Supplemental Digital Content 1. All menopausal estrogen and progestogen drugs available in Medicare prescription drug claims data during our 14-year study
	Generic Name
	Brand Name
	Route
	Form
	Strength
	Daily Dose (µg)
	Strength Class

	CEE
	Premarin
	Oral
	Tablet
	0.3 MG
	250; 300
	Low

	CEE
	Premarin
	Oral
	Tablet
	0.45MG
	375; 450
	Medium

	CEE
	Premarin
	Oral
	Tablet
	0.625 MG
	521; 625
	Medium

	CEE
	Premarin
	Oral
	Tablet
	0.9 MG
	750; 900
	Medium

	CEE
	Premarin
	Oral
	Tablet
	1.25 MG
	1042; 1250
	High

	CEE
	Premarin
	Vaginal
	Cream
	0.625 MG/G
	89; 234
	Medium

	CEE-Medroxyprogesterone
	Premphase
	Oral
	Tablet
	0.625 (14)
	625
	Medium

	CEE-Medroxyprogesterone
	Prempro
	Oral
	Tablet
	0.3-1.5 MG
	300
	Low

	CEE-Medroxyprogesterone
	Prempro
	Oral
	Tablet
	0.45-1.5 MG
	450
	Medium

	CEE-Medroxyprogesterone
	Prempro
	Oral
	Tablet
	0.625-2.5
	625
	Medium

	CEE-Medroxyprogesterone
	Prempro
	Oral
	Tablet
	0.625-5 MG
	625
	Medium

	E2
	Estrace
	Oral
	Tablet
	0.5 MG
	500
	Low

	E2
	Estrace
	Oral
	Tablet
	1 MG
	1000
	Medium

	E2
	Estrace
	Oral
	Tablet
	2 MG
	2000
	High

	E2
	Estradiol
	Oral
	Tablet
	0.5 MG
	500
	Low

	E2
	Estradiol
	Oral
	Tablet
	1 MG
	1000
	Medium

	E2
	Estradiol
	Oral
	Tablet
	2 MG
	2000
	High

	E2
	Gynodiol
	Oral
	Tablet
	1.5 MG
	1500
	High

	E2
	Gynodiol
	Oral
	Tablet
	1MG
	1000
	Medium

	E2
	Alora
	Transdermal
	Patch
	.025MG/24H
	25
	Low

	E2
	Alora
	Transdermal
	Patch
	.075MG/24H
	75
	Medium

	E2
	Alora
	Transdermal
	Patch
	0.05MG/24H
	50
	Medium

	E2
	Alora
	Transdermal
	Patch
	0.1MG/24HR
	100
	High

	E2
	Climara
	Transdermal
	Patch
	.025MG/24H
	25
	Low

	E2
	Climara
	Transdermal
	Patch
	.0375MG/24
	37
	Medium

	E2
	Climara
	Transdermal
	Patch
	.075MG/24H
	75
	Medium

	E2
	Climara
	Transdermal
	Patch
	0.05MG/24H
	50
	Medium

	E2
	Climara
	Transdermal
	Patch
	0.06MG/24H
	60
	Medium

	E2
	Climara
	Transdermal
	Patch
	0.1MG/24HR
	100
	High

	E2
	Divigel
	Transdermal
	Gel
	0.25(0.1%)
	250
	High

	E2
	Divigel
	Transdermal
	Gel
	0.5MG(0.1)
	500
	High

	E2
	Divigel
	Transdermal
	Gel
	0.75/0.75G
	750
	High

	E2
	Divigel
	Transdermal
	Gel
	1MG(0.1%)
	1000
	High

	E2
	Divigel
	Transdermal
	Gel
	1.25/1.25G
	1250
	High

	E2
	Dotti
	Transdermal
	Patch
	.025MG/24H
	25
	Low

	E2
	Dotti
	Transdermal
	Patch
	.0375MG/24
	37
	Medium

	E2
	Dotti
	Transdermal
	Patch
	.075MG/24H
	75
	Medium

	E2
	Dotti
	Transdermal
	Patch
	0.05MG/24H
	50
	Medium

	E2
	Dotti
	Transdermal
	Patch
	0.1MG/24HR
	100
	High

	E2
	Elestrin
	Transdermal
	Gel
	0.87G
	520
	High

	E2
	Esclim
	Transdermal
	Patch
	0.05MG/24H
	50
	Medium

	E2
	Estraderm
	Transdermal
	Patch
	0.05MG/24H
	37; 50
	Medium

	E2
	Estraderm
	Transdermal
	Patch
	0.1MG/24HR
	75; 100
	High

	E2
	Estradiol
	Transdermal
	Patch
	.025MG/24H
	25
	Low

	E2
	Estradiol
	Transdermal
	Patch
	.0375MG/24
	37
	Medium

	E2
	Estradiol
	Transdermal
	Patch
	.075MG/24H
	75
	Medium

	E2
	Estradiol
	Transdermal
	Patch
	0.05MG/24H
	50
	Medium

	E2
	Estradiol
	Transdermal
	Patch
	0.06MG/24H
	60
	Medium

	E2
	Estradiol
	Transdermal
	Patch
	0.1MG/24HR
	100
	High

	E2
	Estradiol (Once Weekly)
	Transdermal
	Patch
	.025MG/24H
	25
	Low

	E2
	Estradiol (Once Weekly)
	Transdermal
	Patch
	.0375MG/24
	37
	Medium

	E2
	Estradiol (Once Weekly)
	Transdermal
	Patch
	.075MG/24H
	75
	Medium

	E2
	Estradiol (Once Weekly)
	Transdermal
	Patch
	0.05MG/24H
	50
	Medium

	E2
	Estradiol (Once Weekly)
	Transdermal
	Patch
	0.06MG/24H
	60
	Medium

	E2
	Estradiol (Once Weekly)
	Transdermal
	Patch
	0.1MG/24HR
	100
	High

	E2
	Estradiol (Twice Weekly)
	Transdermal
	Patch
	.025MG/24H
	25
	Low

	E2
	Estradiol (Twice Weekly)
	Transdermal
	Patch
	.0375MG/24
	37
	Medium

	E2
	Estradiol (Twice Weekly)
	Transdermal
	Patch
	.075MG/24H
	75
	Medium

	E2
	Estradiol (Twice Weekly)
	Transdermal
	Patch
	0.05MG/24H
	50
	Medium

	E2
	Estradiol (Twice Weekly)
	Transdermal
	Patch
	0.1MG/24HR
	100
	High

	E2
	Estrasorb
	Transdermal
	Emulsion
	2.5/G-1.74
	50
	Medium

	E2
	Estrogel
	Transdermal
	Gel
	1.25G
	750
	High

	E2
	Evamist
	Transdermal
	Spray
	1.53/SPRAY
	1530
	High

	E2
	Lyllana
	Transdermal
	Patch
	.025MG/24H
	25
	Low

	E2
	Lyllana
	Transdermal
	Patch
	.0375MG/24
	37
	Medium

	E2
	Menostar
	Transdermal
	Patch
	14MCG/24HR
	14
	Low

	E2
	Minivelle
	Transdermal
	Patch
	.025MG/24H
	25
	Low

	E2
	Minivelle
	Transdermal
	Patch
	.0375MG/24
	37
	Medium

	E2
	Minivelle
	Transdermal
	Patch
	.075MG/24H
	75
	Medium

	E2
	Minivelle
	Transdermal
	Patch
	0.05MG/24H
	50
	Medium

	E2
	Minivelle
	Transdermal
	Patch
	0.1MG/24HR
	100
	High

	E2
	Vivelle
	Transdermal
	Patch
	.025MG/24H
	18; 25
	Low

	E2
	Vivelle
	Transdermal
	Patch
	.0375MG/24
	28; 37
	Medium

	E2
	Vivelle
	Transdermal
	Patch
	0.05MG/24H
	37; 50
	Medium

	E2
	Vivelle
	Transdermal
	Patch
	0.1MG/24HR
	75; 100
	High

	E2
	Vivelle-Dot
	Transdermal
	Patch
	.025MG/24H
	18; 25
	Low

	E2
	Vivelle-Dot
	Transdermal
	Patch
	.0375MG/24
	28; 37
	Medium

	E2
	Vivelle-Dot
	Transdermal
	Patch
	.075MG/24H
	56; 75
	Medium

	E2
	Vivelle-Dot
	Transdermal
	Patch
	0.05MG/24H
	37; 50
	Medium

	E2
	Vivelle-Dot
	Transdermal
	Patch
	0.1MG/24HR
	75; 100
	High

	E2
	Estrace
	Vaginal
	Cream
	0.01%
	150; 225; 300
	High

	E2
	Estradiol
	Vaginal
	Cream
	0.01%
	150; 225; 300
	High

	E2
	Estradiol
	Vaginal
	Tablet
	10 MCG
	7
	Low

	E2
	Estring
	Vaginal
	Ring
	7.5MCG/24H
	7
	Low

	E2
	Imvexxy
	Vaginal
	Insert
	4 MCG
	3
	Low

	E2
	Imvexxy
	Vaginal
	Insert
	10 MCG
	7
	Low

	E2
	Vagifem
	Vaginal
	Tablet
	10 MCG
	7
	Low

	E2
	Vagifem
	Vaginal
	Tablet
	25 MCG
	19
	Low

	E2
	Yuvafem
	Vaginal
	Tablet
	10 MCG
	7
	Low

	E2 Acetate
	Femtrace
	Oral
	Tablet
	0.45MG
	450
	Low

	E2 Acetate
	Femtrace
	Oral
	Tablet
	0.9MG
	900
	Medium

	E2 Acetate
	Femtrace
	Oral
	Tablet
	1.8MG
	1800
	High

	E2 Acetate
	Femring
	Vaginal
	Ring
	0.05MG/24H
	50
	Medium

	E2 Acetate
	Femring
	Vaginal
	Ring
	0.1MG/24HR
	100
	High

	E2 Cypionate
	Depo-Estradiol
	Injection
	Vial
	5 MG/ML
	178; 35
	High

	E2 Valerate
	Delestrogen
	Injection
	Vial
	10 MG/ML
	357
	High

	E2 Valerate
	Delestrogen
	Injection
	Vial
	20 MG/ML
	714
	High

	E2 Valerate
	Delestrogen
	Injection
	Vial
	40 MG/ML
	2857; 2142
	High

	E2 Valerate
	Estradiol Valerate
	Injection
	Vial
	10 MG/ML
	357
	High

	E2 Valerate
	Estradiol Valerate
	Injection
	Vial
	20 MG/ML
	714
	High

	E2 Valerate
	Estradiol Valerate
	Injection
	Vial
	40 MG/ML
	2857; 2142
	High

	E2-Drospirenone
	Angeliq
	Oral
	Tablet
	0.25-0.5 MG
	500
	Low

	E2-Drospirenone
	Angeliq
	Oral
	Tablet
	0.5 MG-1 MG
	1000
	Medium

	E2-Levonorgestrel
	Climara Pro
	Transdermal
	Patch
	45-15/24H
	45
	Medium

	E2-Norethindrone
	Activella
	Oral
	Tablet
	0.5-0.1 MG
	500
	Low

	E2-Norethindrone
	Activella
	Oral
	Tablet
	1 MG-0.5 MG
	1000
	Medium

	E2-Norethindrone
	Amabelz
	Oral
	Tablet
	0.5-0.1 MG
	500
	Low

	E2-Norethindrone
	Amabelz
	Oral
	Tablet
	1 MG-0.5MG
	1000
	Medium

	E2-Norethindrone
	Estradiol-Norethindrone Acetat
	Oral
	Tablet
	0.5-0.1 MG
	500
	Low

	E2-Norethindrone
	Estradiol-Norethindrone Acetat
	Oral
	Tablet
	1 MG-0.5MG
	1000
	Medium

	E2-Norethindrone
	Lopreeza
	Oral
	Tablet
	0.5-0.1 MG
	500
	Low

	E2-Norethindrone
	Lopreeza
	Oral
	Tablet
	1 MG-0.5MG
	1000
	Medium

	E2-Norethindrone
	Mimvey
	Oral
	Tablet
	1 MG-0.5MG
	1000
	Medium

	E2-Norethindrone
	Mimvey Lo
	Oral
	Tablet
	0.5-0.1 MG
	500
	Low

	E2-Norethindrone
	Combipatch
	Transdermal
	Patch
	.05-.14/24
	50
	Medium

	E2-Norethindrone
	Combipatch
	Transdermal
	Patch
	.05-.25/24
	50
	Medium

	E2-Norgestimate
	Ortho-Prefest
	Oral
	Tablet
	1-1-0.09MG
	1000
	Medium

	E2-Norgestimate
	Prefest
	Oral
	Tablet
	1-1-0.09MG
	1000
	Medium

	E2-Progesterone
	Bijuva
	Oral
	Capsule
	1MG-100MG
	1000
	Medium

	EE-Norethindrone
	Femhrt
	Oral
	Tablet
	0.5MG-2.5
	2.5
	Low

	EE-Norethindrone
	Femhrt
	Oral
	Tablet
	1MG-5MCG
	5
	Medium

	EE-Norethindrone
	Fyavolv
	Oral
	Tablet
	0.5MG-2.5
	2
	Low

	EE-Norethindrone
	Fyavolv
	Oral
	Tablet
	1MG-5MCG
	5
	Medium

	EE-Norethindrone
	Jevantique
	Oral
	Tablet
	1MG-5MCG
	5
	Medium

	EE-Norethindrone
	Jevantique Lo
	Oral
	Tablet
	0.5MG-2.5
	2
	Low

	EE-Norethindrone
	Jinteli
	Oral
	Tablet
	1MG-5MCG
	5
	Medium

	EE-Norethindrone
	Norethindron-Ethinyl Estradiol
	Oral
	Tablet
	0.5MG-2.5
	2
	Low

	EE-Norethindrone
	Norethindron-Ethinyl Estradiol
	Oral
	Tablet
	1MG-5MCG
	5
	Medium

	Medroxyprogesterone Acetate
	Medroxyprogesterone Acetate
	Oral
	Tablet
	10MG
	
	NEa

	Medroxyprogesterone Acetate
	Medroxyprogesterone Acetate
	Oral
	Tablet
	2.5MG
	
	NEa

	Medroxyprogesterone Acetate
	Medroxyprogesterone Acetate
	Oral
	Tablet
	5MG
	
	NEa

	Medroxyprogesterone Acetate
	Provera
	Oral
	Tablet
	10MG
	
	NEa

	Medroxyprogesterone Acetate
	Provera
	Oral
	Tablet
	2.5MG
	
	NEa

	Medroxyprogesterone Acetate
	Provera
	Oral
	Tablet
	5MG
	
	NEa

	Progesterone
	Progesterone
	Oral
	Capsule
	100MG
	
	NEa

	Progesterone
	Progesterone
	Oral
	Capsule
	200MG
	
	NEa

	Progesterone
	Prometrium
	Oral
	Capsule
	100MG
	
	NEa

	Progesterone
	Prometrium
	Oral
	Capsule
	200MG
	 
	NEa



Notes:
a = No estrogen ingredient. We only computed average daily doses for estrogen and for our primary analysis ignored differences in progestin ingredients, strengths and routes. 
















Supplemental Digital Content 2. Number (Percentage) of HT users by Route, Type, and Strength in Death and Cancer cohorts

	Marginal HT
	(a) Death
	(b) Breast
	 (c) Lung
	(d) Endometrial
	(e) Colorectal
	(f) Ovarian

	Estrogen without Progestogen
	1,393,518(12.7)
	1,351,902(12.9)
	1,387,385(12.7)
	1,386,172(12.7)
	1,383,611(12.7)
	1,387,893(12.7)

	By type
	 
	 
	 
	 
	 
	 

	CEE
	513,976(4.7)
	499,613(4.8)
	511,480(4.7)
	511,125(4.7)
	509,917(4.7)
	511,566(4.7)

	E2
	1,046,577(9.6)
	1,013,828(9.7)
	1,041,972(9.6)
	1,040,958(9.6)
	1,039,141(9.6)
	1,042,310(9.6)

	By route
	 
	 
	 
	 
	 
	 

	Oral
	409,905(3.7)
	406,918(3.9)
	408,432(3.7)
	408,803(3.8)
	407,898(3.8)
	408,826(3.7)

	Transdermal
	136,388(1.2)
	135,111(1.3)
	135,982(1.2)
	135,865(1.2)
	135,759(1.2)
	135,943(1.2)

	Vaginal
	970,658(8.9)
	930,951(8.9)
	965,828(8.9)
	964,163(8.9)
	962,372(8.8)
	965,879(8.9)

	Injection
	4,396(0.0)
	4,362(0.0)
	4,364(0.0)
	4,380(0.0)
	4,364(0.0)
	4,389(0.0)

	By dose
	 
	 
	 
	 
	 
	 

	Low
	447,374(4.1)
	433,537(4.1)
	445,672(4.1)
	445,420(4.1)
	444,771(4.1)
	445,551(4.1)

	Medium
	668,548(6.1)
	653,035(6.2)
	665,592(6.1)
	665,238(6.1)
	663,735(6.1)
	665,732(6.1)

	High
	595,979(5.4)
	573,221(5.5)
	592,764(5.4)
	591,824(5.4)
	590,687(5.4)
	593,049(5.4)

	Progestin without Estrogen
	61,950(0.6)
	60,767(0.6)
	61,706(0.6)
	61,302(0.6)
	61,470(0.6)
	61,749(0.6)

	Estrogen plus Progestin
	135,072(1.2)
	133,993(1.3)
	134,720(1.2)
	134,970(1.2)
	134,487(1.2)
	134,881(1.2)

	By type
	 
	 
	 
	 
	 
	 

	CEE 
	60,646(0.6)
	60,190(0.6)
	60,463(0.6)
	60,593(0.6)
	60,363(0.6)
	60,558(0.6)

	E2
	77,169(0.7)
	76,521(0.7)
	76,970(0.7)
	77,117(0.7)
	76,814(0.7)
	77,044(0.7)

	EE
	11,946(0.1)
	11,859(0.1)
	11,916(0.1)
	11,939(0.1)
	11,903(0.1)
	11,934(0.1)

	By route
	 
	 
	 
	 
	 
	 

	Oral
	120,252(1.1)
	119,350(1.1)
	119,938(1.1)
	120,170(1.1)
	119,756(1.1)
	120,097(1.1)

	Transdermal
	14,538(0.1)
	14,400(0.1)
	14,503(0.1)
	14,525(0.1)
	14,462(0.1)
	14,507(0.1)

	Vaginal
	7,577(0.1)
	7,465(0.1)
	7,548(0.1)
	7,563(0.1)
	7,509(0.1)
	7,550(0.1)

	By dose
	 
	 
	 
	 
	 
	 

	Low
	69,064(0.6)
	68,537(0.7)
	68,884(0.6)
	69,017(0.6)
	68,746(0.6)
	68,951(0.6)

	Medium
	82,547(0.8)
	81,863(0.8)
	82,325(0.8)
	82,487(0.8)
	82,170(0.8)
	82,427(0.8)

	High
	6,342(0.1)
	6,253(0.1)
	6,322(0.1)
	6,333(0.1)
	6,291(0.1)
	6,329(0.1)

	Progesterone without Estrogen
	93,171(0.9)
	91,726(0.9)
	92,922(0.9)
	92,852(0.9)
	92,714(0.9)
	92,919(0.9)

	Estrogen plus Progesterone
	61,835(0.6)
	61,144(0.6)
	61,671(0.6)
	61,702(0.6)
	61,546(0.6)
	61,701(0.6)

	By type
	 
	 
	 
	 
	 
	 

	CEE 
	6,929(0.1)
	6,830(0.1)
	6,909(0.1)
	6,907(0.1)
	6,885(0.1)
	6,915(0.1)

	E2
	57,919(0.5)
	57,288(0.5)
	57,764(0.5)
	57,798(0.5)
	57,651(0.5)
	57,790(0.5)

	By route
	 
	 
	 
	 
	 
	 

	Oral
	30,068(0.3)
	29,779(0.3)
	29,992(0.3)
	30,012(0.3)
	29,927(0.3)
	30,008(0.3)

	Transdermal
	28,469(0.3)
	28,150(0.3)
	28,390(0.3)
	28,402(0.3)
	28,346(0.3)
	28,398(0.3)

	Vaginal
	12,257(0.1)
	12,053(0.1)
	12,213(0.1)
	12,226(0.1)
	12,178(0.1)
	12,222(0.1)

	By dose
	 
	 
	 
	 
	 
	 

	Low
	25,688(0.2)
	25,432(0.2)
	25,609(0.2)
	25,648(0.2)
	25,561(0.2)
	25,625(0.2)

	Medium
	35,093(0.3)
	34,709(0.3)
	35,002(0.3)
	35,012(0.3)
	34,936(0.3)
	35,015(0.3)

	High
	15,157(0.1)
	14,940(0.1)
	15,111(0.1)
	15,114(0.1)
	15,071(0.1)
	15,116(0.1)





















Supplemental Digital Content 3. Number (Percentage) of HT users by Route, Type, and Strength in CV conditions and Dementia cohorts

	Marginal HT
	(a) IHD
	(b) CHF
	(c) VTE
	(d) Stroke
	(e) AFM
	(f) AMI
	(g) Dementia

	Estrogen without Progestogen
	1,219,695(12.2)
	1,340,742(12.6)
	1,353,360(12.6)
	1,359,682(12.6)
	1,351,492(12.6)
	1,386,060(12.7)
	1,372,115(12.7)

	By type
	 
	 
	 
	 
	 
	 
	 

	CEE
	438,804(4.4)
	490,306(4.6)
	496,369(4.6)
	499,338(4.6)
	497,083(4.6)
	510,814(4.7)
	504,718(4.7)

	E2
	914,833(9.1)
	1,007,240(9.5)
	1,015,491(9.5)
	1,020,325(9.5)
	1,013,940(9.5)
	1,040,891(9.6)
	1,029,745(9.5)

	By route
	 
	 
	 
	 
	 
	 
	 

	Oral
	369,908(3.7)
	398,383(3.8)
	402,989(3.8)
	403,599(3.7)
	401,369(3.7)
	408,572(3.7)
	405,690(3.7)

	Transdermal
	124,542(1.2)
	133,740(1.3)
	134,124(1.2)
	134,546(1.2)
	133,791(1.2)
	136,045(1.2)
	135,209(1.2)

	Vaginal
	827,898(8.3)
	926,090(8.7)
	934,668(8.7)
	940,602(8.7)
	935,144(8.7)
	964,055(8.8)
	951,917(8.8)

	Injection
	3,680(0.0)
	4,172(0.0)
	4,257(0.0)
	4,267(0.0)
	4,284(0.0)
	4,371(0.0)
	4,312(0.0)

	By dose
	 
	 
	 
	 
	 
	 
	 

	Low
	400,195(4.0)
	434,913(4.1)
	436,973(4.1)
	438,833(4.1)
	436,257(4.1)
	445,746(4.1)
	442,049(4.1)

	Medium
	579,909(5.8)
	641,365(6.0)
	648,513(6.0)
	651,610(6.0)
	648,539(6.1)
	664,914(6.1)
	657,826(6.1)

	High
	499,948(5.0)
	565,771(5.3)
	571,637(5.3)
	575,252(5.3)
	571,830(5.3)
	591,389(5.4)
	582,628(5.4)

	Progestin without Estrogen
	55,012(0.5)
	58,798(0.6)
	60,054(0.6)
	60,574(0.6)
	59,666(0.6)
	61,585(0.6)
	60,910(0.6)

	Estrogen plus Progestin
	126,148(1.3)
	132,816(1.3)
	133,477(1.2)
	133,806(1.2)
	133,217(1.2)
	134,805(1.2)
	134,079(1.2)

	By type
	 
	 
	 
	 
	 
	 
	 

	CEE 
	56,204(0.6)
	59,451(0.6)
	59,881(0.6)
	59,998(0.6)
	59,759(0.6)
	60,510(0.6)
	60,142(0.6)

	E2
	71,871(0.7)
	75,842(0.7)
	76,150(0.7)
	76,409(0.7)
	76,006(0.7)
	77,017(0.7)
	76,559(0.7)

	EE
	11,181(0.1)
	11,769(0.1)
	11,808(0.1)
	11,832(0.1)
	11,794(0.1)
	11,925(0.1)
	11,866(0.1)

	By route
	 
	 
	 
	 
	 
	 
	 

	Oral
	112,468(1.1)
	118,291(1.1)
	118,933(1.1)
	119,196(1.1)
	118,657(1.1)
	120,019(1.1)
	119,402(1.1)

	Transdermal
	13,412(0.1)
	14,270(0.1)
	14,280(0.1)
	14,356(0.1)
	14,293(0.1)
	14,511(0.1)
	14,413(0.1)

	Vaginal
	6,765(0.1)
	7,340(0.1)
	7,390(0.1)
	7,417(0.1)
	7,390(0.1)
	7,554(0.1)
	7,472(0.1)

	By dose
	
	
	
	
	
	
	

	Low
	64,057(0.6)
	67,875(0.6)
	68,183(0.6)
	68,345(0.6)
	68,039(0.6)
	68,920(0.6)
	68,482(0.6)

	Medium
	76,738(0.8)
	81,013(0.8)
	81,482(0.8)
	81,694(0.8)
	81,362(0.8)
	82,363(0.8)
	81,904(0.8)

	High
	5,725(0.1)
	6,139(0.1)
	6,199(0.1)
	6,225(0.1)
	6,191(0.1)
	6,321(0.1)
	6,260(0.1)

	Progesterone without Estrogen
	84,035(0.8)
	90,829(0.9)
	91,265(0.8)
	91,520(0.8)
	91,153(0.9)
	92,847(0.9)
	91,887(0.8)

	Estrogen plus Progesterone
	56,641(0.6)
	60,673(0.6)
	60,752(0.6)
	60,982(0.6)
	60,700(0.6)
	61,678(0.6)
	61,145(0.6)

	By type
	 
	 
	 
	 
	 
	 
	 

	CEE 
	6,176(0.1)
	6,728(0.1)
	6,770(0.1)
	6,790(0.1)
	6,762(0.1)
	6,918(0.1)
	6,836(0.1)

	E2
	53,077(0.5)
	56,854(0.5)
	56,897(0.5)
	57,142(0.5)
	56,869(0.5)
	57,768(0.5)
	57,268(0.5)

	By route
	 
	 
	 
	 
	 
	 
	 

	Oral
	27,567(0.3)
	29,455(0.3)
	29,558(0.3)
	29,670(0.3)
	29,505(0.3)
	29,986(0.3)
	29,730(0.3)

	Transdermal
	26,159(0.3)
	28,030(0.3)
	27,999(0.3)
	28,105(0.3)
	27,994(0.3)
	28,410(0.3)
	28,155(0.3)

	Vaginal
	10,764(0.1)
	11,909(0.1)
	11,917(0.1)
	11,992(0.1)
	11,942(0.1)
	12,222(0.1)
	12,070(0.1)

	By dose
	 
	 
	 
	 
	 
	 
	 

	Low
	23,537(0.2)
	25,235(0.2)
	25,228(0.2)
	25,329(0.2)
	25,188(0.2)
	25,625(0.2)
	25,377(0.2)

	Medium
	32,088(0.3)
	34,418(0.3)
	34,490(0.3)
	34,612(0.3)
	34,462(0.3)
	35,013(0.3)
	34,690(0.3)

	High
	13,435(0.1)
	14,779(0.1)
	14,792(0.1)
	14,883(0.1)
	14,796(0.1)
	15,110(0.1)
	14,931(0.1)




Abbreviations: IHD = ischemic heart diseases; HF = heart failure; VTE = venous thromboembolism; AFB = atrial fibrillation; AMI = acute myocardial infarction.












Supplemental Digital Content 4. List of CPT, ICD Diagnosis and Procedure codes used to define the absence of a uterus or hysterectomy surgery  

	 
	ICD/CPT Codes
	Description
	# Claims
	# Patients

	 
	All
	any record of hysterectomy
	18,606,724 
	2,424,620 

	ICD-9-CM Diagnosis
	V8801
	Acquired absence of both cervix and uterus
	   5,676,263 
	    484,184 

	
	V8802
	Acquired absence of uterus with remaining cervical stump
	       81,403 
	        9,869 

	ICD-10-CM Diagonosis
	Z90710
	Acquired absence of both cervix and uterus
	   8,911,177 
	 1,909,561 

	
	Z90711
	Acquired absence of uterus with remaining cervical stump
	     238,895 
	      83,582 

	ICD-9-CM Procedure
	6831
	Laparoscopic supracervical hysterectomy [LSH]
	       18,328 
	        2,125 

	
	6839
	Other and unspecified subtotal abdominal hysterectomy
	      23,800 
	        2,789 

	
	6841
	Laparoscopic total abdominal hysterectomy
	      80,322 
	        9,635 

	
	6849
	Other and unspecified total abdominal hysterectomy
	     279,413 
	      31,686 

	
	6851
	Laparoscopically assisted vaginal hysterectomy (LAVH)
	         7,194 
	        7,139 

	
	6859
	Other and unspecified vaginal hysterectomy
	   171,058 
	      18,044 

	
	6861
	Laparoscopic radical abdominal hysterectomy
	     10,938 
	       1,363 

	
	6869
	Other and unspecified radical abdominal hysterectomy
	      16,396 
	        1,962 

	
	6871
	Laparoscopic radical vaginal hysterectomy [LRVH]
	 2,200 
	           253 

	
	6879
	Other and unspecified radical vaginal hysterectomy
	           122 
	           121 

	ICD-10-CM PCS
	0UT90ZL
	Resection of Uterus, Supracervical, Open Approach
	         1,075 
	       1,071 

	
	0UT90ZZ 
	Resection of Uterus, Open Approach
	     119,406 
	      47,089 

	
	0UT94ZL 
	Resection of Uterus, Supracervical, Percutaneous Endoscopic Approach
	       2,346 
	1,228 

	
	0UT94ZZ 
	Resection of Uterus, Percutaneous Endoscopic Approach
	        38,594 
	      14,946 

	
	0UT97ZL 
	Resection of Uterus, Supracervical, Via Natural or Artificial Opening
	              53 
	            33 

	
	0UT97ZZ 
	Resection of Uterus, Via Natural or Artificial Opening
	      23,977 
	        9,135 

	
	0UT98ZL 
	Resection of Uterus, Supracervical, Via Natural or Artificial Opening Endoscopic
	            73 
	             45 

	
	0UT98ZZ 
	Resection of Uterus, Via Natural or Artificial Opening Endoscopic
	        1,623 
	           628 

	
	0UT9FZL 
	Resection of Uterus, Supracervical, Via Natural or Artificial Opening With Percutaneous Endoscopic Assistance
	         228 
	          137 

	
	0UT9FZZ
	Resection of Uterus, Via Natural or Artificial Opening With Percutaneous Endoscopic Assistance
	      38,594 
	      14,946 

	
	0UTC0ZZ 
	Resection of Cervix, Open Approach
	      67,938 
	     20,631 

	
	0UTC4ZZ 
	Resection of Cervix, Percutaneous Endoscopic Approach
	      21,307 
	       6,464 

	
	0UTC7ZZ 
	Resection of Cervix, Via Natural or Artificial Opening
	      19,422 
	        5,631 

	
	0UTC8ZZ 
	Resection of Cervix, Via Natural or Artificial Opening Endoscopic
	        2,015 
	          639 

	CPT - Abdominal hysterectomy; includes that by laparoscope
	58150
	Total abdominal hysterectomy (corpus and cervix), with or without removal of tube(s), with or without removal of ovary(s)
	    285,076 
	     38,879 

	
	58152
	Total abdominal hysterectomy (corpus and cervix), with or without removal of tube(s), with or without removal of ovary(s); with colpo-urethrocystopexy (eg, Marshall-Marchetti-Krantz, Burch)
	        7,307 
	          756 

	
	58180
	Supracervical abdominal hysterectomy (subtotal hysterectomy), with or without removal of tube(s), with or without removal of ovary(s)
	       32,178 
	        4,917 

	
	58200
	Total abdominal hysterectomy, including partial vaginectomy, with para-aortic and pelvic lymph node sampling, with or without removal of tube(s), with or without removal of ovary(s)
	      25,017 
	       3,318 

	
	58210
	Radical abdominal hysterectomy, with bilateral total pelvic lymphadenectomy and para-aortic lymph node sampling (biopsy), with or without removal of tube(s), with or without removal of ovary(s)
	      56,936 
	        7,577 

	
	58240
	Pelvic exenteration for gynecologic malignancy, with total abdominal hysterectomy or cervicectomy, with or without removal of tube(s), with or without removal of ovary(s), with removal of bladder and ureteral transplantations, and/or abdominoperineal resection of rectum and colon and colostomy, or any combination thereof
	        7,087 
	           959 

	
	58541
	Laparoscopy, surgical, supracervical hysterectomy, for uterus 250 g or less
	      20,076 
	        2,458 

	
	58542
	Laparoscopy, surgical, supracervical hysterectomy, for uterus 250 g or less; with removal of tube(s) and/or ovary(s)
	    137,852 
	      20,095 

	
	58543
	Laparoscopy, surgical, supracervical hysterectomy, for uterus greater than 250 g
	        2,140 
	           294 

	
	58544
	Laparoscopy, surgical, supracervical hysterectomy, for uterus greater than 250 g; with removal of tube(s) and/or ovary(s)
	        5,715 
	          787 

	
	58548
	Laparoscopy, surgical, with radical hysterectomy, with bilateral total pelvic lymphadenectomy and para-aortic lymph node sampling (biopsy), with removal of tube(s) and ovary(s), if performed
	      84,338 
	      13,787 

	
	58550
	Laparoscopy, surgical, with vaginal hysterectomy, for uterus 250 g or less
	    28,295 
	        3,351 

	
	58552
	Laparoscopy, surgical, with vaginal hysterectomy, for uterus 250 g or less; with removal of tubes(s) and /or ovary(s)
	    306,120 
	      39,408 

	
	58553
	Laparoscopy, surgical, with vaginal hysterectomy, for uterus greater than 250 g
	        1,989 
	           272 

	
	58554
	Laparoscopy, surgical, with vaginal hysterectomy, for uterus greater than 250 g; with removal of tube(s) and/or ovary(s)
	      14,722 
	        2,142 

	
	58570
	Laparoscopy, surgical, with total hysterectomy, for uterus 250 g or less
	     24,472 
	        4,163 

	
	58571
	Laparoscopy, surgical, with total hysterectomy, for uterus 250 g or less; with removal of tube(s) and/or ovary(s)
	    844,680 
	    134,433 

	
	58572
	Laparoscopy, surgical, with total hysterectomy, for uterus greater than 250 g
	        4,544 
	           841 

	
	58573
	Laparoscopy, surgical, with total hysterectomy, for uterus greater than 250 g; with removal of tube(s) and/or ovary(s)
	      57,388 
	      10,944 

	
	58575
	Laparoscopic/Hysteroscopic Procedures on the Corpus Uteri

	        7,167 
	        3,291 

	
	58951
	Resection (initial) of ovarian, tubal or primary peritoneal malignancy with bilateral salpingo-oophorectomy and omentectomy; with total abdominal hysterectomy, pelvic and limited para-aortic lymphadenectomy
	       23,158 
	        3,830 

	
	58953
	Bilateral salpingo-oophorectomy with omentectomy, total abdominal hysterectomy and radical dissection for debulking
	       54,054 
	      10,600 

	
	58954
	Bilateral salpingo-oophorectomy with omentectomy, total abdominal hysterectomy and radical dissection for debulking; with pelvic lymphadenectomy and limited para-aortic lymphadenectomy
	       44,789 
	        7,490 

	
	58956
	Bilateral salpingo-oophorectomy with total omentectomy, total abdominal hysterectomy for malignancy
	       17,227 
	        3,377 

	
	59525
	Subtotal or total hysterectomy after cesarean delivery
	               -   
	              -   

	
	58575
	Laparoscopy, surgical, total hysterectomy for resection of malignancy (tumor debulking), with omentectomy including salpingo-oophorectomy, unilateral or bilateral, when performed
	               -   
	              -   

	CPT - Vaginal hysterectomy
	51925
	Closure of vesicouterine fistula; with hysterectomy
	              39 
	               9 

	
	58260
	Vaginal hysterectomy, for uterus 250 g or less
	     384,120 
	      44,212 

	
	58262
	Vaginal hysterectomy, for uterus 250 g or less; with removal of tube(s), and/or ovary(s)
	     234,357 
	      32,973 

	
	58263
	Vaginal hysterectomy, for uterus 250 g or less; with removal of tube(s), and/or ovary(s), with repair of enterocele
	       41,884 
	 6,780 

	
	58267
	Vaginal hysterectomy, for uterus 250 g or less; with colpo-urethrocystopexy (Marshall-Marchetti-Krantz type, Pereyra type) with or without endoscopic control
	         5,561 
	           920 

	
	58270
	Vaginal hysterectomy, for uterus 250 g or less; with repair of enterocele
	       41,562 
	        5,958 

	
	58275
	Vaginal hysterectomy, for uterus 250 g or less;
	         3,779 
	          794 

	
	58280
	Vaginal hysterectomy, with total or partial vaginectomy; with repair of enterocele
	         2,542 
	          413 

	
	58285
	Vaginal hysterectomy, radical (Schauta type operation)
	            499 
	            77 

	
	58290
	Vaginal hysterectomy, for uterus greater than 250 g
	         4,276 
	          604 

	
	58291
	Vaginal hysterectomy, for uterus greater than 250 g; with removal of tube(s) and/or ovary(s)
	         4,219 
	          655 

	
	58292
	Vaginal hysterectomy, for uterus greater than 250 g; with removal of tube(s) and/or ovary(s), with repair of enterocele
	         1,081 
	          193 

	
	58293
	Vaginal hysterectomy, for uterus greater than 250 g; with colpo-urethrocystopexy (Marshall-Marchetti-Krantz type, Pereyra type) with or without endoscopic control
	            447 
	            76 

	
	58294
	Vaginal hysterectomy, for uterus greater than 250 g; with repair of enterocele
	         1,000 
	           141 



 







Supplemental Digital Content 5. Hazard ratios of 40 HT regimens on all-cause mortality and cancer outcomes

	 
	(a) Death
	(b) Breast
	 (c) Lung
	(d) Endometrial
	(e) Colorectal
	(f) Ovarian

	Oral CEE alone - low
	0.86(0.83-0.89)↡
	0.78(0.75-0.82)↡
	0.90(0.84-0.95)↓
	0.66(0.60-0.73)↡
	0.86(0.80-0.93)↡
	0.79(0.71-0.87)↡

	Oral CEE alone - medium
	0.91(0.89-0.93)↡
	0.74(0.71-0.76)↡
	0.91(0.87-0.95)↡
	0.70(0.66-0.76)↡
	0.87(0.82-0.92)↡
	0.79(0.73-0.85)↡

	Oral CEE alone - high
	0.93(0.89-0.98)↓
	0.70(0.64-0.75)↡
	1.01(0.91-1.11)
	0.52(0.43-0.63)↡
	0.94(0.83-1.08)
	0.77(0.64-0.93)↓

	Oral CEE plus Progestin - low
	0.92(0.87-0.96)↓
	1.06(1.01-1.11)↑
	0.93(0.85-1.02)
	0.63(0.56-0.71)↡
	0.83(0.74-0.93)↓
	1.06(0.94-1.19)

	Oral CEE plus Progestin - medium
	0.96(0.92-1.00)
	1.18(1.13-1.23)↟
	0.97(0.90-1.06)
	0.60(0.53-0.67)↡
	0.93(0.84-1.03)
	0.97(0.86-1.09)

	Oral CEE plus Progesterone - low
	0.71(0.53-0.93)↓
	1.35(1.13-1.63)↑
	1.14(0.76-1.69)
	1.81(1.32-2.49)↟
	1.06(0.67-1.68)
	1.66(1.12-2.46)↑

	Oral CEE plus Progesterone - medium
	0.97(0.79-1.19)
	1.29(1.08-1.54)↑
	1.26(0.89-1.78)
	2.29(1.76-2.98)↟
	1.16(0.77-1.75)
	1.19(0.78-1.81)

	Vaginal CEE alone – medium
	0.77(0.76-0.78)↡
	0.86(0.84-0.87)↡
	0.81(0.78-0.83)↡
	0.95(0.92-0.99)↓
	0.90(0.87-0.93)↡
	0.95(0.91-0.99)↓

	Vaginal CEE plus Progestin - medium
	1.23(1.04-1.46)↑
	1.13(0.95-1.33)
	0.83(0.55-1.25)
	0.73(0.55-0.96)↓
	0.70(0.44-1.12)
	0.69(0.44-1.08)

	Vaginal CEE plus Progesterone - medium
	1.14(0.90-1.43)
	1.05(0.88-1.27)
	1.35(0.93-1.96)
	1.02(0.73-1.42)
	1.05(0.68-1.62)
	1.05(0.70-1.59)

	Oral E2 alone – low
	0.86(0.83-0.88)↡
	0.81(0.79-0.83)↡
	0.89(0.84-0.93)↡
	0.64(0.59-0.69)↡
	0.85(0.80-0.91)↡
	0.81(0.74-0.88)↡

	Oral E2 alone – medium
	0.85(0.83-0.88)↡
	0.80(0.78-0.83)↡
	0.88(0.83-0.92)↡
	0.58(0.54-0.63)↡
	0.89(0.84-0.94)↡
	0.83(0.77-0.90)↡

	Oral E2 alone – high
	0.91(0.87-0.95)↡
	0.79(0.74-0.84)↡
	0.92(0.84-1.01)
	0.64(0.55-0.73)↡
	0.81(0.72-0.92)↓
	0.85(0.73-0.99)↓

	Oral E2 plus Progestin - low
	0.85(0.80-0.91)↡
	1.05(0.99-1.10)
	0.97(0.86-1.09)
	0.39(0.34-0.45)↡
	0.80(0.70-0.92)↓
	0.82(0.70-0.95)↓

	Oral E2 plus Progestin - medium
	0.94(0.89-1.00)↓
	1.17(1.12-1.23)↟
	0.84(0.75-0.93)↓
	0.47(0.41-0.54)↡
	0.96(0.86-1.08)
	0.78(0.67-0.90)↓

	Oral E2 plus Progestin - high
	0.97(0.79-1.19)
	1.37(1.15-1.63)↟
	1.12(0.77-1.64)
	0.44(0.28-0.70)↡
	1.09(0.70-1.69)
	0.31(0.14-0.69)↓

	Oral E2 plus Progesterone - low
	0.94(0.83-1.07)
	1.14(1.04-1.25)↑
	1.06(0.86-1.31)
	1.39(1.17-1.66)↟
	0.85(0.66-1.09)
	1.09(0.86-1.38)

	Oral E2 plus Progesterone - medium
	1.00(0.89-1.13)
	1.22(1.12-1.34)↟
	1.01(0.81-1.25)
	1.60(1.35-1.90)↟
	0.92(0.73-1.16)
	1.37(1.10-1.71)↑

	Oral E2 plus Progesterone - high
	0.79(0.61-1.02)
	1.21(0.99-1.49)
	1.13(0.73-1.76)
	1.29(0.86-1.95)
	0.96(0.56-1.64)
	1.38(0.85-2.24)

	Transdermal E2 alone - low
	0.78(0.72-0.84)↡
	0.93(0.88-0.98)↓
	0.80(0.71-0.91)↡
	0.90(0.79-1.03)
	0.90(0.79-1.03)
	0.81(0.69-0.95)↓

	Transdermal E2 alone - medium
	0.75(0.72-0.78)↡
	0.83(0.80-0.86)↡
	0.88(0.82-0.94)↡
	0.80(0.73-0.86)↡
	0.85(0.79-0.92)↡
	0.96(0.88-1.06)

	Transdermal E2 alone - high
	0.87(0.82-0.92)↡
	0.82(0.78-0.87)↡
	0.91(0.82-1.01)
	0.65(0.57-0.75)↡
	0.85(0.76-0.96)↓
	0.85(0.73-0.99)↓

	Transdermal E2 plus Progestin - low
	0.90(0.66-1.23)
	0.93(0.74-1.18)
	1.16(0.68-1.99)
	0.30(0.18-0.51)↡
	0.86(0.47-1.58)
	0.81(0.46-1.42)

	Transdermal E2 plus Progestin - medium
	0.75(0.68-0.83)↡
	1.18(1.10-1.27)↟
	1.00(0.85-1.18)
	0.76(0.64-0.90)↓
	0.97(0.81-1.16)
	1.09(0.90-1.31)

	Transdermal E2 plus Progestin - high
	1.02(0.72-1.45)
	1.17(0.87-1.56)
	1.06(0.54-2.05)
	0.69(0.40-1.20)
	1.16(0.58-2.35)
	1.17(0.62-2.21)

	Transdermal E2 plus Progesterone - low
	1.12(0.95-1.33)
	1.12(1.00-1.26)
	0.81(0.58-1.13)
	1.33(1.07-1.66)↑
	0.83(0.60-1.14)
	1.24(0.93-1.66)

	Transdermal E2 plus Progesterone - medium
	0.95(0.84-1.08)
	1.21(1.11-1.31)↟
	0.87(0.69-1.08)
	1.14(0.97-1.35)
	1.18(0.96-1.44)
	1.15(0.94-1.41)

	Transdermal E2 plus Progesterone - high
	0.96(0.79-1.16)
	1.14(0.99-1.31)
	0.71(0.49-1.04)
	1.20(0.91-1.58)
	0.75(0.51-1.10)
	0.95(0.67-1.36)

	Vaginal E2 alone - low
	0.72(0.70-0.74)↡
	1.02(1.00-1.04)
	0.81(0.77-0.85)↡
	0.92(0.88-0.97)↓
	0.80(0.76-0.84)↡
	1.09(1.03-1.15)↑

	Vaginal E2 alone - medium
	0.62(0.50-0.77)↡
	1.06(0.92-1.22)
	0.75(0.52-1.07)
	0.77(0.55-1.09)
	0.78(0.54-1.14)
	1.08(0.75-1.55)

	Vaginal E2 alone - high
	0.72(0.71-0.73)↡
	0.89(0.87-0.90)↡
	0.79(0.77-0.82)↡
	0.94(0.90-0.97)↡
	0.88(0.84-0.91)↡
	0.99(0.95-1.03)

	Vaginal E2 plus Progestin - low
	1.35(1.06-1.72)↑
	0.86(0.70-1.06)
	1.35(0.87-2.08)
	0.66(0.46-0.94)↓
	1.10(0.67-1.81)
	0.55(0.31-0.98)↓

	Vaginal E2 plus Progestin - high
	1.19(0.97-1.45)
	1.08(0.91-1.28)
	1.18(0.81-1.73)
	0.67(0.48-0.92)↓
	1.02(0.67-1.56)
	0.72(0.45-1.15)

	Vaginal E2 plus Progesterone - low
	1.13(0.92-1.38)
	1.09(0.95-1.24)
	1.33(0.97-1.84)
	1.13(0.87-1.46)
	0.88(0.60-1.30)
	1.15(0.85-1.56)

	Vaginal E2 plus Progesterone - high
	1.17(0.98-1.41)
	1.27(1.13-1.44)↟
	1.14(0.83-1.55)
	0.94(0.73-1.22)
	1.17(0.86-1.60)
	1.01(0.74-1.38)

	Injection E2 alone
	0.85(0.76-0.94)↓
	0.85(0.73-0.99)↓
	0.97(0.79-1.18)
	0.71(0.51-1.00)
	1.11(0.85-1.44)
	0.69(0.44-1.07)

	Oral EE plus Progestin - low
	0.85(0.73-0.99)↓
	1.13(1.01-1.27)↑
	0.93(0.72-1.21)
	0.68(0.47-0.99)↓
	0.85(0.63-1.16)
	1.01(0.71-1.42)

	Oral EE plus Progestin - medium
	0.81(0.73-0.91)↡
	1.13(1.03-1.23)↑
	0.98(0.81-1.19)
	0.40(0.28-0.56)↡
	0.97(0.78-1.20)
	0.87(0.66-1.15)

	Progestin alone
	1.11(1.07-1.16)↟
	1.21(1.16-1.26)↟
	0.95(0.87-1.03)
	5.07(4.82-5.34)↟
	1.15(1.05-1.26)↑
	2.27(2.08-2.48)↟

	Progesterone alone
	0.78(0.73-0.82)↡
	0.90(0.86-0.94)↡
	0.81(0.73-0.90)↡
	1.38(1.28-1.50)↟
	0.90(0.81-1.00)
	1.23(1.10-1.37)↟



Notes: Data are presented as adjusted Hazard Ratio (aHR) and its 95% Confidence Interval (CI).
↡= very significantly low with P-value < 0.001, ↓= significantly low with 0.001 ≤ P-value < 0.05
↟= very significantly high with P-value < 0.001, ↑= significantly high with 0.001 ≤ P-value < 0.05

















Supplemental Digital Content 6. Hazard ratios of 40 HT regimens on CV outcomes and dementia

	 
	(a) IHD
	(b) CHF
	(c) VTE
	(d) Stroke
	(e) AFM
	(f) AMI
	(g) Dementia

	Oral CEE alone - low
	0.98(0.96-1.00)↓
	0.90(0.88-0.93)↡
	0.92(0.90-0.95)↡
	0.97(0.94-1.00)↓
	0.94(0.91-0.97)↡
	0.89(0.85-0.94)↡
	0.96(0.93-0.99)↓

	Oral CEE alone - medium
	1.04(1.02-1.05)↟
	1.01(1.00-1.03)
	0.98(0.96-1.00)
	1.06(1.04-1.09)↟
	1.00(0.98-1.03)
	0.97(0.93-1.01)
	1.01(0.98-1.03)

	Oral CEE alone - high
	1.13(1.10-1.17)↟
	1.19(1.15-1.24)↟
	1.05(1.00-1.10)
	1.23(1.17-1.29)↟
	1.13(1.08-1.19)↟
	1.00(0.92-1.09)
	1.12(1.07-1.18)↟

	Oral CEE plus Progestin - low
	0.95(0.93-0.98)↡
	0.89(0.85-0.92)↡
	0.91(0.88-0.96)↡
	0.90(0.86-0.95)↡
	0.90(0.86-0.95)↡
	0.87(0.80-0.94)↓
	1.00(0.96-1.05)

	Oral CEE plus Progestin - medium
	0.97(0.94-0.99)↓
	0.96(0.93-0.99)↓
	0.95(0.91-0.99)↓
	0.96(0.92-1.00)
	0.94(0.90-0.98)↓
	0.97(0.90-1.05)
	1.06(1.01-1.10)↑

	Oral CEE plus Progesterone - low
	0.99(0.89-1.10)
	0.83(0.69-1.00)
	0.87(0.71-1.06)
	0.95(0.78-1.16)
	0.91(0.74-1.12)
	0.97(0.64-1.47)
	1.06(0.87-1.29)

	Oral CEE plus Progesterone - medium
	0.95(0.86-1.05)
	1.02(0.87-1.18)
	1.12(0.95-1.32)
	0.84(0.70-1.00)
	0.96(0.80-1.15)
	0.89(0.61-1.30)
	1.01(0.84-1.21)

	Vaginal CEE alone - medium
	1.02(1.01-1.03)↟
	0.90(0.89-0.91)↡
	0.98(0.97-0.99)↓
	0.97(0.96-0.99)↡
	0.93(0.92-0.95)↡
	0.88(0.86-0.90)↡
	0.97(0.96-0.98)↡

	Vaginal CEE plus Progestin - medium
	1.02(0.93-1.12)
	1.04(0.91-1.19)
	0.96(0.82-1.12)
	0.88(0.74-1.04)
	0.94(0.79-1.11)
	0.93(0.68-1.26)
	0.94(0.80-1.10)

	Vaginal CEE plus Progesterone - medium
	1.00(0.91-1.10)
	0.90(0.76-1.05)
	1.09(0.93-1.28)
	0.94(0.79-1.12)
	1.01(0.84-1.20)
	1.11(0.78-1.58)
	1.15(0.98-1.34)

	Oral E2 alone - low
	0.99(0.97-1.00)↓
	0.91(0.89-0.93)↡
	0.93(0.91-0.96)↡
	0.96(0.94-0.98)↓
	0.94(0.92-0.97)↡
	0.85(0.81-0.89)↡
	0.96(0.94-0.99)↓

	Oral E2 alone - medium
	1.02(1.00-1.03)↑
	0.97(0.95-0.99)↓
	0.98(0.96-1.00)
	1.02(1.00-1.05)↑
	0.97(0.95-1.00)↓
	0.89(0.86-0.93)↡
	1.01(0.99-1.03)

	Oral E2 alone - high
	1.07(1.05-1.10)↟
	1.08(1.05-1.12)↟
	1.05(1.01-1.09)↑
	1.13(1.08-1.18)↟
	1.05(1.00-1.10)↑
	0.99(0.92-1.07)
	1.07(1.02-1.12)↑

	Oral E2 plus Progestin - low
	0.98(0.95-1.01)
	0.92(0.88-0.97)↓
	0.93(0.88-0.99)↓
	0.94(0.89-0.99)↓
	0.90(0.85-0.95)↡
	0.99(0.89-1.09)
	0.98(0.93-1.04)

	Oral E2 plus Progestin - medium
	0.94(0.91-0.96)↡
	0.88(0.84-0.92)↡
	0.95(0.90-1.00)↓
	0.96(0.92-1.01)
	0.90(0.85-0.95)↡
	0.96(0.87-1.05)
	1.12(1.06-1.18)↟

	Oral E2 plus Progestin - high
	0.95(0.86-1.06)
	0.93(0.80-1.09)
	0.94(0.79-1.13)
	0.95(0.79-1.14)
	0.94(0.78-1.14)
	0.84(0.59-1.20)
	1.25(1.06-1.49)↑

	Oral E2 plus Progesterone - low
	0.96(0.91-1.01)
	0.87(0.80-0.95)↓
	0.99(0.90-1.09)
	0.92(0.84-1.02)
	0.88(0.80-0.98)↓
	1.10(0.91-1.33)
	0.90(0.81-1.00)↓

	Oral E2 plus Progesterone - medium
	0.94(0.89-0.99)↓
	0.94(0.86-1.02)
	1.04(0.95-1.13)
	0.91(0.83-1.00)
	0.90(0.82-1.00)↓
	0.80(0.65-0.98)↓
	1.04(0.95-1.15)

	Oral E2 plus Progesterone - high
	1.00(0.90-1.12)
	0.84(0.70-1.01)
	1.04(0.86-1.26)
	1.15(0.96-1.37)
	0.96(0.78-1.19)
	1.01(0.67-1.51)
	1.03(0.85-1.25)

	Transdermal E2 alone - low
	0.99(0.96-1.02)
	0.84(0.80-0.89)↡
	0.93(0.89-0.98)↓
	0.90(0.85-0.95)↡
	0.94(0.89-0.99)↓
	0.81(0.72-0.90)↡
	0.89(0.84-0.95)↡

	Transdermal E2 alone - medium
	1.01(0.99-1.03)
	0.88(0.86-0.91)↡
	0.95(0.92-0.98)↓
	0.93(0.90-0.96)↡
	0.94(0.91-0.98)↓
	0.85(0.80-0.90)↡
	0.92(0.89-0.96)↡

	Transdermal E2 alone - high
	1.04(1.01-1.07)↑
	0.97(0.93-1.00)
	0.95(0.91-0.99)↓
	1.01(0.97-1.06)
	0.89(0.85-0.94)↡
	0.94(0.86-1.03)
	0.94(0.89-0.99)↓

	Transdermal E2 plus Progestin - low
	0.84(0.72-0.98)↓
	1.05(0.84-1.31)
	0.92(0.72-1.17)
	1.20(0.95-1.53)
	1.02(0.80-1.30)
	1.50(0.98-2.28)
	0.82(0.62-1.10)

	Transdermal E2 plus Progestin - medium
	1.03(0.99-1.08)
	0.91(0.85-0.98)↓
	0.95(0.88-1.02)
	0.93(0.86-1.00)
	0.90(0.83-0.97)↓
	1.01(0.87-1.17)
	1.01(0.93-1.09)

	Transdermal E2 plus Progestin - high
	0.83(0.69-1.00)
	0.95(0.73-1.25)
	0.95(0.71-1.28)
	1.35(1.03-1.77)↑
	1.23(0.92-1.65)
	0.95(0.52-1.73)
	1.19(0.90-1.59)

	Transdermal E2 plus Progesterone - low
	0.98(0.91-1.05)
	1.06(0.94-1.19)
	0.98(0.86-1.10)
	1.00(0.88-1.13)
	1.04(0.92-1.18)
	0.79(0.58-1.08)
	1.01(0.88-1.15)

	Transdermal E2 plus Progesterone - medium
	1.01(0.96-1.06)
	0.97(0.90-1.06)
	0.99(0.91-1.08)
	0.95(0.87-1.04)
	1.02(0.93-1.12)
	0.87(0.71-1.06)
	1.08(0.98-1.19)

	Transdermal E2 plus Progesterone - high
	1.00(0.93-1.08)
	0.99(0.87-1.11)
	1.10(0.96-1.25)
	0.90(0.79-1.03)
	0.97(0.84-1.12)
	0.98(0.73-1.32)
	0.86(0.74-1.00)

	Vaginal E2 alone - low
	1.00(0.99-1.01)
	0.82(0.80-0.83)↡
	0.94(0.93-0.96)↡
	0.92(0.90-0.94)↡
	0.92(0.90-0.94)↡
	0.73(0.71-0.77)↡
	0.88(0.86-0.90)↡

	Vaginal E2 alone - medium
	1.03(0.95-1.12)
	0.88(0.77-1.00)
	0.93(0.81-1.07)
	0.96(0.83-1.11)
	0.94(0.81-1.09)
	0.88(0.66-1.18)
	1.01(0.87-1.17)

	Vaginal E2 alone - high
	1.05(1.04-1.06)↟
	0.89(0.88-0.90)↡
	0.99(0.97-1.00)
	0.98(0.97-1.00)↓
	0.94(0.93-0.96)↡
	0.83(0.81-0.86)↡
	0.96(0.94-0.97)↡

	Vaginal E2 plus Progestin - low
	0.92(0.81-1.04)
	1.07(0.89-1.28)
	1.00(0.82-1.22)
	0.91(0.73-1.13)
	1.09(0.89-1.33)
	0.82(0.51-1.33)
	0.84(0.66-1.06)

	Vaginal E2 plus Progestin - high
	1.03(0.93-1.13)
	0.97(0.83-1.13)
	0.91(0.76-1.08)
	0.96(0.81-1.15)
	1.06(0.89-1.26)
	1.35(1.00-1.81)↑
	1.13(0.95-1.33)

	Vaginal E2 plus Progesterone - low
	1.01(0.93-1.09)
	1.03(0.90-1.18)
	0.98(0.86-1.13)
	1.00(0.87-1.16)
	1.08(0.94-1.25)
	1.16(0.83-1.60)
	0.99(0.85-1.15)

	Vaginal E2 plus Progesterone - high
	0.99(0.92-1.07)
	1.19(1.06-1.33)↑
	1.04(0.92-1.18)
	1.12(0.99-1.27)
	1.10(0.97-1.25)
	1.00(0.75-1.34)
	1.06(0.93-1.21)

	Injection E2 alone
	1.17(1.10-1.25)↟
	1.17(1.07-1.27)↟
	1.02(0.91-1.13)
	1.06(0.96-1.18)
	0.94(0.84-1.05)
	1.05(0.89-1.25)
	1.08(0.97-1.19)

	Oral EE plus Progestin - low
	0.96(0.89-1.03)
	0.88(0.79-0.98)↓
	1.00(0.89-1.12)
	0.90(0.79-1.02)
	0.94(0.82-1.06)
	0.72(0.55-0.94)↓
	0.95(0.83-1.08)

	Oral EE plus Progestin - medium
	0.97(0.92-1.02)
	0.89(0.82-0.97)↓
	0.97(0.88-1.06)
	0.94(0.85-1.03)
	0.99(0.91-1.09)
	0.92(0.77-1.10)
	1.15(1.05-1.26)↑

	Progestin alone
	1.00(0.98-1.02)
	1.08(1.05-1.11)↟
	1.12(1.08-1.16)↟
	0.97(0.94-1.01)
	1.08(1.04-1.13)↟
	1.00(0.93-1.07)
	1.00(0.96-1.04)

	Progesterone alone
	1.08(1.06-1.11)↟
	0.94(0.90-0.97)↓
	0.94(0.90-0.98)↓
	1.01(0.97-1.05)
	0.98(0.94-1.03)
	0.79(0.72-0.86)↡
	0.95(0.91-1.00)



Notes: Data are presented as adjusted Hazard Ratio (aHR) and its 95% Confidence Interval (CI).
Abbreviations: IHD = ischemic heart diseases; HF = heart failure; VTE = venous thromboembolism; AFB = atrial fibrillation; AMI = acute myocardial infarction.
↡= very significantly low with P-value < 0.001, ↓= significantly low with 0.001 ≤ P-value < 0.05
↟= very significantly high with P-value < 0.001, ↑= significantly high with 0.001 ≤ P-value < 0.05
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