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HRT’nin geldiği nokta 

2019 ? 
• Kadınlar-------bilmiyor, talep etmiyor, 

KORKUYOR

• Doktorlar------bilmiyor, sorumluluk almak 

istemiyor

• İlaç firmaları-----yeni ilac piyasaya 

vermiyorlar, satışlar cok düşük, 

ilgilenmiyorlar

• Fırsatçılar----Kanıta dayalı olmayan 

alternatifler (doğal hormonlar, 

fitoöstrojenler, vitaminler, bitkiler vs.)



Previously known as ;

Hormone Replacement Therapy (HRT), 

Menopause Hormone Therapy (MHT)

ET

EPT



Menopause

• Premature menopause

• Early menopause

• Surgical menopause

• Natural menopause



FDA-APPROVED INDICATIONS

• Vasomotor symptoms (Level I)

• Prevention of bone loss (Level I)

• Premature hypoestrogenism (Level II)

– Hormone therapy is approved for women with 

hypogonadism, POI, or premature surgical 

menopause

• Genitourinary symptoms (Level I)





MHT Decision

Use

• Mod-severe VMS not 

relieved by lifestyle changes

• NO contraindications

• Newly menopause

Not Use

• VMS not bothersome

• Symptoms only vaginal- use 

ET

• Contraindication to E2

• Late menopause
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Unexplained vaginal bleeding





premenstrual syndrome type of 

side effects

weight gain

heavy or painful withdrawal 

period

heavy or painful withdrawal period



Östrojen tedavisi-uygulama 

yolları

• Oral

• Parenteral
Transdermal patch
Perkutanöz jel
Spray

Krem 

S.C İmplant

• Lokal
Tablet, krem, halka



Target organs of oestrogen

• Bone

• Urogenital

• Vasomotor

• Heart

• Eyes

• Teeth

• Breast

• Colon





Consequences of oestrogen loss

Symptoms
(early)

Hot flushes
Insomnia
Irritability
Mood disturbances

Physical changes
(intermediate)

Vaginal atrophy
Stress (urinary) incontinence
Skin atrophy

Diseases
(late)

Osteoporosis
Cardiovascular disease
Dementia of the Alzheimer’s type
Cancers









MHT regimens

• Sequential preparation: progestogen added 

for 12-14 days each month. Some women will not 

bleed on sequential preparations and this is not a 

cause for concern provided that the progestogen is 

taken correctly.

• Continuous combined : give oestrogen and 

progestogen daily. These preparation induces 

endometrial atrophy. Intermittent bleeding and 

spotting are common in the first few month of use. 

More suitable for women who are at least one year 

since their last spontaneous period.



Management of irregular bleeding

• Sequential regimen: bleeding should occur at 

around the time of progestogen withdrawal (on or 

after day 11). Bleeding occurs at other time or 

persistent irregular bleeding should be investigated.

• Continuous combined regimen: amenorrhoea 

should be achieved 4 months after start of treatment. 

Spotting during the first few months is common. 

Spotting which occurs after a period of amenorrhoea 

should be investigated.



Regimens for Hormone 

Replacement Therapy
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Table X. Estrogen therapy products approved for postmenopausal use in the United 
States
Oral products

Composition Product name(s) Range of available dose strengths

Conjugated estrogens Premarin 0.3-1.25 mg
Synthetic conjugated estrogens, A* Cenestin 0.3-1.25 mg

Synthetic conjugated estrogens, B** Enjuvia 0.3-1.25 mg

Esterified estrogens Menest 0.3-1.25 mg
17β-estradiol Estrace, various generics 0.5-2.0 mg
Estradiol acetate Femtrace 0.45-1.8 mg
Estropipate Ortho-Est 0.625 mg (0.75 mg estropipate, calculated as 

sodium estrone sulfate 0.625 mg) to 5.0 mg 
(6.0 mg)

Transdermal products

Composition Product name(s) Dose details

17β-estradiol matrix patch Alora, Climara, Esclim, 
Fempatch, Menostar, Vivelle, 
Vivelle-Dot, various generics

0.014-0.1 mg delivered daily; 
applied once or twice weekly

17β-estradiol reservoir patch Estraderm 0.05-0.1 mg delivered daily; 
applied twice weekly

17β-estradiol transdermal gel EstroGel, Elestrin, Divigel Applied daily via metered pump or packet 
delivering 0.52-0.75 mg of 17β-estradiol in gel

17β-estradiol topical emulsion Estrasorb 2 packets applied daily

17β-estradiol transdermal spray Evamist 1 spray/d, up to 2-3/d if needed

*    9 estrogens
** 10 estrogens



Table X. Estrogen therapy products approved for postmenopausal use in US (cont’d)

Vaginal products

Composition Product name(s) Dose details

17β-estradiol vaginal cream* Estrace Vaginal Cream Initially 2-4 g/d for 1-2 wk, followed by 
maintenance dose of 1 g/d
(0.1 mg active ingredient/g)

Conjugated estrogens cream* Premarin Vaginal Cream For vaginal atrophy: 0.5-2 g/d for 21 d then off 7 
d
For dyspareunia: 0.5 g/d for 21 d then off 7 d , 
or twice weekly
(0.625 mg active ingredient/g)

17β-estradiol vaginal ring Estring Device containing 2 mg releases 
7.5 µg/d for 90 days (for vulvovaginal atrophy)

Estradiol acetate vaginal ring Femring Device containing 12.4 mg or 24. 8 mg estradiol 
acetate releases 0.05 mg/d or 0.10 mg/d 
estradiol for 90 days (both doses release 
systemic levels for treatment of vulvovaginal
atrophy and vasomotor symptoms)

Estradiol hemihydrate vaginal tablet Vagifem Initially 1 tablet/d for 2 wk, followed by 1 tablet 
twice weekly (tablet 10 µg of estradiol 
hemihydrates, equivalent to 10 µg of estradiol; 
for vulvovaginal atrophy)

*N.B. Higher doses of vaginal estrogen are systemic, meant to relieve hot flashes as well as vaginal atrophy; the lower doses are 

intended for vaginal symptoms only even though a small amount does get absorbed.



Table XX. Combination EPT products comparing estrogen and progestogen doses

Product name(s) Standard/low dose Estrogen Progestogen

Prempro Standard

Low

0.625 mg conjugated 
estrogens

0.3 or 0.45 conjugated 
estrogens

2.5 or 5 mg medroxyprogesterone 

acetate

1.5 mg medroxyprogesterone 

acetate

Femhrt Standard

Low

5 µg ethinyl estradiol 

2.5 µg ethinyl estradiol 

1 mg norethindrone acetate

0.5 mg norethindrone acetate

Activella Standard

Low

1 mg 17β-estradiol

0.5 mg 17β-estradiol

0.5 mg norethindrone acetate 

0.1 mg norethindrone acetate 

Angeliq Low

Lower

0.5 mg 17β-estradiol

0.25 mg 17β-estradiol 

1 mg drospirenone

0.5 mg drospirenone



Türkiyede  Menopoz Tedavisi 

Endikasyonlu İlaclar
GYNOFLOR IBRAHIM ESTRADIOL + LACTOBACILLUS ACIDOPHILUS

ESTROFEM
NOVO 

NORDISK ESTRADIOL
CYCLO PROGINOVA BAYER ESTRADIOL + NORGESTREL

ESTRIOL ASSOS ILAC ESTRIOL

TRISEQUENS
NOVO 

NORDISK
ESTRADIOL + 

NORETHISTERONE
CLIMARA BAYER ESTRADIOL

VAGIFEM
NOVO 

NORDISK ESTRADIOL
CLIMEN BAYER CYPROTERONE + ESTRADIOL

ANGELIQ BAYER DROSPIRENONE + ESTRADIOL

DIVINA IBRAHIM
ESTRADIOL + 

MEDROXYPROGESTERONE

ACTIVELLE
NOVO 

NORDISK
ESTRADIOL + 

NORETHISTERONE

KLIOGEST
NOVO 

NORDISK
ESTRADIOL + 

NORETHISTERONE
COLPOTROPHINE MERCK SERONO PROMESTRIENE

ESTRADERM TTS NOVARTIS ESTRADIOL

ESTREVA MERCK SERONO ESTRADIOL

LIVIAL M.S.D. TIBOLONE











Natural Hormone Replacement 

Therapy

• The medical community's growing interest in finding a 

more “natural” approach to hormone therapy has focused 

attention on natural hormones. Natural hormones, also 

known as bioidentical hormones, are used to treat 

menopause symptoms and other manifestations of 

hormonal imbalance.

• Natural hormones are plant-derived hormones that are 

custom-mixed in order to be chemically identical to 

estradiol, estrone, estriol, progesterone, and testosterone, 

the endogenous hormones made by the body. 







ET Drug Delivery 

• Oral delivery

– Requires larger total doses than patch ET*

– Undergoes first-pass hepatic metabolism and 

is rapidly metabolized by the liver1

– Taken once daily

• Transdermal patch delivery

– Requires smaller total doses than oral ET*

– Absorbed through the skin directly into the 

bloodstream, avoiding first-pass hepatic 

metabolism1

– Applied once or twice weekly

*Therapeutic levels are achieved with smaller transdermal doses compared to oral therapy. This does not imply 

differences in safety or efficacy.



Favoring Transdermal Estrogen
• Women’s preference

• NIDDM

• History of DVT

• Hypertension

• Hypertriglyceridemia

• Cholelithiasis

• Liver disease

• Obesity

• Smoking

• Migraine

• İnability yo use oral 
tablets

• Patches (oestrogen 

only or combined 

preparation) or 

oestrogen gels

• Skin irritation may 

be a problem but 

new matrix patches 

and the gels are 

usually well 

tolerated
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MHT-6 RULES

• IS SHE AT THE WINDOW OF 

OPPORTUNITY?

• RULE OUT CONTRAINDICATIONS 

FOR MHT

• EVALUATE CARDIOVASCULAR RISK

• EVALUATE BREAST CANCER RISK

• UTERUS PRESENT ?

• IS THE PATIENT ON ADEQUATE 

DOSES OF PROGESTERONE ?





Latest evidence on using hormone replacement therapy in the menopause

The Obstetrician & Gynaecologist, Volume: 17, Issue: 1, Pages: 20-28, First published: 19 December 2014, DOI: (10.1111/tog.12155) 



An algorithm for the administration of HRT

No HRT

Yes

Unopposed oestrogen therapy

Previous hysterecomy

Cyclical / sequential HRT

Intact uterus + amenorrhoea < 2 yrs

Continuous combined HRT

Intact uterus + amenorrhoea > 2 yrs

Commence HRT

Baseline investigations completed

No

Absolute contra-indication?

Decision made to user HRT



Summary
• HRT is a safe option for healthy, symptomatic women, who are within 

10 years of menopause or < 60 years and do not have 

contra‐indications to HRT

• Combined (estrogen – progestogen) therapy should be used for women

with intact uterus; unopposed estrogen should be used for women who

have undergone hysterectomy.

• Transdermal 17‐beta estradiol is suggested as first‐line estrogen. The

transdermal route is particularly suggested in women with

hypertriglyceridemia or risk factors for thromboembolism.

• Micronized progesterone/dydrogesterone is suggested as first‐line 

progestogen, as it is effective for endometrial hyperplasia, 

metabolically neutral and does not increase the risk of breast cancer or 

CHD.

• For women who experience recurrent symptoms after HRT 

discontinuation, HRT at the lowest dose or non‐hormonal options are 

suggested.


