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Juluca Film Coated Tablets
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

Pregnancy

Lower exposures of dolutegravir and rilpivirine were observed during pregnancy (see sections 5.1, 5.2).
In phase 3 studies, lower rilpivirine exposure, similar to that seen during pregnancy, has been
associated with an increased risk of virological failure. The use of Juluca during pregnancy is not
recommended.

A large amount of data on pregnant women (more than 1000 exposed outcomes) indicate no
malformative nor feto/ neonatal toxicity associated with dolutegravir. A moderate amount of data on
pregnant women (between 300-1000 pregnancy outcomes) indicate no malformative nor feto/neonatal
toxicity of rilpivirine.




There are no or limited amount (less than 300 exposed outcomes) from the use of this dual combination
in_pregnancy.

The safety and efficacy of a dual therapy with dolutegravir + rilpivirine has not been studied in
pregnancy.

eoneeptlen—Two Iarqe b|rth outcome surveillance studles (more than 14 000 preqnancy outcomes) in

Botswana (Tsepamo) and Eswatini, and other sources, do not indicate an increased risk for neural tube
defects after dolutegravir exposure.

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%).

Data from the Tsepamo study show no significant difference in the prevalence of neural tube defects
(0.11%) in infants whose mothers were taking dolutegravir at conception (more than 9,400 exposures)
compared to those taking non-dolutegravir containing antiretroviral regimens at conception (0.11%), or
compared to women without HIV (0.07%).

Data from the Eswatini study show the same prevalence of neural tube defects (0.08%) in infants
whose mothers were taking dolutegravir at conception (more than 4,800 exposures), as infants of
women without HIV (0.08%).

Data analysed from the Antiretroviral Pregnancy Registry (APR) of more than 1000 pregnancies with

first trimester dolutegravir treatment and between 300-1000 pregnancies with first trimester rilpivirine
treatment, do not indicate an increased risk of major birth defects Wlth either dquteqraV|r or r|Ip|V|r|ne
compared to the bacquound rate or women with HIVin-ex

Ilmlted amount of APR data (Iess than 300 first trimester exposures) from the use of dolutegravir +

rilpivirine in pregnant women.

In animal reproductive toxicology studies with dolutegravir, no adverse development outcomes,
including neural tube defects, were identified. {see-seetion-5-3)-For rilpivirine, animal studies do not
indicate reproductive toxicity (see section 5.3).

Dolutegravir crosses the placenta in humans. In pregnant women living with HIV, the median foetal
umbilical cord concentration of dolutegravir was approximately 1.3-fold greater compared with the
maternal peripheral plasma concentration.

There is insufficient information on the effects of dolutegravir on neonates.
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