PACKAGE INSERT

ZORAX SUSPENSION

Each 5ml contains:
Acyelovir 200mg

flavour.

Pharmacodynamics:

Ayclov i  synthetc acyclic puine nulesideanlogue it i it iniory actviy agains Herpes simple e 1 and 2 (4511
and HSV-2), Varicella-zoster, Epstein-Barr and cytomegalovirus. In cell cultures, the inhibitory acivity of acyclovir for Herpes simplex
Vius is highly seetive Caluar thymiine inase oo not efecively uilize acyclovi a4 5 substate. Hipes simpes wrus e
thymidine kinase, however, converts acyclovi into acyclovir a nucleotide. further converted nto
diphosphate by celular guanylate kinase and into triphosphate by a number of cellular enzymes. Acyclovir riphosphate interferes with

For reatment of Varicella infections, children over the age of six years can be given 800mg (20m) acyclovir four times daily and children
between theage of o and ix years canbegiven 400ma (10m) acycloi furtmes diy.Chidren below he age oftw years an be
given 200mg (5mi) acyclovir four times daily. Dosing may b notto exceed
00mg (20 fur s df. Tesment showld oninueFor v das, Nospeic Gt e i on e suppression of Herpes
simplex infections or the treatment of Herpes zoster infections in immune competent chi

Dosage in the Elderly

I th ety totalsycloi by lsrance deings ngralll it creatiin darnce, Mdequte o of eldevly patients Lakmg
high oral doses of acyclovir should be maintained. ould be g

enal function.

Dosage in Renal Impairment

In the management of herpes simplex infections i patients with impaired renal function, the recommended oral doses will not lead to
accumulation of acyclovir above levls that have been established safe by intravenous infusion. However,for patients with severe renal
impairment (creatinine clearance less than 10mi/minute) an adjustment of dosage to 200mg (5mi) twice daily at approximately

Hepes smple irus DNA plymerase and it viral DNA elcaton.Acylovir phospiate o it cellar DA o
but 10 a lesser degree. n vitro, acyclo o I DNA polymerase and to a
uch smalr eent b callar o OUA palymerdse. vihen ncopaaton accuvs e Do e et Acyclovir s preferentially
taken up and selectively converted to the active triphosphate form by herpes virus infected cell. Thus, acyclovir is much less toxic in
vitro for normal uninfected cells because: 1) less is taken up; 2) less is converted to the active form; 3) cellular a-DNA polymerase is less
sensitive to the effects of the active form.

Herpes smple vius develops esistance 0 scyclvi n o and e due o the selection of mutarts defcent i thynidine nase

Other mechanisms of resistance include altered specifiity of e kinase and reduced sensitivity of viral DNA polymera

Resls(am vlmses are most likely to be a problem in panem wnh a sunpressed immune response. AIDS patients may be pamculavly

Pharmacokinetics:
About 15 1o 30% of a dose of acyclovir given by mouth is considered to be absorbed from the gastrorintestinal tract. A dose of 200mg
ammw o 4 Pous by moth i eportd o produe mainum and minimum steady st pasna conentraons o 0.56 and

meg per
Acyclovw s excreted thiough the kiney by both glomeruar ﬂlnaﬂon and Iubulav eaeion. me terminal or beta-phase halflfe is
wpuned tobe abom 2 o 3 mwvs for adults without renal impairment. In chronic renal failure this value is mueased and may be up ©
-ed 10 5.7 hours, with 60% of a dose of acycloy

In the treatment of Varicella and Herpes zoster infections it is recommended to adjust the dosage to 800mg (20mi) twice dail, at
approximately twelve-hourly intervals, for patients with severe renal impairment (creatinine clearance less than 10mi/minute) and to
800mg (20ml) three times daily, at intervals of approximately eight hours, for patients with moderate renal impairment (creatinine
clearance in the range 10 to 25mi/minurte).

Route of Administration: Oral

p to acyclovir and

Warnings and Precautions:

Al patients should be cautioned to ensure they avoid the potential of virus transmission, particularly when active lesions are present
wihile they are on therapy. In severely immune-compromised patients the physician should be aware that prolonged of repeated courses
of acyclovir may resultin selection of resistant viruses which may not fully respond to continued acyclovir therapy.

Interactions with Dlhel Medicaments:

Shouen the ety mtal hody lstance alls Wil nesing geasociaedwihdectases i ratnine c\earzm:e although hereis
tofa

in the urine as the inactive metabolite 9~ cavhnxymelhnxymelhy\guanme Faccal excretion may account for about 2% m adose. There s
ide distbution 0 varous s nluing 50% o plasma. Protein
binding i 1epored o range 1om 9 o 3% i acinstaionof pabenecid ineeaces the el e an th srea under the lasma
concentration- ume curve of acyclovir

Indicati

Acyclovir s indicated for-

a) Treatment of Herpes simplex vius infections of the skin and mucous membrane, including inital and recurrent herpes gentalis and
herpes labialis.

recurrent
) Prophylaxis of infection:

d) Treatment of vari i d Herpes zoster

Recommended Dosage:

Treatment of Herpes Simplex Ine

Th J00mo(6m) e Jor B 10dys

In the severely immunocompromised patient, th dose s 400mg (10m) our tmes dally (every 6 hours).
Dosing should begin as early as possible after the start of an infection; for recurrent eplsodes this should preferably be during the
rodromalpeio ofwhen esons 15t appeats

Suppression of Herpes Simplex Infections

jose by mouth is 200mg (5m) two to five times daiy, interrupted every 6 to 12 months for reassessment of the condition;
alteratively 400mg (10ml) may be given twice daily.
Chronic suppressive treatment is not suitable for mild or infrequent recurrences of herpes simplex infection. In such case, episodic
reatment of recurrences may be more beneficial

Prophylaxis of HEIEES Simplex Il\ﬂcﬂnns

Forprophylax ised patients, 200mg (5mi) acyclovi four times daily at
spprodately s haully intervals.

Inseverlymmunecomprorisd ptients e, fter marow anspan) i patents it impaied absoption fom the ut the dose
can be doubled to 400mg (10mi) Tour times daily at appy y Iterativel

be considered by the period at risk.

Treatment of Varicella and Helpes Zoster Infections

The usual dose for reatment of zoster nfecions is 800ma (20m) of acylovi v imes dally (every 4 hours whie awake)for 7 10 10
days. In severely immune- compmmmd patients (e.q. after marrow transplant) or in patient with impaired absorption from the gut,
consideration should be given to intravenous dosing

Dosing should begin as early as possible fter the start of an infection: reatment yields better results if initited as soon as possible
after onset of the rash.

Dosage n Children
Forvestmen o Herpes simple nfctons, ad T propyas o Hetes slmplex infections in the immune-compromised, chidren aged
hlf the adult dose.

of probenecid with intravenous acyclovir has been shown to increase the mean half-ife and the area under the
concentration-time curve. Urinary excretion and renal clearance were correspondingly reduced. The clinica effects of this combination
have not been studied

Other o y f acyclovir. However, clnical
identified other drug interactions with acyclovir

Pregnancy and Lactation:

‘Acyclovir was not teratogenic in mouse, rabbits o rats. In
maternal oiiy. Ther are no adequate and wellcontoled tudies in pregnant women Acyc\nvlr ouldn b ied during pregnancy
unless the potential tothe fetus. Alth was not I studies, the
rug's potential for causing chromosome breaks athigh concentration it e s conitaton making this determination.

Lactation
Aoyl concenratons have been doumented i bresst ik two women ol ol adinisiration of syt andrange fum
ok piently expo infant to a dose of acyclovir up

Effects:
Acyclovvv gvven by moul maycaus gasiintestinlffects sch a5 nausn Vi, and Gt headache and s rshes hve
also been report

hallucinati ed,
reporte
soualy i patlns with mnz\ impamentor olhr presposin factos. Othr events feparte ey b patients include i, ransient
live logical i

tises in bilir related enzymes, small increases in blood urea and creatinine, small decreases in haematolo ices,
headache and fatgue.

‘Symptoms and Treatment of Overdose:

Acyclovir is only partially absorbed in tract. No acute acyclovir has been
reported. Doses as high as 800mg (20mi) 6 times daily for 5 dzys e e sl o imane without acute untoward effects.
Treatment: i excess of 5 the patients. ¥

Storage Conditions: Store at or below 30°C. Protect from light

Pack Sizes: A bottle of 60ml, 100mI, 120ml, 200m and 250m]
Pack Sizes (export only): A bottle of 1 ltre.

Shelf-life: 1.5 years
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