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 Cetirizine Hydrochloride Orally Disintegrating Tablets -

Rx only

DESCRIPTION G a e
Cetirizine Hydrochloride Orally Dtsm egratmg Tabl' :
Cetmzme hydrochlonde is an orall 7 active
chemical name is. @) -[2-[4- yphenyl
ethoxy]acetlc acid, dlhydrochl’ C e Ce' zmehydroc ;
~the structural formula is shownbelow ‘ S

Cetirizine hydrochlonde isa whxte crystalhne powder"an ’er soluble Cetmzme ‘
Hydrochloride Orally D1s1ntegr ng«; S ailab ‘ éamstratlon as.an
orally d1smtegratmg tablet containing mg or 10 mg

 disintegrates in the mouth within seconds after placeme
contents to be subsequently § ‘aﬂowed ; ,h’ or w1thou

y 'ochlorlde It
ngue allowmg 1ts

Cetmzme Hydrochlonde Orally l1smtegratmg Tablets also contaln the fol lowmg
inactive ingredients: Inactzve mgre‘ wbe lzsted ata later date. i

CLINICAL PHARMACQI;@;Y “

Mechanism of Actions i 28
Cetirizine, a human metabolite of :hydljoxyzma isan ant
are mediated via selective mhxbl""'ﬁn of peripheral H 1 T€
activity of cetmzme has been early documented in a v:
models. In vivo and ex vivo animal models ha,ve sho; /
antlserotonerglc activity. In ¢l ‘ 5, hy ~
cetirizine than with placebo. J n
afﬁmty for other than H; receptors. ,aph; th radiolabeled cetirizine
in the rat have shown neghglble penetr on into the ivo experiments in the
mouse have shown that systemically adm mstered cetmzme does not s1gmﬁcanﬂy occupy
cerebral H; receptors. L e S

e i lts prmmpal effects
ant;hlstam1n1c

r'tiqhoiinergic and
was more common with
hown no measurable

Pharmacokinetics
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- Absorption: Cetlrlzme was pml
(T, of approxunately 1
tablets or syrup in adults mpas
syrup dosage forms. Compar:
'tablet and the cetmzxne chew:

sorbed thh a nme to | mexnnmn concentratton

4 tablets once daﬂy for
;waS?observed No -

respectwely, and Cmax was "decreased by 23 / in ;the presence
offood ; : s e -

‘Dlstrzbutzon The. mean plas
- concentration in the range__x
levels observed. :

- Metabolism: Al mass balance ,y in 6 healthy male volunteers ind ated that 7()% of

the administered radwacttvny as’ ‘ 1€ % in the feces. o
: ,Approxnnately 50% of the radioactivity was i as unchanged drug.

' ma radioactivity ed with parent

drug, suggestmg a low degree of ﬁ ass metabolist metabohzed toa

limited extent by oxxdatlve O-deall on fo a me ~
act1v1ty The enzyme or enzym ‘responsible fo t enot been
1den1:1ﬁ ‘ el et Lt

Interaction Stud:es
: Phannacokmetlc mteractmn”

for 3 days) and cetmzme (20 |
of cetmzme was observed Th

Speclal Pepulatmns L
Pediatric Patients: When ped'
oral cetlnzme capsule the me:

; the ehmmatxon half hfe was 33;,
pedlatnc patients aged 2 to 5 yee
660 ng/mL. Based on cross-stu

: cet he ,anCmaxwas
the w ‘1ght-nonnahzed apparent total
e elimi ~




Effect of Gender

3 of’l3

months Who recelved a smgl do:
mg), the mean Cmax was 3
normalized, apparent tota 0
was 63% shorter in this pedla ;
in children 6 months to <2. ye
solutmn (2 5 mg twice a day) i
, adults recewmg a dose of 10 mge

: Gerzatrtc Patzents Followmg a ismgl IO—m ora
prolonged by 5()% and the . apj tal boc

: Sub_]ects with a mean’ age‘of years comp ,ed to 14
53 years. The decrease i in cetirizin clearance in the
~ related to decreased renal fu; tion. -

A dosmg adjustment may. be n . s
‘DOSAGE AND ADMIN

The effect of gender en cetmzme pha:xmacokmetles has not 'been-;:adequately studled

i Effect of Race : e
No race-related d1fferences in the kmeti'

Renal Impalrment R
The kmetlcs of cetmzme wer “

,patlents w1th mlld renal funcno impa nent (cr mL/mzn) and 7
patients with moderate renal 1 pa cle:
The phannacokmehcs of cetis

~ normal volunteers. Moderatel
~ 70% decrease in clearance co m

| Dosmg adjustment is necessary mspan s with moderat renal impairment and
in patlents on dlalysxs (see DOS GE : L B

Hepatlc Impalrment e e
Sixteen partlents with chromc 11ver dlse es (hepatecell
cirrhosis), given 10 or 20 mg of ceti : ; : ;
half-life along with a correspondmg 40 decrease m clearance compared to 16 healthy oL
subjects. . ‘ S

- Dosing adjustment may benec sary emsw;thhepancimpamnent(seeDOSAGE 5




, Pharmacodynanucs._ o

o hydrochlorlde was found. In ‘

- induced (10 mg/mL) cutaneo

- placebo-controlled Crosso
- mg per day, 6 times the

~mg and erythromycm (500 mg every

mgmﬁcant drug interaction on

hydrochlonde 20 mg was g1ven ’
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AND ADMINIS TRATION)

by the mtradermal 1nJ ectlon "'f hist
dose occurred w1th1n 201 minutes :
subgects, thls act1v1ty perswted

5and 10 mg also strongly inhi
histamine in 19 pediatric volunteer:
least 24 hours. In a 35-day study in
antihistaminic (suppressnf)n of wh

_1ved 4t09 days of ;
cetirizine in an oral solutlon man of hlstamme— '

admlmstratlon of the last d

- The effects of 1ntradermal mjectlon of various othermed;‘ t

were also 1nh1b1ted by ce _nzm as € patxents Wlth
] j onde ats to 20

components of the allerglc mﬂanimat‘ / s cet mzme =
hydrochlonde atadose of 20 mg e = B

In four chmcal studles in health ':"’ad alt male
QTc were observed in cetirizi

e fi -study,
rochl onde was gwen at doses up to 60 i
for 1 week, and no sxgmﬁcant mean QTc' o

iy tnal, cen

prolongation occurred. In the se

There was no significant effect on QT
hydrochloride alone. In the third t al ;
mg and ketoconazole (400 mg de
hydrochloride caused a mean increas
therapy Ketoconazole als ) incr
increase of 17.4 msec, equal to t

: :_mycm (500 mg as a
. There was no sxgmﬁcant

smgle dose on the first da; 7 folloy once
mg alone orin combmatlon w1th

increase in QTc w1th cet1 r121 \
azithromycin. L
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» patlents aged 6 to 11 years results of randnmly ne

t and after 2 weeks of treatment showed that* e

v 5. mg crease ;

* clinical trial (N—86) of cetm zine hycrochloride ,yru
placebo in pediatric patients 6 to I; :

hours of the last dose did not shoy

elther group compared to base

Ina four-week chmca]:%‘f'
obtamed ECG measur«'

ﬁndmgs in th1s study

‘The effects of cetirizine hydrochlond e on the‘jQTe ot
- have not been studled in chlldren le S than 12 yea

‘Ina 51x-week placebo—controlled study f 186 patients ' to 64 years) w1th allergc “

rhinitis and mild to moderate asthma, cetirizi drochloride 10 1 mg once daily
improved rhinitis symptor onary. functaon In a two-week

placebo-controlled clinical ,?

 allergic rhinitis patients with asthma showed cetir hydroct did not alter

pulmonary function. These studies r fe cetirizine

hydrochlonde to pedlamc and: d ul‘ Tg itis patie dto moderate

Cllmcal Studles

Nlne multlcenter, randomlzed double ; "ng“feti;jizine 5t020

,mg to placebo in patlents 12 years and ld with seasos ial allergic rhinitis
symptoms of allerglc I’hlmtls m ‘duratmn) and
2 in perennial allergic rhiniti :
- randomized, double-blind, cl

placebo in patients thhfc X

- mg dose was more effective than the 5-mg dose and he 20-mg d ve no added
effect. Some of these trials included pedia it ars. In addltlon
four multicenter, randomized, placeb" n  trials in 534
- pediatric patlents aged 6 to 11 years wﬂih s ere conducted in the
, Umted States at doses up to 10 mg A '

INDICATIONS AND USAGE

Seasonal Allerglc Rhmms

Cetmzme Hydrochlonde Orall /D for the relief of

~ effectwely mclude sne ezin

1S, ocular prunfas, teanng, and
redness of the eyes : S




i ocular pruntus and tearlng

’ Actlvmes Reqmrmg Mental% Alertness

- No clinically s1gn1ﬁcant drug intera'(‘tlo“‘» 'h ‘fve, been f o
 dose, azithromycin, Dpseudoeph rin ) :

possible that larger theoph
: Carcmogenesxs, Mutagenes
~ Ina2-year carcinogenicity stud
- upto20 mg/kg (a 2pprox1mate \

: dose in mfants ona mg/m b [

 mice at a dietary dose of 4 mg/kg (approxi
: dally oral dose in adults on a mg/m

 Cetirizine was not mutagenic in the A

60f13 -

_Perennlal Allerglc' Rhiniti
Cetirizine Hydrochl,

years of agef; do, éir Symptoms ;
rrhea pos

’Chremc Urtlcarla |

rTen ce, seventy, and

V, ‘;are contramdlca{ed in those pat1ents .
,vngredlents or hydroxyzme : '

PRECAUTIONS

a car or operating
ol or other CNS

potentlally dangerous machmeryg; 1
rtness and add1t10na1

depressants should be avoided beca onal 1
1mpa1rment of CNS perfonnance may occur sy

Drug—Brug Interactlons

he -'p“hyl‘liﬁe at a low

decrease in the clearance o

adults on a mg/m” basis, or app;

mg %(approxzmately 6 tnnes.; o
mg/m basis, or apzp
infants on a mg/m’ bas1s) No

oral dosein
ras observed«in'

recommended da,xly oral dose

mes test,

and not clastogenic inthehuman

some patients taking =~
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‘lymphocyte assay, the mouse;,lymph aassay, and m Vivo mlcronucleus test 1n rats.

In a fertility and general rep
- impair fertility at an oral dose 1
' recommended daily oral dose in adt

: ormanee : tudy’m mice, cetmzme d1d not

ﬁ Pregnancy Category B
In mme rats and rabbzts ce

' s:tuﬁi'es-iare not alway:slpredi! o
pregnancy only if clearly need, v

Nursmg Mothers

In mice, cetirizine caus
dams of 96 mg/kg (appror
in adults on a mg/m bas:s

mothers 1s not recommended {1

Gerlatric Use

ere ces in safety were
sensmwty of ; some

observed between these patxen and yz¢ unger:pat t
- volder 1nd1v1duals cannot berul o; ‘

Renal Impalrment subsectwns m

Pedlatnc Use o e ‘ e
The safety of cetmzme has been’demonstratedm ped1 :

399 patients aged 12 to 2
month trial, in which t_he ay
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to 11 mg/day. The safety of cetirizin
patients aged 6 to 1 1 mon

mg/day

- The effectlveness of. cetmzmehydrochlonde forfth” tr‘

' chromc 1d10pathlc urticari in ,dla

extrapolatlon of the dem onstrate

~ and the likelihood that the d; e 1] 1

: 'ksubstantlally snmlar betwee  these two populations. Ef apolated down to6
e ,L‘ ey S geforseasonal

hydroclﬂonde syrup has been demonstrated in 42 i
y trolled 7 day tnal The prescnbed dose was o

; aHerglc rh1mt1s because these dise:
children. The recommended d
~ comparisons of the pharmaco 1

pediatric subjects and on the safety
 patients at doses equal to or higher

sed on cross—study
1 _"H'e in adult and

received a single dose of 10 mg of zine tablets an recewed a smgle dose ‘
of 20 mg of cetmzme tablets L i ,

: The safety and effectlveness of cetmzme m pedlatnc paﬁ_ erthe ége ~off6'months ‘
khave notbeen estabhshed W ( A e ,
ADVERSE REACTIONS

‘ Controlled and uncontrolled ~ch _ .
I ' w1th more an 3900 1 recewmg '

cetmzme hydrochlonde’,
~ from 1 week t0 6 monthf

e\of 30 days i

Most adverse reactions reported uri thera;py W'” !

: placebo-controlled trials, the ¢ '

o patlents rece1v1ng cetmzme ] chi
~ placebo. (2 9% vs. 2. 4%, resp ; y)

The most common adverse reactlon in at1ents aged ~12 ye’
more frequently on cetirizine than p
- sommolence associated with cetirizi
ll%atSmgand 14% at 10 mg
uncommon (1. 0% on cetirizine vs.
appeared to be treatment—related dv
race, gender or by body welght wit

n; { ences by age,
: dence of adverse reactlons

Table 1 lists adverse expenen, es in edf}lz years and o}der whlch were reported

20mg per day The duration of ti'eaunent ranged o



gt (Maxmmm Dose

of 10 n;gl at Rates of !2%; Y or
Adverse ,
E)gpenence

" Placebo

i (N=-‘1612)
Somnolence 6

‘ Fatigue

Dry Mouth

: Pharyngms '

Dlzzmess B

In addition, headache and nausea occ k
more common in pIacebo :

f conducted in the Umted States The ation of treatme rom 2 to 12 weeks.
Placebo-controlled trials up ¢ ration i patients aged 2 to

~ 5 years who received cetiri aily doses of 5=
- mg. A placebo controlledg ents aged 12 to 24 B

~months treated with cetiriz ~controlled trial of 7

- days duration 1ncluded 42 patlents ag ed w1th cetmzme '
(O 25 mg/’kg bid). ~ . 7 :

- The majonty of adverse reacuons repo ed edlatmtpatxents aged 2 to 1 1 years w1th i

cetirizine were mild or mo : s 10
. discontinuations due to a S 1atric patlents recexvmg up to 10 mg of
cetirizine hydrochlonde was ‘

cmnm (0 4% on cetirizine vs. 1‘.0% on placebo)

Table 2 hsts adverse experlen‘ es wh wer ; ’epoﬂcd > hyd chiorlde Sand
10 mg in pediatric patients aged to :
‘United States and were more commc
pain was considered treatment-relat
in placebo, 1.9%at5 ‘mg and 4.2%
ped1atnc panents aged2to 5 years i CebOo-controil
in nature and generally sumlar m freq_ ncy to those
6to 11 years e LN

In the placebo-controlled tnals of ped

of adverse experiences were sim
study. Somnolence occurred
cetirizine and patients who recei

e and placebo ttéatm‘ T t;groups in each\

ac bo in a smdy of 1 week duratlon' in chxldren 6

he same ﬁ'equency in patients who received



100f13

11 months of age, patlents

received cetirizine exhibited greater iritability/fussiness
thanpatlents onplacebo MERS i AR S I

ts ‘who recewed
placebo(QO%v 53%) ' se p , pe

cetirizine as compared to- nts ved pl % v. 1.3%) and
malalse (3 6% v. 1. 8%) occurred more e uently : - g e
d 6 to 1 Years in

Table 2 Adverse Exper!en 3 ,
or10 mg Dose)

I’lacebe-Controlled Umted fe.
- Which Occurred at a Frequency of
L Hydrochlonde Gro p and

10~mg Cetn'lzme B

] Adverse Experlences
: 10 mg
(N-—215)
I Headache 14.0%
L Abdominal pain o 5.6%
Coughing 28%
| Somnolence 4.2%
’ Dlarrhea ok TN 19% ‘
[ Epistaxis T 19%
, Bronchespasm o 1.9%
Nausea b 28
Vomlt_mg 0 2.3% -

The followmg events were obs
and children 12 years and olde
received cetirizine in U.S :
causal relationship of these infreque
established. i

tra 1on has not been

Autonomlc Nervous System G e <
, Anorexm, ﬂushmg, mcreased sahvatzon urmary retentlo

Cardlovascular . e
Cardlac faﬂure hypertensmn palpltatlon tachycardza

~ Central and Perlpheral"’ 1 ms o
Abnormal coordmauon ata da, o onfusion, dysphon eresth sia, hyperkmesm

A 1¢: _,,,paralysm _-paresthesm ptos1s
syncope, tremor twrtchmg,g .

,Gastromtestmal
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e Abnormal hepatw functwn' aggravated toot 'canes censtlpatlon dys pSIa, eruetanon, ;
_ flatulence, gastritis, hemo increased ap, tite, melena, rectal thag L
stomatltls 1nclud1ng ulce_,_ ve stor discoloration, tongue.edema

: Gemtourmary ST e e
Cystitis, dysuria, hematuna, mtctuntt \:niﬁequenc ry incontinence, -
| unnary tract mfectwn »' LT ! ; : ,

Hearmg and Vestlbular ‘ . et
Deafness earache ototexwlty, tmmtus ol

Metabehc/Nutritlonal et
: Dehydratmn dlabetes melhtus, thlrst

Musculoskeletal e
Arthralgia, arthntls arthr S

Psychlatnc L
Abnormal thinking, agitation,
depressmn ‘emotional lab lity
paromna sleep dlsorder

epersonalization,
nsomnia, nervousness,

fRespu'atery System ; e
Bronchitis, dyspnea, hype f;entﬂan” i ke

t a, respiratory
kdlsorder, rh1n1t1s smust ,fupper resp L

Reproductxve s ~ ‘ s e :
Dysmenorrhea, female breast paan, mtermenstruabbleedmg, leukorrhea, menerrhagia, :
vaginitis. : : S . : R

Retlculoendothehal i)
Lymphadenopathy

Acne alopema, angloedema, bul us erupti
rash, furunculosis, hyperkeratosis, hyp '
rash, photosens1t1v1ty reacuon, t

k zema, erythematous
g, maculopapular :
tus, urpura rash

Special Senses ey
; Parosmla taste loss, taste perverswn

Vision '
' Blindness, conjunctlvms, _eye,;pa:m,
hemorrhage xerophthalmla

la ma,IOSsefaccommodatlon,ocular D
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Body asaWhole N i
Accidental injury, asthenia, b

generalized edema, hot
pallor, penorbltal edema, p ;

in, enlarged abdomen, face edema, fever,
creased weigh Ieg edema, malatse nasal polyp, pain,
eral edema, i gors '

nase elevations have
nsaminase elevation and

: Post—Marketing Expenence R e ‘
In the post-marketing period, the following 'otenttaily severe adverse
~ events have been reported: aggre: -anap stas
t glomerulonephntls hallucm

, OVERDOSAGE ( X ' e
, Overdosage has been reported thh cetmzme In ne ad pati

cetirizine hydrochlonde the pa e di
signs or abnormal blood chemistry
patient who took an overdose of ce
restlessness and 1rr1tab1hty were ob
Should overdose occur, tre 1

1ﬁc antldote to

: 10ved by dic 7ill be
meffectlve unless a dlaiyzable agent ‘been concom mge ted. The acute mmxmal .
lethal oral doses were 237 mg/kg in \pprO: L

mg/m. bas1s, ora gproxxm v,»ely 40 nmes the

, il nts on a mg/m- basis). “d-;;562 mgkgin
- rats (a 2pprox1mately 460}ft1mes , iy ended dally oral dmse m adults on a

mg/m” basis, or ap2pr0x1mately 190t (imu

mfants ona mg/m

let on the tongue.
;-once: removed it

"The tablet should be used unm ;
~ -egratmgTablets will

~cannot be stored. Cetirizine
dlsmtegrate rapidly on the ton

for taking the tablet Patlents sh attem pt to spht the tablet ‘~

d with saliva. No Water is needed\ o |
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 Adults and Children 12 Years a
The recommended ;mt' al do

Vaned to sult 1nd1v1dual patienf ilyeedg,« o

Chlldren6to ll Years , R
The recommended Vimtl‘al dose of Cet zine Hyd;

-seventy The tlme bf yadmmlstratlo' ,‘ may be vaned’ to s

Children 2 to 5 Years e
The recommended m1t1al do“ '.of Cetirizine

7 mL/mm) and
in hepatxcally 1mpa1red patxene A 1 'ed Slmllarly, T

pediatnc patlents aged 6to 11_:’ -2

HOW SUPPLIED an a
Cetirizine Hydrochlonde Or:
faced, beveled edge uns\,f_

5 mg tablets are engraved thh ngr.
(NDC number and package szz‘ _o

10 mg tablets are*engraved w1th (mgrawn ) 1 one s
(NDC number and package szze )fo be dete mined.)

STORAGE Store at 20° to 25°C (68° to 77°F) [See US : ed Room S
‘ Temperature] S

Y(Manufacturer s Name)




