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EVIPLERA, a combination of two nucleoside analog HIV 1 reverse transcriptase inhibitors
(emtricitabine and tenofovir disoproxil) and one non-nucleoside reverse transcriptase inhibitor
(rilpivirine), is indicated for use as a complete regimen for the treatment of HIV-1 infection in adult
patients with no antiretroviral treatment history and with HIV-1 RNA less than or equal to 100,000
copies/mL at the start of therapy, and in certain virologically-suppressed (HIV-1 RNA <50 copies/mL)
adult patients on a stable antiretroviral regimen at start of therapy in order to replace their current
antiretroviral treatment regimen (see below).

The following points should be considered when initiating therapy with EVIPLERA in adult patients

with no antiretroviral treatment history:

e More rilpivirine-treated subjects with HIV-1 RNA greater than 100,000 copies/mL at the start of
therapy experienced virologic failure (HIV-1 RNA 250 copies/mL) compared to rilpivirine-
treated subjects with HIV-1 RNA less than or equal to 100,000 copies/mL [See
Pharmacodynamic properties(5.1)].

e Regardless of HIV-1 RNA level at the start of therapy, more rilpivirine-treated subjects with
CD4+ cell count less than 200 cells/mm? experienced virologic failure compared to rilpivirine-
treated subjects with CD4+ cell count greater than or equal to 200 cells/mm?3 [See
Pharmacodynamic properties(5.1)].

e The observed virologic failure rate in rilpivirine-treated subjects conferred a higher rate of
overall treatment resistance and cross-resistance to the NNRTI class compared to efavirenz
[See Pharmacodynamic properties(5.1)].

More subjects treated with rilpivirine developed tenofovir and lamivudine/emtricitabine
associated resistance compared to efavirenz [See Pharmacodynamic properties (5.1)].
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Emtricitabine 200 mg
Rilpivirine (as hydrochloride) 25mg
Tenofovir disoproxil (as fumarate) 245 mg
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4.4 Special warnings and precautions for use

Bone effects

Reductions of BMD have been observed with tenofovir disoproxil in randomized 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 (PI). 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-that-are-at or with a-hightriskfer history of bone fractures.

4.8 Undesirable effects

Table 2: Tabulated summary of adverse reactions to Eviplera based on clinical study and post-marketing
experience with Eviplera and its individual components

Frequency | Adverse reaction
Musculoskeletal and connective tissue disorders
Common: | bone mineral density decreased

3 Adverse reaction identified for tenofovir disoproxil.
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