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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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https://data.health.gov.il/drugs/index.html#/byDrug
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4.4  Special warnings and precautions for use

Renal and bone effects in adults

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).

Tenofovir disoproxil may also cause a reduction in bone mineral density (BMD).

In the Phase 3 Study GS-US-236-0103, bone-mineral-density {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+FTC/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.

In a 144-week controlled clinical study (GS-99-903) that compared tenofovir disoproxil with
stavudine in combination with lamivudine and efavirenz in antiretroviral-naive patients, small
decreases in BMD of the hip and spine were observed in both treatment groups. Decreases in BMD of
spine and changes in bone biomarkers from baseline were significantly greater in the tenofovir
disoproxil treatment group at 144 weeks. Decreases in BMD of hip were significantly greater in this
group until 96 weeks. However, there was no increased risk of fractures or evidence for clinically
relevant bone abnormalities over 144 weeks in this study.

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. Alternative-AlternativeOverall, 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
that are at a high risk for fractures.

tubulopathy-{see-section4-8)—If bone abnormalities are suspected or detected then appropriate
consultation should be obtained.
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