CETIRIZINE HYDROCHLORIDE- cetirizine hydrochloride solution
Rising Pharma Holdings, Inc.

CETIRIZINE HYDROCHLORIDE ORAL SOLUTION, USP
1 mg/mL (5 mg/5 mL)
4 fl. 0z. and 16 fl. oz.

DESCRIPTION

Cetirizine hydrochloride, USP is an orally active and selective H 1-receptor antagonist.
The chemical name is (%) - [2- [4- [ (4-chlorophenyl)phenylmethyl] -1- piperazinyl]
ethoxy]acetic acid, dihydrochloride. Cetirizine hydrochloride is a racemic compound with
a molecular formula of C 21H >5CIN 50 3°2HCI. The molecular weight is 461.82 and the
chemical structure is shown below:
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Cetirizine hydrochloride, USP is a white, crystalline powder and is water soluble.
Cetirizine hydrochloride oral solution, USP is a colorless to slightly yellow oral solution
containing cetirizine hydrochloride at a concentration of 1 mg/mL (5 mg/5 mL) for oral
administration. The pH is between 4 and 5. The inactive ingredients of the oral solution

are: glacial acetic acid, glycerin, grape flavor, methylparaben, propylene glycol,
propylparaben, purified water, sodium acetate, and sucrose.

CLINICAL PHARMACOLOGY

Mechanism of Actions

Cetirizine, a human metabolite of hydroxyzine, is an antihistamine; its principal effects
are mediated via selective inhibition of peripheral H 1 receptors. The antihistaminic activity
of cetirizine has been clearly documented in a variety of animal and human models. In
vivo and ex vivo animal models have shown negligible anticholinergic and
antiserotonergic activity. In clinical studies, however, dry mouth was more common with
cetirizine than with placebo. In vitro receptor binding studies have shown no measurable
affinity for other than H ; receptors. Autoradiographic studies with radiolabeled cetirizine
in the rat have shown negligible penetration into the brain. Ex vivo experiments in the
mouse have shown that systemically administered cetirizine does not significantly
occupy cerebral H 1 receptors.



Pharmacokinetics

Absorption:

Cetirizine was rapidly absorbed with a time to maximum concentration (T max) of
approximately 1 hour following oral administration of tablets or oral solution in adults.
Comparable bioavailability was found between the tablet and oral solution dosage forms.
When healthy volunteers were administered multiple doses of cetirizine (10 mg tablets
once daily for 10 days), a mean peak plasma concentration (C max) of 311 ng/mL was
observed. No accumulation was observed. Cetirizine pharmacokinetics were linear for
oral doses ranging from 5 to 60 mg. Food had no effect on the extent of cetirizine
exposure (AUC) but T max was delayed by 1.7 hours and C max Wwas decreased by 23%
in the presence of food.

Distribution:

The mean plasma protein binding of cetirizine is 93%, independent of concentration in
the range of 25 to 1000 ng/mL, which includes the therapeutic plasma levels observed.

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% of the radioactivity was identified in the urine as unchanged drug.
Most of the rapid increase in peak plasma radioactivity was associated with parent drug,
suggesting a low degree of first-pass metabolism. Cetirizine is metabolized to a limited
extent by oxidative O-dealkylation to a metabolite with negligible antihistaminic activity.
The enzyme or enzymes responsible for this metabolism have not been identified.

Elimination:

The mean elimination half-life in 146 healthy volunteers across multiple pharmacokinetic
studies was 8.3 hours and the apparent total body clearance for cetirizine was
approximately 53 mL/min.

Interaction Studies

Pharmacokinetic interaction studies with cetirizine in adults were conducted with
pseudoephedrine, antipyrine, ketoconazole, erythromycin and azithromycin. No
interactions were observed. In a multiple dose study of theophylline (400 mg once daily
for 3 days) and cetirizine (20 mg once daily for 3 days), a 16% decrease in the clearance
of cetirizine was observed. The disposition of theophylline was not altered by
concomitant cetirizine administration.

Special Populations

Pediatric Patients:

In pediatric patients aged 2 to 5 years who received 5 mg cetirizine the mean C y,3x was
660 ng/mL. Based on cross-study comparisons, the weight-normalized apparent total
body clearance was 81 to 111% greater and the elimination half-life was 33 to 41%
shorter in this pediatric population than in adults. In pediatric patients aged 6 to 23
months who received a single dose of 0.25 mg/kg cetirizine oral solution (mean dose 2.3



mg), the mean C max was 390 ng/mL. Based on cross-study comparisons, the weight-
normalized, apparent total body clearance was 304% greater and the elimination half-life
was 63% shorter in this pediatric population compared to adults. The average AUC (g.t)
in children 6 months to <2 years of age receiving the maximum dose of cetirizine oral
solution (2.5 mg twice a day) is expected to be two-fold higher than that observed in
adults receiving a dose of 10 mg cetirizine tablets once a day.

Effect of Gender:
The effect of gender on cetirizine pharmacokinetics has not been adequately studied.

Effect of Race:

No race-related differences in the kinetics of cetirizine have been observed.

Pharmacodynamics

Cetirizine hydrochloride at doses of 5 and 10 mg strongly inhibited the wheal and flare
caused by intradermal injection of histamine in 19 pediatric volunteers (aged 5 to 12
years) and the activity persisted for at least 24 hours. In a 35-day study in children aged
5 to 12, no tolerance to the antihistaminic (suppression of wheal and flare response)
effects of cetirizine hydrochloride was found. In 10 infants 7 to 25 months of age who
received 4 to 9 days of cetirizine in an oral solution (0.25 mg/kg bid), there was a 90%
inhibition of histamine-induced (10 mg/mL) cutaneous wheal and 87% inhibition of the
flare 12 hours after administration of the last dose.

The clinical relevance of this suppression of histamine-induced wheal and flare response
on skin testing is unknown.

The effects of intradermal injection of various other mediators or histamine releasers
were also inhibited by cetirizine, as was response to a cold challenge in patients with
cold-induced urticaria. In mildly asthmatic subjects, cetirizine hydrochloride at 5 to 20
mg blocked bronchoconstriction due to nebulized histamine, with virtually total blockade
after a 20 mg dose. In studies conducted for up to 12 hours following cutaneous
antigen challenge, the late phase recruitment of eosinophils, neutrophils and basophils,
components of the allergic inflammatory response, was inhibited by cetirizine
hydrochloride at a dose of 20 mg.

In four clinical studies in healthy adult males, no clinically significant mean increases in
QTc were observed in cetirizine hydrochloride treated subjects. In the first study, a
placebo-controlled crossover trial, cetirizine hydrochloride was given at doses up to 60
mg per day, 6 times the maximum clinical dose, for 1 week, and no significant mean QTc
prolongation occurred. In the second study, a crossover trial, cetirizine hydrochloride 20
mg and erythromycin (500 mg every 8 hours) were given alone and in combination.
There was no significant effect on QTc with the combination or with cetirizine
hydrochloride alone. In the third trial, also a crossover study, cetirizine hydrochloride 20
mg and ketoconazole (400 mg per day) were given alone and in combination. Cetirizine
hydrochloride caused a mean increase in QTc of 9.1 msec from 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 cetirizine hydrochloride and
ketoconazole. In the fourth study, a placebo-controlled parallel trial, cetirizine
hydrochloride 20 mg was given alone or in combination with azithromycin (500 mg as a



single dose on the first day followed by 250 mg once daily). There was no significant
increase in QTc with cetirizine hydrochloride 20 mg alone or in combination with
azithromycin.

In a four-week clinical trial in pediatric patients aged 6 to 11 years, results of randomly
obtained ECG measurements before treatment and after 2 weeks of treatment showed
that cetirizine hydrochloride 5 or 10 mg did not increase QTc versus placebo. In a one
week clinical trial (N = 86) of cetirizine hydrochloride oral solution, USP (0.25 mg/kg bid)
compared with placebo in pediatric patients 6 to 11 months of age, ECG measurements
taken within 3 hours of the last dose did not show any ECG abnormalities or increases in
QTc interval in either group compared to baseline assessments. Data from other studies
where cetirizine hydrochloride was administered to patients 6 to 23 months of age were
consistent with the findings in this study.

The effects of cetirizine hydrochloride on the QTc interval at doses higher than 10 mg
have not been studied in children less than 12 years of age.

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

Clinical Studies

Multicenter, randomized, double-blind, clinical trials comparing cetirizine 5 to 20 mg to
placebo in patients 12 years and older with seasonal or perennial allergic rhinitis were
conducted in the United States. Two of these showed significant reductions in
symptoms of perennial allergic rhinitis for up to 8 weeks in duration. Two 4-week
multicenter, randomized, double-blind, clinical trials comparing cetirizine 5 to 20 mg to
placebo in patients with chronic idiopathic urticaria were also conducted and showed
significant improvement in symptoms of chronic idiopathic urticaria. In general, the 10
mg dose was more effective 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,
four multicenter, randomized, placebo-controlled, double-blind 2 to 4 week trials in 534
pediatric patients aged 6 to 11 years with seasonal allergic rhinitis were conducted in the
United States at doses up to 10 mg.

INDICATIONS AND USAGE

Perennial Allergic Rhinitis

Cetirizine hydrochloride oral solution, USP is indicated for the relief of symptoms
associated with perennial allergic rhinitis due to allergens such as dust mites, animal
dander and molds in children 6 to 23 months of age. Symptoms treated effectively
include sneezing, rhinorrhea, postnasal discharge, nasal pruritus, ocular pruritus, and
tearing.

Chronic Urticaria



Cetirizine hydrochloride oral solution, USP is indicated for the treatment of the
uncomplicated skin manifestations of chronic idiopathic urticaria in adults and children 6
months to 5 years of age. It significantly reduces the occurrence, severity, and duration
of hives and significantly reduces pruritus.

CONTRAINDICATIONS

Cetirizine hydrochloride oral solution, USP is contraindicated in those patients with a
known hypersensitivity to it or any of its ingredients or hydroxyzine.

PRECAUTIONS

Activities Requiring Mental Alertness

In clinical trials, the occurrence of somnolence has been reported in some patients
taking cetirizine hydrochloride; due caution should therefore be exercised when driving a
car or operating potentially dangerous machinery. Concurrent use of cetirizine
hydrochloride with alcohol or other CNS depressants should be avoided because
additional reductions in alertness and additional impairment of CNS performance may
occur.

Drug-Drug Interactions

No clinically significant drug interactions have been found with theophylline at a low
dose, azithromycin, pseudoephedrine, ketoconazole, or erythromycin. There was a small
decrease in the clearance of cetirizine caused by a 400 mg dose of theophylline; it is
possible that larger theophylline doses could have a greater effect.

Carcinogenesis, Mutagenesis, Impairment of Fertility

In a 2-year carcinogenicity study in rats, cetirizine was not carcinogenic at dietary doses
up to 20 mg/kg (approximately 15 times the maximum recommended daily oral dose in
adults on a mg/m 2basis, or approximately 7 times the maximum recommended daily
oral dose in infants on a mg/m 2 basis). In a 2-year carcinogenicity study in mice,
cetirizine caused an increased incidence of benign liver tumors in males at a dietary dose
of 16 mg/kg (approximately 6 times the maximum recommended daily oral dose in
adults on a mg/m 2 basis, or approximately 3 times the maximum recommended daily
oral dose in infants on a mg/m 2 basis). No increase in the incidence of liver tumors was
observed in mice at a dietary dose of 4 mg/kg (approximately 2 times the maximum
recommended daily oral dose in adults on a mg/m 2 basis, or approximately equivalent to
the maximum recommended daily oral dose in infants on a mg/m 2 basis). The clinical
significance of these findings during long-term use of cetirizine hydrochloride is not
known.

Cetirizine was not mutagenic in the Ames test, and not clastogenic in the human
lymphocyte assay, the mouse lymphoma assay, and in vivo micronucleus test in rats.

In a fertility and general reproductive performance study in mice, cetirizine did not impair
fertility at an oral dose of 64 mg/kg (approximately 25 times the maximum
recommended daily oral dose in adults on a mg/m 2 basis).



Pediatric Use

The safety of cetirizine hydrochloride has been demonstrated in pediatric patients aged
6 months to 5 years. The safety of cetirizine has been demonstrated in 168 patients
aged 2 to 5 years in placebo-controlled 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 HCI.
The safety of cetirizine in 399 patients aged 12 to 24 months has been demonstrated in
a placebo-controlled 18-month trial, in which the average dose was 0.25 mg/kg bid,
corresponding to a range of 4 to 11 mg/day. The safety of cetirizine hydrochloride oral
solution, USP has been demonstrated in 42 patients aged 6 to 11 months in a placebo-
controlled 7-day trial. The prescribed dose was 0.25 mg/kg bid, which corresponded to a
mean of 4.5 mg/day, with a range of 3.4 to 6.2 mg/day.

The effectiveness of cetirizine hydrochloride for the treatment of allergic rhinitis and
chronic idiopathic urticaria in pediatric patients aged 6 months to 5 years is based on an
extrapolation of the demonstrated efficacy of cetirizine hydrochloride in adults with
these conditions and the likelihood that the disease course, pathophysiology and the
drug’s effect are substantially similar between these two populations. Efficacy is
extrapolated down to 6 months of age for perennial allergic rhinitis because this disease
is thought to occur down to these ages in children. The recommended doses for the
pediatric population are based on cross-study comparisons of the pharmacokinetics and
pharmacodynamics of cetirizine in adult and pediatric subjects and on the safety profile
of cetirizine in both adult and pediatric patients at doses equal to or higher than the
recommended doses. The cetirizine AUC and C yax in pediatric subjects aged 6 to 23
months who received a mean of 2.3 mg in a single dose and in subjects aged 2 to 5
years who received a single dose of 5 mg of cetirizine oral solution, USP was estimated
to be intermediate between that observed in adults who received a single dose of 10 mg
of cetirizine tablets and those who received a single dose of 20 mg of cetirizine tablets.

The safety and effectiveness of cetirizine in pediatric patients under the age of 6 months
have not been established.

ADVERSE REACTIONS

Pediatric studies were conducted with cetirizine hydrochloride. More than 1300 pediatric
patients aged 6 to 11 years with more than 900 treated with cetirizine hydrochloride at
doses of 1.25 to 10 mg per day were included in controlled and uncontrolled clinical
trials conducted in the United States. The duration of treatment ranged from 2 to 12
weeks. Placebo-controlled trials up to 4 weeks duration included 168 pediatric patients
aged 2 to 5 years who received cetirizine, the majority of whom received single daily
doses of 5 mg.

A placebo-controlled trial 18 months in duration included 399 patients aged 12 to 24
months treated with cetirizine (0.25 mg/kg bid), and another placebo-controlled trial of 7
days duration included 42 patients aged 6 to 11 months who were treated with cetirizine
(0.25 mg/kg bid).

The majority of adverse reactions reported in pediatric patients aged 2 to 11 years with
cetirizine hydrochloride were mild or moderate. In placebo-controlled trials, the incidence
of discontinuations due to adverse reactions in pediatric patients receiving up to 10 mg
of cetirizine hydrochloride was uncommon (0.4% on cetirizine hydrochloride vs. 1.0% on
placebo).



Table 1 lists adverse experiences which were reported for cetirizine hydrochloride 5 and
10 mg in pediatric patients aged 6 to 11 years in placebo-controlled clinical trials in the
United States and were more common with cetirizine hydrochloride than placebo. Of
these, abdominal pain was considered treatment-related and somnolence appeared to
be dose-related, 1.3% in placebo, 1.9% at 5 mg and 4.2% at 10 mg. The adverse
experiences reported in pediatric patients aged 2 to 5 years in placebo-controlled trials
were qualitatively similar in nature and generally similar in frequency to those reported in
trials with children aged 6 to 11 years.

In the placebo-controlled trials of pediatric patients 6 to 24 months of age, the
incidences of adverse experiences, were similar in the cetirizine and placebo treatment
groups in each study. Somnolence occurred with essentially the same frequency in
patients who received cetirizine and patients who received placebo. In a study of 1 week
duration in children 6 to 11 months of age, patients who received cetirizine exhibited
greater irritability/fussiness than patients on placebo. In a study of 18 months duration
in patients 12 months and older, insomnia occurred more frequently in patients who
received cetirizine compared to patients who received placebo (9.0% v. 5.3%). In those
patients who received 5 mg or more per day of cetirizine as compared to patients who
received placebo, fatigue (3.6% v. 1.3%) and malaise (3.6% v. 1.8%) occurred more
frequently.

Table.1l Adverse Experiences Reported in Pediatric
Patients Aged 6 to 11 Years in Placebo-Controlled
United States Cetirizine Hydrochloride Trials (5 or 10
mg Dose) Which Occurred at a Frequency of = 2% in
Either the 5 mg or the 10 mg Cetirizine Hydrochloride
Group, and More Frequently Than in the Placebo

Group

Adverse Experiences Cetirizine Hydrochloride

Placebo 5 mg 10 mg

(N =309) (N=161) (N = 215)
Headache 12.3% 11.0% 14.0%
Pharynagitis 2.9% 6.2% 2.8%
Abdominal pain 1.9% 4.4% 5.6%
Coughing 3.9% 4.4% 2.8%
Somnolence 1.3% 1.9% 4.2%
Diarrhea 1.3% 3.1% 1.9%
Epistaxis 2.9% 3.7% 1.9%
Bronchospasm 1.9% 3.1% 1.9%
Nausea 1.9% 1.9% 2.8%
Vomiting 1.0% 2.5% 2.3%

The following events were observed infrequently (less than 2%), in either 3982 adults
and children 12 years and older or in 659 pediatric patients aged 6 to 11 years who
received cetirizine hydrochloride in U.S. trials, including an open adult study of six
months duration. A causal relationship of these infrequent events with cetirizine
hydrochloride administration has not been established.

Autonomic Nervous System: anorexia, flushing, increased salivation, urinary



retention.
Cardiovascular: cardiac failure, hypertension, palpitation, tachycardia.

Central and Peripheral Nervous Systems: abnormal coordination, ataxia,
confusion, dysphonia, hyperesthesia, hyperkinesia, hypertonia, hypoesthesia, leg
cramps, migraine, myelitis, paralysis, paresthesia, ptosis, syncope, tremor, twitching,
vertigo, visual field defect.

Gastrointestinal: abnormal hepatic function, aggravated tooth caries, constipation,
dyspepsia, eructation, flatulence, gastritis, hemorrhoids, increased appetite, melena,
rectal hemorrhage, stomatitis including ulcerative stomatitis, tongue discoloration,
tongue edema.

Genitourinary: cystitis, dysuria, hematuria, micturition frequency, polyuria, urinary
incontinence, urinary tract infection.

Hearing and Vestibular: deafness, earache, ototoxicity, tinnitus.
Metabolic/Nutritional: dehydration, diabetes mellitus, thirst.
Musculoskeletal: arthralgia, arthritis, arthrosis, muscle weakness, myalgia.

Psychiatric: abnormal thinking, agitation, amnesia, anxiety, decreased libido,
depersonalization, depression, emotional lability, euphoria, impaired concentration,
insomnia, nervousness, paroniria, sleep disorder.

Respiratory System: bronchitis, dyspnea, hyperventilation, increased sputum,
pneumonia, respiratory disorder, rhinitis, sinusitis, upper respiratory tract infection.

Reproductive: dysmenorrhea, female breast pain, intermenstrual bleeding, leukorrhea,
menorrhagia, vaginitis.

Reticuloendothelial: lymphadenopathy.

Skin: acne, alopecia, angioedema, bullous eruption, dermatitis, dry skin, eczema,
erythematous rash, furunculosis, hyperkeratosis, hypertrichosis, increased sweating,
maculopapular rash, photosensitivity reaction, photosensitivity toxic reaction, pruritus,
purpura, rash, seborrhea, skin disorder, skin nodule, urticaria.

Special Senses: parosmia, taste loss, taste perversion.

Vision: blindness, conjunctivitis, eye pain, glaucoma, loss of accommodation, ocular
hemorrhage, xerophthalmia.

Body as a Whole: accidental injury, asthenia, back pain, chest pain, enlarged abdomen,
face edema, fever, generalized edema, hot flashes, increased weight, leg edema,
malaise, nasal polyp, pain, pallor, periorbital edema, peripheral edema, rigors. Occasional
instances of transient, reversible hepatic transaminase elevations have occurred during
cetirizine therapy. Hepatitis with significant transaminase elevation and elevated bilirubin
in association with the use of cetirizine hydrochloride has been reported.

Post-Marketing Experience

In the post-marketing period, the following additional rare, but potentially severe adverse
events have been reported: acute generalized exanthematous pustulosis (AGEP),
aggressive reaction, anaphylaxis, cholestasis, convulsions, glomerulonephritis,
hallucinations, hemolytic anemia, hepatitis, orofacial dyskinesia, severe hypotension,



stillbirth, suicidal ideation, suicide and thrombocytopenia.

DRUG ABUSE AND DEPENDENCE

There is no information to indicate that abuse or dependency occurs with cetirizine
hydrochloride.

OVERDOSAGE

Overdosage has been reported with cetirizine hydrochloride. In one adult patient who
took 150 mg of cetirizine hydrochloride, the patient was somnolent but did not display
any other clinical signs or abnormal blood chemistry or hematology results. In an 18
month old pediatric patient who took an overdose of cetirizine hydrochloride
(approximately 180 mg), restlessness and irritability were observed initially; this was
followed by drowsiness. Should overdose occur, treatment should be symptomatic or
supportive, taking into account any concomitantly ingested medications. There is no
known specific antidote to cetirizine hydrochloride. Cetirizine hydrochloride is not
effectively removed by dialysis, and dialysis will be ineffective unless a dialyzable agent
has been concomitantly ingested. The acute minimal lethal oral doses were 237 mg/kg in
mice (approximately 95 times the maximum recommended daily oral dose in adults on a
mg/m 2 basis, or approximately 40 times the maximum recommended daily oral dose in
infants on a mg/m 2 basis) and 562 mg/kg in rats (approximately 460 times the
maximum recommended daily oral dose in adults on a mg/m 2 basis, or approximately
190 times the maximum recommended daily oral dose in infants on a mg/m 2 basis). In
rodents, the target of acute toxicity was the central nervous system, and the target of
multiple-dose toxicity was the liver.

DOSAGE AND ADMINISTRATION

Cetirizine hydrochloride oral solution, USP can be taken without regard to food
consumption.

Children 2 to 5 Years for Chronic Urticaria:

The recommended initial dose of cetirizine hydrochloride oral solution, USP in children
aged 2 to 5 years is 2.5 mg (Y2 teaspoonful) oral solution once daily. The dosage in this
age group can be increased to a maximum dose of 5 mg per day given as 1 teaspoonful
oral solution once a day or one % teaspoonful oral solution given every 12 hours.

Children 6 months to < 2 years For Perennial Allergic Rhinitis and Chronic
Urticaria:

The recommended dose of cetirizine hydrochloride oral solution, USP in children 6
months to 23 months of age is 2.5 mg (Y2 teaspoonful) once daily. The dose in children
12 to 23 months of age can be increased to a maximum dose of 5 mg per day, given as
Y teaspoonful (2.5 mqg) every 12 hours.

HOW SUPPLIED



Cetirizine hydrochloride oral solution, USP is colorless to slightly yellow with a grape
flavor. Each teaspoon (5 mL) contains 5 mg cetirizine hydrochloride. Cetirizine
hydrochloride oral solution, USP is supplied as follows:

NDC 16571-134-12 Bottle of 4 fl. oz. (120 mL)
NDC 16571-134-48 Bottle of 16 fl. oz. (480 mL)

STORAGE: Store at 20°-25°C (68°-77°F); excursions permitted to 15°-30°C
(59°-86°F) [See USP Controlled Room Temperature]; or store refrigerated, 2-8°C
(36-46°F).

Distributed by:
Rising Pharma Holdings, Inc.
East Brunswick, NJ 08816

Revised: 07/2024

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 120 mL
NDC 16571-134-12
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dail for 3 cays), a 16% decrease in the clearance of cefirzine was cbserved. The cispositon of thauphyline was not ltered by concomrtant
cefinzing administraion.

Special Populations

Pediatric Patients: ‘ )

In pediatri patients aged 2 o 5 years who receive 5 mg cafirzing the mean Gy, s 860 ng/mL. Based on cross-study comparisors, the

weight-normalized apparent tofal body clearance was 81 to 111% graaiarandcﬁ elmination half-ife was 33 to 41% shorter in this pedliatric
Enfu\aiinn thanin adults. In Esdiairin Eaiisms apd 610 23 months who received a single dese of 0.25 mglkq cefirzine oral solution ﬁ'nsan e

3 m), the mean G, was 390 ng/mL. Based on cross-study comparisons, the weight-nomalized, %para ol body clearance was 304%
greater and the eimimation b6 wes 63% shorterin ths peciaing population compared fo adults. The average AUCy in children 6 months fo
<2 years of age receiving the maximum dose of efirizine oral solution 2.5 m hwice & cay) is expected to be two-fold higher than that observed
in aduits recaiving a dose of 10 my cefirzine tablets oncea day.

Effect of Gender:
The effect of gender on cetirizine phamacokinetics has not been adequately studied.

Effact of Race:
No race-related dfferences in the kinetics of cetirzing have been ohearved.

Pharmacodynamics

Gefrizine h‘dwr::hlunda 4t doses of 5 and 1.0 mg stronglyinhibited the wheel and flare caused by intradermal inﬁ‘amun of histamine in 19

Ed\ainml inteers (aged 5 t 12 years) and the adrui% persisted for at least 24 hours. In @ 35-ay study in children aged 5 t 12, notolerance
the anthistaminic lguppressmn af wheal and flre response| effects of oofirizine hydrochlorde was found. In 10 ifarts 7 to 25 marths of age

who received 4 b cays of cefiizine in an orl solution (0,25 m/k bid), here was a 80% inhibion of histamine-induced (10 myimL)

cutanepus wheal and 87% inhibiton of the flare 12 hours after acministafion of the last doss. The clinical relevanca of this suppression of

histaming-induzed wheel and flare response on skin testing is unkriown.

The eftects of intradermal inection of various other mediators or histaming releasers were also inhibited by cetirizine, a5 was response fo a cold
challenge inpatients with cold-ndused urticaria. In midly asthmatic subjects, cefirzine hydrochioride at 5t 20 mg blocked
bronchoconstriction due to nebulized histaming, with wrtual? total blockade afiera 20 m%.duse. In studies conducted for up to 12 hours
following cutaneaus anfien chalenge, the fatp phase recruitment of ecsinophils, neutrophls and basophils, components of the allergic
inflammatory response, was infibitad by catiizing hydrochloride at a dose of 20 my,

Infour cinical stucfies in healthy adult males, no clinically significant mean increases in (Tc were observed! n cefirzine hydrochloride reated
subjects. In the firststudy, a placebo-controlled crossover il cetinzine hydrochloride was given at doses up to 60 mg per day, 6 imes the
masimum inical dose, for 1 week, and no significant mean T prelongafion cccurmed. In the sacond study, a crossover til, cetirzine
fdrochloride 20 mg and erythromycin (500 m? every 8 hours) were given alcne and in combination. There was no siani.ﬂcam effect on OTc
with the combination or wath cetiizing hydrochloride alone. Inthe third i, also a crossover study, cefirzine hydrochlaride 20 mg and
Ketoconazole (400 mg per day) were give) alone and in combination, Cetrizine hyrochloride caused a mean increase in (Tc of 9.1 mseg from
taseline after 10 days of therapy. Kefoconazole alsa ingreased (Tc by 8.3 msec. The combinalion caused an increase of 17.4 mss, equal o
the sum of the individual e fects. Thus, there was no significant drug interaction on QTc with the combinetion of cfirzine hydrochloride and

ketocorazole. In the fourth study, a placebe-controlled E]aral\a\ tral, cetinzine hydrochlaride 20 mg was given alone orin combination with
arithromycin (500 mg as a single dose on the first day Tollowed by 250 mgorc da), Tt was no siifcant ncezse i QTcwithcetiize
hydrachloride 20 mg alane or in combinaton with azithromycin.

Ina four-week clnical tialin pediatric patients aged 1o 11 years, resuits of randormly obtined ECG measurements before treatment and after
2 weeks of reaiment showe that cefinzine bydrochloride 5 or 10 me did notincrease (T versus placebo. Ina one week cinicaltral N = 85)
of atirzine hyeochloride oral souion, USP (0.25 rr%{kg bid) compared with placebo in pediatic ptients € to 11 months of age, ECG
mezsurements taken within 3 hours of the last dose cid not show any ECG abnommaites or increases in (Tc interval in either group compared
1o baselie assassments. Dafa from other studies where cetirzine hydrochloride was administared to pafients 6 1o 23 months of age were
consistent with the findings in this sudy.

The effects of cetiizine hydrochloride on the OTc interval at doses higher than 10 mg have not been studied in children less than 12 years of
ap.

Ina siv-week, f\acahu-cunh‘u\lai study of 186 patients (aged 12 to 64 years) wit allrgic hinis and mild b moderate asthma, cetinzine
hydrochoride 10 mg once daily imﬁmved thinifis s{rmptnms and did not alter pulmorary funcion,In a two-week, placebo-controlled clinical
el & subset analysis of 65 pediaric faged 610 11 years| alergic hiniis patents with astfima showed cefirizing ﬂ(ﬂrmhlurida did not afer
pulmenary function. These studlies support the safety of administering cetrizine hydrochlorids o pediatric and adult allrgic rhinitis patients with
mild tn moderate asthma.

Clinical Studies o o o ‘
Multicenter, randomized, double-blind, clnical rials cum&aﬂn efirzine 50 20 mg 1o placebo in patents 12 years and older with seasonal or
perevial allergic hinfis were conducted in the United States. Two of these showed significant reductions i symptoms of pere el allergic
rhinifs for up to 8 weeks in duration. Two 4-week muldcenter, randomized, double-bind, clinicaltials companng cefirzine 510 20 mg bo
placeha in patients with chronic idiopathic uricaria were also conducted and showed significant improvement in symptoms of chronic idiopathic

uricaria, In Eansral, the 10 my dase was more effective then the 5 mg dose and the 20 mg dose gave no added effect. Some of these tials
incluced pedialic patints aEsd 12 o 16 years. In addiion, four mulficenter, randomized, placebo-controlled, double-blind 2 o 4 week trids in
534 pecfiaric patients aged b to 11 years with seasonal allerc thinitis were condusted in the United States at doses up b 10 mg.
INDICATIONS AND USAGE

Porennial Allergic Rhinitis

Cetirzing hydrochloride oral solution, USP is indicated for the relief of symptoms ssociated with perennial allergic rhins due to allergens such
s dust mites, animal dander and molds in children 6 to 23 months of age. Symptoms treeted effectvely includk sneezing, rinorrhea, postrasa
dlischarge, nasal pruritis, oculer pruitus, and tearing.

Chronic Urticaria

Cetinzing hydrochloride oral soluton, USP is indicated for the treatment of the uncomplicated skin manifestations of chronic idiopathis urfiaria in

chidren 6 months to 5 years o age. f significantly reduces the occurrence, severty, and duration of hives and significantly reduses prurtus.

CONTRAINDICATIONS

%agn'zina Fydrochloride oral solution, USPis coniraindicated in those patients with a known hypersensiivity oit o any ofits ingredients or
oegzine.

PRECAUTIONS

Actvifies Requiring Mental Alertness

Inclinicaltrias, the occurrenca of somnolence has been reperted in some pafiens teking cafirizing hydrachlords; due caution should therefore

be exercised when driving a car or ugaraiing putamiall‘ dangerous machinery. Concument usg of cefirizing hydrochlorida wth alooal or other

(NS depressants should be avoided because addifonal reductions in aleriness and addtional impaiment of CNS perfomance may oceur.




Drug-Drug Inferactions

Hgainic ysi$niﬁcant drug interactions have been found with theophylin at a low dose, azthromycin, pseudoephedrine, ketoconazole, or
erythromycin, There was a small decrease in the clearance of cefirizing caused bya 400 mq dose of theaphyline; itis possible that larger
theaphyline doses could have a greater effect.

Carcinogenesis, Mutagenesis and Impaiment of Fertilty =~ . . .
Ina 2-year n:arc:mnganlm? study in rats, cetirizing was not carcinogenic at dietary doses up o 20 mafkg (approximately 15 times the maximum
recommended dai%ural s in adults on @ mym? basis, or approximately 7 mes the meximum recommended daily oral dose in infants on a
mg/m* basis). Ina -yaarparcmn%anmn]l study in mice, cetrizine caused an increased incidence of benign liver fumors in males at a dietary
dose of 16 mgkg (approxmately b times the maximum recommended daily oral dose in adults on a mg/m* basis, or approximately 3 fimes the
maximum recommended daly oral dose in infants on & mg/m? basis). No increase in the incidencs of iver tumors was cbserved in mice at a
dlietary dose of 4 mgkg (approxmately 2 times the maximum recommended daily oral dose in adufts on a mgim? basis, or approximately
equivalent to the maximum recommended daily oral dose in infants on a mg/m? basis]. The clinical significance of these findings during
long-term use of cetirizing hydrochloride is not known.

Cetinzine was not mutagenic in the Ames tast, and not clastogenic in the human lymphocyte assay, the mouse lymphoma assay, and in v
micronucleus fest in rats.

Ina fertity and general reprocuctive performance shudy in mice, cefiizing did not impair fertilty at an oral dos of 64 m roximately 25
fimes ma%mm%m recnrnpmardad daﬁ'la;rural dose in adufts on amgfm? bass]. abis 90 gprocmly

PodiatricUse ‘ o the United States. The:duration of reaiment ranged from 2 o 12 weeks. Placabo-controlled frials p to 4 weels duration includd 168

The safety of ceirzine hydrochiorids has been demonsirated in pecaric paents a{dﬁmuﬂthstuSEuars.Thasafatyduatrmrahashaan patients aged 2 to 5 years who received cefrizine, te majonty of whom rp:a\vads!ng\adalhfdusasqum%.kpla:ahucumllaﬁ g 18
demonstrated in 168 pafients aged 2 to 5 years in p\auatocuntmlledinalsnfgftu weeks duration. On a mykg basis, most of he 168 months in duration included 339 gansnts aged 1210 24 months treated with cetirzing (0.25 hlcﬂ,an anater placebo-controlled trial of 7
Eatisnt:trg%:dmd ha}wsabnU.ZFEnd‘lﬂdﬂrggfngmngtca;}iﬁ;inaﬁﬁ#&fa saiatynidn irizinauirégﬂgpaﬁshnﬁsagam tndldqnnml's hasu}:iailu1 days duration included 42 pafients aged 6 1o 11 months who wers treated with cetinzine (0.25 mg/kq bid).

BmOnSyatal 1t apiaceno GOMlE ' marth i, I o i 2érage 058 WaS by MOPKG i, COmesponarg 10a fange of 410 The majoityof adverse reacton reportc i pediatic patints aged 2 to 11 years with cetrizie hydrochlorde were mid or moderate, In
mday. The Bd’gnfmf?‘“a hydrochlords ord scuton, ISP bes been demonsbted in4 Eﬂ'am“ agdtb “gm““f.“‘ na \a:ah?—nu%ml\ad irels, the Rl o criuins s s o pediatc pafents receving Lp 0 10 mofcetzing
El%ca?grnh'd\a Tyl T prescribed dse was .25 mghg bidwhichcomesponded o amean o £5 e, with aranga o 341 ﬁydrumﬁluridsvrasumummuntm%mcatin'zina hydochloide vs 1 0% on plaeb)

2 myday.

Table 1 s adverse experiences which were reported forcefiizing hydrochloride 5and 10 mg in pediairic pat

The effectivenass of cetnzing hydrochloride for the teatment of allerjc rhiniis and chronic idinﬁathic urcaria in pecfatic pafients aged 6
ﬁmﬁ éugyts?rr: |d§ based on an aﬂrﬂpul%xqg dih:éag%d@agﬁ ﬁaqd Eﬁ%maymldrqlc Igm in a%ulls m hesal agpndePﬁs and fhe
kelinond that te disease course, pathophysiclogy and the druq's effectare substantaly imilr befween these two populations Efficacy is lerss exmeriences reporte inpediatic patiens aced 2105 vears n
lated donn i mrths ofage fr pereial algic intis bcatse s diease sty httcnu:urdummﬂasa s in children. The firs e B e LT B
%mrﬂsﬁ tdoses for the padiatangc upLE\GaIiun e haggadm oross-huly comparisons of the phamacokinetics and phan:?tuudymmics of b mfmss AT R agsdﬁtoﬁysars.

experer ! d Pﬂiamagadﬁwﬂyaarsin.
placebo-controlled cinical frials i the United States and were more common with cefiizine ydrochloride than placebo. O these, abdomiral
pain was considered treatment-fefatec and somnolence appeared to be dose-elated, 1.3% i placabo, 1.9% at 5 my and 4.2% at 10 mg. The
lacsbo-cortroled tials wers qualtatvely similar in nature and generally

cetirzing in acult and pediatnc subjects and on the safety profle ofcedizine n both adult and peciitic petients at coses equal t or higher Inthe placeb-coniroll als of pedatic patients o 24 morihs of age,th nciences ofadverse experences, e smirin the oetire

ttan e racommendee doses, Te ceizin ALC and . i peditic subjects aged 6 1023 menihs wha eceied amezn of 2.3 mg n asingle ant plecebo e e ineach tudy. Somnalenceaccured wit essefey e sane fraqu.an:gm alnts horeceied etizine and
dose and in subjects aged 2 to 5 years who received a single dose of § mg of etz oral soluton, USP was estimted to be infermediate patiets whoreceed piacebo. Ina tudy of 1 week duraion in chidren  t 11 morths of ?9. patients who receied ceifzne exfbitad grcter
between that dservad naduls who received a singe dse of 10 mg ofceizn tbles and ths who received a singe ose of 20 mof i fyfussingss hen patiets on lacebo. Ina sudy of 18 months duration i ptisnts 12 months and ldr, nsormiaoccurred more
cetirizing tablets, freque ydln p:filanﬁwhu rECeived ca1d|rmna ;:Jﬂparrgn [ pqhadnlsl whg rsgrfsﬂp\agggu EU% V. sﬂa%gj n th?E atients wh received 5 mg or
The safety and effactiveness of cetirizing in pediatric patients under the age of 6 months keve not been established. %nqm WP;JYI oy o et 2 compared t ot o receved b, g 3. 1. 1.3 and e (1

ADVERSE REACTIONS

Pecfiatrc studies were conducted with cefirizine hydrochloride. More than 1300 Fadia{n’n patients aged 6 o 11 years with more than 900
treatec with cefirizing hydrochloride at doses of 1.25 1o 10 mg per day were included in conlrolled and uncontrolled linical fials conducted in




Table.1 Adverse Experiences Reported in Pediatric Patients Aged 6 to 11 Years in Placebo-Controlled United
States Cetirizine Hydrochloride Trials (5 or 10 mﬁq Dose) Which Occurred at a Frequency of > 2% in Either
the 5 mg or the 10'mg Cetirizine Hydrochloride Group, and More Frequently Than in the Placebo Group

Adverse Experiences | Placebo Cetirizine Hydrochloride
(V=30 Smy | 10mg

(N=181) | =25

Headathe 12.3% 1.0% 140%
Pharyngits 10% 62% 28h
Abdominal pain 18% 4% 5.6%
Coughing 1% 4% 28%
Somnolence 1.3% 1% 4%
Diarhea 1.3% 31% 1.9%
Epistads 10% 3% 1.9%
Bronchospasm 1% 31% 1.9%
Nausea 19 1% 28h
Vomiting 1.0% 25h 23%

The fu\lmina events were observed infrequentl (lzss than 24, n eitter 3982 acults and chidren 12 years and clder or in §59 Eadiavic
petients agec! & to 11 years who received cefiizine hycochioride in U.S. tials, including an open adult sty of sx months duraton. A causel
relaionship of these infrequent events with cafirizine hydrochloride administration has not been esteblished.

Autonomic Nervous System: anorexia, flushing, increased salvation, urinary retention.

Cardiovascular: cardiac faiure, hypertension, palpitation, tachycandia.

Gentral and Peripheral Nervous Systems: abnormal coordination, ataxia, corfusion, dysphonia, hyperes hesia, hyperkinesia, hypertonia,
fypoesthesia, leq cramps, migraine, myeliis, paralysis, paresthesia, ptosis, syncope, tremr, twitching, vertigo, visualfield defect.
Gastrointestinal: abnormal he atic function, aggravated tooth caries, corstipation, cyspepsia, eructation, flatulence, gastits, hemorrhoids,
ncreased appefite, melena, rectal hemorhage, stomatits including ulcerative stomatis, tongue ciscoloration, tongue edema.
Genitourinary: cysiits, dysuria, hematuria, micturition fequency, polyuria, rinany incantnence, urinary fract infection.

Hearing and Vestibular: deafness, earache, ctotaxicit, tinnitus.

Metabolic Nuritional: defyclation, diabetes melius, tirst.

Musculoskeletak: arthralgia, arhrits, arhrosis, muscle weakness, myzlgia

Poychiatric: abnormal thinking, agtetion, amnesia, ariety, decreased libido, depersoelization, depression, emotional lablty, euphori,
impaired congentration, insomnia, nervousness, paroriria, s\aap disorder.

Respiratory System: bronchits, dyspnea, hyperventiation, increased sputum, peumonia, respiratoy disorder, rhinits, sinusits upper
respiraiory Tact infection.

Reproductive: dysmenorrhea, female breast pain, intermensuzl bleeding, leukorrhea, menorhagia, vaginiti.

Reticulogndothelial: jmphadenapathy.

Ski: acng, alopecia, angiuadanja, bullous eruption, dermatis, dry skin, eczema, eryhematous rash, furunculosis, hyperkeratosis,
rr;Egrtnnhnsu., ncreased sweating, maculopapular rash, photosensidvity reaction, photosensitity o reaction, pruritus, purpura, rash,
seborhea, skin disorder, skinnodule, uricaria.

Special Senses: parcsmia, aste loss, tasts perversion.

Vision: blindness, conjunctivis, eye pain, glaucoma, loss of accommodation, ocuiar hemorrhage, xerophthalmia.

Body as a Wholez accidental injury, asthenia, back pein, chest pain, enlarged abdomen, face edema, fever, generalized edema, hot flashes,
increased weigft, leg edema, malaise, nasal polyp, pain, pallor, perirhital edema, peripheral eckma, rigors.

Ocasional instances of ransiert, reversible hepic ransaminase elevatiors heve occumed during cetrizine thamr?y. Hepats with significart
iransaminas elevation and elevated biirubin in association with the use of catirzing hydrachloride fhas been reported.
Pndﬁladmialamﬂmelim S ) ]
In the past-markefing period, the following addifonal rare, but nt.anhalw severs adversg events have been reported: acute generalized
acarttematous pustulosis (AGEP), aggressive reacion, araph!faxls, cholestasis, comvulsions, glomerulonephnis, hallucinations, hemelytic
anemia, be atits, ovofacial dyskinesia, severe hypotension, stllbirt, suicidal ideation, sicice and thrombocytopenia.

DRUG ABUSE AND DEPENDENCE o )

There is no information to indicate that abuse or dependency occurs with catirzine hydrochloride.

OVERDOSAGE

Overdosage has been reported with cetirizine hydrochloride. In one adult patient who took 150 mg of catinzine hydrochloride, the patient was
somnolertbut did not cisp!ay any other cinical signs or abnomnal blood chemisty or hemetology resuls. Inan 18 manh old pediatic patiert
whotookan overdose of cetrizine hydrochloride Paﬂpruﬂmataf*ﬂ&ﬂ mﬁj, restessness and imtabifty were observed infially; s was followed
by drowsiness. Should overdose occur, reatment shaould be TI omallc o suppartive, talun?1 into account any concomitantly ingested
medications. There is no known specific antidots to cetirzing hydrochloride. Cetirzine hydrochioride is not aﬁal:t‘walg removed by dialysis, and
dialysis will be ineffective unless 2 diafyzable agent has been concomitamty ingested. The acute minimellethal oral doses were 237 mofkg in
mice {approximetely % times the maximum recommended day ore dose n aduls on amyme basis, o ap&rmumaliarr 40 times the maximum
recommended deiy oral dose n infants on & my basis) and 562 makg in res [approcimately 460 times the mavimum recommended daily
oral dosein adults on a mgm besis, or approimately 190 fimes the maximum recommended daily oral dos ninfants on a mg/t basis).
rodents, the target of acuts foviciy was the central nervous system, and the targat of multple-dose toxicity was the fver.

DOSAGE AND ADMINISTRATION )
Cetirizine hydrochlonide oralsolution, USP can be taken without regard to food consumption.

Children 2 to’5 Years for Chronic Uriticaria:

The recommended intialcose of cefirzine hydroehloride oral soution, USP in children aged 210 5 years is 2.5 my {1 teaspoanful) ral sluficn
once daily. The dosage inthis age group can be increased to @ maximum dose of 5 mg per day iven as 1 teaspoonful oralsolufion once a day or
oe o teaspoonful cal solution given every 12 hours.

Ghildren 6 months to < 2 years For Perennial Allergic Rhinitis and Chronic Uriticaria: ‘
The recommended dose of cafirizine hydrochloride oralsolution, USP in chidren 6 manths t 23 months of age is 2.5 my (1 teasruurﬁul) once
%I . The dose in children 12 to 23 months of age can be increased fo & maximum dose of b mg per day, given as % teaspoonful 2.5 mg) every
ours.
HOW SUPPLIED
Getirzine hycrochloride oral solution, USP is coloress to sty yelow with a grape flaver. Each teaspoon (5 mL) conteing 5 mg cefrzine
%dro:hlunda. Cetirzine hydrochloride oral solution, USP s supplied as follows:
(16571-134-12Bottleof 4 1. z. (120 m
g?ﬁnfé@sﬁ"ﬁ%@mvuﬁﬁnm ions permitted to 15°-30°C {9°-86°F) [See USP Controlled Room Temperature]; o sho
- Store at 20°- TI'F}; excursions - e olled Room Temperature; or store
refrigerated, 2-9°C (36-46°F). '
Distributed by:
Flising Pharma Holdings, Inc.
East Brunswick, NJ 08816

Revised: 07/2024
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CETIRIZINE HYDROCHLORIDE

ORAL SOLUTION, USP
1 mg/mL (5 mg/5 mL)

FOR ORAL USE ONLY Grape Flavored
Each mL contains 1 mg of cefirizine hydrochloride, USP.

Usual Dosage: See accompanying prescribing information.

Store at 20-25°C (68-77°F); excursions permitted fo 15-30°C (59-86°F)
[see USP Controlled Room Temperature];
or store refrigerated, 2-8°C (36-46°F).

Dispense in a tight, light-resistant container as defined in the USP.
4 fl. oz. (120 mL)
A Lift here for full Prescribing Information m
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Distributed by:
Rising Pharma Hnltfinas, Inc.
East Brunswick, NJ 08816

Revised: 07/2024

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 480 mL

NDC 16571-134-48
CETIRIZINE HYDROCHLORIDE
ORAL SOLUTION, USP

1 mg/mL (5 mg/5 mL)

FOR ORAL USE ONLY

Grape Flavored

Rx Only

16 fl.oz. (480 mL)
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CETIRIZINE HYDROCHLORIDE ———— E
ORAL SOLUTION, USP —H
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FOR ORAL USE ONLY Grape Flavored Distributed b:

oy
Each mL contains 1 mg of cetirizine hydrochloride, USP. mﬂiugj:?;;ﬂ

Usual Dosage: See accompanying prescribing information.

Store at 20-25°C (68-77°F); excursions permitied to 15-30°C (59-86°F)
[see USP Controlled Room Temperature];

or store refrigerated, 2-8°C (36-46"F).

Dispense in a tight, light-resistant container as defined in the USP. Natalase

Imprint
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16 fl. 0z. (480 mL) R Only

b Lift here for full Prescribing Information




DESCRIPTION

Catirzine hydrochloride, USP is an orally acfive and selective Hé-recgfmr, antagonist, The chemical nama s (+] [H:r [14-chloropheny)-
i

Fhaw\msthw-ﬂmmIahmq]amhcacid, dihydrochloride. Cetinzing hydrochloride s & racemic compound with a molecular
5

omuf of 0y 2HCL. The molecular weight s 46182 and the chemical structure s shown below:

cl
CH-N  N=CH, -GH, - O - CH,- COOH + 2HCI
©/

Catirzing hydrochloride, USP is a white, rystaline powder and is water soluble.
Cotrizine hydrochloride oralsoluton, USP & a cololess to lighly yellow oral solution oortaining cetirizine hydtochlorideata
concentration of | mgimL (5 mafB ] for oral acmnistation. The pH s befween 4 and 5. The macive ingredients of the oral suluton

are; lacial aceic acd, ghycern, grape flavor, methylparaben, propylene glycal, propylparaben, purfied water, sodium acetate, and
Sucrse.

CLINICAL PHARMACOLOGY

Mechanism of Actions

Cetrizne, a human mefablite nfagrﬂrumina,ils.an anthistaming; s principal efects are mediated via selecve inhbition of peripheral
H, receptors. The anthistaminic activity of cefrizing has been clearly cocamented in avariety of animal and human models

I vivo and ex vivo animal models have shown naﬂhgmla antichalinergic and anfiserotonergic acvity. n clinical studies, however, dry
mouth was more comman with cetirzing than wil IadpIal:ahn.nnr.fbn ceptor binding studies have sfiown no measurable afinity for other
than H, rceptors, Autoradiographic studies with radiolabeled cefirizing in the rat have shown negliible penelraion into the brain,
Exvivga:q:arilnants in the mous have shown that syetemically administered cetirizing does not significantl cccupy cerebral H,
recepiors,

Phamnacokinetics

Absorption:

Catirizine was rapidly absorbed with a time to maximum concentration (T..) of approximately 1 hour folowing oral administraion of
tablets or oralsoluion n aduts. qunpamhlahinanrqhhilkrwasfaund between the tablet and oral soluton dosage forms. When h'a%
voluntaers were administered mulple doses of cafirzing {10 mg tablets once dmi\far]ﬂdays] & mean peak plasma concantration |

of 311 gyl was hserved. No accumaadon was adserve. Cetrizine pharmacokigfics were inear fo ral doses ranging rom

510 60 m. Food had no effect on the extent of catrzing exposura (AUC) but T wets defayed by 1.7 hours and Gy, was decreased

by 23%in the presence of food.

The mean plasma protein binding of otrizine is 9%, independent of concentration n the range of 25 1000 agfmL, which incudes the
therapeutic plasma levels obsenved.

Metabolism:

Anmass balance study in 6 haaﬂhg male volurtegrs indicated that 70% of the administered recioas ity was recovered in the urine and
10% i the feces. Approsimately 50% of the radicac ity was identified in he urine as unchanged drug. Most ofthe rapid increesg in
petk plasma radivact wasassucmtedwrﬂmaremdrug‘a#gcstln ow degre of frst-pass metabolism. Ceiriine is metabolized fo
alimited evtent by avidative O-dealkylation to a meteholite wit negighle antiistaminic achviy. The enzyme or enzymes msponsible for
Hhis metabolism fiave not been identified.

Elmination;
The mean efmination half-ife in 146 heathy volunteers across multple phamacokingtic studies was 8.3 hours and the apparent toal
body cearance for catinzina was approximately 53 mLimin,

Interaction Studies
Pharmacakinetisinteraction studies with ceiizine in aduls were conducted with pseudoephedring, anf ‘érina‘ ketuconazole,
erytromycin and azihromycin. Nointaractions were cbserved. In & mutiple doge study of theophyline I 0 mg once daily for 3 days)
and cefrzing (20 my once day fanda{sJ, 16% decrease in the clearance of cetinzine was chsenved. The disposiion of
thenphyling was not alered by concamitant cefrizine admiistrafion,

Special Populations

Pediatric Patients:

In pedfiafric patients ag?ﬂi 2105 yearswho recenved 5 mg cetinzine the mean Cﬁwas 660 ng/mL. Based on crass-shudy
comparisons, the weight-normalized apparent total hoj[yclaa,ran;awa,sm o 111% greater and the efimination half-fifa was 33 b
41% shorter in tis pedliatnic population then in adulls. I pediati patients aged 6 to 23 months who received a single dose of

025 myfky cetrizing oal soition (mean dose 2.3 mej, e mean G, was 350 ng/mL. Based nnnmsﬁudpnnmparisnns‘ha
weiglr-normalized, apparem fotal body clearance was 304% graater and the efimination hali- 2 was 63% shorter i this pediaric
pupulaiwunwmgarsdhadults. The average AUC,., inchiltren 6 months i <2 years o age receiing the maximum dose of cetrzing
turgll astglutiun ﬂ!.d mg twice a day)is expected fo Bet-fd higher than th observed in adults recening a dose of 10 mg cetrizine
ables oncs a day.

Effect of Gender:
The effect of gender on cefirzing pharmacokinetics has not been adequately studied.

Effect of Race:
No race-refated differences in the kinetics of cetirzing have been observed.

Phamacodymamics

Caﬁrhinamr‘:mlurida at doses of Sand 10 mng strongly inhibited the wheal and flare caused by intradermal injection of histamine in
19E]ad|atn:wluntsars tag;ﬂfbﬂ?yaars)an the actiity persisted for atleast 24 hours. Ina 5-da1'studrr inchidren aged 5o 12,
o tolerance o the anihi inicﬂsugpmaiunufwhaalardﬂam unsagaﬁscmfcatinzinah rochloride was found. In 10 infants
710 25 months of age who received 410 9 days of ctiizinein an o sulu'untD‘ZErng.’EtEidJ, e was @ 90% infibiton of
histamine-induod (10 mg/mL) cutanenus wheal and 87% nfibition ofthe fare 12 hours afer adminisraton of the fastdose.

The clinical relevance of this suppression of histamine-induced wheal and flae response on skin testing is unknown.

The effects of intradermal injection of various other meciafors or histamine relaaserswere alsn inhibited by cefirzing, as was
respansa tn a cold challenge in paents with oold-induced urtcaria. m mildly asthmati subjects, cedrizing hydrochlorids at 5o

20 my blacked bronchoconsiriction due t nebulized histarming, with virally toal blockade after a 20 mq dose. n studies conducted
forupto 12 hours follwwing cutaneous antigen chellenge, the lte phase recnutment o acsinophls, neurophils and basophil,
components of the allergic Inflammakory response, was inhibied by cstizine hydrochloride ata dose of 20 mg,

In four clinical studies i healthy adukt males, no clinicaly signficant ean increases in (Tc were observed in cefirizine hgdrurhlnrida
treated subject. In the frststudy, a placebo-cortroled crossover ¥ial, cefirizing hydrochloride was given at doses up to 60 mg per
day, Btimes the maximum ciiical dose, for 1 wesk, and no signifcant mean (Tc prolongation ooumed. nthe sscond shudy, &
crossover frial, cetizine Fycrochloride 0 myand eytromycin (300 mg eve Ehpur:{mre given along and in combination. There
wasnnslinfﬁrantaﬁa:tnn (Tewith the combination or with cerizine gydmn loide alone. I the third fial, also a crussover shudy,
cefirizing hydrochleride 20 rn% and ketocanazole (400 mg per d amre given alon and in combination. Cetrizine hydrochloride
caused ameanincrease i Q1c of . msac from baseling after dasuftha[a]?‘ Ketocanazole also increased (Tc by 8.3 msec.
The combination caused an increase of 17 4 meec, equal i the sum of the indidual effects. Thus, there was no significar drug
interaction on (T with the combination of cetirzine hydrochlorida and kethoanazole. In the fourth study, a placebo-conrolled parallel




iral, cetirzing hydrochloride 20 mﬁﬁwas given alone or it combination with azithromycin (300 m%qs asingle dose on the first day
followed by 250 mg once daily). There was no signficant increase in (Tc with cefrizine hydrochlride 20 mg alone r in combination
with azthromych.

Ina four-week dinical tria in pediatic EFaﬁant&s aged 610 11 Kaa[s, resuls of randomly obtained ECG measurements before treatment
and afier 2 weeks of iratment showed that cefinzine hydrochloride Sor 10 m%.d\d notincrease QTc versus placeho, n a one week
ciical trial (N = 8@ of cefirizine hydrochloride oral solution, USP (0.25 mi |churn|:ared with placebo in pediatrc paients 6 1o 11
merthsof age, ECA measurementstaen wilin 3 hours of th lst dose i notshow any EC abromaltes o nceases in QT
intervalin rgruup compared to basefing assessments. Data from other studies where cefirzine hydrochloride was administered
o paients 6 to 23 months of agewere consistentwith the findings in this study.

The af&scts of cetirzine hydrochloride on the Gc interval at doses higfer than 10 my have not been studied in children kess than 12
years of age.

Inasiweek, piacabo-controled study of 166 patenis .Eigad 121064 years) with allrgic rinis and mild o moderats asttma,
cetirzing hydrachloride 10 maunca daiyimproved hinis symptoms and did not aler ﬁulmunamf,unmun. Ina two-week,
placebo-controld clncal ial, a subset analysis of 65 pediatic Eﬂpd bto 11 years) alergic hiniis patients with asthma shonwed
cetrzine hydrochlorice did not aer pulmonary funcaion. Thes studies supportthe safety of administering cefirzine hydroch ride to
pediatic and adult allergic hiniis patients with mild to moderate asthma.

Clinical Studies

Muticenter, randomized, double-blind, cinical ials comparing cetiizine 5 fo 20 mq to placebo in pafients 12 Eraa.rs and older with
seasonal or perennial alleric hiniis were conducted in the United States. Two of hese showed sqnfﬁpant reductions in symploms of
perennial allaram rhinti for up to 8 weeks in duraion. Two d-week multicenter, randomized, double-blind, clnical tials comparing
cetirzine 5 t 20 mg o plavsbo in patients with chronic idiopattic urtcaria were also conducted and shonwed significant improvement
in symptoms of chronic diopathic icari. In Fanaral, the 10 my dese was more effective than the & mq dose and the 20 my dose
tave no added effect. Some of these rals included pediatic patients aged 12 t 16 years. In addiion, four multicenter, randomized,
placebo-contollad, double-blind 2 to 4 week irials in 534 pediatic pabents aged 6 t 11 years with seasanal allergic s were
conducted in the United States at deses up t 10 mg.

INDICATIONS AND USAGE

Pup{qlialllhlqhicﬂhhiis o ‘ o o

Cetirzine hydrochloride oral sohtion, USP isindiceted for the relsfof symploms associated with perennial alleric hiits due fo
allergens such as dust mites, ammafdandar and molds in chikdren § to 23 months of age. Symptoms treated effectivel include
sneazing, hinorhea, postnasal dischamge, nasal prurius, ocular prurtus, and earing.

Chronie Urticaria

Cetirzing hydrochloride aralsoluton, LSP is indicated for e reatment of the uncamplicated skin manifestations of chronic idiopathic
uricaria in adults and children 6 months o 5 years of age. f significanty reduces the occumence, severty, and durafion of hives and
signiicanty reduces prurus.

CONTRAINDICATIONS o oo .
Cetirzing hydrochloride oralsolution, LSP is coniraindicated in those ptients with a known hypersensitity to i or any of s
ingredients or hydroxyzine.

PRECAUTIONS

Activities Requiring Mental Alertness

In clinical ias, the occurrenc of somnalence fas been repored in some paﬁants.taldngccaﬁ rzine hydrochlorde; due cauton should
therefore be exercised when drivinga car or o rahn% potentially danngqruus machinery. Concurrent use of cefirizng hydmehloride
with aloohol orcther CNS depressarts should be avoided because additional reductions in alertness and addiional impainment of CNS
performance may oceur,

e

Interactions

mﬂﬂ&igniﬁnmt drug interacSions have been found with thaurhyl\ina atalow dese, azithromycin, pseudoephedrine,
Ketoconzzole, or erythromycin. There was a smeall decrease i the clearance of cefirizine caused by a 400 my doss of heophyling;
i possible that Brer theophyline deses could have a greater effect
Carcinogenesis, Mutagenesis and lmpaimnent of Ferti
n a21ﬁﬂaminugani?ﬁﬁy in raltmﬁmina was nutlgarcinuganic atdietary dosss u?b; 20 my/kg (approximately 15times
the maximum recommended daly oral ﬂqsa in adufts on a mg/m* Gasis, or approximately / fimes the maximum recommended
dail oral dose in inants on @ mg/m? basis). In @ 2-year carciogenicty study In mice, cefiizing caused an increased incidence of
bergn lver tumors in males at a diefary dose of 16 mofky (approximately § times e masmum recommended daily orel dose in
aduts ona ol basis, o approximately 3 imes the maamum recommended daiy oral dos in infants on a mo/me basi, No
increase i the incidence of fver tumors was observed in mice ata dietary dose of mgﬁtappmnmatawhmsﬂw maxmum
recommended daiy oral dose in adults on a mg/m* basis, or pmnmata’lj sjuryalant f maximum recommended dag! onl
igsam infants on @ mg/m? bass}. The clinical significance of these findings during long-term use of cefirzine ydrochloride is not

.

Getirzing was not mutagenicin the Ames test, and notclestngenic in the human lymphocyte assay, the mouse jmphoma assay,
and imviio micronuclews fest in rais.

Ina ferfly and general reproducive performance studdy inmice, cefiizine did not impair fertty at an oral dese of B4 my/kg
(emproximately 25 imes the maximum recormended daily oral dose in adults on a mgfm® basis.

Pediatric Use

The sefety of cetirzine hyorochlorde has been demenstrated in pediatic patints aged & months to 5 years. The safefy of
cetirzine hs been demonsirated in 168 paients aged 2 t 5 years in placebo-confolled trials of up tn 4 weeks durafion. Ona
mg}k% basis, most of the 168 patients received between 0.2 and 04 m\gélfg of cefirzine HCL, The safety o cefrzine i 399 patients
aged 12 to 24 months has been demonsivatedin a placebo-controlled 18-month trial, in which the average dose was 0.25 g%ng
bid, mrrespunmr% toarange of 41011 m%[day. The safety of cefirizine hydrachloride ol solution, USP has been demonstrated in
42 patents aged b to 11 months ina placebo-conirlled 7-day b, The prescribed dosewas 025 my/kg bid, which comesponded
o amean of 4.5 moday, with a range of 3.4 1o 6.2 mg/day.

The effectiveness of cefirizing hydrochloride for te reatment o alleric rhinits and chronic idiapathic urticaia n pediafic pafients
aged 6 months to 5 years s based on an extrapolation of the demonsirated eficacy of ceirzine hydrochlride in aduls with these
conditons and the likelibood that the disease courss, pathophysiobgy and the drug's effestare substantialy similer between tese
o pugulahuns. Effcacy is extrapolated down tn & months of age for perennial allegic hinfis besause this disease i thougl o
occur down to these ages inchikdren. The recommended doses for the pediatic population are based on crass-study comparisons
of the phamacokinetics and pharmacodynamics of cefizing in adult and pediaiic subjects and on fhe sahte profile of cetiizine in
both adult and gadmnc patients at doses equal to or h\aharthan the recormended doses. The cetrzine AU and Gy i pediatric
subjects aged 0o 23 months who received a mean of 2.3 g in asingle dose and in subjects aged 2t 5 !gars Wwho received a
single dose of 5 mg of cetiizne oral solution, USP was estmted to be imermediate befwsen that observed n adults who received
asinge dose of 10 my of cetiizie tablets and these wha received asingle dose of 20 my of catinidne tablets.

The safety and effeciveness of cetirizine in pediatric patients nder the age of 6 menths have not been established.

ADVERSE REACTIONS . - .

Peialic studies were conducted with ceirzine hydrochlride. More than 1300 peciatic rahants aed 6 11 Jaars with more
than 900 treated with oxfirizine hydrochloride at dases of 1.25 to 10 mg per da?mre included in controled and uncantolled
clinical tials conducted in the United States, The duration of reatment rangee from 2 fo 12 weeks. Placebo-controlled trials up t
ad! mﬁs dumfhEUn includeel 163 pediatric patients aged 2 1 5 years who received cefirizing, the majority of whom received single
aly doses of 5 mg.




A placebo-controled tial 18 months in duration included 399 patients aged 12 to 24 months treated with cetirizine [0.25 n;%lfkg
hid), and ancther plcebo-cantrolled tial of 7 days duration included 42 patients aged 6o 11 manths who were treated wi
cefrizing (0.25 mafky bid)

The ma}gntyufadvarm reacfons [sgurtsjjn pedietric patients aged 2 to 11 years with cefinzine ydrochloride were mild or
moderate. In placebo-cortrolled rias, he incidence of discontinuations due to adverse reactions in pediafic pafiens recaiving up
o 10 my of cefirizing hydrochloride was uncemman (0.4% on cefrizine hydrochbride ve. 1.0% on placeho).

Table 1 lists adverse experiences which were reported for cetnzing hydrochloride 5 and 10 mg n pediafric ﬁaiipnts aged 6to 11
ars in placebo-cantrolled clinical fials n the United Stades and wera more common with cetinzin hydrochlorids than plasbo.
these, abdominal pain was considered treaiment-related and somnalence appeared to be dose-related, 1.3% in placeta, 1 %

at 5mgznd 4.2% at 10 my. Theaadvese expriencesrepored n pdiatic atients aged 2t 5 yeas nplacebo-antrolle tils

were qualitaively simifr in nature and generall similar i frequency o those reported i fias with children aged 610 11 years.

Inthe placsbo-controlled rals of pedarc patients & 1o 24 months of age, the incidences of adverse experiences, were similar in
the cetrizine and placebo reatment groups in each study. Somnolence oceurred mm.ass.anhalllgm samg frequency i patients
who received cefirizine and patients who received placebo. In a study of 1 week duraion in chidren 6t 11 monthsof age,
patients who received cedrizine exhibited greater imitabiltyfussiness than pafients on placebo. In a study of 18 months duration in
patients 12 months and clder, insomnia ocurred more fraquently in patients who received cefirzine compared to patients wha
received placebo [9.0%v. 5.3%). In thase patients who received 5 mg or more per dary ofcetirizine as compared o patients who
received placebo, ffigue (3 6% v. 1.3%) and malaisg (3.6% v. 1.8%) occumed more frequenty.

Table.1 Adverse Experiences Reported in Pediatric Patients A%ed 6to11 Yearsin
Placeho-Condrolled United States Cetirizine Hydrochloride Trials (5 or 10 mg Dose) Which
Occurred ata Fre;uency of > 2% in Either the 5 mg or the 10 mg Cefirizine Hydrochloride Group,

and More Frequently Than in the Placebo Group
Adverse Experiences Placebo Getirizine Hydrochloride
N=309) 5m 10
= IZ‘I] =
Heatache 123% 0% 140%
Pharyngits 25 6.2% 28%
Pdominal pain 1.5% 4% 58%
Coughing 3.5 4% 28%
Somnolence 1.3% 1.9% 42%
Diarhea 1.3% 3% 19%
Epistaris L5 3% 19%
Bronchospasm 1.5% 3% 19%
Nausea 1.5% 19% 28%
Vomiting 1.0% 25% 23%

The following events were observed infrequentl (less than 2%),in either 3982 aduits and chidren 12 years and older or in 659
pediatric patients aged 610 11 years who recaived catirizine hydrochloride n U.S. tials, including an open adut study of six
mugm.shdudrahun.hcausalrelahunshmufhasa ifequentevents with ceirizine hydrocHorde administeton hasnot been
asfablished,

Autonomic Nervous System: anorexia, fushing, increased salivtion, urinary refention.

Cardiovaseular: cardiac failure, hyperlension, palpitaion, tachyeardia,

Gentral and Peripheral Nervous Systems: abnormal coordination, atacia, corfusion, dysphonia, hyperesthesia, hyperkinesia,

gy?:?nia‘ hypwem'z:a, Ieg cramps, mgrane, myels, paalysi, ereshesi, pmsw.gﬂuupa. g?ﬂur, ht'nmingﬁartigu, vistal field
efect

(astrointestinal: abnormal hepatic funciion, %ra\rated Tnoth caries, constipafion, dysppsia, eructation, iatulencs, gastits,
hgmurrhmds, increased appefte, melena, rectal hemorthage, stomaiis icluding ulceraive stomatits, tongue discoloraion, fongue
edema.

Genitourinary: cystis, dysuria, hematuria, michurition frequency, polyuria, urinary incortinence, rinary tract infecton.
Hearing and Vesthular: deafness, earache, ototoxiciy, innius.

Metaholie/Nutritional: dehydration, diabetes mellius, thirst

Musculoskeletal: arthralgia, arthits, arthrosis, muscle weakness, myalgia.

Psychiatrie: abnormal thinking, agitation, amnesia, amety, decreased lido, depersonalization, depression, emational labifty,
eupharia, impaired concentrahion, Insomnia, nenvousness, paroniria, sleep disorder,

Respiratory System: bronchits, dyspnea, hypenventiction, increased sputum, pneumania, respiratory disarder, rhinits, sinusis,
Upper respiratory ract infecion.

Reproductive: dysmenorrhea, female breast pain, intarmensirual bleeding, lewkorrhea, menorhagia, vaginits.
Reticuloendothefial: ymphadenapathy.

Skin: acne, alopecia, anngiuaiama‘ bullus eruption, dematits, dry skin, eczema, awhamabqgks.msh, furunculesis, mgammm‘s,
hyperirichosis, increassd sweafing, maculopapular rash, photosensitity reaction, photosensidviy toic reacton, prurus, purpura,
rash, seborhea, skin disorder, skin nodule, Lrticaria.

Special Senses: parosmia, taste loss, taste perversion.

Vision: blindness, conjunctiits, eye pair, glaucoma, loss of accommodation, ocular hemorhage, xerophthalma.
Body as a Whole; accidental injury, asthena, back pain, chest pain, enlarged abdomen, face edema, fever, generalized edema, hot
fashes, increased weight, leg edema, makaise, nasal pJf]ip, pain, palor, periorbital edema, peripheral edema, rigors,

Occasionl instances of transient, Feversible hg:aiictransaminasp elevafions have occured during cafirizine therapy. Hepais with
significanttransarvinese elevation and elevated bliubinin association with the use of cefirzine hydrochloride has been reported.
M—Hakﬁ%ﬁmlﬁlm o .
Inthe post-markeding period, the follwwing additonal rare, hﬁmannal severe adverse events have been reported: acule
ianar;hzqd enanthematous pustulcsis %\EEPJ, agqressive reacton, anaphylas, cholestasis, conyulsions, glomerulonephrits,
allucinations, hemolytic anemia, hepiits orofacial dyskingsia, severe hypotension, tillith, suicidal ideafion, suicide and
thrombocylopenia.

DRUG ABUSE AND DEPENDENCE o .

There is no information to indicate that abuse or dependency occurs with cefirzng hydrochloride.

OVERDOSAGE o . . .
Overdosage has bean reported with ceirzine hydrochloride. n one adult pafient who thok 150 rnghuf cefirzine hydrochloride, e
patient was somnalent but did not display any other cinica sﬁ‘ns or abnormal blood chemistry or hemetolagy resuts In an 18 morth
old pediatric patient who fook an overdose of cefirizine hrdmu fride (approximalely 183mg] restessness and irritabiity were
observed nftal; is was Tolowed by cromsiness, Should overdose cclr, eatment shou besymptomatc or supporive feking
inty account any concomitantly ingested medications. There is no known specific antideta b cetinzing hydrochloride. Cefrizine
hydrochiorde is nat aﬁa;tival{y removed by dialysis, and di%'s. will be ineffective unlss a ialyzable agent has been cancomianty
ingested. The acule minimal ethel oral dases were 237 mg'kg in mice (appraximately 95 times the maxmum recommended daily ora




dose in adults ona mg/m basis, or 2p run'!naiarf 4 fimes the maximum recommended daily oral dose ininfants on a my/m? basis)

and 562 m fk% infafs [aphﬁrummqtalr fimes the mayimum recommended daily oral dose I adults on arng{mJ basis, or

approvim aa; 80 times tne maximum recommended daifyoral dose in infemis o & mgfm? basis). In rdents, the target of acute

tovicity was the central nervous system, and the target of mulfple-dose foxicty was the lver.

DOSAGE AND ADMINISTRATION

Catirzine hydrochloride oralsolution, LSP ¢an be taken without regard to food consumption.

Children 2 to 5 Years for Chronic Urticaria:

The recommended iniial dose of cetirzine hydrochloride oral solution, USP in children aﬁd 2io5yearsis 25 mq%tﬁﬁpmnhl) oral

saluton onog daiy. The dusaq;m this age group can be increased to a macimum dese of 5 my per day given as 1 teaspoonul oral
solufion once a day or ana J% teaspoonful oral solution given every 12 hours,

Children 6 months to-< 2 years For Perennial Allergic Rhinitis and Chronic Urticariz .

The recommended doss of ceirzing hydrachloride oral solution, USP in chidren & months to 23 months of age is 2.5 mg

wtaas;uunfu once daily. The dose in chikdren 12 t 23 months of age can be increased to ameimum dose of § mg per day, given as
% traspoonful (2.5 my) every 12 hours.

HOW SUPPLIED . . .

Cotirzing hydrochloride oral soluon, USP is colorless t shghtH ellow vith a gmga flavor. Each teaspoen {5 mL) containg 5 mg
catirizine hydrochloride. Cetirzine hydrochloride oral salution, USP is supplied as ollows:

NDC 18571-134-12 Bottl of 411, oz. (120 mL)
NDC 18571-134-48 Bore of 16 1. . (480 ml)

STORAGE: Store at 20°-25°C (B8"-T°F); excursions permitted to 16°-30°C (30°-86°F)
[See USP Controlled Rom Temperature]; or store refrigerated, 2-6'C (36-46°F).
Distributed by:

Rising Pharma Holdings, Inc.
East Brunswick, NJ 08816

Issued: 07/2024

PNRising

NDC 16571-134-48

CETIRIZINE HYDROCHLORIDE
ORAL SOLUTION, USP
1 mg/mL (5 mg/5 mL)

FOR ORAL USE ONLY Grape Flavored

Each mL contains 1 mg of cetirizine hydrochloride, USP.

Usual Dosage: See accompanying prescribing information.

Store at 20-25°C (68-77°F); excursions permitted to 15-30°C (59-86°F)
[see USP Controlled Room Temperature];

or store refrigerated, 2-8°C (36-46°F).

Dispense in a tight, light-resistant container as defined in the USP.

16 fl. oz. (480 mL)

CETIRIZINE HYDROCHLORIDE

cetirizine hydrochloride solution

Product Information
Product Type
Route of Administration ORAL

Active Ingredient/Active Moiety
Ingredient Name

CETIRIZINE HYDROCHLORIDE (UNII: 640047KTOA) (CETIRIZINE -

UNI:YO7261ME24)

Inactive Ingredients

Ingredient Name

GLYCERIN (UNIl: PDC6A3C00OX)

ACETIC ACID (UNIl: Q40Q9N063P)
METHYLPARABEN (UNII: A2I8C7HIOT)
WATER (UNII: 059QFOKOOR)

PROPYLENE GLYCOL (UNIl: 6DC9Q167V3)

HUMAN PRESCRIPTION DRUG

Item Code (Source) NDC:16571-134

Basis of Strength Strength
CETIRIZINE 1 mg
HYDROCHLORIDE in1mL

Strength




PROPYLPARABEN (UNIl: Z8IX2SC10H)
SODIUM ACETATE (UNIl: 4550K0SC9B)
SUCROSE (UNII: C151H8M554)
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Color
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Packaging
# Item Code

NDC:16571-
134-12

NDC:16571-
134-48

white (colorless to slightly yellow)

GRAPE (Artificial Grape)

Package Description

120 mL in 1 BOTTLE, PLASTIC; Type 0: Not a
Combination Product

480 mL in 1 BOTTLE, PLASTIC; Type 0: Not a
Combination Product
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