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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use XYZAL®
safely and effectively. See full prescribing information for XYZAL.

XYZAL (levocetirizine dihydrochloride)
5 mg tablets
2.5 mg/S mL (0.5 mg/mL) oral solution

Initial U.S. Approval: 1995
RECENT MAJOR CHANGES-------—----emeememe .
Warnings and Precautions, Urinary Retention (5.2) [09/2012]

INDICATIONS AND USAGE
XYZAL is a histamine H -receptor antagonist indicated for:

. The relief of symptoms associated with seasonal and perennial allergic
rhinitis (1.1, 1.2)

e The treatment of the uncomplicated skin manifestations of chronic
idiopathic urticaria (1.3)

e -DOSAGE AND ADMINISTRATION---mmmmeemmeemeeeee

. Adults and children 12 years of age and older: 5 mg once daily in the
evening (2.1)

. Children 6 to 11 years of age: 2.5 mg once daily in the evening (2.2)

e Children 6 months to 5 years of age: 1.25 mg (1/2 teaspoon oral solution)
[2.5mL] once daily in the evening (2.3)

. Renal Impairment
Adjust the dose in patients 12 years of age and older with decreased renal
function (2.4, 12.3)

----------------------- DOSAGE FORMS AND STRENG THS--mmmeemmmeemmmeme
. Immediate release breakable (scored) tablets, 5 mg (3)

e  Immediate release oral solution, 2.5 mg per 5 mL (0.5 mg per mL) (3)

CONTRAINDICATIONS

Patients with a known hypersensitivity to levocetirizine or any of the
ingredients of XYZAL or to cetirizine (4)

Patients with end-stage renal disease at less than 10 mL/min creatinine
clearance or patients undergoing hemodialysis (4)

. Children 6 months to 11 years of age with renal impairment (4)

. Avoid engaging in hazardous occupations requiring complete mental
alertness such as driving or operating machinery when taking XYZAL

5.1).

. Avoid concurrent use of alcohol or other central nervous system
depressants with XYZAL (5.1).

e  Use with caution in patients with predisposing factors of urinary
retention (e.g. spinal cord lesion, prostatic hyperplasia). Discontinue
XYZAL if urinary retention occurs (5.2).

ADVERSE REACTIONS

The most common adverse reactions (rate >2% and > placebo) were
somnolence, nasopharyngitis, fatigue, dry mouth, and pharyngitis in subjects
12 years of age and older, and pyrexia, somnolence, cough, and epistaxis in
children 6 to 12 years of age. In subjects 1 to 5 years of age, the most
common adverse reactions (rate >2% and > placebo) were pyrexia, diarrhea,
vomiting, and otitis media. In subjects 6 to 11 months of age, the most
common adverse reactions (rate >3% and > placebo) were diarrhea and
constipation. (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact UCB, Inc. at
866-822-0068 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

. Renal Impairment
Because XYZAL is substantially excreted by the kidneys, the risk of
adverse reactions to this drug may be greater in patients with impaired
renal function (8.6 and 12.3).

. Pediatric Use
Do not exceed the recommended doses of 2.5 mg and 1.25 mg once
daily in children 6 to 11 years and 6 months to 5 years of age,
respectively. Systemic exposure with these doses in respective pediatric
age groups is comparable to that from a 5 mg once daily dose in adults.
(12.3).

See 17 for PATIENT COUNSELING INFORMATION
Revised: 09/2012
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FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE
1.1  Seasonal Allergic Rhinitis

XYZAL® is indicated for the relief of symptoms associated with
seasonal allergic rhinitis in adults and children 2 years o fage
and older.

1.2 Perennial Allergic Rhinitis

XYZAL is indicated for the relief of symptoms associated with
perennial allergic rhinitis in adults and children 6 months of age
and older.

1.3  Chronic Idiopathic Urticaria

XYZAL is indicated for the treatment of the uncomplicated skin
manifestations o f¢ hronic id iopathic u rticaria in a dults a nd
children 6 months of age and older.

DOSAGE AND ADMINISTRATION

XYZAL is available as 2.5 mg/5 mL (0.5 mg/mL) oral solution
andas S5 m gb reakable ( scored)t ablets, al lowing f ort he
administration of 2. 5m g, ifneeded. XYZAL can b etaken
without regard to food consumption.

2.1  Adults and Children 12 Years of Age and Older

The r ecommended dos e of X YZALis5 mg (1 tabletor?2
teaspoons [10 m L] or al s olution) once d aily int he ev ening.
Some pa tients may be a dequately controlled by 2. 5mg (1/2
tabletor 1 teaspoon [5SmL]oralsolution) once d ailyinthe
evening.

2.2 Children 6 to 11 Years of Age

The recommended dose 0 f X YZAL is2.5mg (1/2 tablet or 1
teaspoon [5 mL] oral solution) once daily in the evening. T he
2.5m gdos e s hould not be e xceeded be cause t he s ystemic
exposure with 5 mg is ap proximately t wice that o f ad ults [ see
Clinical Pharmacology (12.3)].

2.3 Children 6 months to 5 Years of Age

The recommended initial dose of XYZAL is 1.25 mg (1/2
teaspoon oral solution) [2.5mL] once daily in the evening. The
1.25 mg once daily dose should not be exceeded based on
comparable exposure to adults receiving 5 mg [see Clinical
Pharmacology (12.3)].

2.4 Dose Adjustment for Renal and Hepatic Impairment
In adults and children 12 years of age and older with:

e  Mild renal impairment ( creatinine clearance [CLcR]
=50-80 mL/min): adoseof2.5mgoncedailyis
recommended;

e Moderate renal impairment (CLcr = 30-50 mL/min):
ados eof 2. 5m g onceev eryo therd ay is
recommended;

e  Severe renal impairment (CLcg = 10-30 mL/min): a
dose of 2.5mg twice w eekly ( administered once
every 3-4 days) is recommended;
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e End-stager enald isease patients( CLcg < 10
mL/min) a nd pa tients un dergoing he modialysis
should not receive XYZAL.

No d ose a djustment i s ne eded in pa tients w ith s olely he patic
impairment. In patients with both hepatic impairment and renal
impairment, adjustment of the dose is recommended.

DOSAGE FORMS AND STRENGTHS

XYZAL oral solution is a clear, colorless liquid containing 0.5
mg of levocetirizine dihydrochloride per mL.

XYZAL't ablets are w hite, f ilm-coated, o val-shaped, scored,
imprinted (with the letter Y in red color on b oth halves of the
scored tablet) and contain 5 mg levocetirizine dihydrochloride.

CONTRAINDICATIONS
The use of XYZAL is contraindicated in:
4.1 Patients with known hypersensitivity

Patients with known hypersensitivity to levocetirizine or any of
the ingredients of X YZAL, or to cetirizine. Observed reactions
range from u rticariat o an aphylaxis [see Adverse Reactions

(6.2)].
4.2 Patients with end-stage renal disease

Patients with end-stage renal disease (CLcg <10 mL/min) and
patients undergoing hemodialysis

4.3 Pediatric patients with impaired renal function

Children 6 months to 11y ears of age withi mpaired r enal
function

WARNINGS AND PRECAUTIONS
5.1 Somnolence

In clinical tr ials the o ccurrence of somnolence, f atigue, and
asthenia has been reported in some patients under therapy with
XYZAL. Patients s hould be c autioned a gainst e ngaging i n
hazardous occupations requiring complete mental alertness, and
motor ¢ oordination such as operating machinery or driving a
motor v ehicle after in gestion o f X YZAL. C oncurrent us e of
XYZAL witha lcoholor ot her centraln ervouss ystem
depressants should be avoided because additional reductions in
alertness and additional impairment of central n ervous s ystem
performance may occur.

5.2 Urinary Retention

Urinary r etention ha sbe enr eported p ost-marketing w ith
XYZAL. XYZAL should be used with caution in patients with
predisposing factors of urinary retention (e.g. spinal cord lesion,
prostatic h yperplasia) as XYZAL may i ncreaset her isko f
urinary r etention. Discontinue XYZAL i fur inary r etention
occurs.

ADVERSE REACTIONS

Use of XYZAL has b een as sociated with somnolence, fatigue,
asthenia, and urinary retention [see Warnings and Precautions
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6.1  Clinical Trials Experience

The safety data described below reflect exposure to XYZAL in
2708 patients with s easonal o r p erennial a llergic r hinitis or
chronic idiopathic urticaria in 14 controlled clinical trials of 1
week to 6 months duration.

The short-term (exposure up to 6 weeks) safety data for adults
and ad olescents ar e b ased u pon eight clinical trials in w hich
1896 patients (825 males and 1071 females aged 12 years and
older) were treated with XYZAL 2.5, 5, or 10 mg once daily in
the evening.

The s hort-term s afety d ata from p ediatric p atients ar e b ased
upon two clinical trials in which 243 children with seasonal or
perennial al lergic r hinitis ( 162 males and 8 1 females 6 to 12
years of age) were treated with XYZAL 5 mg once daily for 4 to
6 weeks, one clinical trial in which 114 children (65 males and
49 females 1 to 5 years of age) with allergic rhinitis or chronic
idiopathic u rticaria w ere tr eated with X YZAL 1 .25 m g tw ice
daily for 2 weeks, and one clinical trial in which 45 children (28
males and 17 females 6 to 11 months of age) with symptoms of
allergic rhinitis or c hronic urticaria were treated with X YZAL
1.25 mg once daily for 2 weeks.

The long-term (exposure of 4 or 6 months) safety data in adults
and adolescents are based upon two clinical trials in which 428
patients (190 males and 238 females) with allergic rhinitis were
exposed to treatment with XYZAL 5 mg once daily. Long term
safety d ata ar ¢ al so av ailable from an 18-month trial in 255
XYZAL-treated subjects 12-24 months of age.

Because cl inical t rials ar e co nducted under w idely v arying
conditions, ad verse reaction rates o bserved in the clinical trials
of a drug cannot be directly compared to rates in the clinical trial
of'a nother dr ug a nd m ay not r eflect t he r ates obs erved i n
practice.

Adults and Adolescents 12 years of Age and Older

In studies up to 6 weeks in duration, the mean age of the adult
and adolescent patients was 32 years, 44% of the patients were
men and 56% were women, and the large majority (more than
90%) was Caucasian.

In these trials 43% and 42% of the subjects in the XYZAL 2.5
mg and 5 mg groups, respectively, had at least one adverse event
compared to 43% in the placebo group.

In placebo-controlled trials o f 1 -6 weeks in duration, the most
common ad verse r eactions w ere somnolence, na sopharyngitis,
fatigue, dr y mouth, a nd pharyngitis, and m ost w ere mild to
moderate in intensity. Somnolence with X YZAL showed dose
ordering between tested doses of 2.5, 5 and 10 mg and was the
most ¢ ommon adverser eaction | eadingt o discontinuation
(0.5%).

Table 1 lists adverse reactions that were reported in greater than
or equal to 2% of subjects aged 12 y ears and older exposed to
XYZAL2.5mgor 5Sm g in eight placebo-controlled c linical
trials and that were more common with XYZAL than placebo.

Table1 Adverse Reactions Reported in >2%" of Subjects Aged
12 Years and Older Exposed to XYZAL 2.5 mg or 5 mg
Once Daily in Placebo-Controlled Clinical Trials 1-6
Weeks in Duration
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Adverse XYZAL XYZAL Placebo
Reactions 2.5 mg S mg (n=912)
(n=421) (n=1070)
Somnolence 22 (5%) 61 (6%) 16 (2%)
Nasopharyngitis 25 (6%) 40 (4%) 28 (3%)
Fatigue 5 (1%) 46 (4%) 20 (2%)
Dry Mouth 12 (3%) 26 (2%) 11 (1%)
Pharyngitis 10 (2%) 12 (1%) 9 (1%)

"Rounded to the closest unit percentage

Additional adverse reactions of medical significance observed at
a hi gher i ncidence t han i n pl acebo i n a dults a nd a dolescents
aged 12 years and older exposed to XYZAL are syncope (0.2%)
and weight increased (0.5%).

Pediatric Patients 6 to 12 Years of Age

A total of 243 pediatric patients 6 to 12 years ofage received
XYZAL 5 mgonce daily in two short-term p lacebo controlled
double-blind trials. The mean age of the patients was 9.8 years,
79 (32%) were 6 to 8 years of age, and 50% were C aucasian.
Table 2 lists adverse reactions that were reported in greater than
ore qual to 2% of subjectsaged 6 to 12y ears exposedto
XYZAL 5 mg in placebo-controlled clinical trials and that were
more common with XYZAL than placebo.

Table 2  Adverse Reactions Reported in >2%* of Subjects

Aged 6-12 Years Exposed to XYZAL 5 mg Once Daily
in Placebo-Controlled Clinical Trials 4 and 6 Weeks in

Duration
Adverse XYZAL 5 mg Placebo
Reactions (n =243) (n =240)
Pyrexia 10 (4%) 5 (2%)
Cough 8 (3%) 2 (<1%)
Somnolence 7 (3%) 1 (<1%)
Epistaxis 6 (2%) 1 (<1%)

"Rounded to the closest unit percentage
Pediatric Patients 1 to 5 Years of Age

Atotal of114 pediatric patients 1to 5 years o f age received
XYZAL 1.25 mg twice daily in a two week placebo-controlled
double-blind safety trial. The mean age ofthe patients was 3.8
years, 32% were 1 to 2 years ofage, 71% were Caucasian and
18% w ere B lack. Table 3 1ists ad verse r eactions t hat w ere
reported in greater than or equal to 2% of subjects aged 1 to 5
years exposed to XYZAL 1.25 mg twice daily in the p lacebo-
controlled safety trial and that were more common with XYZAL
than placebo.

Table3  Adverse Reactions Reported in >2%* of Subjects

Aged 1-5 Years Exposed to XYZAL 1.25 mg Twice
Daily in a 2-Week Placebo-Controlled Clinical Trial

Adverse XYZAL 1.25 mg Placebo
Reactions Twice Daily (n =114) (n=159)
Pyrexia 5 (4%) 1 (2%)
Diarrhea 4 (4%) 2 (3%)
Vomiting 4 (4%) 2 (3%)
Otitis Media 3 (3%) 0 (0%)

“Rounded to the closest unit percentage



Pediatric Patients 6 to 11 Months of Age

A total of 45 pediatric patients 6 to 11 months of age received
XYZAL 1.25 mgonce daily ina two week placebo-controlled
double-blind s afety trial. T he m ean age o fthe p atients w as 9
months, 5 1% were C aucasian and 31% were Black. Adverse
reactions that were reported in more than 1 subject (i.e. greater
than or equal to 3% of subjects) aged 6 to 11 months exposed to
XYZAL 1.25 m g onc e daily i n t he pl acebo-controlled s afety
trial an d t hat w ere more common w ith X YZAL than pl acebo
included di arrhea a nd c onstipation w hich w ere r eported i n 6
(13%)and 1 ( 4%)and3 ( 7%)and 1 ( 4%)c hildreninthe
XYZAL and placebo-treated groups, respectively.

Long-Term Clinical Trials Experience

In two controlled clinical trials, 428 patients (190 males and 238
females) aged 12 years and older were treated with X YZAL 5
mg once daily for 4 or 6 months. The patient characteristics and
the s afety profile were s imilar to t hat s een in the s hort-term
studies. Ten (2.3%) patients treated with XYZAL discontinued
because of somnolence, fatigue or asthenia compared to 2 (<1%)
in the placebo group.

There are no long term clinical trials in children below 12 years
of age with allergic rhinitis or chronic idiopathic urticaria.

Laboratory Test Abnormalities

Elevations of blood bilirubin and transaminases were reported in
<1% o fp atients in th e c linical tr ials. T he elevations w ere
transient and did not lead to discontinuation in any patient.

6.2  Post-Marketing Experience

In addition to the adverse reactions reported during clinical trials
and listed above, adverse events have also been identified during
post-approvalu seo fX YZAL. B ecauset hese events are
reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish
a cau sal r elationship t o drug e xposure. Adverse e vents of
hypersensitivity and a naphylaxis, increased ap petite,
angioedema, fixed dr ug e ruption, p ruritus, r ash and urticaria,
convulsion, paraesthesia, d izziness, tremor, dy sgeusia, vertigo,
aggression an d ag itation, hallucinations, depression, insomnia,
suicidal id eation, visual di sturbances, blurred v ision,
palpitations, tachycardia, dyspnea, n ausea, vomiting, hepatitis,
dysuria, urinaryr etention, myalgia, an d ed ema haveb een
reported.

Besides t hese events reported under treatment w ith X YZAL,
other potentially severe adverse events have been reported from
the p ost-marketing ex perience w ith cetirizine. S  ince
levocetirizinei st hep rincipal p harmacologically act ive
component of cetirizine, one should take into account the fact
that the following a dverse e vents c ould also potentially oc cur
under tr eatment with X YZAL: orofacial d yskinesia, severe
hypotension, cholestasis, glomerulonephritis, and still birth.

DRUG INTERACTIONS

In vitro data indicate that 1 evocetirizine is unlikely to produce
pharmacokinetic interactions through inhibition or induction of
liver d rug-metabolizingen zymes. N o invivo drug-drug
interaction s tudies have b een performed w ith 1 evocetirizine.
Drug i nteraction s tudies h ave been p erformed with r acemic
cetirizine.
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7.1  Antipyrine, Azithromycin, Cimetidine, Erythromycin,
Ketoconazole, Theophylline, and Pseudoephedrine

Pharmacokinetic i nteraction studies performed w ith racemic
cetirizine d emonstrated that cetirizine d id n ot i nteract w ith
antipyrine, pseudoephedrine, erythromycin, azithromycin,
ketoconazole, an d cimetidine. There w asas mall d ecrease
(~16%) in the clearance of cetirizine caused by a 400 mg dose of
theophylline. It is possible that higher theophylline doses could
have a greater effect.

7.2  Ritonavir

Ritonavir increased the plasma AUC of cetirizine by about 42%
accompanied by an increase in half-life (53%) and a decrease in
clearance (29%) of cetirizine. The disposition of ritonavir was
not altered by concomitant cetirizine administration.

USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category B

There ar e n o ad equate an d w ell-controlled s tudies in pregnant
women. B ecause animal r eproduction s tudies ar e n ot al ways
predictive of human response, XYZAL should be used during
pregnancy only if clearly needed.

Teratogenic Effects:

In r ats an d r abbits, | evocetirizine was n ot t eratogenic at o ral
doses approximately 320 a nd 390 , r espectively, t imes t he
maximum r ecommended d aily o ral dose in ad ults on a m g/m?
basis.

8.3  Nursing Mothers

No peri- and post-natal animal studies have been conducted with
levocetirizine. I n mice, cet irizine cau sed r etarded pup w eight
gain dur ing 1 actationa ta nor aldos ei nda ms thatw as
approximately 4 0 times the maximum recommended d aily oral
doseinadults ona m g/m* basis. S tudiesi n be agle dog s
indicated t hat ap proximately 3 % o fthe d ose o f ¢ etirizine w as
excreted in milk. Cetirizine has been reported to be excreted in
human breast milk. Because levocetirizine is also expected to be
excreted in human milk, use of XYZAL in nursing mothers is
not recommended.

8.4  Pediatric Use

The r ecommended d ose o f X YZAL for t he t reatment o f't he
uncomplicated s kin m anifestations of ¢ hronici diopathic
urticaria in p atients 6 months to 17 y ears o fage is based on
extrapolation o f efficacy from adults 18 years of age and older
[see Clinical Studies (14)].

The recommended dose of XYZAL in patients 6 months to 11
years o fa ge forthe t reatment o f't he s ymptoms o f p erennial
allergic rhinitis and chronic idiopathic urticaria and in patients 2
to 11 y ears of age for the treatment o f's ymptoms o f' s easonal
allergic r hinitis is ba sed o n ¢ ross-study ¢ omparisons of the
systemic e xposure of XYZAL in adults and p ediatric p atients
and on the safety profile of XYZAL in both adult and pediatric
patients at doses equal to or higher than the recommended dose
for patients 6 months to 11 years of age.

The safety of XYZAL 5 mg once daily was e valuated in 24 3
pediatric patients 6 to 12 years of age in two placebo-controlled
clinical trials lasting 4 and 6 weeks. The safety of XYZAL 1.25



10

mg twice daily was evaluated in one 2-week clinical trial in 114
pediatric patients 1 to 5 years of age and the safety of XYZAL
1.25 mg once daily was evaluated in one 2-week clinical trial in
45 pediatric p atients 6 to 11 m onths of a ge [see Adverse
Reactions (6.1)].

The effectiveness of XYZAL 1.25 mg once daily (6 months to 5
years of age) and 2.5 mg once daily (6 to 11 years of age) for the
treatment o 't he s ymptoms o f's easonal an d perennial al lergic
rhinitis a nd ¢ hronic i diopathic urticaria i s s upported byt he
extrapolation of de monstrated e fficacy of XYZAL 5 mgonce
daily in p atients 1 2 years ofa ge and ol der based on the
pharmacokinetic comparison between adults and children.

Cross-study comparisons indicate that administration of a 5 mg
dose of XYZAL to 6 to 12 year old pediatric seasonal allergic
rhinitis p atients resulted in about 2 -fold the s ystemic e xposure
(AUC) obs erved when 5 m g of X YZAL was administered t o
healthy adults. T herefore, in children 6 to 11 years of age the
recommended dos e of 2. 5m gonc eda ilys hould n ot be
exceeded. Ina p opulation pharmacokineticss tudyt he
administration of 1.25 mg once daily in children 6 months to 5
years of age resulted in systemic exposure comparable to 5 mg
once dailyin adults. [see Dosage and Administration (2.2);
Clinical Studies (14); and Clinical Pharmacology (12.3)].

8.5  Geriatric Use

Clinical studies of XYZAL for each approved indication did not
include sufficient numbers of patients aged 65 years and older to
determine whethert heyr espond differently t han younger
patients. Other reported clinical ex perience h as n ot i dentified
differences i nr esponses be tweent he e Iderly and y ounger
patients. In general, dose selection for an elderly patient should
be cautious, usually starting at the low end of the dosing range
reflecting the greater frequency of d ecreased h epatic, renal, or
cardiac f unction a nd of ¢ oncomitant di sease or ot her drug
therapy.

8.6  Renal Impairment

XYZAL is known to be substantially excreted by the kidneys
and the risk of adverse reactions to this drug may be greater in
patients with impaired renal function. B ecause elderly patients
are more likely to have decreased renal function, care should be
taken in d ose selection and it may be us eful t o monitor r enal
function [see Dosage and Administration (2) and Clinical
Pharmacology (12.3)].

8.7 Hepatic Impairment

As levocetirizine is mainly ex creted unchanged by the kidneys,
it is unlikely that the clearance of levocetirizine is significantly
decreased i np atients w ith s olely h epatic i mpairment [see
Clinical Pharmacology (12.3)].

OVERDOSAGE
Overdosage has been reported with XYZAL.

Symptoms of overdose may include drowsiness in adults and
initially a gitation a nd r estlessness, followed b y d rowsiness in
children. Thereisnok nown s pecific antidote to XYZAL.
Should overdose occur, symptomatic or supportive treatment is
recommended. XYZAL is not effectively removed by dialysis,
and d ialysis will b e i neffective unless a d ialyzable ag ent h as
been concomitantly ingested.

11
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The acu te maximal n on-lethal o ral d ose of1evocetirizine was
240 m g/kg in mice (approximately 190 timesthe maximum
recommended daily oral dose in adults, approximately 230 times
the maximum recommended daily oral dose in children 6 to 11
years o fa ge,an d ap proximately 1 80t imest he ma ximum
recommended daily oral dose in children 6 months to 5 years of
age on a m g/m” basis). In rats the maximal non-lethal oral dose
was 240 m g/kg (approximately 390 timest he m aximum
recommended daily oral dose in adults, approximately 460 times
the maximum recommended daily oral dose in children 6 to 11
years o fa ge,an dap proximately3 70t imest he m aximum
recommended daily oral dose in children 6 months to 5 years of
age on a mg/m” basis).

DESCRIPTION

Levocetirizine d ihydrochloride, t he act ive co mponent of
XYZAL tablets and oral solution, is an orally active H;-receptor
antagonist. T he ch emical name is (R)-[2-[4-[(4-chlorophenyl)
phenylmethyl]-1-piperazinyl] ethoxy] acetic ac id
dihydrochloride. L evocetirizine di hydrochloride is the R
enantiomer of cetirizine hy drochloride, a racemic ¢ ompound
with a ntihistaminic p roperties. T he e mpirical formulao f
levocetirizine dihydrochloride i s C ,;HpsCIN,O3;02HCIL. T he
molecular weight is 461.82 and the chemical structure is shown
below:

Cl

O " NL/N\/\OWOH

.2HCl o
Levocetirizine di hydrochloride i sa white, c rystalline p owder
and is water soluble.

XYZAL 5mg tablets ar e formulated as immediate r elease,
white, f ilm-coated, o val-shaped scoredt ablets foro ral
administration. The tablets are imprinted on both halves of the
scored line with the letter Y in red (Opacode® Red). Inactive
ingredients are: microcrystalline cellulose, lactose monohydrate,
colloidal anhydrous silica, and magnesium s tearate. The film
coating contains hypromellose, titanium dioxide, and macrogol
400.

XYZAL 0.5 mg/mL oral solution is formulated as an immediate
release, clear, colorless liquid. Inactive ingredients are: sodium
acetate trihydrate, glacial acetic acid, maltitol solution, glycerin,
methylparaben, pr opylparaben, s accharin, flavoring ( consisting
of tr iacetin, n atural & artificial f lavors, d 1-alpha-tocopherol),
purified water.

CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Levocetirizine, t he act ive enantiomer o f ¢ etirizine, i s an an ti-
histamine; i ts p rincipal ef fects ar e m ediated v ia selective
inhibition of H ; receptors. The a ntihistaminic activity o f
levocetirizine has been d ocumented in a v ariety o f animal and
human models. In vitro bindings tudiesr evealedt hat
levocetirizine has an affinity for the human H |-receptor 2 -fold



higher t han t hat o f cet irizine ( Ki = 3 nm ol/L vs. 6 n mol/L,
respectively). The clinical relevance of this finding is unknown.

12.2 Pharmacodynamics

Studies in adult healthy s ubjects showed t hat 1 evocetirizine at
doses of 2.5 mgand 5 m ginhibited the skin wheal and flare
caused by the intradermal in jection o f histamine. In contrast,
dextrocetirizine exhibited no clear change in the inhibition of the
wheal and f lare r eaction. Levocetirizineat a dose of 5 mg
inhibited the wheal and flare caused by intradermal injection of
histamine in 14 pediatric subjects (aged 6 to 11 years) and the
activity persisted for at least 24 hours. The clinical relevance of
histamine wheal skin testing is unknown.

A QT/QTc study using a single dose of 30 mg of levocetirizine
did not demonstrate an effect on the QTc interval. While a single
dose of levocetirizine had no effect, the effects of levocetirizine
may not be at steady state following single dose. The effectof
levocetirizine o nth e Q Tcin terval following multiple d ose
administration i s unk nown. L evocetirizine i s n ot ex pected t o
have QT/QTc effects because of the results of QTc studies with
cetirizine a nd t he | ong pos t-marketing h istory o fc etirizine
without reports of QT prolongation.

12.3 Pharmacokinetics

Levocetirizine e xhibited linear pharmacokinetics overt he
therapeutic dose range in adult healthy subjects.

e Absorption

Levocetirizine is r apidly and e xtensively absorbed following
oral ad ministration. I n adults, peak plasma co ncentrations are
achieved 0.9 h our after administration o fthe oral tablet. The
accumulation r atio following d aily o ral a dministration is 1.12
with steady state achieved after 2 days. Peak concentrations are
typically 270 ng /mL and 308 ng/mL following a single and a
repeated 5 mg once daily dose, respectively. Food had no effect
on the extent of exposure (AUC) of the levocetirizine tablet, but
T max Was delayed by about 1.25 hours and C ., was decreased
by a bout 36% a fter a dministration w itha high f at m eal;
therefore, levocetirizine ¢ an b € a dministered with o r w ithout
food.

A dose of 5 mg (10 mL) of XYZAL oral solution is
bioequivalent to a 5 mg dose of XYZAL tablets. Following oral
administration of a 5 mg dose of XYZAL oral solution to
healthy adult subjects, the mean peak plasma concentrations
were achieved approximately 0.5 hour post-dose.

e  Distribution

The mean p lasma p rotein b inding o f1 evocetirizine in vitro
ranged from 91t o 92%, i ndependent of ¢ oncentration in t he
range of 90-5000 ng/mL, which includes the therapeutic plasma
levels o bserved. Following oral dosing, the a verage a pparent
volume of distribution is approximately 0.4 L/kg, representative
of distribution in total body water.

o Metabolism

The ex tent o f metabolism o f1evocetirizine i n h umans is less
than 14% of the dose and therefore differences resulting from
genetic pol ymorphism or ¢ oncomitant i ntake of hepatic dr ug
metabolizing enzyme inhibitors are e xpected to be ne gligible.
Metabolic pathways i nclude a romatic ox idation, N - and O -
dealkylation, and taurine c onjugation. D ealkylation pa thways
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are p rimarily mediated by C YP 3A4 while aromatic o xidation
involves multiple and/or unidentified CYP isoforms.

e  Elimination

The plasma half-life in adult healthy subjects was about 8 to 9
hours after administration o f oral tablets and oral solution, and
the mean oral total b ody cl earance forl evocetirizine was
approximately 0.63 mL/kg/min. The major route of excretion of
levocetirizine and its metabolites is via urine, accounting for a
mean o f85.4% ofthe dose. Excretion via feces acco unts for
only 1 2.9% o fthe dose. L evocetirizine i s excreted bot h by

glomerular filtration a nd a ctive tu bulars ecretion.  Renal
clearance o {1 evocetirizine co rrelates with t hat o f creatinine
clearance. I n p atients w ith r enal i mpairment t he cl earance o f
levocetirizine is reduced [see Dosage and Administration (2.3)].

e  Drug Interaction Studies

In vitro data on metabolite interaction indicate that levocetirizine
is unlikely to produce, or be subject to metabolic interactions.
Levocetirizine at concentrations well above C ., level achieved
within the t herapeutic d ose ranges is not an inhibitor of C YP
isoenzymes 1 A2, 2C9, 2C19, 2A1, 2D6, 2E1, and 3A4, and is
not an inducer of UGT1A or CYP isoenzymes 1 A2,2C9 and
3A4.

No formal in vivo drug interaction studies have been performed
with le vocetirizine. S tudies ha ve b een performed with t he
racemic cetirizine [see Drug Interactions (7)].

. Pediatric Patients

Data froma p ediatricp harmacokinetics tudy witho ral
administration o fa s ingle dose of 5 m gl evocetirizine in 14
children age 6 to 11 years with body weight ranging between 20
and 4 0 k g show that C ,,, and A UC values ar e about 2-fold
greater than that reported in healthy adult subjects in a cross-
study comparison. The mean C ,, was 450 ng/mL, occurring at
a meant imeo f1l. 2 hours, weight-normalized, total bo dy
clearance was 30% greater, and the e limination ha If-life 24%
shorter in this pediatric population than in adults.

Dedicated pharmacokinetic studies have not been conducted in
pediatric patients younger than 6 years of age. A retrospective
population pharmacokinetic analysis was conducted in 324
subjects (181 children 1 to 5 years of age, 18 children 6 to 11
years of age, and 124 adults 18 to 55 years of age) who received
single or multiple doses of levocetirizine ranging from 1.25 mg
to 30 mg. Data generated from this analysis indicated that
administration of 1.25 mg once daily to children 6 months to 5
years of age results in plasma concentrations similar to those of
adults receiving 5 mg once daily.

o Geriatric Patients

Limited p harmacokinetic data are available in elderly subjects.
Following once d aily repeat oral administration of 30 m g
levocetirizine for 6 da ys in 9 e lderly subjects (65-74 years o f
age), the t otal b ody cl earance was a pproximately 33% lower
compared to that in younger adults. The disposition of racemic
cetirizine has be en s hown t o be dependent on r enal function
rather than on age. T his finding would also be applicable for
levocetirizine, as 1 evocetirizine an d cet irizinear eb oth
predominantly excreted in urine. T herefore, the XYZAL dose
should be adjusted in accordance with renal function in elderly
patients [see Dosage and Administration (2)].
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e  Gender

Pharmacokinetic r esults for 77 pa tients (40 men, 37 w omen)
were evaluated for potential effect of gender. The half-life was
slightly shorter in women (7.08 4+ 1.72 hr) than in men (8.62 +
1.84 hr); however, the body weight-adjusted oral clearance in
women (0.67 £ 0. 16 m L/min/kg) appears to be comparable to
that in men (0.59 + 0.12 mL/min/kg). The same daily doses and
dosing intervals are applicable for men and women with normal
renal function.

. Race

The e ffect o frace on levocetirizine has not been studied. As
levocetirizine is p rimarily r enally e xcreted, andt here ar en o
important racial differencesi ncr eatininecl earance,
pharmacokinetic ch aracteristics o fle vocetirizinea ren ot
expectedt ob e different acrossr aces. Nor ace-related
differences i nt he k inetics o f racemic cetirizine h ave b een
observed.

e  Renal Impairment

Levocetirizine ex posure (AUC) exhibited 1. 8-, 3 .2-,4 .3-, and
5.7-fold increase in mild, moderate, severe, renal impaired, and
end-stage r enal d isease p atients, respectively, comparedt o
healthy s ubjects. T he co rresponding i ncreases of ha If-life
estimates were 1.4-, 2.0-, 2.9-, and 4-fold, respectively.

The total body clearance of levocetirizine after oral dosing was
correlated t o t he cr eatinine cl earance and w as p rogressively
reduced based on severity ofrenal impairment. Therefore, it is
recommended t o ad justt he dosea nd dosingin tervalso f
levocetirizine b ased o n cr eatinine ¢ learance i n p atients w ith
mild, moderate, or severe renal impairment. I n end-stage renal
disease p atients (CLcg <1 Om L/min)1 evocetirizine is
contraindicated. The amount of levocetirizine removed during a
standard 4-hour hemodialysis procedure was <10%.

The dosage of XYZAL should be reduced in patients with mild
renal i mpairment. Botht he dosage andf requencyo f
administration s hould be reduced in patients with moderate or
severe renal impairment [see Dosage and Administration (2.4)].

e  Hepatic Impairment

XYZAL ha snot be ens tudied inpa tients with h epatic
impairment. The non -renal cl earance ( indicative o fh epatic
contribution) w as found t o ¢ onstitute a bout 28% of t he t otal
bodycl earancei n healthyad ults ubjectsaf tero ral
administration.

As levocetirizine is mainly excreted unchanged by the kidney, it
is u nlikely th at th e c learance o f le vocetirizine is s ignificantly
decreased i n patients w ith s olely hepatic i mpairment [see
Dosage and Administration (2)].

NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity studiesh aveb eenp erformed with
levocetirizine. However, evaluation of cetirizine carcinogenicity
studies arer elevant f or d etermination o f the carcinogenic
potential of levocetirizine. In a 2-year carcinogenicity study, in
rats, cetirizine was n ot car cinogenic at dietary dosesupto 20
mg/kg (approximately 15 times t he m aximum r ecommended
daily oral dose in adults, approximately 10 times the maximum

14
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recommended d aily oral dose in children 6 to 11 years ofage
and ap proximately 15 times the maximum recommended d aily
oral dose in children 6 m onths to 5y ears ofage ona mg/m’
basis). Ina2 -year car cinogenicity s tudy i n mice, c etirizine
caused an increased incidence of benign hepatic tumors in males
atad ietarydos eof 16 m g/kg (approximately 6 times th e
maximumr ecommendedd ailyo rald ose in adults,
approximately 4 times the maximum r ecommended d aily o ral
dose in children 6 to 11 years of age, and approximately 6 times
the m aximum r ecommended d aily o ral d ose in ¢ hildren 6
months to 5y ears of age ona mg/m’ basis). No increased
incidence of benign tumors was observed at a dietary dose of 4
mg/kg (approximately 2 times the maximum recommended daily
oral dos e in adults, equivalent to the m aximum r ecommended
daily or aldos ei nc hildren 6 to 11y earso fa gean d
approximately 2 times the maximum r ecommended d aily o ral
dose in children 6 months to 5 years of age on a mg/m’ basis).
The clinical significance of these findings during long-term use
of XYZAL is not known.

Levocetirizine w as not m utagenic i n t he A mes t est, a nd not
clastogenici nt heh umanl ymphocyte a ssay,t he m ouse
lymphoma assay, and in vivo micronucleus test in mice.

Inaf ertility an d g eneral r eproductive performance s tudy i n
mice, cetirizine d id n ot impair fertilityatan oral dose of 64
mg/kg (approximately 25 times t he r ecommended d aily o ral
dose in adults on a mg/m? basis).

13.2 Animal Toxicology
Reproductive Toxicology Studies

In r ats an d r abbits, | evocetirizine was n ot t eratogenic at o ral
doses up to 200 and 12 0 m g/kg, r espectively, ( approximately
320 and 3 90, r espectively, t imes t he m aximum r ecommended
daily oral dose in adults on a mg/m* basis).

In m ice, c etirizine caused r etarded pu p w eight gain dur ing
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).

CLINICAL STUDIES
14.1 Seasonal and Perennial Allergic Rhinitis
Adults and Adolescents 12 Years of Age and Older

The e fficacy o f X YZAL was evaluatedi n six randomized,
placebo-controlled, do uble-blind clinical tr ials ina dulta nd
adolescent pa tients 12y earsa nd ol der w ith s ymptoms o f
seasonal allergic r hinitis or p erennial allergic r hinitis. T he six
clinical trials include three dose-ranging trials of 2 to 4 weeks
duration, one 2-week efficacy t rial i n p atients w ith s easonal
allergic rhinitis, and two efficacy trials (one 6-week and one 6-
month) in patients with perennial allergic rhinitis.

These trials included a total of 2412 patients (1068 males and
1344 females) of whom 265 were adolescents 12 to 17 years of
age. E fficacy was assessed using a total symptom s core from
patient r ecording of 4 symptoms (sneezing, r hinorrhea, n asal
pruritus, and ocular pruritus) in five studies and 5 s ymptoms
(sneezing, r hinorrhea, n asal p ruritus, ocular pruritus, and n asal
congestion) in one study. Patients recorded symptoms using a 0-
3 categorical severity scale (0 = absent, 1 =mild, 2 = moderate,
3 = severe) once daily in the e vening reflective of the 24 hour
treatment pe riod. [ n o ne s tudy, p atients al so r ecorded t hese



symptoms i n a n i nstantaneous ( 1 h our before t he ne xt dos e)
manner. T he pr imary e ndpoint was the m ean to tal s ymptom
score averaged over the first week and over 2 weeks for seasonal
allergic rhinitis trials, and 4 weeks for perennial allergic rhinitis
trials.

The t hree dos e-ranging t rials were co nducted t o ev aluate t he
efficacy of XYZAL 2.5, 5, and 10 mg once daily in the evening.
One trial was 2 weeks in dur ation c onducted in patients with
seasonal allergic rhinitis, and two trials were 4 weeks in duration
conducted in p atients w ith p erennial a llergic r hinitis. In t hese
trials, each ofthe three doses o f XYZAL demonstrated greater
decrease in the reflective total symptom score than placebo and

Table 5

statistically significant. Results of one of these trials are shown
in Table 5.

Mean Reflective Total Symptom Score” and
Instantaneous Total Symptom Score in Allergic
Rhinitis Trials

Treatment N

On Treatment| Difference from Placebo

Baseline| Adjusted

Mean Estimate | 95% CI | p-value

Seasonal Allergic Rhinitis Trial — Reflective total symptom score

the difference was statistically significant for all three doses in XYZALSmg 118 | 840 5.20 089 (0.30, 1.47)| 0.003
two of the studies. Results for two of these trials are shown in Placebo 17 | 850 6.09
Table 4.

Table4 Mean Reflective Total Symptom Score” in Allergic Seasonal Allergic Rhinitis Trial — Instantaneous total symptom score

Rhinitis Dose-Ranging Trials

IXYZAL 5 mg| 118 7.24 4.58 0.73 (0.17,1.28)| 0.011
On Difference from Placebo Placeb 17 748 530
aceno . .
Treatment | N | Baseline Treailtment
Adjusted . o
Mean | Estimate | 95% CI | p-value Perennial Allergic Rhinitis Trial — Reflective total symptom score
Seasonal Allergic Rhinitis Trial — Reflective total symptom score XYZAL 5 mg 150 7.69 3.93 117 {(0.70, 1.64) | <0.001
XYZAL2.5mg116|  7.83 427 091 |(0.37,1.45)| 0.001 Placebo 142 | 7.44 5.10
"Total s ymptom s corei st he s um o fi ndividual s ymptoms of sneezing,
XYZAL 5mg |115 7.45 4.06 L11 (0.57,1.65) | <0.001 rhinorrhea, nasal pruritus, and ocular pruritus as assessed by patients on a 0-3
categorical severity scale.
XYZAL 10 mg|118]  7.15 357 1.61 | (1.07,2.15) | <0.001
Onset o faction was evaluated in t wo e nvironmental e xposure
Placebo 118 7.94 5.17 unit s tudies in a llergic r hinitis patients with a singled oseo f
XYZAL 2.5 or 5 mg. XYZAL 5 mg was found to have an onset
Perennial Allergic Rhinitis Trial — Reflective total symptom score of action 1 hour after oral in take. O nset o fa ction w as also
assessed from the daily recording of s ymptoms in the e vening
XYZAL2.5mg133|  7.14 4.12 117 ] (0.71, 1.63) | <0.001 before dosinginthe seasonal a nd pe rennial allergic rhinitis
trials. I nthese trials, onset o f effect was seen after 1 day of
XYZALSmg [127| 7.8 4.07 122 | (0.76, 1.69) | <0.001 dosing,
XYZAL 10 mg|129 7.58 4.19 1.10 | (0.64,1.57) | <0.001 Pediatric Patients Less than 12 Years of Age
Placebo 128 702 599 There are no clinical efficacy trials with XYZAL 2.5 mg once
daily in pediatric patients under 12 years of age, and no clinical

"Total s ymptom scorei st hes umo f individual s ymptoms o f sneezing,
rhinorrhea, nasal pruritus, and ocular pruritus as assessed by patients on a 0-3
categorical severity scale.

One cl inical t rial was d esigned t o ev aluate t he e fficacy o
XYZAL 5 mg once daily in the evening compared with placebo
inp atients w ith s easonal a llergic r hinitiso vera 2 -week
treatment p eriod. I n this trial, XYZAL 5 mg de monstrated a

greater d ecrease fromb aselinei nt he reflectivean d
instantaneous t otal s ymptom s coret han pl acebo, a ndt he
difference was statistically significant (see Table 5). The results
of the instantaneous total symptom score support efficacy at the
end of the dosing interval.

One clinical trial evaluated the efficacy of XYZAL 5 mg once
daily i nt he e vening ¢ ompared t o placebo i n pa tients w ith
perennial al lergic r hinitis overa 6 -weekt reatmentp eriod.
Another t rial co nducted overa 6 -month tr eatmentp eriod
assessed e fficacy at4 weeks. XYZAL 5 mg de monstrated a
greater d ecrease from b aseline in the reflective total s ymptom
score thanp lacebo an dt he difference fromp lacebow as
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efficacy trials with X YZAL 1 .25 m g o nce d aily in p ediatric
patients 6 monthsto 5 years of age. The clinical efficacy of
XYZAL in p ediatric p atients under 12 years o f age has been
extrapolated f rom ad ultcl inical e fficacyt rialsb ased o n
pharmacokinetic co mparisons [see Use in Specific Populations

(8.4)].
14.2 Chronic Idiopathic Urticaria
Adult Patients 18 Years of Age and Older

The efficacy of XYZAL for the treatment of the uncomplicated
skin manifestations of chronic idiopathic urticaria was evaluated
in two m ulti-center, randomized, p lacebo-controlled, do uble-
blind clinical trials of 4 weeks duration in adult patients 18 to 85
years o fa ge with ¢ hronic id iopathic urticaria. The t wo trials
included one 4-week dose-ranging trial and one 4-week single-
dose level efficacy trial. These trials included 423 patients (139
males and 2 84 females). Most patients (>90%) were Caucasian
and t hem ean ag e was 4 1. O ft hese p atients, 1 46 r eceived
XYZAL 5 mg once daily in the evening. Efficacy was assessed
based on pa tient r ecording of pruritus s everity on a s everity




score0f0-3 (0= noneto3 = severe). The primary efficacy
endpoint was the mean reflective pruritus severity score over the
first we ek a nd ov er t he entire t reatment pe riod. A dditional
efficacy variables were the instantaneous pruritus severity score,
the number and size of wheals, and duration of pruritus.

The dose-ranging trial was conducted to evaluate the efficacy of
XYZAL 25,5, and 10 mgonce daily in the e vening. In this
trial, each ofthe three doses o f XYZAL demonstrated greater
decrease in t he r eflective p ruritus severity s core t han p lacebo
and the difference was statistically significant for all three doses
(see Table 6).

The single dose level trial evaluated the efficacy of XYZAL 5
mg once daily in the e vening c ompared to placebo in patients
with chronic idiopathic urticaria over a 4-week treatment period.
XYZAL 5 mg demonstrated a greater decrease from baseline in
the r eflective p ruritus s everity scoret han pl acebo a ndt he
difference from placebo was statistically significant.

Duration of pr uritus,n umbera nds izeof w heals,a nd
instantaneous pr uritus s everity score a Iso s howed s ignificant
improvement over placebo. The significant improvement in the
instantaneous pruritus severity score over placebo confirmed end
of dosing interval efficacy (see Table 6).

Table 6 Mean Reflective Pruritus Severity Score in Chronic
Idiopathic Urticaria Trials
On Difference from Placebo
Treatment N |Baseline Trez.ltment
Adjusted | potimate|  95% CI p-value
Mean

Dose-Ranging Trial — Reflective pruritus severity score

17

XYZAL2.5mg | 69 2.08 1.02 0.82 (0.58, 1.06) <0.001
XYZAL 5 mg 62 2.07 0.92 091 (0.66, 1.16) <0.001
XYZAL 10 mg | 55 2.04 0.73 1.11 (0.85,1.37) <0.001
Placebo 60 225 1.84

Chronic Idiopathic Urticaria Trial — Reflective pruritus severity score

IXYZAL 5 mg 80 2.07 0.94 0.62

(0.38, 0.86)

<0.001

IPlacebo 82 2.06 1.56

16

Pediatric Patients

There ar e n o cl inical efficacy trials in pediatric p atients with
chronic id iopathic u rticaria [ see Use in Specific Populations

(8.4)].
HOW SUPPLIED/STORAGE AND HANDLING

XYZAL tablets are white, film-coated, oval-shaped, scored,
imprinted (with the letter Y in red color on both halves of the
scored tablet) and contain 5 mg levocetirizine dihydrochloride.
They are supplied in unit of use HDPE bottles.

90 Tablets (NDC 0024-5800-90)

XYZAL oral solution is a clear, colorless liquid containing
0.5 mg of levocetirizine dihydrochloride per mL.

Oral solution in 5 oz glass bottles (NDC 0024-5801-20)
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Oral Solution in 5 0z polypropylene bottles (NDC 0024-5801-21)
Storage:

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

PATIENT COUNSELING INFORMATION
17.1 Somnolence

Caution p atients ag ainst en gaging i n hazardous o ccupations
requiring ¢ omplete mental a lertness, a nd m otor coordination
such a s ope rating machinery or driving a motor v ehicle a fter
ingestion of XYZAL.

17.2 Concomitant Use of Alcohol and other Central
Nervous System Depressants

Instruct patients to avoid concurrent use of XYZAL with alcohol
or other central nervous system depressants b ecause additional
reduction in mental alertness may occur.

17.3 Dosing of XYZAL

Don otex ceed t he r ecommended daily dos e i na dults a nd
adolescents 12 years of age and older of 5 mg once daily in the
evening. In children 6 to 11 years of age the recommended dose
is 2.5 mg once daily in the evening. In children 6 months to 5
years of age, the recommended dose is 1.25 mg once daily in the
evening. Advisep atientst onot i ngestm oret hant he
recommended dose of XYZAL because of the increased risk of
somnolence at higher doses.

Manufactured for:

UCB, Inc.
Smyrna, GA 30080

and

Co-marketed by sanofi-aventis U.S. LLC
Bridgewater, NJ 08807
A SANOFI COMPANY

XYZAL is a registered trademark of the UCB Group of
companies.

©2012 UCB, Inc. All rights reserved.
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HE (12.31H) 2&H]

23 6 nHA~SEmD/NR
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WY)-3EWFE AAERBRBRILIENE S LTV, SEMM AERRBRITZ 7 Ik F U o2 VT EE
ST,

71 TUFEI Y, TRV, VAFVy, 2V RAawAf Yo, Fhatr)—nr, T
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BRI 3% NI AW END Z LR ENTZ, BEF U P Ud e hORATICHWEND Z LR
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WLV REINTWD, L7ZR-T, 6~ mDHBFTIX25 mg%a 1 H 1BEIOHESEHAEA#HE X /20
Z & RHEMEY BN REER CIX 6 » A ~5m/NEEFIZ 1 H 1181 1.25 mg O H & TG L7/ R,
FAIZ L H LA 5mg 2 &5 L2512 LT 2 & Hg@EN RSN TW5, [HE A& 22531H),
ERARRER (14 TH) KOERREEM (12.3H) =58,

85 miE~DEE

TR % 52T - A E I B3 2 BRARRER IS X, MBS OENEFERE L B0 85 0%
WERT 2 DI+ 725D 65 LA EDOBE NG TN TR o 7o, USRS S 7 FRRRBR A 1
BWTH, AEERE EEFERE L ORIEOEWVIRFE STV, —fRIZ, miEE~0& 5
BOBRPUIEEICITOLERH O | PR, BRI OEIEDOR T, A 0HE U o EKyiE
WOUHANRONDHENB N L Z2EFE L, BFEITEGEOHFBO FIRENORBTL 2 L,

8.6 EHEEREE

Xyzal (ZBBLREENSHH SN S Z ENMONTEY | BHEREREE B TIIARNC X 5 H|
TEROU 27 NEWAREER D 5, mlimBE IIBHEENME T LW AEHANRE WD, HEED
BIRICIIRETHOLERNDH Y, SEBREDE=FZ—DNAHTOHLILARH D ML - A& (2
H) LROEARIER (12.31H) 2],

8.7 JFkEE
LAREF Y D ATBLICREIRE L TEIEN P SN D720, FFEEDLOBEIZRBWNT
VARET VDO 7 VT 7 ANRE LR NI D laeM IR [FRREKEE (12.318) =&,

10 BERS
Xyzal [IZ OV Tl EHR G- HE STV 5,
MR G L DIERE LT, AR TR R

ULy
7

NRTIH S O BAE X DR SITWHRED

&
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Z D% OMEIRR RS NS D ATREMEDNS & 5, Xyzal 125683 2 BEEN O K5 SRR 3 IT 72 N, i B
HE U786 12, SHERIE K O ERHRERHESRE X5, Xyzal 1EENTIZ L > TIXh Rk %
VT, BT ATRE 2R HEAN & [ L TR WRY . BT Th 5,

2T RIBITLHLREF Y DU D RFR O AMEIERSE R 240 mg/kg (mg/m? #5 TR A IC
B HELE R KA 0 — H & O 190 15 K O 6~11 1k O/NRIZ I 1T HHELT R KR 11— H & D 230 1%
K6 5 H~5 mD/NRICEB T 2 HERE R KRN — H&D 180 f5) Tho7e, 7 v MIBIT &K
% O FEEFE BT 240 molkg (mg/m? #aB TRk AT 381 2 HESERLCHR 1 — H & D) 390 5 K O 6~11
i D/NRIZ BT B HELSER KRR T — B B O#) 460 (5% N6 » H~5 ik /NNRIZE 1T B #HES R KR N
—HEOR3T0f%) Tholz,

11 PR

Xyzal % 8 Xyzal #& DRI OTEVERR S Td B LARE T U O IR, #0 THZR Hi %
BIFETE T B ALFA R [2-4[(4-7 B R 7 = =) 7 = = AF AL ERT V=] b %
VIR I T H D, LAREF Y U TR, Ple 2 X I UEE LT E LAY TS
2 FVVUBBEDO REBRETH D, LARET U ¥ “HERIE O FER T CoHasCIN,O; + 2HCI
Thd, s fEIF461.82 T, {LFHERIZLL T OM@Y TH D,

OH
_/ ~"0

ol

LARETF U O r TR A AORE MR R TRIZROPET 070,

Xyzal 5 mg $E1%, EHNE THERDOA S T2 OR AT GEHAGT 4 v bha—T 1 U THEE L
THRIFUL STV D, FEEICITERRO AN /7 4 (Opacode® Red) T Y O XLFNLEIE TV,
IEMER S & LCUTObDONEEND @ fhdaEAr—2 HMAFY), 2a A NREAKRS Y D
FORATT Y Vg~ 32y U b, T4V ha—T 4 THITe 7T o Ao —2 B{LFZ o MO~
rna=—)L 400 ZEAT 5,

Xyzal 0.5 mg/mL #% FHR A sk o0 M R 70 i i & L CRAIE ST 5 FRIETER Y & L
TUTOLONEEND : Bilg T U v A=K, KEE, ~VF b—WwR, 7 0k&Y o
RFNRGRy | FabARTRe Fyh e, FWE (R T7RFr, REROATEEL
dl-a-ba 7=/ —inbaks) ., FRK,

12 ERPRIEKH
121 {ERBEFF

T F U DU DOENEBRATHLLAREF U DU EPie 2AZ I VB TH D EARERIT HL %A
KOBIRHAELZ T LTS, LAREFU D oofie 22 I UiEkL, SESEREMEOE k
ETNTEIESNTND, Invitro fEERERIZCE Y, LAREFV DUIZE, BF VP L0 2658
FEWv (KilZZFnE 3 nmol/ll & 6 nmol/L) b b+ Hy S BAE~DFEEMENRH 5D = & 23 5727
ST, ZOMADEERE EOBEMIIRHTH D,

122 hH=E

B2 N E it G & L= BRIC I D, LARBEF U P 25mg K5 mg DHET, b X
I VOENEFICEV ISR SNTCEERER O 7 LT 2032 2 LB 61T oT2,
KR, TFA hatTF U OIS RO LT RS OMENICB W THARELZ RS o
7o 14 flo/NEWERE (6~117%) ITBWT, LAEF I 5mgDHET, £ AZ I DORN

10
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HESNZ R VB SR Z SNIEE RO 7 U7 28 U, IEMEITRIR TS 24 REfEFE L 72, B A2 3
Vg5 R &R ER & OBEER EOBEMEIIRHTH B,

LAREF VP 30 mg DEEEEIZ X D QT/IQT bR Tlx. QT MM ~D MBI T HEIE S e
Sfe, VIRETF U DUOREIRGIZE DEEIT ol — T, LAR®F U UK AERITHE
A% 5% O EFARETIZARWATREMEN S D, LAREF U P DZRFE 5412 QT BRI XIFT %
BIIRATHDL, BEFV VUL D QT RO EL NEMIC O 58T U ¥ v Ok % HHfE T
QT DIEEITHT A MEN R -T2 b, LAREF U 2 2L QTIQTe ~DAEM A 220 & T
INTWD,

12.3 FEyEhRE
LREF VU D%, @BERRAERE IZBW CIREEOHFIHIZ DT > TRIZEO Ry EiiE 2 7~ L
7=,

« IR

LARETF U DU 0 B HRISREN D JAFEICRIN S D, BT, SERlZ R OEE#% 0.9
B Chem M PR ICET D, HARO®KRS L-ROSHEEIL 1.12 T, 2 HEZICEFIRIEICE
T 5, 5mg & 1 H 1[EHEEEEG IKERS L6 Ok RE LS £ 270 ng/mL &Y
308 ng/mL Th 5, BMILAREFT Y P UEEDIRTE (AUC) OREFEITHEL RIT IR0 o 72D,
EEN R & TG L2 1TIE T 2559 1.25 BERETEAL, 72 Coax (359 36% 84 L7 ; Lizhio
T, LREF U VIR FOFEII OO L TRET D ZENARETH D,

Xyzal £ QA IO A& 5mg (10 mL) 1%, Xyzal $£0 5mg & & AW FCRI%ETH D, Xyzal
RO D 5 mg F & 2 fEFE 72 B BERTE |2 D 4% 51249 0.5 IREfH] C SR e i FR R Ll L7,

il

Invitro [Z31 5 LARET U ¥ OFEIMAES » 37 FEE 1T 91~92% D i T, Bl52 S 7R
WoMmE L~ L EETe, 90~5000 ng/mL OFPH TIXIEE S ITEBBRE CTH -2, BRAOKGH% O RL»
T ORI HRFEIT 0.4 Lkg TH Y . EKNRAK D ~DOSHEFR L TN 5D,

- R
EMIBITFADLARETF U U ORBORETREED 14%RHETH D720, BInER
SOTAT IR I F L E IR O FFFHEROF RA U 52 TEHTE 2 LTRSS, REHRREIC
1. FEBEREG, N-XUXO-T7 X AL ONZ T U A ERH 5, BT v AbfRKIEEE LT
CYP3A4IZ X WS- E DM, — HEFHERAIZIT, BE L ORMEZRIIZDOWNT O CYP T
AT F—LNEELTWS,

- HK

R 72 B AN BR (2 d 1) A i AR 1 B8 K OV DA O F¢ 5-1% 4 8~9 FEflTh v, L
REF VOO 7 VT 2 234 0.63mLkg//y CThoTz, LARET U v R OMHT
MO FEER PRI IIRBEHETH Y | P THEGED 85.4 %% 5O T\ 5, FHEERHOHEMIIHE
BED 129% L ED TV, LAREF U D3R ERARTEE & OREBI A R AE W D i & 12 &
DRSNS, VAREFVDVOB I VT I RF I VT F=0 7 VT T URAEFEBEL TS,
BHSREREERE ICB WL, LREF U027 VT I AR TS HE - & 2311 %
2,

- IYFE A ERRER

AR AT S in vitro 7 —21d, LARET U P A RBIOMR AIEM & 5] Sl 2977
NEE DB E Z T B AREMEMENZ L 2R LTV D, 1BEEDFIN TET D Chax UL LD
TEWVERE T, LAREFU UL CYP 7 A VA LD 1A2, 2C9, 2C19, 2Al, 2D6, 2E1 &

11
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O 3A4 ZFHERT, £72 UGTIA XUX CYP 7 A VWA A 1A2, 2C9 KL TR3A4 T L7V,
LAREF VAT HOWNTARD invivo EYH AAERHRBRITEm S T, BRI 7 & 2K
DOEFV o ERAWTEGSIN- EEWHAEER (7H) 2581,

- /NRBE

6~11 75k TIREE LS 20 kg 72 5 40 kg DHEEFANIZ 8 5 14 FID/NE ARG L L LARETF U 2 5mg
RO CHEEE Lz, /NRICB T 2 BYEhRERBR D 5 OFT — X 12K D | Coa L OV AUC fEIE, R
BRI LEERIC BN T, B R AR E CHE SN TV AEI VR 2 FEVETH D Z EBHL N
272> TN D, RADEE Ll LT Z O/NEOEM TIEY Chax 1E 450 ng/mL T, #5471
12 CRIE L, KEZESELIZ2E 27 VT 7 AN 30 % EA L, F 2 ER X 24%5
L7

LARET U VU ORMENIERERIT 6 A O/NEBEE CIXFEM S LTV, L ke AR T
o T RHEMER BN REARIT A, 1.25 mg 75 30 mg O#FIPAN TL R F U V0 OB REE T KE &
5% 5207 T2 324 B O YR (L~5 ik D/ 181 ], 6~11 sk D /1N 18 5], Jo UF 18~55 ik D% 124
) 2 Rt RICE i S iz, 2O L DT —%126 » H~5D/NNEd 1 H 1[0 1.25 mg O#H-
21 H 1A 5mg DG %5 - ANEBRE & RO MBREICR 5 2 L 2R LT,

- EEnBE

R DOWERE ([Z O W TIEIR S-S WENIE T — % LvEE STy, 9 fFlo &g (65
~T45%) EXHREL, LAREF Y 30mg &6 HRECHIm>TLHLIBEINERO®RS LZ%D
EH I VT T AL, BHERADOEA &L TH 33%IE1-72, TEIKOEF VU VU DIRN
BhREIL, IV BHERRICELASND ZERHLMNIR S TVD, LREF IV EEF Y DV
T EE LORPICHRE SN A 720, ZOFMIZL AT Y P UICbEHTELTHA D, L
T T, @D EF TIE, Xyzal DHEITEERICHESWRES 2L [Hik - HE (253H)
=B,

- PERI

7T HIORFE (B 40 B, Lotk 37 4i) O3EPEhRERERFE S X, MRNIC K VAT L RO H 5
BN OWTEME S 7, RO A ME (8.62 = 1.84 HRRE]) L0 ik (7.08 + 1.72 :fE]) Th
FTZHEN STz, L L, REZFHELZROZ VT 7 AT, L (067 = 0.16 mL/%y/kg)
IZ5M% (059 £ 0.12mL/orkg) ERIETH D L HIBbnsd, EReBHEEZ O BMER O
Wik, Fl—o 1 BELOESMEN#EATE 5,

- NFE

ANFIZE D LARET Y D A~DEEBIZONWTIETRBR M T TRy, LRt TF Y Uit
LCEENGEE S, £ v 7= 2 7 7 R AR L AEKRZEZN 20D,
REeFV Vo OEYEEFIREI AR TR R Z LTV R THIENS, TEIKOE
F UV OBEIZEB W T ARICEE T D TR N T,

- BHEEE

R AR B OBHEEERE R ORMOBFEBREICBITHLRAEFY VU DREEE
(AUC) &, fEBE298E &l LT, =N 1.8, 3.2, 43 LONS.7 DN E R L=, s
T 5 YR OHEEM OB, £ 14, 20, 29 KV 4fETH-T-,

BOBSHOLAREF IS0y 7 VT I RAF 7 VT F=v 27 )T AL HBELTE
V., BRABOEEEICESOTHIENIIR T Lz, T07s, BRE, PSR HEOBEERSE
BETIZ, VT F= 2 VT 7 ACESWTLRETF Y O 0K O 5 %2 -4
HIZENHEIREESN TS, RIOBEERE (CLer<10 mL/%y) TIHLREF U DI TH
%, HEUER) 72 A BRI OBHTEEPICRESN D LR BT U VU BIT 10% K0 Th - 7=,

12
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BERE O HRREIR E B Tl Xyzal ORGEZWMO T2 &, TEHEEIHEOBHKERE RS
Tid, BREBELHEGHEZILICHOTZ L ik & Q41 22H],

- FREE
PR B & x5 & LTz Xyzal OFRBRIZFENE STV RV, FEEE 72 ik AWEBRE ~ DR 0 5%
DIEBEI VT T oA (FIROFLGOREE) X, 257 V77 A0 28% THDH 2 VA LT,
VARETU U BOICREIERE L TEIRIC L DRt S D720, FEEO LD EE B
TLREFV VDI VT 7 U ANE LR T2 a6 Ey [HiE - HE Q) 22M1]

13 FEERIRFME
131 BAJREME, BREM, ZEEEE

Vit TF U VWS AR IIE/m S TRy, L, BT U PronAEMER
RO Z LARET U U ORNAFTREMEOHIBNICEE ST 5 & LTERET S, 7> MaHuni 2
RO AJEIERBRIZIBN T, BF U 203 20 mglkg (mg/m?#5 TREAIC I8 1T 5 HES I R 0
—HEDORK 15 {F L 6~11 5% O/NEIZ I D HELERRE N — H EOK 10 55TV 6 » H~5 D
INBIZR T D HER R KR D — H B0 15 1%) £ CORMBEGRICNAFMEZ RE ehotz, v
2% N2 2 OB AJEMRBR T, BF U P 16 mglkg (mg/m? #E CTREAIC ST 2 HESE B
K& —HEOHK) 6 5K 6~11 /N BIT 2 HERE RN — B EOK 4 5% 06 » H~5
ik D/ I 1T DHERER KR A — B &K 6 f5) ZIREER SR, M~ © A TRMEIEE OB
RN EF L7, 4 mglkg (mg/m? #UE CTRAIC IS D HESE IO A — H B0 2 (5 K T 6~11 D
INBICBIT A HEE R RO —HE L IZFREL D 6 » H~5 mo/NRICHB T 2 HERE RO —H &
DK 2 f5) ZIREEE G-I, BYEBORBER AT R oo 7z, Xyzal OEHFEH TR
AT OERR EOBZRIIFAHATH 5,

LAREF Y D3 — A RARBRICB W CEBEEEZ RS T, £/t MU ek R, ~ov xR
RERER K OV invivo TO~ T AD/NMERBRICE W CTREEEF ZFHE Lo T,

~ 7 A& AW ZIRRE R R AETERERBR TlX. B F U ¥ 1 64 mglkg OF% N5 T RTEE
Babo7z (mg/m* #UE TR AIC 31T A HESER O — B &0k 25 fi2)

13.2 #WEKE
ARt A TR ER

7 v MR B X5 HO AR A RERBR TIE, LARET U P13 120 mglkg & Ok 200
mg/kg O F NE N O ARG THEATEIEITERD S 1720 72 (mg/m? #UE TR A 31T B HELER K
&0 — H&DZ UK 320 15 & U 390 15) .,

~ U A& WA A RERBR I ) U REWIC BT S 96 mglkg DOFE A #E T
LIRS B T D HFOEREBINCENL A SN2 (mg/m? W TRlRAICK T SRR AR O —H &
DK 40 i)

14 ERRFER
141 ZHHROBEET LA —HER
JRAR N 12 Bl EDELE

Xyzal DFZMEIL . ZBEME IT@ENET LV X =P8R DIER N H DA KO 12 Ll EoFE
Extgrl Lo, BAEA(L 7 78 AR _EHEREEBRO 6 RERICB WMl &7z, 6 #BRIZIX.
REAHI 7S 2~4 R O 58k EH Bk 3 3Bk, BT L X —BREF 24 L Lz 2 O
BB 1 3Bk, AT LA —EaREBE LG L Lo Ao 2 5Bk (6 MY 158
Br. 6 v AN 13BR) BNEERLTVD,

e ORERITIL, AFF 2412 1] (5% 1068 i, 2ok 1344 B) OBEFENEEI, FD D H 265
BN 12~1T WO FETH - 72, AR, 5RBRICBIT 5 4 FEOER (K Lok, SR, &%
DFERIE R OMRE D EEE) KON L BRICEIT D 5 FEOER (< Lok, &, ST ) EE, IRZ
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O FERE K OVRPA) (BT 2 B OFRRERD D ORRIER R 27 Z W THHME L7z, BEIX, 0~3 D7
T AY —RIEFEE A —/b (0=72 L, 1= 2=m%FE, 3=HKZ) 2T, 1 0 1 EHKIZ
24 FEE OTREHAM 2 [mIE L CERZFEE Lo, 1B Cix, BRI GRERS- 0 1 EEREED E
WO HITH ., FEIMEA 1L, FEHMT LA —MERICHOW TR O 1 8B KO 2 #HE
VL, BEET LA —MERERICOV UL 4 BRZ Y L, RIERA 27 OFHETH -
77

BHERERBRO > H 3RBIT, 1 A 1RE®KIC xwm255&0umm%&5btﬁ@ﬁm$
ZEHil3 272l FE i S 7o, 1 ABRITEBREIM A 2 W T, FEMET LA X —PERREE &%t
%K%%éh\zﬁ%mﬁ%%ﬁﬁ4ﬁ%f\@E@va¥~ﬁ%%%%%ﬁ%kbfimé
iz, 2o ORBR T, Xyzal D 3FEFHDO A G & CRIFAFRIERA 2787 78R L K&
WD ENREN., ZTOET, ZROLORBO I 2 3 BT 3 HRICOWVTHRFMIICAER
Tholz, BBRD S 6 2RBOMERER 4177,

&4 7T UVNX—HBREEGERERRICE T 5 FHEBAORERR 2 7>

NeR | BRI FSuREDE
&5 N -

7Av | LEWSE | e | 9s5%cl | piE
BT LR BARER - BEORERZ 27
Xyzal 2.5 mg 116 7.83 4.27 0.91 (0.37, 1.45) 0.001
Xyzal 5 mg 115 7.45 4.06 1.11 (0.57,1.65) | <0.001
Xyzal 10 mg 118 7.15 3.57 1.61 (1.07,2.15) | <0.001
7T R 118 7.94 5.17
BT LLX—HERRER - BIBRRERZ a7
Xyzal 2.5 mg 133 7.14 412 1.17 (0.71, 1.63) <0.001
Xyzal 5 mg 127 7.18 4.07 1.22 (0.76,1.69) | <0.001
Xyzal 10 mg 129 7.58 4.19 1.10 (0.64,1.57) | <0.001
7R 128 7.22 5.29

IR A 2 TR, 0~3 OB T IV —RIEEE A 75— WESWTHRENGME L2, < Lok,
BN, 8= 9 FREN OIRZE 9 FRIEDE % DIERDOABFTH 5.

FEARERER D 5 H1IEER CTlE, 2B OEEHMICOIZY | FHIET LA —MHRREEEZ G L
L TXyzal 5mgZz 1 H1EEICH&K G L7ca oA 9ME2 77 AR & g U TRl 2 X 5 &l s
T2, AHBRTIL, Xyzal 5 mgic &V BIER R OBRRISRER 2 2 7 R 758 R L il L TR—2 5
A UMBRESETTHZ LIRS, TOETFHHICHE Th o7z (R5BH), BREIRIE
RA a7 ORI, HE5HBKRTHATEDI THLIZLEZEMTHHLOTH D,

BERERER D 5 H1IEUR CII6E B OTREHIMIC O | lEET LI —HaREBEZG L L
TXyzal 5mgx 1 HURHRIZE G- L2358 Oa A 77 R & ik U TR L7z, 61 H O]
flZlc o THEES M= 51 OOFER T, 4 OK: R CHEMEZFHE L 72, Xyzal 5mgliZ LY
FIERIFIEIR A TN T TR EHE L TR—=AT A U b RELUETFT D2 E0REN, 75
TR EDEFKHMCHEE Th Tz, 2O DORBRD 5 HOLIRBROFE R 2 KEIRT,

K5 7T UNAFX—HBRABRICEK T D EBRRAER X 2 7k CBRHEEIBER R 27 O

. \ N—2 | BERICTEEL TITRREDE
FA v = PHIE #eEfE | 95%Cl | piE
FHMET L X —HEBRRR - EREORIERA 27
Xyzal 5 mg 118 8.40 5.20 0.89 (0.30, 1.47) 0.003
7T 'R 117 8.50 6.09
FHET LY —MEBRRB - BEORIERA 27
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Xyzal 5 mg 118 7.24 458 0.73 (0.17, 1.28) 0.011
7R 117 7.48 5.30
BEMET L X —HERRR - BIBARERZ 27
Xyzal 5 mg 150 7.69 3.93 1.17 (0.70, 1.64) <0.001
7R 142 7.44 5.10

HREER A 2T IE, 0~3 D H T 2 —RITEERE R — LIZ RSO THRENTM L, < Lok, &
. =Z D FEIEN OIRZ 9 FEIEDOME 2 DIERDOEFH TH 5,

TEFZEEIE, Xyzal 25 mg X% 5 mg & HE G L7 7 LA ¥ —PEaRBH 2 x5 b L1 B
FEHNTERER 2 SBRIC IV TR S 7z, Xyzal 5 mg 8 DB S 1 RER IR 2 5Bl 5 = LA
B 627 o7, FERIFEBUE, FREitk B OSBAEIE T LA — MR ARRICH T, ROBEATIC
i BATONDEER O D b3 L=, 2o ORI, 2V RRBUTIR G 1 B %ICHR LT,

12 FFH o NEEE

12 ARG O/ HBE 25t g L L=, Xyzal 25 mg % 1 B 1[04 53 2 BER A 2h a8k & 1Y 6
B HA~5RO/NREE G L Uiz, Xyzal 1.25 mg Z 1 H 1 [B#59 % B PR B9 A 2h MR BR 1 3 92 i
STV, 12 R O /NS 2 x5 & LTz Xyzal OEGRIA ZMEI TSR B RE i (2 H S
Te RN DEEIRBIAINERBR ) DHEE SN D, (Rl BEEM~DK L (84 H) 2#ZH],

142 BERREERE
18 L L DN BE

B OHEZ LD 72 MENERFTSMEZRRIZIZ X 2 BEIER OIRIEIZ 31T 5 Xyzal O #EX, 18~85
IR OB RSSO NBE RIS E Lo, BRI 4 B o, Zhax LR EE4 7 7 &
A EHERRBRO 2 RBRICBWGHEis 7z, 20 2 BB, 4 B OS5 ERTEHER 1
BN OV 4 B O HEER 5 L~V MR S E EL Tz, 2 b OFRBRIZ I 423 il (5514 139
B, &tk 284 ) ODBRENEGEINTND, 1FEALE (>90%) DEEIZAANT, $W$#i4ﬁﬁ
Thotle, TNHLORFOS B, 146 filiX 1 H 1 [BHKIZ Xyzal 5mg OG- &%= 1F 7=, A 2h%
~3 (0=7¢ L, ~3=HE) OHEEERA T EHW-, BHFIZ ié%a%ﬁ@ﬁﬁﬁ@ﬁﬁ
WTCRHMl S N7z, FEFHMIE I, RO 1 HHEOVERMEKEZE L To, Iﬂ@@%%5
FREEIEE AT Thoto, ZTOMOFEINEEZRTELRIL, BREZ HSFEEFEEE AT, B0
BOF NI RE S, KOE S FEIEDOFHEHIR CTh - 72,

B ERERERIT, 1 B 1[BM&IZ Xyzal 2.5, 5 %OV 10 mg % #5- LR OGN Z2 AT 5 7=

DI I S 417z, AR TIE, Xyzal © 3 FEHO K G- & CRIEAIE S FEEREELE A a7 NS 7k
REVRKRELLWOTEZEIRIN, TOET, 23 ARICOVWTHIHMICAEERE TH-7- (6
ZH).,

HiElie b L~V Tl 1@MERe MRS B x5 & U C, 4 R OIRESIRIC D20 | 1
H 1 [E1#(Z Xyzal 5 mg %wf%k%u L7-BEOFMEE 77 2R L L CiHli L 72, Xyzal 5mg 2L b
MIEENE DFRERIEE A TN T TR EHE L TR—RA T4 UNHRESETTEHZENRE
. 7???&@#i#ﬁm CHEE THoT,

Z I FEEO RGN, B2 OBW ICKE S EUBE Y FHIERIEE A a7 7 7 1R L g
LTCEHELWSEEZ R L, 778N LT Y EEREE AT OFLWEEEICLDY
B RIMRHE TR CTOAERHER SN (R 6 5H),
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K 6 B RMERERRICK T 2 VYRR Z S FEEREEEA 2T

R—27 | BERIZHE TIEREDE
&5 N . .
1 L9 [ e | 95%Cl | piE

B5RRERE - BT O EEEEEA T
Xyzal 2.5 mg 69 2.08 1.02 0.82 (0.58,1.06) | <0.001
Xyzal 5 mg 62 2.07 0.92 0.91 (0.66,1.16) | <0.001
Xyzal 10 mg 55 2.04 0.73 1.11 (0.85,1.37) | <0.001
7T R 60 2.25 1.84
1B R SRR SRR - EREC 5 R EREA 2T
Xyzal 5 mg 80 2.07 0.94 0.62 (0.38,0.86) | <0.001
77 R 82 2.06 1.56
IR

/N OEYEREFEMEZERZ BB 2 B & LT BRIR RO A R PERRBR I3 580 S v TuZe sy [RrRI 22 i
LH~DEE (841H) 2ZM],

16 BEEMRFER OBRHF
Xyzal 2%, FHRME OZIE (DESEOBMICKRETY OLFTAY) BA-THEHEO AR T 4
Nbha—T 4 7T, 1R 5mg OLREF Y Vr HMIEAEET D, RS, #HEA
HDPE Jii CHitfa = 5,
90 $2 (NDC 0024-5800-90)

Xyzal #% QAL ImL FICLR®F U P R4 05mg 547 5., EOEEBHOWHEKTH

Do
54 AT AHEA D #E DAl (NDC 0024-5801-20)

54 ARY 7 r e L RAYROWA] (NDC 0024-5801-21)

PRAT
20~25C (68~77°F) TIR&AE ; 15~30°C (59~86°F) F Toi#tfilIr] [USP & =i 2 & M],
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1. NAME OF THE MEDICINAL PRODUCT

{Trademark} 0.5 mg/ml oral solution

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 ml of oral solution contains 0.5 mg levocetirizine dihydrochloride.
Excipients: 0.675 mg methyl parahydroxybenzoate/ml

0.075 mg propyl parahydroxybenzoate/ml

0.4 g maltitol/ml
For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Oral solution

Clear and colorless liquid

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Symptomatic treatment of allergic rhinitis (including persistent allergic rhinitis) and urticaria.

4.2 Posology and method of administration

Instruction for use

A dosing oral syringe is included in the package. The appropriate volume of oral solution should be
measured with the oral syringe, and poured in a spoon or in a glass of water. The oral solution must

be taken orally immediately after dilution, and may be taken with or without food.

Adults and adolescents 12 years and above:
The daily recommended dose is 5 mg (10 ml of solution).

Elderly:
Adjustment of the dose is recommended in elderly patients with moderate to severe renal
impairment (see Patients with renal impairment below).

Children aged 6 to 12 years:
The daily recommended dose is 5 mg (10 ml of solution).

Children aged 2 to 6 years:
The daily recommended dose is 2.5 mg to be administered in 2 intakes of 1.25 mg (2.5 ml of
solution twice daily).

Even if some clinical data are available in children aged 6 months to 12 years (see section 4.8, 5.1

and 5.2), these data are not sufficient to support the administration of levocetirizine to infants and
toddlers aged less than 2 years. (see also section 4.4).
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Adult patients with renal impairment:

The dosing intervals must be individualised according to renal function. Refer to the following table
and adjust the dose as indicated. To use this dosing table, an estimate of the patient’s creatinine
clearance (CLcr) in ml/min is needed. The CLcr (ml/min) may be estimated from serum creatinine
(mg/dl) determination using the following formula:

CLy = [1 40 —age( years)]x weight (kg) (

x0.85 for women)
72 x serum creatinine (mg / dl)

Dosing Adjustments for Patients with Impaired Renal Function:

Group Creatinine clearance (ml/min) Dosage and frequency
Normal > 80 5 mg once daily

Mild 50-79 5 mg once daily
Moderate 30-49 5 mg once every 2 days
Severe <30 5 mg once every 3 days
End-stage renal disease - <10- Contra-indicated

Patients undergoing dialysis

Paediatric patients suffering from renal impairment:
The dose will have to be adjusted on an individual basis taking into account the renal clearance of
the patient and his body weight. There are no specific data for children with renal impairment.

Patients with hepatic impairment:

No dose adjustment is needed in patients with solely hepatic impairment. In patients with hepatic
impairment and renal impairment, adjustment of the dose is recommended (see Patients with renal
impairment above).

Duration of use:

Intermittent allergic rhinitis (symptoms <4days/week or during less than 4 weeks) has to be treated
according to the disease and its history; it can be stopped once the symptoms have disappeared and
can be restarted again when symptoms reappear. In case of persistent allergic rhinitis (symptoms
>4days/week and during more than 4 weeks), continuous therapy can be proposed to the patient
during the period of exposure to allergens. Clinical experience with 5 mg levocetirizine as a film-
coated tablet formulation is currently available for a 6-month treatment period. For chronic
urticaria and chronic allergic rhinitis, up to one year's clinical experience is available for the
racemate.

4.3  Contraindications

Hypersensitivity to levocetirizine, to any piperazine derivatives or to any excipients.
Severe renal impairment at less than 10 ml/min creatinine clearance.

4.4 Special warnings and precautions for use

Precaution is recommended with intake of alcohol (see Interactions).
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The presence of methyl parahydroxybenzoate and propyl parahydroxybenzoate may cause allergic
reactions (possibly delayed).

{Trademark} contains maltitol: Patients with rare hereditary problems of fructose intolerance
should not take this medicine.

Even if some clinical data are available in children aged 6 months to 12 years (see section 4.8, 5.1
and 5.2), these data are not sufficient to support the administration of levocetirizine to infants and
toddlers aged less than 2 years.

Caution should be taken in patients with predisposing factors of urinary retention (e.g. spinal cord
lesion, prostatic hyperplasia) as levocetirizine may increase the risk of urinary retention.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed with levocetirizine (including no studies with CYP3A4
inducers); studies with the racemate compound cetirizine demonstrated that there were no clinically
relevant adverse interactions (with antipyrine, pseudoephedrine, cimetidine, ketoconazole,
erythromycin, azithromycin, glipizide and diazepam). A small decrease in the clearance of
cetirizine (16%) was observed in a multiple dose study with theophylline (400 mg once a day);
while the disposition of theophylline was not altered by concomitant cetirizine administration.

In a multiple dose study of ritonavir (600 mg twice daily) and cetirizine (10 mg daily), the extent of
exposure to cetirizine was increased by about 40% while the disposition of ritonavir was slightly
altered (-11%) further to concomitant cetirizine administration.

The extent of absorption of levocetirizine is not reduced with food, although the rate of absorption
is decreased.

In sensitive patients the simultaneous administration of cetirizine or levocetirizine and alcohol or
other CNS depressants may have effects on the central nervous system, although it has been shown
that the racemate cetirizine does not potentiate the effect of alcohol.

4.6 Pregnancy and lactation

For levocetirizine no clinical data on exposed pregnancies are available. Animal studies do not
indicate direct or indirect harmful effects with respect to pregnancy, embryonal/fetal development,
parturition or postnatal development. Caution should be exercised when prescribing to pregnant or
lactating women.

4.7  Effects on ability to drive and use machines

Comparative clinical trials have revealed no evidence that levocetirizine at the recommended dose
impairs mental alertness, reactivity or the ability to drive.

Nevertheless, some patients could experience somnolence, fatigue and asthenia under therapy with
levocetirizine. Therefore, patients intending to drive, engage in potentially hazardous activities or
operate machinery should take their response to the medicinal product into account.

4.8 Undesirable effects

Clinical studies
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In therapeutic studies in women and men aged 12 to 71 years, 15.1% of the patients in the
levocetirizine 5 mg group had at least one adverse drug reaction compared to 11.3% in the placebo
group. 91.6 % of these adverse drug reactions were mild to moderate.

In therapeutic trials, the drop out rate due to adverse events was 1.0% (9/935) with levocetirizine
5 mg and 1.8% (14/771) with placebo.

Clinical therapeutic trials with levocetirizine included 935 subjects exposed to the drug at the
recommended dose of 5 mg daily. From this pooling, following incidence of adverse drug reactions
were reported at rates of 1 % or greater (common: >1/100, <1/10) under levocetirizine 5 mg or
placebo:

Preferred Term | Placebo Levocetirizine S mg
(WHOART) (n =771) (n = 935)
Headache 25 (3.2 %) 24 (2.6 %)
Somnolence 11 (1.4 %) 49 (5.2 %)
Mouth dry 12 (1.6%) 24 (2.6%)
Fatigue 9 (1.2 %) 23 (2.5 %)

Further uncommon incidences of adverse reactions (uncommon >1/1000, <1/100) like asthenia or
abdominal pain were observed.

The incidence of sedating adverse drug reactions such as somnolence, fatigue, and asthenia was
altogether more common (8.1 %) under levocetirizine 5 mg than under placebo (3.1%).

Paediatric population

In two placebo-controlled studies in paediatric patients aged 6-11 months and aged 1 year to less
than 6 years, 159 subjects were exposed to levocetirizine at the dose of 1.25mg daily for 2 weeks
and 1.25mg twice daily respectively. The following incidence of adverse drug reactions was
reported at rates of 1% or greater under levocetirizine or placebo.

System Organ Class and Preferred Term | Placebo (n=83) | Levocetirizine (n=159)
Gastrointestinal Disorders
Diarrhoea 0 3(1.9%)
Vomiting 1(1.2%) 1(0.6%)
Constipation 0 2(1.3%)
Nervous System Disorders
Somnolence 2(2.4%) 3(1.9%)
Psychiatric Disorders
Sleep disorder 0 2(1.3%)

In children aged 6-12 years double blind placebo controlled studies were performed where 243
children were exposed to Smg levocetirizine daily for variable periods ranging from less than 1
week to 13 weeks. The following incidence of adverse drug reactions was reported at rates of 1% or
greater under levocetirizine or placebo.

Preferred Term
Headache

Placebo (n=240)
5(2.1%)

Levocetirizine Smg (n=243)
2(0.8%)
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As stated in sections 4.2 and 4.4, please note that even if clinical data presented in this section are
available in children aged 6 months to 12 years, we do not have sufficient data to support the
administration of the product to infants and toddlers aged less than 2 years.

Post-marketing experience

Adverse reactions from post-marketing experience are per System Organ Class and per frequency.
The frequency is defined as follows: very common (>1/10); common (>1/100 to <1/10); uncommon
(>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000); very rare (<1/10,000), not known (cannot be
estimated from the available data).

e Immune system disorders:
Not known: hypersensitivity including anaphylaxis
e Metabolism and nutrition disorders:
Not known: increased appetite
e Psychiatric disorders:
Not known: aggression, agitation, hallucination, depression, insomnia, suicidal ideation
e Nervous system disorders:
Not known: convulsion, paraesthesia, dizziness, syncope, tremor, dysgeusia
e Ear and labyrinth disorders:
Not known: vertigo
e Eyes disorders:
Not known: visual disturbances, blurred vision
e Cardiac disorders:
Not known: palpitations, tachycardia
e Respiratory, thoracic, and mediastinal disorders:
Not known: dyspnoea
e Gastrointestinal disorders:
Not known: nausea, vomiting
e Hepatobiliary disorders:
Not known: hepatitis
e Renal and urinary disorders:
Not known: dysuria, urinary retention
e Skin and subcutaneous tissue disorders:
Not known: angioneurotic oedema, fixed drug eruption, pruritus, rash, urticaria
e Musculoskeletal, connective tissues, and bone disorders:
Not known: myalgia
e General disorders and administration site conditions:
Not known: oedema
e Investigations:
Not known: weight increased, abnormal liver function tests

Methyl parahydroxybenzoate and propyl parahydroxybenzoate may cause allergic reactions
(possibly delayed).

4.9 Overdose
a) Symptoms

Symptoms of overdose may include drowsiness in adults and initially agitation and restlessness,
followed by drowsiness in children.
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b) Management of overdoses

There is no known specific antidote to levocetirizine.

Should overdose occur, symptomatic or supportive treatment is recommended. Gastric lavage
should be considered following short-term ingestion. Levocetirizine is not effectively removed by
haemodialysis.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antihistamine for systemic use, piperazine derivative.
ATC code: RO6A E09.

Levocetirizine, the (R) enantiomer of cetirizine, is a potent and selective antagonist of peripheral
H1-receptors.

Binding studies revealed that levocetirizine has high affinity for human Hl-receptors (Ki = 3.2
nmol/l). Levocetirizine has an affinity 2-fold higher than that of cetirizine (Ki = 6.3 nmol/l).
Levocetirizine dissociates from H1-receptors with a half-life of 115 £ 38 min.

After single administration, levocetirizine shows a receptor occupancy of 90% at 4 hours and 57%
at 24 hours.

Pharmacodynamic studies in healthy volunteers demonstrate that, at half the dose, levocetirizine has
comparable activity to cetirizine, both in the skin and in the nose.

The pharmacodynamic activity of levocetirizine has been studied in randomised, controlled trials:

In a study comparing the effects of levocetirizine Smg, desloratadine 5mg, and placebo on
histamine-induced wheal and flare, levocetirizine treatment resulted in significantly decreased
wheal and flare formation which was highest in the first 12 hours and lasted for 24 hours, (p<0.001)
compared with placebo and desloratadine.

The onset of action of levocetirizine 5 mg in controlling pollen-induced symptoms has been
observed at 1 hour post drug intake in placebo controlled trials in the model of the allergen
challenge chamber.

In vitro studies (Boyden chambers and cell layers techniques) show that levocetirizine inhibits
eotaxin-induced eosinophil transendothelial migration through both dermal and lung cells. A
pharmacodynamic experimental study in vivo (skin chamber technique) showed three main
inhibitory effects of levocetirizine 5 mg in the first 6 hours of pollen-induced reaction, compared
with placebo in 14 adult patients: inhibition of VCAM-1 release, modulation of vascular
permeability and a decrease in eosinophil recruitment.

The efficacy and safety of levocetirizine has been demonstrated in several double-blind, placebo
controlled, clinical trials performed in adult patients suffering from seasonal allergic rhinitis,
perennial allergic rhinitis, or persistent allergic rhinitis. Levocetirizine has been shown to
significantly improve symptoms of allergic rhinitis, including nasal obstruction in some studies.
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A 6-month clinical study in 551 adult patients (including 276 levocetirizine-treated patients)
suffering from persistent allergic rhinitis (symptoms present 4 days a week for at least 4 consecutive
weeks) and sensitized to house dust mites and grass pollen demonstrated that levocetirizine 5 mg
was clinically and statistically significantly more potent than placebo on the relief from the total
symptom score of allergic rhinitis throughout the whole duration of the study, without any
tachyphylaxis. During the whole duration of the study, levocetirizine significantly improved the
quality of life of the patients.

The paediatric safety and efficacy of levocetirizine tablets has been studied in two placebo
controlled clinical trials including patients aged 6 to 12 years and suffering from seasonal and
perennial allergic rhinitis, respectively. In both trials, levocetirizine significantly improved
symptoms and increased health-related quality of life.

In children below the age of 6 years, clinical safety has been established from several short- or long
-term therapeutic studies:

- one clinical trial in which 29 children 2 to 6 years of age with allergic rhinitis were treated with
levocetirizine 1.25 mg twice daily for 4 weeks

- one clinical trial in which 114 children 1 to 5 years of age with allergic rhinitis or chronic
idiopathic urticaria were treated with levocetirizine 1.25 mg twice daily for 2 weeks

- one clinical trial in which 45 children 6 to 11 months of age with allergic rhinitis or chronic
idiopathic urticaria were treated with levocetirizine 1.25 mg once daily for 2 weeks

- one long-term (18 months) clinical trial in 255 levocetirizine - treated atopic subjects aged 12 to
24 months at inclusion.

The safety profile was similar to that seen in the short-term studies conducted in children 1 to 5
years of age.

In a placebo-controlled clinical trial including 166 patients suffering from chronic idiopathic
urticaria, 85 patients were treated with placebo and 81 patients with levocetirizine Smg once daily
over six weeks. Treatment with levocetirizine resulted in significant decrease in pruritus severity
over the first week and over the total treatment period as compared to placebo. Levocetirizine also
resulted in a larger improvement of health-related quality of life as assessed by the Dermatology
Life Quality Index as compared to placebo.

Chronic idiopathic urticaria was studied as a model for urticarial conditions. Since histamine
release is a causal factor in urticarial diseases, levocetirizine is expected to be effective in providing

symptomatic relief for other urticarial conditions, in addition to chronic idiopathic urticaria.

Pharmacokinetic / pharmacodynamic relationship:
The action on histamine-induced skin reactions is out of phase with the plasma concentrations.

ECGs did not show relevant effects of levocetirizine on QT interval.

5.2 Pharmacokinetic properties

The pharmacokinetics of levocetirizine are linear with dose- and time-independent with low inter-
subject variability. The pharmacokinetic profile is the same when given as the single enantiomer or
when given as cetirizine. No chiral inversion occurs during the process of absorption and

elimination.

Absorption:
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p.8



Xyzal® 0.5 mg/ml oral solution Page 9 of 12

Levocetirizine is rapidly and extensively absorbed following oral administration. In adults, peak
plasma concentrations are achieved 0.9 h after dosing. Steady state is achieved after two days.
Peak concentrations are typically 270 ng/ml and 308 ng/ml following a single and a repeated 5 mg
o.d. dose, respectively. The extent of absorption is dose-independent and is not altered by food, but
the peak concentration is reduced and delayed.

Distribution:

No tissue distribution data are available in humans, neither concerning the passage of levocetirizine
through the blood-brain-barrier. In rats and dogs, the highest tissue levels are found in liver and
kidneys, the lowest in the CNS compartment.

In humans, levocetirizine is 90% bound to plasma proteins. The distribution of levocetirizine is
restrictive, as the volume of distribution is 0.4 1/kg.

Biotransformation:

The extent of metabolism of levocetirizine in humans is less than 14% of the dose and therefore
differences resulting from genetic polymorphism or concomitant intake of enzyme inhibitors are
expected to be negligible. Metabolic pathways include aromatic oxidation, N- and O- dealkylation
and taurine conjugation. Dealkylation pathways are primarily mediated by CYP 3A4 while
aromatic oxidation involved multiple and/or unidentified CYP isoforms. Levocetirizine had no
effect on the activities of CYP isoenzymes 1A2, 2C9, 2C19, 2D6, 2E1 and 3A4 at concentrations
well above peak concentrations achieved following a 5 mg oral dose.

Due to its low metabolism and absence of metabolic inhibition potential, the interaction of
levocetirizine with other substances, or vice-versa, is unlikely.

Elimination:

The plasma half-life in adults is 7.9 + 1.9 hours. The half-life is shorter in small children.

The mean apparent total body clearance in adults is 0.63 ml/min/kg. The major route of excretion
of levocetirizine and metabolites is via urine, accounting for a mean of 85.4% of the dose.
Excretion via faeces accounts for only 12.9% of the dose. Levocetirizine is excreted both by
glomerular filtration and active tubular secretion.

Renal impairment:

The apparent body clearance of levocetirizine is correlated to the creatinine clearance. It is
therefore recommended to adjust the dosing intervals of levocetirizine, based on creatinine
clearance in patients with moderate and severe renal impairment. In anuric end stage renal disease
subjects, the total body clearance is decreased by approximately 80% when compared to normal
subjects. The amount of levocetirizine removed during a standard 4-hour hemodialysis procedure
was < 10%.

Paediatric population:

Data from a paediatric pharmacokinetic study with oral administration of a single dose of 5 mg
levocetirizine in 14 children age 6 to 11 years with body weight ranging between 20 and 40 kg
show that Cmax and AUC values are about 2-fold greater than that reported in healthy adult
subjects in a cross-study comparison. The mean Cmax was 450 ng/mL, occurring at a mean time of
1.2 hours, weight-normalized, total body clearance was 30% greater, and the elimination half-life
24% shorter in this paediatric population than in adults. Dedicated pharmacokinetic studies have not
been conducted in paediatric patients younger than 6 years of age. A retrospective population
pharmacokinetic analysis was conducted in 324 subjects (181 children 1 to 5 years of age, 18
children 6 to 11 years of age, and 124 adults 18 to 55 years of age) who received single or multiple
doses of levocetirizine ranging from 1.25 mg to 30 mg. Data generated from this analysis indicated
that administration of 1.25 mg once daily to children 6 months to 5 years of age is expected to result
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in plasma concentrations similar to those of adults receiving 5 mg once daily.

Geriatric Patients:

Limited pharmacokinetic data are available in elderly subjects. Following once daily repeat oral
administration of 30 mg levocetirizine for 6 days in 9 elderly subjects (65—74 years of age), the total
body clearance was approximately 33% lower compared to that in younger adults. The disposition
of racemic cetirizine has been shown to be dependent on renal function rather than on age. This
finding would also be applicable for levocetirizine, as levocetirizine and cetirizine are both
predominantly excreted in urine. Therefore, the levocetirizine dose should be adjusted in
accordance with renal function in elderly patients.

Gender:

Pharmacokinetic results for 77 patients (40 men, 37 women) were evaluated for potential effect of
gender. The half-life was slightly shorter in women (7.08 & 1.72 hr) than in men (8.62 = 1.84 hr);
however, the body weight-adjusted oral clearance in women (0.67 + 0.16 mL/min/kg) appears to be
comparable to that in men (0.59 = 0.12 mL/min/kg). The same daily doses and dosing intervals are
applicable for men and women with normal renal function.

Race:

The effect of race on levocetirizine has not been studied. As levocetirizine is primarily renally
excreted, and there are no important racial differences in creatinine clearance, pharmacokinetic
characteristics of levocetirizine are not expected to be different across races. No race-related
differences in the kinetics of racemic cetirizine have been observed.

Hepatic impairment:

The pharmacokinetics of levocetirizine in hepatically impaired subjects have not been tested.
Patients with chronic liver diseases (hepatocellular, cholestatic, and biliary cirrhosis) given 10 or 20
mg of the racemic compound cetirizine as a single dose had a 50% increase in half life along with a
40% decrease in clearance compared to healthy subjects.

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, toxicity to reproduction, genotoxicity or carcinogenicity.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium acetate trihydrate (for pH adjustment)
Glacial acetic acid (for pH adjustment)
Methyl parahydroxybenzoate (E218)
Propyl parahydroxybenzoate (E216)
Glycerol 85%
Maltitol (E965)
Saccharin sodium
Tutti frutti flavor:

triacetin (E1518)

benzaldehyde

orange oil

Mar 08 2013 09:58:17
p.10



Xyzal® 0.5 mg/ml oral solution Page 11 of 12
vanilin
ethyl butyrate
orange oil concentrated
isoamyl acetate
allyl hexanoate
gamma-undecalactone
citral
geraniol
citronellol
alpha tocopherol (E307)
Purified water

6.2  Incompatibilities

Not applicable.

6.3 Shelf life

2 years.
3 months after first opening.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Type III 200 ml amber glass bottle closed with a white polypropylene child-resistant closure in a
cardboard box also containing a graduated 10 ml oral syringe (polyethylene, polystyrene) and a
patient information leaflet.

6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

{completed nationally}

8. MARKETING AUTHORISATION NUMBER(S)

{completed nationally}

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

{completed nationally}
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FRPET LL e —M Lk (ERDOH 2 A2HIC 4 AR S L <IFIER O R B2 4 8 )
Riiti) T, R E TORMRIICC TR EGT 200 L T2, T2b6, ERMHET X
B 2RI L, BEITIVIRGZHEATLZ L L35, FitET L —MaRk (ERO
HHHMNEIZ 4L ES L IEROFFRMF S 4L E) T, BENT VL7l
BREE STV D W 2l U Tl 545 2 LB RESN D, 74 vbha—bEE L
TLAREFV T 5mg % 6 % AHMKG LIZERKRRRN & 5, 1BYEZERZ K OEMET L L
F—MERTIE, 78 IFE VERE TRE LIEBARRN D 5,

43 BE

LAREFU D, WTNLDERT U UFERITIWO T IO U s o B 1,
ARIZARA L TIEZ S 720,
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JVTF= 7 VT T AN I0mUIMIn KO EER EEL AT HEEIT. AKERAL
TR B 720,

44  BHREERVEREOER
T A= ERREOHFIITEENLETH D ( HHAEMEH] 0HEER) |

b Fad U REFMBAT VRN pb ReX v ZBERT oLV EEALTNWDIZD, T
VAR —=OSHE Z 2 RER DS (BT 6 BEAT LLF—) |

LARET Y O URBEROEANL, ~VTF b=V E2EAT 5 FaiahERTHD 7L
J N —ARMHEDBFIFIAIEZRA L2 &,

61 A~1R2mO/NRICBITFAEET — 2NN EELNTWAD (554818, 511
&6%52@%%%) INHEDOT—XE, 2BREOANRE~DOLRET U U5 %
FET AR+ TH S,

LAREF U DNIRMAD Y A7 % LR SEL AN H D120, IR OZAR (B : FHER
&, HRLIRIERIE) 263 288 ITEERLETH D,

45 fOEEGR L OHMAEERAEKUZEOMOIMEEIER

FAEEAZBRHFT 238 (CYP3A4 FHEHZ AW AR A &) (X, LAEF VDT
Ei SN THRWN, FEIRTHL2EFV P 2HWERRTIE, 7oFEY >, 7Y
A R T2 R, VAFV Fhatry—), ) ravAfTr, ToAa<wAT 0,
JIUEY R, UTENRALOH LUERRCERICERO S 28 E LM EERITRO 5T
W2, TATZ 4 U (LH 1[E400 mg) &OFHT 2 ERGRBRTIZ, EFI P07
U7 T ANRDT ™I Lie (16%) N, 747 4 U oEYEREIZITET Y U 0FH
OEBIIR N2 o Tz,

U hFEJ/NL (LH2E600mMg MOtEFVUTr (LH 10mg) OREFFHAHEGRERICB

T, BF VU ~DBEENH A% LR L=, EF V0 OfFHICE S Y M FEALDIK
NENREZ bIT DT 72 (IREEED 11%KT) ThoTo,

LARET Y UL 2 RBIEET 5 & WIGHEE IR Uiz 3s, WIS F L d o T,

DB WEEIZBWTIE, EF UV LIEFVARET U V2T 0 a— Lo i
REINHIA & PEH T2 & AR RIS EN R ON D /RN S D, 7272, 7EBIKTH
HEF VU TIE, T VO/BEERITVNE STV,

46  1Eimk OHIG

LAREF U T, HF~OFEEGOT —Z I\, B FER I, TR - B34 - BIE
HEH Ol - HAEBREICHS L CEZENS L IEMEMRAEERIZZWZ L2 RENT
Wb, LU G, HE &k ORFHS~DORGEICE L UIFEELSLETH 5,

47  HEHOBEERUOEBBBRIEREIICT R
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FEBGBRIRAABRI S\ T MO L LR TV DU, WS, SUSHER OV
RN E RIET LT 57 — 2 3B LR TR,

L LBRR S, LREF Y DU BRI — 0 B IR, 5 R O IE & R 5
SERBD, LIBoT, HOME, fEREED EED L < IS OBEE T 5 BE A
EOWBEEBIIANDREThD,

48 FELL2VWEH
i R AR

12 06 71 O BN OERE BT DInERAERIC B W T, 1 L EOEIVER 2 #25k
L7ZBE, 77RO 113%CH L TCLREF Y P 5mgiE i 151% Th 72, =

WHRIWER O 91.6%I TR ERW L HFEE TH -7,

RIFRBRICBWT, AFHRGOEZOIIHE LZBFIX, LA®F U Y2 5 mgitTiE 1.0%
(9/935) . 7T BREETIE 1L.8% (14/771) Th o7z,

LREF U D OEIEFEERBRICBW T, HE-HHE 5mg 2 &5 781X 935 AT,
NS DRBROFEEMATTIL, LAREF VP 5mgiER T T 2 AREET 1%LL EDOIEH R

TR LALZEIWERH (Common :

FHLE 1%LL ., 10%AK) 1ZLL T LY THhoT,

EAGE 7R VAREF U T 5mg
(WHOART) (n =771) (n = 935)
GIb] 25 (3.2 %) 24 (2.6 %)
fEIR 11 (1.4 %) 49 (5.2 %)
Y8 12 (1.6%) 24 (2.6%)
97 9 (1.2 %) 23 (2.5 %)

FiC, $k e BIEA (Uncommon : Z8HLE 0.1%0L . 1%RTH) & LT, BHIEKLOER

MR 5T,

MRS, 57 M OV T E S D BFEDBIWEH OB, 77 'R (31%) &L TLR

tF U 5mghE (81%) TE-o7o,

NIEZEME

6~11 » H LN 1~6 i Rl O/NEERE Zxtg & Uiz 21007 7 2 AR EERFER I3\ T
1594 ICLARtETFY v 125mg%x 1 H LE 28/ (6~11» AD/RRE) i 1H 2[F (1
LAREF U UL T BREED 1%L, ETHE Sz

~6iEATHO/NE) b L

7’9
—o

BITEH OFBIRZ LU ISR,

EBIR L OEARGE | 77K | LREFI VYV
(n=83) (n=159)
B IBMEE
T 0 3(1.9%)
N i 1(1.2%) 1(0.6%)
{5 0 2(1.3%)
FRRREE
fEiR 2(2.4%) 3(1.9%)
BES
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| M s 0 [ 213w |

6~125 D/ NEE XS & LT EHER T T & AR IRERR R & 0 L, 2434 (2 LE B A
~1BEM O X F I ERMMICHhZ LARET Y UremgalBIE#E S Lz, LAREFIU Y
CUREXIT T T R RBEDL1%LL LT SHRIER ORBLREZ LU FIORT,

EARZE | 7T 8AF (n=240) | LAREF Y ¥ 5mg (n=243)

GIEbL] 5(2.1%) 2(0.8%)
fEE R 1(0.4%) 7(2.9%)

FA2TE N NVFEAMAZRE L7 B0, RIEIZIE6H A ~1250/NRICBET AR T — X 2R L TWH MR, 2
AT DAY ~DOARERE 2T 5D+ T — 2 F RN S ITEBE SN,

7 AR % AR

iR O RERIC & 2 RIE 288 B R R L OB RN ", BEIIRDO LB EHE
4% : Very common (FEBiZ 10%LL ) | Common (FEELHE 1%LL E. 10%AdH) |
Uncommon (FEELZE 0.1%LL E. 1%:A4H) . Rare (FEHLZE 0.01%LL L, 0.1%AbH) . Very

rare (FEHLE 0.01%K0) AW RIHFREL T —Z I OHfEETE 20 |

o AT
KRB TF 7 4 7% —%EGTeiRHEUE
o I MNMORERET
R BAOLE
o FEMREE
ANBH BB, TR, ZIF. O oW, AIRGE, BARE
o MRS :
B oA BEERE. FREIMED F U, Sk, IRER. BRERE
o HNMUOKHKFEE .
AR R F
o [RRETE :
AE R REE .,
o DMEMEE
B EhEE, AR
o IFERZR. MR M ONERRREE -
ANH - R A
o HHEE :
AREH cELL, NEH
o JTHHIERFEE :
RBH BT
o EHLUIRKKIES :
B HERIAEE, SRPA
o JRJE MOV TRHARREE
A ERRRMERIE, BERE ., € OFEIE, BB, ZE
o EASR. FEOHRR K OVEREE
B B TE
o % - REEE LU GIEALOINEE
AR ;AR
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o [ARMA :
A AREBEIN, AR RERR A S

p-t FeX I ZREMAF ALY pbt ReF o ZRERTa /Ll 7 Lax—KIk
WEZDAREMENR D D (B2 b BT LLrF—) |

49 BEERE

a) ik

RGP D FER & LTk, s TIRIRA, AN CIIINC AR TR R OB | fe TR
DHRETDHZENnH D,

b) &G DOALE

VARETF U VAT D fEmAIT I S Tunin,

WER G0N H - 2GR, AHERE I SFREN R SRS, 20 EEIROEGA X,
B A ZBETARXThHD, LAREFY DL, MBI CARMIZKRET S Z L IER
AHETCTH 5,

5. FRP 2R R
5.1  FEFZARE

AN HE - 2 EEEOH e A X I VAL BT VU HER
ATC =— K : RO6A E09

EFIVPDREFUFAY—ThHDLLREFY VU, KIE HI-ZEIRDTRT) 2013 4R
HFETEHRTH D,

SRIEFEERFRBE TR, LA®EF VU UUide PR HI-ZBEIZES W2 R LT
(Ki=32nmémoal/L) , LAREFYroffinttix, EFIV o (Ki=6.3nmol/lL) &
e LT 212 EhoT, LAREFU D HI-SBIRD S OEEEEIL 115 £ 38 49T
o1,

LARE®F Y DU OHBRESOZFEEERIT 4 %I 90%, 24 B2 57% CTHh -
7=,

HELREHEEICBIT2EFRABR T, LAEBEFI DT, RELKREIZBWTEFU Y
VO DORGETCREDIEEE R LT,

VARETF U DU O ERREIEL, EAER R TR S h Tn o,
BEAY IS KD R LB R ORRICHT 5884, LAREF YV Emg, 720
780 5mgR O T EROMTHIE LIZEBRTIE, LABF I V3T AR T 2D

MOT7 TR LKL THE (p<0.001) (ZRHE M ORFRZRD S, £ ORRITK 5%
12 B fH The b i < 24 [ Fre L 7=,
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TV VAT LRI TR TR LR O R % P37 7T B R R
AR TIE, LT U Y 5mg ORRFEBITIRA % LR TR b,

In vitro Bk (R A T F ¥ o X —=KOIRE 2= Wb FiE) Tk, LAR®BF U UL,
T A XV CHEM LIRS KO O & OEFERER DN BB 2 THE L=, AR
FHULXLTLREF IV 5mg &7 T7ARELE LT in vivo DIFZ2AT T LV ERR (K
JEF v o R—=Z WS FE) TR, LAREFU P UL, BURARE 6 FROKISICB VT,
TR L LT TD 35O FE e RE2 R LT - VCAM-1EBEO L, & d i@
DN Mo O BREREERE DO Hl,

VAT U D ORI, FEIET VLR, @EET Lov e —ik
B SUTFHGE T LV X — PR R O AN BE TEIE L2V < 200 “HER Y 7 &R X
FIRRBR CHER SN TV D, LREF Y DU, RFEEZ ST LAX—HEaROiERE
FRICHET L Z LRI NTND,

AT = IEB A FR & T A EE T LR —PEE % (4 AL ERAR S50 4
WL, k9 %) ORRAERE 5514 (LARTBF U DU EERE 2716 4 2 5ate) THEM S
iz 6 n HOBKRRBR T, LAREFY Yy 5mgld, B EKIChblz-T, #¥%7 4
TXU—HmRT IR BRME O FIIICEREICT 7R ELD T LA —HERO
R A 27 2 WET D Z RSN, RBYIAERIChIE-> T, LREF U VI,
BEDEFEICEDS QOL A EICtkE LT,

LREF Y OO NRBHEIRIC I 1 B 2R R O L, 658205 12 B0 TRt
CRBAEMET LL 3 — 1k 826 00/ MR I 55\ C 30 L 72— o007 5 b o kBB R 3B G
FEnt, WRBRICBOT, LAREFY OV IEBICERE U LIEREE O QOL %1
EEtT,

W DD OB LR IIARRBIC K 0 | 6 HARIO/NRIZ ST B BRI P S

NTWb,

— LPEOBERRBRICI T, 2~6i0T L — R 5/ NLEE 20412, 4HMICHT:
DLRtEFY T 125mg% 1H 2E#FE LT,

—  LFOERBRBRICI\O T, I~5E0 T UL ¥ — s SUTIB MRS R MRS 0/ L
F 14402, 2WMICH- LAREFY P 1.25mg A 1 H 25 LT,

- 1FORKEERIZ IV T, 1% 6~11 5 A O7 LbF—MR R X TEME R RS
DO/NREBE 45412, 2BIChD LREF U P 1.25mg4a 1 H 15 L=,

- 1o EH (184 H) EKRREERIZIB W T, MANRFOFERDEF%12~24%5 H Th o7
7 R BB LR TF Y D m G L,

ARBRICBIT B EEMET 0 7 7 4 T, I~5EO/NRBRE x5 L L CEM Lt

BT bR L FAETH T,

@R REPERRRZ OB 166 4 TIThN T2 7 7 B AR RERARRERIC B ) T 6T
DLAREFV L EMgE 8LAIC, 77 8R%E 84 1H LEEE L, LAREFI Y
YOEGIZEY . XS FEEOEIEL D F A O LEE L e GHEICENTT T 2R L
BLTHRICHESNZ, £z, LREF Y DUid, BERIED QOL OFSHE TRl L 72
EHERED QOL 2 78R LY b kX < [l EXHT,
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TEMERF YRR I IZRB IR B OET LV & L TG LT, B A X I UIIIEEERIZERE D
flf%ét@ LR T U U d, BIERREIESIRE (TN A £ O OSFIE IR B OIE
REMCAZ TH L L TFRIND,

HENRE & HK ) D BIR -
b AH I VERKERISIRTHERZ, ML ReT U UURELEOMBEE RIS
7=,

DERTIE, VARETF U 23 QT MRS L CHIRINICH B2t B o R S einotz,
52 EpghmEFEitE

LRt F U O iEEIE, &5 EKOEH & ERZBERAH 0 . REFDOITS S
hEn, EYEREN T 07 7 A VE, B-oxFrFA~—L LTRE LR L
FUVVELTRELERE TEHED LR, WL UHHEOEFE T 7 /VRERITE Z 5
fcﬁl/\O

WU

@D&Q% VIR F U ORI EEN D IRHFHPITE Z 5, BN TR O v —
71350 09RFERZRICA b D, %%@ (3$e5-B4G 2 HERICHRET 5, 5 mg Hilal#

G#OE—7REIE, 8% 270 ng/mL FRETH Y, 1 H 1EKERGHOZITEE 308

ng/mL BETH D, WIROREL, REEHEEFNTHY, BFEICL 2B, L

L. =7 REITRERG TIHERS 20 HEAENLD,

/\ﬁ

ERTIELVRET Y Do ofiiofi o7 — 21372 < ik —MEIF omiEicE L Th T —
X7, Ty N A XTI \ﬁﬁ&riﬁM&UmMTW%m<\*ﬁ@&ﬁﬁfﬁ
HAKUY,

E T, PO LREF U D0k, 00%NIMHEY X7 IS L TEEL TS, LR
TF U D DONMMEMEIL 04LIKg T, TOHAMIZRLNL TS

RN ZEHA

EMENTRI SN D LARETF U DL, &EGED 14%AK0 T, Bin T+ 2003y AR
HIAEH O L H2RHOEZRIIEBHTE L5 B2 615, HREICIX, FHEROBR
b N- KO O-T T AF ALK ORZ T ) U aEREEND, T 7 VX ILREIZE I
CYP3AA N T H5HDTHY, —FH, FEROBLIZIZ, #HEOKLD - ITRFED
CYP A Y74 —20Hlb-Tn5, LAREFU 0L, CYPIA2, 2C9, 2C19, 2D6, 2E1
KORBALED CYPT A Y 7 4 —LDOEMEIZH LT, 5mgOEH#EEGTELND E— 7 R
JEX D+ Em O RE CREE RE o T,

Vﬁ”E?LJ/v/i R SN2 EE RN Z & OB ERE 2N 72V 2 kﬁ)% FE A AEH

IZ XV MDOEMTBEINTZD H D WIIMMOFEW B L 720 9 25 AletEiZ iRy,

i

FRANICEB T D MEELREF Y DU REOERWNIL 79 = 19 KM TH DL, HMEITBITD
#ﬁ%i%OE@WOﬁA B2 ENFTOEE 7 VT T A% 0.63 mL/minkg T&
5, LRETF VU U KROZEORB O E T D HEIREIZIR TH Y . &5 RO 85.4%)°
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JRICHEIE S N D, EPICHE SN2 E ST, BEED 129%I2BE v, LREF U Vv
I3, SRERIIEIE & OBEBNAO RS 0 D XTI L 0 HEit & 5,

BEERE~ORE
LAREFVIUORNITORHE 7 VT TR, 7VTF=0 27077 ALMEBEL T
%o LTemoT, VAREFV DU ORGRBIL. PHED LITEEOBFREEL AT HE
FOIVTF= 7 )T T ATEDOTHEST L Z NSNS, ERORYIBREE
DIBETIEL, ANToeE 7 )7 7 20%, BEREIERE &L T, BX% 80%HA L
TW5, BHO AR OMIGENIT THRESND LREF U VU DORIL 10%KR TH 5,

INERERE

6~ 11 D/ 14% (KE20~40ke) (ZVARETF U U5 mgz BERE &S L=/ NNESEy
BREFRBR DT — 2 v 5 | /NEEE DO Cra CAUCHE 13, AL ABRBRE TS S E X
DKI2fEEN 2 & N LI TR STV D, A/NRAEIZ I 1T B ) Craxi 3450 ng/mL
EHBERIXL2FFE TH Y | KETESE L2 7 Y 7T 7 0 R A DIE L Y 30%
F U, R 24%004E LT, 6ikARTin O/ B 2 k5 b U 7 iy Eh RE sk | X 55
EN TV, 1.25~30mgo HE#HIFACTLREF U P ORI ERE %% 7-324
% (A~5kD/NE1814 . 6~11k D /N 184 M (N18~55i% Dk N1244) Zxtge s LC,
vkmx«&747ﬁl$li%@ BRRAT 2 FEh L=, ARFRT OGN T — 20 b,
6% H~5kD/NREIZVARETF U U 1.25 mga LH 1A 5 U7 FEo MR 1L, A5
mgZx 1H 15 LR L AR TH D Z LRSI,

En R

BRI R OFEYENRET — X IR LTV D, ElnpiiRE 9% (65~74m%) ([ZLARET Y
vy 30mgx1H 16 H MKER NG Li-Roed 7 V7T 7 A%, Eﬁﬁk@m&w
L CTHIBWE T Lz, 7B IEKTHL2EF VU U OIENEIEEIL, it L 0 BHREIC AL
EINDHZEBHALNTRSTWDE, LAREBEFU D BT U Didndinnsg FICRFIHE
WENd72D, ZOFRIZLAEFI DL TTEDLI EBEZXOND, LER->T, &
EICB T L AREFT Y VO HEFREIIBEHEICS L TTY 2 &,

PRI

PERIDEAEMEIZ OV T, BETI4 (B404 . &hE374) OIRMEhRE R DR 54 5T
i U7z Tt (7.08 + L7205 015 2N BME (8.62 + 1.84K:[E]) L 0 b nC
o T3, %Efﬁmbtﬁmﬂj7?/xiﬁi(mw+ommummm)kﬁﬁ
«w9+ommuMmm)fﬂ&ﬁf%é&%z%ﬂtoLtﬁof IEH R A
T2 BER O, R CIHELOES-MENEH T 5,

NFE -

LAREF U D A~DNFEOZEIZOWTUIRET L TWewy, LARET U U X E B gD
bt Bd . KO LT F =07 U T 7 A ZEHRRAFBZEN W LG, b
RET VT OEMEREZLRFIC AR Z T2V E TSNS, 78 IKTHLET Y
U OEBEIZEB W T AREICEET A EIT I NE TRO LT,

JIFRRE

NFREEZ AT HWHREICBIT L LREF U D OEYEREIC OWTIIHRET L TR, F
Y MLEWTHDEF U D 10 mg iE 20 mg HER G- 52 0 AR R (AFRIIRR
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L YT D SR B OVRTHERTEEA) AT, R LR LT U T T AN
A0%(K T L. il 50%IE R L7z,

5.3 HIEKRZE&MET—%

W O IR, KERGEIERER, AEt R, B iR &k O A JFEMER
BRIZBWT, B MIRHT DR falmtE 2 nd 7 — X 135 5TV,

6. FKF Rtk
6.1 H—%&

Wele ) b U o L =KFn4 (pH %)
OKEERE  (pH F%EE )
p-t N2 Q& A F L (E218)
p-t Fex I ZB&7r e/ (E216)
7 & r—)L 85%
~/)LF h—/ (E965)
Fo VNI A
cy T4 Ty T 4 TR
U T7®F > (E1518)
RO ZXT)NVTEe R
N 1%
N=V v
F&lg— F L
AL A
FEfE 1A V7 I L
XTI
o= T T~
v hT—v
7T ==
v hmxua—
TINT 7 havxa—)L (E307)
Rk

24
B4 3 4 H

6.4 RIFLORBILRER
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ARENE, Fep 72 S22 B e LR,

65 ZBEROMEBERVTCHNE

175 200 mL #EERICHWAR Y e e L B FIHZIZBIT A2 Z D TE ke a i L,
10mL OFEYfFERAOBER Y Y (RVzF Loy, RURFLY) KOHBE A
L LG ITER—VEITIGN,

6.6 BRELOREINLER

KRz L,

7. B= 3 i T R R B
{#E TREA}

8. =R TR AR E 5
{45 1E TREA}

9. FIEAR B/ ABEHH
{45 ETREAY

10.  AXHETH
{%[ETREA}
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CCDS levocetirizine dihydrochloride
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CCDS levocetirizine dihydrochloride

Bhocive dote. EEE—
Effective date:
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1.7.

1.7. FAERAMS—EX

PAPFAL 17 0.05% (LT, AH) OBEE - D, Hk - A&, Bl EOEE/R L
17117 T, RfERSME LT, BF Y DUEmE (AT v 7 RS0 my
125%) . A g DU iRE (7 Lve o 7 R 0.5%) . TES AU (T LY4
VORI A va T 1%) OMEE - R, L HE, HHEOEEREEE 172, F 173,
# 1.7-4 1”7,

F 1.7-1 AFOEE - SR, Ak - AE. FHLEOFELE

—MRAA TR Vit T U U UM (Levocetirizine hydrochloride)

W7E4 YA YL a7 0.05%

e 750 AI AT T A RS

e —

k54 2-(2-{4-[(R)-(4-Chlorophenyl)phenylmethyl]piperazin-1-yl} ethoxy)acetic acid
dihydrochloride

b7 A5 Cl //\N/\/OVCOZH

(

FIR - 5 & FAF L7 0.05%, 1 mLHLRETFY DR 0.5 mg

ZhRE - Zh AL (A

T LIV F— PR

HIRE, W5 - KSR, 5. K& 5 FHIE

URNR)

T LV —EE S

B, RERER (BB - RER, KEE O FEE) I2fEH % 9 FE

M- A 9N

WE, RAIE 1E 10mL (LARETF U P UHERmEE L TSmg) 2101
b, BREANCR ARG T 5, e, Fs, ERICK D EEHEET 223, &
ERGEIZ1IH20mL (LREFU DUEREE LT 10mg) &35,
URR)

WE. 6 HULE 1R O/NUZIT 1R 2.5mL (LARET U 2 U
ELT125mg) Z1H1EROEET D,

WE L, VLR TR o/ 1\ 25 mL (LAR®F U O EgE &
LT125mg) % 1H 20, #l&kkOsEicRR&E5T 5,

W, TR ISR O/NEIZIE 1E SmL (LREBF U O R &
LT25mg) % 1 H2E, HlB8%&LOBREINCRARET D,

e

((
D

ity

<)

Mar 06 2013 16:12:49
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1.7.

— X4 PR LRt TF VU VR (Levocetirizine hydrochloride)

FE - HEICBEET 26 EoFER

RXPEE A H TR, MR A I O AR R N ERD B AL, L TR AN R
TAHEED, JVT7F= YT T RS0 T, TROEBYREE
ORENRMETH D,

B, 7L TF=2 2 VT T AN 10 mL/min Kl O BE~OFE X
BEThHD,

RN ORI IS T D ik - HEORZ UHEAT—4)

JVT7F=r27 YT 7 A (mL/min)
>80 50~79 30~49 10~29
HHE | Smgx 1 H 25mg&x 1H | 25mgax 2H | 25mg&HIC
MAE | i21mE (B ]| B ]| 2[E (3~4 H
12 1[E])

BEELZATL/NIEETIE, FEEOB I VT T AL KELZEE
LT, fESNcHEZMES S Z L&,

03 | g
el | of

(RDOEE TG L2 &)

(WAEFIDRR ITERT U VFER (8 F VP, E ey razs
te) Ioxt LIRBUEOBEIERE D & 5 B

QEEDOEEE (/LT F=227 V7T 72 A 10 mL/min Kiifi) OB 5 HEE
[EW L HFRER RS 28 2n i’ d b, ]

EH EoER 1. EEEE ROBFIITEEICEGTL2L)

(WBEEOH L BE [EWMHRENRT28FNNH 5, ( THE-
MEICEET M EoEE] 0EBR) ]

QIFEEDH 2 EFE [EWIMPRENF T 28EFN1H 5, ]

Gyl [BWIfRENFRT 28R d 5, ( [EIE~O#K G
DESH) ]

@) TANAEOFEMR BT NS OREERO H 2 B [ 2 % B3
LbBENLRD D, ]

2. EELHANEE

(WIRFZEST Z LD3H DD T, AKFIFE G OBE LA B HEOERE LR
BAE O M OBEICIIEE ST VWL S +oEE TS5 2 L,

QAANZ FHEOBF IR T 25613, HRFHEE 2T LOEAFIN
O GZBM L., FRFHE TREETRITOZENEE LV,

GAFIDOFERIZ L VRN RD SN WEAICIE, BREEICHIZ Y &
HBLBRWEIICHEERT S Z &,

3. MHAEEH
BEREE BFHICEET S 2 &)

A4 5 BEIRGER « 18 1R PEFe - fERRIK 1

FA7 4V | vFVOUED e L ORI K | BRI S TR

v D, TAT 4V COFEYBREICE | VR, BEF D OUE
{BidZ2 Vs, B F U DD et | D ERRED 2 VT S
DOREE B DO HE S Twn > AN 16%IA
60 %)O

(#e<)
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1.7.

— A4 R

LAREF U ORI (Levocetirizine hydrochloride)

LR

AL F EEARE R - H5 18 7R ¥R - SRR T
U R | BFU DUV EBELOfFRICE | UV FeErick
D, BF YUY ERREOIRER | FU LD R
O (40%) K OVY R FELD DOEHEMAFLE S
REEDODOTNRE ((11%) 23 | DAREERE 2 Hh

WEIhTWD, 5,
FRRRARRIT | PARARRRIC RS A 5.2 D AlREME | AP AR A 28
il DD, PGS D | RS L5 ATREMER

Toa—) | WETa— AT OERIEE | HD,

BIbz L,

AT TA | BF Y OUEY R L OPEIC & | BEFF I S s TiE A

= RIS | 0. WFIOMFEER ERL, | W,

AKF) VA = RIERESKFI O BIE

FANBE LTI OREND D,
H1) JBIBTHHIEF IO RIFUTFA—RNLREFI D

Ths,

4. EIEH

LREFVD L, IR THDLEF VDR F U FA~—Th

Do

< VUREF Y O UHEBRE OWESMI I T 2R >

()

T LR —MERR K OMEBMZRZ 2 x4t L LTz 9 D OMAMERRERIZ S W

T, LTV VR 5 mg 2 85 L7 RRFRAER] 1292 51+ 207 5]

(16.0%) \CEWER NS Shiz, ToEeboix, HIR 676 (52%) .

SEIE 4211 (3.3%) . FEST 391 (3.0%) TdoTz, (I A FILEEKGRE)

< LAREFV U UEBEOENIZE T 555>

N

%6 n AU L 2RO T LV —EEBR TR ERBIZEY T 0 FEE

BT H/NR 255 e U R 60 Flth, BIERIZRD ONR -7,

(KFERE)
<®FV U UEBREOENIZK T 5 R &k 0T >
5PN

Y F U YRR SE DK TOR A S & LI-3RA 1396 5 189
B (13.5%) (CEIVEA TR MRAIE O g E&#NRB b, BIERHX
1396 BIH 140 1] (10.0%) (24 DHAL, E22H OIXIRA 84 1] (6.0%) . 58
B 1261 (0.9%) . 09l (0.6%) . WES 76 (0.5%) THolz, *
72, EREERAEMO R EEEIL AST (GOT) EH 1.4% (17/1182 #1)
ALT (GPT) L5 1.5% (18/1181 %) . 4fEEEkiEZ 0.8% (9/1114 1) | #&
UL E Y ER05% (6/1133 1) TH-7z,

BN 2 & U7z il o G IR A 5759 6 (R 163 il & & de)
207 B (3.6%) ZERARMRAM B %2 & RIER SR bz, EREIEH
IR 14971 (2.6%) . BRI 91 (02%) . B9 (02%) . FHEME
HEWSLE (0.1%) . FHE 61F (0.1%) EThotz, (BF VU Dl
D FFFEAAL T HE)
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1.7.

— ARHIA R

LRt T U U UHEEEN  (Levocetirizine hydrochloride)

LR

)

v F VR R T A v v T OREEEE TO/NR B R R L LI ERR

Bk 602 B 25 5] (4.2%) (CEFIRMEM R EA# 2 E0RIERNRD b

2o EBHDIXALT (GPT) EH 861 (1.3%) . IRX 661 (1.0%) THo

7.

(HEXZRITEH

HY¥av7, TFH74 7% — ek GEERREY) cvavs, 7F
74 TR —RER (FPRINEE, mIERT. 2B, BR%) N bb
N3 ENBDHOT, BEE 54TV, BRENPRD LG E 38
Hamik L, @WURAEEITH I &,

2) B HEE R Y)  BE AR ONEAICIE, B2 PR L, @Y
TRAVEEITH Z L,

3) IFHEHERESE (0.6%) . #JE (BEEARBA™Y) : AST (GOT) . ALT
(GPT) . y-GTP. LDH. Al-P & RS DATHEREREE (FIGELR « 28
R, BECRIE, B, EXKSE) | HERGLDNLLIZERHHD
T, BI8RE 52TV, BRENRBDONEHAICITEEL I L, Y
IRAVEEITH Z &,

4) /R BEEARATY) - MRS D S5 b Z ENH 50
T, BEEZT5IATV., BENRBD ONEAICITEEGEL2PIE L, Y
TAVEZIT O T &,

TE2) MBS CTOLREF U DU HRRE O B IS D TRH b TV A EITERIZS

WTIEE R L LT,

(2)% DD EIEH

WD LD REWERANRD bREA IR, BEGD, BE, #5hiks

OEYIRNEZITH Z &, 2B, BIERARBMEECONTTET Y VU

BRHE D FEBURBUC FE S & 50 L 7=,

0.1~5% A5 0.1% i A AR
IR, PR PRI, BHERE, 5 IR, B, o
HADLIE, LU D, Tk, BB,
B, EWV, R fHIR, $%. )
Ft Ji iE, MEARPESES ., B
iR . K. BRE
B, SR, R
D AR ERT
D BRI RTY
A, X, A8k BV, T, JEERRE R, RBRITT
T LR E, 8. e
JEERA TR,
g . OEXR, &
(AR TN
M-, Bl S
RIS
hiE, ME LA
THR (FET =
o AR ;U iN |
. BEAR, FEEME
s |
LA ARE))
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1.7.

— ARHIA R

LAREF U ORI (Levocetirizine hydrochloride)

LR

0.1~5% Aif 0.1% At A
LmEpkig %Y GFrpEREA U

SREREAZTED i
EKIZ . BiEk
A HERELED |
/R INED
/R sD )
TG, ZRE., % ZIALBE, 3B
WEEBULE ', S, 9
FERG, A5 IE
fEpEE M, FHR ARERE, HRERER
%%{/';ﬁ})

i i

ALT (GPT) LkH-. Al-P b5
A & | AST (GOT) L5
weyarry k5

JRERA™Y | BUN PESRINEE, FREFA,
J:J%lf‘\ E&%ES) . ]7 )7T<75‘E3)

f

W Nk - AT
J]']l)]TJES)
Hug HRREw, Mfim., FROZD
Mo, 1TThH. B X0, BRERY &
Z D1, ELE i, B, Euk,
TRERIN, AR,
% R

HE3) v F VY P UEBE TORIRD 5N TWAREITE,
5. mES~OEE
AFNE, & U TEEOSHE SN D2, @inE CIETBEENMET LT
5T ENEL BWIMFRERFT2B8ENNAHLOT, [KHE (Flx
I£25mg) NoEGEMMTLRSEEICEG T2 L, BRENPRDLN
TG AT E AR T D 2 LY e B AT 2 &,
6. ilhw, MM, WILIFEFE~ORE
(DR SO LT 5 AfREMED & 2 s NI, 1B E OB IR fait
Z bED EHE SN DGARICOREGTH L, [BWER (v b)
TR AZBEIRT 5 Z NGS5, ]
QFFLH O NIIAFE G R IX Lzl S5 2 &,
[EF VU P UEY HEIC BT, b FERLH T A~BITT D 2 L3l
EnTwb, ]
B IR THLIEFVOLVDREZFUFA—RNLAEFY DU Th D,
7. NERE~ORE
RHZERE IR, FrAEE X% 6 » A RN OFLIRIC RT3 2 22 I EMesr LT
2 (EWNICB T 26 ARBR I
8. FRARBRARE R R IT T
AHNZ, 7T UVAT UVEARICEIRIT D720, T LAY RNOSRE %
FhiT 5 3~5 HAT L W AFOE G2 1325 2 ERLEE LU,
9. WEHRE
e, JEWR AR OBEmERGIC XV EIRMEM A Sbivd Z &b 5,
WL BN URHERIEZIT 9 2 &, AAIOFRR e EHEAIT /<, £
T AFNIBNT CThRE S 720,
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1.7.

K172 EFVOUERBEOME - HR. RiE - AE. FRALOIELGE

— W4 PR IV VU (Cetirizine Hydrochloride)
Hioe 4 UNT v I RIA4 vy T 1.25%
=4 = — BV R UBRRSHE
KR R 2005410 A 21 H
BEAFEH —
R H —
B X5y A - TG AERR S ARG - B
k54 2-(2-{4-[(RS)-(4-Chlorophenyl)(phenyl)methyl]piperazin-1-yl} ethoxy)acetic acid
dihydrochloride
(A== S=v .
H
Cl ( e 0O - COz
N
g \/J - 2HCl
H @ RUSE GRS
A - 5 & PNT v BTy T 1.25%, 1 g TF U PR 1.25 mg
whie - R 9N

T LIV F— PR

HIRE, W5 - KSR, 5. K& 5 FHIE

URNR)

T LV —EE S

B, RERER (BB - RER, KEE OFEE) 29 % 98

M - &

59N

WL, RACIE 1A 08g (BF VU P HEREE LT10mg) % 1 H 1],
RN HRRAR L CROBET 5,

7p¥s, i, ERICK D EEEET 2, eSS RIZ1H 16g (BEFY
VUL E LT 20mg) 95,

UIIR)

WL 2L R TR O/NRIIZ 1\ 02g (BF VU VR E LT
25mg) & 1 H2[E, SE%KOBECHFERL CROKET 5,
WE, TR ISR O/NEICIT 1H04g (BFV P UERELE LT
5mg) Z 1 H2[E, W&%&KOCBRERNCHRRER L TRAKS T2,
ML - HEICEET 26 EoER

R AR T, AR A D IE R SRR DA, I R A
KT D7eHD, JVTF=2 7 VT TR ET, FROEED

BEBORGNLETH S,
B, JLT7F=2 27 U T T AP 10 mL/min K D BFH ~D# 5.
IS TH D,

RN EH OBBEREIZXIS T % ik - HEO AR GHEAT—%)

JVv7F=7 Y77 A (mL/min)
>80 50~79 30~49 10~29
e 10 mg % 10 mg % 5mg % 5mg %
55 2
HEBUT & 1H 1[E 1H 1 1H 1[E 2 HIZ 1 [E

BEELZHTHNUEETIL, KBEEFOB I VT IR EEKELE
BLTC, EillcHEZREST D Z &,
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1.7.

— X4 PR v F U DR (Cetirizine Hydrochloride)

%25 —

2P KDBEFIZITHEREG LN L)
(WVARIORS UL EF Uik (LREF) Uy, b Radsvrs
Ede) \Txt LIMBUE ORBEEE O & 5 B
QEEDOEEE (/L T7F =227 T A 10 mL/min Ki) O 5HHEE
Wl RED e T 2 B8 23 d D, |

il EoE 1. EEES ROBFIITEEREIIESGTHL)

(HVEEEDH HBH (HOMPRENEH T B8ENNAH S, (TH
% AEICEESAHH EoEE] OESR) )
QFEEDH 5 BFH (FWMHRENFHRT L B8EN1H D, ]
Q&g (VW RENERE T 2801 H 5, ( [EwE~D
5 OEZR) )]
D TANAEDOFABMREB T N OBEERO & 5 B (52 53881
TAEBENEH D, )
2. BEERIARMEER
(WIRZK AT Z DD DD T, ARG FOBFIZIT A B HOEEEG
B2 0 D B OB I F SR VWL )+ EETH 2 &,
QAKN Z DO BE IR G T 2581, BRFHIEZE 2T, TOHEA]
PO EZHE L, GRFHETRFE THT D2 ENEE LU,
COAFNDFERIZ LV HRDPBD WA, BREEIChD
BELAWEIICHEETDHZ L,
3. FHEEH
AR BHHICEET D 2 &)

R4 FEARAE R - 51 515 W - falRk v

TAT7 4V PERICEKY ., 740V D FEFFIZH & 20Tl
HEMBREICE(RIT RV, K| B KRlos VT T
FOFEZEOBEMAME I | 2D 16%IKDT 5,
Tn5,

U hFENL PFRICE Y . AROBRBEED U R FEMT kb AH
HEIN (40%) KR ONU e OEYEIEAE S D
DU RO LT NREL (— AREER B 2 6N D,
11%) BHEINTND,

HARAR AR | PHARSRIC B AR 5 2 DR | AR RN/ A A
TILa—)L RN H D720, FARARED | RIS FREMEN &
HIF B DT L3 — L &P 2,

A3 2BI3FEET L &,
AT AA =R | PERICE D EAIOMFREN | EEIEH LN TR
HEERYE K Tt ERL, AT hA = R | W,
HRFN OFEIWER D FEEL L 7=
EOWERD D,
4. EIVEH
PN

UIVT v 7 EEDOAGREE TORANERGR E LA 1,396 I 189
(13.5%) (ZEIVER IR AE O BE 8N m o bz, BIERIX
1,396 il 140 f51] (10.0%) (2A 54, £ HOIKIRA 8441 (6.0%) . 5

TR 1261 (0.9%)

A 9Bl (0.6%) . IER 76 (0.5%) Thotz, F

7~ EREEEREEORFE®IL AST (GOT) FH 14% (171,182
%) . ALT (GPT) L& 15% (181,181 f3]) . 4FHeEkHsZ 0.8% (9,

1,114 %) .

BeEULE Y EH05% (671,1334]) ThH-oT,
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1.7.

— A4 R

vV VU (Cetirizine Hydrochloride)

LR

DIVT 7 EEDR N xb g & LT iR O EGEFR A 5,759 511 V1N 163
BlaEETe) 20761 (3.6%) ICERRMRAMERE 2 5 LRITER RSO Hiu
72o ERBEIERIZIRG 1491 (2.6%) . BRI (02%) . KB

(0.2%) . FEHED EV8/F (0.1%) . 5% 6 1 (0.1%) HETh o7,
(DT v 7 SEHBEAK T
U]

HAGREEE TO/NR SR & LR 602 614 25 61 (4.2%) (2GR
EEEFEHEZESTCRIERANRD N, F2H DX ALT (GPT) E5H-8
Bl (13%) . IR 641 (1.0%) TH-o7z,

(HEKRZEIEM

D¥avZ, TF7 45 —kEMER GEERHT )

vav g, TTT7 4T —FRIEIR (FEWL IR Jme&F *W“ %

IREE) 75\%%2}0%6 ERHDHOT, BEESITITVD, B D B

NEGAEIEERS 2RI L, MURAEERZITY Z &,
mﬁ%(m%%%)
ﬁ%ﬁwﬂb%ht ik, &G EFIEL, EUIRLEEZITO Z L,

FHEREREE . B ( %I“THE“‘ )
AH(GH)\MI«EU\VGW LDH, Al-P ® 540 FH R
= O(IHER - 2 BRI, ﬁﬁkTﬂE FEEL ﬂlu:u%%‘i) Ei-ﬂ“rb%%zb
NoZENHLHDT, BEZHHITITV, BRENRO bNIGAIITE
Hazpik L, #MURlEsiTH 2 L,

Ayt RID (BEEERET)

JIIRAN *ﬁﬁ@%%%bﬂé ENRBDHDT, BELTDITATV, BE D

HDonLeIcEREEPIE L, B@ORLEEZITO L,
(ﬂ%@@@EWﬁ
/kODJ: 5 72l 'ﬁz}zﬁﬁ)wu&b%hﬁ_ N PN WU C. {)'_’j‘z%\ E&LE-EF'JJ:
DOWYIRAEZFTH Z &y,
0.1%~5% A1l 0.1%A0ifi S RBR
Fhh MRAL, AR R, BHER, 56 | AR, R, Mo
PR R SO/, LOTUR, | o, L Bk,
DFEV, FFIERK IR, SR, 4]

WAHAk, s, B

A
HICE | DB, R, A | BT, T, W | BB, AT
iR fERE, I 128 | i

AR, B, DB
K, EMW, DBz
B, WEM, DR E
GRS

BRAR g, mE LS., R
ik (BF=ET 1y
7 BN, HE
MR, FEIEME E=EMAE
. DEAHE)

=
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1.7.

— R4 PR tF U R (Cetirizine Hydrochloride)
i EOER
0.1%~5% A1 0.1%A0ii S RBR )
M R | AFEeEkEZ AR ERIA . U o]

K%, HifEkyE
%, AMmEED, H
BRIES . I/
., iSRS
HBRRE B, HIKB, F LA B
i, S, £ 55
IR E A

iR FENE TR, R IR ER[EI R 7E VE
B g | ALT (GPT) L Al-P L5
H. AST (GOT)
E&H. #Bryire

v 5
W5 ik - JREH. BUN E BER R, &R, R
WAIR % H. RBE, vavey |
= ORE . M
PR, MR
Z D Hig, AR, M | Bfw. Fr0oZb
L AFTY, BEL [ 1IF0, IR,
& i, e, %
Wk, (REHIN, FHA
I

TE) TR 0D B A XA E C DS 0D 7 o M R,

5. EEE~OFE

AFNL, & LTEE»SHEE SN D2, milinE TIEBHERENME T LT
WD ENEL, BWITFIRENFHT 28NN H 50T, [KHE
Bz X 5mg) oG EZBBT L2 EHEEICES L, RENPEOLN
TG A TR E SRS 2 72 P R E AT H 2 b

6. Whhm, pEm, RILEFE~O®EG

(DEEIR SUTIEIRE LW B ATREME D & D I N I2IE, 1B EOF RMEDGERR
PAa B D TSN BARICORBET S L, ([EWER (T
b)) THBZ@EERTSZ ERmESh TV, )

QI F O NIIIAFE G- 3wl edtir S5 2 L, (b ML
~ATT D Z ERHESR TS, )

7. NEFEAOEE

RHARER, BAER., LRSI 2 AR OSBRIk 5 2 MM
LWy (ERNICEIT A0 HRBRA D 20)

8. ERRARAAE I T T 2

AENL, 7 VAT VAR EMGIT 5720, T VLS v NS
ERT D 3I~SHATL VAR OG22 HIETHZ ENREE LU,

9. WEHKS

e, JEWR : AFlOWERGIC XL 0 EEEL, BE, HhaEETORE, #
B BUR, &3k, RERHOEONDZ DD,

RLE © BRI CRHERIEZ1T 9 Z &, AAIOFR R AT 2 <.
FIEARBNTEHT TRRE S LR,

WA SCEAERRAE R | 20124F 5 AKET (8 22 (R)

kel e S
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= 1.7-3

1.7.

FanNE D RRIEDORE - R, BiE - RE. ERALOIELE

— RHIA R

Ak R (Olopatadine Hydrochloride)

Wk 5E4

7L vy 7 "Bk 0.5%

A

HFnsEE R ) RSt

HEBAEFEH H

2011 4-7 H 1 H

HEAFEA

R A ]

Bl Xy

B - BRIy 2 L ARERGY - X3 7 L

L4

(Z2)-11-(3-Dimethylaminopropylidene)-6,11-dihydrodibenz[b,e]oxepin-2-acetic
acid monohydrochloride

LA

e

~

CHs
COzH

* HCI
O

i

T La sy 7R 0.5%, 1g A a iy Y R S mg

o e
78 | fEn

SNEE -

WA T ULV, SRG. FRRIBICHE D R (R ek
FEI5. BREIRFEIE. BATEEE. ST R

IR DT LV —PERSE, HERRE. SR (RIS BB, B
) 1CHk D P

M - &

BN R, RS 1 EA o7 D U ERRE & LT S5mg (JERIAIE LT
1g) #EMOHEERIO 1 H 2RO E5T 5,
R, AR, JERIC K V EEHET D,

AR EE, TR EO/NRIIZ LRI a N x D UERRE S LT S5mg (JH
WAL LTle ZHAOBMER® 1 H2BROBEGT 5,
WE . 2Ll b TR O/ NI 1 B4 n 82 D UtERRE L LT
2.5mg (JERIAIE LT05g) ZFINOBER® 1 H 2RO
Do

03 | g
el | of

(ROBEIIIREG LN L)
AHN DRk Ui BUE OBEERE D & 5 B

PR

1o

e
3
=3
S
B
i

LEERLE ROBFEIIIERICEGTH L)
1) BRI TEE [(BOmMHRBENFET 28NN H 5, ]
2) minE [ TEmE~OHE ] OHESMH]
3) IFEREREED & 25 BHE [ EEE BT 82055, ]
2EEREANER
1) IR{EZMETZE08HDHDT, KEERGHOBEIZITH B EOEERE
fElR % CF O B OBIEIIIEF SR VWK )+ oEETH 2 L,
2) EMiAT oA NRIEZZIT TCVWHERET, AFFREICIY AT 04
R EZ X555 1L+ 2B T TRAICITH 2 &,
3) AAFZBHMEOREICERGT 255813, HFRERFH 2B 2T, TOHE
AINGHREGZBG L, R FHE TREE TR A ZEDNEE LU,
4) RFNOFEFIZ L0 ZhENZBD LR WEESIZIE. EBARLEEMIChE
DG LW IICHERETDI L,

Mar 06 2013 16:12:50
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1.7.

— X4 PR v % Vg (Olopatadine Hydrochloride)
i EOER 3.EIE
PN,

T Ly 7 HEO AT N OME AR - FrnliiE (BRI HRE) ok
VT 9,620 Il H ., BIIE FH M OV R FR A A1 S 5 O FE BABINIE 1,056 1] (& HLE
11.0%) T. 1,402 Th -7,

TREWERITIRS 674 14 (7.0%) . ALT (GPT) L& 681 (0.7%) . &

B 53 1F (0.6%) . AST (GOT) L& 461F (0.5%) . 18 3614
(04%) %ThHo7l=, (FHHFEEKTHE)
NI

T a7 EE KR OERLO ENEFERRER 2BV T 621 FilHd . BITER &K OER
FRATAEFLH OFEBUFNT 69 il (EBLHE 11.1%) T, 871 Th o7z,
FRRWEAITIRSG 24 4 (3.9%) . ALT (GPT) E&H-204 (3.2%) . AST
(GOT) L5 91 (1.4%) . AmEREEZ 74 (1.1%) % Th-o7-,
1) EXZ2ENEM
BIERF 75, P RelE S, 308 (BEERE) © BUENFR. AST
(GOT) . ALT (GPT) . y—GTP, LDH, Al—P ® EH%E4 1S ATk
REfEZE . HIEN D LONDZ ENH DD T, BEELHoIcitv, B
WORRO NG AICIIE G E2FRIE L, #MURLEEZITH Z L,
2) O OEIER
TROLIBEHWERRZH LA Z ERHHD T, BEE 0127
VW, BENRD OGNS IIEEE - REZEO®EURLELZITS =

Mar 06 2013 16:12:50

S
5%LL 0.1~5%A 7 0. 1% 3 A AR
W EE ™ FARSI AT FRPE
VEIE (- VA | Rk IR
)
PR | IRK BRRE, DB, L OU, R EE)
SR - BHERR, LRIET (#m -
HEWN I %)
kg M AP, ME B, ON [l
M. AL IES K DAL .
. e
., BAEOLE
JF B JFHRE LR
(AST (GOT) ,
ALT (GPT) ,
y-GTP, LDH,
Al-P, ¥ UL
v bEH)
i K Bk % - 35
D AT IRERY
%, U v oRERE
s
i M PR RAEF GHE
WAPR 7 BUN L5 mer7 vy
= kR, BE
SRR, SR
(#E<)
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1.7.

— X4 PR v % Vg (Olopatadine Hydrochloride)
fEH EoER
5%LL 0.1~5%A 7 0. 1% 3i A AR
EER 2R B, k-
=
Z DAl M=z L 25 m JRMERE. Mo | H AR
—/)L b5 ERARPREG, BR | PR,
W RE | BIETR
Hn, 1E3TY
E) oL ERPS b LEIE, B5ERIETHZ L,
4. FEE A~
R E CITAEFRRENME T LTV A Z ENEL ., BIERNRIL LT W
DT, BHENLEGZHET 57 EEEOREZBILE LN HEEIC
BHETLHZ L,
SAthw, HEM, BILEEFE~ORE
1) G OISR L TV D a[REME D & 2 i@ NIZiE. 1B EOF RN
Wtk A EE D SHWr S DB AICOREETHZ L, FRT O
HATBT 2L &ML LTV, ]
2) ARG T 52 L aEET, RUEeETERSTIHEITIT
B AEPIESELZ . [EFER (7> ) THHH~OBITK
OMHAE R OREHINH 2 ]S S Tn b, ]
6./ NRE~DFE.
IRHAMRER, FrEWR., L SUT 2 BRSO RISk 3 2 2 2VEII ML
LTW7euy (R D720
7. BRI AR ARG RN R T T
AENOEHIX, 7T VT VNG EIRI L. 7 LS s ORI S E
EHRT DT, T UG VNI R & T D RTEAR 2 &5 L7z
o,
8. DMOAEE
REERITZIA STl W, 7 a v 7 RGPS L ARZEDIRIEN
I B AVTIERI DA S TW D,
AT SCEERAE A | 2011 4B 11 A1ERR G 1K)
ik —

Mar 06 2013 16:12:50
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1.7.

R17-4 IEFRAFURRIEORE - DR, BiE - RE. EALOIELE

— W4 PR T ) AF R (Epinastine Hydrochloride)
W 5844 TLYALRIAvay T 1%
g AARR—U U —A A 2RS4
KRR A A 2005 4F 1 H 19 H
HEAEH 2009 4E 1 A 18 H
FFafAl4E H —
Hiill X oy BH B L, BRI - BIEE
b4 (£)-3-amino-9,13b-dihydro-1H-dibenz[c flimidazo[1,5-a]azepine hydrochloride
e 3 ¢=v
HCI
FI - G TLVIA L RTA vy T 1%, gzt AF K 10 mg
Zhie - BR T LR —MERR, RS, REERE (B25 - KEX. KEZ O FIE) I
Lo %P
ik - H& 1. 7L —phig
WE . ANRIZIE 1A 18] 0.025~0.05 glkg (T B AF R & LT 0.25
~0.5mg/kg) & MRFEM L CGRAKEG T2, b, Fil - BRI IV B
T 5,
7L, 1HEGEEIRIA vy T LT2g (AT UHRE L L
T20mg) MR &, FppIOEER G BT, @, TroHf&E%r
1HEE L, 1A 1 EHRER L CRAKST 2,
- ip (BRI 1 A&
3L 14 kg YA 1= 05~1g
7 A 24 kg Al (=BT AF RS LT 5~10mg)
s . 1~2
7RELE 24 kg LI (IE+X?Vﬁ@ﬁ§LTw~wmQ
2. FHE, RIEHEE (B2 - IR, KIEE DHFEIE) IZfES £ 55
WEL, AIZIZ TR 1E0.05 gkg (= FAF MR & LT 0.5 mg/kg)
R L CRAKET 5, ok, Filn - ERIC KV EEHEET 2,
7L, 1HEGEEIRIA vy T ELT2g (AT UHREE L L
T20mg) ZMRIRNT &, FpIOEER G BT, @, TroMf&E%r
1HEE L, 1A 1 EHRER L CTRAKST 2,
Al eI 1 A&
;gié 2t§%§ lg (ZEFAFUHEERE & LT 10 mg)
7Bl b 24 kg Ul b 2g (ZEFRAFUHEEmE L LT 20 mg)
g®5 —
®e (ROBFIZIFTHEG Lin &)

AHFNO RO xE LIRBUE O BEERE O & 5 B FE
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1.7.

— X4 PR T B A F UHiFEYE (Epinastine Hydrochloride)
A EoEE 1. EERS ROBFITEEICESTH2 L)

Fb S 3 OBEEREO & 5 B
(R ENETHERT 20355, ]

2. BEERIEAREE

(WIRREMBT Z R H DD T, RKFEGH O EBEFIZIXEMRZ 1 5 Htk o
BEICERSEDLZ L, £70, REFICHLTOEHEREEZEXDZ &,
QAAKN 2 ZHEDBE IR G T 25813, HRFHELB 2T, TOHEHA]
MO ZRG L, FREFHE TREE TR 2 Z ENREE LU,
COARAI DI L 0 R BD SNV EAIT, BREERICHEY
BEL2NWEIICEET D Z L,

3. EIEH

B R R T OFRAH] 519 B EIVEH B HE S ZAEFNE 39 F1 (7.51%)
Tholz, EREWEAIZIRG 154 (2.89%) %ThH -7z,

fEHEGREFR A 72 & NTR EE A CNRSERZ 2 A5 5 BE Ik
T L) ToOFAR 3,328 FilHEIVEH A3 S AT ERI 28 {5
(0.84%) Thotz, ERBEIERIZIRE 31 (0.09%) . [ZHH 314
(0.09%) . WEX 31 (0.09%) % Tholz, 15RO LEVEERT
G103 3,306 B TH Y | FE X BIOFIVEFHRBUERE X, 1 AT T 42 41
0] (0.00%) o 1 ERPAE 2R T 94 B 1] (1.06%) . 2 kbl b
3 kA T 158 il 2 451 (1.27%) . 3 kLA b 8 A C 2,399 51 15 f
(0.63%) . 8kLA L 15 me A 2N 613 B 10 6 (1.63%) T o7z,
(PR A& T RF)

(HEKRZEIEM

1) FFBgeEREE, $yE (BEERB) W

AST (GOT) . ALT (GPT) . y-GTP, Al-P. LDH ® b5 0 iFHE#ER
E=O(WEHER - 2F B, BEACRIR, AL EK - IEME) | FEEN
HobNDbI ERHHDT, BELFDIUATVERENRD b NGLEIC
WL, BEEFIEL, EURAEEZITY 2L,

2) I /RIED (BEEEREH) W

M/ RS BN d Z ENHDHDT, BIELE HoIfTVv., Bk
D OENTHAIITER G 2RI 57 CEU B AT Z L,

E) T FRFUERIESEORSICE D EBEMEDD ., HERH

2)F OO EIER

IO XS BRAWERN & & o 2356121, FERIZES U Tl 2 Lg%
1792 &,

0.1%4 1= 0.1% A0t BEEERBR D
— PEETENE, R, | i (RRE) | 7 R
T HIB, STEE
- IRA P, AR, R | HEV. AR, ma L
QW$ ) k. AR — v & Lk
R L. S5, SN

e e, B, T B, D8, AW
i #1, THIERE. T K. ARRIE, HE®K, H

M, (RS LR, DB, S
R
I 55 S, LR Il DRI ¢ PR
B FFHERESL . ALT

Ll (GPT) 15
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1.7.

—RHIAL R

T ) AF Ui (Epinastine Hydrochloride)

A ForE

0.1%4 1= 0.1% A0t BEFE AR ED
B JREH, BUN k
Fo PRAPIRMER,
PR A I ER B
WPR B2 BEPR . MRS DB R ARIE
R, PREA
PEER 2R TN ES R
. iEE? F i BR % e R B i BRI
i[5S ARy
oLk (a2 M A, HEER, A
PR IETY ., R
. FiE

D) RELEBAICE, BS54k L, BERLEEITY L,
VE2) B 01 TV, BRERBO SN HAIIE, REE2PIET SR
EL R ERITY 2k,
1 3) =V AF UHEE ORI L D HRBEED D, HERH
4. FlnE ~0&b

Bl E TIEAT « BHEENME T L TWD Z L%, WIN SRR E

ELTEEOOHESND Z L n, EMIMICEIER - BRIER (3

B, e, HEATESE) OBIREITV., BENRD DS AITE,

TR SUIRIR G 2 72 YR E 2175 2 &,

5. Wbl e, BIHIEFE~ORE

(DS SUTEERRE L T2 AIEEMED & 2 i NS IXIRIR Lo F 48 ME S et
Z LR B SN GRICOREGTH L, UHRTOR5IZH
T BLEMIIMENL L TV, F72, HIRRT M ORI E (7 v
) TIEZBEOR TN, SWEEEIHE (V%) ClIbiEBseE
H2, WInbmHAE TR TV, ]

QLT OH NGS5 Z & kS, 2B TR T854 3%
HepilbswsrZ b, [@EWMER (T ) TRIAF~BITTLHZE
NG SN TW5, ]

6. NEFE~OEE

(DIRHAERER, FrAal, LIRS 228 LTy, K
HAEMRER, FrARIITE AR 220, LRI AR BRI 72
W, TEWER ] OS]

)/ N ARE S BT 3T B ARHF DA 0 K OV AT N LTV,

7. WA EOEE

(DFABLEE - AFNT AR ORAICH 2 0T, G ORIFITET, K
WD LT BIEeNE T 5 2 &, RGP RELLEL TS
LEid, MBENICRTFEL, TEE0E D HONERT 2 &,

QA 21l
AFNT, A EBE LI2GEI, AAOEEIK TEOZERRD Hil
TWHOT, JFAlE UTHA L OFd S I3 ThRn &
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1.7.

— X4 PR T & A F W (Epinastine Hydrochloride)

fE EorE 8. TOMDIEE

R EER & 2S8R 5 L 723 A I B %R G L0 b EENEL 2D
TENREINTWS, (T LAX—MEREKBIITH L TIImERTHR
5. @5 - BHERONREFEBRTH DT b E—MEZERBRIZH LT
A% RE AN, BEMDNHESIN TV, )

AT SCEAERRAE R | 20124F 4 AKET (5 7ThR)

ik —

Mar 06 2013 16:12:51
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1.8.1. WftcE (B

1.8. FHIXE (¥
1.8.1. FBEXE (F)

TIRITE () BEBEEREOLEDTHD,
RO NEZBHT AL,

* BT HRGR I AR BERE (R

1.8 -p. 1



H AR HERG a3 B 5
87449

B MEEIR] 2 /AER - 7 LIV —tER BA RS
HFLHFIIL°o Oy T 0.05%
Xyzal® Syrup
LReF) SoEBEI Oy S

RISy

I SRR D
fEHIR - adEIcFRR

TR
SR
ARSERAYA

2001 £ 1 A

(% B] KkoBHIFRELRVWI L)

M AFNORES T ERT D UoFER (BF )Yy, BER
nXx LV EED) IO LIBBUEDOBREROH 5 B

QEEOEEE (/L7 F =227 T 7 A10mL/mink
i) ObhHEE [(BOMPRENERET A BZENNH

% ]
[#HEL - M4K]
&Sy s &8 |1 mL HiZ
LAREF Y U UEERE 0.5 mg
i Fefa S b U o LK, OKEERE. ~ T b
—VIR. VY v RTFF R EAEFR
AFN RIFRVEREFHR T, B
oAU T MU T AKFI, B OREEK
[EN MEAOEHOIWETH D,
pH 4.7~53
[#h8E - HE]
PN
T LR —PERR
R, B - ER. . KB O FE
UNR)

T LR R

HZ. BURRE (95 - SRR, BUET O FEIE) (2

2XDFE
(Ri% - AE]
59N

WEL. RASIEIEIOmML (LARESFY DU L LT
5mg) #1H1E, SERNIEAOREGT 5, ok, Fhn,
FERIZ Z 0 M EIE T 223, EEm S5 EIXIH20mL (b
REFV D UHERE L L TIomg) &35,

U

HWE. 64 ALLEEARO/NRIZIZIERSmL (LARET
U UERRE L LC1.25mg) Z1BA1EKRO#ET D,
WH. L ETSAR O/ NNLZIXIER.S mL (LARETY
UL LT1.25mg) & 1H2ME, Fi8% K OBE
WZRO®&5T 25,

WE. TR BRI O/NICIFIEIS mL (LAREFY
DUMEREH Y L C2.5mg) Z1H2ME], #iRt% K OBLER
WZRO#&53 5,

Oct 28 2013 17:35:09

________________________________________________

Ri% - AEICEET SERALOEE

BEEES T, AR OERE SRS Hiv,
BENIKT LD, JVT7F= 2077 RG0
T, TROLBVEGEOFMHNLETH S ( [3EHE)
&) DEBH) |

BB, ZVTF =27 )T T2 A 10mL/min AT O B~
OFHIIEERZTH D,

BN BE OB RE SIS T 2 ML - RO HZ GtEAT—#)

V7 F=27 U7 7 A (mL/min)
=80 50~79 30~49 10~29
HELE | Smg Z1A 2.5mg #1 2.5mg %2 2.5mg % il
MR | 21 Az 1[E] Az 1fm 220\ (3~4
Az 1E)

BEEEZATH/NEEE T, £BEOBEZ VT2 L
KEEZBREL T, HllIcHELMETDS L,

(ERLEDEE]

1. BERES (ROBEICIEEICRS T2 L)

() EBEEEDOH LEE [EOVMHIRENF T 582001 H
Do ( THE - HEICBEES 2 EoEE] KO TH
gl OEEMR) ]

Q) FEEDH L EE [EOMHIREN R T 582001 H
%o ]

@) mlE [ PRENRFRT 2B8ThBlH 5, (&
fnE~OE ] KO Y@ OEEM) ]

4) TAPAFEORVR BTN OPAERED & 5 BH
D2 RHT LB ThEH D, ]

2. BEELGERNEE

(DIRKEETZ L RHDHOT, AFEEHOREFICITED
B OTEEREME IR M O RO BB F SRV L D
+oEETH L,

(2) BH| % ZEHEOBE IR 5T 255813, HRSH%5 2
T, TOERINSEE AL, HRFHK TR E T
5 EREE LV,

@) AFNOFERIC L W BEBRBD LN VEAIZIE, BRE
EHNCO- 0 HEE LW 2 clEET L2 &,

3. HE{EF

BREE (IS5 L)

wH5% BRERAEN - B S %ﬁlﬂ'¥ﬁ“§
FF7 4 TF U DU R L OB | BEFIEH LT

v IRV, TAT 4V O3EYH)
IR, EF Vv

X720 n, &F
Y DD e

ED SERRE OMREE RO | Hos VT T
HENTWD, AR 16%k A9
Do




EHIA% ESHRAE - B R
U ke t%yyyw”ﬁ%ﬁkwﬁ% U R Feick
TR, BFUDUE R | v eFY DU
@%ﬁE@ﬁM(M%)&UU D Ym0 Bk
MFELDORBEEODTNRE | AREIND

£ 11%) BeEEIITND, AREMEE 2 D

nb,

HAR AT PRI RR R R 2 5. 2 BATHE | FRAR AR 7
HilF PR3 d D726, FHEARRIEIF] | AR S D

T a—jv HHWET NV a— L EPERT S | AREER D D,
BRITIEE T 52 &,

LA BF U DUEY SRR E OO | BEIEH ST

= NIERsHE R, WmAlOMAPRENS EF | X0,

IKFIW) L. BT b A = NEERE KR
MORIERNREE LT & oWE
Nd D,

ED JEIRTHL2EF VIO R2T U FAY—RLRESF

U Th D,
4. BI1ER

LREFI DL, TEIRKTHDEF Y VU OR-=F
FA~—ThHD, ENOEAIBNT, LREF I VUi
Rt Oa M, BEMERIET 2 BRRBRIIITOh T
A

< LRETFV U UARERE OSB8I DR >
(A
T LIV — B R R OB VLSS 268 L LT29>DifE

SRR TR JI’@b‘“C LAREF Y VR Sme % ¢ 5-
U 7= MR A E 11292451 20751 (16.0%) & EIVE 23
HENE, ToXRbL o, HIR6TH (5.2%) . HEFE

26 (33%) . G 3.0%) Thotz, (FAY
IVEEATERY)

SURETF U VBT OENICI T 535>
U

%65 A UL E2RRIE DT L ¥ —PEB K TR G5

BITHED TR AT 2/0NRE x5 & UIZEARRERG0

B, BIVER Mw%ﬂ&ﬁoto(%%ﬁ)
<kBFVU T UERBREOENICE T 2 3% O A >

IN

T F U U SEORRBIFE TORANERE Lz

A 13965171891 (13.5%) (ZRIVEH IR AR MR A E

DOEF B RO vz, BIVERIX139661 14041
(10.0%) 1A B, Fe b DIFIRE-4H] (6.0%) . &

D121 (0.9%) . F¥B9f (0.6%) . MES7H
0.5%) ThHot=, =, ERHEHRREMEO R LT
IZAST (GOT) E5-1.4% (17/1182%1) . ALT (GPT)
E51.5% (18/118141) | AFFEEKIEZ0.8% (9/1114
B . e UAEY ER05% (6/1133%1]) THoT,
RN % x5 & Ui O TR A S 75961 (VR
1@W%aﬂ)¢mmiew@ CERR B 2 5
BITEHDZE O DL, E2RENERITIRG 14914
Qﬁ%)\ PEEROME (0.2%) . D¥BOME (0.2%) . ¥#
FhED F 8 (0.1%) | FERO6M (0.1%) HTHo
2o (BT VU U UEBRIE O FEFELEK THE)
URD
vF VO UM R T A vy T OERREE To/NR
g & LT ERRRBR60261 H 2561 (4.2%) (ZERR A
ERFEEESZELEEANRD bR, E2b 01k
ALT (GPT) L&H-8fl (1.3%) . IRX6H] (1.0%) TH

ST,

(D EXLEIER

Oct 28 2013 17:35:09

NYavy, 7HI745F>— BEHERHA™) : v ay
7. TFT7 0 7x%— (WEREEE, MK, =2,
RBIRE) BNHLDLNDZ ENHDLDT, BEE DT

W, BENBO SN GEIIIRE AT L, YR
BEEITH 2 &,
2) =8 (AW - RERRD NG E I, BE5E

kL %ﬂ&ﬂ%%ﬁb:

3) FFHEBEREE (0.6%) ,ﬁrﬁﬁT%M)AH
(GOT) . ALT (GPT) . y-GTP, LDH, Al-P®_LHS 0D
JTRSRERE S (WIHAELR - iﬁ%ﬁ@\ﬁﬁrﬁ FEE,
K5 . BEAD HbbILD Z kﬂ%é@f Blgr 1+
ATV, BENEO ONGAICTES A FIEL,
e E a7 2 &y

Mmmwﬁw%%ﬂWW%:mm&ﬁQﬁ%%bné’&
ﬁ&é@f BIRE 04TV, BEPBD LY

TG ARIE L, EERAEEITO 2k

EZ)@%T@VT??J//WEW®E%$¢@AT%@6h

TWDEWERIZOW TSR & LT,

(2) Z DD EI1E A

WD XD REWERAPREO bN-EEITE, BBEITSE, &
&, &5k @ﬁ@&ﬂ%%ﬁb_k 7o, BIVER%
BAAEICOWTIT T Ui ORI ES &3
#H L7,

0. 1~5%3%k % 0. 1%KiH SEETE
MR, PEEU  |BER. SHEK, 5| AR, Kk, 910
LELE, LON| 9>, k., %
B, O F W, VRE | B BR.
1% 5. M T E
= o 57 . Hﬂjj{m“& E§
AR T AR R 8 R
T W%, B
RIE. KA, =
S Rt
3) . fﬁ%k{fz]gei 3)
A, WK, |BH AR, TH, |EHEmE, &
BAARIR HAL R R, ME%. | BT
JE AP, B
JHIESS M. DR, #
N u’%éﬂw’i
R R
AN%
BE, e RS
RER(BET 0
J— v 7 ED AR
LR . WR. RN
R
Wy5zE )]
LFREERI D | fF PERIAD . U >
SRERMEEZEY A
MmER¥E % Bk
m % P, HiEkEE & E
SN BR B 0
SR A3 R
3)
5. =RIB ., TR | S, 35
1B EUE JE, 5. £ 9
FERL, IS TRIE
0B FEMEFE I, ZER PR REE . IRER
[BIfE RS R
ALT(GPT) L |AI-P |5
H. AST(GOT)
BBl aey
ey b5
=i - JREA®® | BUN|HE R N % . &R
AR RS RBEE D | BAL ERTY
” vavry =4




0. 1~5%Kii 0. 1% K& BETH

DTS
)7:}'<\ [-m’]:réd: 3)

Hug, ARRE. |BEERH. FEo
o, 1T, B|ZbiTh, B
ELE B B,
BLE . nguk, &
BN, BHA
T, R DR

Z Dith

E3) BF VP UEHBE TOARRD 5TV HEITE,

5. BlmE~NDKRE

AR, & LTEE»OHHESN D2, SinE TILE
BEREAME T LTV D 2 ENRE L, mW L E 2 Fifse 3
LRENRHLHOT, EME (FlAIT2.5mg) M H&xkE%
Bltnd 27 LIHEICRET 22 L, REPRBO NS
AR SUTIREES 5 722 EU 2B 21T 5 2 & (T3
Wik OEZM)

6. 1EiE. Ein. RILBE~OES

(D) 154 SO TR L CW D RTREE O & D im N2, 15 Eo
AistEN %2 ERl2S & S %AD&
HZ L, [EWWER (v ) CTh#ErEETLZENn
TG, ]

Q) AP O N IIAFE G I3zt S5 2 &,
(BT VU Do RSBV T, b MR ~BATT
LT ENHEINTND, ]

H1) 9BIEKTHIEFIVLD RF Vv FA~v—NLRETF
VY ThD,

1. INRE~ADERE
RHEAREIR, HAERUT6 » A AR OILIR I 2 %4
PRI LT ey ([ENICRT 26 HRRBRIT 7220

8. BERRERERICRIZTEE

AENE, T VNT NI EIRT S 726, 7T LS
VRN SR & Efid 53~5 ARl & 0 AFI O 54
IETBH5ZENREFE LW,

9. BEKRS

iz, ER  AFOBELEIC X0 EIRMER RS S b
HIEND B,

WME : MBS UHERIEZTT S 2 &, ABIOFRN 72
fREAIL < . EEARFILET THRES LD,

(EmEhRe

1. mARE

(1) BEEES

TR N BP0 LR F VU O U HlgtEsmg (S a
7)) EUEMERHER ARG LZ L&, MR L AREFY
DU PR X 5550, 7S RER 2 13 B U R R FE 203, 3ng/mL
(ZBIEE U7z, MR BE oo Y R i 3497 9 T o
oo BF VU UUHEESEIOMEg (RT A4 v uy ) &2k
HERRAOKEEG Lz &, P LRETF ) O REIE
554 VRERRIZ V3 ) A R R 196.5ng/mLIC Bz L, (i 4
HRREE O YE S 7.9 T o 7,

Oct 28 2013 17:35:10

250
—o-TF N 10mg (FZro07)
200 - —o- LRI sme (O T)

MmEFEp LAt F 1)U BE (ng/ml)

0 G 1|2 fa 24 ?:o 3|s a‘z 43
BFfE (hr)
H-1 mEhLReF Y SUREHRE (=20, THEHZERE)

£-1 LREFY DL OEYPHRE/S A —%

&5 tma Cna tin AUC,
e o s -
B 53 5 (hr) | (ng/mL) [ (hr) | (ng.hr/mL)
LREFY VL | (8';5)_ 2033+ | 791+ | 18447+
(v e 4249 | 100 | 31756
1.50)
vFU TV
(Foq 1ome (328_ 1965+ | 7.85+ | 1737.1+
ey 150) | 3131 | 100 | 27899

n=20, PIEEERAERE, tne : HRAE (HEPH)

fERERR A BIE206IC LR F U VR ESmg (BER)) &
e AR ARG Lzt &, TR L REF ) DR
FE VI G- VR R U e e I R IR B 232.6ng/mLIC B3 L
7o MAEHRIREE O FRMIIAT 3R Ch o 72, F

72, 10mgZ BERE OGS Lz L &, BEEHEICHED
Coax® EF- K OAUCOEEMPFRD bivlz, &F U ¥ Mg
H1omg (B84 A Z=MERHEIRRA#KE Lz L &, miEHh
UARET U ORI 0% RERRTIZ 3 e ) 5 P i
228.3ng/mLICEIFE L, MR A O R =080 3K 7.3
M<ThH-o7=b,

600

—O LAtz F U 10mg FERD
500 ——t=F L 10mg GERI

—O— Lt FU L emg GERD
400

300

Mg L A=) D8 E (ngfmby

B3R (hry

-2 mFPLAREFY O UIREERE (n=20. FHEHRERE)



=2 LREFYSODEMEIRE/INS A —4

-3 LiREFU O UIRRIEOEMEE/NSA—4F

5 t C tin AUG,
SHE ‘max ‘max -00
B A &= (hr) (ng/mL) (hr) (ng.hr/mL)
) s ((1)'(2)2_ 23260+ | 733+ | 1814.06+
LAREF Y & 4.00) 64.49 0.98 392.49
e 0.75
B lomg | (©50- | 48000% | 7.57% | 354651+
s 200, | 10401 0.89 712.14
wFvve | ((1)'(5)8_ 2830+ | 732+ | 187537+
(Sl =15 o0y | 4067 | 078 377.94

=20, FEIIEEAEERZE, tnee © TRAE (EHEPH)

Q) REERES GHEAT—42)
R A0 LR BT Y O R SmgZ 1 H 1[EI8 H
MZEEREROESE L&, MIEhLRETY ¥
VMR TR R R 13 BB AR 2 B IO E RIR BB IC B E
L. AUCoulZ oW THH L= BREAHIZ1.08TH -
72

RBEDEE NBEAT—2)
TR 206 LR F VU O Uit Smg & 8% (FlE
i) XIFZEMERe I ERR A G- Lz & & 2R mEs
Bl AgESoMERLRET Y O UEBRED
trax (TFV L3 BERIEIE U, Coax SFI35%IE T L7222, AUC
IZBHE 2 23R bR n o Tz,

2. Hf

fERERR A BE20611C LR B F U ¥ o ERE Smg & 22 IE R BL
B O®HEL-EE, LREF U DD RNTOSHE
FE1325.14LTH » 1=,
MEEAFRESSR  [*Cl- LA EF VU P (0.2~5pg/mL) D
invitroTO & MR FEERITNN2% TH > 7=,

3. RE

(D LREF Y P ORBREIL Y = = VEOKERE, N-&
RO-PT VXA I H T Y HEEROAEKRTH
b, Fiz, LARE®F VU PATEIZCYPIA4TH T LF L
Iz, EEOCYPH 1/ CGREE) T7 ==/ HEDKE
LIRS D Un vitroidBR)

QUVAREFIV PPV EERAED Cuu T DBEET
CYPIA2, 2C9, 2C19. 2D6, 2E1 K ON3A4 % fLER S,
UGTIAW TNZCYPIA2, 2C9M ON3A4 % FHE L7V (In
vitroiRBR) .

4. P

TR BAE20B1C LR BT U O ERYE Smg i (N 10mg
ZZEER AR NG LT EORNTORE 7 VT T
VAR, FALEN2.435+0.5670/r } 2.482+0.582L/hr T
HoT,

TR AN 20612 LR © F VU 2 L Bt Smg % 22 i R B [ %
AL L7 X0BREZSKMETOLREF U DU
et o0 B R P HEIERIZHIT3% CTh - 7= (PHEAT —
2)

fEEERE N B PEMENC[UC- L AR B F U O R IR Smeg &
ZERERF AR O 5 LT & & DR E# 168/ £ TOR K
O 1 D B RE RN SR E N H85.4% K (N2.9% T b -

- 2)

— o

5. BHEETEICES TSANEE WEAT—4)
JLTF =7 VT 5 AR45~90mL/min (#REE) | 10
~45mL/min () OBMREIR FE. R OMEENT %
VLT HEEOFEHER TEICLARET ) U
SmgZ HERE NG Uiz & & BHREEF & 1T, B
IR TEHETIZ, LARETF U VU EIRE DAUC) 1351.8~
STRERML ., 43 891.4~3. 95 IIEE LTz,

Oct 28 2013 17:35:10

A
. i < S - BRI
s IE R 5T BHEKT
(n=6) (n=6) (n=6) (n=5)
(mCL%;rin ) 98.7 62.4 264 o
e +72 £9.8 £10.3
gy | 2203 2952 3200 358.0
max (N8 +68.78 +60.76 +67.06 +£90.64
AUCos, 2125 3834.4 82909 12579
(nghrml) | 28260 | +769.85 | +3653.54 | +3518.4
on () 10.4 14.9 252 41,0+
” 276 £3.12 £973 15.54
CLr
. 25.6 143 42
(mL/min/ —
e +4.64 +5.13 £233
229 133 0.63 0.43
CL/t (L/hr) +027 +025 £022 £0.15
B AR R 7=

Cler: Z V7 F=2 7 UT TR
CLr: 27 V77
CLf: &7 VT F A

6. FEEEEICHITSANEEE

JFHEREIR FEICB T 2 LR BT U ¥ R O S H e
DOREFHIAT O TR,

7o, JRAEMENAH T ZE BF I T U O R IRIE 10mg
FHERORE UG, R IER R A
HREEE Y I OIE R | Crax® B AUCOHERNEE
bz VMEAT—%) .

=4 FEFEEICET5tF U D URRIEOEYEEN

TA—4
P 1:max Cmax t1/2 AUC
il (hr) (ng/ml) ) | (mehol)
BERRRLA 1.0+0.5 384103 74+1.6 | 3309
(n=14)
JRFEVEAR -
FFREZE FR s 1.0£04 498+118 | 13.8+1.8 | 64+*1.6
(n=6)
S fE A HE A 7=

1. BEMEICHITHARNEE GMEAT—42)

EE (FEim  TI68iE) Il LaReT U U

30mgx 1 A1EI6 AMRERAKG LIEEDLREFY P
VR DR 7 )T 5 o R, B R
407%) & ER L TRI25% KD o 72,

®-5 BRMEICETALARETY O VIRBRIEORYBE/N

S54—%
sl e (éﬁi) 0 | enoiy
T O | s | o |
e T [ | 22 | 2

FEEHTIERAE, tmare - TIAE (REDH)

8. INRZFIZHITHEMENRE
T LAY LI ERBIIES 2 9 FEE2AT
Z/NR (Efen HLLR2EERT) 12, VAREF U DU
Fthi1.25 mg A% 6 1 A LLE SRR O/NRIZIX LA 1E],
1k Pl B2 R oo/ NRICIR L B2 5. L7- & & s
LAR®TFU P UREITITROWEY ThoTo,



x-6 NRIZBIFHLAREFY =E -8 ARBHEHRIE T IRERERRIT7 "DELE

Cmax Cmin N_X ? JOEE S
s (ng/mL) (ng/mL) s %aﬁ;qi? AR
Ktk 6 UL 1 B 216(.;;)81.7 21.?3%1)9.2 " . A T e
203.4+69.1 53.8425.8 A VA | £E1[E o
1L b 2 Rkl 29) o0y CREiefiy | GO | G |
TR (B %) 2| RE |
vFIVve L, 6.66 4.79 1.87 1.85
(357 9 R (1.26) (1.96) | (1.79) | (0.18)
E N KOS Tl Sz LRtv F U O U ERIE O RRR 7SR 117 6.84 5.51 1.33 1.25
M BT U U R C O EN R &R T (=2 | G2 AP 1G5
. [N e | OSYIRHEIX
1. EFUSUERIEE LRETF ) O UERED WP TP DR | R ] 9 p fit
St S ER RS vs 7 7Em 060 | [0.15~1.05]| p=0.0087
TNZE IR N BE2061 & 5t G & U 7= A r RS0 a) A RIERA T 73 10 22 % BIRITHAIL & A+
ABEBRICB N T, LRETF U D UERESmg ke T b) ZlbE= (X—R T A CFGMIRK (RBRZEE 5-BRtA H O/ 3 H
U UERE 1 0mg & ZEERFH AR O 5 L& X LR M) — &R
CFY PUEE T Y Pr R TR M LR F Q) N—A T A LA A =T R ORI & A B L LT S
YU IV, M LAREF Y 2 DCm R AT & O Bl

BEE - [ 3 & \zé%ﬁgs o . Rk &
AUC, i XA% Th -7 ( [HEMBRE] OESH) i) AR (B 12 . AT 36 1)

2. tF Y UiEREDERNESKEKE IWHM ¥ CHENET L L —PE % & X 2 i S
() EA A BIEIRA 2T OR—R T A VFHl#IR 6 D%
[EINAE~R1T8MEER CEME SAL7- T LB — g ZEF ﬂ:;@#ﬁ% CE¥IE AZ R R 2S) 13, BG4l 2.81 =%
B WS - RSk, . REZ S EEE36HIC BT B 2.62, FEHMF : 3.66+£2.75, F&E 12K : 3.40£3.01T
F U DR EE DR EE R SR L O T S M iR HY ., NRIIRERTEREETEBE T2, BEL
DOREIIRD &3 Y Tl o729, T,
%7 ENBERBRECHITINESE DEMD. REKE (BF - REX. BB SEE) (C#
e GEE (((PEEGE DLk 2%SE \ )
- DIE A FER) 1) EEMRLEGEER (5 2 @, T3S 134 1)
F LR 49.6% (66/133) EPN29ftise C7 b B — R R R L L “EERIL
REBRIZBWT, EF VU UVEBBE R I Aoy (3
IR 71.3% (211/273) RELL TR - 1102g (BT Y DUEs S LT
N — . 2.5mg) Z1H20El, 7aELL E1SEAT : 1810.4g (BF VU P
R - PR 05.9% (81123 CHRHE L L Csmg) %1 B2l BB NES hF T
FES 57.7% (30/52) TN R T A4 >v 7 3L TR « 1080.6g
e o e ) (r hF 72 LT06mg) Z1H2ME], TPl E15RER
PERRE 5 74:5% (411539 Wi Allg (& hF 7= b UCimg) %1 H20E]) 23

(BF U D UERESE 10mg 1 B 1[55I >V TERY) Prh LT, # SO EIEEDOEEE RN R LT, #

7 b /uﬂ:_f N8
Er, T LR B R OS2 R L L o TN T M REAT B A
REBERBRIZ B\ T F U O U R SE DA FAME D R ! -
Y ANGAYS)
(2)INR

D7 LILE—iE%
1) ZEEMREGEER (G0 2 @M. A% 122 4i)
[EP28HEsR TIHAEMET LV X — PR R xR s L &
EREEHRICBWT, ¥ F VD UERE R I Vo
7 2R LA 7R - 1H0.2g (B F VU PR & LT
2.5mg) Z1H20E, 7Ll E1SEAT : 1804g (BF VU ¥
VIR L L CSmg) #1H2E HDWMET 7R %2
MG Lz, RMAEBIERA T (< LeHFIE, St
B, BNEOFER) OBLRERITIR L, TOME
b, 7T ERICKT 2 ARIEOBERANEDRGE S L7,
I, NROBEET LI X—PERBRIIHT D7 N FT
=7 VEEEE IR E T A ZEHEMMERERTIX, A
IEIZ DWW CIES IR SR o Tz,

Oct 28 2013 17:35:10



-9 £REIMERIZE TS TZ5FEDEEE] OEL
%

R—27 | &R

A RS | AfeRY

AR i

5 Hfra) SEHA = 3
TP e | e | T | A
Iy e | E S
R | GEYER |, I
55 55) (fm e (fEHegn
o = B 35)
®vFU Y 134 2.41 1.96 0.45 0.43
IERRE (0.52) 0.64) | (0.67) (0.05)
g hFT
B 126 2.40 1.88 0.52 0.51
T B (0.52) 0.63) | (0.62) | (0.05)
"
SO AE iR o/ [= 3 5
tFY /V:imﬁ&iﬁ e 954&;)?,5%?3
g hRFT
gy -0.08 [-0.22~0.06]

a) ZEALEANT HITRE R PR KL

b) Zfbi= {(~—XT A CEHlHIE GRBRGRG-BLG B O[T 3 H
) —EiFRREAm )

©) N AT A LRI O Z O O B o Ui fE & AR &
L7z 35 B ric &0 B

i) —A%EE AR RAER (R 5-HAR) 12 R, fiRtTers: 73 )
EN2SHisY CEfRE, W5 - ISR, L. HEX O
iE % RPGUTEME S 4L, % D FEO EAEE OIREIIBHLE B
HOEBEOHR (EXIECAERZE) 1%, &548
B0 0.83+0.79, 58 1 0.97+0.90, #5128
1.03+0.90TH Y ., HFEIFHEEHKTHREE TR THZ &
2, BWELTWE,

NIRKICHT HHE
E N4> O/NEERRREBR O ST OFER, BTV v
B OIRKORERIT1.0% (5/48041]) Ko7, /I
VOBEMT L F —MERICKT L 7T RERRE L
7 _EEREEERROBERE., €F U P UEREORKO
FHLRIT1.0%AG (1/12261) THY, 77&AR (0117
) ELREETH-T,

3. LiREFUDUEBIEOENERRBRE (R5HM 2 8.

FRHT XI5 60 1)
EIN6Hta TH%6 » H LA 2R D7 L L — Mg
b L ITRIBHREBIE Y AT 2/MNeE5 L L
THEMESNEIEANBIFERRBRICBNT, LAEF U Y
VIRERE Y 1 71.25mg 6 5 A LA B SR O /NE Tk
1H1E], & 2R o/NNE i1 a2, 258E &S
L7,

(D)7 LF— M BRI D ERR SR
T UL —PEEJ DIERIZ OV T ERI AN L 7= 2R i
BREICRB VT, WELZ R LEEWBRE 0EE ( Th%E
#| LLEOJEFIFKER) 1. 75% (152041) THh-o
77

(2) B JGIREBITHE S & 2 FEIT kT B BRR D
FRGERBIZRE S 2 9 FEDIEIRIZ DWW CEERASGEAM L 724
WBEUCGEEITRB W T, dEE R L EBREOBIS ( TH4%
) DL EOEGIAERD X, 73% (29/40%1) Th
Sfe, Fio, I FEOEEE OIRFEIABLE B S DAL
B ORIl SRR 1L, 51 0.7+20.85, #
520l - 1.0+1.01 TH - 7=,

Oct 28 2013 17:35:10

4. LREF D UEBIEDESNEERBIE

(D) VRET U OUEBRESE L T O RSO LG
B
FHRIET LAX—MEBREFEXNRLE LT, LAREFY
U U BESmhE & B Y O L SRR SE 1 0mgRE DR IR
IR ZEME 2 a9 5 720 O 7T B AR kR — 8 5 ik
B Lz, REFMEE ThAMER (< LA
B, &t BOZIFEMNIROZ HFE) ORFFAaTO
PEMEOZET - 0.12TH Y, LRE'T U VU EEESE
Smglf & & F U O R SE10mg Rt X FRIRBIIC RIS CTH
DT ENRINTZ, Ee, WAL T AR E LT
BEIZMEROEHA T H#UE LT,

#=-10 4 FERDEHRAITIC L DREESF
(Per Protocol f2#75 M)

TR | R T
HAH P G JEGIE | SERME | AR | BfEoZE
fiEl (90%CI)

LREFV
®E | ¥ 5mg
Al | BEFVZ o5 | 781

281 791

10mg
LREF!
Eti= N ) 280 4.03 4.00 )
e v Smg 0.12
M R T 387 389 | (041,017

10mg

4IER D BT A 2T OFPHEFE HFIEDFED 90%CL NEF VY 2

10mg D 4 FERDEFEA 2T OFLEH HE L7z 20%DHPE (-

0.78,0.78) IZ& iz,

* 2 F U Y2 10mg OFEF R EEED D LAREFT U V2 Smg D
FHEE G A IIE APk U Tz

(2) 7 L F =R IRITKR D BRI R

FEMET LA —ERRBEEXIRE L7 7 R R
THEMRLEERBRICB W T LR T Y U U EESESmg
Z1H1E, 28R Lz, £z, @EET LLX—H
BRBEL NG E LT TR B R E R BRI
BT, VERBF U VR ESmg A 1 B 1B, 63 [
B U1, ZOfE5, ZEMT LV —Phmk K ONRENE
TUAX—ERRBFICH L, VR®TFY VUG
SmghtiT 7' 7 B ARBEICH L EEFHMEEE & L4k (<
Lo B35, 8t BOZ SELOIROE S ) O&F
a7y EAEICHELE,

-1 4 ERDOEHRAITOFENE

EREY |
MBBE | RGEE | EAE | BeLaT | REEAE | p
Y|
ZfitE T 75 117 8.50 6.09
L — R 0.003
PG 5mg 118 8.40 5.20
AT 77 142 7.44 5.10
LV — R <0.001
[ 5mg 150 7.69 3.93

IR HOT GRAER  BGHE, BGATE, Mk

(3) M VERFFEANEZERRIZ | KT D B IR 2
BPERFRIEZERIZBE Z R L LI TR EE
BEEBGERBRICBW T, LAREF U O S Smg % 1 H
1E, 4G Lz, ZORER, LR®TF Y O U ERE
FESmeht T 7 T B AR L EERMETEA & L2 E O FE
FEEA T 2 A EICSE LY,




£-12 ZT5EEEERAQATDOIHIE

eyl
XIREE | BGRE | EGE | BEAT | REELAE | pE
)1
e | C7F | 2 2.06 156
g R <0.001
5mg 80 2.07 0.94
RO HONT GRZER  BERE. BRGATIE, HEek)

(ERE]

LREFI O UE, 78IKTHEREF I VD R-TF
FA~—ThV0., BF U LRI, FptERe 2 ¥

IV H AR - T LR —MREREETH D,

1. EXAZ S UH SBKERER

b AZ I VHZARICGEBROICHEAET A2 ik, &
AL I VOERERET S, B AX I VHSZRRIZHT

DEFETET VU R0 B85, BEAX IV

Hy, EAXIVHy, 7 RLF UL RRIv THFL

a Yy, 'r b= OFZREITHT D E TR

(B b, Ty b, BAEY N ) HblES (BLEY

M) DB A5 X VR R BIERATCEN L 1,

F7o, B AX I UBEREGERIS BT D I8 K O AR
IV 3% 54 1R 22 BER O B AL, #4320 £ T

Bii L= (e b)Y,

2. WFERERICH Y H1ER

InvitrolZBW T, =4 F X3 VRl K A GFEEER o 45

PRI FIBRIEEE 2 3mH L7z (e b) 1,
3. #MfaEE o FELENGER

AERHURANIC & 2 B if A% PN R > & OVCAM-17E

il Lz (e B) .

(BRI ICBET 2B ER]
—Mx4 : LARET Y VMR (Levocetirizine
hydrochloride)

L5244 @ 2-(2-{4-[(R)-(4-Chlorophenyl)phenylmethyl]piperazin-

1-yl}ethoxy)acetic acid dihydrochloride
5373 1 CyyHysCIN,05-2HCI

sy FH 46181

R

(

Mk AROBRTH 5,
TS (logP) : 1.32 (pH7.4. 1-A 2 % 7 —)LIKR)

(& %]
FA Py 7 0.05% 200 mL

[FEXA]

1) FEPEL = F1F2> - BERIRIEEE, 41, 309-315 (2010)

2) Benedetti, M. S., et al. : Eur J Clin Pharmacol, 57, 571-582
(2001)

NEH ARIEH  BRAGERRSE, 37, 754-779 (1994)

A EEHERAIE D - FERE & HRIR, 28, 2107-2129 (1994)

5)E HEZKRRIZD « FEalE L ERIR, 28, 2147-2162 (1994)

6)7 HIZ KBRIE D> « ZEA & FRER, 28, 2163-2173 (1994)

7) Potter, P. C., et al. : Allergy, 58, 893-899 (2003)
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8) Kapp, A., et al. : Int J Dermatol, 45, 469-474 (2006)

9) Gillard, M., et al. : Mol Pharmacol, 61, 391-399 (2002)

10) Christophe, B., et al. : Eur J Pharmacol, 470, 87-94 (2003)
11) Devalia, J. L., et al. : Allergy, 56, 50-57 (2001)

12) Thomson, L., et al. : Clin Exp Allergy, 32, 1187-1192 (2002)
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1.8.2.

1.8.2.  #hEk - DR RUZDHREIRHL
1.8.2.1. ZhEE - IR

PN

T LI — P&

KB, W2 - ISR, B, ST O FIE
DNW

(2 - BER, BEZ DFERE) ([2HED £ 95

1.8.2.2. ZhEE - IR D TERI

1.8.2.2.1. BRARU 2@ ED/INE
TR TERBY, LREF U Do vny 7HOREE « 2hRIIBEAGROEF IV O KT A
vy THIERORVREF U O UBEDORNEE « ZhRICESERTE LT,

LAREF VD UET IR THLIEF IO RS U FA~—THY, EFI LD
IRE R AR TH S Z LD RENTWN D,

HARNFERERR A B2 1) 2 3 EREs B &2 S50 L 72453, LB F U U vm v 74l
mmL(V$ﬁ%)vzﬁ&ﬁ&bf&m)&Uﬁ%Jy/k74ymy7ﬁoaMt%
DU L LT I10mg) ARG L7 D LRETF Y DT D EY B R
R 7= (LOC116459 #kbR) .

LAREF UV UE, FETEF Y DU L RERRO AR O Z 2N HIRF CE 23ATH D
ZEMB, RAKO 2 LA EO/NROBIHE « BRI HOW TR, BEAEGRO BTV U KT A4 &
oy THI LR CANEE « 2R A RRE LTz,

2B, BRCEARINTWDLREF U PUEEIZOWTYH, [ URhEE « IR TREEZESTH
%,

1.8.2.2.2. E&Gwﬁutzﬁiﬁomﬁ

Atk 65 HULE 2R 280/ NRICB T2 2607 LV —RAIL, KA L OFEE

ﬁ?%@éwi&< %%ﬁﬂlowf%ﬁkLﬁbfﬁﬁ_k@méﬂTMMﬁTVW
—ATA T A4 AMERER S, 2009, /NEOT LA —MaROIEHRICIX, F 2o
#EX?\/iﬂﬁﬁﬁﬁéﬁikbfﬁEéﬂ\ik\mE®7%B*ﬁ&%%®%ﬁK

X, DL A HRE Lefie A7 I VB PRI N TWD[ET VLY —2F T
A4 R7 A4 MERZEES, 2009, — Bt EEEAN B ART LAX—5%8T NE—MERERTA KT A
> B4, 2009],

T L AX —MERR IR EREBIE D E 2 FEE AT 54% 6 » ALLE 2R/
T 5 ENERIR ﬁ%(umnm%ﬁ%)@ﬁ% TS OFGE TOREVENHERE STz,
F7-. A% 6y AU LE2BAREHOLREF Y P oMEhEE (Cmax L Cmin) 1%, fHE
MR B REREATIC L D PRIFE R T/ B AV L O 2 5% L B 15 A O /N o & JEEl L
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1.8.2.

Tz Ems, BFU PO AR 2L E 15K O/NE OB R O e E 6 5 H
PLb 2R o/ NEICHMNTET D 2 LT fETH D LT L (25.3)

PLEXY., %65 AL E2mAHO/NRIZE N TS, AL 250, Eo/NE Tl s %
AL TWDHEBITH L TCREBRDEERNEDNIFFTE D B2, £BUIE, AL 2L =D
INRTRIEE « WROERBN R D OO, FEMRENTRWZ &b, A% 6 HELE2
AT DORIEE « ROV T, 1.822LTRLEZ 22U EDO/NREF—E LT,
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1.8.2.

EE P

BT VVX—BEITA RTA MNEREES. BT VILX =T A N7 4 U (SGETH 6hR). ~
7« Y7 T2 %, 2009. (Available on request)

—EALFEAN A ART LA —%RT NE—MRERT A K74 VHEMES. 7 b E— R E
RCIEITA RT7A . B fuamy 2009.  (Available on request)
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1.8.3.

1.83. M- AERUZTDHRFEHRR
1.8.3.1. A& - AE

9N

WE. A LEN1IomL (VLAR®F U DUER S LC5mg) & 1H 1, sERNICRD
K595, ok, Fm, FERICK VEEHRT 528, Kke&GEITLIE 20mL (LAREFY
DU L LT 10mg) 75,

URR)

WE. 61 ALLE LIERMoO/NRIZIT 1 25mL (LAREF Y VUil & LT 1.25mg)
Z1H 1ERO&EE53 25,

WE L, 1Ll E 7R /NI 1E 25 mL (LAR®F U P UERstE S LT 125mg) % 1
A 2[E, §lE%LOBEINCRARET 5,

WE, 7L E 15 O/NLIX LB 5mL (LAREF U DU S LT25mg) % 1
A 2[E, §lE%&OBREINCRARET 5,

1.8.3.2. % - AE0OR TR

1.8.3.2.1. BARUV2EUEDDNR

UTFTRT ey, LREFIVrimy THIORAKRD 250, Eo/NRORE - &l
TFUVIORIAvay TR RVRET Y D UEO R - HEICESEEE LR,

LAREF VDT T IR THLIEF IO DR F U FA~—ThHY, EFI LD
RN RZ AR TH S Z L RESNTN D,

AARNERER A BT 2 Eh e 2 =i L2/ R, vAReF U vrovm vy 7
10mL (LAREFUDUHEMEELTEmMg) KO TF YV RI4vmy7Al08g (EFY
DU L LT 10mg) AHG L7 XD LAREF U VAT D EENEE D[R S D e
AENT- (LOCL16459 iER)

LREF U DL, EETEF Y Vv L RO OLZE NI TE 2EATH D
ZEmB, AL 2L EO/NRORE - HEIZSOW T, BEEAROEF IV VU RTA4
By TOYREERDLIORE L, i, AHE - HEEZ, BEEAROLVRETF Y P UEEOR
AEQR Tl Lo/ E S —ET 2k - HETH D,

DIFiZ, EF VP RIA4vuy 7R (DLTvs RIaA4vnyr) LELRvF Y VU8
(WA PILEE) OBERORE - AEEZ R L,

Mar 11 2013 14:52:23
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1.8.3.

PIES M- &

VT RTA vy 7 1.25% WA P EE

IBYN EE. AKX 1E08g (BFY B, AR VRETFY ORI
U L LC10mg) Z1H1 | £ LTC1lEI5mg% 1H 18, BEEI
b, BLERNCARAMR L RO | BRo&E5+ 25,

5%, 7RE, AR, ERIC X EEET S
¥, i, ERICE EEEE | 2, REES5EIL1A 10mg &1 5,
THM, RE&GEITZ1H 169

(BFV VMR LT 20mg)

LT 5D,

/N BE. 2l b 7R o/NRIZE | @E. 7L E 15T o/NR IR Y
1[E102g (BFV Ve L | REF U OUmEE LT 1 25mg
T25mg) % 1H2[E, #R%EL | % 1H 28, SAR% L OBERTIRE D
OBtERTIC AR L CRkA&x S | 595,

T2,
W, TR L 15 R /N RIS
X 101049 (BF VU U EEEE L
LTC5mg) % 1H 2[al, #&#%K
OBEE AT ARFEME L TR A& 5
T 5,

1.8.3.2.2. 6 nALLE2BERFBD/NR

ENEEIREER (LOC116455 38k) T 6 % H LA 25K D 7 L L —ME s Rk TR IR &
WZED E Y EAATH/NRICLRETF Y D ny 7HlE#RS (65 ALE LARMICIX
125mg % 1 H 1[F], 1aR0L b 2Rifiicid, 1.25mg % 1 H 2[E]) L7-& &d Cmax O}
Cmin (%, RHERTFEMENREMATIC X 2 THIKE R TH Dol A K O 25% 2L | 15 5 A il oo /N R
DIEEFRIL TWD Z ERENT (253) o £D72, AR 25%LL | 15 AT 0 /)N
RoFINE - 2ot (BF U P& UTEE LRERBREE) % 6 » A LLLE 2RO/
WRIZHMET 2 Z LN AlRE & HIlr L=, 72, LOCL16455 5Bk CHR LN LRETF U v
7y THRIOREMNET a7 7 A ZRBIEA DT, BRAIICAT o 728 20 RN ClE ek s
B REEEOHSR, KON S FEOBEIEE (% 5 FEO BT R B O BE O BTl % 52
i) DENFED LT,

bz Ent, A% 65 HLLE IR ME - AL, 1E25mL (LR®EFY P
HEEAHT & LC125mg) & 1H 1[0l 1Ll E 25RmIx, 1M 25mL (LAR®F VU VR
L1 TL125mg) % 1H 2[F, §HEZELKOBEINCROKG T2 ERRYTHLLEEX
776
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1.8.4.

1.84. HALDOZEE () RUZOHERRL
AFNOMH EoEE (£) KOZEORERMELLLNIR L, B, HH EOER (R)
(X — ARG T 2 WA PAFEDOENIRMCE (2012 4F 6 HUWET, #5310 KOS
¥;7— 4% > — bk (Company Core Data Sheet : CCDS) #Z& &2 L7z,
R EOEE (%) AR EAR AL

ER] RoBFEIZEFESG LN L) WA PILEED ENIRAT SCEIC
DAFIOR Sy T ERT U UFER (8F VP B Re¥x |[H#EUTHRE LT,
U EET) X LRBUEOBEEE DO H 5 BE

DEHEDOEEE (7 LT F =22 V7 T A 10mL/min AKiif)
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1.12. AMTEH-—%E
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Feswasdl |
[ ]

S350 (BRI B B &)

W ey s | ewons || s |
5314
2012N153371_01 '\\/AaSI;(:Aagon of an Analytical Method for the Determination of Levocetirizine in Human Plasma by LC- jgéii'g?ﬂ Glaxoirﬂt.hKline || e
5331
Pharmacokinetic Study of Levocetirizine Oral Solution
ocusk oIS, e cum s v ettty ey | 208120 | oo | |y
healthy male subjects-
53.35

Retrospective population pharmacokinetic analysis of levocetirizine in children and adults from studies
A00422a A00221, A00297, A00309, A00315, A00318, A00384, A00385, A00419 and PSM 1216 — Addendum: UCB Inc. gL | ARk B
inclusion of data from studies A00423 and A00426
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5351
A Multi-Center, Randomized, Double-Blind, Placebo-Controlled Parallel-Group Study of the Safety of 2008424/ 8F
A00423 Levocetirizine Dihydrochloride Oral Liquid Formulation in Children Aged 6 Months to 11 Months with 2008%9 17H UCB Inc. sk | HENERH 2%
Symptoms of Allergic Rhinitis or Chronic Urticaria
A Multicenter, Randomized, Double-Blind, Placebo-Controlled Parallel-Group Study of the Safety of 200843 21 H
A00426 Levocetirizine Dihydrochloride Oral Liquid Formulation bid Dosing in Children Aged 1 to Less Than 6 200847 H 8H UCB Inc. L [ HNEE 2%
Y ears Suffering from Allergic Rhinitis or Chronic Urticaria of Unknown Origin
5352
TUAF—HEREG U ITEERERBICHED T OEEAT 4565 ALL E25ART O B3 20124E4H2H |57 Y « IR [ -
LOCUBES |y Lok T ) Vv vm s THO LRI BT 5 DS HRIER . JFE AR 2012487 2501 | 7 74 k| HP | AR
A 4 weeks open, multi-center study evaluating the safety of levocetirizine 1.25 mg b.i.d. given as 0.5 200446 H 23H ) N o P
AC038S mg/mL oral solution in 2 to 6 year-old children suffering from allergic rhinitis. ~20044-12H 29H UCB SA.Belgium| ifi#h (fENEERH 25
5353
o Levocetirizine Pediatric Integrated Summary of Safety o UCB Inc. o [HNEE 25
5354
The Early Prevention of Asthmain Atopic Children (EPAAC™) study
A multi-country, double blind, placebo-controlled, randomized, parallel group trial: Evaluation of the 20024E3 1 201
A00309 efficacy and safety of levocetirizine (5 mg/mL oral drops - 0.125 mg/kg b.w. b.i.d.) administered for 18 200643 15 UCB PharmaSA | sk [+LNEEH &5
monthsin preventing the onset of asthmain 12 to 24 months old children who suffer from atopic
dermatitis and are sensitized to grass pollen and / or house dust mite allergens
The prolongation of the EPAAC™ study (Early Prevention of Asthmain Atopic Children), a multi-
country, double-blind, placebo-controlled, follow-up study with 3 parallel groups (LCTZ-LCTZ, LCTZ- 20044265 16 A
A00384 PBO and PBO-PBO): Evaluating the long term efficacy and safety of levocetirizine (5 mg/ml oral drops{ __q0g43 1 241 UCB PharmaSA | 5k [+LNERH &5
0.125 mg/kg bw bid) administered for an additional 18-month period in preventing the onset of asthmain
children coming from the EPAAC™ study (A00309).
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T 54 OO | respoms | wen| e | O
A non-controlled, pilot, multi-centric, open study of the efficacy and safety of levocetirizine
A00315 dihydrochloride 5 mg/mL oral drops given 0.125 mg/kg b.i.d. during 90 days in the treatment of recurrent 2001712738 |UCB SA. — Pharma gk | HENERH 2%
) . k AR ~20034:3H 24H Sector
cough associated with other allergic symptoms, e.g. wheezing, in children aged 1-2 years.
536
Periodic Safety Update Report
_ LEVOCETIRIZINE o ucB ok | HmEE| s
From 03-Jan-2012 to 02-Jul-2012
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