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Tivicay 10mg — Dolutegravir (as sodium) 10mg
Tivicay 25mg — Dolutegravir (as sodium) 25mg
Tivicay 50mg — Dolutegravir (as sodium) 50mg
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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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4.1 Therapeutic indications

Tivicay is indicated in combination with other anti-retroviral medicinal products for the
treatment of Human Immunodeficiency Virus (HIV) infected adults-and, adolescents aged

32and children above 6 years and-olderand-weighing-at-teast40-kgof age.
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4.2 Posology and method of administration

Adolescents aged 12 and above

In adolescents (12 to less than 18 years of age and weighing at least 40 kq) infected with HIV-1
without resistance to the integrase class, the recommended dose of dolutegravir is 50 mg once
daily. In the presence of integrase inhibitor resistance, there are insufficient data to recommend
a dose for dolutegravir in adolescents.

Children 6 to less than 12 years of age

In patients infected with HIV-1 without resistance to the integrase class, the recommended dose
of dolutegravir in children (6 to less than 12 years of age and weighing at least 15 kq) is
determined according to the weight of the child. In the presence of integrase inhibitor
resistance, there are insufficient data to recommend a dose for dolutegravir in children. Dose
recommendations according to weight are presented in table 1.

Table 1 Paediatric dose recommendations

Body weight (kq) Dose

15 to less than 20 20 mg once daily
(Taken as two 10 mq tablets)

20 to less than 30 25 mg once daily

30 to less than 40 35 mg once daily
(Taken as one 25 mg and one 10 mg
tablet)

40 or greater 50 mg once daily

The specific dosage recommendation for the 10 mq tablet, as specified in Table 1, should be
followed. Therefore, the 50 mg once daily dose should not be given as five 10 mq tablets (see

section 5.2).

Missed doses

If the patient misses a dose of Tivicay, the patient should take Tivicay as soon as possible,
providing the next dose is not due within 4 hours. If the next dose is due within 4 hours, the
patient should not take the missed dose and simply resume the usual dosing schedule.
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Paediatric population

The safety and efficacy of Fhveaydolutegravir in children aged less than 126 years or weighing
less than 46-15 kg hashave not yet been established. In the presence of integrase inhibitor
resistance, there are insufficient data to recommend a dose for Fivieaydolutegravir in children
and adolescents. Currently available data are described in section 4.8, 5.1 and 5.2, but no
recommendation on a posology can be made.

4.5

Table 12: Drug Interactions

Interaction with other medicinal products and other forms of interaction

Medicinal products | Interaction Recommendations concerning

by therapeutic Geometric mean change | co-administration

areas (%)

Etravirine without Dolutegravir 4 Etravirine without boosted protease inhibitors

boosted protease AUC { 71% decreased plasma dolutegravir concentration.

inhibitors Crax ¥ 52% The recommended adult dose of dolutegravir
Ct ! 88% is 50 mg twice daily when co-administered
with etravirine without boosted protease
Etravirine <> inhibitors. In paediatric patients the weight-
(induction of UGT1AL based once daily dose should be administered
and CYP3A enzymes) twice daily. Dolutegravir should not be used
with etravirine without co-administration of
atazanavir/ritonavir, darunavir/ritonavir or
lopinavir/ritonavir in INI-resistant patients (see
further below in table).

Efavirenz Dolutegravir d The recommended adult dose of dolutegravir

AUC | 57% is 50 mg twice daily when co-administered

Crnax ¥+ 39% with efavirenz._In paediatric patients the

Ct 4 75% weight-based once daily dose should be

administered twice daily.

Efavirenz <> (historical In the presence of integrase class resistance
controls) alternative combinations that do not include
(induction of UGT1AL efavirenz should be considered (see section
and CYP3A enzymes) 4.4).

Nevirapine Dolutegravir The recommended adult dose of dolutegravir
(Not studied, a similar is 50 mg twice daily when co-administered
reduction in exposure as | with nevirapine. In paediatric patients the
observed with efavirenz is | weight-based once daily dose should be
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expected, due to
induction)

administered twice daily.

In the presence of integrase class resistance
alternative combinations that do not include
nevirapine should be considered (see section
4.4).

Tipranavir/ritonavir
(TPV+RTV)

Dolutegravir ¥

AUC | 59%

Crmax ¥ 47%

Ctl 76%
(induction of UGT1Al
and CYP3A enzymes)

The recommended adult dose of dolutegravir
is 50 mg twice daily when co-administered
with tipranavir/ritonavir. In paediatric patients
the absence of integrase class
resistanee-weight-based once daily dose
should be administered twice daily.

In the presence of integrase class resistance
this combination should be avoided (see
section 4.4).

Carbamazepine Dolutegravir
AUC | 49%
Crnax v 33%

Ct4 73%

The recommended adult dose of dolutegravir
is 50 mg twice daily when co-administered
with carbamazepine. In paediatric patients the
weight-based once daily dose should be
administered twice daily. Alternatives to
carbamazepine should be used where possible
for INI resistant patients.

Oxcarbazepine
Phenytoin
Phenobarbital

Dolutegravir ¥

(Not studied, decrease
expected due to induction
of UGT1Al and CYP3A
enzymes, a similar
reduction in exposure as
observed with
carbamazepine is
expected)

The recommended adult dose of dolutegravir
is 50 mg twice daily when co-administered
with these metabolic inducers. In paediatric
patients the weight-based once daily dose
should be administered twice daily.
Alternative combinations that do not include
these metabolic inducers should be used where
possible in INI-resistant patients.

St. John’s wort Dolutegravir 4

(Not studied, decrease
expected due to induction
of UGT1Al and CYP3A
enzymes, a similar
reduction in exposure as
observed with

carbamazepine is

The recommended adult dose of dolutegravir
is 50 mg twice daily when co-administered
with St. John’s wort. In paediatric patients the
weight-based once daily dose should be
administered twice daily. Alternative
combinations that do not include St. John’s
wort should be used where possible in INI-
resistant patients.
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expected)
Rifampicin Dolutegravir d The recommended adult dose of dolutegravir
AUC | 54% is 50 mg twice daily when co-administered
Crmax + 43% with rifampicin in the absence of integrase
Ct 472% class resistance. In paediatric patients the
(induction of UGT1A1 weight-based once daily dose should be
and CYP3A enzymes) administered twice daily.
In the presence of integrase class resistance
this combination should be avoided (see
section 4.4).
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https://www.old.health.gov.il/units/pharmacy/trufot/index.asp?safa=h

19702 NN NNO 25 712 ' M7PNNo1077a NNaNY N9 FT-7Y 0'09TIN D737 NI
.03-9297100

,Nd>11

27w AL
nImn NN


https://www.old.health.gov.il/units/pharmacy/trufot/index.asp?safa=h

