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rola] EA8ES wix S0MIolA] SOA] Atelell A HhE S Al Ao 1ol e
H|s=8t Aaprt gelwQlet (E+P: HR = 0.799; 95% CI 0.717-0.889, p<0.0001, E
T HR = 0.827; 95% CI 0,732-0.934, p=0.0023, 28] *: HR = 0.803; 95% CI
0.722-0.894, p<0.0001).

00-69A1 2] 7-g-olli= E+P Tol|l Xk BAISH o2 ofn] QA AZAMFo] FHAE AT
(HR = 0.713; 95% CI 0,527-0.964, p=0.0280). 70t] o]xte] dAH) For= 52



DA 28 ALES b Ol AelolA] S17 BBel felg AelB Helx ehsleh
AEAAFe] A RE vad ge sor) W4 ool B 2L Ao W7}

o, tizwe] Hg) s2& A 8RS AFES wellA HREE0
froat Al Wkth (HR= 0.754, 95% CI 0.691-0.823, p<0.0001), 2% ] QW <]
OFE-S 77} BAEIYS Ald® E+PT (HR = 0.639; 95% CI 0.552-0,739, p<.0001),
E (HR = 0.722; 95% CI 0.626-0.832, p<.0001), 2/8]&<+ (HR = 0.846; 95% CI
0.759-0.944, p=.0028) EFollA] 8 &Eo] FolatA Holds Rl ARdtE
ol B39 S wf sotfe] H7 SAtelMs 228 diA .Y T E+P F(HR =
0.670; 95% CI 0.570-0.786, p<0.0001)#} E F(HR = 0.624; 95% CI 0,515-0,757,
p<0.0001)0] thz Ko} frofat] IfSEC] e AoR SIEaL, coAlelA] 694
Atolof| A WHEl W EZ0] A E+P T(HR = 0.595; 95% CI 0,404-0,876, p=0,0086)%F
iz Bk foatA f1EEEe] W 2o R g1 70t o) o] AR TellA]
WS HEF0] Aol E+P TH(HR = 0.237; 95% CI 0.058-0.966, p=0.0446)%} 2]n]
oF T(HR = 0.697; 95% CI 0.490-0,990, p=0.0439)¢] th2T B}l folat $3eso]
e oz Rl o= 9% FES B Z3E FollA 70t o] AR uellA
| Yol ¥ <tElE A3 F shudel <nzt ot
AANAFE] B, S22 A QS ARRSE T3t AbolellA] g Eol
FroJ8k 2po]2 Holx] gl (HR =0.980; 95% CI 0.741-1.297, p=0.8901).

HA-5S7 (vasomotor symptom) ¥} #&do] Qlokal Azte|e] A= = 2 gk
8%, izl H3] s22 A 8-S AR TollA ARAGEo] FoshAl Wkt
(HR= 0.665; 95% CI 0,524-0,842, p=0,0007)., AAZ o2 HH S=2HA = E-P &
(HR = 0.609; 95% CI 0.424-0.875, p=0.0073)%} #]v]&<=" (HR = 0.672, 95% CI
0.488-0.927, p=0.0153)°14] $13 gEo] o3t HRolxl& delatdltt. A=HNE vHr
o]A] B3 Wl S0AellA] S9M Atelo A bk o Hghe] e, [ Ao}
H|Z=3l7), S22 A8 = E+P 7 (HR = 0.619; 95% CI 0,424-0,905, p=0.0132)%}
2 H|2E (HR = 0.572; 95% CI 0.379-0.861, p=0.0075)°] thz&TRet fo]atA 93
gEo| ¥ Zlog IlHglon, oot ool AF TeAE SEE A aHS
AREEE 3 2 AbolollA] AR EEo] frofdk atolE HolA stk
F FAo| g, el v3] =28 A 28 AR ol YFEEo] Ro

i
ar
=

B
i

8 o= HF7| ol oM 222 OfA| R & KUY LI 7| 220 Het AL



Al Stth (HR = 0.320; 95% CI 0.262-0.391, p<0.0001), & 2& tha] aWe] &S
Z}zt BAEFS Aol E+P F(HR = 0.330; 95% CI 0.234-0,464, p<0.0001), o] ~ER
A =0 Z ARESE F(HR= 0.326; 95% CI 0,228-0.465, p<0.0001), 2J8]< (HR
= 0.310; 95% CI 0.235-0.410, p<0.0001)o4 AR £33 Fo| sl LropdS
gelstsltt, AFHE tHroiA] EA8EE w S0A|elA] 594 AlelollA] et A3
ZHo] A%, u|%st A7) elEYrt (E+P 7= HR = 0,339; 95% CI 0,232-0,495,
p<.0001), E 7 HR = 0.323; 95% CI 0,200-0.523, p<0.0001), 2J¥]&7: HR with

= 0,267; 95% CI 0,172-0,414, p<.0001). GOAol|A 69A] Afolof|A] wFHEE 3= F2le
BFol% v 918 GEo] A wols g9lEtlen E+P & (HR = 0.320;
95% CI 0,141-0,728, p=0,0065), E ¥ (HR = 0,245, 95% CI 0,120-0,501, p=0.0001),
ZH|Y (HR = 0.332; 95% CI 0.214-0,513, p<0.0001), 70th o]d¢] ddjox e
2B (HR = 0.433; 95% CI 0.222-0.844, p=0.0141)0] thz=7+ B} o517 ¢
Bol W Zlo=z IRIFSrY

8F T4 Aol iz vja] T2 A 89S ARSS el ARgE]
frolsHAl Skt (HR = 0.291; 95% CI 0,196-0.432, p<0.0001). T =& 4] QW9
OFE-S 717} BAELYS AldE E+P T(HR = 0.185; 95% CI 0,086-0,400, p<0,0001),
E T (HR = 0.389; 95% CI 0.209-0,725, p=0.0029), #]¥]&* (HR with = 0,316; 95%
CI 0.181-0.553, p<0.0001)ellA] A 47 F&o] fFofstAl Holxls gelstalrt. A%
NE ol B35S wl] s0A|ollA] 59A] Abololl A et @ o] A9 H|Sd
A7} FlEdet. (E+P & HR = 0.213; 95% CI 0,098-0,462, p<0.0001), E & (HR
= 0.336; 95% CI 0.155-0,729, p=0.0057), &|n]&* (HR= 0.390; 95% CI 0,207-0,733,
p=0.0035) 6GOAollX 69A] AtoloA] WEgh o= =4 < g (HR = 0.076;
95% CI 0,010-0,563, p=0,0117)%F 2= HT} 25} 4 stgo] Yo 7oz Foly]
Ak 70t ol el A oM E SEE A AHS ARSI tlET AlololA]
AR gEo] ot zfolE HolA skt

71 gt = F-oy diER 24 183 AE FELE 47 YR FHojA SAIEH L
2 om7} gliich

n



N
i
o
N
N
re

él',
o,
o
i
Il
i
ﬁ
il
o
‘O
A E-&
N
o3t
rly
o
0,
Q
0%
N
i
rlr
Jo
ol
S
o
o,
—o
ff
Il
rf
ﬂ
o fu
Ir

32
i
A
o
Ach
m
2
o
oM.
-\o
rr
=
ol
2 o
o
1o
i)
— mlo

Jo
ol
02
lo,
1o
n U

i
o
>

ol
&
o
(i,
X o

ot w2
=
2

Ir
N
(@)
=
o
S,

Jo
o
ks
o
1o
e
o
)
1o
2
o
b ¢
o
=
o
5
o=
B or
ol
&
R
o
)
=
o
ox
o
&
o,
riet
3
=2
>
rr

oL
(T4

o
o
L
o
et
piv
&
N

Syskort whye] F7HSAE Shgieh
|ZAls} fgtel W7 F1Ee] AT 1T} ThE ol S2E ARA
7} conjugated equine estrogen¥} medroxyprogesterone (CEE+MPA)S& F2 A&
Aok e Felust Feleh S22 bl Atk A Aolrt @ 5
Aoz AZtEn, oy A% A3 MPAZF 4 AlEe] 52 (breast proliferation)
o] i thAF 1] (metabolic risk)& S7F A1XIth= 237} vk, WHI A7+¢]
7t MPAE & 714 ARSItk Aolal HT SE2EA7F iR o]el MPA
£ A1E31A) ks MPA BT} flol QAT m2AlsHEg A8a)7) el fuerel
M WEs) e Ao AzEd
] = Aol e A wiEd FEY AAE Y A dvs

e A7 B x7] 39 Thsdo] maolle Betal o]FA 28 AR A
Fehe] BAEo] Aadues A2 AARlE vz aval 3l

B2 B 322 A8 Al S| Aagta deAd o, U AT At
nEek 2 digete] A, d2ERA T ad 2u|Y AR Al I EARIET}
SASHH ez on] I kit Akt it A= vl aF R 2 Ao
= A= opvt Ut B 328 A sl € wFsiA 29 Zem Az
50 thell A= E+P el A G0t ellAle elud ollA] oF B8 Al 27 tigete] Aol
SAH R on| A sk 71 Aol JAERZ WMt
el B3t JAd HE angtd # A7 7S AT Adel dXght

AgUakete] A= o 2ERZ dEel Ayt BAS AR ou|glA WA Eol

=3
=~
e o ez g5 ae g AlgAees e Sl ARSETE e
A
A

Jo

ff

o

e T

0%
1

% o
Jo

tlo rjr Su

e
(i
of R

)

» T

e B9 o= Aol dAEs AES @ A ST SAES T

2] Al
Fote] old At y Zlor AzbdEn SHARE E+P olu ujd o 5

10 2= HIZ7| ofgoiM 222 ofa 8% & Y LA 78 B280) 2t A7



m

sER A A AT W 99 B4 dges A4 T2 Ass) AT
e 2 WA 9 Ao YaErt

A3 4901 2 Y T A AR 3 500 A BANA
BE S2E AR Pl on] QA BAEe] Relth Gotlel B9 EP oAl EAS
Aoz ojn] g A2BNFe s1gel ebgrk. 70t) o) yol 1—5— 2 Apel7} giglonk
A2 ANF) FAE Qo). AT AEANF] A5 )Ee] AT Aste} A5}
A7 5 s2E Aak ot @ F2 0% Estdolen JaEv 72 97
A7} QA A% A5 ALgSHe Aol wRHeletn Am et

A 717kl B2 SRS B elulee] B9 AMg TIbel digle]l 2R AZ)
s1io] stslth, AT VIR 59 o)) ALgS Selm AT BAF o] FAEA

kw1 sl olu]olt}, 7|& WHI oA 328 87 A4zl 98 o]

(<3

x,
N

—

HETS HE é“%‘lﬂ = 2] SEEAE 59 o AREEE TellA

94?*:01 %‘iﬁ}‘}iﬂr,

ojFAl £ Iy 77} 71E AT}l ke AHE Bl 212 WHI AT o|Foll= HEF
o §jFo] E2 60Al olFellX T2& X8E AlFshk= A97t A9 flal #7 F 109
ojfjol] AlZFal7] wiiZol &3l (atherosclerosis) o] Z18-& <A Al71= &= <la)
ol Ay} Bl Aoz AZHEY, X3l medroxyprogesterone acetate (MPA)E.TH
AL 918 (metabolic risk)o] @& ZZA| AHES A}E3)7] wjFo|gt AYztET)

AHEAFTo Be= A28 T M HESTE gy on e A e A K4Sk
o ot thAH o2 HIS=g ARl Aol HEFOlA B E FAISHoR on
7} $l= A9ete 9E (hazard ratiO)Ol 1R A AN AN AFe] A-e- gu|gel
A 1ET AN gHde] B ANEHF AT S 2 TR U BT

A5 ddo] Avkal AztEs £ oo B9 JA] E+P 3 glu|g
oA ouQlE A BIE Btk o] A Ea-ssdol Al S Soth HA

o
32

i



APl A om Qe S Btk

7|E0l| T 2EA| 9

EEE

=
=

Aol|A] &3

=5
L

HofFle}. W= 60t o) /dl

I v A dve

4

o A9w A% 2

2R 5 A9l

Fa &3t glolout 1 d=r) 1 rivte s oA

S

1
T

A

%o}

o B

e

A ¥ 2 ARS Avnd b et B9 &

12 2njde] A 50t Aol A

1l 23

o)

=7F S7FHA

—_

=

o 4% 50th #H7

173 8 2520 sodhelA 6% mvbeoleta 2 4

=)

o7
M
ol
Q!

R
A
o

st

-

Hn

OE/H

S}
=1

2g

el
=

Aom T2E oFE

= A7he,

A

+

= O 2

3=

et HIZ7| o1 goliM

12



A E

o

Ho1E A7 g & E2ed 15

L

M2 ® oo 2 24







AR A7) W3 2 22X
%)

o wHoz QA% FMEe] I Feel Gy} o

= =

s T =2 =
% Qe vlgo] me Sre %7}%}3 Sick. 53 Sl o it el
=6 E|

kil B
Q1 Z2of o]of Aﬂ?ﬂl 492 AAHCRE vlg 2 FFEolt)
o} o] R 27 Aol whet X A vjuste] #HA AR 7] Wyt
< 2 o #A 509 Aole #A78 Fof o] 7t Fol Ht1sd A vl
HA g Ao] olAlE H3sd olFez HoAA =H
=z v} ool FHit 7 AR 4942 25% = 454 o|Hel S0%= 45419
504 Abelell ZLE]ar ymR] 25%% S0AMI9E 55AI Atelell FlAe] ki dEA ATt
HA A Fof 71t o] 10d AF¥2 T 2] kS we ostHer =7
A FA] 3 A E] HAE T AP wizbA] o] 73] SR Qlste] oA
ARS)A EAI7E Ha gl
AAR AFRY JAEH] F =<l Agu|e] v|Fo] 20108 32.4%014 201613 38, 7%=
Z7HEIAL le 202010 4 5
H74 & oo A BAE 2 AREA EAZF 2 o2 odEa i

ale

1Y HNE 15



65M| Ol (&

AZEH X2 H| HS A
T CH| —_— _‘!
45-
a0 40.8%
40- '
36.3
34.2
%5-
30-
2012 2014 2016 20184
22 Tl2H|: 22 e M R EonEE s
XI5/ LR O eietea

1*01|II 7%/ 20190526 NG
EZ|E| @yonhap_graphics H0|AS tuney. kr/LeYN1

[32 1-1]. 65M| OJ&te| 742 H3 ZIZH| HIZ °

77 (menopause)el@ Bt 289 vt ok W7ol vl Wl ek
12749 ol F97e] A&Ee A gulgih, B Gl diERAS PYshs
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v 24 9599 FE3be AAEIY Women's Health Initiative (WHI) A+
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79l 27] FA=. 72 Fghol| o] A= W HATLS 1,29, FHS 1.26,
HEFE 141, AMAFTLS 2,13, 2FAF%E 0.63, AFsHHd2 0
0.66°] At}

Ty WHIGTE B2 EA-EC] A7 ), A7l Frefet 59 ol
Hito] HE 328 9 A volgtal & § e H7A7] 42 doUE HET
10~304] A& o)A o] 59 Ft A AFA = 2824 A<l 25 wwkET) Egko
™ A F3 v)gtel] &ah= oo Hlgo] (o%E xFABHIT, w3 1/3e 1Eet, 1/28
o] AAEE 7H ARER e A7 o eleke Al B gkt Aotk
53t 328 9 AA ol & g 7FA] FF (CEE/MPA)9F &3 (742} 0.625 mg/day,
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2004 49 URH AFeAEEs ABE 943 10,7398 thd o2 & d2E=ZA
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S7RZIS (3 AR 1.39). o] ¥z EPTO HlsA] A 2EZA @5 a¥ 9
2449 AHATT @ 4 ek, Tt ) waeadlel dFe AP folge
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Women with Dx of menopause maore than 50 y-o
and with NHSE* record btw 2004 - 07

Excluded Pts

- Hz and D of cancer
- Stroke, Ml
> - HT medication (02-0:5)
#| - Taking HT < 1 year
- Missing variables /
redundant subject
. . b L in NH5E
Centrel group NP 1
rNrﬂ;';;’m HT for 1 year or more
LU T
matched N=36446) (2004-07)
|
=7
W b 1
E+P E Livial
(N=13,087) {N=9,100) (N=14.250)

*MWHSE: Mational Health Scoreening
Examination

[32! 3-1] Flow chart for study design

Hx; history, Dx; diagnosis, HT; hormone therapy, E+P; estrogen+progesterone, E;estrogen
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o] Z 2004 A¥E 20179 7HA E2E XF2E vbz] 9o gERTES £ 31971409
200435 E 20073 714 13 o) TEE X852 WS Sx}E= 36,446 02 1 712
NEERZA+Z 2 AXEE B 9 (E+P)olut 2[n]|dE T ARE3 2 13,0877 o=
Eg27 @50 = ARBSE (E) 2 9,100% 12]aL 2]H]%

- A5

28 A5 A 4L hEis 2

2 ThS ARERE 2 14,2507 0] ATk
AzT vEE] 9 dolst 25 55
S W4E 111 Propensity score] 2] S S}t

Awel Bae B4 e Bk (E 3)

’\7, 2wy ool |
2002.1.1. 2004.1/1.  2007.12.31. 2017-12-334

ARFEAIH
";;"E"f‘.’ﬂ sEE=ap
Zfi aud : o [ ] ® o o
= |9l i :

[32! 3-2] Study design

F2 #Z A)ZLe (index date, baseline date) & T2 B8 oA B8 A|Z}
Agoln] BB8Fe 2873} maching 3He] BF A% AP REon] R
(End Poin)& B-§7/ 587 2 2 why Aol A A B2 AT F8 AFC
2 3deh Ha #F 71312 index date o] F 1de® QiTh
<E 3-1> A7 Tl Uk 53

E+P E Livial None Total

Total N 13,087 9,109 14,250 319,714 356,160
Matched N 13,087 9,109 14,250 36,446 73,644
Average age (yr) 532 £ 35 552 +£52 56.3 £ 5.6 565 + 48

ge age (50 ~77) (50 ~92) (50 ~97) (50 ~ 93)
Average f/u M9 £ 18 12.0+1.3 12.1£15 11.9+1.4 12.0+1.6
Average f/u + " 4 + +
Media IOR 12.4+1.8 12.94£1.3 12.3%£1.8 12.7+1.7 12.6%1.7
Age at screening,

50 ~ 59 years old 12,283 7,526 10,863 30,672 61,344

60 ~ 69 years old 758 1,390 2,960 5108 10,216

Over than 70 years 46 193 427 666 1,332
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E+P E Livial None Total
Duration of medication
None - - - 36,446 36,446
1 ~ 3 years 6,297 5104 7,005 - 18,406
3~ 5 years 2,883 1,750 3,038 - 7,671
Over than 5 years 3,907 2,255 4,207 - 10,369
Economic status
Low (0~7) 4,385 2,740 4,446 1,571 23,142
Mid (8~14) 3,906 2,881 4,412 11,199 22,398
High (15~20) 4,796 3,488 5,392 13,676 27,352
BMI
Less than 18.5 555 236 129 255 1,175
185 ~ 23 12,571 6,188 3,598 5,598 27,955
23 ~ 25 10,123 3,548 2,572 3,960 20,203
25 ~ 30 11,895 2,920 2,581 4,049 21,445
Over than 30 1,302 195 229 388 2,114
CCl_group
0 4932 3,784 4,433 13,149 26,298
1~2 7,668 4,917 8,806 21,391 42,782
Over than 3 487 408 1,01 1,906 3,812
Number of exercise per week
None 6,730 4784 7,457 20,731 39,702
1~4 times 4,793 3,203 4,977 1,497 24,470
More than 5 times 1,564 1,122 1,816 4,218 8,720
Diet
Vegetarian 3,723 2,760 4,216 1,272 21,971
Omnivorous 9,030 6,177 9,733 24,540 49,480
Carnivore 334 172 301 634 1,441
Number of drinks
None 9,439 7,252 11,256 30,938 58,885
2~3 times a month 1,909 1,024 1,635 3,280 7,848
1~2 times a week 1,282 657 996 1,690 4,625
3~4 times a week 318 12 225 321 976
Daily 139 64 138 217 558
The amount to drink at one time
None 9,439 7,252 11,256 30,938 58,885
half a bottle 2,570 1,340 2,165 4,305 10,380
One bottle 907 432 700 1,012 3,051
One and half a bottle 122 62 90 144 418
More than two bottles 49 23 39 47 158
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E+P E Livial None Total
Smoking
Non-smoking 12,306 8,685 13,514 35,435 69,940
Quit smoking before 196 115 199 314 824
Smoking 585 309 537 697 2,128
Hypertension
No 9,848 6,020 9,075 24,229 49,172
Yes 3,239 3,089 5175 12,217 23,720
Diabetes Mellitus
No 12,774 8,786 13,498 34,711 69,769
Yes 313 323 752 1,735 3,123
HT; hormone replacement therapy; E+P, Estrogen + Progesterone use; E, onIy Estrogen use
<H 3-2> 3EF Xz0 CE YL LUl HIze} :
N of Pts N (%) HR "(95% Cl) p-value
No HT 36,446 1.00
HT 36,446 0.886 (0.793-0.989) 0.0308*
Type of HT N of Pt N (%) HR"(95% Cl) p-value
No HT 36,446 683 (1.87%) 1.00
E+P 13,087 225 (1.72%) 0.862 (0.739-1.005) 0.1697
E 9,109 195 (2.14%) 1.084 (0.924-1.272) 0.0883
Livial 14,250 202 (1.42%) 0.771 (0.659-0.904) 0.0024*
age group in 50-59
No HT 30,672 612 (2%) 1.00
E+P 12,283 214 (1.74%) 0.838 (0.715-0.982) 0.0288
E 7526 167 (2.22%) 1.048 (0.882-1.244) 0.5952
Livial 10,863 157 (1.45%) 0.717 (0.601-0.856) 0.0002*
age group in 60-69
No HT 5108 68 (1.33%) 1.00
E+P 758 11 (1.45%) 1.024 (0.538-1.946) 0.9435
E 1,390 26 (1.87%) 1.231 (0.78-1.943) 0.3719
Livial 2,960 43 (1.45%) 1.042 (0.709-1.532) 0.8340
age group in 70
No HT 666 3 (0.45%) 1.00
E+P 46 0 (0%) 0.0000
E 193 2 (1.04%) 2.984 (0.467-19.049) 0.2478
Livial 427 2 (0.47%) 0.85 (0.137-5.271) 0.8619

Pts: patients, HT; hormone replacement therapy; E+P, Estrogen + Progesterone use; E, only Estrogen
use, * statistical significance, *adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking

habits, HT, DM
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ZTEE 59 e wAe] e BE FEEAS Xk oF AAE vws) 2
o) izl vE] 28 A aWs ARES TollA 1E gEo] folstAl Bttt
(HR 0.886; 95% CI 0.793-0.989, p=0.0308). T =& W& vws] B zju|ol|A]
W SASEH o2 FoA Bttt (HR = 0.771; 95% CI 0.659-0,904, p=0.0024),

AFHE vHrolA EA4EAS wl, S0AelA 594 Abolell A gt fbeke] A,
T2 A8 F E+P o (HR = 0.838; 95% CI 0.715-0,982, p=0.0288)%} 2|H]| &
HR = 0.717; 95% CI 0.601-0.856, p=0,0002)°] thxwH} §-2)alA] fHete] 93

—

Fol w2 Aoz FRlEt 60th o] AR Lolde =& thA] 2 ARS8
T 2T AtolollMe A B2 SATH R o] e FoT AlolE HolA]

8§

ket

Breast Cancer
50-59 Never used HRT ')
E+P Bl
E -
Livial | -
60-69 Mever used HRT I
E+P
E -1
Livial I
70-  Never used HRT *
E+P u
E =
Livial =
0.00 1.00 2.00 3.00 4.00 5.00

[O2! 3-3] Forest plot for breast cancer according to type of medication and age
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<E 3-3> SEZ AE7|7H0|| [ME FUe 2 HIEet QEE
1-3 years® p-value 3-5 years” p-value 5 years or more® p-value
No HT 1.000 1.000 1.000
E+P (0.1(2353.3915) 0.0329° (0.135;1.?38) 0.3047 (0.0%62—711.113) 0.0702
© oomoms OO aizo O (aosamm 0492
Hvial (0.157'?8.1993) 0.048T" (0.5266—506.817) 04082 (o.2g§3.3474> 0.261

* statistical significance, "adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking habits,
HT, DM

<E 3-4> S22 20| U2 HFY ohEY A Yo A

Type of HT N of Pts N (%) HR" (95% Cl) P-value
No HT 36,446 366 (1%) 1.000
HT 36,446 282 (0.77%) 0.798 (0.682-0.933) 0.0048*
Total

No HT 36,446 366 (1%) 1.000

E+P 13,087 79 (0.6%) 0.718 (0.56-0.919) 0.0086*

E 9,109 84 (0.92%) 0.907 (0.714-1.15) 0.4195

Livial 14,250 119 (0.84%) 0.788 (0.639-0.971) 0.0251*
age group in 50-59

No HT 30,672 243 (0.79%) 1.000

E+P 12,283 67 (0.55%) 0.724 (0.55-0.953) 0.0213*

E 7,526 62 (0.82%) 1.045 (0.789-1.382) 0.7607

Livial 10,863 72 (0.66%) 0.858 (0.658-1.118) 0.2562
age group in 60-69

No HT 5108 107 (2.09%) 1.000

E+P 758 12 (1.58%) 0.808 (0.443-1.472) 0.4857

E 1,390 20 (1.44%) 0.694 (0.429-1.122) 0.1362

Livial 2,960 38 (1.28%) 0.646 (0.445-0.939) 0.0220*
age group in 70-79

No HT 666 16 (2.4%) 1.000

E+P 46 0 (0%) 0 (0-) 0.9951

E 193 2 (1.04%) 0.441 (0.1-1.947) 0.2798

Livial 427 9 (2.11%) 0.898 (0.384-2.1) 0.8046

Pts: patients,HT; hormone replacement therapy; E+P, Estrogen + Progesterone use; E, only Estrogen
use, +adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking habits, HT, DM
* statistical significance
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]

217 tA&oF (colorectal cancer) 9] 73-9-, tZETol] B3] S =2& A QHS AR
oA YASEo] F3HA EUTH (HR = 0.788; 95% CI 0,682-0,933, p=.0048), AA|
Hog s2EA F E+P + (HR = 0.718; 95% CI 0.560-0,919, p=0.0086)Z} 2]n]L<*
(HR = 0.788; 95% CI 0.639-0.971, p=0.0251)ol|A $1§ &Eo] FATgH o2 {23t
g Eo] Wttt ARHUHE vrola] FA8IES wll 50410014 594 AtolelA] gk
ekl A T2 A8 5 E+P TH(HR = 0.724; 95% CI 0,550-0.953, p=0.0213)
Ol T HT froJatA HAgEe] W& AoE IIFGAL 60404 694 Abo]ellx

Bk thdete] A 2RlgS 2 F(HR = 0.646; 95% CI 0.445-0.939, p=0.0220)°]
Eﬂibi\:‘r frofaiAl ldstEoe] ¥ Ao RISk 70t o] de] AR Tollx=
TEE A 89S ARSI 2T AbolellA 9 SEo] frofdk AfolE HolA]

<HE 3-5> 322 X=0| ME Aot 24 2=t 9[R:

Type of HT No of Pts N (%) HR* (95% CI) P-value
No HT 36,446 81 (0.22%) 1.000
HT 36,446 64 (0.18%) 0.802 (0.576-1.119) 0.1942
Total
No HT 36,446 81 (0.22%) 1.000
E+P 13,087 25 (0.19%) 0.863 (0.547-1.363) 0.5282
E 9,109 6 (0.07%) 0.29 (0.127-0.666) 0.0035*
Livial 14,250 33 (0.23%) 1.1 (0.731-1.657) 0.6471
age group in 50-59
No HT 30,672 68 (0.22%) 1.000
E+P 12,283 24 (0.2%) 0.895 (0.558-1.438) 0.6477
E 7,526 5 (0.07%) 0.292 (0.118-0.725) 0.008
Livial 10,863 27 (0.25%) 1.188 (0.758-1.863) 0.4524
age group in 60-69
No HT 5,108 12 (0.23%) 1.000
E+P 758 1 (0.13%) 0.535 (0.069-4.154) 0.5501
E 1,390 1 (0.07%) 0.303 (0.039-2.345) 0.2527
Livial 2,960 6 (0.2%) 0.85 (0.316-2.287) 0.7479
age group in 70-79
No HT 666 1 (0.15%) 1.000
E+P 46 0 (0%) 1
E 193 0 (0%) 1
Livial 427 0 (0%) 1

HT; hormone replacement therapy; E+P, Estrogen + Progesterone use; E, only Estrogen use
*adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking habits, hypertension, diabetic mullitus
* statistical significance
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Az ete] - = WA 8-S ARES T T AbelellA HFErEol
oJt 2ol E Ho|X| ekttt (HR =0.802; 95% CI 0.576-1.119, p=0.1942). S Z&A|

NAEZA @EoZ AFZSE F (HR = 0,290; 95% CI 0,127-0,666, p=0,0035)2]
AR gEo] Yozl Aor FRIFHAEH], ol =28 Al awe] rtoj=akel 4
oln] ZAgEAE 3tAE Al, AEER Eo g ARgsh= 497 B7] vt ez A7)
L1

o

<E 3-6> S22 XT0| 2 HITZUS LY Bizel AT
Type of HT No of Pts N (%) HR* (95% Cl) P-value
No HT 36,446 2077 (5.7%) 1
HT 36,446 1657 (4.55%) (HT-36446) 0.0096*
Total
No HT 36,446 2077 (5.7%) 1
E+P 13,087 493 (3.77%) 0.789 (0.714-0.872) <.0001*
E 9,109 440 (4.83%) 0.823 (0.742-0.913) 0.0002*
Livial 14,250 724 (5.08%) 0.835 (0.766-0.909) <.0001*
age group in 50-59
No HT 30,672 1538 (5.01%) 1
E+P 12,283 439 (3.57%) 0.799 (0.717-0.889) <.0001*
E 7,526 311 (4.13%) 0.827 (0.732-0.934) 0.0023*
Livial 10,863 433 (3.99%) 0.803 (0.722-0.894) <.0001*
age group in 60-69
No HT 5108 447 (8.75%) 1
E+P 758 47 (6.2%) 0.713 (0.527-0.964) 0.028*
E 1,390 103 (7.41%) 0.809 (0.652-1.004) 0.0545
Livial 2,960 230 (7.77%) 0.874 (0.744-1.027) 0.1014
age group in 70-79
No HT 666 92 (13.81%) 1
E+P 46 7 (15.22%) 1.056 (0.488-2.286) 0.8898
E 193 26 (13.47%) 0.922 (0.592-1.435) 0.7192
Livial 427 61 (14.29%) 0.98 (0.707-1.359) 0.9034

HT; hormone replacement therapy; E+P, Estrogen + Progesterone use; E, only Estrogen use,
*adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking habits, HT, DM
* statistical significance

A 74l A9 izl vls] 328 A QS ARESE ol dEEe] f9
A gk}t (HR=0.833; 95% CI = 0,725-0,957, p=0.0096)., T =¥ thA] Q9] oFa-S

Zyzt BAELGS A% E+P 7 (HR = 0.789; 95% CI 0,714-0.872, p<.0001), E
T(HR = 0.823; 95% CI o,742—o_913, p=.0002), 28] (HR = 0.835; 95% CI
0.766-0,909, p<.0001)ollA] HF 913 ggo] FofstA Holxls gRletrt. ARFUNE
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vHrolx 2SS wll e S0A0ll X 5941 Atolel| A g Al Aol fj7e] e
H|<=3k Axprt gelw e}l (E+P o HR = 0.799; 95% CI 0.717-0.889, p<0.0001, E
: HR = 0.827; 95% CI 0,732-0.934, p=0.0023, 28] *: HR = 0.803; 95% CI
0.722-0.894, p<0.0001).

AR
(HR = 0.713; 95% CI 0.527-0.964, p=0.0280). 70th o]te] A=) wol|als S 25 thx|
QS ARESE T g2 Alololl 7 ghEo] felsh AfolE HolA] odrt A
=

H
o A% o v e sot) 917 PR At B Ao e

<E 3-7> ZEZ ME 7|20 ME HIZEMT LY Hket 2k

1-3 years® P-value 3-5 years® P-value 5 years or more” P-value
No HT
0.833 " 0.906 0.938
E+P (0.733-0.947) 0.0052 (0.798-1.028) 0.1247 (0.841-1.046) 0.2518
0.783 N 0.838 0.847
E (0.647-0.948) 0.0123 (0.673-1.043) 0113 (0.717-1) 0.0506
. 0.572 X 0.656 X 0.8 X
vial  0.472-0603) <099 (0s26-0.817) 00992 (g6g9-0.929) 0034

*adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking habits, HT, DM, * statistically
significant

<H 3-8> 32& X0 ME HEF LM HIzot

Type of HT N of Pts N (%) HR* (95% CI) P-value
No HT 36,446 1215 (3.33%) 1
HT 36,446 897 (2.46%) 0.754 (0.691-0.823) <.0001*

Total

No HT 36,446 1215 (3.33%) 1
E+P 13,087 221 (1.69%) 0.639 (0.552-0.739) <.0001*
E 9,109 227 (2.49%) 0.722 (0.626-0.832) <.0001*
Livial 14,250 449 (3.15%) 0.846 (0.759-0.944) 0.0028*
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Type of HT N of Pts N (%) HR* (95% Cl) P-value
age group in 50-59

No HT 30,672 787 (2.57%) 1

E+P 12,283 300 (1.98%) 0.67 (0.57-0.786) <.00071*

E 7,526 119 (1.83%) 0.624 (0.515-0.757) <.00071*

Livial 10,863 138 (1.53%) 0.894 (0.774-1.033) 0.1277
age group in 60-69

No HT 5108 329 (6.44%)

E+P 758 28 (3.69%) 0.595 (0.404-0.876) 0.0086*

E 1,390 85 (6.12%) 0.941 (0.739-1.197) 0.6179

Livial 2,960 156 (5.27%) 0.829 (0.684-1.005) 0.0568
age group in 70-79

No HT 666 99 (14.86%) 1

E+P 46 2 (4.35%) 0.237 (0.058-0.966) 0.0446*

E 193 22 (1.4%) 0.694 (0.433-1.112) 0.1285

Livial 427 47 (11.01%) 0.697 (0.49-0.99) 0.0439*

Pts; patients, HT, hormone replacement therapy; E+P, Estrogen + Progesterone use; E, only Estrogen
use, *adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking habits, HT, DM, * statistically
significant

* statistical significance

o, tizwe] Hg) s2& A 8RS AFES wellA HREE0]
froat Al Wkth (HR= 0.754, 95% CI 0.691-0.823, p<0.0001), 2% tha] QW <]
kRS 747} BAEL9S A% E+PT (HR = 0.639; 95% CI 0.552-0.739, p<.0001),
E(HR = 0.722; 95% CI 0.626-0.832, p<.0001), 2]H]L#(HR = 0.846; 95% CI
0.759-0.944, p=.0028)14] EFellA 17 gEo] FolatA wolxlg Eelstairt. A%
& vrolr] A5l wl sothe] w17 $xlelAE 28 Ay F E+P +(HR
= 0.670; 95% CI 0.570-0,786, p<0.0001)¥} E ¥(HR = 0.624; 95% CI 0,515-0.757,
p<0.0001)¢] thETHT} FolatA Y1EEEo] W AoR 1L, oM 694
Abololl A ¥hgE HEFo] A9 E+P T(HR = 0.595; 95% CI 0.404-0,876, p=0.0086)%}
2w HT} foahA @aeEe] e Foa SRIFI) 700 o)de] AR wellA]
HHAS) W Z50] ALo| % E+P F(HR with = 0,237; 95% CI 0,058-0,966, p=0.0446)}
ZH]d F(HR = 0.697; 95% CI 0.490-0,990, p=0.0439)0] 2R} Fol3H g
Eo| e Aoz IR o 7 FES S Ae FollA] 70t o] AF

ol 913 grgo] Yol H etHE= HE T sl onrt Sith
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<E 3-9> ZEZ ME 7|20 IE =ES Y Bkt ek
1-3 years’ P-value 3-5 years" P-value 5 years or more”  P-value
No HT
ExP (0.4(;?5()5.1675) <000T (0.4%—63.?538) 0.0014° (0.4545—?749) <0007
(0.78'5?3.7995) 0.0437° (0.6%2?1(.5115) 02229 (0_3254_%_2664) <.0007*
Livial 1.016 0.8182 0.896 0.3095 0.809 0.0316

(0.885-1.167)

(0.724-1.108)

(0.667-0.982)

*statistically significance, *adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking habits,

HT, DM, * statistically significant
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E+P —.
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Livial —
70- Never used HT _ [ ]
E+P —n
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Livial ——
0.00 D.éD 1.00 1.;0 2.EI>D

[O2! 3-4] Forest plot for stroke according to type of medication and age
HT; hormone therapy, E+P; estrogen+progesterone, E; estrogen
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<& 3-10> 222 X|=0| ME FUETS LY et E:
Type of HT N of Pts N (%) HR* (95% Cl) P-value
No HT 36,446 102 (0.28%) 1
HT 36,446 100 (0.27%) 0.98 (0.741-1.297) 0.8901
Total

No HT 36,446 102 (0.28%)

E+P 13,087 25 (0.19%) 0.767 (0.491-1.198) 0.2435

E 9,109 24 (0.26%) 0.886 (0.566-1.384) 0.594

Livial 14,250 51 (0.36%) 1.199 (0.853-1.686) 0.296
age group in 50-59

No HT 30,672 71 (0.23%) 1

E+P 12,283 22 (0.18%) 0.781 (0.48-1.27) 0.3184

E 7,526 17 (0.23%) 0.925 (0.543-1.574) 0.7738

Livial 10,863 34 (0.31%) 1.345 (0.89-2.032) 0.1591
age group in 60-69

No HT 5108 29 (0.57%) 1

E+P 758 3 (0.4%) 0.716 (0.216-2.372) 0.5846

E 1,390 7 (0.5%) 0.899 (0.391-2.066) 0.8027

Livial 2,960 14 (0.47%) 0.888 (0.467-1.689) 0.7168
age group in 70-79

No HT 666 2 (0.3%) 1

E+P 46 0 (0%) 0 (0-) 0.9997

E 193 0 (0%) 0 (0-) 0.9987

Livial 427 3 (0.7%) 1.459 (0.162-13.114) 0.7361

Pts; patients, HT; hormone replacement therapy; E+P, Estrogen + Progesterone use; E, only Estrogen
use, * statistical significance, *adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking
habits, HT, DM
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A 8-S ARESE T 2T AloloA] YEgEol
SoJat zo]2 Holz| ¢kgkrl (HR =0.980; 95% CI 0,741-1.297, p=0.8901).

Type of HT N of Pts N (%) HR(95% Cl) P-value
No HT 36,446 171 (0.47%) 1.000
HT 36,446 119 (0.33%) 0.665 (0.524-0.842) 0.0007

Total

No HT 36,446 171 (0.47%) 1.000
E+P 13,087 37 (0.28%) 0.609 (0.424-0.875) 0.0073
E 9,109 33 (0.36%) 0.724 (0.498-1.053) 0.0909
Livial 14,250 49 (0.34%) 0.672 (0.488-0.927) 0.0153
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Type of HT N of Pts N (%) HR*(95% ClI) P-value
age group in 50-59

No HT 30,672 133 (0.43%) 1.000

E+P 12,283 35 (0.28%) 0.619 (0.424-0.905) 0.0132

E 7,526 25 (0.33%) 0.73 (0.475-1.121) 0.1499

Livial 10,863 28 (0.26%) 0.572 (0.379-0.861) 0.0075
age group in 60-69

No HT 5108 33 (0.65%) 1.000

E+P 758 2 (0.26%) 0.393 (0.094-1.645) 0.201

E 1,390 5 (0.36%) 0.473 (0.183-1.224) 0.1227

Livial 2,960 19 (0.64%) 0.933 (0.527-1.65) 0.811
age group in 70-79

No HT 666 5 (0.75%) 1.000

E+P 46 0 (0%) 0 (0-) 0.9974

E 193 3 (1.55%) 1.617 (0.364-7.187) 0.5276

Livial 427 2 (0.47%) 0.517 (0.097-2.77) 0.4413

Pts; patients, HT; hormone replacement therapy; E+P, Estrogen + Progesterone use; E, only Estrogen
use, * statistical significance, *adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking
habits, HT, DM
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<E 3-12> 322 X20| 02 HF ZH @Y vzel AHE

Type of HT N of Pts N (%) HR(95% Cl) P-value

No HT 36,446 410 (1.12%)

HT 36,446 127 (0.35%) 0.32 (0.262-0.391) <.0001

Total

No HT 36,446 410 (1.12%)

E+P 13,087 37 (0.28%) 0.33 (0.234-0.464) <.0001

E 9,109 33 (0.36%) 0.326 (0.228-0.465) <.0001

Livial 14,250 57 (0.4%) 0.31 (0.235-0.41) <.0001
age group in 50-59

No HT 30,672 230 (0.75%)

E+P 12,283 31 (0.25%) 0.339 (0.232-0.495) <.0001

E 7,526 18 (0.24%) 0.323 (0.2-0.523) <.0001

Livial 10,863 22 (0.2%) 0.267 (0.172-0.414) <.0001
age group in 60-69

No HT 5,108 137 (2.68%)

E+P 758 6 (0.79%) 0.32 (0.141-0.728) 0.0065

E 1,390 8 (0.58%) 0.245 (0.12-0.501) 0.0001

Livial 2,960 24 (0.81%) 0.332 (0.214-0.513) <.0001
age group in 70-79

No HT 666 43 (6.46%)

E+P 46 0 (0%) 0 (0-) 0.9903

E 193 7 (3.63%) 0.684 (0.303-1.544) 0.3605

Livial 427 11 (2.58%) 0.433 (0.222-0.844) 0.0141

Pts; patients, HT; hormone replacement therapy; E+P, Estrogen + Progesterone use; E, only Estrogen
use, * statistical significance, *adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking
habits, HT, DM

23 ZH A, dxtol vlE] s28 A SRS ARES oA fEEE] f9
SHAl W3kth (HR = 0.320; 95% CI 0.262-0,391, p<0.0001). T2 thA] Q9] =g
ztzb BA3FIS AlollE E+P T(HR = 0.330; 95% CI 0.234-0,464, p<0.0001), o|~ER
A GE=oz ARESE F(HR= 0.326; 95% CI 0.228-0.465, p<0.0001), &]B]<(HR
= 0.310; 95% CI 0.235-0.410, p<0.,0001)o|x 2% 9 &Eo] %946}71] ol S
gelstsltt. AR E trolA] EA8ES w S0A|elA] 594 AtelollA] gl A3
=4e] Aol Hlszg At SRIEITH (E+P 2t HR = 0.339; 95% CI 0.232-0.495,

<.0001), E i HR = 0.323; 95% CI 0.200-0,523, p<0.0001), 2]¥]<* HR with
= 0.267; 95% CI 0,172-0,414, p<.0001). GOAollA] 69A| Atololl A ¥HHZl 23 4 9
Bl v 91E FEo] AR vrolls glstglen (E+P i HR = 0.320;

95% CI 0,141-0,728, p=.0065), E (HR = 0,245, 95% CI 0,120-0.501, p=.0001),
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Znjed HR = 0,332; 95% CI 0.214-0,513, p<.0001), 70t o]ide] dAHthol|r =
g|uje (HR = 0.433; 95% CI 0,222-0,844, p=0.0141)¢] tZTH} 2544 938

Fgol e Ao I
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<H 3-13> SEZ X=0| IIE 2F 7 Uy vz
Type of HT N of Pts N (%) HR(95% Cl) P-value
No HT 36,446 112 (0.31%)
HT 36,446 32 (0.09%) 0.291 (0.196-0.432) <.0001*
Total

No HT 36,446 112 (0.31%)

E+P 13,087 7 (0.05%) 0.185 (0.086-0.4) <.0001*

E 9,109 11 (0.12%) 0.389 (0.209-0.725) 0.0029*

Livial 14,250 14 (0.1%) 0.316 (0.181-0.553) <.0001*
age group in 50-59

No HT 30,672 84 (0.27%)

E+P 12,283 11 (0.07%) 0.213 (0.098-0.462) <.0001*

E 7,526 3 (0.05%) 0.336 (0.155-0.729) 0.0057*

Livial 10,863 11 (0.12%) 0.39 (0.207-0.733) 0.0035*
age group in 60-69

No HT 5108 24 (0.47%)

E+P 758 0 (0%) 0 (0-) 0.9912

E 1,390 3 (0.22%) 0.529 (0.158-1.777) 0.303

Livial 2,960 1 (0.03%) 0.076 (0.01-0.563) 0.0117
age group in 70-79

No HT 666 4 (0.6%)

E+P 46 0 (0%) 0 (0-) 0.9987

E 193 1 (0.52%) 1.202 (0.119-12.153) 0.8764

Livial 427 2 (0.47%) 0.844 (0.148-4.829) 0.849

Pts: patients, HT; hormone replacement therapy; E+P, Estrogen + Progesterone use; E, only Estrogen
use, * statistical significance, ‘adjusted BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking

habits, HT, DM

8= -9 A9, gzl vlF] s2& A 8-S AMS TollA e Eo|

(HR = 0.291; 95% CI 0,196-0,432, p<0,0001), T 2% thx] Q<]
3F1S Aol E+P *(HR = 0.185; 95% CI 0,086-0.400, p<0.0001),

E 7 (HR = 0.389; 95% CI 0.209-0.725, p=0.0029), #]H]¥+ (HR with = 0.316; 95%
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T(HR = 0.336; 95% CI 0.155-0.729, p=0.0057, #|¥]¥ HR= 0.390; 95% CI
0.207-0.733, p=0.0035). GOA|oA] 694 Alo]ollA] WHHgE @& Zdo] 79 glu|d
(HR = 0.076; 95% CI 0.010-0,563, p=0.0117)%F 2R} §-2)5A ¢gdgo] e
Aoz 1=t 70t o] AFY wellME S28 g 98-S A3 v gl
T AbolellAl AR Sl frofdk bl dEEA] ekt

<E 3-14> 32& =0 M2 F= SE LY 8z /e

Type of HT N of Pts N (%) HR*® (95% Cl) P-value

No HT 36,446 74 (0.2%) 1
HT 36,446 31 (0.0%) 0.427 (0.279-0.652) <.0001

Total

No HT 36,446 74 (0.2%) 1
E+P 13,087 9 (0.07%) 0.344 (0.171-0.694) 0.0029
E 9,109 7 (0.08%) 0.38 (0.175-0.827) 0.0147
Livial 14,250 15 (0.11%) 0.532 (0.304-0.931) 0.0271

Pts: patients, HT; hormone replacement therapy; E+P, Estrogen + Progesterone use; E, only Estrogen
use, * statistical significance, *adjusted Age, BMI, Economic status, Diet, CCl, Exercise, Smoking, Drinking
habits, HT, DM
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TE 3c M=
Breast cancer C50 Malignant neoplasm of breast
Endometrial cancer C54 Malignant neoplasm of corpus uteri
Colorectal Cancer C18-C20 Malignant neoplasm of colon
Myocardial
Infarction 12
Stroke 16
Thromboembolism 17
Sleep disorder G47/ F51
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