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ABSTRACT

As the population ages, the life of women after menopause becomes much longer than the past, and the quality of life of old age
becomes increasingly principal issue, There is a period that women experience the physical symptoms of menopause, although
there are differences in degree, and the management of this period is a suitable time for women to improve their quality of life,
According to the menopausal hormone therapy (MHT) and Timing Hypothesis, which has been proven in the Kronos Early Estrogen
Prevention Study (KEEPS) and the Early vs Late Intervention Trial with Estradiol (ELITE) study, a relatively young woman before and
after menopause can benefit from long—term beneficial effects such as prevention of osteoporosis and cardiovascular disease by
early initiation of hormone therapy to alleviate menopausal symptoms, MHT should be considered for all women in healthy (without
other important diseases) menopausal years, expecting to improve their quality of life through symptom relief in menopausal women
and, in the long term, to prevent cardiovascular disease and osteoporosis. When applying hormone therapy to individuals, it is
necessary to establish various treatment strategies according to the menopausal symptoms of individual patients (individualization

of treatment) and judge the suitability of clinical application,
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Table 1. Hormone therapy trial for coronary heart disease and fractures

Clinical frials  Intervention drug(mg/day) Duration Results Age af enroliment - Tofal number
(years) (years) of enrollment
NOT protective of the heart but
HERS CEE 0.425 + MPA 2.5 4 significantly raises the risk of breast 55.75 2763
cancer, heart attack, stroke and
thrombosis
WHI CEE 0.625 + MPA 2.5 52 E/P HRT increased BC, stroke 50-79 16608
(ConEﬂS .j\/iis{horcTEIi(EQofgl meg/wk neither significantly reduced nor
KEEPS . . v ' 4 accelerated progression of 42-58 727
micronized progesterone, atherosclerosis
200 mg for 12 days/month
the effects of estradiol (with or without
17B-E2 1+ micronized progesterone') op the progress!on of
rogesterone 45 as a 4% atherosclerosis differed according to the
ELITE prog ° 5 fime of inifiation of therapy, with benefit 5068 643

vaginal gel for 10
days/cycle

noted when it was initiated in women

who were less than 6 years past

menopause

HERS stands for the Heart and Estrogen/Progestin Replacement Study
WHI: Women's Health Initiative

KEEPS: The Kronos Early Estrogen Prevention Study

ELITE: Early Versus Late Intervention Trial with Estradiol

CEE: conjugated equine estrogen

MPA: medroxyprogesterone

E/P: estrogen/progestogen

BC: breast cancer

TD: transdermal

17B-E2: 17 beta-estradiol

T A A 3ol efshEA 1A HAAle| dFE +
o} W &7]50l= estradiol®] €5 =7} 30 pg/ml ol 4] &
Zell= 150-350 pg/mP7HA] SE}3kch7} 3] 7]¢ll= 100-210 pg/
mZ7} Eet. AFolE 1008 = E7) g3l 4l $4517)
ol = 20,000 pg/mlel] o]Et}. #7 o3/ <] estradiol @F TE=
7l 20 pg/ml 018191 Ao = A Urk) MHTRY o= 73
T F33} estradiolA| A (2 mg estradiol valerate or micronized
estradiol)2] BFFE+= T A Ht 40 pg/mle|Ach7| 219
o= Bt Ho] 80 pg/ml AEE = Ao = B kD
FH Hrh 22 estrogen®] Sl E H7E7] £ o] S5
2 %ol a3t 9lom F2kgo] Ho} Athk= HOPE(2005
W) 5 AT A} EsEEo] “A8F estrogen Q0] A
71l ol2Fh10) et g} 2o 2 AgHS A3 F
397, ULTRA(20083; 1 mg estradiol(E2)+0.5 mg norethindrone
acetate(NETA) or 0.5 mg 178 E2+0.25 mg NETA)?} CHOICE 91
TH2008; 0.5 mg 17B E2+0.1 mg or 0.25 mg NETA Y2}/ | 3%
Holl W}, B2we] gk wr} AL o] ALgo] FHE o]F
A = oz dPdsla ok ULTRA A7 2d%9 A
%= (low-dose continuous combined HRT, LD-HRT) €] 1 mg
E2 9} 0.5 mg NETAS 28 U53t T334, 0.5 mg E29}
0.25 mg NETA(Ultra low dose, Ultra-LD-HRT)E Z1 g3

Fojste] HA71S8E E8AY, SUEE Wrie Al
LD-HRT ¢} Ultra-LD-HRT =5 577|543}
A FUEAC st Be g3} ATk
CHOICE d7'%= 0.5mge] E2¢} NETA 0.1 mg =&
0.25 mgs FHA7IoNA FAsls o 7= H=rt
=11 o/iEEte] AE7IEEt AsHEAE fektolu
F7HAINETAS S EFollA 51383] S48 efo} MHTS
HAYol A A= E/PEFAZT H7457d AFdx &7}
oA AU ets2 A 2H8-o] e TS ATolth
Table 20f] Xt} vh& gako] & 229 AL g3l FUE 7+
Zrof| EFpF o) AU e Sl of| = QEHEHAl AR 4 e
< 453 AF=0l tigh vlart Hojqlok

MHTE ${t progestogen £

Algo] = A= estrogens T=E0F ALESHH A}
ZUEte w91 o0] S7181EE progestogenS HE3ko] AL
§3floF Fht}. Progestogens A8k Wl W} 5714 B=
21854 eyjor FREEEH], F714 83 AlF Al 80~90%el14
2B o] Uepdtt. A& e el = v progestogen
S B8P 19 Foll= tiHEY] ool o] Jlokint. &
=)= progestogene] FF} &7, T8]1 A= TlokEHA
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Table 2. Clinical studies to find the lowest effective dose of hormone

Clinical trials Intervention drug(mg/day) Duration Results
HOPE CE 0.625, 0.45, 0.3 + MPA 25. 1.5 2yrs  BMD loss 4.5% with CE 0.45/MPA 1.5 & 15.6% with CE 0.3/MPA 1.5
ULTRA E2 T1+NETA 0.5(LD-HRT) or E2 0.5+NETA s BMD increased in spine & femoral neck in LD
0.25(ultra LD-HRT) + 1000 mg Ca. & Ultra-LD-HRT.
CHOICE E2 0.5 +NETA 0.1 or 0.25 émonths no significant change in mean endometrial thickness

HOPE: The Women's Heallth, Osteoporosis, Progestin, Estrogen trial

ULTRA: Ultra low-dose hormone replacement therapy and bone protection in postmenopausal women
CHOICE: Ultra-low-dose continuous combined estradiol and norethisterone acetate: improved bleeding profile in postmenopausal women

Table 3. Minimum daily dose of sequential oral progestogen for
the protection of endometrium

Progestogen type Minimum daily dose

Micronized progesterone 200 mg
Medroxyprogesterone acetate 10 mg
Dydrogesterone 10-20 mg
Norethindrone 1 mg
Norgestrel 150 mcg
Levonorgestrel 75 mcg

ZdE F oy, dxFow Fr14 Wt e A A
et Bs 35 7ehete] HA 12~14Y 9] ARgo] dxdeT)
MHTOA] estrogen®] Abs W2t Aoks2 g aE 2H719]s) A
5= 714 89 progestogen 3 HA T8
Table 3| VAT

H737] e AN HExe] TEEXE BHE He
AT e B3 Aelo} oPAEEE $48h= 12089
o439l Al micronized 17B-estradiol 1 mg¥} dydrogesterone
10 mg A&QH 52 1397 Folshe F718HS A=sid
oh QbAEE e A& RelA FAS] Follar 714
AYE F IF B5F 86%, 76%= 22t ol A7

A& o] O A JEsith dekew F7]9¥ MHT<
perimenopause 7|7te]u 7] #7d(early postmenopause)?!
7390l FH@e}.20-2D

A /NEH estrogen S|4 EE(ethinyl estradiol)7} 7 7
23} estrogen agonist® & E/P(estrogen/progestogen) 23t 73
T Aol AREE I a1, MHTOA = 2FHEZ(hot flushes)
9} urogenital atrophy2] X] &9l E2(estradiol)?} CEE(conjugated
equine estrogen)’} 55 a0 TS X FHHETE 9
#}E}.zz)

CEE 0.625 mg¥} progesterone 200 mg == MPA 5mg 5
2 2Pgusto) mAle FFs AW ole@rhEd o oV
Aol A= MPAX T} progesterone 530l 4] vaginal bleeding,

breast tendemessE & ZA1tH? Progestogenc] $-2ZS kst

Aolefe QA AT tEA] 7R o) v
progestogen®] GRS ISt} Ak © 2 MPAR U= micronized

progesteroned-f- H-8- Q A7} F218-0] 27| UrEpsiTh
MHTS] S7IAIR Pl

MHTS] 7] ARE- 9182l Q1o1A] estrogen <]oll 2.3+ 2
AQIAR= progestogen EFgo] ojd 57 21x]o) @it £3)
breast cancer risk ¥ ol| A F-2}-8-0] F T Q23 progestogen F
FE  micronized progesterone, 2  dydrogesterone®|t}2Y
Thrombotic riskol] #&F MHTol|A4]2] Q3+ A Q1A= estrogen
o] A} AT SR x| Fejrt A KPSl
Al %7} wiekal, BT Al estrogen A-87S ARES)H
ofof YJF T2 vr2 5= 9J21TE>) Estrogen and Thromboembolism
Risk (ESTHER) Study?® ol X 75 estrogeno] X e
o} el A 2= (venous thromboembolism; VTE)S- o7& ¢
o] T = micronized progesterone¥} pregnane F-=A|
(dydrogesterone®Z )7} norpregnane fF=A| 2t} VIE 84S &
7HAL e ZoE Bl St dinf=e] St ol
7 9} it ThE A Bl A= MHT = 2710l 23] A1l 4]
YA A AEIAZ QIS AMYES =Y - tkar 2E

At

MHTE fist F0{7|2t o
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Ao} Abdsle] AAsIC) 20159 2R wj= YEe1skE] o
AZe A= MHTS] 7|t tis) ‘ﬂEEX%ﬂ st el
A Harizbog gAlslgt). B & duESAe A
Zr Xlé% T 2 Qﬂ% Eﬂilei ‘S}E‘rﬂ T8I Sl
4 Aok WHI 179 AS- d7F58 &
%6}91—3— ] 20% FE2] oJdo] FI-FA
Akt ey X8 %EP?— S Ak
FE vE] & 5= oL, ok S4o] A 7B9-ole 21t
38 9 Y Axd uet Al A5 ARE E @E}.
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sto] A7 AYAIE B8shar sle Aeole A3 Jdt
ARE & gl old B-olle 50ME AFste] 94 A1A
o1& =W 1-234=8 378 AYAE 837} 14w}
o 2-3E FA7IE 7HAAA A7) S8, AFTE bR #

Z) plasma follicle-stimulating hormone; FSH(H¥A|=35 2
) 352 Al 351U/Loldold HAew gt
MHT @Ho= Hgsle] E-g3itt. #H737] S35 45A7]
7] flete] MHTS R o2 H8ehk= Z9oe w9 284, 7
ZhE HES 2] 9t 22 AlE9] progestogen©] FHrE
EAIE A sh= Zlo] A-sithal Bl estrogen SE ¥
=73 £ 7Fs3 B F%(CEE 0.625 mg71&)yf
2 Ao] uigt 2 shria B gy 20212930

MHTE let MIx| MEx

Cochrane Database Systematic Review®? 7oA
estrogen T T 2RO VTEY 9134& t] =Y & Utk
31 3}%3l American Association of Clinical Endocrinologists
(AACE)/American College of Endocrinology (ACE)<] 2017
Al 1 AN ATE TR A FES] estrogen©]
VTE«] AL g ol AoF AEAYLH? WHISITA

+ Breast Cancert} Cardiovascular risk& iA1= CEE(conjugated
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Table 4. Oral estrogen/progesterone therapy for menopausal symptoms
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Mono therapy

estrogen progestogen

Used for postmenopausal symptom relief in women who
have undergone hysterectomy

Increased risk of endometriosis when prolonged single
administration of estrogen preparation to women with uterus

Estradiol valerate 1 mg, 2 mg(Proginova®), conjugated
equine estrogen 0.625 mg(Premarin®), estradiol hemihydrate
Img, 2 mg(Femostone®)

Medroxyprogesterone

Combination therapy
Presence of bleeding indication

Monophase; Used
after 1 year of
menopause,

No bleeding 1. used for the relief of symptoms of the women with

uninjured uterus after menopause (at least one year after
last menstrual period)
. . 2. Prevention of osteoporosis in postmenopausal women with
Diphase; Used within - terine af risk of fracture

1 year of

menopause, with

bleeding

Triphase; Use before 1. Menopause caused by estrogen deficiency

and after 2. Prevention of osteoporosis in postmenopausal women who
menopause, with are prone fo fractures (other osteoporosis prevention drugs
bleeding are confraindicated or not effective)

Tibolone

Estrogen analogs act through estrogen receptors. Breast and

endometrial tissues are not stimulated, and menopausal

symptom relief and postmenopausal bone loss prevention

1. The following symptoms after natural or surgical
menopause: facial flushing, night sweats

2. Post-menopausal osteoporosis which is easily fractured

Use after 12 months
of menopause. No
menstruation

Selective estrogen receptor modulator(SERM)
It acts selectively on the estrogen receptor

Prevention of postmenopausal to reduce the incidence of breast cancer

osteoporosis and prevention of breast and estrogenic effect to prevent

cancer. Facial flushing, increased osteoporosis. Developed as estrogen

risk of VTE replacement (indications: osteoporosis,
breast cancer)

No Vasomotor disturbance Treatment and Prevention of Osteoporosis

side effects in Postmenopausal Women

Tissue Selective Estrogen Complex (TSEC)=Estrogen+SERM complex

Used in the treatment of the following diseases of women who have not removed the

uterus.

1) Treatment of moderate to severe vasomotor symptoms associated with
menopause

2) Prevention of osteoporosis after menopause

Progesterone, a natural product and a synthetic substance

Inhibit the effect of Estrogen on Endometriosis

acetate 10 mg(Provera®), micronized

progesterone(Prometrium®) 100 mg, 200 mg

Estrogen+Progestin compound

estradiol hemihydrate 1 mg+ dyhydrogesterone
5mg (Femoston Conti®)

Estradiol hemihydrate 1 mg+ drospirenone

2 mg(Angelig®)

Estradiol hemihydrate 2 mg+ norethisterone acetate
Img(Cliane®):

Estradiol valerate 2 mg + cyproterone

1 mg(Climen®)

Estradiol valerate 2 mg+ levonorgestrel

0.075 mg(Nuvelle®)

estradiol hemihydrate 1mg/2mg+
dyhydrogesterone Smg(Femoston®)

estradiol hemihydrate 2 mg(12T) + estradiol
hemihydrate 2 mg/ norethisterone acetate

1 mg(10T) + estradiol hemihydrate 1mg(éT)
(Trisequens®)

Tibolone(Livial®)

Raloxifene (Evista ®)

Bazedoxifene (Conbriza®, Viviani®)

Bazedoxifen20 mg+conjugated estrogen
0.45 mg (Duavive ®)

o). 7 estrogens B-8-3llok 3=t Ago] ATHA pregnaned]  FEEEHAA t] $-5ZF o) ehaER, Wil o] dEE
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