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Deficiency symptoms by absence of Estrogen after the menopause or after surgical removal of
the ovarians.

They comprise hot flushes, insomnia, atrophies of the urogenital system, changes of mood and
increasing loss of the bone substance, which can lead to osteoporosis.

In women with intact uterus, estrogen substitution must always be supplemented with a sequential
gestagen therapy.

Estradiol (as hemihydrate) 3.2 mg ‘2'wo min
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4.3 Contraindications

e Previous or current venous thromboembolism (deep venous thrombosis, pulmonary
embolism)

4.4 Special warnings and precautions for use

Other conditions

Oestrogens may cause fluid retention, and therefore patients with cardiac or renal dysfunction
should be carefully observed.

Women with pre-existing hypertriglyceridaemia should be followed closely during oestrogen
replacement or hormone replacement therapy, since rare cases of large increases of plasma
triglycerides leading to pancreatitis have been reported with oestrogen therapy in this condition.

Exogenous estrogens may induce or exacerbate symptoms of hereditary and acquired
angioedema.
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ALT elevations

During clinical trials with patients treated for hepatitis C virus (HCV) infections with the
combination regimen ombitasvir/paritaprevir/ritonavir with and without dasabuvir, ALT
elevations greater than 5 times the upper limit of normal (ULN) were significantly more frequent
in women using ethinylestradiol-containing medicinal products such as CHCs. Additionally, also
in patients treated with glecaprevir/pibrentasvir, ALT elevations were observed in women using
ethinylestradiol-containing medications such as CHCs. Women using medicinal products
containing oestrogens other than ethinylestradiol, such as estradiol, had a rate of ALT elevation
similar to those not receiving any oestrogens; however, due to the limited number of women
taking these other oestrogens, caution is warranted for co-administration with the combination
drug regimen ombitasvir/paritaprevir/ritonavir with or without dasabuvir and also the regimen
glecaprevir/pibrentasvir. See section 4.5.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacodynamic interactions

During clinical trials with the HCV combination drug regimen ombitasvir/paritaprevir/ritonavir with
and without dasabuvir, ALT elevations greater than 5 times the upper limit of normal (ULN) were
significantly more frequent in women using ethinylestradiol-containing medicinal products such
as CHCs. Women using medicinal products containing oestrogens other than ethinylestradiol,
such as estradiol, had a rate of ALT elevation similar to those not receiving any oestrogens;
however, due to the limited number of women taking these other oestrogens, caution is
warranted for co-administration with the combination drug regimen
ombitasvir/paritaprevir/ritonavir with or without dasabuvir and also the regimen with
glecaprevir/pibrentasvir (see section 4.4).

4.8 Undesirable effects

Risk of venous thromboembolism

HRT is associated with a 1.3-3-fold increased 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 using HT (see section 4.4).

Results of the WHI studies are presented:
WHI Studies - Additional risk of VTE over 5 years’ use

Age range (years) [Incidence per 1000  Risk ratio & 95%Cl Additional cases per 1000
women in placebo HRT users
arm over 5 years

Oral oestrogen-only*

50-79 | 7 1.2 (0.6-2.4) | 1(-3-10)
Oral combined oestrogen-progestogen
50-79 4 2.3(1.2-4.3) 5(1-13)

*Study in women with no uterus
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Risk of coronary artery disease

* The risk of coronary artery disease is slightly increased in users of combined oestrogen-
progestagen HRT over the age of 60 (see section 4.4).

Risk of ischaemic stroke

» The use of oestrogen-only and oestrogen + progestagen therapy is associated with an up to
1.5 fold increased relative risk of ischaemic stroke. The risk of haemorrhagic stroke is not
increased during use of HRT.

* This relative risk is not dependent on age or on duration of use, but as the baseline risk is
strongly age-dependent, the overall risk of stroke in women who use HRT will increase with age,

see section 4.4.

WHI studies combined - Additional risk of ischaemic stroke* over 5 years’ use

Age range (years) Incidence per 1000 Risk ratio Additional cases
women in placebo arm | and 95%ClI per 1000 HRT
over 5 years users over 5 years

50-59 8 1.3(1.11.6) 3 (1-5)
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