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Eviana is indicated for women who have a uterus for the:

e Treatment of moderate to severe vasomotor symptoms associated with meno-
pause.

e Prevention of postmenopausal osteoporosis. When prescribing solely for the
prevention of postmenopausal osteoporosis therapy should only be considered
for women at significant risk of osteoporosis and non-estrogen medications
should be carefully considered .

The experience treating women older than 65 years is limited.
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4.4 Special warnings and precautions for use

Breast cancer

The overall evidence showssuggests an increased risk of breast cancer in women taking
combined oestrogen-progestagen and-peossibly-alseor oestrogen-only HRT that is de-
pendent on the duration of taking HRT.

The randomised placebo-controlled trial, the Women’s Health Initiative study (WHI), and
a meta-analysis of prospective epidemiological studies are consistent in finding an in-

creased risk of breast cancer in women taking combined oestrogen-progestagen HRT
that becomes apparent after about 3 (1-4) years (see section 4.8).

wmna#aN—(atmest%)—yeanResults from a Iarqe meta analv5|s showed that after stop-

ping treatment, the excess risk will decrease with time and the time needed to return to
baseline depends on the duration of prior HRT use. When HRT was taken for more than
5 years, the risk may persist for 10 years or more.

4.8 Undesirable effects

Breast cancer risk

An up to 2-fold increased risk of having breast cancer diagnosed is reported in women
taking combined oestrogen-progestagen therapy for more than 5 years.

TheAny increased risk in users of oestrogen-only therapy is substantialhy-lower than that
seen in users of oestrogen-progestagen combinations.

The level of risk is dependent on the duration of use (see section 4.4).
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Absolute risk estimations based on Rresults of the largest randomised placebo-

controlled trial (WHI-study) and the largest meta-analysis of prospective epidemiological
studiesy-{(MWS)} are presented below:

Millien-WomenLargest meta-analysis of prospective epidemiological Sstudiesy—

Estimated additional risk of breast cancer after 5 years’ use_in women with BMI 27

(ka/m?)

Age at start Incidence per 1,000 | Risk ratio** Additional cases per

HRTrange (years) never-users of HRT 1,000 HRT users
over a 5 years_peri- afterever 5 years’
od (50-54 years)* use-(95%-ChH

Oestrogen-only HRT

50-65 [ 13.39-12 [1.2 | 2.71-2 (0-3)

Combined oestrogen-progestagen

50-65  13.39-12 | 1.637 [ 8.0645-A

* Taken from baseline incidence rates in England in 2015 in developed-countrieswomen
with BMI 27 (kq/mz)

rx I ris! The risk ratio.i I n it inad
tion-on-use-

Note: Since the background incidence of breast cancer differs by EU country, the num-
ber of additional cases of breast cancer will also change proportionately.

Estimated additional risk of breast cancer after 10 years’ use in women with BMI 27
(kg/m?)

Age at start HRT Incidence per 1,000 | Risk ratio Additional cases per

(years) never-users of HRT 1,000 HRT users
over a 10 year peri- after 10 years
od (50-59 years)*

Qestrogen-only HRT

50 | 26.6 |13 7.1

Combined oestrogen-progestagen

50 | 26.6 | 1.8 | 20.8

* Taken from baseline incidence rates in England in 2015 in women with BMI 27 (kg/m?).
Note: Since the background incidence of breast cancer differs by EU country, the num-
ber of additional cases of breast cancer will also change proportionately.
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