CETIRIZINE HYDROCHLORIDE- cetirizine hydrochloride solution
BAJA] MEDICAL, LLC

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

4 0z, 16 oz and 5 mL

Rx

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 20 3°2HCI. The molecular weight is 461.82 and the
chemical structure is shown below:

CQ\ .

CH-N N-CH,-CH,-0-CH,- COOH . 2HCI
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
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 was 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 mja3x 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 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 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.

Risk of New Onset Pruritus After Discontinuation of Cetirizine

Cases of pruritus after discontinuation of cetirizine have been reported in the
postmarketing setting in patients where pruritus was not present before initiation of
cetirizine. Pruritus occurred within a few days of discontinuing cetirizine among patients
who used cetirizine long-term (e.g., few months to years). Reported cases of pruritus
were infrequent, but some were serious with patients experiencing widespread severe
pruritus. If pruritus occurs after discontinuation of cetirizine, symptoms may improve
with restarting or tapering cetirizine.

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 and 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 2 basis, 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 Cmax 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.1 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

. Placebo Cetirizine Hydrochloride

Adverse Experiences (N = 309) 5 mg 10 mg
(N = 161) (N = 215)

Headache 12.3% 11.0% 14.0%
Pharyngitis 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: aggressive reaction, anaphylaxis, cholestasis, convulsions,
glomerulonephritis, hallucinations, hemolytic anemia, hepatitis, orofacial dyskinesia,
severe hypotension, stillbirth, suicidal ideation, suicide, thrombocytopenia, acute
generalized exanthematous pustulosis (AGEP), and new onset pruritis within a few days
after discontinuation of cetirizine, usually after long-term use (e.g., few months to years)
of cetirizine.

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 (%2 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 ¥z 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 ageis 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 mg) 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 61037-479-02 Bottle of 4 fl. 0z. (120 mL)
NDC 61037-479-03 Bottle of 16 fl. 0z. (480 mL)
NDC 61037-479-04 Bottle of 8 fl. 0z. (240 mL)

NDC 61037-479-06 Unit-Dose Cup of 5 mL
NDC 61037-479-12 Case of 100 Unit-Dose Cups of 5 mL (10 Unit-Dose Cups per Tray X
10 Trays per Case)

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).

PRINCIPAL DISPLAY PANEL:
NDC 61037-479-02
Bottle of 4 fl. 0z. (120 mL)

NDC 61037-479-02

CETIRIZINE HYDROCHLORIDE

ORAL SOLUTION, USP

5 mg/5 mL (1 mg/mL)

FOR ORAL USE ONLY

Grape Flavored

Rx Only

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.
4 fl.oz. (120 mL)

Manufactured by:

Bajaj Medical, LLC



Chicago IL 60609, USA
Revised: 10/2025

'NDC 61037-479-02 ~ NDC 61037-470-02 -r
CETIRIZINE HYDROCHLORIDE o~ CETIRIZINE HYDROCHLORIDE o
ORAL SOLUTION, USP = ORAL SOLUTION, USP =
5 mg/5 mL (1 mg/mL) = Datal 5 mg/5 mL (1 mg/mL) = Datal
FOR ORAL USE ONLY Rx Only o= atalase FOR ORAL USE ONLY Rx Only = atalase
G = Imprint Gopg piteed = Imprint
Eachifl. ootans 1 mg ofeliizne ycrochloride, USP. = Eachf porains 1 my ofceiizine hycrochloride USP. =
Usual Dosage: See accompanying prescribing information. Area Ustial Dosage: See accompanying prescribing information. 1 Area
‘Store al 20-25°C (68-77°F) excursions permitted o 15-30°C (59-86°F) Store al 20-5°C (68-77°F) excursions permitied b 15-30°C GH86) o
[see USP Controlid Room Temperaure]; [sée USP Controlled Room Temperature];
orstore refigerated, 2-4°C (36-46°F). or stoe refrigeraled, 2-8°C (36-46°F.
Dispense in a tight, light-resistant eontainer 2s defined in fhe USP. M%NETLIE Dispense in a tight, lighi-resistant container as defined in the USP. m"ﬁmm;dﬂ'
41,0z (120 mL) Chicago L 60509, USA 4110z (120 ml) Chicago L 60509, USA
Revised: 10/2025 . Lift here for full Preseribing Information Revised: 10/2025
/ o
Base label without leaflet Sase labelwithleaiet
DESCRIPTION _ e, | et i s i, )
Cfiore mmm A ——— i The i raneis - - [ ‘ vt perd i o e 0 st ’ Y|
MM&- g}mﬁ% u@ d with fomula t dmf«mnmmwmeBﬁmUm
(N 00 2H0 mnlm\nﬂghu mwmmmmmmmmw Phamacokinefics Ineaction Sudes
At e, etz
o i epidly o wm l | adninsaion o e o &m nmmwmbmed \nammwled@emﬂww’;memlﬁys\mmmﬁﬂmm
O —— ston| J,Lr b | foms 'ﬂﬁ"f ﬂﬁ%dﬁm”
A 1. fcefirzing i) mg IUMamummﬂmamnmmjuﬁInq'mem m»e ""
M~ obsenved I obsened (etroi 0
@y hum&mmmnmmﬂﬂ)ml m.felmmummc_mmmﬂﬁmmm ” Palens:
PR Dok i beed 25 i Gt Bl
b B sarie ] oneis 4%, B tiD0nghl, wi il % e irmasmu%a‘immmmm
SPisacobries fn skl yelow orl sekuion cantaing iz it 1 WWEMHMWW ﬂmlaﬂwﬁmmaﬂu‘hln {mlmged6IaZJrrmrilhswrw:wmaw\edﬂmufﬂ!ﬁwhommmwmmnmwm
nn;imL(Emgﬁm d5. i, hyerin Iﬁd-x N ) q\lfmmemﬁ Wi mnmﬁﬂpm the wesgh- mxmal\t:di ofel body clearence wes 304%
gmpemm.ﬁ;mhen mpﬁmghm\uwybmmbedwmmumnmﬂmm ek T ered e urine and (0% in H i e mrﬂ%ﬂ%mﬁ;
CLINIGAL PHARMACOLOGY Relezy W“MWWM-W"WWW ey ‘ak i i el el
Heshinof s ek Dyt T o Y e e
mmn ot e, -n st s i s o v et il N;‘ Ih, ’ been e, The efectofgecer
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Effect of Race: o ketaconazule. In the fourth study, a placebe-controfled el cefinzine: hydrochloride 20 mg was given alone o in combination with
No race-elated drﬁerenceslnﬂ'ehne'uns of cefiriane have been observed.

Cefinzine mr.H:ndeaIdwesnfEmdiUmgs:mmhnfﬁmdﬂmMmlardﬂawmdhmuademl jection of histamine in 19
pediatne vohunteers aged 5o 12 years) and mmpﬁwteifuatlmﬂhmrsha%daym

1o the anthistaminic {suppression of wheal and

who received 410 9 s ofcefirzine in an oralsoluion (0.25 mayk bid), here was a 90% infibiton of histemine-induced {10 mg/ml)

cutangous wheal and 87% mhibetian of the flare 12 haurs after aominsiration of the bast dase. The cinical relevance of ths suppression of

hMmu»ﬂdLnedeJandmepmmﬁmtnmglsmhwm

The effects of inradermal injection of various other medators or histamine releasers were ihmhlbmd?

challenge in patients with cold-induced uricaria. In midy asthmatic subjects, cefiizine hydrochloride at lo?ﬂmgl]

ﬁndmwmmmdwton@hzedfmngpmwmmmgm aftera 2 m do:dlnmdesumdmdfaumghnum
wing cutaneous antigen Tecrutment etmyls basophs, componests o
mﬁwm%mmﬁ ne'unzml'rpimillmdem Hmy "

In four clinical studies in healthy adult meles, no dlinicaly smdicant mean mlul in (Tc were observed n cetrizme hydrochloride treated
subjects. nthe firs study, a lacebo-contraled crossaver tnal, cefinzin hydrochlon ﬁmmmmﬂEﬂmgwMmaﬂﬂ
masmum clinical dose, 1weekandnoag1rﬁcmtmnmﬂ'fcprulmga’umncuurmdh second study, a crossover trial, cefirzing
Irydrnclmde?ﬂmga'd mmnﬂmmd_iﬂmﬂhuus]mgmﬂahnemmmmmhunTherewasm nrﬁczneﬂeﬁtm[}k
ﬂleoo natian or wil cafinzing the third el a0 a crossover study, cetiizne
|4mmg[erda}:lmregwm4mandnmh'ﬂhun Cetizing rochhndecamdamemmemenﬂhnf 1msecfrnm
Baseline afer 1 days of therapy. Retoconazle lso mereased (Tc by 8.3 me. The combmation caused an ncrease of 17.4 mex, equel to
he sum of the individusal effects. Thus, there was no signdficant drug itesaction an (Tc with the combination of cafinizne hydmehla ide &nd

r, the1t]mgdwemmmﬁmﬁmﬁﬂmﬁmdﬂn?ﬂmgdmwmaddedéfa'.LSmnEtfﬂﬁsemdmhded
pemcpammsagedﬂmiﬁyemlnaddm four mufbcenter, randomized, placebo-controlled, double-bénd 2 to 4 week friksin 534
pedaMupaImtsagedﬁloHwnmﬁs&mﬂrddlmgmmlnhsmemrdudednﬂ'eumed States at doses up to 10 mg.

INDICATIONS AND USAGE
Perennial Allesgic Rhinitis

(etrzine Iundemalsulutm ISP b indicated for the relief of symptams assocated with perennéal allergc rhindts due to allergens such
i ey ¢ vl o]

& dust mites, animel dander and malds i hildren 6 to 23 marihs of a2, Symgtoms treated
descharge, miptmum pcular pruris, and teanng.

Chronic Urtica
['.amnelrydrnchlunde oral slution, USP s indicated forthe treatment of the uncomplcated skin manstestations of chrondc dinpathic uriaria in

chekdren 6 months to 5 years of age. lsaganmnthmimme occumence, severtty, and duation of hves and signifcantly reduces prumtus.

CONTRAINDICATIONS

ﬁmnehdrnchlmdema]sulm USP s contraindicated in thos patients with a knawn hypersensifvity to it or any of its ingredients or
faegzie.

PFIEGAUTIONS

Activities Requiring Mental Aleriness
In clinical tmis the occumence of sommakence has been mpolted in some pafents takang cetirzine hydrochloside; due causion should therefore
be exercised when drng a car or %ﬂ nigerous mahinesy. Concurent use of cezing nchlunde with alcohol or other

(NS depressants shauld be avoided

Risk of Mew Oneset Pruritus After Discontinuation of Gefirizine
(ases of pruntus after discontinuation of catirizine have been reported in the postmarkefing seting in patients where pruntus was not present

mlnmmﬁmmmmm perfomance may oocar.

dren aged 5 to 12, no tolerance
lare response) effects o cefinzing pdrochloride was found. In 10 infents 7 10 25 morrths i age

aswmreqmrsemawld

anithromycin (500 mg as a singlz dose an the first Eﬂmmdi}:lﬂmmsmsgnrfmnmmnﬂkmﬂmmmne
rochionidz 21} my alone or m combination with azth daj

In & four-week cinical trialin pmemsageilimHyeammltsdmdunijchmmmmummmhe‘ommmmm
Lwecks of treziment sho ﬂ'ﬂtoﬁ]rmrelﬁdmdimdehiﬂmgddmtmeﬁemcmpluboInaureweekti'mlimllﬂ )
uf cefirzine hydrochlonde orel sodution, USP (0,25 mo/ky bie) compared with placeba in peditnic patients § o 11 months of age, ECG
mesurements tzken wiin 3 haurs ofthe ast dase i not show any ECG anormalies or mcreases in (T intenval i either ooup compared
o baseline assessments. I]atahunamerwcimdmowmmhydmdimdewasadmmmpahmﬁm%mnﬂwagemre
consistent with the findings in thes study.

Tlenfhdsdceﬁrirjre hydrochioride on the (T interval &t doses higher than 10 my have nat been studied in children less then 12 years of

Inamm m:abcrcmtrcledsmdyuf18‘6pahents|:ageﬂ2t054was]mﬂldﬁgcmnmSMmlldmmudaaEtha,mmm

hygrockiaidz 10 my once dal mproved mlrmgrlfmpmmsmddldnda‘mlpummmndm Inatwo-wesk, clinical

mal, a subset andlysis of 65 pediatnic (aged 610 11 years) allegic hindis pabents with asthma showed cefirzine hydrochlonds did not alter

Hmmm studies support the safety of admnstenng cetinzme hydrochlande to pedianc and adut allargc rhinits patients with
to maderate

loim]uanmr randomized, double-biind, clinical triaks comparing cefirng 5 to 20 mg ta placebo in patents 12 years and abler with perenmicl
lergic s were condusted i the United States. Two of these showed sigdfcan reuctons symptoms o perennial allergic rinéds for up
o B wesks in duration, Two 4-week muicender, rendomized, double-blind, clinicaltrks comparig oztirzng 5 t 20 mg to placeb in pabents
with chroni; idhapathic urticana were also cnduced and soed sgnrﬁczm improvement in symptoms of chronic idoathic urticaria.

befo intetion of cedinzine. Prutus ocgumed within a few days of discantinuing oztiizne among padents who used cefinine long-tem (e.g,
Tow months to years). Reported cases of prurtus were nfrequent, but some were senous with pafents expeniencing widespread severe
prurts. Hpmrlms mlsaftel discontinuation of cetirzine, symptoms may improve with restaring or tapenng cefizie.

uﬂm nﬁcﬂﬂdruglMem:ﬁmrshmbeenfmmmﬂmcﬂqimMdeuse arthromyein, pseudoeghedring, ketoconazde, or
d& mmasﬂddﬂmmﬂmlmﬂfmﬁnmmﬂhadﬂﬂmgd&%h itis passible that larger
dumle:IlmageamrnﬁecL

&mlﬂpﬂsanﬂhﬂmﬂo{hﬁl}

na 2-year caril study in ats, cetirizine was not carcnagenic atdietary doses up to 20 moykg (approximately 15 imes the maimum
mmaﬁeddm!um] |naduhsonamga'm’tms.c(appmnmaidﬂtlmmemmmumremmm’eddﬂhm]du@mn{mnsma
mynt basis). lna yemmm;semu siudy m mice, caizne caused an mcreased incidence of |g1hmnmu5|nmbsa1atiem
dusenﬂﬁmg'kg[apprtmﬂw umﬂemmunmmaﬂeddahu'dldosem aduhsunanﬂ\ bisis, o approwmatey 3 fimes the
lnimmumnmmm dajhmaldusemnfmtsonam\n’bﬁ{lfhmeaselnmemdemnf fumors was observed in mice at a
dietay d#mg’l{g[wpmmamrmmﬁmnmmmmrmmdedmuﬁidﬂs&ln adults ona my/ bass, or approvmately
equvalentto the maxmum recommended dady orel dose in infants on a o/ basis). The chnical sigificance of these findings during
lony-term use of cetinzing hydrochiond is not known.

Cetirzine was not mutagenic i the Ames test, and notchastogenic in he human lymphocyte assay, the mause hymphama assay, and in i
micronucleus test in ras.

n afertlity and uctive performance study in mice, cetirizmne did not impeir fertlity a an ord dose of 64 m wimaely 25
hmﬂw%nm%%h?ﬁdom s on a my/m? bass). 2 oy
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mekere, tongue edema ;ﬁj i once daly. Thedosage n g e ol
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g\'mqw branchis, dyspnes, ypervntiaion, ncessed sputum, pneumonia, espiatry sorder, i, snusiis, upper 3;5&3&?@% b T Mnmhymhr\dumwmun U@\scdﬂmlﬂs‘ghﬁfﬁmwﬂhag fa. Eachmgow\BmL contains 5 mq cetzine
mqmmrﬂmlmle;mn hydrochhoids. (¢ sabiton, USF 0 61037-470-02 Bottle of 4 L. oz. (120 mL),

| bleeding leckorrhea, menortiay, vaginis.

Retcubendatielal: hnmdempahy

‘Skin: acne, alopecia, angioedeme, bdwsempmn dnnr.am diy sin, eczeme, eythematos rsh,fruncuosis, pereratoss

ypertichasis, cteaged sweatng, macul TS, PUTPUTS, Fash,
e s drond, i oce, rcan,

Special Senses: parsia, fste kss, st penvrsion.

Vision: bindness, conpncis, eye pain, glaucom, loss of accommedation, ocular hemorthage, verophifelmia.
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NG 61037-478-08 Batle of 16 0z (480 ml), NDG E\DM 41004 Boths of 4. o (40 mL), HDC G1037-479-06 Ui Dnse Cap of S ml,
NOE 61087-479-12 Case of 100 Ui Duseﬂumuhmhlmm Dnsa&lpsperhamﬁmyswﬁase

STORAGE: Store at 20°-25°C (B8°-TT°F) excursions 1o 15°-30°C (59°-85°F) See SP Contraled Room Temperature or store:
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PRINCIPAL DISPLAY PANEL:

NDC 61037-479-03

Bottle of 16 fl. 0z. (480 mL)

NDC 61037-479-03

CETIRIZINE HYDROCHLORIDE

ORAL SOLUTION, USP
5 mg/5 mL (1 mg/mL)
FOR ORAL USE ONLY
Grape Flavored

Rx Only

Each mL contains 1 mg of cetirizine hydrochloride, USP.

Usual Dosage: See accompanying prescribing information.

Bajaj Medical, U_E

Chicago IL 6060, USA Revised: 10/2025

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)
Manufactured by:
Bajaj Medical, LLC
Chicago IL 60609, USA
Revised: 10/2025



NDC 61037-479-03 NDC 61037-479-03
ORAL SOLUTION, USP ORAL SOLUTION, USP
5 mg/5 mL (1 mg/mL) 5 mg/5 mL (1 mg/mL)
FOR ORAL USE ONLY Rx Only FOR ORAL USE ONLY Rx Only
Grape Flavored Grape Flavored
; B g Manufactured by: - . : Manufactured by:
y Bajaj Medical, LLC y Bajaj Medical, LLC
Each mL contains 1 mg of cetirizine hydrochloride i Each mL contains 1 mg of cetirizine hydrochloride, g
USP Chicago IL 60609, USA USP Chicago IL 60609, USA
B Revised: 10/2025 = Revised: 10/2025
Usual Dosage: See accompanying prescribing Usual Dosage: See accompanying prescribing
information. information.
Store at 20-25°C (68-77°F); excursions Store at 20-25°C (68-77°F); excursions
permitted to 15-30°C (59-86°F) permitted to 15-30°C (59-86°F)
[see USP Controlled Room Temperature]; Datalase [see USP Controlled Room Temperature]; Datalase
or store refrigerated, 2-8°C (36-46°F). Imprint or store refrigerated, 2-8°C (36-46°F). Imprint
Dispense in a tight, light-resistant container as Area Dispense in a tight, light-resistant container as Area
defined in the USP. defined in the USP.
16 fl. oz. (480 mL) 16 fl. oz. (480 mL)
M Lift here for full Prescribing Information
=
Base label without leaflet Base label with leaflet
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PRINCIPAL DISPLAY PANEL:

NDC 61037-479-12

5 mL x 100 Unit-Dose Cups

NDC 61037-479-12

Manufactured

Baja) Megical, ut
Chicago IL 60609, USA
Revised: 10/2025

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 l. oz. (480 mL)

. Lift here for full Prescribing Information



Cetirizine Hydrochloride
Oral Solution, USP

5 mg/5 mL (1 mg/mL)
FOR ORAL USE ONLY
Grape Flavored

Rx Only

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.

100 Unit Dose Cups
(Each Cup Delivers 5 mL)
Manufactured by:

Bajaj Medical, LLC

Chicago IL 60609, USA
Revised: 10/2025
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NDG 61037-479-12 — NDC 61037-479-12 —
Cetirizine Hydrochloride I Cetirizine Hydrochloride I
- [=7] - (=21
Oral Solution, USP —_— Oral Solution, USP 1
| |
5 mg/5 mL (1 mg/mL) — 5 mg/5 mL (1 mg/mL) —
E— I
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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.

5 mL x 100 Unit-Dose Cups

A Lift here for full Prescribing Information

CETIRIZINE HYDROCHLORIDE

cetirizine hydrochloride solution

Product Information

Product Type

Route of Administration

HUMAN PRESCRIPTION DRUG

ORAL

Active Ingredient/Active Moiety

Ingredient Name
CETIRIZINE HYDROCHLORIDE (UNIl: 640047KTOA) (CETIRIZINE -

UNI:YO7261ME24)

Inactive Ingredients

GLYCERIN (UNII:

Ingredient Name

PDC6A3CO0OX)

ACETIC ACID (UNIl: Q40Q9N063P)
METHYLPARABEN (UNII: A2I8C7HIOT)

WATER (UNIl: 059QFOKOOR)

PROPYLENE GLYCOL (UNIl: 6DC9Q167V3)

Item Code (Source)

NDC:61037-479

Basis of Strength Strength

CETIRIZINE
HYDROCHLORIDE

1 mg
in1mL

Strength




PROPYLPARABEN (UNIl: Z8IX2SC10H)
SODIUM ACETATE (UNIl: 4550K0SC9B)
SUCROSE (UNII: C151H8M554)

Product Characteristics
Color

Shape
Flavor GRAPE (Artificial Grape)

Contains

Packaging

# Item Code Package Description

1 NDC:61037- 120 mL in 1 BOTTLE, PLASTIC; Type 0: Not a
479-02 Combination Product

2 NDC:61037- 480 mL in 1 BOTTLE, PLASTIC; Type 0: Not a
479-03 Combination Product

3 NDC:61037- 5 mL in 1 CUP, UNIT-DOSE; Type 0: Not a
479-06 Combination Product

a NDC:61037- 5 mLin 1 BOX, UNIT-DOSE; Type 0: Not a
479-12 Combination Product

Marketing Information

Marketing
Category

ANDA ANDA090191

Citation

Labeler - Baja MEDICAL, LLC (078774921)
Registrant - Baja MEDICAL LLC (078774921)

Establishment
Name Address ID/FEI

BAJA] MEDICAL, 078774927 Packl

Revised: 10/2025

Application Number or Monograph

Score
Size
Imprint Code

Marketing Start Marketing End
Date Date

09/12/2023
07/16/2024
06/06/2025

06/06/2025

Marketing Start Marketing End
Date Date

09/12/2023

Business Operations

61037-479) , analysis(61037-479) , label(61037-479) ,
LLC manufacture(61037-479)

BAJAJ MEDICAL, LLC
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