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Stribild film coated tablets

elvitegravir, cobicistat, emtricitabine, tenofovir disoproxil (as fumarate
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Stribild is indicated for the treatment of human immunodeficiency virus-1 (HIV-1)
infection in adults aged 18 years and over who are antiretroviral treatment-naive or
are infected with HIV-1 without known mutations associated with resistance to any
of the three antiretroviral agents in Stribild.
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4.4 Special warnings and precautions for use

Bone effects

Bone abnormalities such as osteomalacia which can manifest as persistent or worsening bone pain
and, which can infrequently contribute to fractures may be associated with tenofovir
disoproxil-induced proximal renal tubulopathy (see section 4.8).

In the Phase 3 Study GS-US-236-0103, BMD was assessed in a non-random subset of 120 subjects
(Stribild group n = 54; ritonavir-boosted atazanavir (ATV/r) plus emtricitabine (FTC)/tenofovir
disoproxil group n = 66). -Mean percentage decreases in BMD from baseline to Week 144 in the
Stribild group were comparable to the ATV/r+FT'C/tenofovir disoproxil group at the lumbar spine
(-1.43% versus -3.68%, respectively) and at the hip (-2.83% versus -3.77%, respectively). -In the
Phase 3 studies GS-US-236-0102 and GS-US-236-0103, bone fractures occurred in 27 subjects (3.9%)
in the Stribild group, 8 subjects (2.3%) in the EFV/FTC/tenofovir disoproxil group, and 19 subjects
(5.4%) in the ATV/r+FTC/tenofovir disoproxil group.

relevant bone abrormalities over L swecks i thisstidy.

Reductions of bone mineral density (BMD) have been observed with tenofovir disoproxil in

randomised controlled clinical trials of duration up to 144 weeks in HIV or HBV-infected patients.
These BMD decreases generally improved after treatment discontinuation.

In other studies (prospective and cross-sectional), the most pronounced decreases in BMD were seen
in patients treated with tenofovir disoproxil as part of a regimen containing a boosted protease
inhibitor. Overall, in view of the bone abnormalities associated with tenofovir disoproxil and the
limitations of long term data on the impact of tenofovir disoproxil on bone health and fracture risk,
alternative treatment regimens should be considered for patients with osteoporosis or with a history of

bone fractures.that-are-at-a-highriskforfractures:

If bone abnormalities are suspected or detected then appropriate consultation should be obtained.

4.8 Undesirable effects

Table 2: Tabulated summary of adverse reactions associated with Stribild based on experience
from Phase 3 studies GS-US-236-0102 and GS-US-236-0103 and adverse reactions to treatment
with emtricitabine and tenofovir disoproxil from clinical studies and post-marketing experience,
when used with other antiretrovirals

Frequency | Adpverse reaction

Musculoskeletal and connective tissue disorders:

Very common: elevated creatine kinase'

Common: bone mineral density decreased

Uncommon: rhabdomyolysis'?, muscular weakness'

Rare: osteomalacia (manifested as bone pain and infrequently contributing to
fractures)'*°, myopathy'?




1" This adverse reaction was not observed in the Phase 3 clinical studies for Stribild but identified from clinical studies or
post-marketing experience for emtricitabine or tenofovir disoproxil when used with other antiretrovirals.

2 Anaemia was common and skin discolouration (increased pigmentation) was very common when emtricitabine was
administered to paediatric patients.

3 This adverse reaction may occur as a consequence of proximal renal tubulopathy. -It is not considered to be causally
associated with tenofovir disoproxil in the absence of this condition.

4 See section 4.8, Description of selected adverse reactions for more details.

3 This adverse reaction was identified through post-marketing surveillance for emtricitabine or tenofovir disoproxil but not
observed in randomised, controlled clinical studies in adults or paediatric HIV clinical studies for emtricitabine or in
randomised controlled clinical studies or the tenofovir disoproxil expanded access program for tenofovir disoproxil. -The
frequency category was estimated from a statistical calculation based on the total number of patients exposed to
emtricitabine in randomised controlled clinical studies (n = 1,563) or tenofovir disoproxil in randomised controlled
clinical studies and the expanded access program (n = 7,319).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product.

You can report any side effects to the Ministry of Health by clicking on the link "Report side effects
due to medical treatment" that is located on the Ministry of Health homepage (www.health.gov.il)
which redirects to the online form for reporting side effects or by clicking on the link:
https://sideeffects.health.gov.il.
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