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Biktarvy film coated tablets

(bictegravir / emtricitabine / tenofovir alafenamide fumarate)
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Biktarvy is indicated for the treatment of adults infected with human
immunodeficiency virus-1 (HIV-1) without present or past evidence of viral

resistance to the integrase inhibitor class, emtricitabine or tenofovir.
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https://israeldrugs.health.gov.il/#!/byDrug/drugs/index.html
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4.2 Posology and method of administration

Posology
Special populations

: mited-data-on tsC-ol-Biktarvy-ir fts-agce ars-and-over—No dose adjustment
of Biktarvy is required in elderbypatients aged > 65 years (see sections 4.8 and 5.2).

Hepatic impairment

No dose adjustment of Biktarvy is required in patients with mild (Child-Pugh Class A) or moderate
(Child-Pugh Class B) hepatic impairment. Biktarvy has not been studied in patients with severe

hepatic impairment (Child-Pugh Class C), therefore Biktarvy is not recommended for use in patients

with severe hepatic impairment (see sections 4.4 and 5.2).

Renal impairment
No dose adjustment of Biktarvy is required in patients with estimated creatinine clearance (CrCl)
> 30 mL/min.

No dose adjustment of Biktarvy is required in adult patients with end stage renal disease (estimated
creatinine clearance < 15 mL/minute) who are receiving chronic haemodialysis. However, Biktarvy
should generally be avoided and only be used in these patients if the potential benefits are considered
to outweigh the potential risks (see sections 4.4 and 5.2). On days of haemodialysis, administer the
daily dose of Biktarvy after completion of haemodialysis treatment.

Initiation of Biktarvy should be avoided in patients with estimated creatinine clearance >15 mL/min
and < 30 mL/min, or < 15 mL/min who are not receiving chronic haemodialysis, as the safety of
Biktarvy has not been established in these populations (see section 5.2).

Paediatric population
The safety and efficacy of Biktarvy in children under the age of 18 years have not yet been
established. No data are available.




4.4 Special warnings and precautions for use

Patients with end stage renal disease on chronic haemodialysis

Biktarvy should generally be avoided but may be used in adults with end stage renal disease
(estimated CrCl < 15 mL/min) on chronic haemodialysis if the potential benefits outweigh the
potential risks (see section 4.2). In a study of emtricitabine + tenofovir alafenamide in combination
with elvitegravir + cobicistat as a fixed-dose combination tablet (E/C/F/TAF) in HIV-1 infected adults
with end stage renal disease (estimated CrCl < 15 mL/min) on chronic haemodialysis, efficacy was
maintained through 96 weeks but emtricitabine exposure was significantly higher than in patients with
normal renal function. Efficacy was also maintained in the extension phase of the study in which 10
patients switched to Biktarvy for 48 weeks. Although no additional adverse reactions were identified,
the implications of increased emtricitabine exposure remain uncertain (see sections 4.8 and 5.2).

4.8 Undesirable effects

Other special populations

Patients co-infected with hepatitis B

In 16 HIV/HBV co-infected adults administered Biktarvy (8 HIV/HBV treatment-naive adults in
Study GS-US-380-1490; 8 HIV/HBV suppressed adults in Study GS-US-380-1878), the safety profile
of Biktarvy was similar to that in patients with HIV-1 monoinfection (see section 5.1).

Elderly
Studies GS-US-380-1844, GS-US-380-1878 and the dedicated Study GS-US-380-4449 in patients

> 65 years old (evaluation of 86 HIV-1 infected, virologically-suppressed subjects > 65 years old)
included 111 patients aged > 65 years who received Biktarvy. In these patients, no differences in the
safety profile of Biktarvy were observed.

Patients with renal impairment

The safety of emtricitabine + tenofovir alafenamide was evaluated in a single arm, open-label clinical
study (GS-US-292-1825), in which 55 virologically-suppressed HIV-1 infected patients with end stage
renal disease (eGFRcg < 15 mL/min) on chronic haemodialysis received emtricitabine + tenofovir
alafenamide in combination with elvitegravir + cobicistat as a fixed-dose combination tablet for 96
weeks. In an extension phase of Study GS-US-292-1825, 10 patients switched to Biktarvy for 48
weeks. No additional adverse reactions were identified in patients with end stage renal disease on
chronic haemodialysis in this study (see sections 4.4 and 5.2).

5.2 Pharmacokinetic properties

Other special populations

Hepatic impairment

Clinically relevant changes in the pharmacokinetics of bictegravir were not observed in subjects with
moderate hepatic impairment. The pharmacokinetics of emtricitabine have not been studied in
subjects with hepatic impairment; however, emtricitabine is not significantly metabolised by liver
enzymes, so the impact of liver impairment should be limited. Clinically relevant changes in the

pharmacokinetics of tenofovir alafenamide or its metabolite tenofovir were not observed in patients
with mild, moderate, or severe hepatic impairment.

Renal impairment

Severe Renal Impairment (estimated creatinine clearance > 15 and < 30 mL/minute)

No clinically relevant differences in bictegravir, tenofovir alafenamide, or tenofovir pharmacokinetics
were observed between healthy subjects and subjects with severe renal impairment (estimated

CrCl > 15 mL/min and < 30 mL/min) in Phase 1 Studies. In a separate Phase 1 study of emtricitabine
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e tn—Mmean ystemic emtricitabine exposure was higher in
patients with severe renal impairment (CrCl < 30 mL/min) (33.7 pgeh/mL) than in subjects with
normal renal function (11.8 pgeh/mL). The safety of Biktarvy has not been established in subjects with

estimated creatinine clearance > 15 mL/min and < 30 mL/min.

End Stage Renal Disease (estimated creatinine clearance < 15 mL/minute)

Exposures of emtricitabine and tenofovir in 12 patients with end stage renal disease (estimated

CrCl < 15 mL/min) on chronic haemodialysis who received emtricitabine + tenofovir alafenamide in
combination with elvitegravir + cobicistat as a fixed dose combination tablet in Study GS-US-292-
1825 were significantly higher than in patients with normal renal function. No clinically relevant
differences in tenofovir alafenamide pharmacokinetics were observed in patients with end stage renal
disease on chronic haemodialysis as compared to those with normal renal function. In the extension
phase of Study GS-US-292-1825, lower bictegravir Cyouen Was observed in patients with end stage
renal disease who received Biktarvy compared to patients with normal renal function, but this
difference was not considered clinically relevant. No additional adverse reactions were identified in
patients with end stage renal disease on chronic haemodialysis in this study (see section 4.8).

There are no pharmacokinetic data on bictegravir, emtricitabine or tenofovir alafenamide in patients
with end stage renal disease (estimated CrCl < 15 mL/min) not on chronic haemodialysis. The safety
of Biktarvy has not been established in these patients.
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