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Biktarvy film coated tablets

(bictegravir / emtricitabine / tenofovir alafenamide fumarate)
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Biktarvy 30/120/15 mg is indicated for the treatment of human immunodeficiency virus-1
(HIV-1) infection in adults and paediatric patients at least 2 years of age and weighing at
least 14 ke without present or past evidence of viral resistance to the integrase inhibitor
class, emtricitabine or tenofovir (see section 5.1).

Biktarvy 50/200/25 mg is indicated for the treatment of adultsinfeeted-with-human
immunodeficiency virus-1 (HIV-1) infection in adults and paediatric patients at least 6 years
of age and weighing at least 25 kg without present or past evidence of viral resistance to the
integrase inhibitor class, emtricitabine or tenofovir (see section 5.1).
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1. NAME OF THE MEDICINAL PRODUCT

Biktarvy®30/120/15 mg
Biktarvy®50/200/25 mg

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Biktarvy®30/120/15 mg

Each film-coated tablet of Biktarvy®30/120/15 mg contains bictegravir sodium equivalent to 30 mg of
bictegravir, 120 mg of emtricitabine, and tenofovir alafenamide fumarate equivalent to 15 mg of
tenofovir alafenamide.

Biktarvy® 50/200/25 mg

Each film-coated tablet of Biktarvy® 50/200/25 mg contains bictegravir sodium equivalent to 50 mg of
bictegravir, 200 mg of emtricitabine, and tenofovir alafenamide fumarate equivalent to 25 mg of
tenofovir alafenamide.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Biktarvy®30/120/15 mg

Pink, capsule-shaped, film-coated tablet, debossed with “BVY” on one side and a score line on the
other side of the tablet. Each tablet is approximately 14 mm x 6 mm. The score line is only to
facilitate breaking for ease of swallowing and not to divide into equal doses.

Biktarvy® 50/200/25 mg
Purplish-brown, capsule-shaped, film-coated tablet debossed with “GSI” on one side and “9883” on
the other side of the tablet. Each tablet is approximately 15 mm x 8§ mm.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Biktarvy 30/120/15 mg is indicated for the treatment of human immunodeficiency virus-1 (HIV-1)
infection in adults and paediatric patients at least 2 years of age and weighing at least 14 kg without
present or past evidence of viral resistance to the integrase inhibitor class, emtricitabine or tenofovir
(see section 5.1).

Biktarvy 50/200/25 mg is indicated for the treatment of adultsinfeeted-with-human immunodeficiency
virus-1 (HIV-1) infection in adults and paediatric patients at least 6 years of age and weighing at least

25 kg without present or past evidence of viral resistance to the integrase inhibitor class, emtricitabine

or tenofovir (see section 5.1).




4.2 Posology and method of administration

Therapy should be initiated by a physician experienced in the management of HIV infection.

Posology
Paediatric patients at least 2 years of age and weighing at least 14 kg to less than 25 kg
One 30/120/15 mg tablet to be taken once daily.

Adults and paediatric patients weighing at least 25 kg
One 50/200/25mg tablet to be taken once daily.

Missed doses

If the patient misses a dose of Biktarvy within 18 hours of the time it is usually taken, the patient
should take Biktarvy as soon as possible and resume the normal dosing schedule. If a patient misses a
dose of Biktarvy by more than 18 hours, the patient should not take the missed dose and simply
resume the usual dosing schedule.

If the patient vomits within 1 hour of taking Biktarvy another tablet should be taken. If a patient
vomits more than 1 hour after taking Biktarvy they do not need to take another dose of Biktarvy until

the next regularly scheduled dose.

Special populations

Elderly
No dose adjustment of Biktarvy is required in patients 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 patientsadults or adolescents (aged at least 12 years and
of at least 35 kg body weight) 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).

No data are available to make dose recommendations in patients weighing < 35 kg with renal
impairment or in paediatric patients less than 18 years with end stage renal disease.

Paediatric population
The safety and efficacy of Biktarvy in children less than 2 years of age or weighing less than 14 kg

vnder-the-age-of 18-years-have not yet been established. No data are available.

Method of administration

Oral use.



Biktarvy can be taken with or without food (see section 5.2).
Due to the bitter taste, it is recommended that the film-coated tablets should not be chewed or crushed.
For patients who are unable to swallow the tablet whole, the tablet may be split in half and both halves
taken one after the other, ensuring that the full dose is taken immediately.

4.4  Special warnings and precautions for use

Biktarvy should not be co-administered with other antiretroviral medicinal products.

Paediatric population

Reductions in bone mineral density (BMD > 4%) of the spine and total body less head (TBLH) have
been reported in patients aged between 3 to < 12 years who received tenofovir alafenamide-containing
products for 48 weeks (see section 4.8). The long-term effects of changes in BMD on the growing
bone, including the risk of fracture, are uncertain. A multidisciplinary approach is recommended to
decide the appropriate monitoring during treatment.

4.8 Undesirable effects

Paediatric population

The safety of Biktarvy was evaluated in 50 HIV-1 infected adolescents aged 12 to < 18 years and
weighing > 35 kg through Week 96 (48-week main phase and 48-week extension), in 50 children aged
6 to < 12 years and weighing > 25 kg through Week 96 (48-week main phase and 48-week extension),
and in 22 children > 2 years of age and weighing > 14 to < 25 kg through Week 24 in an open-label
clinical study (GS-US-380-1474). In this study, no new adverse reactions have been observed in
paediatric subjects aged 2 years and older living with HIV-1 as compared to adult subjects living with
HIV-1. Bone mineral density data were not collected in this study. Reductions in BMD of the spine
and of the TBLH > 4% have been reported in paediatric patients receiving other tenofovir alafenamide
containing products for 48 weeks (see section 4.4).

5.1 Pharmacodynamic properties

Paediatric population

In Study GS-US-380-1474. the pharmacokinetics, safety and efficacy of B/F/TAF in
virologically-suppressed children and adolescents with HIV between the ages of 12 to < 18 years

(> 35 kg) (n=50), between the ages of 6 to < 12 years (> 25 kg) (n = 50), and > 2 years of age (> 14
to <25 kg) (n = 22) were evaluated.

Cohort 1: Virologically-suppressed adolescents (n = 50; 12 to < 18 years: > 35 kg)

Patients in Cohort 1 had a mean age of 14 years (range: 12 to 17) and a mean baseline weight of
51.7 kg (range: 35 to 123), 64% were female, 27% were Asian, and 65% were Black. At baseline,
median CD4+ cell count was 750 cells/mm® (range: 337 to 1207), and median CD4+% was 33%
(range: 19% to 45%).

After switching to B/F/TAF, 98% (49/50) of patients in Cohort 1 remained suppressed (HIV-1 RNA
<50 copies/mL) at Week 48. The mean change from baseline in CD4+ cell count at Week 48

was -22 cells/mm’. Two of 50 subjects met the criteria for inclusion in the resistance analysis
population through Week 48. No emergent resistance to B/F/TAF was detected through Week 48.




Cohort 2: Virologically-suppressed children (n = 50; 6 to < 12 years:; > 25 ko)

Patients in Cohort 2 had a mean age of 10 years (range: 6 to 11) and a mean baseline weight of 31.9 kg
(range: 25 t0 69), 54% were female, 22% were Asian and 72% were Black. At baseline, median
CD4+ cell count was 898 cells/mm? (range 390 to 1991) and median CD4+% was 37% (range: 19% to

53%).

After switching to B/F/TAF, 98% (49/50) of patients in Cohort 2 remained suppressed (HIV-1 RNA
<50 copies/mL) at Week 48. The mean change from baseline in CD4+ cell count at Week 48
was -40 cells/mm?’. No patient qualified for resistance analysis through Week 48.

Cohort 3: Virologically-suppressed children (n = 22; > 2 years; > 14 kg to <25 kg)

Patients in Cohort 3 had a mean age of 5 years (range: 3 to 9) and a mean baseline weight of 18.8 kg
(range: 14 to 24), 50% were female, 23% were Asian and 73% were Black. At baseline, median
CD4+ cell count was 962 cells/mm® (range 365 to 1986) and median CD4+% was 32% (range: 24% to

46%).

After switching to B/F/TAF, 91% (20/22) of patients in Cohort 3 remained suppressed (HIV-1 RNA
<50 copies/mL) at Week 24. The mean change from baseline in CD4+ cell count at Week 24 was
—126 cells/mm?, and the mean change in CD4+% from baseline to Week 24 was 0.2% (range: -7.7%
to 7.5%). No patient qualified for resistance analysis through Week 24.

5.2 Pharmacokinetic properties

Paediatric population

Mean bictegravir Cmax, and exposures of emtricitabine and tenofovir alafenamide (AUC and/or Cuax),
achieved in 50 children between the ages of 6 to < 12 years (> 25 kg) who received the

50 mg/200 mg/25 mg dose of B/F/TAF and in 22 children > 2 vyears of age (> 14 to <25 kg) who
received the 30 mg/120 mg/15 mg dose of B/F/TAF, in Study GS-US-380-1474 were generally higher
than exposures in adults. The exposures of bictegravir, emtricitabine, tenofovir alafenamide and
tenofovir in children, adolescents, and adults are presented in Table 5.




Table 5: Exposures of Bictegravir, Emtricitabine, Tenofovir Alafenamide and Tenofovir in
Children, Adolescents and Adults

Children aged > 2 vears

Children aged

Adolescents aged

> 14 to <25 kg*

6 to <12 vyears

12 to < 18 vears

Adults??

> 25 kg* > 35 kg*
B/F/TAF B/F/TAF (50 mg/200 mg/25 mg)
(30 mg/120 mg/15 mg)
n=12 n=25 n=24 n=77
BIC
AUC 108 364.5 (22.9) 121 034.2 109 668.1 (30.6) 94 227.1 (34.7)
(ngeh/mL) (36.4)
Cmax 10 040.0 (19.9) 10 988.8 (28.3) 8 087.1(29.9) 6 801.6 (30.1)
(ng/mL)
Ciau 1924.5 (78.3)° 2 366.6 (78.8)¢ 2327.4 (48.6) 2256.7 (47.3)¢
(ng/mL)
FTC
AUCuu 14991.2 (21.9) 17 565.1 (36.9) 13 579.1 21.7) 12 293.6 (29.2)
(ngeh/mL)
Cinax 3849.2 (34.7) 3 888.4 (31.0) 2 689.2 (34.0) 2127.0 (34.7)
(ng/mL)
Ctau 210.3 (242.9)° 226.7 (322.8)¢ 64.4 (25.0) 96.0 (37.4)
(ng/mL)
TAF
AUCy 305.4 (42.6) 434.5 (94.9)¢ 347.9 (113.2)f 229.3 (63.0)
(ngeh/mL)
Cinax 413.8 (31.0) 581.8 (99.9)¢ 333.9 (110.6) 276.5 (62.4)
(ng/mL)
Cau N/A N/A N/A N/A
(ng/mL)
TFV
AUCyy 326.6 (23.8) 427.7 (28.5) 333.5(31.5) 292.6 (27.4)4
(ngeh/mL)
Cinax 21.9(29.2) 35.5(89.0) 24.0 (64.2) 15.2 (26.1)4
(ng/mL)
Ctau 10.3 (30.5)¢ 14.0 (30.2)¢ 11.1(32.4) 10.6 (28.5)"
(ng/mL)

BIC = bictegravir; FTC = emtricitabine; TAF = tenofovir alafenamide fumarate; TFV = tenofovir
N/A = not applicable; %CV = percentage coefficient of variation
Data are presented as mean (%CV).

a_Intensive PK data from Study GS-US-380-1474

b Intensive PK data from Studies GS-US-380-1489, GS-US-380-1490, GS-US-380-1844, GS-US-380-1878 for BIC, FTC

and TAF PK exposures and population PK data from Studies GS-US-292-0104 and GS-US-292-0111 for TFV PK

exposures
n=11
n=24
n=22
n=23
g n=75
h n=74
i n=2841
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6.4 Special precautions for storage

Biktarvy 50/200/25 mg:
No special storage conditions are required. Storage at room temperature is recommended.

Bottle
Store in the original package in order to protect from moisture. Keep the bottle tightly closed. Do not
use if seal over bottle opening is broken or missing.

Blister
Store in the original package in order to protect from moisture. Do not use if foil over blister is broken
or pierced.

Biktarvy 30/120/15 mg:
Store below 30°C. Store in the original package in order to protect from moisture. Keep the bottle
tightly closed. Do not use if seal over bottle opening is broken or missing.

The medicine can be used for up to 30 days after first opening of the bottle but not after the expiry
date. After opening, store below 30°C.

6.5 Nature and contents of container
The following pack configurations are available:

Biktarvy 50/200/25 mg:

Bottle

White, high density polyethylene (HDPE) bottle with a polypropylene continuous-thread,
child-resistant cap, lined with an induction activated aluminium foil liner containing 30 film-coated
tablets. Each bottle contains silica gel desiccant and polyester coil.

Blister

Outer carton containing 1 bottle of 30 film-coated tablets.

Blister packs consisting of polyvinyl chloride/polyethylene/polychlorotrifluoroethylene
(PVC/PE/PCTFE) film, sealed to aluminium foil lidding material fitted with a molecular sieve
desiccant within each blister cavity.

- Outer carton containing 30 film-coated tablets (4 x blister strips containing 7 film-coated
tablets and 1 x blister strip containing 2 film-coated tablets).
- Outer carton containing 90 (3 blister packs of 30) film-coated tablets.

Biktarvy 30/120/15 mg:

Bottle

White, high density polyethylene (HDPE) bottle with a polypropylene continuous-thread,
child-resistant cap, lined with an induction activated aluminium foil liner containing 30 film-coated
tablets. Each bottle contains silica gel desiccant and polyester coil.

Not all pack sizes may be marketed.
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