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Hypersensitivity to ganciclovir or acyclovir or to any other ingredients of the product.

4.4 Special warnings and precautions for use

The following special warnings and precautions for use should be borne in mind, although systemic
effects after ocularinstillation are very unlikely. In preclinical testing ganciclovir given systemically caused
aspermatogenesis, mutagenicity,teratogenicity, carcinogenicity and suppression of female fertility. These
effects in animal studies have been observed atplasma concentrations far exceeding those being seen in
humans after therapeutic use of GANVIR Eye Gel .However, ganciclovir should be considered a potential
carcinogen and teratogen in humans.

Benzalkonium chloride :

X/ - May cause eye irritation
“ - Avoid contact with soft contact lenses
- Remove contact lenses prior to application and wait at least 15 minutes before reinsertion, known to

discolor soft contact lenses.

4.5 Interaction with other medicinal products and other forms of interaction

In case of any additional local ocular treatment there should be an application interval of at least 5
minutes between the twomedications. GANVIR Eye Gel should be the last medication instilled.

Although the quantities of ganciclovir passing into the general circulation after ophthalmic use are small,
the risk of druginteractions cannot be ruled out.

Interactions with ganciclovir administered systemically have been observed:

Binding of ganciclovir to plasma proteins is only about 1-2% and drug interactions involving binding site
displacement are notanticipated.

It is possible that drugs which inhibit repllcatlo oFFADIC ,\Wfdmg cell populations such as bone marrow,
spermatogonia andgerminal layers of skin apt ast;amtestlnal mb\ksa might have combined additive

toxic effects when used concomitantlywith / ; ore‘or after ganciclovir. Because of the possibility of

additive toxicity with co-administration of mgs such as dapsone, pentamldlne flucystosine, vincristine,

vinblastine, adriamycin, amphotericin B, tlmethopnm/sulpha comblna‘tlons or othernucleoside analogues,

combination with ganciclovir therapy should be used only if the potentlal benefits outweigh the risks.

u{ltm neutropenla. 1t1s recommended that these two drugs

Since both zidovudine and ganciclovir can resg
should not be givenconcomitantly during inducti w;t;men’c with ganciclovir. Maintenance ganciclovir

treatment plus zidovudine at therecommended dose resulted in severe neutropenia in most patients

studied to date.
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4.7 Effects on ability to drive and use machines

Patients should refrain from driving a vehicle Or operating machines on the occurrence of any visual
disturbance or othervisual Symptomatology.

4.8 Undesirable effects

4.9 Overdose

.

There is practically no risk of adverse events due to accide al Oral ingestion.
00mg. -1

7.5mg ganciclovircompared to the daily adult i.v. dose of 5‘,@{ 1
: o

¥

y be of benefit in reducm::?drug plasma levels.

In the unlikely event of overdose, dialysis and hydration

Toxic manifestations seen in animals given very high singl intyavenous:‘dOSeé’bf ga ciclovir (500mg/kg)
included emesis,hypersalivation, anorexia, bloody diarrhoea} .ﬁﬁggﬁvity, cytopen_igv;" normal liver function

Y,

tests and BUN, testicular atrophy anddeath. o

5. Pharmacological properties

5.1 Pharmacodynamic properties

GANVIR is a formulation of 0.15% ganciclovir in a transparent aqueous gel with a hydrophilic polymer

LAMJQEE

base.
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: = = ,3—dihydroxy-2-propoxymethyl)guanine or DHPG, is 3 broadspectrum viustatié agent
WET Friots thereplication of viruses, including viruses of the herpes group, both in vivo ang in vitro:
herpes simplex types 1 and 2 ( HSV),cytomegalovirus (CMV), Epstein-Barr virus (EBV), herpes zoster

The mean effective dose (ED50) in vitro of ganciclovir on ocular clinical isolates of the herpes simplex
virus is on average 0.23ug/m| (0.06 - 0.50).

concentrations of ganciclovir—triphosphatein non-infected cells are 10 times lower.

Ganciclovir-triphosphate works as an antivira| agent by inhibiting the synthesis of vira| DNA in two ways:
competitive inhibitionof viral DNA polymerases angd direct incorporation into viral DNA which has the
effect of stopping its elongation.

5.2 Pharmacokinetic properties

In fact, after instillation of one drop of ganciclovir gel, the concentrations (Cmax) of ganciclovir measureg
in the cornea(17ug/g), the conjunctiva (1 60ug/g), the aqueous humour (1 Mg/ml) and the iris/ciliary body
(4ug/g), are higher than the inhibitoryconcentrations for herpes simplex viruses 1 and 2 (< 0.5ug/ml) over
more than 4 hours.

The repeated instillation 4 times a day for 12 days in rabbits with herpetickeratitis does not result in an
accumulation ofganciclovir in the plasma.

In man, after daily ocular instillations repeated 5 times a day for

il % g Rote

i ﬁr has a half life of 2.9 hoﬁrs,the systemic
clearance is 3.64 ml/min/kg and the major route of excretion of%gé\'pciclovir is via glomerular filtration
ofunchanged drug. s '
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~ Benzalkonium chloride

Carbopol 974P
Mannitol

1N Sodium hydroxide

Water for injection i g TR A N 5 m%
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6.2 Special precautions for storage f @y D9

L

Bowotstoreabove30°C. oWt of FrPlehire 1ot CJ)(Ceech be CG, QDWOQ”"‘.&U .SWQ"'%J;'
5/ noy .Qatc.eed\@ % & &;r 36

6.3 Nature and contents of container

Al fuy

A carton box containing white (LDPE) plastic bottle w'whlf}' (HDPE) dfb per covered with white (PP)
plastic cap contamlnglq_g_m gel and insert leaflet.  # o ;
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