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Tivicay is indicated in combination with other anti-retroviral medicinal products for the
treatment of Human Immunodeficiency Virus (HIV) infected adults, adolescents and children of
at least 6 years of age or older and weighing at least 14 kg.
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4.4 Special warnings and precautions for use

Drug interactions

Factors that decrease dolutegravir exposure should be avoided in the presence of integrase class
resistance. This includes co-administration with medicinal products that reduce dolutegravir exposure
(e.g. magnesium/ aluminium-containing antacid, iron and calcium supplements, multivitamins and
inducing agents, etravirine (without boosted protease inhibitors), tipranavir/ritonavir, rifampicin, St.
John’s wort and certain anti-epileptic medicinal products) (see section 4.5).

When taken with food, Tivicay and supplements or multivitamins containing calcium, iron or magnesium

can be taken at the same time. If Tivicay is administered under fasting conditions, supplements or

multivitamins containing calcium, iron or magnesium are recommended to be taken 2 hours after or

6 hours before Tivicay (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Table 3: Drug Interactions

Antacids and supplements

Magnesium/ aluminium-
containing antacid

Dolutegravir ¢

AUC | 74%

Cmax ¥ 72%
(Complex binding to polyvalent
ions)

Magnesium/ aluminium-
containing antacid should be
taken well separated in time
from the administration of
dolutegravir (minimum 2 hours
after or 6 hours before).

Calcium supplements

(fasted intake)

Dolutegravir 4
AUC { 39%




Crax ¥ 37%

Caza 4 39%
(Complex binding to polyvalent
ions)

Iron supplements

(fasted intake)

Dolutegravir 4

AUC | 54%

Cmax ¥ 57%

Caa 4 56%
(Complex binding to polyvalent
ions)

Multivitamin_(containing

calcium, iron and magnesium)

(fasted intake)

Dolutegravir ¢

AUC | 33%

Cmax ¥ 35%

Caa 4 32%
(Complex binding to polyvalent
ions)

When taken with food, Tivicay
and supplements or
multivitamins containing
calcium, iron or magnesium can
be taken at the same time.

- If Tivicay is taken in a fasted
state, such supplements should
be taken a minimum 2 hours
after or 6 hours before the
intake of Tivicay.

The stated reductions in
dolutegravir exposure were
observed with the intake of
dolutegravir and these
supplements during fasted
conditions. In fed state, the
changes in exposure following
intake together with calcium or
iron supplements were modified
by the food effect, resulting in
an exposure similar to that

obtained with dolutegravir

administered in the fasted state.

4.6 Fertility, pregnancy and lactation

Pregnancy

Tivicay can be used during pregnancy if clinically needed.

A large amount of data on pregnant women (more than 1000 exposed outcomes) indicate no

malformative nor feto/ neonatal toxicity.
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coneeption—Two large birth outc

ome surveillance studies (more than 14,000 pregnancy 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%).
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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 do not |nd|cate an increased risk of major blrth defects om[:_)ared to
the background rate or women with HIVir-ey ;

In animal reproductive toxicity studies, no adverse development outcomes, including neural tube
defects, were identified (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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