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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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4.4 Special warnings and precautions for use

ALT elevations

During clinical trials with patients treated for hepatitis C virus (HCV) infections with the
combination regimen ombitasvir/paritaprevir/ritonavir and dasabuvir with or without ribavirin
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 or
sofosbuvir/velpatasvir/voxilaprevir, 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, and
ombitasvir/paritaprevir/ritonavir and dasabuvir with or without ribavirin 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
following combination drug regimens: ombitasvir/paritaprevir/ritonavir and dasabuvir with or

without ribavirin dasabuvir-and-also-theregimen glecaprevir/pibrentasvir or

sofosbuvir/velpatasvir/voxilaprevir. 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 and
dasabuvir with and without ribavirin dasabuvir, ALT elevations greater than 5 times the upper
limit of normal (ULN) were significantly more frequent in women using ethinylestradiol-containing
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medicinal products such as CHCs. Additionally, also with glecaprevir/pibrentasvir or
sofosbuvir/velpatasvir/voxilaprevir, 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, and
ombitasvir/paritaprevir/ritonavir and dasabuvir with or without ribavirin 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
following combination drug regimens: ombitasvir/paritaprevir/ritonavir and dasabuvir with or

without ribavirin dasabuvir and-alse-theregimen-with glecaprevir/pibrentasvir or
sofosbuvir/velpatasvir/voxilaprevir (see section 4.4).

[2IX |17V

N91NNA wIin'wn 9% .2
NI'N9NAN |'2 NIRAIAN

N7V NNNK NI9NN 12 [9IXN 72V Y'Own? 1Yy '17n *2amin 719'0

.D'9PNN W NN NTY7 DAY 717 NTw RN L(11AN0imKe) n'097'oK7 n9NN - e

¥ pA7wn 9! nwwn md) (HCV) C aon oworvdn qaia 71907 NIDNN e
BY—HOW—BA—HD [VINAN—IHINROXT K77 IN DY QUAKROKTI V'HXIIUT/NI9RUNIRD/NTIORUANING
TID TIPSN NIXXINA A"7Y7 nMat NI ((N9X?'oRIANMIONVDZ1/N'TIA0I9I0 IX 1'HONVINAD/NINORPAI
D'7ONN DA7IYN DU72IMIN NYan 'wynkd nivnnwnn o'wi (ALT Tadon omxa ntv) 0T Nl
n71>' ALT 73100 n'1axa n"72yn oRN YIT X7 2TI00X7'1'NIR DIzna 21MTI00oX n'7'on 50 71X 2 TuoN? 1R
.C a10n 0'v'u9nN 9211 271IWnn 719'0n oy TN' 50 KA Win'wa wnann

n1anY? N9 "y 0'09TIN 072177 N1 L,NIRNAN TIYA INKAW NIDINNN 1AXAQ DI0N97 N7wW1 DD TIvAN D1I7VN
info@truemed.co.il :NVRYR WIT NaMd2 I8 09-8780111 702 n"va TN

no7a
n"va Tnnn

TrueMed LTD. | 10 Benny Gaon St., Poleg Industrial Park, P.O.Box 8105, South Netanya 4250499, Israel
T:972-9-8780111 | F:972-9-8780333 | www.truemed.co.il



