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Dosage Form: Film-coated tablets
Composition: Doravirine 100 mg
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Pifeltro is indicated, in combination with other antiretroviral medicinal products, for the
treatment of adults infected with HIV-1 without past or present evidence of viral
resistance to doravirine.
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4.4 Special warnings and precautions for use

4.6 Fertility, pregnancy and lactation
[...]

Breast-feeding
It is unknown whether doravirine is excreted in human milk. Available

pharmacodynamic/toxicological data in animals have shown excretion of doravirine in milk (see
section 5.3).

It is recommended that women living with HIV do not breast-feed their infants in order to avoid
transmission of HIV.
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5.1 Pharmacodynamic properties

[.]

Resistance

In cell culture
Doravirine-resistant strains were selected in cell culture starting from wild-type HIV-1 of
different origins and subtypes, as well as NNRTI-resistant HIV-1. Observed emergent amino
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acid substitutions in RT included: V106A, V106M, V1061, V1081, F227L, F227C, F2271,
F227V, H221Y, M2301, L2341, P236L, and Y318F. The V106A, V106M, V1081, H221Y,
F227C, M2301, P236L, and Y318F substitutions conferred 3.4-fold to 70-fold reductions in
susceptibility to doravirine. Y318F in combination with V106A, V106M, V1081, and F227C
conferred greater decreases in susceptibility to doravirine than Y318F alone, which conferred a
10-fold reduction in susceptibility to doravirine. Common NNRTI-resistant mutations (K103N,
Y 181C) were not selected in the in vitro study. V106A (yielding a fold change of around 19)
appeared as an initial substitution in subtype B virus, and V106A or M in subtype A and C virus.
Subsequently F227(L/C/V) or L2341 emerged in addition to V106 substitution (double mutants
yielding a fold change of > 100).
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