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HRTEDY R & Study design
Eeles RA (1991) ;T::ﬂlit}‘ l::; (())‘::) (((:) ..-;.‘Zill..?.:)) retro. case-control study
0S DFS
. . HRT 4 4 T
Guidozzi F (1999) s 34:2 g”’:g RCT

Ursic -Vrséaj M (2001)

Mascarenhas C (2006)

Li L (2012)

(p=0.354) (p=0.785)

mortality OR 0.90 (0.24-5.08)

mortality HR 0.57 (0.42-0.78)
0S

HRT 11081 52 days

non-HRT 10861 43 days

(P=0.9399)

retro. case-control study

prospective cohort study

retro. case-control study
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(Anderson GL, et al., Lancet Oncol, 2012)




HRTE B4 - BEDEL K

EEB
B ETIUBY RO ERHDEED

EtP

B EPTEAABMIRSZLREHED
» (2L, EFBMICLS LRI LELFAEE)

(Gompel A, et al., Climacteric, 2012)
(Chlebowski R, et al., J Natl Cancer Inst, 2012)




| HRTH A 54> — RIICPHEZHIEFRR HE gg

® RUOEPTOREITIIRMEAR) A/ERMEED
B, SERBOETTHNIEV RS LA LN

® ETICRAL TIISERBOMTTIIY X2 (IZE{L
L7&(y

® HTCXSABY RS IRETHRSARS S L
HICERTHH, RTOFULICKVHEERTS




]




|  EPIICLBAEY RO DEAE !

Women's Health Initiative

FECE

A Totad lung camier ‘ B ron. small cell lung cances C Small.call eog ancs
1 1 $ i I
| |
{
f '
X Cis > &G 1 &7 (5N U1122- 288D )

llllllll

(Chlebowski RT, et al., Lancet, 2009)




e B

| Women ’s Health Initiative
EEFE

A Total ey anc B mon smal cef RingG Camos C somall <ol bung ances

(Chlebowski RT, et al., Lancet, 2009)




EDE

3.0 i
= |
$ 20 |
y :
1. 0 4= i ......................... | [T

RCT RCT
)
Total ’ 60“" & O‘Dw " oﬁ““ ¢ (1,&\‘s s o@n
Mé “‘“" » ™ 5(.“"‘

(Greiser CM, et al., Maturitas, 2010)




EPTICLDHT#AE X2 - meta-analysis ngz

ETE

3.0 T
&
5 2.0 T
£ % i
I e T— p— R T S R NPT
RCT RCT
) \
Total ‘\’:‘Gﬂ'q ‘go_bm
Pl

(Greiser CM, et al., Maturitas, 2010)




I CQ2-10 EDMD#E, EH FEH S@ l

HRRTICK UV FERSBRFLREDY A (X
AL LW, FETSREDY X078
TRISREMDH S
EBMEEFEARMERAIEICx 9 SHRTIE
EE2THD

HRTIZEMEREBEDO YR/ ZE LR EHS

AJREME DS B

HRTIZME U RO & LR =G5 AREMDSEE
TEEL

HRRTICK > TFEREMSIEA LY, F&
NEREEDSBRR Y D RIREMEDSH S




TFHHESNTLB
F7ELEIEES ) X2




Authors and publication year (Country)

Femandez and colles

Frise and colleagues 2

Fraadman and codaa

g _~d / y
>axauch, JOU7 (Japan)

P reesdran aned oofead e

andom effect:

ANATy SRS

-
e i { T 77
5l 34 % '_t"_‘ :G
- e (1 I 1 o2
L]
e e—— s e ) T& D &) 1 10 40

(Camargo MC, et al., Cancer Epidemiol Biomarkers Prev, 2011)




| EPTICLA S FERME R 2 DEAL gzz |

242227 FICEIT51994-2008FDEHRT—4
40 - x
Standardized
Incidence 3 g i
Ratios
(SIR)
20 i
et . ; ............................. S
68 55 105§~
Total ~ 5 ~10&
(Jaakkola S, et al., Gynecol Oncol, 2011)




SIR

EPTIck BFERMBY X 20BN G

FBGRIE BRI fE
9 ° -
4 B
3 =
2 - { I { T o ¥
T, WSt (RS . N, S I .
0 64R 5% 105~ 648 5% 105~
Total ~58E  ~10% Total ~5E  ~105

(Jaakkola S, et al., Gynecol Oncol, 2011)




HRTIC £ B il ) X 2 DEAE

Million Women Study

20 ° 2
2.0 -
H
x 2 ¥
: 1 0 N P —— i ...................................... THetesessestsstsnserideancasnnsan:
| T
£ ¥ ¥ Al A IR A BAERE ToOft
(gl ioma) (meningioma) (acoustic neuroma)
(Benson VS, et al., Int J Cancer, 2010)
— - sl




ﬁm”?,& ETE

2CY RCY

HNEBEWITEICHSS
EEMEHDRET - EHITEDHEXER

HCE

......................................

Adami HO (1989 WISDOM ¢(2007)
Persson I (1996)
WHI (2002)

Permtiti DB (1987) Persson I (1996)
Hunt K (1990) Ertinger B (1996)

Sturgeon SR (1995)

Grodstein F(1997)

Schairer C(1997)
Hulley S (1998)

S




FEITRIRE




| Q5 RSH] - F - BDEEZ(L? f 22

® HRTIE5EIICIE, NE - BE - GEOHE,
M3 - &4 - MERE, WAREIRE,
9 BERESUETH S

HRTBIL D#) 6 5 BLIAICIERBEE L F v 2/ICT
BREFADESICIEHAT




Appendix : HRTBIZE

] ko 0
8 am o it
[ ] - El &
4
- r t
. . i P S
8 LETETe el
] ]
- ' ’. r
‘ as no X 81 I R
A “¥9a '
L ] PTS ENrs - 2
]
. “ J
- i
' ]
o
-y
- 2 o
>y ¥ ek




L X DR




I AETHREREFHTESIX O RFDEH Ej}

EFR BEE
Zb<U 0625
ED Zavr 0.5 JavuF 0.5 (2Tab)
(1R F) IARS—=FF—F0.72
2354
() | F4ETN
N-ITAMOAZ N-ITAMOAI
(17via) (27 wia)

(2013107 R &)




FLvy>®lrrggnsr ros

50% 0 25% 0 15% OH OH
Estrone Equilin 17a-Dihydroequilenin 178 -Estradiol
OH 0 OH OH
178-Dihydroequilin Equilenin 178 -Dihydroequilenin 17a-Estradiol
OH 0 OH OH
17a-Dihydroequilin delta-8-Estrone (del ta—8, 178 -Estradiol) (del ta-8, 17a -Estradiol)
BRIEIVESRDIX fOs> (RBIXTN) EFHSD




Tabk | Termmologes for dosing of different estrogens 1n hormone replacement peeparations. Available doses mav
vary i ddferent countres. Bocquanalence not tested

High Sandard Lone {ra-bowe
Conmgated equne estrogens (mg 12509 03043
Micvesad |7f-estradiol (mg) i 10 [ K]
Faradol vaerace (g 20 1.4
Transdermul 17§ estradhol (g 10 25 M4

", Just one peraral 1.9 mg conpugated equine estrogens) and one transdermal (14 g 178 estradiol produc
svailable m the US only. 14 g 17festradiol 1 mdicated only for prevention of osteoporosis
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MMP/TIMP EF ETF
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(Lykkegaard E, et al., European Heart J, 2008)
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QObservational studies Ddds ratie Odds ratio

[95% O} (95%C
ontssn LT ,

Baston COSP 1974" - j — 1. 9{0 41078
Daly 1996 { —y 4.612.11t010.1
Nurces' health study 1996™ Seencne 2411 21046
|
Peres Gutthann 1997" | ——— 2.1 13.6
|
Smith 2004 |~ 1.7(1.210
Douketis 2005™ ’ mofame 1.9(1.2103.2)
ESTHER 2007° | . 4.5(2.610
Fooled odds @tio E -
|
|
|
|

Test for homogensity: ¥ =14.99, P=0.03, 1'=93.3%

Transdermal oestrogen w

wl

O.‘h 1 996 L i ) I3
Perez-Gutthann 199 . 2,10 9104.6
Douketis f‘ﬂ:l-' s 0.8 ({ o »

Pooled cdds: rat

Test for homogeneity: 1'=2.92, P=0.40, |“«0%
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t

I

-
ESTHER 2007 4. ,
-

1

0.1

(Canonico M, et al., BMJ, 2008)
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(Opatrny L, et al., BJOG, 2008)
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MMP/ TIMP kR — KF
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F -selectin b > o
mENEaRE e R R Y T
(ZEHW 5 2005)
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WK BFREZESZ DPosition statement 2012 @

pausal symptoms. Nonoral routes of administration including
transdermal. vaginal. and intrautenne systems may offer both
advantages and disadvantages compared with the oral route,
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(NAMS, Menopause, 2012)
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(Fournier A, et al., Breast Cancer Res Treat, 2008)
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(Harvey JA, et al., Menopause, 2013)
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Low-potency oestrogen and risk of endometrial cancer: @

a case-control study

Eisabete Wewdevpass, Jobn A Baron, Mans Olov Adam/, Cecifa Magnusson, Anders Lindgren, Resdold Besgstnon
Nestor Comaa, ingemar Persson

Summary Introduction

Interpretation Oral but not vagmz-ﬂ treatment with low-
potency oestrogen farmulations increases the relative risk of

endametrial neoplasia. Thus close survellfance of patients is
needed, and addmon of a: progestagen should  he
considered.
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RR 1.5 (95%CI 1.1-2.1)
(Pukkala E, et al., Cancer Causes Control, 2001)
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SIR 1.79(95°%CT 1.51-2.10) SIR 0.31 (95%CT 0.15-0.60)

(Jaakkola S, et al., Obstet Gynecol, 2009)
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Global Consensus Statement on Menopausal
Hormone Therapy

L) de Vellers, M. 1. §. Gass™, . | Hanest
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MHT s the most effective tocatment for vasomotor
symptoms associated wirth menopause ar any age, but
benefits are more likely to cutweigh risks for sympto-
matic women before the age of 80 vears or within 10
years aftcr menopause

MHT is effective and appropriare for the prevention of
osteopoross-related fracrures m ar-risk women before age
&0 years or within 10 years after menopause.
Randomized clinical mials and obscrvanonal dara as well
as meta-analyses provide evidence that srandard-dose
estrogen-alone MHT may decrease coroaary heart disease
and all-cause mortality in women younger than 60 years
of age and within 10 vears of menopause. Data on estro
gen plus progestogen MHT in this population show a
sumibar trend for moreality bur in most randomized clinical
trials na significant increase or decrease m coronary heart
discase has been tound
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