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Lamivudine — 10 mg/ml
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Epivir is indicated as part of antiretroviral combination therapy for the treatment of Human Immunodeficiency
Virus (HIV) infected adults and children.
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2. Qualitative and Quantitative Composition
Each ml of oral solution contains 10 mg of lamivudine.

Excipient(s) with known effect:

Each 15 ml dose contains :
3 g sucrose (20% w/v).

=relsioniss

Suerese-209-(3-g5-mb
Methyl parahydroxybenzoate

Propyl parahydroxybenzoate
Each 15 ml dose contains 300 mqg propylene glycol.
Each 15 ml dose contains 44.1 mg sodium.Sedium-citrate

For the full list of excipients, see section 6.1.

4.2 Posology and method of administration
The therapy should be initiated by a physician experienced in the management of HIV infection.

Epivir may be administered with or without food.

Epivir is also available as a tablet formulation- for patients who weigh at least 14 kg (see section 4.4).

For patients who are unable to swallow tablets, the tablet(s) may be crushed and added to a small amount of

semi-solid food or liquid, all of which should be consumed immediately (see section 5.2).

Adults-and, adolescents and children (weighing at least 3625 kq):

The recommended dose of Epivir is 300 mg daily. This may be administered as either 150 mg (15 ml) twice daily
or 300 mg (30 ml) once daily (see section 4.4).



Children

From-three-meonths-up-te-30 (weighing less than 25 kq):

Children from one year of age: The recommended dose is 4-5 mg/kg twice daibyup-to-daily, or 10 mg/kg once
daily up to a maximum total daily dose of 300 mg daiy(30 ml) (see sections 4.4 and 4.5).

Children from three months to one year of age: The recommended dose is 5 mag/kg twice daily. If a twice daily
regimen is not feasible, a once daily regimen (10 mg/kg/day) could be considered. It should be taken into account

that data for the once daily regimen are very limited in this population (see sections 4.4, 5.1 and 5.2).

Children less than three months of age: theThe limited data available are insufficient to propose specific dosage
recommendations (see section 5.2).

Patients changing from the twice daily dosing regimen to the once daily dosing regimen should take the
recommended once daily dose (as described above) approximately 12 hours after the last twice daily dose, and
then continue to take the recommended once daily dose (as described above) approximately every 24 hours.
When changing back to a twice daily regimen, patients should take the recommended twice daily dose
approximately 24 hours after the last once daily dose.

Special populations:

Older people: No specific data are available; however, special care is advised in this age group due to age-
associated changes such as the decrease in renal function and alteration of haematological parameters.

Renal impairment: Lamivudine concentrations are increased in patients with moderate - severe renal impairment
due to decreased clearance. The dose should therefore be adjusted (see tables).

Dosing recommendations — Adults-and, adolescents and children (weighing at least 3025 kg:):

Creatinine clearance | First dose Maintenance dose
(ml/min)
>50 300 mg (30 ml) 300 mg (30 ml) once daily
or
150 mg (15 ml) 150 mg (15 ml) twice daily
30 to<50 150 mg (15 ml) 150 mg (15 ml) once daily
15 to <30 150 mg (15 ml) 100 mg (10 ml) once daily
5to <15 150 mg (15 ml) 50 mg (5 ml) once daily
<5 50 mg (5 ml) 25 mg (2.5 ml) once daily

There are no data available on the use of lamivudine in children with renal impairment. Based on the assumption
that creatinine clearance and lamivudine clearance are correlated similarly in children as in adults it is
recommended that the dosage in children with renal impairment be reduced according to their creatinine
clearance by the same proportion as in adults.

Dosing recommendations — Children fremaged at least 3 months upte-30and weighing less than 25 kg:

Creatinine clearance | First dose Maintenance dose
(ml/min)
>50 8 ma/kg 8 mag/kg once daily
or
4 mg/kg 4 mg/kg twice daily
30 to<50 4 mg/kg 4 mg/kg once daily
1510 <30 4 mg/kg 2.6 mg/kg once daily
5t0 <15 4 mg/kg 1.3 mg/kg once daily
<5 1.3 mg/kg 0.7 mg/kg once daily




Hepatic impairment: Data obtained in patients with moderate to severe hepatic impairment shows that
lamivudine pharmacokinetics are not significantly affected by hepatic dysfunction. Based on these data, no
dose adjustment is necessary in patients with moderate or severe hepatic impairment unless accompanied
by renal impairment.

4.4 Special warnings and precautions for use

Mitochondrial dysfunction following exposure in utero: Nucleoside and nucleotide analogues may impact
mitochondrial function to a variable deqree WhICh is most pronounced with stavudine, d|danosme and
zidovudine.hav . : .
There have been reports of mltochondrlal dysfunctlon in HIV negatlve mfants exposed in utero and/or post-
natally to nucleoside analogues:; these have predominantly concerned treatment with regimens containing
zidovudine. The main adverse eventsreactions reported are haematological disorders (anaemia,
neutropenia);) and metabolic disorders (hyperlactatemia, hyperlipasemia). These events arehave often been
transitory. Seme-lateLate-onset neurological disorders have been reported rarely (hypertonia, convulsion,
abnormal behaviour). Whether thesuch neurological disorders are transient or permanent is currently
unknown. AnyThese findings should be considered for any child exposed in utero to nucleoside and
nucleotlde analogues even—HJ—V—negaHve—emldFen—sheuld-have—who presents W|th severe cI|n|caI and

: : e findings of
relevan{—srgnser—symptemsunknown etloloqv, partlcularlv neuroloqu: flndlnqs These flndlngs do not affect
current national recommendations to use antiretroviral therapy in pregnant women to prevent vertical
transmission of HIV.

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 life style. 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 guidelines. Lipid disorders should be managed as clinically appropriate.

Immune Reactivation Syndrome:

Relevant examples are cytomegalovirus retinitis, generalised and/or focal mycobacterium infections, and
Pneumocystis jiroveciieariri pneumonia_(often referred to as PCP). Any inflammatory symptoms should be
evaluated and treatment instituted when necessary. Autoimmune disorders (such as Graves’ disease and
autoimmune hepatitis) have also been reported to occur in the setting of immune reactivation; however, the
reported time to onset is more variable and these events can occur many months after initiation of treatment.

Paediatric population: In a study performed in paediatric patients (see section 5.1 ARROW study), lower rates
of virologic suppression and more frequent viral resistance were reported in children receiving the oral
solution of Epivir as compared to those receiving the tablet formulation.

Whenever possible in children, an all-tablet regimen should preferably be used. Epivir oral solution given
concomitantly with sorbitol-containing medicines should be used only when an all-tablet regimen cannot be
used and the benefits of treatment outweigh possible risks including lower virological suppression. Consider
more frequent monitoring of HIV-1 viral load when Epivir is used with chronically-administered, sorbitol-
containing medicines [e.q. Ziagen oral solution]. Although not studied, the same effect would be expected
with other osmotic acting poly-alcohols or monosaccharide alcohols (e.q. xylitol, mannitol, lactitol, maltitol
(see section 4.5)).

4.5 Interaction with other medicinal products and other forms of interaction

Coadministration of sorbitol solution (3.2 g, 10.2 g, 13.4 g) with a single 300 mg dose of lamivudine oral
solution resulted in dose-dependent decreases of 14%, 32%, and 36% in lamivudine exposure (AUC.,) and
28%, 52%, and 55% in the Cmax Of lamivudine in adults. When possible, avoid chronic coadministration of
Epivir with medicinal products containing sorbitol or other osmotic acting poly-alcohols or monosaccharide
alcohols (e.qg. xylitol, mannitol, lactitol, maltitol). Consider more frequent monitoring of HIV-1 viral load when
chronic coadministration cannot be avoided (see section 4.4).




4.8

Undesirable effects

Metabolism and nutrition disorders

Very rare: Lactic acidosis

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

Autoimmune disorders (such as Graves’ disease and autoimmune hepaititis) have also been reported to
occur in the setting of immune reactivation; however, the reported time to onset is more variable and these
events can occur many months after initiation of treatment (see section 4.4).
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