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ZYRTEC®
(cetirizine hydrochloride)

Tablets and Syrup
Far Oral Use

DESCRIPTION
of ZYRTEC® tablets and syrup, is an oraily active and selective Hy-receptor

—
Cetirizine hydrochioride, the active ¢ : ! ;
antagoaist. The chemical name is (¢} - [2- (4- [ (4-chlorophenyl)phenylmethyd] -1- piperazinyl] ethoxylacetic acid, dihy-
drochloride. Cetirizine hydrochioride is a racemic compound with an empirical formula of CyHpsCIN,0122HC!. The molec-
ular weight is 461.82 and the chemicai structure is shown betow:

CH
—\
CH-N N-CH;-CH, -0 -CH, -COOH - 2HC!
O

Cetirizine hydrochloride is a white, crystalline powder and is water solubie. . YRTEC tablets are formuiated as white.
titm-coated. rounded-off rectanguiar shaped tablets for oral administration and are avaitable in 5 and 10 mg strengths.
Inactive are: lactose; stearate; povidone; titanium gdioxide: hydroxypropy! methyiceliuiose; poly-

ethylene glycol: and corn starch.
ZYRTEC syrup 15 a colorless to slightly yellow syrup containing cetrrizine hydrochioride at a concentration of 1 mg/miL
aton. The pH s b 4 and 5. The inactive ingredients of the syrup are: banana flavor;

(5 mg/5 mL) for oral
glacial acetic acid. glycerin; grape flavor; methylparaben: propylene glycol: propylparaben: sodium acetate; sugar syrup;

and water.

CLINICAL PHARMACOLOGY
Mechanism of Actions: Cetirizine, a human of hyd ine, is an antit LS pai effects are medi-
ated via selective inhibition of peripheral H, receptors. The antihistaminic activity of cetirizine has been clearly docu-
mented in a variety of animat and human models. /7 vivo and ex vivo animal models have shown negligible anticholinergic
and antiserotonergic activily. in clinical studies, however, dry mouth was more common with cetirizing than with placebo.
In vitrg ceceptor binding studies have shown no measurable affinity for other than H, receptors. Auteradiographic studies
with radiolabeied cetinzine in the rat have shown neglhgible penetralion inlg the brain. £x vivo experiments in the mouse
have shown that systemicaily admiistered cetinzine does not significantly occupy cerebral H, receptors.

Pharmacokinetics:
Absarplion: Cetirizine was rapidly absorbed with a time 1o maximum concentration (Tmax) of approximately 1 hour foi-
bi labilrty was found b the tablet and

lowing orai admimstration of tabiets or syrup in aduits. C
syrup dosage forms. When heaithy volunteers were admirstered multiple doses of cetirizing (10 mg tablets once daily tor

10 days). a mean peak plasma concentration (Cmax) of 311 ng/ml was observed. No accumulation was observed. Ceti-
nzine pharmacokinetics were linear for oral doses ranging from 5 to 60 mg. Food had no effect on the extent of celinzine
exposure (AUC) but Tmax was defayed by 1.7 hours and Cmax was decreased by 23% in the presence of food.
Distribution: The mean plasma proten binding of cetirizine is 93%, independent gt concentration in the range of
25-1000 ng/mL, which includes the therapeutic plasma levels abserved.

Metabolism: A mass balance study in 6 healthy male volunteers indicated that 70% of the administered radioactivity
was recovered in the urine and 10% in the feces. Approximately 50% ot the radsoactivity was identitied i the urme as
unchanged drug. Most of the rapid increase in peak plasma radiaactivity was associated with parent drug, suggesting
a low degree of irst-pass metabohsm. Cetinzing s metabolized ta a limiled extent by oxidative O-dealkyiation to a
metabolite with negligible antthistaminic activity. The enzyme or enzymes responsible for this metabolism have not
been identified
Elimination: The mean half-life in 146 healthy volunteers across muttipie pharmacokinetic studies was

8.3 hours and the apparent tofai body clearance for cetirizine was appreximately 53 mismin.

Interaction Studies

Pharmacokinetic interaction sludies with celinizine 1a adulls were conducted vath pseudoephedrine, antipyrine, ketocona-
2ole, erythromycin and azithromycin. No interactions were observed. in g muitiple dose study of theaphyliine {400 mg
once daily tor 3 days) and cetirizine (20 mg once daily for 3 aays}. a 16
obiserved. The disposition of theophyiine was not altered by concomitant cetinzine agdministration

% decrease n the clearance of cetirizine was

Speciai Populations
Pediatric Patients: When pediatric panents aged 7 to 12 years received a single, 5-mg oral cetinzine capsule, the mean

Cmax was 275 ng/mL_ Based on Cross-study comparisons. the weight-normalized. apparent total body clearance was
s pediatnic population than in adults. [n peduatric pahients

33% greater and the elimination haif-ife was 33% shorter i thr
the mean Cmax was 660 ng/mL. Based on cross-study comparisons,

aged 210 5 years who receved 5 mg of cetinizine.
the werght-normanized apparent total body clearance was 81 1o 111% greater and the elimination nalf-lite was 33 to 41%

shorter 1 this pediatric population than in adults
Geriatric Patients: Fallowing a single. 10-mg oral dose. the elmination hail-lite was prolonged by 50% and the apparent
totat bady clearance was 40% lower 10 16 geniatric subjects with a mean age of 77 years compared to 14 adult subjects
#ith 3 (nean age of 53 years. The decrease in celirizine clearanice in these elderly volunieers may be related to decreased

renal tunction
Effact of Gender: The effect of gender on cetinizine pharmacokinetics has not been adequately studied.
Eltect af Aace: No race-related ditterences i the kinglics of cetinzine have been observed
Renal impairment: The kinelics of cetinzine were studied toitowing muitiple. oral. 10-mg daly doses of cetinizine far 7 days
i 7 normat volunteers (creatimne clearance 89-128 mmini 8 patients with muid renal function impairment (creatinine
clearance 42-77 mLsmint and 7 patients with moderate renal function «mparrment (creatining clearance 11-31 mimin}
The pharmacokine.ws of celnzine were similar 11 patients wiih muld impar ment and normal volunteers. Moderately
"mpaired patients had a 3-fold increase i hall-fe and a 70% decrease in clearance compared to normal voiynteers
Patignts on hemodiaiysis (n=5) given a single. 10-mg dose of cetinzine had a 3-fold increase in half-ite and a 70%
decreale in clearance compared to normat valunteers Less than 1G% of the administered dose was removed duning the

single dialysis sesston
Dosing adjustment 15 necessary i patients with moderate of severe renai impairment and in patients on dualysis (see
DOSAGE AND ADMINISTRATION}
(hepatoceliular, cholestane. and brary crrrhosis), Qiven

Hepatic impairment: Sixleen patents with chroni invar his2asas
10 0r 20 Mg of cenaizine as a singre. arai dose had 3 50% ncrease in hail-kle aiong with 3 carresponding 40% decrease in
clearance compared to 16 heatthy subjecis

Dosing adiusimen? may be NECESSAry in patients with hapahc impairment (see DOSAGE AND ADMINISTRATION




CLINICAL PHARMACOLOGY (con: nued)

Pharmacodynamics: Studies in 69 adult normal volunteers (aged 20 to b} /2ars) showed that ZYRTEC at
doses of 5 and 10 mg strongly inhibi.. *".2 skin wheal and flare cause by the intradermat injection of
histamene. The onset of this activity after a single 10-mg dose occurred witra 20 minutes in 50% of sub-
jects and within one hour in 95% of subjects; this activity persisted for at least 24 hours. ZYRTEC at
doses of 5 and 10 mg also strongly inhibited the wheal and flare caused by intradermal injection of hista-
mine in 19 pediatric volunteers (aged 5 lo 12 years} and the activily persisted for at least 24 hours.Ina
35-day study in children aged 5 ta 12, no tol to the antihi ini ppression of wheal and flare
of various other mediators

response) effects of ZYRTEC was found. The effects of intradermal injection 3
i irizina, ag was resp to a cold challenge in patients

or histamine releasers were alsa inhi Y

with cold-induced urticaria. In mildly asthmatic subjects, ZYBTEC at 5 to 20 mg blocked bronchocon-

striction due ta nebulized histamina, with virtually total blockade atter a 20-mg dose. in studies con-
/ the late phase recruitment of

ducted for up to 12 hours following antigen ent g
inophil Is and b hil of the alergic inflammatory response, was inhib-

ited by ZYRTEG at a'&osa of20 mq.r
nificant mean increases in QTc were

in four chnical studies in healthy aduit males, no clinically sig
ohserved in ZYRTEC treated subjects. In the first study, a placebo-controlied crossaver Irial. ZYRTEC
was given at doses up to 60 mg per day, 6 limes the maximum clinical dose. for 1 week, and no signifi-
cant mean QTc prolongation occurred. In the second study, a crossover trial, ZYRTEC 20 mg and erythro-
mycin (500 mg every 8 hours) were given alone and in combination. There was no significant effect on
QTc with the combination or with ZYRTEC alone. In the third trial, also a crossover study, ZYRTEC 20 mg and keto-
conazole (400 mg per day) were given alone and in combination. ZYRTEC caused a mean increass in QTc of 9.1 msec
trom baseline after 10 days of therapy. Ketoconazole also increased QTc by 8.3 msec. The combination caused an
increase of 17.4 msec, equal to the sum of the individual effects. Thus, there was no significant drug interaction on QTc
with the combination of ZYRTEC and ketoconazole. In the fourth study, a placebo-controlled parallei trial, ZYRTEC 20
mg was given alone or in combination with azithromycin ( 500 mag as a singte dose on the first day followed by 250 mg
once daily). There was no significant increase in OTc with ZYRTEC 20 mg alone or in combination with azithromycin.
I a four-week clinical trial in pediatric patients aged 6 10 11 years, resuits of randomiy oblained ECG measurements
before treatment and after 2 weeks of treatment showed that ZYRTEC 5 or 10 mg did not sigruficantly increase QTc ver-
sus placebo. The effects of ZYRTEC on the QTc interval at doses higher than the 10 mg dose have not been studied in
children fess than 12 years of age. The effect of ZYRTEC on the QTc interval i children less than 6 years of age has not

been studied.

In 2 six-week. placebo-controlled study of 186 patients (aged 12 to 64 years) with allergic rhinitis and mild to moderate
asthma, ZYRTEC 10 mg once daily improved rhinitis symptoms and did not aiter puimonary function. fn a two-week,
placebo-controlled climeal trial, a subset analysis of 65 pediatric (aged 6 1o 11 years) allergic rhinitis patients with asthma
showed ZYRTEC did not alter puimonary function. These studies support the safety of administering ZYRTEC to pediatric

and adult attergic rhinitis patients with mild to moderate asthma.

Clinicat Sludies: Nine muiticenter, randomized, double-biind, clinic .| trials comparing cetinizine 5 to 20 mg to placebo in
th seasonal or perennial allergic rhinitis were conducted in the United States. Five of these

patients 12 years and older wl

showed sigmii d in of allergic rhinitis. 3 in seasonal altergic chinitis (1 to 4 weeks in duration) and
2 in perenaial allergic rhinitis for up to 8 weeks i duration. Two 4-week muiticenter, randomized, doubie-blind. clinical tri-
als comparing cetinizine 5 (o 20 mg to piacebo in patients with chranic idiopathic urticaria were aiso conducted and
showed significant imp. in symp of chronic urticana. In general, the 10-mg dose was more effec-
tive than the 5-mg dose and the 20-mg dose gave no added effect. Some of these trials included pediatric patients aged
12 to 16 years. in addition. tour muiticenter, randomized, placebo-controlied. double-blind 2-4 week trials in 534 pediatric
patients aged 6 10 11 years with seasonal allergic rhimtis were conducted in thd United States at doses up to 10 mg.

INDICATIONS AND USAGE
Seasonal Atlergic Rhinitis: ZYRTEC is indicated for the relief of symptoms associated with seasonal aflergic rhinitis due
ta allergens such as ragweed, grass and tree pollens in adulls and children 2 years of age and older. Symptoms treated
effectively includa sneezing, rhinorrhea, nasal prunitus, ocular pruntus. teanng, and redness of the eyes.
Pereaniai Allargic Rhinitis: ZYRTEC is indicated for the relief of symptoms associaled with perennizl allergic chinitis due
10 allergens such as dust mites, animai dander and mods in adulls and children 2 years of age and otder. Symptoms

g. thinorrhea, | discharge. nasal pruritus. ocular prusitus, and tearing.
d skin ol chronic

treated eff y include
Chronic Urticaria: ZYRTEC is indicated far the treatment of the uncc
urticana n adults and chifdren 2 years of age and older. it sigmticantly reduces the occurrence, severity, and duration of
hives and sigmiticantly reduces pruritus.
CONTRAINDICATIONS
ZYRTEC is contrandicated in those patients with @ known hypersensitivity fo it or any of its ingredients or hydroxyzine
PRECAUTIONS
Activities Requiring Mental Alartness: In chnical triais, the occurrence of somnolence has been reparted in some
patients taking ZYRTEC; due caution should therefore be exercised when driving a car or operating polentially dangerous
machinery, Concurrent use of ZYRTEC with aicoho! or other CNS depressants should be avoided because additional
reductions in alertness and additional imparment of CNS performance may occur.
Drug-Orug Interactions: No clinically significant drug interactions have been found with theophylline at 3 low dose,
anthromycin, pseudoephedrine, ketoconazole, or erythromycin. There was a small decrease i the clearance of ceurizing
caused by a 400-mg dose of theaphyltine: it is possible that larger theophyliine doses could have a greater effect.
Carcinogenssts, Mutaganesis and Impairment of Fertility: in 2 2-year carcinagenicily study in rats. cetirizing was not
carcinogenic 3t dietary doses up to 20 mg/kg (approximately 15 times the maximum recommended daily oral dose
adults on 3 mg/m? basis, or approximately 10 times the maximum recommended daily oral dose in chiidren on a mg/m¢
basis} In a 2-year carcinagemicity study n mice, cetinzing caused an increased incidence of benign Hver tumors m males
at 3 dietary dose of 16 mg/kg (approx:mately 6 tmes the maximum recommended Catly oral dose n aduils on a
mg/m¢ basis, or approximately 4 kmes the maximum recammended daily oral dose 10 chiidren on a mg/m? basis) No
ynceease 10 the incidence of liver tumors was observed in mice at a dielary dose of 4 mg/kg (approximately 2 times the
maximum recommended daily oral dose n aduiis on a mg/m? basis. or approximately equat to the maximum recom-
mended daily oral dose in children on 3 mg/m? basis). The chmical sigmilicance of these findings dunng fong-term use of
ZYRTEC is ot known

Cebirizine was nol mutagemc in the Ames fesi. and not ciastagensc :n (the human lymphocyte 3ssay. the mouse fym-
phama assay, and 7 vivo micranucleus test i rats.

In 3 lertility and general reproductive performance study in mice, cetirizing did not impanr fertility at an oral dose of
64 mg/kg (approximatetv 25 ’nmes the maximum recommended daily orai dose in adults on 3 mg/m? basis).
Pregnancy Calegory 8: in mice. rats, and rabbits. cetinzene was not teratogenic at oral doses up to 96. 225 and
135 mg/kg. respechively {approximately 40, 180 and 220 times the maximum recommended daily oral dose in adults on a
mgeme basis). There are no adequate and weli-conirotied studies i pregnant women. Because animal studies are not
always predictive of human respanse, ZYRTEC should be used in pregnancy anly if clearly needed.

Nursing Mothers: In mice. cetnizine caused retarded pup weight gain during factation at an orai dose in dams of 96 mgrkg
{approxtmately 4G times the maxsmum recommended daiy oral dose in adults on a mg/me basis;. Studies in beagle dogs
ndrcated that approximately 3% of the dose was excrated in-mik. Celinzine has been reparted to be excreted in human
Dreast mulk Because many drugs are excreted i human mulk, use of ZYRTEC in nursing mothers is not recommended

Gerialric Use: Of the rotat numbder of patienis « chimcal studes of ZYRTEC. 186 patients were 55 years and oicer. and 39
Datants were 75 y2ars and Jider Mo Cveral driterenzas in salaty wera gbserved Satwesn Iese palients ang ycunger oai2nts
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PRECAUTIONS (coninued)
but greater sensitivity of some older cndivwsJals cannot be ruled out. With regard to efficacy. clinical studies of ZYRTEC for each
approved indication did not include sufficiet numbers of patients aged 65 years and oider to determine whether they respond
differently than younger patients.
ZYRTEC is known to be substan.2lly excreted by the kidney, and the risk of toxic reactions to this drug may be greater in
patients with impaired renal function. Recause elderly patients are more likely to have decreased renal function, care should be
1aken in dose selection, and it may be uset ' to monitor renal function (see Geriatric Patients and Renal impairment subsections

in CLINICAL PHARMACOLOGY). .
Pediatric Use: The safety of ZYRTEC, at daily doses af 5 or 10 mg. has been demonstrated in 376 pediatric patients aged
610 11 years in placebo-controlled riais tasting up to four weeks and in 254 patients in a non-placebo-controkied 12-week
\rial. The safety of cetirizine has bean demonstrated in 168 patients aged 2 to § years in piacabo-controked trials of up to
4 weeks duration. On a mg/kg basis, most of the 168 patients received between 0.2 and 0.4 mg/kg of cetirizine HC!.

The effectiveness of ZYRTEC for the of and D | allergic rhinitis and chronic idiopathic urticaria
in pediatric patients aged 2 to 11 years is hased on an lation of the d efficacy of ZYRTEC in adults in
these conditions and the likefihood that the disease course, pathophysiology and the drug's sffect are substantially similar

these two populations. The d doses for the pediatric population are based on cross-study compar-
isons of the pharmacokinetics and pi ynamics of cetirizine in adult and pediatri jects and on the safety pro-
ediatric patients at doses equal to or higher than the recommended doses. The

file of cetirizine in both aduit and p ) L \ded
cetirizine AUC and Cmax in pediatric subjects aged 2 to 5 years who received a single dose of 5 mg of cetitizine syrup and

in pediatric subjects aged 6 to 11 years whao received a single dose of 10 mg of cetirizine syrup were estimated to be inter-
mediate between that observed in aduits who received a singte dose of 10 mg of cetirizine tablets and those who received
a single dose of 20 mg of cetirizine tabiets.
The salety and eHectiveness of cetirizine in pediatric patients under the age of 2 years havs not yet been established.
ADVERSE REACTIONS
Controtled and uncontrolled clinic™! trials conducted in the United States and Canada inciuded more than 6000 patients
aged 12 years and oider. with more than 3900 receving ZYRTEC at doses of § to 20 mg per day. The duration of treatment
ranged from 1 week to 6 months, with a mean exposure of 30 days.
Most adverse reactions feparted dunng therapy with ZYRTEC were mild or moderate. In placebo-controfled trials, the
incrdence of discontinuations due to adverse reactions in patieats receiving ZYRTEC 5 or 10 mg was not significantly dif-
ferent from placebo (2.9% vs. 2.4%, respectively).

The most common adverse reaction «n patients aged
i ] with ZYRTEC was dose related. 6% in placebo, 11% at

placebo was The of
5 mg and 14% at 10 mg. D ! due to tor ZYRTEC were uncommon (1.0% on ZYRTEC vs. 0.6%
on placebo). Fatigue and dry mouth aisa appeared to be treatment-related adverse reactions. There were no differences
by age, race, gender or by body weight with regard (o the incidence of adverse reactions.

Table 1 tists adverca experiences in paiients aged 12 years and oider which were reported for ZYRTEC 5 and 10 mg in
controlied clinicat tnais in the United States and that were more common with ZYRTEC than placebo.

Tabie 1.
Adverse Experisnces Aeanrted in Pationts Aged 12 Years and Older in
Piacebo-Controlted United Siates ZYRTEC Triais {Maximum Dase of 10 mg)
al Rates of 2% or Greater (Percent incidence}

12 years and oider that occurred more frequently on ZYRTEC than

Advers. IYRTEC Placsbo ]

Experience (N=2034) {N=1612}

Somnalence 137 6. )
[ Tatigue 53 - ]

Dry Mouth 50 1
{"Pharyngitis 70 1 1
[ Drzziness 0 T2 |

In additron. headache and nausea accurred in more than 2% of the patients, but were more common in placebo patients.
Pediatric studies were also conducted with ZYRTEC. More than 1300 pediatric patients aged 6 to 11 years with more
than 900 treated with ZYRTEC at doses of 1 25 to 10 mg per day were included in controlled and uncontrolled clinical tri-
als conducted i the United States. The duration of treatment ranged from 2 ta 12 weeks. Placebo-controlled trials up lo
4 weeks duration included 168 pediatric patients aged 2 to 5 years who received cetirizine, the majority of whom received
single darly doses of 5 mg,
The mayority of adverse reachons reported in pediatric patients aged 2 to 11 years with ZY| RTEC were mild ar moderate.
In placebo-controited trials, the incidence of discontinuations due o adverse reactions in pediatric pauénts receiving up
to 10 mg of ZYRTEC was uncommon (0.4% on ZYRTEC vs. 1.0% on placebo)
Table 2 lists adverse experiences which were reparted for ZYRTEC § and 10 mg in pediatric patients aged 6 to 11 years
i placebo-controfied chmcai trials in the United States and were more common with ZYRTEC than placebo. Of these,
abdomnal pain +s considered treatment-refated and somnoilence appeared to be dose-related, 1.3% in placebo, 1.9% at
5 mg and 4.2% at 10 mg. The adverse experiences reparted in pediatric patients aged 2 to 5 years in placebo-controlied
trials were quatitatively simuar 1 nature and generally simmiar i frequency (o those reported in tnais with children aged
6o 11 years.
Table 2.
Adversa Exparisnces Reported in Pediairic Patienis Aged 6§ fo 11 Years in
Placebo-Controlied United States ZYRTEC Trials {5 or 10 mq Dose) Which Occurred
at a Fraquency af 22% in Either the 5-mg or the 10-mg ZYRTEC Group, and More
Frequently Than in the Placebo Group

f / -1 ZYRTEC I
Adverse Placebo Smg 10mq
Experiences {N=309) {N=161) (M=215)

| Headache ] 12 3% - I 11.0% ! 14.0% ]

[ Pharynqitis 23% | 6.2% | 8% ]

[ Abdominal pain 3% T 1% T 5 5% —
Coughing 33% i 73% | 2 8% )

[ Somnolence T3% T3% 1 7% ]
Diarthea T3% 37% T 9% 1
Epistaxis T 0% 37% I 1.9% |

onchaspasm T 9% 3.1% ! 3% )

[ Hausea ] 5% | 19% ! 28% i

{_Vommng [ 7.0% ] 5% [ 2.3% ]

The following events were observed inirequentty (less than 2%, m either 3982 aduits and chidren 12 years ang older or
in 659 pediatric palients aged 6 to 11 years who received ZYRTEC 10 U S. toals, including an open adult study of six
months duration. A causal relabonsnip of these ifrequent events with ZYRTEC admustration has not been established.
Aulanomic Nervous System: anorexa, flusiing, increased salivation. uninary retention

Cardiovascular cardiac faiture. hypertension, paipitation. tachycardia.
Central and Penpheral Nervous Systems. abnormal coordinalion. akaxia, confusion. dyspnonia, hyperesthesia. hyperki-
nesia, hypertomia, Nypoesthesia. feg Cramps. migraine, myehtis, paralysis, parestnesia. prosis. syncope. tremor. twitch-

g, vertigo, visual field defect

SN
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- ADVERSE HEACTIONS (continued) .
i , dysp eructation, flatul gas-

Gastrointestinal: abnormal hepatic function, aggravated tooth canes, constipation
tritis, hemarrhoids. increased appetite, melena. rectal hemorrhage, stomalitis including uicerative stomatitis, tongue dis

caloration, tongue edema. - ) ) 4
it polyuria, urinary incontinence, urinary tract infection.

Genitourinary: cystitis, dysuria, hema
Hearing and Vestibular: deafness, eamcm.- ototoxicity, tianitus.

Matabolic/Nutritionai: dehydration, diabetes mellitus, thirst.
lu:llntulml anhralqla amlnns arthiosis, muscle weakness, myalgia. _ ]

Y  thinking, ag anxiety, libido, d dep ) |
tabilty, i o, insomaia, ner P siesp disarder. ‘ o
R Sysunr itis, dy hyperventilati d sputum, y disorder. rhinitis,

inusiti upper iratory tract infecti
Rowndumu Oysmenormea fnmala breast pain, intermenstrual bleeding, leukorrhea, menosThagia, vaginitis.
Skin: acne, ai ia, 3 gioed buuous pti dermatms dry skin, eczema, ery rash, fur
i i tar rash, photosensitivity reaction, pholtosensitivity toxic

is, ypertrichosi
reaction, pruritus, purpura, rash, seborrhea, skin disorder, skin nodule, urticaria.

Special Senses: parosmia, taste loss, tasta yerversion.
Vision: blindness, conjunctivitis, eye pain, g:acoma, loss of accommadation, ocufar hemorrhage, xerophthaimia.
Body as 2 Whols: accidental injury, asthenia, back pain, chest pain, eniarged abdomen, face edema, fever, generalized
edema, hot flashes, increased weight, leg edema, malaise, nasal polyp, pain. patior, periorbital edema, peripheraj edema,

reversmle hepatic transammase elevations have occurred during cetirizine therapy.

rigors.
0
with the use of ZYRTEC has been

- of .
Hepatitis with i and d b in
reported.
: In famqn marketing expenence the lollowmq addmonal rare, but polennally severa adverse events have been reported:
i itis, anemia, severe ion, stifl-
birth, and mrombocytopenn.
" DRUG ABUSE ANO DEPENDENCE
There is no informatian to irc~~te that abuse or dependency occurs with ZYRTEC.
OVL"DOSAGE
QOverdosage has been reported with ZYRTEC. In one adult patient who took 150 mg of ZYRTEC, the pahent was somnolent
but did not display any other clinical signs or blooa y or gy results. in an 18 month old pedi-
atric pah'ent who took an dose of ZYRTEC (approxil ly 180 mg). and irritabdity were observed initialfy,
this was foli by i Should occur, shouid be sy iC 0f supportive, taking into
ions. There is no known specific antidote to ZYRTEC. ZYRTEC is not effectively

|
| account any
removed by dialysis, and dmysts will be ineffective uniess. a diatyzable agent has been concomitantly mgeslsd The acute
i d daily oral dose in

3 minimat lethal oral doses were 237 mg/kg in mice (app tely 95 times the

: adults on a mg/m? basis, of appr 55 times the ded daily ora dose in children on a2 mg/m?
basis) and 562 mg/kg i rats (approximately 460 times the maximum recommended daily oral dose in aduits an a mg/m2

basts, or approximately 270 times the maximum recommended daily oral dose in children on a mg/m2 basis). In rodents,

the target ot acute toxicity was the central nervaus system, and the target of muitiple-dose toxicity was the liver.

DOSAGE AND ADMINISTRATION,
Aduits and Children 12 Years and Oldar: The recommended inihal dose of ZYRTEC is 5 or 10 mg per day in aduits and chit
dren 12 years and older, depending on symptom severity. Most patients in clinical triais started at 10 mg. ZYRTEC is given
as a single daily dose, with or without food. The time of administration may be varied to suit individual patient needs.
Children 6 ta 11 Years: The recommended initiat dose of ZYRTEC in children aged 6 to 11 yearsis 5 or 10 mg (1 or 2 tea
spoons) once daily depending on symptom severity. The time of administration may be varied lo swit individual patient

neads.

Chiidren 2 10 § Years: The recommended initial dose of ZYRATEC syrup in children aged 2 to 5 years is 2.5 mg (1/2 (ea-
spoon) once daily. The dosage in this age graup can be increasad to a maximum dose of 5 mg per day given as | teaspoon
{5 mg) once day, or as 1/2 teaspoon (2.5 mg) given every 12 hours. depending on symptom seventy and patient

response.

Oose Adjustment {or Renal anc Hepatic Imgairment: in patients 12 years of age and oider with decreased renaf function

{creatrmne clearance 11-31 mL/min), patients on hemodialysis (creatinine clearance less than 7 mUmm), and in

hepatically impaired patients, a dose of 5 mg once daily ts recommended. Simiarly. pediatnc patients aged 6 to

11 years with impaired renal or hepatic function should use the iawer recommended dose. Because of the diffi-
" culty in reliably administering doses of fess than 2.5 mg (1/2 teaspoon) of ZYRTEC syrup and in the absence of

pharmacokinetic and satety information for cetirizine tn children below the age of 6 years with impaired renal or

hepatic function. its use i this imp, patient I is not rec

HOW SUPPLIED

ZYRTEC® tablets are white. fitm-coated. rounded-off reclanqular shaped containing 5 mg or 10 mg cetinizine

hydrochlonde.
5 mg rablets are engraved with "ZYRTEC™ on one side and "5” on the other.

Botties of 100: NOC 0069-5500-66
10 mg tablets are engraved with "ZYRTEC™ on one side and 107 on the other.

—
Borties af 100- NOC 0069-55 10-66 porm———
STORAGE: Store at room temperature 59° ta 86°F (15° to 30°C) S——
ZYRTEC® syrup 1s coloriess fo slightly yellow with a banana-grape favor. Each teaspoontul (5 ML) CONMAINS  mm—m——
5 mg cetirizine hydrochlonde. ZYRTEC™ syrup 15 suppired as tollows ——
120 mL amber glass botttes  NOC 0069-5530-47 —
1 pint amber glass bofttes  NDC 0069-5530-93 _——
STOAAGE: Stdre a1 417 10 86°F (5° 10 30°C) =
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