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1772" .. CARDIZEM® Tablets, 60 mg (diltiazem hydrochlo-
- zide)
LEGRA® 60-mg capsules are imprinted in black ink,
+h “60 mg” on the cap and “1102” on the body, or “allegra”
o the cap.and “60.mg” on-the body.
ALLEGRA -D® extended- release tablets are engraved with

spllegra-

AMARYL® (ghmepmde) Tablets 1 mg; 2 mg, and 4 mg are
mermt;ed with “AMARYL” on one side and the Hoechst logo
on both sides of the bisect on the other side.

ANZEIVEEC[\@ 50-mg tablets-are mpnnbed with “ANZEMET
507 on-one side:

ZEI\EET@ 100 mg tablets are. lmprmted with. ¢ 100” on
ope side and “ANZEMET” on-the other.

VAT (leflunomide) Tablets 10 mg, are embcssed w1th
«7BN” on one side.

ARAVATM Tablets, 20 mg, are embossed with “ZBO” on one

ARAVAW Tablets; 100 mp, are-embossed w1th “ZBP” on one
side.-

EN‘I‘YL@ Capsules, 10 -mg (dxt’yclomme hydrochloride
SP) is imprinted BENTYL 10.

- pENTYL® Tablets, 20 mg (dicyclomine hydrochloride USP)
;5 debossed BENTYL 20.

CANTIL® Tablets, 25 mg (mepenzolate bromide USP) is de-
possed MERRELL 37.

CARAFATE® Tablets, 1 g (sucralfate) is identified by the
braﬂd name CARAFATE embossed on one side and 1712 on
the Teverse side.

CARDIZEM® Tablets, 20 mg (diltiazém hydrochloride) is
smprintéd with the brand name-CARDIZEM on cne side
ind 90 g on'the reverse side;

CARDIZEM® Tablets, 120 mg (diltiazem hydrochloride) is
smprinted with the brand name CARDIZEM on ‘one suie
and 120 mg on the reverse-side.
CARDIZEM® SR Capsules, 60mg (dﬂtlazem hvdrochlomde)
jgimprinted with the Cardizem logo on one end and Card:
jzeme SR.60-mg on the other.
_CARDIZEM® SR Capsules; 90 mg (diltiazem hydrochloride)
i unprmtetlw1th the Cardizem logo on-one end and Card-
jzem: SR-90:mg onthe other.

cARDIZEM@ SR. Capsules; 120 mg (diltiazer hydrochlo-
ride) is-imprinted-with the Cardizem logo on one end and
@ardizem SR-120 mg on the other:

CARDIZEM® CD Capsules, 120 mg (diltiazém hydrochlo-
fide} i imprinted ‘with' Cardizem CD and 120 mg on one
ad, )

o IZEM® CD Capsules, 180 mg (diltiazem hydrocklo-
nde) is mennbed with CARDIZEM CD and 180 g on one

CARDIZEM®. CD Capsiles, 240 mg (d:ltlazem hydrochlo-
) nde) i mpnnted with CARDIZE’VI CD-and 240 mg on orie
- end:
CARDIZEM@ D Capsules, 300 mg {(diltiazermn hydrochlo-
¢ fideyis J.mprmted with CARDIZEM CD and 300 mg on one
énd:
CLOMID® Tablets, 50 mg (clomiphene atrate) is debossed
+CLOMID '50.
- DIARETA® (glyburide) Tablets 1.25 mg, 2.5 mg, and 5 mg
a-gj lmpnm;ed with “Hoechst” on one side and “Diap” on.the

: HIPREX® Tablets, 1 g- (methenamme hippurate) is de-
: hnssed MERRELL 277.

® (furosemide) Tablets. 20 mg are mpnnted w1th
X ‘1 ix® ” on one side and “HOECHST” on the other. .

LASIX (furosemid )-Tablets 40 mg are imprinted with
Lasiz® 40 on one:side .and the Hoechst logo on the other.
LASIX® (furoseride) Tablets 80 mg are imprinted: with
Lasix® 80" on-one side and the Hoechst logo-on: the other.
RON® Tablets have a triangular Jogo on one face
®nd an intérnal reference number (168)on the other.

USPp) 35 imprinted 68-7:%
NORPRAMIN@ Tablets, 25 mg {desipramine hydrochloride
USP) is imprinted NORPRAMIN 25.
Ng§Pm® Tablets, 50 mg (desipramine hydrochloride
s ) is imprinted NORPRAMIN 50.
US?)PRAMH\@ Tablets, 75 mg (desipramine hydrochloride
is iniprinted NORPRAMIN 75.
tide URAM]N@ Tablets, 100 mg (desipramine hyd_wchlo-
NOR printed NORPRAMIN 100.
Tide II;RAMH\I@) Tablets, 150 mg-(desipramine hydrachlo-
Noy, imprinted NORPRAMIN. 150. -
hl AFED@ A Capsudes, 120 mg pseudoephednne hydro-
- m}&sﬁ;and 8.mg nhlcrphem.ramme maleate is 1mpm1ted
DA

ADINg Capsules, 300 mg (nfampm) is mermted
ADIN 300, :

N nprinted RIPAMATE.

By ];}’ER® Tablets, 120 mg rifampin, 50 mg isoniazid, and
o ) Dyrazinamide is imprinted RIFATER.

nded- release (:ablets are coded “TECZEM

USlI\SI;UATE‘@ Tablets 25 mg (dlethylproplon hydrochlonde
By I8 debosged TENUATE 25.-

ATE® DOSPAN® Controlled Release Tablets, 75 mg

ion hydrochloride USP) is débossed TENUATE

NORPRAMH\T@ Tablets, 10 mg {desipramine hydmch]oride .

Igﬁgﬂ‘@ Capsules 150 mg {nfampm) is unprmted'
150:

TED Capsules, 300 mg rifampin and 150 mg isoni- |

TIAMATE 126 mg extended- reiease tablets” are coded
“TIAMATE 120",

TIAMATE 180 mg extended-release tablets-are coded
“TIAMATE 1807,

TIAMATE 240 mg extended-release tablets are coded
“TIAMATE 240”. .

TRENTAL® (pentoxifylline) Tablets\ are | imprinted
“TRENTAL”, '

ALLEGRA® . B
[5- 'Iégral

(fexofenadine hydrochloride) Capsules

60 mg

Prescribing information as of June 1998A

DESCRIPTION

Fexofenadine hydrochloride, the active ingredient of
ALLEGRA®, is a histamine H -receptor antagonist with the
chemical name {x)-4-[i-hydroxy-4-|4-(hydroxydiphenyl-
methyl)-1-piperidinyl]-butyll-o,a-dimethyl benzeneacetic
acid hydrochloride. It has the following chemical structure;

HiG
COF
CHg

OH

" Ho!

The molecular weight is 538.13 and the empirical formula is
CyoFlyNQ,#H L Fexofenadine hydrochloride is' a white to
off-white crystalline powder. It is freely soluble in methanol
and ethanol, slightly soluble in chloroform and water, and
insoluble in hexane. Fexofenadine hydrochloride is a race-
roate and exists as a zwitterion in-agueons media at phym—
ological pH. :

ALLEGRA is forniiilated as capstiles for oral administra-
tion. Bach capsile contains 60 mg fexofenadine hydrachlo-
ride and the following, excipients: croscarmeliose sodium,
gelatin, lactose, microcrystalline céllilose, and pregelati-
nized starch. The printed capsule shell is made from gela-
tin, iron, oxide, silicon dioxide, sodium lauryl sulfate, tita-
nium dioxide, and other ingredients. )

CLINICAL PHARMACOLOGY

Mechanism of Action

Fexrofenadine, a metabolite of terfenadine, is an antihista-
mine with selective peripheral H;-receptor antagonist activ-
ity. Fexofenadine inhibited antigen-induced bronchespasm
insensitized guinea pigs and histamine release from peri-
toneal mast célls in rats. In laboratory animals, no anticho-
linergic or alpha,-adrepergic-receptor blocking effects were
observed. Moreover, no sedative or other central nervous
system effects were observed. Radiolabeled tissue distribu-
tion studies in rats indicated that fexofenadine does not
crass the blood-brain barrier,

Pharmacokinetics

Fexofenadine hydrechloride was rapidly absorbed following
oral administration of a single dose of two 60-mg capsules to
healthy male volunteers with a mean time to maximum
plasma concentratien eccutring at 2.6 hours postdose. After
adiministration of a single 60-mg dose as an gral solution to
healthy subjects, the mean plasma concentration was. 209
ng/mL. Mean steady-state peak plasma concentrations of
286 nig/m1 were observed when healthy voluiiteers were ad-
ministered fmaltipte doses of fexofenadine hydrochloride (60
mg oral solution every 12 hours for 10 doses). Fexofenadine
pharmacokinetics. were linear for oral doses up-to 120:mg
twice daily. Although the absolute bicavailability of fex-
ofenadine hydrochloride capsules is unknown, the capsu]es
are bioequivalent to an oral solution. The mean elimination
half-life of fexofenadine was 14.4 hours foﬂowing adminis-
tration of 60 mg, twice daily, to steady- state in normal vol-
unteers.

Human mass balance studies documented a recovery of ap-
proximately 80% and 11% of the [*C] fexofenadine hydro-
chloride dose in the feces and urine, respectively. Approm-
mately 5% of the total dose was metabolized. Because the
absoltite bioavailability of fexofenadiné Hydrochloride has
not. been established, it is unknown if the fecal component
represents unabsorbed drug or the result of biliary excre-
fion.

The phamacolnnetms of fexofenadine hydmcblonde in sea-
sonal allergic rhinitis patients were similar to thuse in

healthy-subjects. Peak fexofenadine pl ‘¢or o
were similar between adoléscent (12-—16 years.of age) and
adult patients..

Fexofenadine is 60% to 70% bournd to plasma protems pri-
marily albumin and a;-acid glycoprotein.
Special Populations 5
Special population pharmacokinetics (for age and renal and
hepatie impairment), obtained after. a single dose of 80.mg
fexofenadme hydmchlonde were compared to those from
tsin a separate study of similar design. While
subject welghts were-relatively uniform between studies,
these special population patients were substantially older
than the healthy; young voluntéers. Thus, an age effect may
be confounding the pharmacokinetic differences observed'in
some of the special populations.

Effect of Age. In older subjects (= 65 ‘years 0ld); péak
1 levels of fexofenadine were 99% greater than those
observed in normal volunteers (<65 years old). Mean elim-
ination half-lives were sumlar o t’hose observed in‘nérmal
volunteers.
Renally Impaired. In patients W’lﬂl mﬂd (creatinine clear-
anide 41-80 mL/min) to severe (creatininé clearance 1i-40
ml/min) renal impairment, peak plasma levels of fexofena-
dine were 87% and 111% greater, respectively, and mean
elimination half-lives were 59% and 72% longer, respec-
tively, than observed in normal volunteers. Peak plasma
levels in patients on dialysis (creatinine clearance < 10 mL/
min) were 82% greater and half-life was 31% longer than
observed in normal volunieers. Based on increases in bio-
availability -and half-life, a dose of 60 mg once daily is rec-
ommended as the starting dose in patients with decreased
renal function. (See DOSAGE AND ADMINISTRATION.)
Hepatically Impaired. The pharmacokinetics of fexofenadine
hydrochloride in patients with hepatic disease did not differ
substantially from that observed in healthy subjects.
Effect of Gender. Across several trials, no clinically signifi-
cant gender-related differences were observed in the phar-
macokinetics of fexofenadine.
F'harmacodynamms
Wheal and Flare. Human histamine skin wheal and flare
studies followmg single und twice daily doses of 20 mg and
40 mg fexofenadine hydrochloride demonstrated that the
drug exhibifs an antihistamine effect by I hour, achieves
maximum effect at 2-3 hours, and an effect is still seen at
12 hours. There was o évidence of. toieranée 0 these effects
after 28 days of dosing.
Effects on'QTc. In dogs, (10 magfkg/day, orally for 5 days) and
rabbits (10 mig/kg, intravénously over one hour) fexofena-
dine dld not prolong QTc at plasma concentrations that
were at least 28 and 63 times, respectively, the therapeutic
plasma concentrations in man (based on a 60 mg twice daily
fexofénadine hydrochloride dose). NG effect was observed on
calcium channel current, delayed K channel current, or ac-
tion potential duration in guinea pig myocytes, Na* carrent
in rat neéonatal myocytes, or on the delayed rectifier K¥
channel cloned from human heart at concentrations up to 1
X 1075 M of fexofenadine. This concentration was at least
32 times the therapeutic’ plasma concentration in man
(based on a B0-mg twice daily fexofenadme hydrochloride
dose).
No statistically significant incréase in mean QTe interval
compared to placebo was observed in 714 seasonal allergic
rhinitis patients given fexofeniadine hydrochloride capsules
in doses of 60 mg to 240 mg twice' daily for two weeks or in
40 hezlthy volunteers given fexofenadine hydrochloride as
an oral solution 4t doses up to 400 myg twice daily for 6 days.
In three, 2-week, multi-center, randomized, double-blind,
placebo-controlled trials in patients 12-68-years of age with
seasonal allergicrhinitis (n=1634), fexofenadine hydrochlo-
ride 60 mg twice daily significantly reduced total symptom
scores (the sum of the individual scores for sneezing; rhinor-
rhea, itchy nose/palate/throat, itchy/watery/red eyes) com-
pared to placebo. Statistically significant reductions in
symptom scores were observed following the first 60-mg
dose, with the effect maintained throughout the 12-hour in-
terval. In general, there was no additional reduction in total
symptom scores with higher doses of fexofenadine up to 240
mg twice daily. Although the number of sub_;ects in some of
the subgroups was small; there were no significant’ differ:
ences in the-effect of fexofenading hydrochloride across sub-
groups'of patients defined by gender, age, and.race. Onset of
actiorr for reduction in total symptom scores, excluding na-
sal congestion, was observed.at 60 minutes compared-to pla-
cebo following a single 60-mg fexofenadine hydrochloride
dose administered to patients with seasonal allergic rhinitis
who were exposed to ragweed pollen in an envmmmental
exposure unit.

INDICATIONS AND USAGE

ATLLEGRA is indicated for the relief of symptoms associated
with seasorial allergic rhinitis in adnlts and children 12
years of age and older. Symptoms treated effectively inglude
sneezing, rh.morrhea xtchy nose/palate/throat, 1tchy/watery/
red eyes.

CONTRAINDICATIONS .

ALLEGRA s contraindicated in patlents with known hyper-
sensitivity to any of its ingredients.

PRECAUTIONS

Drug Interactions

Fexofenadine has been shown to exhibit m:.mmal (ca 5%)
metabolism. However, co-administration of fexofenadine
with ketoconazole and erythromycin led 1o increased
plasma levels of fexofenadine. Fexofenadine had no effect on
the pharmacokinetics of erythromycin and ketoconiazole. In
two separate studies, fexofenadine HCl 120 mg BID (twice
the recommended dose) was co-administered with erythro:
mycin 500 mg every 8 hours or ketoconazole 400 mg onee
daily under steady-state conditions to normal, healthy vol:
unteers (ni=24, each study). No differences in adverse.events
or. QT¢ interval were.observed when subjects were adminis-
tered fexofenadine HCI alone or in combination with eryth-
romycin or ket le: The findi of these studies are
suminarized in the following table:

-Continued on: next page

-Consult 2000 PDR® supplements and future editions for revisions
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Allegra—,‘-.contg :

EffecisonSt dyState Fexofenadine Pharmacakin
After 7 ‘Days of Co-Administration with F exofenadi
~ Hydrochloride 120 mg Every 12 Hours

(twice r ded dose) in N t Vol s (n=24)
e ‘ Conansé AUC0-12h) "
“Concomitant " (Peak plasma (Extent of
Y Drug “concéntration) systemie exposure)
‘Erythromycin +82% +109%
+ (500 mg
:-.every. 8 hrs)
Ketoconazole : +135% D +164%
(400 mg
onee daily)

The changes in plasma levels were within the range of
plasma levels achieved in adequate and WeH—conthed clin-
ical trials.
The mechanism of these interactions has been. evaluated in
in vitre, in sitw and in vio animal models. These studies
indicate that ketoconazole or erythromycin co-administra-
tion enharices fexofénadine gastrointestinal absorption. In
vivo animal studies also suggest. that in addition to.enhanc-
ing absorption, ketoconazole decreases fexofenadine gastro-
intestinal secretion, while erythromycm may also decrease
bxhary excretion.
sis, Mutagenesis, lmpaurmem of Fertility ©
The carcinogenic potential and reproductive toxicity of fex-
ofenadine hydrochloride were assessed using terfenadine
studies with adequate fexofenadine exposure (based on
plasma area- -under- the -curve [AUC] values). No ewdence of
carcinogenicity was observed when mice and rats were
given daily oral doses of 50 and 150 mg/kg of terfenadine for
18 and 24 months; respectively; these doses resulted in
plasma AUC values of fexofenadine that were up to four
times the human therapeutic value (based on a 60-mg
twice-daily fexofenadine hydrochloride dose). )
n in-vitro (Bacterial Reverse Mutation, CHO/HGPRT For-
ward Mutation, and Rat Lymphocyte Chromosomal Aberra-
tion assays) and in-vivo (Mouse Bone Marrow Micronucleus
assay) tests, fexofenadine hydrochlonde revealed no evi-
dence of mutagenicity.
In rat fertility studies, dose-related reductions in implants
and-increases in postimplantation losses were observed at
oral doses equal fo or greater than 150 mg/kg of terfenadine;
these doses produced plasma AUC. yalues .of fexofenadine
that were equal to-or greater-than three times the human
therapeutic-value (based on a 60-mg twice-daily fexofena-
dine hydrochloride dose).
Pregnancy .
T ic Effects: C. €. There-was no evidence of
teratogenicity in rats or rabbits at oral terfenadine doses up
to-300 mg/kg; these doses produced fexofenadine plasma
AUCvalies that were up to 4 and 37 times the human ther-
apeutic value (based on a 60-mg twice-daily fexofenadme
hydrachloride dose), respectively.
Theré are no adequate and well-controlled studies in preg-
nant women, Fexofenadine hydrochloride should be used
during pregnancy only if the potential benefit justifies the
potential risk to the fetus.
Nenteratogenic Effects. Dose-related decreases in pup
weight gain and survival were observed in rats exposed to
oral doses equal to and greater than 150 mg/kg of ferfena-
dine; at. these doses the plasma AUC values of fexofenadine
were equal to or greater than 3 times the human therapeun-
tic values (based on a 60-mg twice-daily fexofenadine hydro-
chloride dese).
Nursing Mothers
There are no adequate and well-controlled studies in women
during lactation. Because many drugs are excreted in hu-
man milk, caution should be exercised when fexofenadine
hydrochloride is administered to a nursing woman.
Pediatric Use i
Safety and effectiveness of ALLEGRA in pediatric patients
under the age of 12 years have not been established. Across
well-controlled clinical trials in patients with seasonal aller-
gic rhinitis, a total of 205 patients between the ages of 12 to
16 years received doses ranging from 20 mg to 240 mg twice
daily for up to two weeks. Adverse events were similar in
this group compared to patients above the age of 16 years.
. Geriatric Use
In placebo-controlled trials, 42 patients, age 60 to 68 years,
received doses of 20 mg to 240 mg of fexofenadine twice
daily for up to two weeks. Adverse events were similar in
this group fo patients under age 60 years.
ADVERSE REACTIONS
In placebo-controlled clinical trials, which included 2461 pa-
tients receiving fexofenadine hydrochloride at doses of 20
mg to 240 mg twice daily, adverse events were similar in
fexofenadine hydrochloride and placebo-treated patients.
The incidence of adverse events, including drowsiness, was
not dose related and was similar across subgroups defined
by age, gender, and race. The percent of patients who with-
drew prematurely because of adverse events was 2.2% with
fexofenadine hydrochloride vs 3.8% with placebo. All ad-
verse events that were reported by greater than 1% of pa-
tients who received the recommended daily dose of fexofena-

fed by |

Inf will be and sut

dine liydrociﬂoﬁﬂe‘(BD mg twice-daily), and that wéré more
common with i‘exofenadme than placebo, are hsted_m the:
following table. S o

Adverse Experiences Repurted in Placebo-Controlled

Seasonal Allergic Rhinitis
Clinical Trials at Rates of Greater Than 1%

. Placebo
Fexofenadine 60 mg ~ Tiice
Twice Daily Daily

Adierse Experience (n=679) =671}

Viral Infection (cold; flw) 2.5% C18%

Nausea 1.6% 15%
Dysmenorrhea 1.5% 0.3%
Drowsiness ‘1.3% 0:9%
Dyspepsia 1.3% 0.6%
Fatlgue 1. 3% 0.9%

Adverse eévents decurring in greater than 1% of fexofenadine
hyd.rochlonde treated patients (60 mg twice daily), but that
were mioré comron in the placebo-treated group, include
headache and throat irritation.

The frequency and magnitude of laboratory abnormalities
were similar in fexofenadine hydrochloride and placebo-
treated patients.

OVERDOSAGE

Most reports of fexefenadine hydmchlonde overdose contain
limited information. However, di drowsiness, and
dry mouth have been reported. Single doses of fexofenadine
hydrochloride up to 800 tag (6 normal volunteers at this
dose level), and doses up to 690 mg twice daily for one
month (3 normal vohiniteers at this dose level); were sdmin-
istered without the development of chmca]ly slgmﬁcant ad—
verse events.

In the t-of overdose, ider stand
move any bed drug. Sympt
treatment is recommended. .
Hemodialysis did.not eﬁ'ectxvely remove fexofenadine from
blood (up to 1.7% removed) following terfenadine adminis-
tration.

d measutesto Te-
anil supportive

- No deaths occurred at oral doses of fexofenadine: hydrochlo-

ride up fo 5000 mg/kg in mice (170 times the maxzigum rec-

_ ommended human daily oral dose based on.. mg/m“) and wip

to 5000 mg/kg in Tats (330 times the maximum recom:
mended human’ daily oral dose based on mg/m?). Addition-
ally, no clinical signs of toxicity or gross pathological find-
ings were observed. In dogs, ne evidence of toxicity was ob-
served at oral doses up to 2000 mg/kg (450 times the
maximum recommended huwman da.ﬂy oral doseé based on
mg/m .
DOSAGE AND ADMINISTRATION

The recommended dose:of ALLEGRA. is 60 mg-twice daily
for-adults and children 12 years of age and older.

A dose of 60 mg once daily is recommended as the starting
dose in patients with decreased renal function. (See CLIN-
ICAL PHARMACOLOGY.)

HOW SUPPLIED

ALLEGRA 60-mg capsules are available in: high-density
polyethylene (HDPE) bottles of 60 (NDC 0088-1102-41);
HDPE bottles of 100 (NDC 0088-1102-47); HDPE bottles of
500 (NDC 0088-1102-55); and alurminum-£il blister packs of
100 (NDC 0088-1102-49).

ALLEGRA ‘capsules have a white opaque cap and a pink
opaqué body. The capsules are imprinted in black ink; with
“60 mg” on the cap, and “1102” on the body or “allegra on
the cap and “60-mg” on the body.

Store ALTEGRA capsules at. controlled room temperamre
20-25°C.(68-77°F). Foil-backed blister packs should be pro-
tected from excessive moisture.

Preseribing information as of June 1998A
Hoechst "Marion Roussel, Ine.
Kansas City, MO 64137 USA

US Patents 4,254,129; 5,375,693; 5,578,610.
Shown. in Product Identification Guide, page 316

ALLEGRA-D® ’ B
[p-"légra-D]

{fexofenadine HCI 60 mg and

pseudoephedrine HCl 120 mg)

Extended-Release Tablets

Prescribing Information as of June 1998A
DESCRIPTION

ALLEGRA-D® (fexofenadine hydrochloride and psetudoe-
phedrine hydrochloride) Extended-Release Tablets for oral
administration contain 60 mg fexofenadine hydrachloride
for immediate-release and 120 mg pseudoephedrine hydro-
chloride for extended-release. Tablets also contain as exeipi-
ents: microcrystalline cellulose, pregelatinized starch, cros-
carmellose sodium, magnesium stearate, carnauba wax,
stearic acid, silicon dioxide, hydroxypropyl methylcellulose
and polyethylene glycol.

Fezofenadine hydrochlonde one of the active ingredients of
ALLEGRA-D, is a histamine H,-receptor antagonist with
the chemical name (=)-4-[1-hydroxy-4-[4-(hydroxydiphenyl-
methyl)-1-piperidinyl]-butyll-c, o-dimethyl benzeneacetic
acid hydrochloride and the following chemical structure:
[See chemical structure at top of next columnn}

editions 4

PHYSICIANS” DESK ‘EEF‘ERE

. HCI

The niclecular wezght i§.538.13 and;the enmipizicay g
Ca3HaoNO,sHCL Fexofenadine hydmchlonde o
off-white crystaﬂme pawder Itis ﬁ'eely soluble 3
and-ethagal, slightly soluble in cf I e
insoluble i h ofenadine hvd Hloride g
mate and exists as a zwitterion in aqueous medxa
ological pH.. .
Pseudoephedrine hydrochlonde, the other actwe
of ALLEGRA-D, is an adrenergic- (vasuconsmct(,r) dl‘»‘nt
with the chemical name [S-(R¥ R*)]-a-[l-(methyl
ethyll-ber thanol hydrochloride and the f.0)
chernical structure: . ng

The, molecular weight is 201.70. The molecular forpul
CioHysNOsHCE: Pseudoephedrine hydrochloride oceurg a:
fine, white to off-white crystals or. powder, having 5 faing
charactenstw odor. It is very soluble in-water, fréely S°1uh1e :
in alcohol, and sparmgly soluble in. chloroform.

CLINICAL PHARMACOLOGY
Mechanism of Action :

Fexofenadine hydrochloride, the major active metahohte of
terfenad.me is an antxhlstamme with selectlve pel‘lphera]
Hy-r acizvlty fenadine hydr hldride

guinea pigs and-histamine release from pentfmeal mas%
cells:in rats. Jivlabetatory animals, no anticholinergic or al
pha;-adrenergic-receptor blocking effects were observéd;
Meréover; 1o sedative or other cenfral nervous system off
fects were observed: Radiolabeled tissue distribution stug
ies in-rats indicated that fexofenadine does not cross the
blood-brain barrier.

Pseudoephedrine hydrochloride is an orally active symps
thomimetic amine and exerts.a-decongestant action on the
nasal mucosa. Pseudoephedrme Hydrechloride is recognized
as an effective agent for-the relief of nasal congestion due to
allergic. rhinitis. Pseudoephedrme produces penpheral
fects similar to those of ephedrine and central effects st
lar to,.but less int than, hetamines. ¥t has the po
tential for excitatory side effects. At the recommended oral’
dose, it has little or no pressor effect in normotensive adults.
Pharmacokinetics
The pharmacokinetics of fexofenadine hydrochloride and
pseudoephedrine hydrochloride when admrinistered sepa:
rately have been well characterized. Fexofenadine pharm
cokinetics were linear for oral doses of fexofenadine hydro-:
chioride up to 120 mg twice daily. The mean eliminati
half.life of fexofenadine was 14.4 hours fol]owing adminis:
tration of 60 mg fexofenadine hydrochloride, twice daily o’
steady-state in normal volunteers. Human mass balance
studies documented a recovery of approximately 80% and
11% of the [*C] fexofenadine hydioehloride dosé in the feces
and urine, respectively. Approximately 5% of the total dose
was metabolized. Because the absolute bioavailability of
fexofenadine- hydrochloride has not been ‘established, it is
unknown if the fecal component is unabsorbed drug or the
result of biliary excretion. The pharmacokinetics of fex:
ofenadine hydrochloride in seasonal-allergic rlymtls par
tients were similar to those in healthy subjects. Peak fox-
ofenadine plasma concentrations were similar between ad-
olescent (12-16 years of age) and  adult patlent§
Fexofenadine is 60% to 70% bound to plasma proteins, pri
marily albumin and «;-acid. glycoprotein.

Pseudoephedrine has been shown to have a mean elimin2-
tion halflife of 46 hours which is dependent on urine pH-
The elimination half-fife is decreased at urine pH lower
than 6 and may be inereased at urine pH higher than 8.
The bioavailability of fexofenadine hydrochloride and psé”’
doephedrine hydrochloride from ALLEGRA-D Extended-
Release Tablets is similar to that achieved with separate ad-
ministration of the components. Coadministration of fex-.
ofenadine and pseudoephedrine ddes not significantly affect
the bioavailability of either component.

Fexofenadine hydrochloride was rapidly absorbed following
single-dose administration of the 60 mg fexofenadine hydro-
chloride/120 mg pseudoephedrine hydrochloride fablet with
median time to mean maximum fexofenadine plasma con
centration of 191 ng/mL oceurring 2 hours postdose, Pset
doephedriné hydrechloride produced a mean single-dose
pseudoephedrine peak plasma concentration of 206 ng/ml
which occuired 6. hours postdose Following mulnple dosing
to steady-state, a fexofenadine peak ration ‘of 255
ng/ml was observed 2 hours postdose. Following multiple
dosing to steady-state, a' pseudoephedrine peak concentra
tion of 411 ng/mL, was observed 5 hours postdose. Coadmm
istration of ALLEGRA-D with a high-fat meal decreased
fexofenadine plasma concentrations C, (—46%) and AUC
(—42%). Time to mazimum concentration (T,,.) was de-
layed by 50%. The rate or extent of pseudoephedrine ab-
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Zoloft—Cont.

vomiting, tachycardia, ECG changes; anxiety and dilafed
pupils. Treatment was primarily supportivé and included
monitoring and use of activated ¢harcoal, gastric lavage or
cathartics and hydration. Although there were no.reports of
death when ZOLOFT was taken alone, thers were 4 deaths
involving overdoses of ZOLOFT in combination with other
drugs and/or alcohol. Therefore, any overdosage should be
treated aggressively. ) .
M of Overd Establish and maintain an air-
way, insure adequate oxygenation and ventilation, Acti-
vated chareoal, which may be used with sorbitol, may be as
or more effective than emesis or lavage, and should be con-
sidered in treating overdose. . .

Cardiac and vital signs monitoring is recommended along
with general symptomatic and supportive measures.

There are no specific antidotes for ZOLOFT. |

Due to the large volume of distribution of ZOLOFT, forcad
diuresis, dialysis, hemoperfusion, and exchange transfusion
are unlikely to be of benefit.

In managing overdosage, consider the possibility of multiple
drug involvement. The physician should consider contacting
a poison control center on the treatment of any overdose. »

DOSAGE AND ADMINISTRATION
Initial Treatment
Dosage for Adults
Dep and Ob ive-Compulsive Disorder-ZOLOFF
“TreaTment should Be ARMIIRTered 2t dose of 50'mg once
daily: S ——
“Pafitc Disorder-ZOLOFT treatment should be initiated with
“Ed0se of 25 Tng once daily. After one week, the dose should
be incréas mg once daily.
ea. relationship between dose and effect has not been
established for depression, OCD, or panic disorder, patients
were dosed in a range of 50-200 mg/day in the clinical trials
demonstrating the effeTtiveness of ZOLOFT for these indi-
cations. Consequently, a dose of 50 mg, administered once
daily, is recommended as the initial dose. Patients not re-
sponding to a 50 mg dose may benefit from dose increases
up to a maximum of 200 mg/day. Given the 24 hour elimi-
nation halflife s L , dose changes should not oceur
at intervais of less thamn 1 week: sho e ai -
istered once daily, eTther T the morning or evening,
Dosage for Pediatric Population (Children and Adolescents)
Obsessive-Compulsive  Disorder~ZOLOFT treatment
should be initiated with a dose of 25 mg once daily in chil-
dren (ages 6-12) and at a dose of 50 mg once daily in ado-
lescents (ages 13-17).
‘While a relationship between dose and effect has not been
established for OCD, patients were dosed in a range of 25—
200 mg/day in the clinical trials demonstrating the effec-
tiveness of ZOLOFT for pediatric patients (617 years) with
OCD. Patients not responding to an initial dose of 25 or 50
mg/day may benefit from dose increases up o a maximum of
200 mg/day. For children with OCD, their generally lower
body weights compared to adults should be taken mto con-
sideration in advancing the dose, in order to avoid excess
dosing. Given the 24 hour elimination halfiife of ZOLOFT,
dose changes should not occur af intervals of less than 1
week.
ZOLOFT should be administered once daily, either in the
morning or evening.
Dosage for Hepatically or Renally impaired Patients
As indicated:under PRECAUTIONS, a lower or less fre-
quent dosage should be used in patients with hepatic im-
pairment. In addition, particular care should be used in pa-
tients with renal impairment.
Maintenance/Conti JExt
Depression-It is generally agreed that acute episodes of de-
pression fequire several months or longer of sustained phar-
macologic therapy. Whether the dose of antidepressant
needed to induce remission is identical to the dose needed to
maintain and/or sustain euthymia is unknown. Systematic
evaluation of ZOLOFT has shown that its antidepressant
efficacy is maintained for periods of up to 44 weeks following
8 weeks of open-label acute treatment (52 weeks total) at a
dose of 50-200 mg/day (mean dose of 70 mg/day) (see Clin-
ical TH=ITTAderCEINICAL PHARMACOLOGY).

Obsessive-Compulsive Disorder and Penic Disorder-Al-

though the efficacy of ZOLOFT beyond 1012 weeks of dos-

ing for OCD and panic disorder has not been documented in

controlled trials, both are chronic conditions, and it is rea-

sonable to consider continuation of a responding patient for

either indication. Dosage adjustments may be needed to

maintain the patient on the lowest effective dosage, and pa-,
tients should be periodically reassessed to determine the

need for continued treatment.
Switching F to orfromaM ine Oxidase Inhibi-
tor-At least 14 days should elapse between discontinuation
of an MAOT and initiation of therapy with ZOLOFT. In ad-
dition, at least 14 days should be allowed after stopping
ZOLOPFT before starting an MAOT (see CONTRAINDICA.
TIONS and WARNINGS).

HOW SUPPLIED
ZOLOFT® (sertraline hydrochloride) capsular-shaped
scored tablets, containing sertraline hydrochloride equiva-
lent to 25, 50 and 100 mg of sertraline, are packaged in
bottles.
ZOLOFT® 25mg Tablets: light green film coated tablets en-
graved on one side with ZOLOFT and on the other side
scored and engraved with 25 mg.

NDC 0049-4960-50 Boitles of 50

ded T

and sub: diti

ZOLOFT® 50 mg Tablets: light blue filin doated tablets en-

PHYSICIANS' DESK REFER
|

graved on one'side with ZOLOFT and on the other side
scored and engraved with 50 mg. - :

NDC:0049-4900-66 Bottles of 100

NDC 0049-4900-73 Bottles of 500

-NDC 0049-4900-94 Bottles of 5000

NDC 0049-4900:-41 Unit Dose Packages of 100

ZOLOFT® 100 mg Tablets: light yellow film. coated tablets
engraved on one side with ZOLOFT and on' the other side
seored and engraved with 100 mg.

NDC 0049-4910-66 Bottles of 100

NDC 0049-4910-73 .- Bottles of 500

:NDC 0049-4910-94 - Bottles of 5000 .
NDC:0049-4910-41 Unit Dose Packages of 100

Stere at controlled room temperature, 59° fo 86°F (15° to
30°C). .
©1997 Pfizer Inc
69-4721-00-4 - Revised October 1997
Shown in Product Ideniification Guide, page 331

ZYRTEC® B
(cetirizine hydrochloride)

Tablets and Syrup

For Oral Use

DESCRIPTION

Cetirizine hydrochloride, the active component of
ZYRTEC® tablets and syrup, is an orally active and selec-
tive Hy-receptor antagonist. The chemical name is (+) - [2-
[4- [(4-chlorophenyhphenylmethyl] -1- piperazinyl} ethoxyl
acetic acid, dihydrochloride. Cetirizine hydrochloride is a
racemic compound with an empirical ‘formula of
CoHpsCIN,O;2HOL The molecular weight is 461.82 and
the chemical structure is'shown below: ’

CH-N

o

Cetirizine hydrochloride is a white, crystalline powder and
is water soluble. ZYRTEC tablets are formulated as white,
film-coated, rounded-off rectangular shaped tablets for oral
administration and are available in'5 and 10'mg strengths.
Inactive ingredients are: lactose; magnesium stearate; povi-
done; titanium dioxide; hydroxypropyl methylcellulose; pol-
yethylene glycol; and corn stareh., .

ZYRTEC syrup is a colorless to slightly yellow SyTup con-
taining cetirizine hydrochloride at a concentration of 1
mg/ml, (5 mg/5 mL) for oral administration. The pH is be-
tween 4 and 5. The inactive ingredients of the syrup .are:
banana flavor; glacial acetic acid; glycerin; grape flavor;
methylparaben, propylene glycol; propylparaben; sedium
acetate; sugar syrup; and water.

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, 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 anti-
cholinergic and antiserotonergic activity. In clinical studies,
however, dry mouth was more common with cetirizine than
with placebo. Iz vitro receptor binding studies have shown
no measurable affinity for other than Hj receptors. Autora-
diographic studies with radiolabeled cetirizine in the rat
have shown negligible penetration into the brain. Ex vivo
experiments in the mouse have shown that systemically ad-
ministered cetirizine does not significantly occupy cerebral
H, receptors.

Pharmacokinetics: .

Absorption: Cetirizine was rapidly absorbed with a time
fo maximum concentration (Tmax) of approximately 1 hour
following oral administration of tablets or syrup in adults.
Comparable bioavailability was found between the tablet
and syrup dosage forrs. When healthy volunteers were ad-
ministered multiple doses of cetirizine (10 mg tablets once
daily for 10 days), a mean peak plasma concentration
(Cmax) 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 Tmax was delayed
by 1.7 hours and Cmax was decreased by 23% in the pres-
ence of food.

Distribution: The mean plasma protein binding of cetiriz-
ine is 93%, independent of concentration in the range of 25—
1000 ng/ml,, which includes the therapeutic plasma levels
observed.

Metabolism: A mass balance study in 6 healthy male vol-
unteers indicated that 70% of the administered radioactiv-
ity was recovered in the urine and 10% in the feces. Approx-
imately 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, sug-
gesting a low degree of first-pass metabolism. Cetirizine is
metabolized to a limited extent by oxidative O-dealkylation
to & metabolite with negligible antihistaminie activity. The
enzyme or enzymes responsible for this metabolism have
not been identified. 5

N -CH, - CHp - O - CH, - COOH - 2HC

Information will be ded by i

" diseases (hepatocelhilar, cholestatic, and biliary cirrhosis), ‘

Elimi The mean glimination. halfyg, .
volunteers across multiple phamac‘)kineﬁ: in g
hours and the apparent total body elesirar, studies
was approximately 53 mi/min. e fop ,
Interaction Studies - .-
Pharmacokinetic. interaction ' studies Wity
adults were: conducted with pseudoepheg,;- © 2
ket erythromyei andazithmmy Cine’ ang, e
tions were observed. In'a multiple doge Sty Ny 1&1{2
line (400.mg once daily for 3'days) ang céﬁy,O_f ooy
onee daily for 3 days), 2-16% decrease n thnzme (2&}1:
cetirizine was ebserved. The disposition of thei;%learanasig
. y i3 <

not: altered by itant cetirizine g f
Special Populations T str"iﬁon_ Sway
Pediatric Pati ‘When ic. patie, :

years:.received- a single, 5:mg oral estip;.; e
mean Cmax was 275 ng/mL. Based 61 crosy.gp -
sons, the weight-normalized, apparent total hoq
was' 33% greater and the elimination hayp. ny cle,
shorter in this pediatric population than in a dulisw
atric patients aged 210 5 years who Teceived 5 .. L Dedy,
rizine, the:mean Cmax was 660 ng/m[., Baseﬂmg Of oags
study comparisons, the weight-normalized 5 pa on CTogg,
body clearance was 81 to 111% greater anq the eﬁe’:ft totg)
halflife was 33 t0.41% shorter in this i
than in adults. .

Geriatric Patients:  Following a single, 10-mg opq) 4
elimination half-life was prolonged by 509 and g,

ent total body clearance was 40% lower in 15 gen:h.?ppa"
jects with a mean age of 77 years compared to 14 5 dulc sub.
jects with a mean age of 53 years. The decrease ip ce At.s?h'
clearance in these elderly vohinteers may be relamdh;zl”e
creased renal function. ) de
Effect.of Gender:.. The effect.of gender 0T Cetirizing tha
macokinetics has not been adequately studied. .

Effect of Race:. ' No race-related differences in the einet;
of cetirizine have been.observed. X ’
Renal Impairment: 'The kinetics of cetirizine were Stﬁﬂi
following multiple, oral, 10-mg daily-doses of cetirizing fop
days in, 7 normal volunteers (creatinine. clearance 89,1
mL/min), 8 patients with mild renal function impairy
(creatinine clearance 42-77 mL/min) and 7 Datients i
moderate renal funetion impairment (creatinine clearayg
11-31 mL/min). The pharmacokinetics of cetirizing Wi
similar in patients with mild impairment and normai Vo
unteers. Moderately impaired patients had a 3-fold incr
in half-life and a 70% decrease in clearance compared |
normal volunteers. .. '

Patients on hemodialysis (n=5) given a single, 10-mg dos
cetirizine had a 3-fold increase in half-life and a 70% &
crease in clearance compared to.normal volunteers,
than 10% of the administered dose was removed during
single dialysis session. ' )

Dosing adjustment is necessary in patients with moderat
or severe renal impairment and in patients on dialysis{
DOSAGE AND ADMINISTRATION). !
Hepatic impairtent: ‘Sixtéen patients with chronic Tive

Pediatri, Dop mag::;

58, the

given 10 to 20 mg of cetirizine as a single, oral dose had
50% increase in half-life along with a corresponding 40% d¢-
crease in clearance compared to 16 healthy subjects.
Dosing adjustment may be necessary in patients with he
patic impairment (see DOSAGE AND ADMINISTRA:
Pharmacodynamics: Studies in 69 adult normal volup
teers (aged 20 to 61 years) showed that ZYRTEC at doses -
5 and 10 mg strongly inhibited the skin wheal and ﬂ?“g :
caused by the intradermal injection of histamine: T}}e ?nszeﬁ
of this activity after a single 10-mg dose occurred ?ﬁthm "
minutes in 50% of subjects and within one hour in-% b
subjects; this activity persisted for at least 2.4. h"“:he
ZYRTEC at doses of 5 and 10 mg also strongly iphibited 2
wheal and flare caused by intradermal injection of rfthe
mine in 19 pediatric volunteers (aged 5 to 12 years) &t dgin
activity persisted for at least 24 hours. In a 35-day S0 7 i
children aged 5 to 12, no tolerance to the antihist TEC
(suppression of wheal and flare response) effects of ZYRL oS
was found. The effocts of intradermal injection of Va.;jﬁed
other mediators or histamine releasers were also mhfljen
by cetirizine, as was response to a cold challenge in pz'eb R
with cold-induced urticaria. In mildly asthmatic ST
ZYRTEC at 5 to 20 mg blocked bronchoconstriction ofter
nebulized histamine, with virtually total blockade fol]04 3
20-mg dose. In studies conducted for up to 12 hours? -
ing cutaneous antigen chailenge, the late phase recrs of the
of ecsinophils, neutrophils and basophils, components TEC
allergic inflammatory response, was inhibited by

at a dose of 20 mg. il
In four clinical studies in healthy adult males, B0 chf-:d i
significant mean increases in QTe were 0bsé 120
ZYRTEC treated subjects. In the first study, 2 Poup
controlled crossover trial, ZYRTEC was given at d05°
60 mg per day, 6 times the maximum clinical dosec:
week, and no significant mean QTe prolongation % g
In the second study; a crossover trisl, ZYRTEC 20 Iﬁe
erythromyein (500 mg every 8 hours) were gives 31(,’1-0 it
in combination. There was no significant effect o2 &
the combination or with ZYRTEC alone. In the tB¥
also a crossover study, ZYRTEC 20 mg and ketuﬂina
(400 mg per day) were given alone and in comb oc
ZYRTEC caused a mean increase in QTc of 9.1 msalsﬂ
baseline after 10 days of therapy. Ketoconazolé i
creased QTc by 8.3 msec. The combination Caus,e.auali
crease of 17.4 msec, equal to the sum of the iﬂd}‘ﬂ o QQ’
fects. Thus, there was no significant drug interactio®™ " ..

;




allel trial, ZYRTEC 20
: t -combination ‘with: azithromycin
s £ a single dose on the first d

ollowed by 250 mg
1), There was no- significant inerease in OTc with
o mg alone orin i with azithromyein
al frial in pediatric patients aged 6.ta

tained ECG measuréments

1 b;ﬂ studied, : g .
g0t 77 veek, placebo-controlled study of 186 patients{aged
1w 35% 4 years).with allergic rhinitis and mild to moderate
Bz C ily ) initis symp-
1 f’bmand did ot sweek,

PR
é}acﬂ_b

- In a fertility and general réproductive performance study in
- mice, cetirizing did not impair-fertility at an oral dose of 64
. mg/kg {approximately 25 tinge;

- Pregnancy Category B: -In mice, rats; and rabbits, cetiriz-

- the mazimum recoiimended daily oral dose
| mig/m? basi h

: - s ilk; nse of ZYRTEC i i thers is.not.rec-
o-controlied clinical-trial, a subset analysis. of 65 pe- | aman milk; nse of EC in nursing mothers is not zec

3 o maximgum recopumended
daily oral dose in adults on. 2 mg/m? hasis).

ine was not teratogenic at oral doses wip to 96, 225, and 135
mg/kg; Tespectively (approximately 40; 180 and 220 times
i duilts.on g
.. There are né adeq; and well-eontrolled
studies in'p ntwomen! Beca tudies dr
always predietive of human response; ZYRTEC should be
used in pregriancy only if clearly needed: ge

Nursing Mothers: . In mice, cetirizine caused retarded pup
weight gain during lactation at an oral dose.in: dams of 96
mg/kg (approximately 40 times the maximum recommended
daily oral dose’in adults on a mg/m® basis). Studies in bea-
gle dogs indicated that approximately 3% of the dose was
excrete :: Cetivizine has been reporiedfo beoxereted |
in human breast milk. Because many-drugs are excreted in

ommen_ded.

16 aged 6 to 11 yearsy allergic thinitis pagients with
T o showed ZYRTEC did not alter pulmonary fimetion.
b ott the safoty of administering ZYRTEC

dult allergic #hinitis patients with mifld to

Yer T dazmzeg}, doiible-
+ L GOt

Jllergic rhinitis were conducted ;
five of these showed significant reductions in symptoms of
e shinitis, 3 in sessonal allergie thinitis (1 10 4 woeks

o conducted and showed' significant improvement in
ptoms of chronic idiopathic: urticaria: In’ general; the
“10-mg dose was more effective than the 5:mig dose and the
mg dose gave no added efféct::Sonie: of these trials in:

ia: ZYRTEC is indicated for the treatment
I e skin manifestations of chronié idio-
thic urticaria.in’adults andchildren 2 years of age and
der. It significantly reduces the occurrence, severity, and
ration of hives and signifieantly reduces pruritus.
CONTRAINDICATIONS )
AYRTEC is contraindicated in those patients with a known
Ypersensitivity to it or any of its ingredients'or hydroxy-

CAUTIONS - i . N
ities Requiring Mental Alertniess: - In clinical trials,
the ocenrrence of somnolence has been reported in some pa-

tents taking, ZYRTEC; due caution shonld therefore be ex-

- ®rdised wher driving a car or operating potentially. danger-
- Ws:machinery. ‘Concurrent use of ZYRTEC with alechol or
cher CNS depressants should be avoided because addi-
“Honal reductions i alertness and :additional impairment of
performance may vecur. - .
Df“Q-Dmg Interactions:. ‘No clinically significant drug in-
*actions have been found with theophylline at'a low dose,
thromyein, pseadosphedrine, Ketoc le, or erythro-
Myein. Phere was a small decrease in the: clearanee of ceti-
T2ine caused by a 400-mg dose of theophylling; it is possible
g‘at _1argér theophylline doses could have a greater effect.
Farc is, M is and Impairment of Fertility:
c“;a.z-yearlcarcin,ogenicity study. in rats, cetirizine was not
Cinogenic at dietary doses up to 20 mefke (approximately
times ‘the maximom recommended daily aral dose in
ad‘ﬂ_ts on'a mg/m?® basis, or approximately 10 times the
2imum recommended daily oral dose in children on &
n.]g_/lfl‘ basis). In & 2-yegr carcinogenicity study in mice; ce-
mnzll}e caused: an. increased incidence. of benign liver tu-
TS in males at 2 dietary dose of 16 mg/kg (approximately
: ad Mes the maximyum. recommended daily oral dose in
284t on 3 mg/m® basis, or approximately 4 times the max-
. ba‘%ﬁ_l recommended daily oral dose in children on a mg/m?
S Sis), No increase in the incidence of liver tumors was ob-
" *Ved in‘mice at a dietary dose of 4 mg/kg (approximately 2
Mes the maximum recommended daily oral dose in adults
r: 3 ng/m” basis, or approximately equal to the mazimum
- Ommended daily oral dose in children on a mg/m? basis).
s © clinical significance of these findings during long'term
Cei,c'{f ZYRTEC is not known.
o 'rizine was not. mutagenic in the Ames test; and not clas-
o 8enic in the human lymphecyte assay, the mouse lym-
20y agsay; and in vive micronucleus test in rats.

' aged 65 1o 94 years received doses of 5 to 20 mg of ZYRTEC

* was'not doné.

| subjectsaged 2 taBye
f i D

. Most adverse reactions reported ‘durihérth’erapy with

i Use: “In placebo-controlled trials, 186 patients

per-day. Adverse events were similar in this group to pa-
tients under age 65, Subset analysis of efficacy in this group

Pediatric Use:* The safety of ZYRTEC at daily doses-of 5 or
10 mg, has been demonstrated in 376 pediatrie patients
aged 6:to 11 years in placebo-controlled trials lasting up to
four - weeks-and in 254 patients in 4 non-placebo-controlled
12-week. trial The-safety of cetirizine has been demon

- day wers mcluded in contiolied and ‘wncsntrolied dl

PFIZER INC/2405

trials conducted in the United States. The duration of treat-
ment fanged from 2 to 12 ‘weeks. Placebo-controlled trials
upto'd weeks duration included 168 pediatric patients aged
2105 yedrs who received cetirizine, the majority ‘of whom
received single daily dosés of 5 mg. wx

The majority of adverse reactions teported in pediatric-pa:
tients aged 2 t0'1 years with ZYRTEC were. mild or mod-
erate. In: placebo-controlled trials; the incidence. of discon:
Honations due fo.ads Jreactions in pediatric patients re-

ceiving up to 10.mg of ZYRTEC was uncommon (0.4% on

- ZYRTEC vs, 1.0% on placebo)..

Table 2 lists adverse experiences which were reported for

| ZYRTEC 5 and 10 mg i pediatric patients aged 6 to 11

years in placebo-controlled elinical trials in ‘the United
States'and were niore common with ZYRTEC than placebo.
Of these, abdominal pain Wis conisidered treatment-related
and s lence appeared:to.be d lated, 1.3% in pla-
cebo, 1.9% at 5.:mg and 4:2% at 10 mg. The adverse experi-
ences reported in pediatric patients aged 2 to 5 years in pla-
cebo-controlled. trials were qualitatively similar in natie
and generally similar in frequency to those reported in tri-
als with children-aged 6 to 11 years. .. - .

o ' o Table2, )
Adverse Experiences Reported in Pediatric Patients Aged
6 ta 11 Years in Placebo-Controlled United States ZYRIEC
Trials (5'0r 10 nvig Dose) Which Occurred at'a Frequency

of 2% in Either the 5-mg or thé 10-nig ZYRTEC Group,

strated in 168 patients aged 2 to.5:years.in: placébo-con:
trelled trials of uptoi4: weeks duration. On a: mgfkg basis,
most of the-168 patients reecived between 0.2 and 0.4 mglkg
of eetirizine HEL . R ad e de

allergic rhinitis and chronic idiopathie urti-

ria inpediatiic patientsiaged 2.t0 11'vears is based on.an’
‘extrapolation of the demonstrated efficacy of ZYRTEC in
adults in these conditions and the likelihood that the dis-
easé course; pathophysiology and the drug’s ‘effect are'sub:

©* "and More Frequentiy Than in ‘the Placebo ‘Grou

stantially similar between these: two populati
ommended-doses for-the pediatric. popul:
cross-study comparis

macodynamics of ¢

diatric patients at doses equal to or higher than the
mended- doses. The.cetirizine AUC and Cmax id pediatric

d
lets and those Who received a single dose of 20 mg of ceti-
rizine tablets, & . ) o o

The safety and effectiveness of cetirizme’in pediatric: pa-

tients under ‘the age of 2 years hgﬁe not yet been estab-

 and-uncontrolled clinical trials conducted in the

ates and Canada included more than 6000 pa-
tients aged 12 years and older, with more than 3900 receiv-
ing ZYRTEC at doses of 5 to 20 mg'per day: The:duration’ of
treatment ranged from 1 week to 6 months, with 2 mean
exposure of 30 days. -

ZYRTEC were mild o ‘mioderate: In’ placebo-controlled tri-
als,.the incidence of discontinuations due to.adverse reac-
tions in patients receiving ZYRTEC 5 or 10 mg was not sig-
nificantly different. from placebo (2.9% vs. 2.4%, respective:
I i
The most common adverse reaction. in patients aged 12
years.and older that occurred more frequiently on ZYRTEC
than placebo was somnolence. The incidence of it

Adverse Exp,eriéﬁces ‘Plac'ebo‘ 15 mg ;'16’ ng
o] ne3ow | sten) | e2is)
Headsche 12.3% 0% -] 14.0%
Pharyngitis 29% | e | o2s%
The rec. | Abdominal pain S 19% b 4% | . 56%
Coughinig EEY N R o flz’.é% o
Seninolence - Tis% . | 19% | 4s%
Diarrhea 1% | 31% | 19%
of 5
j Epistaxis " 2.9% 3% | C19m
Bronchospasm »1.9% 1% | T 1.9%
Nasisea © - 1.9% 19% | 28%
Vomiting 10% 25% | 25%

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
ZYRTEC in U.8. trials, including an open adult study of six
months duration. A causal relationship of thése infreqient
events with-ZYRTEC-administration has not been estab-
Hished. s Dot
Autonomic -Nervous ' System:  anovexia,- flushing, in-
creased salivation, urinary retention! z i
Cardiovascular: ~cardiac failure; hypertension, palpitation;
tachycardia. A
Ceniral and Periphieral Nervous Systems: -abnormal.coor: -
dination, ataxia, confusion, dysphonia, hyper ia, hy-
perkinesia, hypertonia; hypoesthesia; leg cramps, migraine,
myelitis, paralysis, paresthesia, ptosis, syncope, tremor,
twitching, vertigo, visual field defect.

associated with ZYRTEC was dose related, 6% i placeho,
11% .8t 5 mg and 14%.at-10 mg. Discontinuations due to
somnolence for ZYRTEC was uncommon (1.0% on ZYRTEC -
vs. 0.6% on placebd). Fatigue and dry mouth also appeared
to be treatment-related adverse’ reactions. Thers were no
differences by age, race; gender or by body weight with re-
gard to the incidence. of adverse reactions. o

Table 1 lists adverse experiencés in patients aged 12 years
and older which were reported for ZYRTEC 5 and 10 mg in
controlled clinical trials in the United States and that were
more common with ZYRTEC than placebo.

Table 1.
Adverse Experiences Reported in Patients Aged 12 Years

and Older in Placebo-Controlled United States ZYRTEC
Trials (Maximum Dose of 10 mg} at'Rates 'of 2% or

G: i tinal: abnormal hepatic funetion, aggravatéd
tooth cariés, constipation, dyspepsia, eructation, flattilence,
gastritis, hemorrhoids, increased appetite, mélena, rectal
hemorrhage, stomatitis including uleerative stomatitis,
tongue discoloration, totigue edema. - '
Genitourinary: - cystitis, dysuria, hematuria, micturition
frequiency, polyuria, urinary incontinence, urinary tract in-
feetion. = :
Hearing and Vestibular:- deafness, earache, ototoxicity, tin:
nitus.
Metabolic/Nutritional: dehydration, diabetes mellitus,
thirst. ‘
Musculoskeletal: - arthralgia, arthritis, arthrosis, muscle
weakness, myalgia: : S
Psychiatric: . abnormal thinking, agitation, amnesia; anxi:
ety, decreased libido, depersonalization; depression, emo-
tional lability, euphoria, impaired concentration, insomuis,
nervousness, paroniria, sleep disorder, .
i y bronchitis,: dyspnea, hyperventila-
tion, increased sputum, pneumonia, respiratory disorder,
rhinitis, sinusitis, upper y tract infection.
dysmenorrhea, female breast pain; inter-
menstrual bleeding, leukorrhea, menorrhagia, vaginitis.
Reticuloendothelial:  Iymphadenopathy.
acne, alopecia, angioedema, bullous eruption, der-
matitis, dry skin, eczema, erythematous rash, furnnculosis,
hyperkeratosis, hypertrichosis, increased swedting, maculo-
papular rash, photosensitivity reaction, photosensitivity
ion, pruritus, purpura, rash, seborrhea, skin dis-

Gi {Percent Incide
Adverse ‘ ZYRTEC - Placebo Resp ¢
Experience {N=2034} {N=1612}
Somnolence 13.7 6.3 Reproductive:
Fatigue 59 28 Skin:
Dry Mouth 5.0 2.3
Pharyngitis 2.0 19 toxic 1
Dizziness 20 1.2

In addition, headache and nausea occurred in more than 2%
of the patients, but.were more common in placebo patients.
Pediatric studies were also conducted with ZYRTEC. More
than 1300 pediatric patients aged 6 to 11 years with more
than 900 treated with ZYRTEC at doses of 1.25 to 10 mg per

6

order, 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, general-

Continued on next page
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ized edema;, hot flashes; increased weight; leg edema, mal-
aise, nasal polyp; pain,. pallor, penorbltal edema, penpheral
edema, ngors
st - of reversible hepamc trans
i havé décurred during cetirizine therapy.
Hepatitis with: sxgmﬁcant ‘transaminase elevation and ele-
vated bilirubin in assocxahon Wlth the use of ZYRTEC has
been reported:
In foreign marketing expenence the fo]lowmg addlhonal
rare, but potentlally ‘severe ‘advérse events have beesi re-
ported: s.naphylams, chol estasxs,glomerulonepbnms hemo-
Iytic anemia, hepatitis,.orofacial dyskmesm, severe hypo~
tension, stillbirth, a.nd thrombg cytopenia.,

DRUG ABUSE AND DEPENDENCE -

There is no mformatlon to mfhcate that abuse or depen—
dency oceurs with ZYRTEC .

OVERDOSAGE
Overdosage has been reported mth ZYRTEC. In one adult
patient who took 150 mg of ZYRTEC, the patient was som-
nolent but did-not display any other clinical signs or abnor-
mal blood chemistry or hematology results. In an 18 month
old pedlatnc patient who took an overdose of ZYRTEC. (ap-
prox:ma Iy 180. mg), restlessness and n‘ntabﬂlty were ob-
this was followed by drowsiness. Should
overdose occur, treatment should be symptomatic or sup-
portive,-taking into account any concomitantly ingested
medications. There is no known  specific antidote to
ZYRTEC. ZYRTEC is not effectively removed by dialysis,
and dialysis will be ineffective unless a dialyzable agent has
been concomltantly mgesbed. The acute minimal lethal oral
doses. were 237 mg/kg in mice (apprommately 95 times the
maximum recommended daily oral dose in. adults on a
mg/m® basis, or approximately 55 times the maximum rec-
ommended daily oral dose in children on a n:\g'/m2 basis)-and
562 mg/kg in rats. (approximately 460 times. the. mammum
recommended daily oral dose in adults on & mg/m? basis, or
approximately 270 times the maximum recommended daily
oral dose in children on-a mg/m? basis). In rodents, the tar-
get of acute toxmty was the central nervous system; and- the
target of iple-dose toxicity was the liver.

DOSAGE AND ADM]NISTRATION R,
Adults and Children 12 Years and Oider: The Tecom:
mended initial dose of ZYRTEC is 5 or 10.mg per day in
adults and children-12 years and older, depending on symp-
tom . severity. Most.patients in clinical trials started at 10
mg. ZYRTEC is given as a single daily dose, with or without
food. The time.of administration may be varied to suit indi-
vidual patient needs.

Children 6 to 11 Years: The recummended initial dose of
ZYRTEC in chldren aged 6 to 11 yearsis 5 or 10 mg (L or 2
teaspoons) once daily dependmg on symptom severity. The
time of admxmstrauon may be vaned to"suit individual pa-
tient needs.

s I

Children 2 to 5 Years:. “The recommended mli;xal dese uf )

ZYRTEC syrup in children aged 2 to 5'years is 2.5 mg
(¥4 teaspoon) once daily. The dosage in this age group can be
increased to 2 maximum dose of 5.mg per day given-as 1 tea-
spoon (5 mg) once daily; or as Y% teaspoon (2.5 mg) given ev-
ery: 12 hours; depending-on symptom severity and.patient
Tesponse.

Dose Adjustment:for Renal and-Hepatic Impalrmerrt In
patients 12 years of age and older with de d renal

: ADVERSE REACTIQNS

Smyrna, GA:30080 s s il 2 8
70-457800-3 ‘' Revised May 1998
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BONINE®
{Meclizine' hydrochloride)
0hewable Tablets o

ACTION

BONINE- (mechzme) isan’ Hl histamme receptor blocker of
the piperazine side chain: group. It exhibits its detion by an
effect-on the Central Nervous System (CNB); possibly by its
abﬂ.ﬂ:y to block muscanmc receptors in the brain. -~

INI)ICATIONS

BONINE is eﬁ'echve in the ma.nagement of nausea, vmmt»
ing and szzmess associated with motxon sxclmess

CONTRAIN'DICATIONS

Do not take this product, unless dlrected by a doctor 1f you
have a breathing problern such as emphysema or-chronic
bronchitis, or'if you have glaucoma or difficulty-in: urmatmn
diue to en]a:rgement of the prostate gland

WARNINGS. - .
May cause drowsinéss; alcohol sedahves and t-ranthzers
may ihcrease the drowsiness effect. Avdid: aleoholic hever-
ages while taking this product. Do ot take ‘this pro uct if
you are takmg sedatives or tranquﬂlzers without fir
sulting your doctor. Do not drive or operate dangem
chinery while takmg this medication. .’ ~ ’
Usage in’ Children e

Clinical studies establishing safety and effectiveness m chil-
dren have mot been done;: therefore, usage is Tiot Tecom-~
mended in children under 12 years of age.
Usage in Pregnancy

As with any drug, if you are pregnant or nursmg 8’ baby,
seek advxce of a- heal”th care professzonal ‘before takmg this
product.’

Drowsiness, dry mouth, and on rare uccasmns, bhm'ed vi-
sion have been reported

DOSAGE AND ADMINISTRATION

For motion sickness, take-one or'two tablets of Bonine once
daily; one hour before travel starts, for up to 24 hours of

protect against motion sickness. The tablet can be

function (creatining elearance 11-31 ml/min), patiefits on
hemodlalysxs (creatinine clearance lTess than 7 mL/min), and
in hepatically impaired patients, a dose of 5 mg onée dailyis
récornmended. Similarly, pedmtnc ‘patients aged 6 to 11
years with mealred renal or hepatic function should use
the lower rec;_mmended dose. Because of ﬂle : difficulty in re-
liably administering dosés of less than 2. 5 mg (2% teaspoon)
of ZYRTEC syrup .and in. the & o

and safety information. for- cetirizine in ch.\ldren below. the
age of 6 years with impaired renal or hepatic function; its
use in. this impaired patient population is not recom-
mended. .
HOW SUPPLIED

ZYRTEC® tablets arb white, ﬁ]m—coated rounded-off rect-
angular shaped contammg 5 mg or 10 mg cetmzme hyd.to-
chloride..

5 mg tablets are engraved w1th ZYRTEC” on one: sxde and
“5”:on the other. - .

Bottles of 100: NDC 0069—5500 66 o

10 mg tablets are éngraved with “ZYRTEC” on one side: and
“10” on the other: - - :

Bottles of 100: NDC 0069—5510 66

STORAGE Store at room. temperatm‘e 59" to 86°F (15° to
30°€). :

ZYRTEC® syrup is co]orless to slightly- ye]low w1th a-ba-
nzna-grape flavor: Bach-teaspoonful (5 mL) contains 5 mg

cetirizine hydrochlonde ZYRTEC@ symp is supphed as fol— .

lows: :
120 mL amber glass bottles NBC 0069-5530 47
1 pint amber glass bottles - NDC 0069-5530-93

STORAGE: Store at 41° to 86°F (5° t0"30°C).

Cetmmnels licensed from UCB Pharma, Inc. - -
©1998 PFIZER INC

Manufa,ctured/ Marketed by

Pfizer Labs -

Division of Pfizer I.nc, NY NY 10017

Marketed by

UCE Pharma, Inc.

‘will be ot b N

chewed with or without water or swallowed whole with wa-
ter. Thereafter, the dose may be Fepeated every 24 Thours for
the dLu‘atlon of the travel :

HOW SUPPLIED : ;
BONINE (méclizine HCl) is. aval]able in: canvement packets
of' 8 chewable tablets of 25 g meclizine HCI N
INACTIVE INGREDIENTS

FD&C Red #40, Lacbose, Magnesium Sﬁearate, Punﬁe& Si-
hceous Earbh Raspberry Flavor, Saccharm Sodmm Starch
Talc ! B .

UNISOM@. SleenTabsT”' .

[y’ na-soml -
Nighttime: Sleep Ald e Y e
(doxylamine succmate) e m T e

PRODUCT OVERVIEW °

KEY FACTS
Unisom is an etha.nolamme antxhlstamne (doxylamme)
which. characteristically shows a high incid dation

| ADMINISTRATION AND DOSAGE

DESCRIPTION ... A
Pale blue oval scm'ed tablefs conta:mng 25 mg, of doxyla- .

mine  2-Jo- {(2-dimeth; J._I.unoethoxy)u-methyrben
zyl]pym'}me suc -
]NACTIVE mGREDIEN’I‘S

Dibasic Calcium: Phosphate; FD&C vBIue #1 Aluminum
Lake, Magnesium Stea ate, Microcrystallm Cellulose, So-

dmm Starch Glycolate p

Oné tablet 30 minutes before going £o bed.
I cted by a doctor. Not for chﬂdren tmder 12 years cf

. Do not take th]s product u.nless rhrected by a rloctor, i you

hdve ‘s breathing problem such as emphysema. or chroic
bronchitis, or if you'have glaucoma or difficulty in irination
due to enlargement of the prostate gland Do not ‘take this
product if pregnant or nursing a baby.: - -
¢ If sleeplessness persists conhnuously for more tha.u two
: weeks; consult your doetor. T ia.may be.a 37
of a serious underlying medical llness,. " -
« Do not take this product if presently ta.'kmg any other
drug, without consulting your doctor or pharmac:st
. Take this product with caution if alcohol is ‘being, con-

7 glve to ch:lch*en under 12 years of

. Keep this and all me catmns ottt of the Feach of children.
"This product contains an antihistamine and will cause
© drowsiness: Tt-should be used only at bed'slme .

SIDE EFFECTS.

Occasmnal ajmcholmergxc eﬁ'ects may be S

ATTENTION .

Use only if tablet b hster sea.ls are unbroken.

HOW-SUPPLIED &

Bozes of 8 16, 32 or 48 tablets

MAXIMUM STRENGTH X
UNISOM® SLEEPGELS™ "
Nighttime Sleep Aid -~

DESCRIPTION.. . . =t . ;

Maximum Strength Um,s m SleepGels are hquld Alle

soff.gelatin capsules. : .

ACTIVE: INGREDIENT : -

Dlphenhydramme Hydxochlonde 50 mg:

INACTIVE INGREDIENTS ..

FD&C .Blue No. 1, Gelatin, Glycem, Pharmaceutlcal Iaze
th .,

Purified Water, Sor-
b1toL, Tltamum Dioxide, =
INDICATIONS: :. el
Helps to'rediice’ difficulty fa!]mg asleep
ACTION.

Dlphenhyd:csmme Hydroclﬂonde xs an ethaﬂolamme anti-
higtamine with anticholinergic and sedattve eﬁ'ects -

ADMINISTRATION AND DOSAGE .- -~ :

Adults and ¢hildren 12 years of age-and over: Oral dosage is
one softgel (50 mg) at bedtime if needed; or.as. directed by a
doctor. :

WARNINGS -, y -

Do not take this product u.nless du'ected by a doctor 1f you

have a breathing problem such as emphysema or chronic

bronchitis, or if you have glaucoma or, difficulty in urination

due to enlar t of the prostate gland. Do not take this

productif pregnant or mn‘smg a baby:

* D¢ -not give'to chﬂdren ‘under 12 year of age: "

« If'sleeplessnéss pérsi isly for* thore: than two
“weeks, consult your dector. Insomnia may. be & symptom
- ‘of serious underlying medical illness:+ -

» Avoid alcoholic beverages while taking this produc’s Do
not take ﬂms product if you are taking sedatives or tran-

uiliz § first lting your doctor. :

. Do ‘Not Use: with any other product containing d.lphenhy-
dramine, including one; apphed topically.

. Keep this and all drugs out of the reach of cb.ﬂd:rem .

*Tn case, of accldental overdose, seek profess mal assis-
(:ance of contact 3 pmson ccmtrol center xmmedlately

DRUG INTERACTION
Monoamine oxidase (MAO) mh]bltors pmlnng a:mi mf.ens1fy
the- anmchoh.nergxc offocts of antihistamines. The €NS de-
pressant effect is helghtened by alcohol and other ‘CNS de-
pressant drugs.

SYMPTOMS OF ORAL OVERDOSAGE

 blue

It produces a reduced latency to end of wakefulness and
early-onset of sleep.

MAJOR USES

Unisom has been shown to be clinically efféctive ds'a sleep
aid when 1 tablet is given 30 minutes before retlrmg

SAFETY INFORMATION

‘Unisom is contraindicated in pregnancy and nursmg moth-
ers. It is also contraindicated in patients with asthma, glau-
coma, and enlargement of the prostate. Caution should be
used if taken when aleohol-is being consumed. Caution is
also indicated when taken: concurrently with other medica-
tions due to the anticholinergic propermes of antibista-
mines.

editions

Antihi I overdosage teactions may vary from centz'al
fervous system depressmn to stimulation. -

Stimulation is particalarly likely in children: Atropme-hke
signs and symptoms, such as'dry mouth, fixed and dilated
pupils, ﬂushmg, and gastromtestmal symptums, may also
geenr’”

ATTENTION
Use only if soﬂ;gel bhster seals are unbroken
HOW SUPPLIED

Bozes of 16 liquid ﬁJled softgels in chﬂd z'esxstant bhsters
and boxes of &with ‘hild resistant packaging: Also i a
32 ¢ount ezsy to open child resistant bottle. AT
Store between 15° and 30°C (59° and 86°F)




4 negatwe nib gen balan 8 due ‘to protein catab-

addlfwnal adverse reactmns are related to

sérf resetivation of the dlsease may ceur. Durmg pro-
loniged mrtmosteroxd therapy, these patlents should Tedeive
£ laxis. .

prlor'to admlmstrahon, espemal.y when ﬂle patient has é
history of allergy to any drug.

Since adequate human repmductlon
- with éorticosteraids; the use of
NCY; nursmg mothers, or ‘women of
reqmres that the: possible benefits of

Usage m pregroniey:

the drug be welgh against the potential hazards o the

miother and embryo. or fetus. Infants born of mothers who
have received ‘substantial doses of corticosteroids during

pregnancy should be catefully observed for signs. of hypoa- |

drenahsm S
PBECAUTIONS

* Information for Patients

+Petsons  who:are on mmunosuppressant doses of cort1c0~
steroids should be d o avoid ‘exp tochick

or measles. Patients'should also.be advised that if they are
exposed medlcal adv1ce should be sought without delay. .

rhical insutc .

jon: of dosage.
; for: months

clency may. he mmumzed by gradual T

after disco; f:muatmn of. therapy thetefore in any situation |

of stress gccurring: during that. period, hermione therapy
should be reinstitrted. Since mineralocorticeid sécretion
may.-be impaired, salt andlora mmeraiocomcmd shou}ﬁ be
admlmsteredconc\menﬂy SRG JeR BRI
There:is.an ‘enhan Qﬂ'e%quu icost mpattents
with: hypothyrmdlsm and. i those ‘with ¢irrhosis. -

Comcostermds shonld be used: cattionsly in patzents wn‘:h

in dosége 1s~po, sibleythe reductmn\ ;st be gIaduaI
Psychic derangements may appear when comcostermds are

Stermds shmﬂd .be ‘used with caution in nonspeclﬁc ulcer—
ative colitis,:if there i is.a probahﬂlty of impending: perfora-
tion, absc%s, or. other pyogenie infection; also in diverticn-
litis, fresh intestinal anastoruoses, active or latent peptic ul-
cer;, renal: msuﬂic;ency, hypertensmn, yosteoporosxs and
myast.hema gravis,

Growth and development of mfants and chﬂdren on pru»
longed corticosteroid: therapy should: be. carefully fo]lowed
The. fallowmg additional. precautions also. apply for paren-
teral cortzcosterozds Intra-articular injection of-a cortico-
steroid. may produce systemic as well as:local effects.
Appropnate examiriation of any joint flnid present is neces-
saty to exclude a sephc progess.

A marked incréase in. pain accompamed by. Tocal swelling,
further restriction of joint motion, fever, and malaise are
suggestive of septac arthritis, If this complication occurs.and
the diagnosis of sepsis is confirmed, appropriate antimicro-
bidl therapy should be instituted.

Local injection of & sterold into a, prewously mfected Jomt is
o be' avoided,

Corticosteroids should not he injected into unstable joints.
The slower rate of absorption by intramuscular administra-
tion should be recognized.

ADVERSE REACTIONS

Fluid and. electrolyte distuirbances: - sodinm retention, fluid
retention, eongéstive heart. failure in susceptible patients,
potassium. loss, hypokalemic alkalosis, hypertension.
Musculoskeletal: . muscle weakness, steroid myopathy, loss
of muscle. mass, osteoporesis, vertebral compression frac-
tures, aseptic necrosis of femoral and humeral heads, path-
ologie fracture of long bones.

Guastrointestinals -peptic uleer with pessible subsequent
perforation and-hemorrhage, pancreatitis, abdominal -dis-
tention; ulcerative esophagitis.

Dermatolngzc impaired wound healing, thin fragile skin,
petechiae and ecchymoses, facial erythema, increased
Sweating; may suppress.reactions to. skin fests.
Neurological: convulsions, increased: intracranial pressure
with papilledema (pseudotumer cerebri) usually after treat-
Inent, vertigo, headache. ’

Endocrme menstrual megulmtles development of cush-
ingoid state; suppression of growth in children; secondary
adrenocortical and pituitary ponsiveness, particularly
n times of stress, as in trauma, surgery, or-illuess: de-
treased carbohydrate tolerance; manifestations of latent di-
abetes mellitus; inereased requirements for insulin or oral
hypoglycemic agents. in diabetics.

Ophthalmic: postenor subeabsular cataracts, increased
intraocul e, exophthalmos.

"’Suspensmn iy vary from 0:5 16 9.0 'mg per day dependmg
| ~on the-specific disease entity| bemg treated. In'si of

. SCH ’-'R(NG’[Z"?S?I»

Smiall

(Metacazpopha]angeal

mterphalangeal) Hand . . 0.25-0.5, -,
(Ste vmular) Chest: .~ SR

id therapy: rarei of blind--

s assocxated with intralesional therapy around the face

and head, hyperpxgmentatmn or-hiypopigmentation, subcu-
taneous and cutaneous atrophy, sterile abscess; post-injec-

‘tion fare (ﬁ;llowmg mtra artxc\ﬂar use), ¢hdrcot-like ar-
E thmpathy

DOSAGE AND ADMINISTRM‘ION -
The initial dosage of CELESTONE SOLUSPAN In]ectable

A portion of the ad inistered “dose “of (‘FT F‘Q’I‘ONE
SOLUSPAN Tnjectable Suspensi n is.absorbed: jcally
fo]lowmg intra-articular injection’ In patients being treated
concomitantly with oral or parenteral corticosteroids, espes
cially those receiving 1arge doses, the systemic abscrptmn of
the dmg should be consxdered m detenmmng intra- amcu-
D ol ctmdztmns An” mtralesmnal tre atment

Tess' seventy, lower doses will generslly suﬂice while 1 m Se-
lected patients higher initial doses may be required. Usu:

i aﬁy the parenteral dosage ranges are one-third fo one-half

the oral dose gr ery 12 hours, H - in eerfain over-

“whelming; seute, ﬁfe«thzf'eatening situations, administra-

tion in dosages exceeding the usual dosages may be justified
and may be in multiples of the oral d
The lmtlal dosage s}:muld be maintained or adjusted until a

- satisfactory Tesponseis noted. after a reasonable period of

time “there is ‘a lack of satisfactory clinical’ response,
CELESTONE SOLUSPAN Injectable Suspension should be

discontinued and the pationt transferted to ether appropri- .

ate therapy. It Should Be Emphaszzed That Dasage Require-.
ments Are Variable and Must Be Individualized on'the Basis
of the Disease Under Treatment and the Response of the Pa-
tient. After a favorable response is nioted, the proper main-
tenancé dosage should be déterniined by decreasing the in=
itial drag-dosage in small decréments at appropriate time
intervals until the lowest dosage which will maintaifi an ad-

0.2 mL/sq cm,of CELESTONE SOLUSPAN Tnjec
pensio 48 injected mtradermaﬂy (aot subcutaneousiy) us~
ing a tabereulin syringe with a 25-gauge, 172-11:«:11 ne
Care should be taken to.deposit a uniform depot of medxca-
tion, mtradermally Atotal of tio more. thzm 1 0 mL at Weekly
intervals iy recommended.
Disorders of the foot, ~ A tubercitlin syringe with:a 25 -gauge,
/einch néedle is suitable for most injections into the foot.
The followmg doses are recommended at mterva.ls of 3 days
to 2 Week :

CELESTONE SOLUSPAN

Diagnosis Injectable Suspensmn Dose
T (mL) :

Bursitis e
under heloma dm'um or
“helotna molle

“0.25-05 -
- under calcaneal'spur - 0.5 -
over hallux rigidus or

equate clinical i reached. T.sh 1d he kept in

mind that constant monitoring isneeded invégard to drug
dosage: Tncluded in the' situations ' which may rdake dosage
adjustments necessary are changes in clinical status secon-
dary to remissions or exacerhations in‘the disease process;
the pahenfs piil ;v1duaI drug responsiveriess, and the cffect
of pahent exposiite to: stressful sﬂ:uatlons m)t dlrectly re-
lated 1o the disease entrty mlder treahnent in t}:us Tatter

rio of Hime ¢ sistent with’ the patxent’s condition. jid aﬂser
long- term therapy the dmg is to be stupped, it is'recom=

‘mended that it be: w1thd1'awn g:radually “rather . than

abruptly.
I coadmsztranon of & local anesthetlc is desued
CELESTONE SOLUSPAN Injectable Suspensmn may be
mixed with 1% or 2% lidocaine hydrochleride; using the for-
lations which doinot in'parabens. Similar local an-
.esthetics may also be used: Diluents containing methylpar«
‘abexn; propyipar: hetiol, ete., should be avoided: since
these-compounds may cause floceudation of the steroid. The
requi;red dose of CELESTONE SOLUSPAN Injectable Sus-
pension is first withdrawn- from the vial ioto the syringe.
The local anesthetic is then drawn in, and the syringe
shaken briefly. Do not inject local anesthetics into the vial
of CELESTONE SOLUSPAN Injectable Suspension.
Bursitis; tenosynovitis, peritendinitis. . In acute subdeltoid;
subacromial, olécranon,.and.prepatellar bursitis; one. in-
trabursal injection of 1.0 mI-CELESTONE SOLUSPAN
Injectable: Suspension can. relieve pain and restore full
range. of :movement. -Several ‘intrabursal injections of
corticosteroids are usually required in-recurrent acute bur-
sitis and in: acute-exacerbations ef chronic bursitis. Partial
relief of pain and some increase-in inobility can be expected
in both conditions. after one or:two injections. Chronic bur-
sitis may-be treated with reduced dosage once the acute con-
dition is-controlled. In tenosynovitis and tendinitis, three or
four local injéctions. at-intervals.of 1 to.2 weeks between in-

' jeetions.are given in most cases. Injections should be made

into-the affected. tendon sheaths ‘rather than into the ten-
dons; themselves. In ganglions of joint capsules and tendon
sheaths, injection of 0.5 mL directly. into the ganglion cysts
has produced marked reduction in the size of the lesions.
Rheumatoid arthritis and osteoarthritis. --Follewing intra-
articulsr administration.of 0.5 to 2.0 mL of CELESTONE
SOLUSPAN Injectable Suspension, relief of pain, soreness,
and stiffness may be experienced. Duration of relief varies
widely in ‘both diseases. - Intraarticular . Injection—
CELESTONE SOLUSPAN Injectable Suspensmn is well
tolerated in joints and periarticular tissues: There is virtu-
ally no.pain on injection, and the “secondary flare” that
sometimes occurs a few hours after intra-articnlar injection
of corticosteroids has net been reported with- CELESTONE
SOLUSPAN Injectable Suspension. Using sterile technique,
a 20- 1o 24-gauge needle on an empty syringe is inserted
into the synovial cavity, and a few drops of synovial fluid are
withdrawn to confirm that the needle is in the-joint. The
aspirating syringe is replaced by a syringe containing
CELESTONE SOLUSPAN Injectable Suspension and i m]ec—
tion is then made into the joint.

Recommended Doses for Intra-articular Injection

Size of joint Location Dose (mL)
Very Large Hip 1.0-2.0
Large Knee, Ankle, Shoulder 1.0
Medium Elbow, Wrist 0.5-1.0

digiti quinti varus - 05
Tonaiomaeit : .
- periostitis of euboid 4.5
Acute goui;y al'thritis © 05410
HOW SUPPLIED

CELESTONE SOLUSPAN In}ectable Suspensmn 5. mL
multiple-dose viak box of one (NDC 0085-0566-05)...:

-Shake: well before using.

Store: between 2% and 25°€. (36° and 77°F)
Protect: fmm Ilght.

Schermg Corporation’ ..,

Kenilworth, NJ 07033 USA . . ;
Copynght -© 1969, 1996, Schermg Corporatwn :
All rights reserved.
Rev: 3/96.
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CLARITING B
brand of loratadine

TABLETS, SYRUP, and

RAPIDLV-DISINEGHATING TABLETS

DESCRIPTION

Loratading'is a-white to off-white powder not scluble in wa-
ter; but very soluble inn-acetone, aleohol, and ehloroform, Tt
has a molecular weight of 382.89, and empirical formula of
CsFi55CIN,05; its chemieal name is ethyl 4-(8-chloro:5,6-
dibydro-11H-benzol5,6]eycloheptall;2-b]pyridin-11-ylid-
ene)-1-piperidinecarboxylate and has the following strues
tural fatmu]a

Oy . OCoHs

CLARITIN Tablets contain 10 mg micronized loratadine, an
antihistamine, to be ‘administered orally. They also contain
the following inaetive ingredients: corn starch; lactose; and
magneésium stearate:

CLARITIN Syrup contains 1 mgfmL 10 ized loratadi
an antihistamine, to be administered orally. It also contains
the following inactive ingredients: citric acid; edetate so-
dium, artificial favor, glycerin, propylene glyeol; sodium
henzoate, sugar, and water. The pli is between 2.5 and'3.1.
CLARITIN REDITABS (loratadine rapidly-disintegrating
tablets)-contain 10 mg micronized loratadine, au antihista-
mine; to be administered orally.-It disintegrates in the
mouth within ds after pl on the tongue, allow-
ing its ts to be suk 41 Howed with or with-
out water. CLARTTIN REDITABS (oratadine rapidly-disin-
tegrating tablets) also contain the following inactive ingre-
dients: citric-acid, gelatin, mannitol, and mint favor.

CLINICAL PHARMACOLOGY
Loratadine is a long-acting tricyclic a.ntlhlstamme with se-

lective peripheral histamine H,-receptor antagonistic activ-
ity. ’

Continued on next page
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PHYSKC!ANS‘ DESK: REFERENQE

CIaritin_-—Cont.

Human histamine skin wheal stidies following single and
repeated 10 mg oral doses of CLARITIN have shown that
the drug exhibits an antihistaminic effect ng-within
1 o3 hours; reaching a maximum at 8 to 12 hours, and
Iastmg in excess of 24 hours, Thére was 06 evidence of tol-
erarice. 0" this | eﬁ’ect after, 98 days of dosing with
CLARFTIN.

Whele-body autorad:mgraphxc ‘shudies o rats and monkéys;

radiolabeled tissue distzibution studies in mice and rais,
and in vive radieligand studies in inice have shown that nei-
ther loratadine nor its metabolites. readily eross the ‘Blood-
brain barrier. Radioligand binding studies with guinea pig
pulinonary and brain Hy-receptors indicate that there was
preferential bmdmg o penpheral versus central NETvous
system Hrreceptors

Repeated application of” CLARTTIN REDITABS (loratadine
rapidiy-disintegrating tablets) fo the hamster cheek pouch
did not cause local irritation.

Pharmiacokineties: ' Loratadiné was rapidly absorhed fol-
lowing oral administration of 10 mg tablets, onee dai{y for
10-days to healthy adult volunteers with tinmés to magimum
concentration (Tyae)’ of 1.3 hours for loratadine and 2.5
hours for its major active metabolite; descarboethoxylorata-
dine. Based on a cross-study companson of single doses of
loratadine syrup and tablets given to healthy adult voln-
teers, the plasma concentration profile-of descart thoxylo-

REPORTED ADVERSE BEVENTS WITH AN INCIDENCE OF MORE THAN 2% IN PLACEBO GONTROLLED
ALLERGIC RHINITIS CLINICAL TRIALS IN PATIENTS 12 YEARS.OF AGEAND OLDER

PERCENT OF PATIENTS REPORTING

LORATADINE PLACEBO CLEMAS’HNE TERFENADWE
10mgQD.. Gy “1mgBID" “60. g BI -
~ = 1926 n= 2545 n'=>536 " " %684
Headache 2 J b T
Somiolence - 8 6 S0 :
Fatigue . : G & 3 LR 2
2 4 ‘3.

DryMouth:' Lz o3

ADVERSE EVENTS QCCURRING WITH A FREQUENCY OF =2% IN LGRKEDINE SYRU? TREATED PAT}EN’I‘ -
. (6-12 YEARS OLD) IN PLACEBO»CONTROLIED TRIALS, AND MORE FREQUENTIX 8

ratadine for the two formulationsis comparable. The phar-
macokinetics of loratadine and d thoxyloratadine

are independent of dose-over the dose range of 10 to 40 mg
and are not altered by the duration.of treatment. In a sin-
gle-dose study; food increased the systemic bioavailability
(AUC) of Toratadine and descarboethoxyioratadme by ap-
proximately 40%. and 15%, respectively: The fime to peak
plasma. concentration (Ty,,)-of loratadine and. descarbo-
ethoxyloratadine was delayed by 1 hout. Peak plasma con-
centrations (Cp,,,) were not.affected by food.

Pharmacokinetic - studies showed that CLARITIN
REDITABS (loratadine rapidly-disintestating {ablets)-pro-
vidé plasma ‘concentrations of loratadine  and’ descarbo-
ethoxyloratadine similar to those achieved with CLARITIN
Tablets. Following administration of 10 mg Iorata&me onee
daily for 10 days with each dosage form i a ranidomized
crossover compatrison in 24 normal adult subjects; similar
mean exposures (AUC) and peak plasima concentrations
(Cpaw) of loratadine were observed. CLARITIN REDITABS
(loratadine rapidly-disintegrating tablets) mean AUC and
G Were 11% and 6% greater than that of the CLARITIN
Tahlet valoes, T tively. Descarboethoxyloratadine

THAN IN THE PLACEBO GROUP
PERCENT OF PATIENTS REPORTING . ]
LORATADINE PLACEBE : CHLORPHENIRAMINE
10mg QD R 24wmg BIDMID - -
n =188 a=262 - . n=170
Nervousness 4 2 2
Wheezing : . & 2 5
Fatigue™ 3 2 1
Hyperkinesia 3 1 1
Abdominal Pam 2 g 0
Conjunetivitis- S2 <1 ed
Dysphoni 2 <1 . ¢
Malaise -2 Sl i
Upper Respiratory - g
Tract Infection ..~ 2. 9

| A
et

Speelal Populatmns. In a study mvolvmg twelve healthy
geriatric subjects (66 ta 78 years old), the AUC :md pea.k
plasma levels (€, ) of both 1 dine and:d

loratadine were appmx:mately 50% greater than those ob-

served in studies of younger subjects. The mean elimination
half-lives for the geriatric subjects were 18.2 hours (range =
6.7 t0 37 hours) for loratadine and 17.5'hours, (range 11 ta
38 hours) for descarboethuxyl tadine.

In a study invelving 12 subject with chronié renal impair-
ment (ereatinine clearance = 30 mL/mm) both AUC and
[s mcreased by apprommately 3% ‘for loratadine and by
120% ‘for descatboethoxyloratadine; as compaz‘ed to 6 sub-
jects with normal renal function (creatining clearance =80
mL/min) The mean eliinination halflivés of loratadine (7.6
hours) and desearhoethoxyloratadine (23.9 houvs) were hot

bicequivalence was demonsirated between the two formula-
tions. After 10 days of dosing, mean peak plasma concentra-
tions were attained at 1.3 hours and 2.3 hmn's (T 5) for
parent and métabolite, respectively.

n a single-dose study with CLARITIN REDITABS (lorata-
dine rapidly-disintegrating tablets), foad Tnereased the AUC
of loratadine by approximately 48% and did not appreciably
affect the. AUC of descarboethoxyloratadine. The times to
peak plasma concentration (Ty,,,) of loratadine and descar-
beethoxyloratadine were delayed by approximately 2.4 and
3.7 hours, respectively, when food was consumed prior to
CLARITIN REDITABS (loratadine rapidly-disintegrating
tablets) administration. Parent and metabolite peak con-
centrations. (Cy,,) were not affeeted by food.

In a single-dose study with CLARITIN REDITABS (lorata-
dine rapidly-disintegrating tablets) in 24 subjects, the AUC
of loratadine was increased by 26% when administered
without water compared to administration with water,
while Co.y was not substantially affected. The bicavailabil-
ity of descarbosthoxyloratadine was net different when ad-
ministered without water.

Appreximately 80% of the total loratadine dose adminis-
tered can be found equally distributed between urine and
feces in the form of metabolic products within 10 days. In
nearly all patients, exposure (AUC) to the metabolite is
greater than fo the parent loratadine. The mean elimina-
tion half-lives in normal adult subjects (. = 54) were 84
hours (range = % to 20 hours) for Joratadine and 28 hours
(range = 8.8 to 92 hours) for descarbeethoxyloratadine. Lo-
ratadine and descarboethoxyloratadine reached steady-
state in most patients by approximately the fifth dosing day.
There was considerable variability in the pharmacokinetic
data in all studies of CLARITIN Tablets and Syrup, proba-
bly due to the extensive first-pass metabolism.

In vitro stadies with human liver microsomes indicate that
loratadine is' metabolized to descarboethoxyloratadine pre-
dominantly by cytochrome P450 344 (CYP3A4) and; to a
Iesser estent, by cytochrome P450 2D6 (CYP2D8). In the
presence of a CYP3A4 inhibitor ketoconazole, loratadine is
metabolized to descarheetboxyloraiadine predominantly by
CYP2D8. Concurrent administration of loratadine with ei-
ther ketoconazele, erythromycin (both CYP3A4 inhibitors),
or cimetidine (CYP2D8 and CYP3A4 inhibitor) to healthy
volunteers was associated with substantially increased
plasma concentrations of loratadine (see Drug Interactions
seetion).

The pharmacokinetic profile of loratadine in children in the
8- t6 12-year age group is similar fo that of adults. In 2 sin-
gle-dose phﬂrmacohneue study of 13 pe&ahic volunteers
(aged 8~1% years) given 10 mL of CLARITIN Syrup contain-
ing 10 mg loratadine, the rangss of individual subject vai-
ues of pharmacokinetic parameters (AUC and C_,,,) wers
comparable to those following administration of 2 10 mg
tablet or syrup to adult volunteers,

hstantially different from that observed in normal sub-
jects: Hemodlalysxs does nat have an effect on the pharma-

kinetics-of lor: ‘or d loratadine in sub-
jects with chmmc renal impairment.
In sever path with chronic alcoholie hver disease; the

AUC and C,; of. loratadine weré double while the pharma:
cokinetic proﬁle of descarboethoxyloratadine was not sub-
stanmally dlﬂ‘erent from that observed in other {rials enroll-
bj The elimination halflives for lorata-
dme and descarboethoxyloratadine were 24 hours: and 37
hours, respectively, and increased with i mcreasmg severity
of liver disease. .
Clinical Trials: Clinical trials of CLARITIN Tablets in-
volved over 10,700 patients, 12 years of age and older, who
réceived either CLARITIN Tablets or another antibistamine
and/or placeho in double-blind randomized controlled stud-
jes. In placebs-contrelled ‘trials,” 10 mg once 'daily of
CLARITIN Tablets was superior to placebo and simdlar to
clemastine {1 mg BID) or terfenadine (60 mg BID) in effects
on nasal and non:nasal symptoms of allergic rhinitis. In
these studies somnolence seeurred Jess frequently with
CLARITIN Tablets than with ¢l tine and at'abeut the
same fr as terfenadine or placebo. In studies with
CLARTTIN Tablefs at doses-2 to 4 times higher than the
recomnmended dose of 10 mg; a‘dose-related increase in the
inc¢idence of somnolence was obgerved. Therefore, some pa-
tients, particularly those with hepatic or renal impairment
and the elderly, or those on medications that impair clear-
anee of loratadine and its metabolites may experience som-
nolence. fiy addition, three placebo-controlled; double-blind,
2-vreck triale'in 188 pediatric potients with seasonal aller-
gic rhinitis aged 6 to 12 years, were conducted at doses of
CLARITIN Syrup up to 10'mg once daily. .
Clinical trials of CLARITIN REDITABS ( loratadme rapidly-
disintegrating tablets} involved over 1300 patients whe re-
ceived either CLARITIN'REDITABS (loratadine rapidly-
distotegrating tablets), CLARITIN Tabléts, or plicebo. In
placebo-controlled: trials, one CLARITIN REBITABS (lora-
tadine rapidly-disintegrating tablets) once daily was supe-
rior o placebo and similar te CLARITIN Tablets in effects
on nasal and non-nasal symptoms of seascnaz allergic thi-
nitis:

Ina smgIe nsmg dose study in whxch doses 1P 10 160 mg
(16 times the dlinieal doge)” were studled, Ioratadme did ngt
canse any clinfeally £ cam, changes on the QT interval

in ECGs

]I\"DiCATiONS AND USAGE

CLARITRNs mdlcabed for.the rehef of nasel and fnon-nasal
toms.of seagonal allergic and'|

of chromc xdmpaﬁne m’hcana m patzents X

older ©7 :

CQNTRAINDICATIONS

cieney’ (GFR & 30 mE/min)’ shoxﬂdfbe given a Iower nitial
dose (10 mg every other day). (Ses CLINICAL PHARMA
COLOGY Spgg:;al Populmons) .

erythmniycm, ¢
métidine; and ketoconazole in conitrolled elinieal pharmacol-

coadnuinistered with thérapeutic: doses

ogy studies i adult volunteers. Althoughi inereased plasma
coneéntrations (AUE 0-24'hrs) of loratading and/or descar:
boethoxyloratadine were observed: following coadministra-
ton of I6ratadine with euch of these drugs in norma] vl -
teers (n =24 in each study), there wer clinieally” Tele:
vant changes in the -safety proﬁle of lora e, a8 ‘assessed
by electror _rchdg— phi s, clinical laboratory
tests; vital signs, and adverse ‘events ' There were no Bignif:
icant eﬁ'edcs on QT intervals; and no repurts of sedation oF

No-affects on-pl eoncentratmns ‘of cimetidine
o ketoeo le were ob d. Plasma: trations
(AUC 0-24 hrs) of erythromycm decreased 15% with coad-
ministration of loratadine relative to that/observed with

| emhmmycm alone. The clinical relevance of this difference

is tlmown. These above ﬁndmgs are summanzed in the
following table:

Effects on Plasma Concentrat}ons ATC 0 24 hrs) of -
Loratad_me and ‘Descarboethoxyloratadine After 10 Days
of C inistration (Loratadine 10 mg)

in Normal Volunteers

Degcarbo-

Loratadine ethoxyloratadine .-
Erythromyein T g A
(500 mig Q8h} +40% +46%
Cimetidineg
{300 mg QID) +103% + 6%
Ketoconazole - ) : .
(200 mg Q12h) +307% +73%

There does not appear to be an increase i adverse events n
subjects who tecexved oral contraceptives and loratadine.

is, and Impai of Fertifity’
In an 18-month carcinogenicity study in mice and a/2-yeaT
study in rats, loratadine was administered in' the diet 2
doses up t0 40 mg/kg (mice) and 25 mgfkg (rats). I the 687

Among those patxen‘cs involved in double bhnd randemized,
controlled stidies of CLARITIN Tablets, approxiziately
1800 patients (age 12 and older}; were enrolled in studies of
chronic idiopathic urticaria. In placebo-controlled clindeal
trials, CLARITIN Tahiets 10 mg once daily were superior to
placeby in-the management of chronic idiopathic urticaria,
as demonstrated by reduction of agseciated m,mng ery-
»hema, and hives. In these studies, the incidence of somzo-
lence seer with CLARITIN Tablets was sinyilar to that seen
with plaeebe.

In 5 study in which CLARITIN Tablets were administersd
to adults at 4 times the clinics} dose for 99 days, no clini-
cally significant increase in the QT, was seen on ECGs.

Inf: ion will be ded by § and suk

9

icity ‘studies, phar kinetic ts-were
carried out o determine animal ezposure to the drug: AUC
data- demonstrated that the expesure of mice given 40
mg'kg of loratadine was 8.6 (loratadine) and 18 {descarho”
ethozylovatadine) times higher than in humans given the
maximum recommended: daily oral dose. Exposure of I'Zt“
given 25 mg/ke-of loratadine was 28 (loratadine;} and &
£ dﬂscmbaethox;laratadjne) times higher than in humaﬂs
given the maximum recommended daily oral-dose. Male
miee given 40 mgfke had a significantly higher incidence ¢
hepatocellular tumors (combined adenocmas:and carcind”
mas) than concurrent controls: In rats, a significantl¥
higher incidence of hepatocelinlar tumors (combined ad-
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£ mu{;agemcity studxes, ﬂ:\ere WAS 1O- evxdem:e of muta-
senic 09 potential in reverse (Anves)or forward point mutstion

i i HO‘HGPRT) ‘assays, orin the dssay for’ DNAdamage rat
hepatocyte unscheduled DNA assay) or in two. as«

saysfor chromosomial aberratwns (hu.man peripheral blood
1ymph ocyte clastogenesi d the mous onhe MATTOW

arythrocyte:T
“iagsay, 8 posxtxve ﬁndmg oceurred the nonactivated but
ot the activated phase of the study. .
: Decreased fertility in-male rats, shown by lower female con-
ceptlﬂn rates; cecurred at an oraldose of 64 mg/k (approx-
tely 50 times the maximum recommended human' ‘daily
oral dose on a mg/m? basis) and was reversible with'¢essa-
. tion of dosing. Loratadine had noeffect on male orfamale
fertility or reproduction in the rat at an oral dose ¢f approx
mately 24 mg/kg (approximately 20 times the: maximim
; 1.afmmmamied human daily oral dese on a mglm hasis),
pregnancy. Category B: - There was no- evidence of ammal
" jeratogenicity. in studies performed in rats and rabbits at
oral dosesiup to.96 mg/kg (apprommately 75 times-and-150.

‘the mouse 1ymphoma .

Cardiovastular System: “Hypertension, hypotension; palpi:
tations, supraventnmﬂar tachymrhytbmxas ‘syncope;: tach~
yesrdia;

Cem‘ral and Penph,eral Neruous Sysfem. Blephamspasm,
diz;

: tion; diarrhea; djspeps.la, Hatulence, gastntls, hmcup, Tas

creased appetite, nausea; stomatitis, tmthache vom;tmg
Musculoskeletal System Arthralgla mya.lg1a S

: la, anmety, "fusion, del
p ok trati i’x‘xsom~
nia; mntablhty, paroniria; - :
Réproductive:System: . Breast pam, dysmenurrhea menor~
rhagia; vaginifig: =~

Resptmiory System Bronchms bronchospasm, coughmg,

a, Ia.ryngltls, nasal dryness,
pharyngltls, sinusitis; sneezmg -
Skin and Appendoges: Dermatitis; dry hair; dry skin :pho-
tosens' ivity reaction;, pruntus , purpura,. rash, urtwaua.
Z “Al

times, respectively; the TECOm ded- human
- daily oral'dese ont. 2 mg/m? basis). There are; however; e
. adequa{:e and well-controlled studies in pregnant Women:
- Bécause animal’ repmductmn studies are not always predic:
“¢ive of human/response; ‘LARITEN s}iould be used dunng
pregnancy -only if clearly Rdeded. -

L Nursmg Mothers- Loratadme and-its metab hte de AT

To3

sion should bé made 3
d_lsconhnue the:

1 nt of 3 sea«
i¢ urtiearia in
tion of the
these con—

is y cempa.nsun of the phap
macokmeh_ of CLARITIN in adults and pedlatnc subjects

ommended doses. The safoty and eﬂ'ecﬁveness of CLARIT]N
in pediatric patients under 6 years ‘of 2 age.  have fiot been es-
tabhshed o -

ADVERSE REACTIONS .
- CLARITIN Tablets:: Appmxamately 90; 000 paments a.ged 12
and older received CLARITEN Tablets 10 mg once daily in
trolled-and lled studies, Placebo-controlled clin-
ieal trials at the recommended dose of 10:miz once a day var
ied from 2 weeks’to 6 months’ duration. The rate of prema-
ture withdrawal from these trials was appmxxmately 2% in
both the treated and placebo groups.
[Bee first table at top.of previous pagel:
Adverse events: reported it placebo-controlled: ch:mmc ldm-
pathic urticaria trials were similar-to those reported in al«
lergic rhinitis studies: .~
Adverse‘gvent rates:did not appear to dlﬁ'er s1gntﬁcant}y
based ¢n age; sex; or racs,: although the number of nonwhite
subjects. was relatlvely small : . .
CLARITIN REDITABS {oratadi rapldl ing tab-
lets): . Approximately 500 patients-received CLARITIN
REDITABS (loratadine tapidly-disintegrating tablets) in
controlled clinical trials of 2 weeks duration. In these stud-
ies, adverse. events were similar in type and frequency:to
those seen with CLARTTIN! Tabléts and placebo. -
Adm:mstratxon of GLARITIN REDITABS {loratadine rapld-
Iy-disintegrating tablets) did ‘mot result in-an increased re-
Dorting frequency of mouth or fohgue irritation.
CLARITIN Syrup: - Approximately 300 pediatric paments 6
to 12 years of age Teceived 10 mg loratadine once:daily in
controlled clinical trials for a period of 815 days. Among
these, 188 children ‘were treated with 10-mg loratadine
Syrup oncedaily in placebo—controlled trials. Adverse events
1 these ‘pediatric-patients were chserved to-cccur with type
and frequency similar to those seen in the adult population:
The rate of premature discontinuance diie to adverse events
among pediatric patients recexvmg loratadine 10-ing. daﬂy
was less than 1%.
[See second table on previous page}
In addition to those adverse events reported above (>2%)
the following adverse évents have been reported in at least
one ‘patient in CLARITIN clinieal tnals i adult and pedi-
atric patients:
Autonomic Nervous: System.: Altered lacrimation, ‘altered
salivation, flushing, hypoesthesia, impotence, increased
Sweating, .thirst. :
Body As A Whole: - Angioneurotic edema, asthenid, back
Ppain, blurred vision; chest pain, earache, eye pain, fever, leg
cramps, malaise, rigors, tinnitus; viral infection, weight
gain. .

~dency océurs with CLARIT.IN
. OVERDOSAGE ;

~béen reported with-bves

. and: palpxtatm

- rapid-dilution of Bow

Rev. 3/98. .

hepa‘hc necroms alope reast enlargement
erythema multiforme; penpheral edema, and seizires.

In'adults, somnalence, tachyca.rd.la and headache have

4 r'than 10 mg with the
Tablet formulation (40 to’ 180" ‘Mgl Eh;trapyramdal signs
have boen reported in children with over-

doses of ‘greater than 1 'mg of CLARITIN Syrup."In"the
event of oveldosage, general symptomatrc and suppomve
X d be institute

(iecac syrup); éxcept in’ patients with mpzm'ed conscious:

- ness, followed by the administration of activated charcoal to

abgsorb any remaining drug, Tf vomiting is unsueccessful, oF
contraindicated, gastric lavage should be performed. _mth
normal saline.-Saline. cathartics may.alse be of value for
ontents. Loratadine is.not elimi:
nated by hemodialysis. It is not k.nown if: k)ratadme is elim-
inated by peritoneal: dialysis.

No deaths: deeurred: ab-oral doses up'to 5000 mg/kg o rats
and mice. (greater than 2400 and 1200 times; respectively;
the: ded daily oral dose on . a

mg/m?® pasis) Smgle oral ‘doses of Iofatadine showed Hio ef-

fects in rats, mice; and monkeys at doses as high as 10 times
the maxxmum recommended human dally oral dose on.a
mg/m basis.: s .

DOSAGE AND ADPMINISTRATION

Adults and chﬂdren 12 years of age and over: The recom-
mended dose of CLARTTIN i is 10 mg once daﬂy

Children 6-11 years of age: The recommended dose of
CLARITIN i is: 10 mg (2 teaspoonfils) onice daily.

In patients with liver failure or.renal msuﬂime.ncy (GFR
<30 ml/min), one tablet or two teaspooniils: every ‘gther
day should be the starting dose. .

Administration of CLARITIN HEDITABS (loratadme rapldly-
dlsmtegratmg tablets): . Place CLARITIN REDITABS (lo-
rapxd]y-dxsmtegratmg tablets) on the tongue. Tab-
tegratmn oceurs. rapxdly Admmster with-or: without

HOW SUPPL]ED : ’
CLARITIN Tablets: 10 mg, white o offtwhite compressed
tablets, unpressed with the product idenitification number
“458” on one side and “CLARITIN 10” on the other; high-
density polyethylene plastic bottles of 100 (NDC 0085-0458:
03) and 500/(NDC 0085-0458-08); Also available, CLARTTIN
Unit-of-Use packages of 14 tablets (7 tablets per blister
card) (NDC 0085:0458-01) and 50 tablets (10 tablets per
blister card) (NDC. 0085:0458:05); and 10 ' 10 tab]et Unit
Dose-Hospital Pack (NDC 0085-0458:04);

Protect Unit-of-Use packaging and Unit Dose—Hospltal Pack
from excessive moisture.

Store between 2° and 30°C (36° and 86°F).

CLARITIN Syrup: Clear, colorless to hghtgyellow Tiguid,
containing 1 mg loratadine per ml; amber glass bottles of
16 fiuid ounces (NDC 0085-1223- o1). i
Stare between 2° and 25“6 (36" and 77°F)

CLARITIN REDITABS {loratadi ne rapidly-disi ing tab-
tetsh: .CLARITIN BEDITABS (Ioratadme rapidly-disinte-
grating tablets), 19 mg, white to offwhite blister-formed
tablet: Unit:of-Use polyvinyl chloride blister packages of 30
tablets (3 laminated foil pouches; each containing one blis-
ter card of 10 tablets) supplied with Patient’s Instructions
for Use (NDC: 0085-1128-02).

Keepv CLARITIN REDITABS. () dine rapidly-disi

ing tablets} in a dry place. -

Store between 2° and 25°C (36° and 77°F). Use within 6

of i H d foil pouch, and immediately
upon opemng individual. tablet blister.
Schering Corporation

Kenilworth; NJ 07033 USA
196284347
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- CLARITIN-D® 12 HOUR

CLARITIN REDITABS (Ioratadme rapldly-dlsmtegra‘hng tab:
lets) are factured for S by S

Shown in Product Idenizﬁcatwn Guzde pages 335 and . 336

brand ‘of loratadine and
ephedrme sulfate, USP
ed Release Tabfets

' CAUTION Federai Law Prohlbrts Dlspensmg W'rthout

Presmptlon

DESCRIPTION .

CLARITIN-D 12 HOUR E: Tiedi]
mg loratadine in the. tablet: coating for immediate reledse
-and 120 1g pséidoephedrine sulfate; USP equally. distrib-
uted between-the tablet coating for immediate release ami

Ad Rals Fohlod

the bartit ted extended release core, g
Loratadine is a white to oﬁ' wh1te puwder not so]uble imwa-
ter; butvery luble in form. Los

tadine hasa molecil welghtof382 89&udempxncalfor—

mula of ‘CyHysCIN;Os; the ‘chemical maine; ethyl 4—(8-

{1:2:5}

hloro:5,6-dihydro: 11 H-berize[5 Bleyeloh

l-yhdene) 1 plpendme-carboxyiate -and- has the followmg

chexmcal structure:.

and the following chenncal struc’cur‘e' C

A L ;ig rixHCHE g .
C~C—CH | » H80;
3 Tk 2 ;
OHH. . .
2‘

The molecular weight of pseud drine silfate is 42854,
1t is"a white powder, freely soluble i water and methanol
and sparingly soluble in chloroform.

The indctive ingredients for CLARITIN-D 12 HOUR Bxs

tended Release Tablets are acacia, butylparaben, caltium
stlfate, carnatba wax, corn starch; lactose, magnesium
stedrate; mxcrocrystalhne celtulose; neutral $oap; oleic acid;
povxdone, Tosin, sugar, tale, titanium dmmde, whlte Wax,
and zein.

CLINICAL PHARMAC OLOGY

The following information is based upon. studies of lorata—
dine alone-or psudoephedrine alone, except as indicated. ..
Loratadine is a:long-acting tricyclic antihistamine with se-
lective peripheral histamine H;-receptor antagonistic activ:
ity.

Human histamine skin wheal studies fo]lowmg single and
repeated oral doses of loratadine have shown that the diug
exhibits .an. antihi inic effect begi within 1t0.3
hours, reaching a maximum at, §to 12 hours, and ]astmgm
excess of 24 hours. There was no evidence of tolerance to
this effect developing after 28 days of dosing, with lorata-
dine. .
Pharmacokinetic studies following single and multiple oral
doses.of loratadine in 115 voluntesrs showed that loratadine
is rapidly absorbed and extensively metabolized to an active

metabolite (descarboethoxyloratadine), Approximately §0% .

of the total dose administered can be found equally distrib-
uted betiveen urine and foces in the form of metabolic prod-
ucts after 10 days. The mean:elimination half-lives found in
studies. in normal adult sabjects (n=54) were 8.4 hours
(range = 3 t0.20 hours) for loratadine and 28 hours (range =
8.8 to 92 hours) for the major active metaholite (descarboeth-
oxyloratadine). In nearly ali patients; exposure (AUC) to the
metabolite is greater than exposure. to. parent loratadine.
Loratadine and. descarboethoxyloratadine reached steady-
state in ‘most patients by approximately the fifth desing day.
The pharmacokinetics of loratadine and descarboeth-
oxyloratadine are dose independent over the dose rarige of
10 to 40 mg and are not significantly altered by the diration
of treatment.

In vitro studies with human liver microsomes indicate that
loratadine is metabolized to descarhoethoxyloratadine pre-
dominantly by P450 CYP3A4 and, to a lesser extent, by

Continued on next page
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