6.3%
Petitti et al. 2000 / NR 1.00 [0.71;1.40] 12.8% 12.8%
Fixed effect model - 0.84 [0.75; 0.95] 100.0% -
Random effects model tnecontl 0.84 [0.75; 0.95] - 100.0%
Heterogeneity: 1° = 0%, t> =0, p = 0.68

0.75 1 15
(b) current

Weight Weight
Study Summary ]Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2008 / DaHORS 1.03 [0.96;1.11] 90.1% 35.6%
Lokkegaard et al. 2003 (b) / DNS 097 [057;165] 18% 17.8%
Chilvers et al. 2003 / NR —_— 053 [0.32;0.88] 2.0% 18.7%
Petitti et al. 2000 / NR —_— 069 [052;092] 6.1% 27.9%
Fixed effect model L 4 0.99 [0.92; 1.06] 100.0% -
Random effects model - 0.81 [0.59; 1.10] - 100.0%
Heterogeneity: 12 = 77%, 1> = 0.0706, p < 0.01

05 1 2

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; MI, myocardial infarction; SE, summary estimates.
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Supplementary Figure S4.4.7. MHT and MI in observational studies: subgroup results by study design.

(a) cohort

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2008 / DaHoRS 092 [0.73;1.16] 23.1% 23.1%
Lokkegaard et al. 2003 (b) / DNS 095 [063;144] 74% 7.4%
Ferrara et al. 2003 / KPMCP —a 0.84 [0.72;0.98] 53.7% 53.7%
Suetal 2012 /NHI 0.74 [0.51;1.08] 92% 9.2%
Bhupathiraiu et al. 2018 / NHS 0.73 [047;113] 67% 6.7%
Fixed effect model - 0.85 [0.76; 0.95] 100.0% -
Random effects model - 0.85 [0.76; 0.95] - 100.0%
Heterogeneity: I~ = 0%, g 0,p=0.79 ! '

05 7 2
(b) case-control study

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lemaitre et al. 2006 / GHC —'— 0.78 [0.70;0.86] 50.9% 50.9%
Kim et al. 2006 / GPRD —— 0.76 [0.67;0.86] 33.3% 33.3%
Chilvers et al. 2003 / NR 0.74 [0.55;0.99] 6.0% 6.0%
Petitti et al. 2000 / NR 0.80 [0.59;1.07] 58% 5.8%
Carrasquilla et al. 2015/ SHEEP 089 [062;1.27] 4.0% 4.0%
Fixed effect model - 0.77 [0.72; 0.83] 100.0% -
Random effects model - 0.77 [0.72; 0.83] - 100.0%
Heterogeneity: %= 0%, =0, p =094

0.75 1 15

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy, MI, myocardial infarction; SE, summary estimates.
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Supplementary Figure S4.4.8. MHT and MI in observational studies: subgroup results by study quality.

(a) good and fair

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Lokkegaard et al. 2008 / DaHoRS 092 [0.73;1.16] 85% 8.5%
Lokkegaard et al. 2003 (b) / DNS 095 [063;144] 27% 2.7%
Lemaitre et al. 2006 / GHC . 0.78 [0.70;0.86] 46.9% 46.9%
Kim et al. 2006 / GPRD —i— 0.76 [0.67;0.86] 30.6% 30.6%
Suetal 2012 /NHI 074 [051;1.08] 34% 3.4%
Bhupathiraiu et al. 2018 / NHS 073 [047;113] 25% 2.5%
Chilvers et al. 2003 / NR 074 [055;099] 55% 5.5%
Fixed effect model <> 0.78 [0.73; 0.84] 100.0% -
Random effects model <> 0.78 [0.73; 0.84] - 100.0%
Heterogeneity: /° = 0%, =0, p = 0.78 ' '

05 1 2
(b) poor

Weight Weight
Study Summary Estimates SE 95%-Cl (fixed) (random)
Ferrara et al. 2003 / KPMCP 0.84 [0.72;0.98] 68.5% 68.5%
Petitti et al. 2000/ NR 0.80 [0.59;1.07] 186% 18.6%
Carrasquilla et al. 2015 / SHEEP 0.89 [062;1.27] 129% 12.9%
Fixed effect model - 0.84 [0.74; 0.95] 100.0% -
Random effects model i 0.84 [0.74; 0.95] - 100.0%
Heterogeneity: 1= 0%, = 0,p=089 I f

0.75 1 15

Summary estimates (95% CI) were measured by fixed-effect models if P was <30% and P for heterogeneity was >0.05;
otherwise, the summary estimates (95% CI) were measured by random-effect models. Forest and funnel plots were generated
by "meta" package in R version 3.4.1. MHT, menopausal hormone therapy,; MI, myocardial infarction; SE, summary estimates.
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