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Dolutegravir (as sodium) — 50 mg
Abacavir (as sulfate) — 600mg
Lamivudine — 300 mg
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Triumeq is indicated for the treatment of Human Immunodeficiency Virus (HIV) infected adults and
adolescents above 12 years of age weighing at least 40 kg.
Before initiating treatment with abacavir-containing products, screening for carriage of the HLAB* 5701 allele
should be performed in any HIV-infected patient, irrespective of racial origin.
Abacavir should not be used in patients known to carry the HLA-B*5701 allele.
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4.5 Interaction with other medicinal products and other forms of interaction

Effect of dolutegravir, abacavir and lamivudine on the pharmacokinetics of other medicinal products

In vivo, dolutegravir did not have an effect on midazolam, a CYP3A4 probe. Based on in vivo and/or in vitro
data, dolutegravir is not expected to affect the pharmacokinetics of medicinal products that are substrates of
any major enzyme or transporter such as CYP3A4, CYP2C9 and P-gp (for more information see section 5.2).

In vitro, dolutegravir inhibited the renal transporters OCT2 and MATEL. In vivo, a 10-14% decrease of
creatinine clearance (secretory fraction is dependent on OCT2 and MATEL1 transport) was observed in
patients. In vivo, dolutegravir may increase plasma concentrations of medicinal products in which excretion is
dependent upon OCT2 and/or MATEL1 (e.g. fampridine [also known as dalfampridine], metformin) (see Table
1).

In vitro, dolutegravir inhibited the renal uptake organic anion transporters (OAT)1 and OAT3. Based on the
lack of effect on the in vivo pharmacokinetics of the OAT substrate tenofovir, in vivo inhibition of OAT1 is
unlikely. Inhibition of OAT3 has not been studied in vivo. Dolutegravir may increase plasma concentrations of
medicinal products in which excretion is dependent upon OAT3.

Invitroabacavitin vitro, abacavir demonstrated the potential to inhibit CYP1A1 and limited potential to inhibit
metabolism mediated by CYP3A4. Abacavir was an inhibitor of MATEL; the clinical consequences are not
known.

Table 1: Drug Interactions
Medicinal products by Interaction geometric | Recommendations concerning co-
therapeutic areas mean change (%) | administration

Antihypertensive
Riociguat/Abacavir Riociguat [ Riociguat dose may need to be
reduced, consult the riociguat
prescribing information for dosing
recommendations.

In vitro, abacavir
inhibits CYP1AL1.
Concomitant




administration of a
single dose of riociguat
(0.5 mq) to HIV patients
receiving Triumeg led
to an approximately
three-fold higher
riociguat AUC ..y when
compared to historical
riociguat AUC g«
reported in healthy
subjects.

4.6 Fertility, pregnancy and lactation

Breast-feeding

HHs-unknown-whether-dolutegravirDolutegravir is excreted in human milk—Available-texicological-data in
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Abacavir and its metabolites are excreted into the milk of lactating rats. Abacavir is also excreted into human
milk.

4.8 Undesirable effects

Table 2: Tabulated summary of adverse reactions associated with the combination of dolutegravir +
abacavir/lamivudine in an analysis of pooled data from: Phase IIb to Phase IlIb clinical trials or post-
marketing experience; and adverse reactions to treatment with dolutegravir, abacavir and lamivudine from
clinical studies and post-marketing experience when used with other antiretrovirals

Frequency Adverse reaction

Hepatobiliary disorders:

Rare: acute hepatic failure!, increased bilirubin®

This adverse reaction was identified from clinical studies or post-marketing
experience for dolutegravir, abacavir or lamivudine when used with other
antiretrovirals or post-marketing experience with Triumeq.

2In combination with increased transaminases.
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