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Dolutegravir (as sodium) — 50mg
Rilpivirine (as hydrochloride) — 25mg
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Juluca is indicated for the treatment of human immunodeficiency virus type 1 (HIV-1) infection
in adults who are virologically-suppressed (HIV-1 RNA <50 copies/mL) on a stable antiretroviral
regimen for at least six months with no history of virological failure and no known or suspected
resistance to any non-nucleoside reverse transcriptase inhibitor or integrase inhibitor.
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of chlldbearlng potentlal (WOCBP) should Hndnge—pmgnaney—teang-be#oFe—w%aHen

#eatmen{be counselled about the potential rlsk of neural tube defects Wlth doluteqrawr (a
component of Juluca, see below), including consideration of effective contraceptive measures.

If a woman plans pregnancy, the benefits and the risks of continuing treatment with Juluca
should be discussed with the patient.

Pregnancy

Lower exposures of dolutegravir and rilpivirine were observed during pregnancy (see sections
42.4.4,5.1,5.2). The use of Juluca during pregnancy is not recommended.

The safety and efficacy of a dual regimen has not been studied in pregnancy.

There are limited data from the use of rilpivirine in pregnant women. Preliminary-data




Human experience from a birth outcome surveillance study has-suggested-an-increased

treideneein Botswana shows a small increase of neural tube defects; 7 cases in 3,591
deliveries (0.9%)-n-19%:; 95% CI 0.09%, 0.40%) to mothers expesed-totaking dolutegravir-
containing regimens at the time of conception compared with-meothersio 21 cases in 19,361
deliveries (0.11%: 95% CI1 0.07%, 0.17%) to women exposed to non-dolutegravir centaining
regimens {6-3%y)-at the time of conception.

The incidence of neural tube defects in the general population ranges from 0.5-1 case per
1,000 live births (0.05-0.1%). AsMost neural tube defects occur within the first 4 weeks of

ieetat mbryonl development(a%wm%%n&thenewakmbes—ape—sealedﬁms—petenmmsk
Hee after Conceptlon and—mearly

daﬂng—tkmmsPMmeste#wﬂesstheFe—ls—ne—a#ematwe—(apprommatelv 6 Weeks after the Iast

menstrual period).

Data analysed from the Antiretroviral Pregnancy Registry do not indicate an increased risk of
major birth defects in over 600 women exposed to dolutegravir during pregnancy but are
currently insufficient to address the risk of neural tube defects.

In animal reproductive toxicology studies with dolutegravir, no adverse development
outcomes, including neural tube defects, were identified (see section 5.3). Dolutegravir was
shown to cross the placenta in animals.

More than 1000 outcomes from exposure to dolutegravir during second and third trimester
pregnancy indicate no evidence of increased risk of foeto/neonatal toxicity.

Animal studies with rilpivirine do not indicate direct or indirect harmful effects with respect to
reproductive toxicity (see section 5.3).
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