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VALTREXO BRIEF SUMMARY

valacyclovir hydrochloride b \
(Cﬂplets ) \@ﬁ!‘
The following s a brief summary only; see full prescribing information

for complete product information.

mnmvumuhmmmmmammm«mw
valacyclovir, acyclovir, or any component of the formulation.
mmmmwmmmmumm
mhmmmhmmmmmmmmmwnm
transplant and renal transplant recipients participating in clinical trials of VALTREX at doses of 8 grams per day.
mnm:mmammexmmmmmmmemddww
Zoster, or suppression of recurrent genital herpes, or in immunocompromised patients.

mmmmammmmmmmawmmmmmmmm
DOSAGE AND ADMINISTRATION). Caution should also be exercised when administering VALTREX to patients
receiving potentially nephrotoxic agents since this may increase the risk of renal dysfunction and/or the risk of
mmﬂemmnewmsymmswnpmumwhasm&mhawbemmpmhpaﬁammmm
venous acyclovir.

Information for Patients: Herpes Zoster: There are no data on treatment initiated more than 72 hours after onset of
mmmpmmmmmmmmmasmasmmmawdmmm.
Genital Herpes: Patients should be informed that VALTREX is not a cure for genital herpes. There are no data
evaluating whether VALTREX will prevent transmission of infection o others. Because genital herpes is a sexually

transmitted disease, patients should avoid contact with lesions or intercourse wheh lesions and/or symptoms are
present to avoid infecting partners. Genital herpes can also be transmitted in the absence of symptoms through
asymptomatic viral shedding. If medical management of a genital herpes recurrence is indicated, patients should be
advised to initiate therapy at the first sign or symptom of an episode.

Therea:anodalaonlheeﬁecﬁvamssoftreatmenliniﬂatedmorethan?Ztnu'saﬂermeonse!ofsignsandsynp
toms of a first episode of genital herpes or more than 24 hours of the onset of signs and symptoms of a recurrent
episode.

Drug Interactions: An additive increase in acyclovir AUC and C,, was observed when VALTREX was administered
to healthy volunteers who were taking cimetidine, probenecid, or a combination of both cimetidine and probenecid
(see CLINICAL PHARMACOLOGY: Pharmacokinetics).
Carcinogenesis, M Impairment of Fertility: The data presented below include references to the steady-
state acyclovir AUC observed in humans treated with 1 gram VALTREX given orally three times a day to treat herpes
zoster. Plasma drug concentrations in animal studies are expressed as multiples of human expo-
sure to acyclovir (see CLINICAL PHARMACOLOGY: Pharmacokinetics section).

Valacyclovir was noncarcinogenic in lifetime carcinogenicity bioassays at single daily doses (gav-
age) of up to 120 mg/kg/day for mice and 100 mg/ka/day for rats. There was no significant differ-
ence in the incidence of tumors between treated and control animals, nor did valacyclovir shorten c
the latency of tumors. Plasma concentrations of acyclovir were equivalent to human levels in the
mouse bioassay and 1.4 to 2.3 times human levels in the rat bioassay.

Valacyclovir was tested in five genetic toxicity assays. An Ames assay was negative in the absence or presence of
metabolic activation. Also negative were an in vitro cytogenetic study with human lymphocytes and a rat cytogenetic
study at a single oral dose of 3000 mg/kg (8 to 9 times human plasma levels).

In the mouse lymphoma assay, valacyclovir was negative in the absence of metabolic activation. In the presence of
metabolic activation (76% to 88% conversion to acyclovir), valacyclovir was weakly mutagenic.
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tion. However, the small size of the registry is insufficient to evaluate the risk for less common defects oro permit
MMMWWMMdWhWWWMWM,
vnmmummeﬁummmmmmkmmm.

Pregnancy Exposure Registry: To monitor maternal-fetal outcomes of pregnant women exposed to VALTREX,
mmlm.mmmawwythwmmgm.mmmwmmgmm
patients by calling (800) 722-9292, ext. 39437.

Nursing Mothers: There is no experience with VALTREX. However, acyclovir concentrations have been document-
ed in breast milk in two women following oral administration of ZOVIRAX and ranged from 0.6 to 4.1 times corre-
mmm‘mmmhmmnemmeMimmaMormas
high as 0.3 mg/kg/day. VALTREX should be administered o a nursing mother with caution and only when indicated.
Pediatric Use: Safety and effectiveness of VALTREX in pediatric patients have not been established.
Gu‘llnlcl.ha:mthemMnmmerdpmiennhdudadhwwmubsoWALTﬂEx.ammagessQrdﬂe:.and
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geriatric volunteers varied with renal function. Dosage reduction may be required in geriatric patients, depending on
the underlying renal status of the patient (see CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).
mmm:mmmmrapomdbywawrmanz%ofaghtenweamntgmuphclinw
trials of VALTREX are listed in Table 1.

Table 1
Incidence (%) of Adverse Events in Herpes Zoster and Genital Herpes Study Populations
Hermpes Zoster Genital Herpes
VALTREX | ZOVIRAX | Placebo | VALTREX | VALTREX | ZOVIRAX | Placebo
Adverse lgram | 800mg | (n=195) | 1gram | 500mg | 200mg | (n=439)
Event tid. | Sxdaiy b.id. bid. | S5xdaiy
(n=967) | (n=376) (n=1,194) | (n=359) | (n=822)
Nausea 15 19 8 6 6 7 B
Headache 14 13 12 16 17 12 14
Vomiting 6 8 3 1 1 2 <
Diarhea 5 7 8 4 5 3 6
Constipation 4 5 3 <1 1 1 1
Asthenia i 5 4 2 1 2 4
Dizziness 3 6 2 3 2 2 3
Abdominal Pain 3 3 2 2 3 2 3
Anorexia 2 3 2 <1 <1 <1 <1

OVERDOSAGE: There have been no reports of overdosage from the administration of VALTREX. However, it is
known that precipitation of acyclovir in renal tubules may occur when the solubility (2.5 mg/mL) is exceeded in the
intratubular fiuid. In the event of acute renal failure and anuria, the patient may benefit from hemodialysis until renal
function is restored (see DOSAGE AND ADMINISTRATION).

A mouse micronucleus assay was negative at 250 mg/kg but weakly positive at 500 mg/kg (acyclovir concentra- U.S. Patent No. 4,957,924 RL-377 November 1996
tions 26 to 51 times human plasma levels). ©1997 Glaxo Wellcome Inc. VAL215R0 Printed in USA January 1997
i : e e . _—
Z0VI RAX® (acyclovir) Capsules Iy significant, there &'&’Zm“m kb m:m mu:}w numbers of s.."'i:;';’.;"é‘ '-rpunn:nusnzh 125 my/kg/day a:
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ZOVIRAX® (acyclovir) Suspension ot ' venous dose of 50 gy in rabbits (53 fo 105 fmes human levels), no drug-related reproducive effects were observed.

mmaamrmwm;mmmmwwmummmmmmmmm.
commmmzowmxmu,rm.wwmaemwmuummwmwumaMh
the components of the formulabons.

WARNINGS: ZOVIRAX Capsules, Tablets, and Suspension are i for oral ingestion only.

PRECAUTIONS:

General: ZOVIRAX has caused genesis at high p doses in some animals and mutagenesis in some acute studies al high
concentrations of drug (see PRECAUTIONS: Carci is, M nesis, Impai of Ferlity). The recommended dosage should not be exceed-

9 utage
ed (see DOSAGE AND ADMINISTRATION secbon of full prescribing information).

Mulmmnmm-mmhmbwnmunmmmmolmmm,mmﬂ
manpemmooflesssemmtlhmnsmbehnmommmmthnn.memmmnmhmmm
herpes simplex or varicella-zoster virus 1o acyclovir and clinical response fo therapy has yet to be established (sse CLINICAL PHARMACOLOGY:
Microbiclogy section of full prescribing information)

Mwmmmmmamﬁ“w“yumhmhmmmmmﬁ.ﬂmnsmmmbmw
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physician should be aware thal prolonged or rep courses of acyclovir may resull in selection of resistant viuses which may not fully respond to
continued acyclovir therapy.

Gauionshuddheaxmmnmmzo\ﬂﬂaxbmhnumuﬁﬁmmnnq:ﬂuh:bms&mﬂsmyhmmh&d
renal dysfunction.
hmmmmmmmmmwmmmmmmimammamummm.m
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mwmm-smmmsammmmamwmmeawmmvnanw
because of the risk of infecting inimate parters. ZOVIRAX Capsules, Tablets, and Suspension are for oral ingestion only. Medication should not be
shared with others. The prescribed dosage should not be exceeded. ZOVIRAX does not eliminale latent viruses. Patients are instructed o consult with
their physician il they do not receive sufficient rebel in the frequency and severity of their genital herpes recumences.

There are still 5t ing reproductive/gonadal toxicity and mutagenesis; long-term studies are continuing. Decreased sperm
u‘ndll:hnmnemwuhfmMhmm:amm&tﬂshﬂuﬁm@ﬂmu!ﬂ&md!ﬂﬂﬁuwmhﬁ
months in humans did not show simiar findings. Chromosomal breaks were seen in vitro after brief exposure to high concentrations. Some olher cur-
rently di also cause breaks, and the significance of this finding is unknown. A placebo-controlled clinical study using
B00 mg of ZOVIRAX per day for 1 year in humans did not show any abnormalities in structure or number of chromosomes.

mmm«mmmwuw«mum“mamum.mmmmmmMmmwm
for older patients. Treatment was begun within 72 hours of rash onsel in these studies, and was more usehul if started within the first 48 hours.

Chickenpox: Although chickenpox in otherwise healthy chidren is usually a sefi-imited diseass of mild to moderale severity, adolescents and adulls
tend to have more severe disease. Treatment was initiated within 24 hours of the typical chickenpox rash in the controlied studies, and there is no
information regarding the effects of treatment begun later in the disease course. It s unknown whether the treatment of chickenpox in childhood has
wclbdunlmq—hnnhmmﬁy.M.MhthMMWdeMIWMMmMm
either d g or k ing the inck or severity of subsequent recurrences of herpes zosler (shingles) kater in life. | ZOVIRAX is
indicated for the treatment of varicella-zoster infections in immunocompromised pabients.
mm:mdwmmwmmmnmummmummnm
centrabon-time curve, Urinary excretion and renal dlearance were cormespondingly reduced. The cinical effects of this combinaion have not been studied.
Carcinogenesis, Mutagenesis, impairment of Fertility: The data p d below include rel 1o peak steady-state plasma acyclovir concentra-
Iinnsobsumd'nhmnsmudﬁhmmwmsirmaﬂy(mwummdwmwmmﬁmmsm
nmmwummmmwmmmmmhmnmsnemwunmnmmmnn
acyclovir at the higher and lower dosing schedules (see CLINICAL PHARMACOLOGY: Pharmacokinetics section of full prescribing informason),

memmmnhnuwmmwwymawwmmmmm.nmmmm
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Acychvimlmmhmhmmmm.wlmbmmumwmwaw&m
Mmhas}nmmmumwmmmmummmmwmm
weaning mice. Acyclovir was negative (40 to 80 times human levels) in the other, possdly less sensitive, transformation assay.

In acute cylogenetic studies, there was an increase, though not statistically significant, in the incidence of chromosomal damage &t maximum tolerl-
ummuwmwhmmnmmmmlmmhmmmmummtmm
were clasiogenic in Chinese hamsters (380 fo 760 mas human levels). In addition, no activity was found after 5 days dosing in a dominant lethal study
in mice (36 o 73 times human levels). In all 4 microbial assays, no avidence of mutagenicily was observed. Positive results were obtained in 2 of 7
genetic loxicity assays using mammalian celts in vitro. In human lymphocytes, a positive response for chromasomal damage was seen at concentra-
tions 150 ko 300 times the acyclovir plasma levels achieved in humans. Al one locus in mouse lymphoma cells, mutagenicity was observed at concen-
frations 250 o 500 times human plasma levels. Results in the ofher five mammalian cell loci follow: at 3 loci in a Chinese hamster ovary cell ine, the
nesults wers inconclusive at concentrations al least 1850 times human levels; at 2 other loci in mouse lymphoma cells, no evidence of mutagenicity
was observed at concentrations al least 1500 imes human levels.

Acyclovir has not been shown to impair fertity or reproduction in mice (450 mg/kg/day, p.o.) of in rals (25 mg/kgiday, 5.C.). In the mouss study, plas-
ma levels were 9 fo 18 times human levels, while in the ral study they were 8 fo 15 times human levels. Al a higher dose in the rat (50 mg/kgiday, s.c),
there was a statistically significant increase in post-mplantation loss, but no concomitant decrease in iter size. In female rabbits reated subcutaneously
with acyciovir subsequent ko mating, there was 4 statistically significant decrease in implantation efficiency but no concomitant decrease in tter size at a
dosa of 50 mg/kgiday (16 ko 31 times human levels). No effect upon efficiency was observed when the same dose was administered intra-
mmmummmlm-mmwwm-wmmmnezmmm.m—am
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leves, while at 200 mg/kg/day they were 150 1o 317 times human levels. No festicular abnormalities were seen in dogs given 50 mgAug/day i for 1
month (21 1o 41 times human levels) and in dogs given 60 mg/kgiday orally for 1 year (6 1 12 mes human levels)
m.wmﬁeﬂmmmc.qumwmmmmm(mm.po.j.rlbhi{snmw.s.c.
and i.v.), of in standard tests in the ral (50 mg/kg/day, 5.c.). These exp resulted in plasma levels 9 and 18, 16 and 106, and 11 and 22 times,
M.mnm.inanm-mmmlmals.mRNWW.MSMWHIIMNNWM.MM
hﬁ,msmglven.'!ac.uoeesaimnmmhvionmmdaymwumnphmms&wiz&mmm.m“m
mammmnMMW.wrmumuwwmummmmmwmmumm
fial risk ko the fetus. Although acyclovir was nol teralogenc in standard animal studies, the drug's ial for causing chi breaks at high con-
cenirabon should be taken into consideration in making this determination.

Pregnancy Exposure Registry: To monitor matemak-fetal oulcomes of pregnant women exposad 1o systemic acyciovir, Glaxo Wellcome Inc. main-
tains an Acyclovir in Pregnancy Registry, Physicians are ged to register patients by calling (B00) 722-9292, ext. 58465.
mmwmnmmmmmhmmmmmmwmamwm
tumu.an4.1mmmm,mmmmmmnmmmmuw;pn

0.3 my/kgiday. Caution should be exercised when ZOVIRAX is administered 1o a nursing woman.

Pudiatric Use: Salety and efiectiveness in children less than 2 years of age have not been adequately studied,

ADVERSE REACTIONS:
luwswu:smrmmumm:mmmmmmmmmmmmmolwmamm
orally administered ZOVIRAX were nausea and/or vomiting in 8 of 298 patient treatments (2.7%) and headache in 2 of 298 (0,6%). Nausea andior
vomiting occurmed in 2 of 287 (0.7%) patients who received placebo.
mm«msemk,emummmdmmmmmmmmmmm.m.mm
dizziness, anorexia, fatigue, edema, skin rash, leg pain, inguinal adenopathy, medication taste, and sore throal

Long-Term Administration: The most frequent adverse events reported in a clinical trial for the prevention of recurrences with conlinuous adminis-
tration of 400 mg (wo 200 mg capsules) 2 times daily for 1 year in 586 patients treated with ZOVIRAX were: nausea (4.8%), diarhea (2.4%),
mnm‘mmu.m.msssmmmmnmmmmmmmywupanmimm
(2.7%), nausea (2.4%), headache (2.2%), and rash (1.5%),
mmmlmmmmmmmmmmmmummmmmmmm
mmm}zmmhzmrsmmmu.sas}.mum},mmmmm«uummwmmm
the third year included asthenia (1.2%), paresthesia (1.2%), and headache (0.9%).
n-pummmmmmmmmmmﬁmawm{m;mmwmw
ZOVIRAX 5 times daily for 7 1o 10 days in 323 patients were: malaise (11.5%), nausea (8.0%), headache (5.9%), vomiting (25%), diarea (1.5%), and
constipation (0.9%), The 323 placebo recipients reported malaise (11.1%), nausea (11.5%), headache (11.1%), vomiting (2.5%), diarhea (0.3%), and
constipaion (2.4%). 5

Chickenpox: The most frequent adverse events reporied during three clinical rials of treatment of chickenpox with oral ZOVIRAX in 485 pabenis were:
diathea (3.2%), abdominal pain (0.6%), rash (0.6%), vomiling (0.6%), and Ratulence (0.4%), The 498 patients receiving placebo reported: diamhea
(22%), Ratulence (0.8%), and insomnia (0.4%)
mmmm&mmmmmnmwmwmmnhu.s,mw
adverse events are uncommon. Data are insufficient fo support an estimate of their incidence or to establish causation. These avents may also ocour
&s part of the underfying dissase process. Voluntary reports of adverse events which have baen received since market introduction include:
Nervous: confusion, dizziness, hallucinations, paresthesia, seizure, somnolence (Thess symploms may be marked, particularly in older adults )
Hemic and Lymphatic: leukopenia, lymphadenopathy

Musculoskelets!: myalgia

Skin: alopecia, pruritus, rash, urbcaria

Special Senses: visual abnormalities

Urogenital: elevated creatinine

OVERDOSAGE: Patients have ingested intentional overdoses of up 1o 100 capsules (20 g) of ZOVIRAX, with no unexpected adverse efiects.
Precipitation of acyclovir in renal ubules may occur when the solubility (25 mgimL) in the intratubular fuid is exceeded. Renal lesions considered 1o
be related o obstruction of renal hubules by precipitated drug crystals occurmed in the following species: rals treated with i.v. and ip. doses of
mmhammm.m.mummdmmmommm;mLv.dmcorsomm
Iummmmm.v.mammummammmmmmmmwm.
Data conceming peritoneal dialysis are incomplete but indicate that this method may be significantly less eficient in removing acyclovir from the blood.
In the event of acute renal failure and anuria, the patient may benefit from hemodialysis untl renal funcion is restored (see DOSAGE AND ADMINIS-
TRATION section of bull prescribing \
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