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For the treatment of vulvo-vaginal complaints related to estrogen deficiency.
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e Evidence regarding the risks associated with HRT in the treatment of premature menopause is
limited. Due to the low level of absolute risk in younger women, however, the balance of benefits and
risks for these women may be more favorable than in older women.
skokosksk
Endometrial hyperplasia
e In women with an intact uterus the risk of endometrial hyperplasia and carcinoma is increased
when systemic oestrogens are administered alone for prolonged periods.
e For Ovestin vaginal cream, the systemic exposure of estriol remains closely to the normal
postmenopausal range when used in a twice weekly administration, it is not recommended to add
a progestagen
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The following risks have been associated with systemic HRT and apply to a lesser extent for Ovestin
vaginal cream of which the systemic exposure to estriol remains within the normal postmenopausal
range when used in a twice weekly administration. However, they should be considered in case of

long term or repeated use of this product

Breast Cancer

» Epidemiological evidence from a large meta-analysis suggests no increase in risk of breast cancer
in women with no history of breast cancer taking low dose vaginally applied oestrogens. It is

unknown if low dose vaginal oestrogens stimulate recurrence of breast cancer.



Z)\ Padagis

plaeebe. HRT, especially estrogen-progestagen combined treatment, increases the density of

mammographic images which may adversely affect the radiological detection of breast cancer.

e  C(Clinical studies reported that the likelihood of developing increased mammographic density was
lower in subjects treated with estriol than in subjects treated with other estrogens.

1t is unknown whether Ovestin carries the same risk. In a several population-based case-control
studies, estriol was found not to be associated with an increased risk of breast cancer, in contrast to
other estrogens. However, the clinical implications of these findings are as yet unknown. Therefore, it
is important that the risk of being diagnosed with breast cancer is discussed with the patient and
weighed against the known benefits of HRT.

Ovarian cancer
Ovarian cancer is much rarer than breast cancer.

Epidemiological evidence from a large meta-analysis suggests a slightly increased risk in women
taking oestrogen-only systemic HRT, which becomes apparent within 5 years of use and diminishes
over time after stopping.

Venous thromboembolism

e Systemic HRT is associated with a higher relative risk of developing venous thromboembolism
(VTE), i.e. deep vein thrombosis or pulmonary embolism.. The occurrence of such an event is
more likely in the first year of HRT than later

e Patients with known thrombophilic states have an increased risk of VTE and HRT may add to this
risk. HRT is therefore contraindicated in these patients (see section 4.3).

e  Generally recognised risk factors for VTE include a personal history or family history, severe
obesity (BMI > 30 kg/m?), and systemic lupus erythematosus (SLE). There is no consensus about
the possible role of varicose veins in VTE.

e Asin all postoperative patients, prophylactic measures need to be considered to prevent VTE
following surgery. If prolonged immobilisation is to follow elective surgery, temporarily stopping
HRT 4 to 6 weeks earlier is recommended. Treatment should not be restarted until the woman is
completely mobilised.

e In women with no personal history of VTE but with a first degree relative with a history of
thrombosis at young age, screening may be offered after careful counseling regarding its
limitations (only a proportion of thrombophilic defects are identified by screening). If a
thrombophilic defect is identified which segregates with thrombosis in family members or if the
defect is ‘severe’ (e.g., antithrombin, protein S, or protein C deficiencies or a combination of
defects) HRT is contraindicated.

e  Women already on chronic anticoagulant treatment require careful consideration of the benefit-
risk of use of HRT.
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Coronary artery disease (CAD)

Oestrogen-only

Randomized controlled data found no increased risk of CAD in hysterectomized women using
systemic oestrogen-only therapy.

Ischemic stroke

Systemic oestrogen-only therapy are associated with an up to 1.5-fold increase in risk of ischemic
stroke. The relative risk does not change with age or time since menopause. However, as the baseline
risk of stroke is strongly age-dependent, the overall risk of stroke in women who use HRT will
increase with age (see section 4.8).

Other conditions

Oestrogens increase thyroid binding globulin (TBG), leading to increased circulating total thyroid
hormone, as measured by protein-bound iodine (PBI), T4 levels (by column or by radio-
immunoassay) or T3 levels (by radio-immunoassay). T3 resin uptake is decreased, reflecting the
elevated TBG. Free T4 and free T3 concentrations are unaltered. Other binding proteins may be
elevated in serum, i.e. corticoid binding globulin (CBG), sex-hormone-binding globulin (SHBG)
leading to increased circulating corticosteroids and sex steroids, respectively. Free or biological
active hormone concentrations are unchanged. Other plasma proteins may be increased
(angiotensinogen/renin substrate, alpha-I-antitrypsin, ceruloplasmin).

HRT use does not improve cognitive function. There is some evidence of increased risk of probable
dementia in women who start using continuous combined or estrogen-only HRT after the age of 65.

Interactions with other medicinal products and other forms of interaction

Due to the vaginal administration and minimal systemic absorption, it is unlikely that any clinically
relevant drug interactions will occur with Ovestin. However interactions with other locally applied
vaginal treatments should be considered.

Undesirable effects

Class effects associated with systemic HRT

The following risks have been associated with systemic HRT and apply to a lesser extent for Ovestin
vaginal cream of which the systemic exposure to estriol remains closely to the normal postmenopausal
range when used in a twice weekly administration.

Ovarian cancer

Use of systemic HRT has been associated with a slightly increased risk of having ovarian cancer
diagnosed (see Section 4.4).

A meta-analysis from 52 epidemiological studies reported an increased risk of ovarian cancer in
women currently using systemic HRT compared to women who have never used HRT (RR 1.43, 95%
CI 1.31-1.56). For women aged 50 to 54 years taking 5 years of HRT, this results in about 1 extra case
per 2000 users. In women aged 50 to 54 who are not taking HRT, about 2 women in 2000 will be
diagnosed with ovarian cancer over a 5-year period.
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