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Tivicay 10mg: Dolutegravir (as sodium) — 10 mg
Tivicay 25mg: Dolutegravir (as sodium) — 25 mg
Tivicay 50mg: Dolutegravir (as sodium) — 50 mg
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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 above 6 years of age.
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4.4 Special warnings and precautions for use

Weight and metabolic parameters

An increase in weight and in levels of blood lipids and glucose may occur during antiretroviral therapy. Such
changes may in part be linked to disease control and lifestyle. For lipids, there is in some cases evidence for
a treatment effect, while for weight gain there is no strong evidence relating this to any particular treatment.
For monitoring of blood lipids and glucose reference is made to established HIV treatment quidelines. Lipid
disorders should be managed as clinically appropriate.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential (WOCBP) should underge-pregnaney-testing-before-initiationbe counselled
about the potential risk of neural tube defects with dolutegravir~AAOCBP-whe-are-takinrg (see below),

including consideration of effective contraceptive measures.

If a woman plans pregnancy, the benefits and the risks of continuing treatment with dolutegravir should use

effective-contraception-throughouttreatmentbe discussed with the patient.

Pregnancy

Loni |
Human experience from a birth outcome surveillance study has-suggested-an-increased-inecidencein
Botswana shows a small increase of neural tube defects; 7 cases in 3,591 deliveries (0.9%}in-19%; 95% CI
0.09%, 0.40%) to mothers expesed-toiaking dolutegravir--containing regimens at the time of conception
compared with-methersto 21 cases in 19,361 deliveries (0.11%: 95% CI 0.07%, 0.17%) to women exposed
to non-dolutegravir eentairing-regimens {8-1%)}--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 O 1%). AsMost neural tube defects occur W|th|n the flrst 4 weeks of feetalembryonic development {at

the—ttme—ef—after conceptlon and—m—early(approxmatelv 6 Weeks after the Iast menstrual perlod) If a
pregnancy—Bue-to-thepetential-risk is confirmed in the first trimester while on dolutegravir, the benefits and
risks of continuing dolutegravir versus switching to another antiretroviral regimen should be discussed with




the patient taking the gestational age and the critical time period of neural tube defectsdolutegravirshould
not-be-used-during-the first trimester unless-there-is-ho-alternativedefect development into account.

Data analysed from the Antiretroviral Pregnancy Reqistry 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 toxicity studies, 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 during second and third trimester expesure-in-preghantwomen-of

pregnancy indicate no evidence of increased risk of malfermative-and-foeto/neonatal negative-effects:
Hewever—as4he—meehan+sn+by—wh+eh—detuteg#a*qt—toxmltv Dquteqravw may—mte#e#e—m—heman—p#egnaney

enly be used durlng the second and third trlmester of preghancy when the expected beneflt jUStIerS the
potential risk to the foetus.

4.8 Undesirable effects

Metabolic parameters
Weight and levels of blood lipids and glucose may increase during antiretroviral therapy (see section 4.4).
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