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Gendevra film coated tablets

(elvitegravir / cobicistat / emtricitabine / tenofovir alafenamide fumarate)
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Gendevra is indicated for the treatment of human immunodeficiency virus-1 (HIV-1)

infection without any known mutations associated with resistance to the integrase

inhibitor class, emtricitabine or tenofovir as follows:

¢ In adults and adolescents aged from 12 years and with body weight at least 35 kg

e In children aged from 6 years and with body weight at least 25 kg for whom
alternative regimens are unsuitable due to toxicities.
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4.2 Posology and method of administration

Method of administration

Gendevra should be taken orally, once daily with food (see section 5.2). Due to the bitter taste, it is
recommended that Fthe film-coated tablet sheuld-not be chewed or crushed.

4.3  Contraindications

Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.

Co-administration is contraindicated with medicinal products that are highly dependent on CYP3A for clearance
and for which elevated plasma concentrations are associated with serious or life-threatening adverse reactions.
Therefore Gendevra should not be co-administered with medicinal products that include, but are not limited to,
the following (see sections 4.4 and 4.5):

° lipid-modifying agent: lomitapide

4.4 Special warnings and precautions for use

Pregnancy

Treatment with cobicistat and elvitegravir during the second and third trimesters of pregnancy has been shown to
result in lower elvitegravir exposures (see section 5.2). Cobicistat levels decrease and may not provide sufficient
boosting. The substantial reduction in elvitegravir exposure may result in virological failure and an increased
risk of mother-to-child transmission of HIV infection. Therefore, therapy with Gendevra should not be initiated
during pregnancy, and women who become pregnant during therapy with Gendevra should be switched to an
alternative regimen (see section 4.6).

Excipients

This medicine contains less than 1 mmol sodium (23 mq) per tablet, that is to say essentially
‘sodium-free’.

45  Interaction with other medicinal products and other forms of interaction
Concomitant use contraindicated

Co-administration of Gendevra and other medicinal products primarily metabolised by CYP3A such as
amiodarone, lomitapide, quinidine, cisapride, pimozide, lurasidone, alfuzosin and sildenafil for pulmonary
arterial hypertension is contraindicated (see section 4.3).

Table 1: Interactions between the individual components of Gendevra and other medicinal products

Medicinal product by therapeutic Effects on medicinal product levels. Recommendation concerning
areas Mean percent change in AUC, Cmax, co-administration with Gendevra
Cminl
LIPID-MODIFYING AGENTS
Lomitapide Interaction not studied with any of | Coadministration with lomitapide is
the Components Of Gendevra_ Contraindicated (See Section 43)

Lomitapide is highly dependent on
CYP3A for its metabolism and co-
administration with Gendevra may
result in increased concentrations
of lomitapide and potential for
markedly increased transaminases.

4.6  Fertility, pregnancy and lactation
Pregnancy

Treatment with cobicistat and elvitegravir during the second and third trimesters of pregnancy has been shown to
result in lower elvitegravir exposure (see section 5.2). Cobicistat levels decrease and may not provide sufficient
boosting. The substantial reduction in elvitegravir exposure may result in virological failure and an increased
risk of mother-to-child transmission of HIV infection. Therefore, therapy with Gendevra should not be initiated




during pregnancy, and women who become pregnant during therapy with Gendevra should be switched to an
alternative regimen (see section 4.4).

4.7  Effects on ability to drive and use machines
Gendevra may have minor influence on the ability to drive and use machines. Patients should be informed that
dizziness has been reported during treatment with Gendevra.

5.2  Pharmacokinetic properties

Pregnancy and postpartum

The results reported from a prospective study (IMPAACT P1026s) showed that treatment with cobicistat and
elvitegravir-containing regimens during pregnancy results in lower elvitegravir and cobicistat exposures

(Table 7).

Table 7: Changes in pharmacokinetic parameters from the IMPAACT P1026s study for elvitegravir and
cobicistat in women receiving cobicistat and elvitegravir-containing regimens during the second and third
trimesters of pregnancy compared to paired postpartum data

Comparison to paired Mean % change of elvitegravir

Mean % change of cobicistat

postpartum data, n pharmacokinetic parameters® pharmacokinetic parameters®
AUCx Crmax Ca AUC Crmax Cu
2T/PP,n=14 1 24%" 1 8% 181%° 1 44%" 1 28%" 1 60%"
3T/PP,n=24 1 44%" 128%" 1 89%" 1 59%" 1 38%° 1 76%"

2T = second trimester; 3T = third trimester; PP =postpartum
a_ paired comparisons
b P<0.10 compared with postpartum
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