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NDC 55567-037-06

UNIT DOSE

L _ 10 strips of

T aee—— 10 blisters
ACYCLOVIR

TABLETS

Caution: Federal law prohibits dispensing without prescription

Manufactured by:
O GENPHARM INC.
Y 0 Toronto, Canada M8Z 256 100 Tablets

% 1-800-661-7134

Unit Dosé
NDC 55567-037-06 UNIT DOSE
| 10 sfrips of
ACYCLOVIR 10 blisters
|

TABLETS

Caution: Federal law prohibits dispensing without prescription
This unit-dose package is not child resistant

GENPHARM INC. 100 Tablets
Unit Dose
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e ) NDC 55567-036-18 100 Tablets

Each tablet contains: :
ACVC|OVi|' 400mg = _ ACYCLOV'R
Store at 15° to 25°C (59° to 77°F).
Digpense ina tight,d.ight;‘resdsvéa:t ‘ Tablets

tainer as defined in the U.5.F. L
S ' 55567'03618
Fo-indicationg; dosage, precautions, etc.,

see accompanying package insert.
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sing without prescription.
Package not child resistant. dispensing
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) : @ Toronzt& Canada 008
Printed in Canada 003-784 REV. #00 A ,‘waz —
Each tablet contains: NDC 55567-037-18 100 Tablets

Acyclovir 800 mg

ACYCLOVIR
Tablefs aApr | 3 1998

Store at 15° to 25°C (59° to 77°F).
spense in a tight, light-resistant
centainer as defined in the U.S.P.

F{r indications, dosage, precautions, etc.,
see accompanying package insert.
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= o ACYCLOVIR Capsules 2
£E:  ACYCLOVIR Tablets . .
—E- - 8 mn-nou . S
Sm— Acyclovir is an anttviral drug. Acyclovir Capsules and Tablets are formulations for oral administration.

Each capsule of acyclovir contains 200 mg of acyclovir and the inactive ingredients pregelatinized
starch, lactose monohydrate, magnesium stearate, and sodium lauryl sulfate. The capsule shell con-

Yellow No. 10 Aluminum lake.

sists of gelatin, FD&C Biue No. 1, titanium dioxide, silicon dioxide and sodium lauryl sulphate. Printed
with edible black ink. The conténts of the edible black ink are synthetic black iron oxide, FD&C Biue
. -No. 2 Aluminum lake, FD&C Red No. 40 Aluminum lake, FD&C Blue No. 1 Aluminum lake, and D&C

Each 800 mg tablet of acyclovir contains 800 mg of acyciovir and the inactive ingredients FD&C Biue
No. 2 Aluminum Lake, magnesium stearate, microcrystalline cellulose, povidone, and sodium starch gly-

colate.

Each 400 mg tablet of acyclovir contains 400 mg of acyclovir and the inactive ingredients magnesium
stearate, microcrystalline cellulose, povidone, and sodium starch glycolate.

The chemical name of acyclovir is 2-amino-1,9-dihydro-9-{(2-hydroxyethoxy ymethyl}6-H-purin-6-one; it

has the following structurai formuia:

A0

@Jﬁ[,m@ ﬂ/ﬁr)

Chemical formuta: Catt; N0y

Acyclovir is a white to off-white crystalline powder with a
molecular weight of 225,21, The maximum solubility in
water at 37°C is 2.5 mg/mL. The pka's of acyclovir are
2.27 and 9.25.

VIROLOGY:

Mechanism of Antiviral Action: Acyclovir is a synthetic
purine nucleoside analogue with in vitro and in vivo
inhibitory activity against herpes simplex virus types 1
(HSV-1), 2 (HSV-2), and varicella-zoster virus (VZV). In
cell culture, acyclovir's highest antiviral activity is
against HSV-1, followed in decreasing order of potency
against HSV-2 and VZV.

The inhibitory activity of acyclovir is highly selective due
to its affinity for the enzyme thymidine kinase (TK)
encoded by HSV and VZV. This viral enzyme converts
acyclovir into acyclovir monophosphate, a nuclectide
analogue. The monophosphate is further converted into
diphosphate by cellulas guanylate kinase and into
tript{osphate by a number of cellular enzymes. /n vitro,
acyclovir triphosphate stops replication of herpes viral
DNA. This is accomplished in three ways: 1) competi-
tive inhibition of viral DNA potymerase, 2) incorporation
into and termination of the growing viral DNA chain, and
3) inactivation of the viral DNA polymerase. The greater
antiviral activity of acyclovir against HSV compared to
VZV is due o its more efficient phosphorylation by the
viral TK.

Antiviral Activities: The quantitative relationship
betwsaen the in vitro susceptibility of harpes viruses to
antivirals and the clinical response to therapy has not
been established in humans, and virus sensitivity testing
has not been standardized. Sensitivity testing results,
expressed as the concentration of drug required to
inhibit by 50% the growth of virus in ceil culture (IC,),
vary greatly depending upon a number of factors.

Using piaque-reduction assays, the IC,, against herpes
simplex virus isolates ranges from 0.02 to 13.5 meg/mL
for HSV-1 and from 0.01 to 9.9 mcg/mL for HSV-2. The
ICgq for acyciovis against most laboratory strains and
clinical isolates of VZV ranges from 0.12 to 10.8
meg/miL.

Acyclovir also derionstrates activity against the Oka
vaccine strain of VZV with & mean IC,, of 1.35 mcg/mi.

Drug Resistance: Resistance of VZV to antiviral nucleo-
side analogues can result from qualitative or quantitative
changes in the viral TK or DNA polymerase. Clinical
isolates of VZV with reduced susceptibility to acyclovir
have been recovered from pafiénts with AIDS. in these
cases, TK-deficient mutantsoi VZV have been recov-
ered.

Resistance of HSV to antiviral nucleoside anaiogues
occurs by the same mechanisms as resistance to VZV.
While most of the acyclovir-resistant mutants isolated
thus far from immunocompromised patients have been
found to be TK-deficient mutants, other mutants involv-
ing the viral TK gene (TK partial and TK aitered) and
DNA polymerase have aiso been isolated. TK-negative
mutants may cause severe disease in immunocompro-
mised patients. The possibility of viral resistance to acy-
clovir should be considered in patients who show poor
clinical response during therapy.

CLINICAL PHARMACOLOGY:

Pharmacokinetics: The pharmacokinetics of acyciovir
after oral administration have been evaluated in healthy
velunteers and in immunocompromised patients with
herpes simplex or varicella-zoster virus infection.
Acyclovir pharmacokinetic parameters are summarised

i Takia 1

excretion and renal clearance were covrespondmgly
reduced.

Clinical Trisls: Initisl Genital Herpes: Double-blind,
placebo-controlled studies have demonstrated that oral-
ly administered acyclovir significantly reduced the dura-
tion of acute infection and duration of lesion healing.
The duration of pain and new lesion formation was
decreased in some patient groups.

R Genital Herpes: Double-blind, placebo-con-
trolled studies in patients with frequent recurrences (six
or more episodes per year) have shown that orally
administered acyclovir given daily for 4 months 0 10
years prevented or reduced the frequency and/or sever-
ity of recurrences in greater than 95% of patients.

In a study of patients who received acyclovir 400 mg
twice daily for 3 years, 45%, 52%, and 63% of patients
remnained free of recurrences in the first, second. and
third years, respectively. Serial analyses of the 3-month
recurrence rates for the patients showed that 71% to
B7% were recurrence-free in each quarter.

Herpes Zoster infections: in a double-blind, placebo-
controlied study of immunocompetent patients with
localized cutaneous zoster infection, acyclovir (800 mg
five times daily for 10 days) shortened the times to
lesion scabbing, healing, and complete cessation of
pain, and reduced the duration of viral shedding and
the duration of new lesion formation.

In a similar double-blind, placebo-controlled study, acy-
clovir (800 mg five times daily for 7 days) shortened the
times to complete lesion scabbing, healing, and cessa-
tion of pain, reduced the duration of new lesion forma-
tion, and reduced the prevaience of localized zoster-
associated neuro!ogic sympms (paresthesia, dyses-
thesia, or hyperesthesia

Treatment was begun within 72 hours of rash onset and
was most effective if started within the fifst 48 hours.

Adults greater than 50 years of age showed greater
benefit.

Chickenpox: Three randomized, double-blind, placebo-
controtied trials wers conducted in 993 patients ages 2
to 18 years with chickenpox. All patients wers treated
within 24 hours after the onset of rash. in two trials, acy-
clovir was administered at 20 mg/kg four times daily (up
to 3,200 mg per day) for 5 days. In the third trial, doses
of 10, 15 or 20 mg/kg were administered four times daity
for 5 10 7 days. Treatment with acyclovir shortened the
time to 50% healing, reduced the maximum number of
lesions, reduced the median number of vesicles,
decreased the median number of residual lesions on
day 28, and decreased the of patients with
fever, anorexia, and lethargy by day 2. Treatment with
acyclovir did not affect varicella-zoster virus-specific
humoral or cellular immune responses at 1 month or 1
year following treatment.

INDICATIONS AND USAGE:
Herpes Zoster Infections: Acyclovir is indicated for the
acute treatment of herpes zoster (shingles).

Genital herpes: Acyciovir is indicated for the treatment
of initial episodes and the management of recurrent
episodes of genital herpes.

Chickenpox: Acyclovir is indicated for the treatment of
chickenpox (variceila).

CONTRAINDICATIONS: Acyclovir is contraindicated for

.
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chimcal isolates of VZV ranges from 0 1210 11" 5
meg/mb.

Acyclovir atso demonstrates activity against the Oka
vaccine strain of VZV with a mean ICg, of 1.36 meg/mL.

Drug Resistance: Resistance of VZV to antiviral nucleo-
side analogues can result from gualitative or quantitative
changes in the viral TK or DNA polymerase. Clinical

- SIS of VZV with reduced susceptibility to acyclovir
have_been recovered from patients with AIDS. in these
casesaTK-deficient mutants of VZV have been recov-
ered.

Resistance of HSV to antiviral nucleoside analogues
occurs by the same mechanisms as resistance to VZV.
While of the acyclovirresistant mutants isolated
thus far fran immunocompromised patients have been
“found to be TK-deficient mutants, other mutants invotv-

« ing thé viral TK gene (TK partial and TK aitered) and
DNA polymetase have also been isolated. TK-negalive
mutants may cause severs disease in immunNOCOMpPro-
mised patients. The possibility of viral resistance to acy-
clovir shouid be considered in patients who show poor
clinical response during therapy.

CLINICAL PHARMACOLOGY:

Pharmacokinetica: The pharmacokinetics of acyclovir
after oral administration have been evaluated in healthy
volunteers and in immunocompromised patients with
herpes simplax or varicella-zoster virus infection.
Acyclovir pharmacokinetic parameters are summarised
in Table 1.

Tabis 1: Acyclovir Pharmacokinetic
Characteristics (Range)
Range
9% to 33%
25133
10% to 20%"

Parameter

> "

Plasma elimination hall-iite

Average oral bioavailabiity
“Bioavailability decreases with increasing dose.

in one muftiple-dose, cross-over study in healthy sub-

jects (n=23), it was shown that increases in plasma acy-

clovir concentrations were (ess than dose proportional

with increasing dose, as shown in Table 2. The

decrease in bioavailability is a function of the dose and
not the dosage form.

Table 2: Acyciovir Pesk and Trough
Concentrations at Steady State

Parameter 200 mg 40 mg 800 mg

[—cr—
0.83 mogimi. | 121 megmi. | 1.8t mogimi

|

CRiax
Cirough

0.46 mogimi | 0.63 megml. | 0.83 megimt.

There was no effect of food on the absorption of acy-
clovir (n=6); therefore, Acyclavir Capsules and Tablets
may be administered with or without food.

The only known urinary metabolite is 9-{(carboxymeth-
oxy)methyflguanine.

Speciat Populations: Adulis with impaired Rensl
Function: The half-life ano total bady clearance of acy-
clovir are dependent on renal function. A dosage
adjustment is recommended for patients with reduced
renal function (see DOSAGE AND ADMINISTRATION).

Pediatrics: in general, the of acy-
clovir in pediatric patients is similar to that of adults.
Mean half-ie after oral doses of 300 mg/m? and 600
mg/m? in pediatric patients ages 7 months to 7 years
was 2.6 hours (range 1.59 to 3.74 howrs).

‘Drug interactions: Co-administration of probenecid
with intra-vencus acyclovir has been shown 10 increase
acyciovir half-ife and systemic exposurs, Urinary

Al greater 'mian 50 years of age snowed greater
benelt

Chickenpox: Three randomized, double-blind, placebo-
controlled trials were conducted in 993 patients ages 2
1o 18 years with chickenpox. Al patients were treated
within 24 hours after the onset of rash. in two trials, acy-
clovir was administered at 20 mg/kg four times daily (up
10 3,200 mg per day) for 5 days. In the third trial, doses
of 10, 15 or 20 mg/kg were administered four times daily
for 510 7 days. Treatment with acyciovir shortened the
time 10 50% healing, reduced the maximum number of
lesions, reduced the median number of vesicles,
decreased the median number of residuai lesions on
day 28, and decreased the proportion of patients with
fever, anorexia, and lethargy by day 2. Treatment with
acyclovir did not affect varicelia-zoster virus-specific
humoral or celiuiar immune responses at 1 month or 1
year following treatment.

INDICATIONS AND USAGE:
Herpes Zoster Infections: Acyclovir is indicated for the
acute treatment of herpes zoster (shingles).

Genhtal herpes: Acyclovir is indicated for the treatment
of initial episodes and the management of recurrent
apisodes of genital herpes.

Chickenpox: Acyclovir is indicated for the treatment of
chickenpox (varicella).

CONTRAINDICATIONS: Acyclovir is contraindicated for
patients who develop hypersensitivity or intolerance to
the components of the formulations.

WARNINGS: Acyclovir Capsules and Tablets are intend-
ed for oral ingestion only.

PRECAUTIONS: Dosage adjustment is recommended
when administering acyclovir to patients with renal
impairment (see DOSAGE AND ADMINISTRATION),
Caution should aiso be exercised when administeting
acyclovir 1o patients receiving potentially nephro-toxic

agents since this may increase the risk of renal dystunc-

tion andjor the risk of reversible central nervous system
symptoms such as those that have been reported in
patients treated with intravenous acyclovir.

Information for Patients: Patients are instructed to con-
sult with their physician if they experience severe or
troublesome adverse reactions, they bacome pregnant
or intend to become pregnant, they intend to breastfeed
while taking orally administered acyclovir, o they have
any other questions.

Herpes Zoster: There are no data on treatment initiated
more than 72 hours after onset of the zoster rash.
Patients should be advised 1o initiate treatment as soon
as possible after a diagnosis of herpes zoster.

Genital Herpes infections: Patients should be informed
that acyclovir is not a cure for genital herpes. There are
no data evaluating whether acyclovir wili prevent trans-
mission of infection to others. Because genital herpes is
a Hy transmitted di patients should avoid
contact with lesions or intercourse when lesions and/or
symptoms are present to avoid infecting parnners.

Ganital herpes can aiso be transmitted in the absence
d:ympmammum:symptmmlcwalsmdding [

medical management of a genilal herpes recurrence is
indicated, patients should be advised to initiate therapy
at the first sign or symptom of an episode.

Chickenpox: Chickenpox in otherwisa heaithy children
is usually a seli-limitad diseass of mild to moderate
severity. Adolescents and aduits tend to have more
sovere disease. Treatment was initiasted within 24 hours
of the typical chickenpox rash in the controlied studies,
and thers is no information regarding the effects of treat-
ment begun later in the disease course.

28 W



T

Drug interactions: See CLINICAL PHARMACOLOGY:
Pharmacokinetics.

Carcinogenesis, Mutagenesis, impairment of
Fertiifty: The data presented below include references

- 10 peak steady-state plasma acyclovir congentrations

observed in humans treated with 800 mg given orally six
times & day (dosing appropriate for treatment of herpes
Zoster) or 200 mg given orally six times a day (dosing
appropriate for treatment of genital herpes). Plasma
dug concentrations in apimal studies are expressed as
multiples of human exposure 1o acyclovir at the higher
and lower dosing schedules (see CLINICAL PHARMA-
COLOGY, Pharmacokinetics).

Acyclovir was tested in lifetime bioassays in rats and
mice at single daily doses of up 1o 450 mg/kg adminis-
tered by gavage. There was no statistically significant
ditference in the incidence of tumors between treated
and control animals, nor did acyciovir shorten the laten-
cy of tumors. Maximum plasma concentrations were
three to six times human levels in the mouse bicassay
and one 10 two timea human levels in the rat bicassay.

Acyclovir was tested in 16 genetic toxicity assays. No
avidence of mutagenicity was observed in four microbial
assays. Acyclovir demonstrated mutagenic activity in
two in vitro cytogenetic assays (one mouse lymphoma
cell line and human lymphocytes). No mutagenic activi-
ty was observed in five in vitro Cylogenetic assays
(three Chinese hamster ovary ceil ines and two mouse
lymphoma cell lines).

A positive result was demonstrated in one of two in vitro
ceil transformation assays, and morphologically trans-
formed celis obtained in this assay formed turnors
when inoculated into immunosuppressed, syngeneic,
weanling mice. No mutagenic activity was demonstrat-
ed in another, possibly less sansitive, in vitro cell trans-
formation assay.

Acyclovir was clastogenic in Chinese hamsters at 380 to
760 times human dose levels. In rats, acyclovir pro-
duced a non-significant increase in chromosomal-dam-
age at 82 10 125 times human leveis. No activity was
observed in a dominant Jethal study in mice at 36 to 73
times human levels.

Acyclovir did not impair fertility or reproduction in mice
(450 mg/kg/day, p.o.) or in rats (25 mg/kg/day, s.c.). In
the mouse study, plasma levels were 9 to 18 times
human levels, while in the rat study, they were 8 to 15
times humnan levels. At higher doses (50 mg/kg/day,
s.c.) in rats and rabbits (11 to 22 anc 16 to 31 times
human levels, respectively) implantation efficacy, but not
litter size, was decreased. In a rat peri- and post-natal
study at 50 mg/kg/day, s.c., there was a statistically sig-
nificant decrease in group mean numbers of corpea
Iutea, total implantation sites, and live fetuses.

No testicular abnormalities were seen in dogs given 50
mg/kg/day, i.v. for 1 month (21 to 41 times human iev-
els) or in dogs given 60 mg/kg/day orally for 1 year (six
10 12 times human levels).

Testicular atrophy and aspermatogenesis were
observed in rats and dogs at higher dose levels.

Pregnancy: Teratogenic Effects: Pregnancy Category
B. Acyclovir was not teratogenic in the mouse (450
mg/kg/day, p.o.), rabbit (50 mg/kg/day, s.c. and i.v.), or
rat (50 mgAg/day, s.c.). These exposures resulted in
plasma levels 9 and 18, 16 and 106, and 11 and 22
times, respectively, human levels. In a non-standard
test, rats were Qiven three s.c. doses of 100 mg/kg acy-
clovir on gestation day 10, resuiting in plasma leveis 63
and 125 times human levels. In this test, there wers
fetal abnormalities, such as head and tail anomalies,
and maternal toxicity.

There are no adequate and weil-controlled studies in
pregnant women. A prospective, epidemiological reg-
istry of acyclovir use during pregnancy has been ongo-
ing since 1984. As of June 1996, outcernes of live
births have been docuymented in 494 women exposed
to systemic acyclowif during the first trimester of preg-
nancy. The occurfence rate of birth defects approxi-
mates that found in the general population. Howevar,
the small size of the registry ig insufficient to evaluate
the risk for less common defects or to permit reliable
and definitive conclusions regarding the safety of acy-
clovir in pregnant women and their developing fetuses.
Acyciovir should be used during pregnancy only if the
potential benelit justifigs the potential risk to the fetus.

Nursing Mothers: Acyciovir concentrations have been
documented in breast milk in two women following oral
administration of acyclovir and ranged from 0.6 to 4.1
times corresponding plasma levels. These concentra-
tions woulid potentially expose the nursing infant to a
dose of acyclovir as high as 0.3 mg/kg/day. Acyclovir
should be administered to a nursing mother with caution
and only when indicated.

Gerlatric Use: Clinical studies of acyclovir did not
include sufficient numbers of patients aged 65 and over
to determine whether they respond differently than
younger patients. Other reported clinical experience

These events may also occur as part of the underlying
disease process. Voluntary reports of adverse events
which have been received since market introduction
include:

Genersi: fever, headache, pain, peripheral edema, and
rasely, anaphylaxis

Nervous: confusion, dizziness, haliucinations, paresthe-
sia, seizure, somnolence (These symptoms may be
marked, particularly in clder aduits)

Digestive: diarthea, slevated fiver function tests, gas-
trointestinal distress, nausea

Skin: alopecia, pruritus, rash, urticaria
Specisl Senses: visual abnormalities
Urogeniial: elevated creatinine

OVERDOSAGE: Patients have ingested intentionat
overdosas of up to 100 capsules (20 g) of acyclovir,
with no unexpected adverse sffects. Precipitation of
acyclovir in renal tubules may occur when the solubility
(2.5 mg/mL) is exceeded in the intratubular fluid. In the
event of acute renal failure and anuria, the patient may
benefit from hemodialysis until renal function is restored
(see DOSAGE AND ADMINISTRATION).

DOSAGE AND ADMINISTRATION:
Acuie Treatment of Herpes Zoster: 200 mg every 4
hours orally, five times daily for 7 to 10 days.

Genital Herpee: Treatment of initis! Genits! Herpee:
200 mg every 4 hours, five times daily for 10 days.

Chronic Suppressive Therapy for Recurrent Disease:
400 mg two times daily for up to 12 months, followed by
re-evaluation. Alternative regimens have inciuded
doses ranging from 200 mg three times daily to 200 mg
five times daily.

The fraquency and severity of episodes of untreated
genital herpes may change over time. After 1 year of
therapy, the frequency and severity of the patient's geni-
tal herpes infection should be re-evaluated to assess .
the need for continuation of therapy with acyclowvir.

irrtormittent Therapy: 200 mg every 4 hours, five times
daily for S days. Therapy should be initiated at the ear-
liest sign or symptom (prodrome) of recurrence.

Trestment of Chickenpox: Cividren (2 years of age
and older): 20 mg/kg per dose orally four times daily
(80 mg/kg/day) for 5 days. Children over 40 kg should
receive the adult dose for chickenpox.

Aduits and Chiidren over 40 kg: 800 mg four times
daily for 5 days.

Intravenous acyclovir is indicated for the treatment of
varicella-zoster infections in immunocompromised
patients.

When therapy is indicated, it should be initiated at the
earfiest sign or symplom of chickenpox. There is no
information about the efficacy of therapy initiated more
than 24 hours after onset of signs and symptoms.

Capsuies or Tablets should be modified as shown in
Table 3:

Table 3: Dosspe Modification for Renel impeirment

Hemodialysis: For patients who require hemodialysis,
the mean plasma half-ife of acyclovir during hemediaty-
sis is approximately 5 hours. This results in a 60%
decrease in plasma concentrations following a 6-hour
dialysis period. Therefore, the patient’s dosing sched-
uie should be adjusted $0 that an additional dose is
administered after each dialysis.

Peritoneat Distysis: No suppiemental dose appears to
be necessary after adjustment of the dosing interval.

Bloequivalence of Dosage Forms: Acyclovir suspen-
sion was shown to be bioequivalent to acyciovir cap-
sules (N=20) and one acyclovir 800 mg tablet was
shown 10 be bioequivalent to four acyciovir 200 mg cap-
sules (n=24).

HOW SUPPLIED: Acyciovir Capsules (blue, opaque
cap and body) containing 200 mg of acyclovir and
printed with “G” on the cap and “0034" on the body -
Bottie of 100 (NDC 55567-034-18) and unit dose pack

Normal Creatinine Adjusted
[Dosage Regimen | Clearance Dosage Regimen
mimind1.73m%) | Oose (mg) Dosing interval I —
200 Mg every >10 200 4 hours,
4 hours S x daily
0-10 200 every 12 hours
400 mg every > 10 400 every 12 hours
12 hours 0-10 200 svery 12 hours
800 mg avery >25 800 every 4 hours,
4 hours § x daily
10-25 800 every 8 hours
6-10 800 every 12 houra

e



the nsk for less common defects of to perma renabie
and definitive concluswons regarding the salety of acy-
Clovir in pregnant women and thew developing fetuses.
Acyclovir should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Nursing Mothers: Acyclovir concentrations have been
documented in breast milk in two women following oral
administration of acyclovir and ranged from 0.6 t0 4.1

-timeas-comesponding plasma levels. These concentra-
tigns would potentially expose the nursing infant to a
dose of acyclovir as high as 0.3 mg/kg/day. Acyclovir
should Be administered to a nursing mother with caution
and only when'indicated.

Gertatric Use: Clinical studies of acyclovir did not
includetsufficient numbers of patients aged-65 and over
to derlermune whether they respond differently than

. r patients. Other reported clinical experience
has-nor identified differences in responses between
“eiderty and younger patients. in general, dose selection
for an elderly patient should be cautious, usually start-
ing at the low end of the dosing rangs, reflecting the
greater frequency of decreased renai function, and of
concomitant disease or other drug therapy.

Podi‘tﬂe Use: Safety and effectiveness in pediatric
patients less than 2 years of age have not been ade-
quately studied.

AOVERSE REACTIONS:

Herpes Simplex: Short-Term Administration: The
most frequent adverse events reported during clinical
trials of treatment of genital herpes with acyclovir 200
mg administered orally five times daily every 4 hours for
10 days were nausea and/or vomiting in 8 of 298 patient
treatments (2.7%). Nausea and/or vomiting occurred in
2 of 287 (0.7%) patients who received placebo.

Long-Term Administration: The most frequent adverse
events reported in a clinical trial for the prevention of
recurrences with continuous administration of 400 mg
(two 200 mg capsules) two times daily for 1 year in 588
patients treated with i were nausea (4.8%) and
diarrhea (2.4%). The 589 control patients receiving
intarmittent treatment of recurrences with acyclovir for 1
year reported diarrhea (2.7%), nausea (2.4%), and
headache (2.2%).

Herpes Zoster: The most frequent adverse event
reported during three clinical trials of treatment of her-
pes zoster (shingies) with B00 mg of oral acyclovir five
times daily for 7 to 10 days in 323 patients was malaise
(11.5%). The 323 placebo recipients reported malaise
(11.1%).

: The most frequent adverse event reported
during three clinical trials of treatment of chickenpox
with oral acyciovir at doses of 10 to 20 mg/kg four times
daily for 5 to 7 days or 800 mg four times daily for 5
days in 495 patients was diarthea (3.2%). The 498
patients receiving placebo reported diarrhea (2.2%).

Obeerved During Clinical Practice: Based on clinical
practice experiencs in patients treated with oral
Acyciovir in the U.S., spommoous'y reported adverse
svents are uNCOMMON. mmmcbnnowppoﬂ
an esti of theis incidence or 10

sis 1s approxmately 5 hours. This resuits in a 60%
decrease i plasma concentrations following a 6-hour
dialysis period. Theretore, the patient's dosing sched-
ule should be adjusted so that an additional dose is
administered after each dialysis.

Peritonsel Dislysis: No supplemental dose appears 10
be necessary after adjustment of the dosing interval.

Bloeg of D Forme: Acyciovil
smwudwnmbobboquwmm.cycwvcap-
sules (n=20) and one acyclovir 800 mg tabiet was
shown to be bioequivalent to four acyclovir 200 mg cap-
sules (n=24).

HOW SUPPLIED: Acyclovir Capsules (blue, opaque
cap and body) containing 200 mg of acyclovic and
printed with “G" on the cap and "0034" on the body -
Bottie of 100 (NDC 55567-034-18) and unit dose pack
of 100 (NDC 55567-034-08).

Store at 15° to 25°C (58° to 77°F) and protect from light
and moisture.

Acyclovir Tablets (blue, oval, unscored tabilet) contain-
ing 800 mg acyclovir and engraved with “G" on one
side and “0037" on the other - Bottle of 100 (NDC
56567-037-18) and unit dose pack of 100 (NDC 55567-
037-06).

Store at 15° to 25°C (59° to 77°F) and protect from light
and moisture.

Acyciovir Tablets (white, 5 sided, unscored tablet) con-
taining 400 mg acyclir and engraved with “G" over
“0036°on one side- Bottle of 100 (NDC 55567-036-18).

Store at 15° 10 25°C (59° to 77°F) and protect from light
and moisture.

CAUTION: Federal law prohibits dispensing without pre-
scription.

Genpharm Inc.

37 Advancs Rod. y

Etobicoke, Ontario, 7

Canada M8Z 256 /.

Printed in Canada.

003-786 REV.#02 November 26, 1997

ey,



