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Valcyte is indicated for the induction and maintenance treatment of cytomegalovirus
(CMV) retinitis in patients with acquired immunodeficiency syndrome (AIDS).

Valcyte is indicated for the prevention of CMV disease in CMV-negative patients who
have received a solid organ transplant from a CMV-positive donor.
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Fertility

A small clinical study with renal transplant patients receiving Valcyte for CMV prophylaxis for up to
200 days demonstrated an impact of valganciclovir on spermatogenesis, with decreased sperm density
and motility measured after treatment completion. This effect appears to be reversible and
approximately six months after Valcyte discontinuation, mean sperm density and motility recovered to
levels comparable to those observed in the untreated controls.

In animal studies, ganciclovir impaired fertility in male and female mice and has shown to inhibit
spermatogenesis and induce testicular atrophy in mice, rats and dogs at doses considered clinically
relevant.

Based on clinical and nonclinical studies, it is considered likely that ganciclovir (and valganciclovir)
may cause temporary or permanent inhibition of human spermatogenesis (see sections 4.4 and 5.3).
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Description of selected adverse reactions

c Paediatric population

Valcyte has been studied in 179 paediatric solid organ transplant patients who were at risk of
developing CMV disease (aged 3 weeks to 16 years) and in 133 neonates with symptomatic
congenital CMV disease (aged 2 to 31 days), with duration of ganciclovir exposure ranging from 2 to
200 days.

The most frequently reported adverse reactions on treatment in paediatric clinical trials were
diarrhoea, nausea, neutropenia, leukopenia and anaemia.

In solid organ transplant patients, the overall safety profile was similar in paediatric patients as
compared to adults. Neutropenia was reported with slightly higher incidence in the two studies
conducted in paediatric solid organ transplant patients as compared to adults, but there was no
correlation between neutropenia and infectious adverse events in the paediatric population. A higher
risk of cytopenias in neonates and infants warrants careful monitoring of blood counts in these age
groups (see section 4.4).
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Valganciclovir is a pro-drug of ganciclovir and therefore effects observed with ganciclovir apply
equally to valganciclovir. Toxicity of valganciclovir in pre-clinical safety studies was the same as
that seen with ganciclovir and was induced at ganciclovir exposure levels comparable to, or lower
than, those in humans given the induction dose.

These findings were gonadotoxicity (testicular cell loss) and nephrotoxicity (uraemia, cell
degeneration), which were irreversible: myelotoxicity (anaemia, neutropenia, lymphocytopenia) and
gastrointestinal toxicity (mucosal cell necrosis), which were reversible.

Ganciclovir was mutagenic in mouse lymphoma cells and clastogenic in mammalian cells. Such
results are consistent with the positive mouse carcinogenicity study with ganciclovir. Ganciclovir is a
potential carcinogen.

Further studies have shown ganciclovir to be teratogenic, embryotoxic, to inhibit spermatogenesis
(i.e. impair male fertility) and to suppress female fertility.
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