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4.3 Contraindications

CHCs must not be used in the followmg condltlons A&n&eptdemtelegteal—dat&ate—yetava#ablewm

appheable%theesaef—Zeely—Should any of the condltlons appear for the flrst tlme durlng Zoely use, the
medicinal product should be stopped immediately.

4.4 Special warnings and precautions for use
Warnings

If any of the conditions or risk factors mentioned below is present, the suitability of Zoely should be
discussed with the woman.

In the event of aggravation, or first appearance of any of these conditions or risk factors, the woman
should be advised to contact her doctor to determine whether the use of Zoely should be discontinued.
All data presented below are based upon epldemlologlcal data obtalned Wlth CHCs contammg
ethlnylestradlol and app y to Zoely—¢ ;

Risk of venous thromboembolism (VTE)

. The use of any combined hormonal contraceptive (CHC) increases the risk of venous
thromboembolism (VTE) compared with no use. Products that contain levonorgestrel,
norgestlmate or norethlsterone are assouated with the Iowest risk of VTE. {-isneotyet

r|sk of VTE in the same range as observed Wlth CHC contalnlnq Ievonorqestrel The
decision to use any product other than one known to have the lowest VTE risk should be
taken only after a discussion with the woman to ensure she understands the risk of VTE
with CHCs, how her current risk factors influence this risk, and that her VTE risk is highest
in the first ever year of use. There is also some evidence that the risk is increased when a
CHC is re-started after a break in use of 4 weeks or more.

. In women who do not use a CHC and are not pregnant about 2 out of 10,000 will develop a VTE
over the period of one year. However, in any individual woman, the risk may be far higher,
depending on her underlying risk factors (see below).

. Epidemiological studies in women who use low dose (<50 micrograms ethinylestradiol) CHC have
found that out of 10,000 women between 6 and 12 will develop a VTE in one year.
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. It is estimated that out of 10,000 women who use a levonorgestrel-containing CHC about 6 will

. The number of VTES per year with low dose CHCs is fewer than the number expected in women
during pregnancy or in the postpartum period.
VTE may be fatal in 1-2 % of cases.
Extremely rarely, thrombosis has been reported to occur in CHC users in other blood vessels, e.g.
hepatic, mesenteric, renal, or retinal veins and arteries.

Symptoms of ATE

Hepatitis C

e During clinical trials with the hepatitis C virus (HCV) 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.

e Other conditions

. Irwomen-with-hereditary-angioedema,—eExogenous oestrogens may induce or exacerbate

symptoms of hereditary and acquired angioedema.

4.5 Interaction with other medicinal products and other forms of interaction

Other 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).
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Mid-point of range of 5-7 per 10,000 WY, based on a relative risk for CHCs containing levonorgestrel versus non-use of approximately 2.3 to 36!
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