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Gendevra >

elvitegravir 150mg/cabicistat 150mg/emtricitabine
200mg/tenofovir alafenamide 10mg tablets
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Gendevra film coated tablets
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Tenofovir alafenamide 10mg/Emtricitabine 200mg/Cobicistat 150mg/Elvitegravir 150mg
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GENDEVRA is indicated for the treatment of adults and adolescents (aged 12 years and older
with body weight at least 35 kg) infected with human immunodeficiency virus 1 (HIV 1) without
any known mutations associated with resistance to the integrase inhibitor class, emtricitabine
or tenofovir.
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4.3 Contraindications

Co administration is contraindicated with the-feHlowing medicinal products that are highly
dependent on CYP3A due-to-the-potential for clearance and for which elevated plasma
concentrations are associated with serious or life threatening adverse reactions. Therefore erloss

of virologic-response-and-possibleresistance-to-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):

Co-administration is contraindicated with medicinal products that are strong inducers of CYP3A due to
the potential for loss of virologic response and possible resistance to Gendevra. 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):

e anticonvulsants: carbamazepine, phenobarbital, phenytoin

e antimycobacterials: rifampicin

e herbal products: St. John’s wort (Hypericum perforatum)
4.4  Special warnings and precautions for use
Gendevra should not be administered concomitantly with medicinal products containing tenofovir
alafenamide, tenofovir disoproxil, lamivudine or adefovir dipivoxil used for the treatment of

HBV infection (see section 4.5).

Contraception requirements




Gilead Sciences Israel Ltd.
4 Harash street, Hod Hasharon ISRAEL
Tel: 972-8802052¢ Fax: +972-73-2844501

GILEAD

Advancing Therapeutics.
Improving Lives.

9

Female patients of childbearing potential should use either a hormonal contraceptive containing at least
30 ug ethinyloestradiol and containing drospirenone or norgestimate as the progestogen or should use
an alternative reliable method of contraception (see sections 4.5 and 4.6). The effeet use efco-
administration of Gendevra with oral contraceptives containing other progestogens than-nergestimate-is
not-known-and-therefore, should be avoided (see section 4.5). Plasma concentrations of drospirenone
are expected to be increased following co-administration with Gendevra and clinical monitoring is
recommended due to the potential for hyperkalaemia (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Gendevra should not be administered concomitantly with medicinal products containing tenofovir

alafenamide, tenofovir disoproxil {as-fumarate}, lamivudine or adefovir dipivoxil used for the treatment
of HBV infection.

Medicinal product by Effects on medicinal product Recommendation concerning
therapeutic areas levels. co-administration with Gendevra
Mean percent change in AUC,
Cma:(a Cminl

GLUCOCORTICOIDS
All corticosteroids excluding cutaneous products

Corticosteroids primarily
metabolised by CYP3A (including
betameathasone, budesonide,
fluticasone, mometasone,
prednisone, triamcinolone).

Interaction not studied with any of
the components of Gendevra.

Plasma concentrations of these
medicinal products may be
increased when co-administered
with Gendevra, resulting in reduced
serum cortisol concentrations.

Concomitant use of Gendevra and
corticosteroids that are metabolisec
by CYP3A (e.g. fluticasone
propionate or other inhaled or nasa
corticosteroids) may increase the
risk of development of systemic
corticosteroid effects, including
Cushing’s syndrome and adrenal
suppression.

Co-administration with
CYP3A-metabolised corticosteroid
is not recommended unless the
potential benefit to the patient
outweighs the risk. in which case
patients should be monitored for
systemic corticosteroid effects.
Alternative corticosteroids which
are less dependent on CYP3A
metabolisme.g. beclomethasone fo
intranasal or inhalational use shoul
be considered, particularly for
long-termuse.

monitorngis NS mendedupen
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Recommendation concerning
co-administration with Gendevra

ORAL CONTRACEPTIVES

Drospirenone/Ethinvioestradiol

Interaction not studied with

(3 mg/0.02 mg single dose)/
Cobicistat (150 mgonce

daily)MNergestimate

d Eﬂf‘}4

Gendevra.

Expected
DrospirenoneMeorgestimate:
AUC- 71259
Canen 1 108%

Plasma concentrations of
drospirenone may be increased
when co-administered with
cobicistat-containing products.
Clinical monitoring is recommended
due to the potential for

hyperkalemia.

Caution should be exercised when
co-administering Gendevra anda
hormonal contraceptive. The
hormonal contraceptive should
containat least 30 ug
ethinyloestradiolethinylestradiol
and contain drospirenone or
norgestimate as the
progestogenprogestages or patients

should use an altemative reliable
method of contraception (see
sections 4.4 and 4.6).

The long-term effects of substantial
increases in progestogen exposure

are unknown.
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HMG CO-4 REDUCTASE INHIBITORS

Rosuvastatin (10 mg single dose)’ | Elvitegravir: Concentrations of rosuvastatin are
Elvitegravir (150 mgonce daily)) | AUC: « transiently increased when
Cobicistat (150 mgonce daily) Crin” administered with elvitegravir and
Crax” < cobicistat. Dose modifications are
not necessary when rosuvastatinis
Rosuvastatin: administered in combination with
AUC: 138% Gendevra.
Crmin: NFA
Cumex” 1 89%
Atorvastatin (10 mgsingle Atorvastatin: Concentrations of atorvastatin are
dose)/Elvitegravir (150 mg once AUC: 1160% increased when co-administered
dailv)/Cobicistat (150 mgonce Crin: NC with elvitegravir and cobicistat.
daily)/Emtricitabine (200mgonce | Cpay-1132% Start with the lowest possible dose
daily)/Tenofovir alafenamide of atorvastatin with careful
(10 mg once daily) Elvitegravir: monitoring upon co-administration
AUC: ¢« with Gendevra.
Crin &
Cranl €2

Atorvastatin
Pitavastatin

Interaction not studied with any of
the components of Gendevra.

Concentrations of atervastatinand
pitavastatin may be increased when
administered with elvitegravir and
cobicistat.

Caution should be exercised when
co-administering Gendevra with
pitavastatin.
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https://www.old.health.gov.il/units/pharmacy/trufot/index.asp?safa=h
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