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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/5 mL (0.5 mg/mL) oral solution

Initial U.S. Approval: 1995

memememememeeereeeeee e ---RECENT MAJOR CHANGES----------meemeeeemeeeee e
Indications and Usage, Seasonal Allergic Rhinitis (1.1) 08/2009
Indications and Usage, Perennial Allergic Rhinitis (1.2) 08/2009
Indications and Usage, Chronic Idiopathic Urticaria (1.3) 08/2009
Dosage and Administration, Children 6 months to 5 Years (2.3) 08/2009

-mmmmmmmemeeemeeemee-—- INDICATIONS AND USAGE---------emeemeeeeee

XYZAL is a histamine H,-receptor antagonist indicated for:

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

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

. 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)

. 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 STRENGTHS------------=nmumm
. Immediate release breakable (scored) tablets, 5 mg (3)

. 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)
—=mmmmmmemmm oo emo-——-WARNINGS AND PRECAUTIONS---

. 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).

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.

S 1) ) | ) 3 276) 13 (68 707 40) Y § (0)1 (< M————

. 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).

e 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: 08/2009
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FULL PRESCRIBING INFORMATION

1

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 of age
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 of chronic idiopathic urticaria in adults and
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
and as 5 mg breakable (scored) tablets, allowing for the
administration of 2.5 mg, if needed. XYZAL can be taken
without regard to food consumption.

2.1  Adults and Children 12 Years of Age and Older

The recommended dose of XYZAL is 5 mg (1 tablet or 2
teaspoons [10 mL] oral solution) once daily in the evening.
Some patients may be adequately controlled by 2.5 mg (1/2
tablet or 1 teaspoon [5 mL] oral solution) once daily in the
evening.

2.2 Children 6 to 11 Years of Age

The recommended dose of XYZAL is 2.5 mg (1/2 tablet or 1
teaspoon [5 mL] oral solution) once daily in the evening. The
2.5 mg dose should not be exceeded because the systemic
exposure with 5 mg is approximately twice that of adults [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 [CLcg]
= 50-80 mL/min): a dose of 2.5 mg once daily is
recommended;

e  Moderate renal impairment (CLcg = 30-50 mL/min):
a dose of 2.5 mg once every other day is
recommended;

e Severe renal impairment (CLcg = 10-30 mL/min): a
dose of 2.5 mg twice weekly (administered once
every 3-4 days) is recommended;
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e  End-stage renal disease patients (CLcg < 10 mL/min)
and patients undergoing hemodialysis should not
receive XYZAL.

No dose adjustment is needed in patients with solely hepatic
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 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.

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 XYZAL, or to cetirizine. Observed reactions
range from urticaria to anaphylaxis [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 11 years of age with impaired renal
function

WARNINGS AND PRECAUTIONS
5.1  Activities Requiring Mental Alertness

In clinical trials the occurrence of somnolence, fatigue, and
asthenia has been reported in some patients under therapy with
XYZAL. Patients should be cautioned against engaging in
hazardous occupations requiring complete mental alertness, and
motor coordination such as operating machinery or driving a
motor vehicle after ingestion of XYZAL. Concurrent use of
XYZAL with alcohol or other central nervous system
depressants should be avoided because additional reductions in
alertness and additional impairment of central nervous system
performance may occur.

ADVERSE REACTIONS

Use of XYZAL has been associated with somnolence, fatigue,
and asthenia [see Warnings and Precautions (5.1)].

6.1  Clinical Trials Experience

The safety data described below reflect exposure to XYZAL in
2708 patients with seasonal or perennial allergic rhinitis 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 adolescents are based upon eight clinical trials in which
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 short-term safety data from pediatric patients are based
upon two clinical trials in which 243 children with seasonal or
perennial allergic rhinitis (162 males and 81 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 urticaria were treated with XYZAL 1.25 mg twice
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 chronic urticaria were treated with XYZAL
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 data are also available from an 18-month trial in 255
XYZAL-treated subjects 12-24 months of age.

Because clinical trials are conducted under widely varying
conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trial
of another drug and may not reflect the rates observed in
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 of 1-6 weeks in duration, the most
common adverse reactions were somnolence, nasopharyngitis,
fatigue, dry mouth, and pharyngitis, and most were mild to
moderate in intensity. Somnolence with XYZAL showed dose
ordering between tested doses of 2.5, 5 and 10 mg and was the
most common adverse reaction leading to discontinuation
(0.5%).

Table 1 lists adverse reactions that were reported in greater than
or equal to 2% of subjects aged 12 years and older exposed to
XYZAL 2.5 mg or 5 mg in eight placebo-controlled clinical
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 S mg
Once Daily in Placebo-Controlled Clinical Trials 1-6
Weeks in Duration

Additional adverse reactions of medical significance observed at
a higher incidence than in placebo in adults and adolescents
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 of age received
XYZAL 5 mg once daily in two short-term placebo 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 Caucasian.
Table 2 lists adverse reactions that were reported in greater than
or equal to 2% of subjects aged 6 to 12 years exposed to
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%)

Adve.rse );\;an?gL X:ﬁ;L Placebo

Reactions (n=421) (n = 1070) (n=912)
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
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“Rounded to the closest unit percentage
Pediatric Patients 1 to 5 Years of Age

A total of 114 pediatric patients 1 to 5 years of age received
XYZAL 1.25 mg twice daily in a two week placebo-controlled
double-blind safety trial. The mean age of the patients was 3.8
years, 32% were 1 to 2 years of age, 71% were Caucasian and
18% were Black. Table 3 lists adverse reactions that were
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 placebo-
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 =59)
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 mg once daily in a two week placebo-controlled
double-blind safety trial. The mean age of the patients was 9
months, 51% were Caucasian 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 mg once daily in the placebo-controlled safety



trial and that were more common with XYZAL than placebo
included diarrhea and constipation which were reported in 6
(13%) and 1 (4%) and 3 (7%) and 1 (4%) children in the
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 XYZAL 5
mg once daily for 4 or 6 months. The patient characteristics and
the safety profile were similar to that seen in the short-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% of patients in the clinical trials. The elevations were
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-approval use of XYZAL in other countries. Because these
events are reported voluntarily from a population of uncertain
size, it is not always possible to reliably estimate their frequency
or establish a causal relationship to drug exposure. Adverse
events of hypersensitivity and anaphylaxis, angioneurotic
edema, fixed drug eruption, pruritus, rash, and urticaria,
convulsion, aggression and agitation, visual disturbances,
palpitations, dyspnea, nausea, hepatitis, and myalgia have been
reported.

Besides these events reported under treatment with XYZAL,
other potentially severe adverse events have been reported from
the post-marketing experience with cetirizine. Since
levocetirizine is the principal pharmacologically active
component of cetirizine, one should take into account the fact
that the following adverse events could also potentially occur
under treatment with XYZAL: hallucinations, suicidal ideation,
orofacial  dyskinesia, severe hypotension, cholestasis,
glomerulonephritis, and still birth.

DRUG INTERACTIONS

In vitro data indicate that levocetirizine is unlikely to produce
pharmacokinetic interactions through inhibition or induction of
liver drug-metabolizing enzymes. No invivo drug-drug
interaction studies have been performed with levocetirizine.
Drug interaction studies have been performed with racemic
cetirizine.

7.1  Antipyrine, Azithromycin, Cimetidine, Erythromycin,
Ketoconazole, Theophylline, and Pseudoephedrine

Pharmacokinetic interaction studies performed with racemic
cetirizine demonstrated that cetirizine did not interact with
antipyrine, pseudoephedrine, erythromycin, azithromycin,
ketoconazole, and cimetidine. There was a small decrease
(~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.
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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 are no adequate and well-controlled studies in pregnant
women. Because animal reproduction studies are not always
predictive of human response, XYZAL should be used during
pregnancy only if clearly needed.

Teratogenic Effects:

In rats and rabbits, levocetirizine was not teratogenic at oral
doses approximately 320 and 390, respectively, times the
maximum recommended daily oral dose in adults on a mg/m?
basis.

8.3  Nursing Mothers

No peri- and post-natal animal studies have been conducted with
levocetirizine. In mice, cetirizine caused retarded pup weight
gain during lactation at an oral dose in dams that was
approximately 40 times the maximum recommended daily oral
dose in adults on a mg/m® basis. Studies in beagle dogs
indicated that approximately 3% of the dose of cetirizine was
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 recommended dose of XYZAL for the treatment of the
uncomplicated skin manifestations of chronic idiopathic
urticaria in patients 6 months to 17 years of age is based on
extrapolation of 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 of age for the treatment of the symptoms of perennial
allergic rhinitis and chronic idiopathic urticaria and in patients 2
to 11 years of age for the treatment of the symptoms of seasonal
allergic rhinitis is based on cross-study comparisons of the
systemic exposure of XYZAL in adults and pediatric patients
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 evaluated in 243
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
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 patients 6 to 11 months of age [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 of the symptoms of seasonal and perennial allergic
rhinitis and chronic idiopathic urticaria is supported by the
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extrapolation of demonstrated efficacy of XYZAL 5 mg once
daily in patients 12 years of age and older and 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 patients resulted in about 2-fold the systemic exposure
(AUC) observed when 5 mg of XYZAL was administered to
healthy adults. Therefore, in children 6 to 11 years of age the
recommended dose of 2.5 mg once daily should not be
exceeded. In a population pharmacokinetics study the
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 daily in 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 whether they respond differently than younger
patients. Other reported clinical experience has not identified
differences in responses between the elderly and younger
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 decreased hepatic, renal, or
cardiac function and of concomitant disease or other 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. Because elderly patients
are more likely to have decreased renal function, care should be
taken in dose selection and it may be useful to monitor renal
function [see Dosage and Administration (2) and Clinical
Pharmacology (12.3)].

8.7 Hepatic Impairment

As levocetirizine is mainly excreted unchanged by the kidneys,
it is unlikely that the clearance of levocetirizine is significantly
decreased in patients with solely hepatic impairment [see
Clinical Pharmacology (12.3)].

OVERDOSAGE
Overdosage has been reported with XYZAL.

Symptoms of overdose may include drowsiness in adults and
initially agitation and restlessness, followed by drowsiness in
children. There is no known specific antidote to XYZAL.
Should overdose occur, symptomatic or supportive treatment is
recommended. XYZAL is not effectively removed by dialysis,
and dialysis will be ineffective unless a dialyzable agent has
been concomitantly ingested.

The acute maximal non-lethal oral dose of levocetirizine was
240 mg/kg in mice (approximately 190 times the maximum
recommended daily oral dose in adults, approximately 230 times
the maximum recommended daily oral dose in children 6 to 11
years of age, and approximately 180 times the maximum
recommended daily oral dose in children 6 months to 5 years of
age on a mg/m” basis). In rats the maximal non-lethal oral dose
was 240 mg/kg (approximately 390 times the maximum
recommended daily oral dose in adults, approximately 460 times
the maximum recommended daily oral dose in children 6 to 11
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years of age, and approximately 370 times the maximum
recommended daily oral dose in children 6 months to 5 years of
ageona mg/m? basis).

DESCRIPTION

Levocetirizine dihydrochloride, the active component of
XYZAL tablets and oral solution, is an orally active H,-receptor
antagonist. The chemical name is (R)-[2-[4-[(4-chlorophenyl)
phenylmethyl]-1-piperazinyl] ethoxy] acetic acid
dihydrochloride.  Levocetirizine dihydrochloride is the R
enantiomer of cetirizine hydrochloride, a racemic compound
with antihistaminic properties. ~The empirical formula of
levocetirizine dihydrochloride is C;H,sCIN,O;02HCIL.  The
molecular weight is 461.82 and the chemical structure is shown
below:

‘.uN\_/N\/\O/ﬁrOH

Levocetirizine dihydrochloride is a white, crystalline powder
and is water soluble.

XYZAL 5 mg tablets are formulated as immediate release,
white, film-coated, oval-shaped scored tablets for oral
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 stearate. 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, propylparaben, saccharin, flavoring (consisting
of triacetin, natural & artificial flavors, dl-alpha-tocopherol),
purified water.

CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Levocetirizine, the active enantiomer of cetirizine, is an anti-
histamine; its principal effects are mediated via selective
inhibition of H; receptors. The antihistaminic activity of
levocetirizine has been documented in a variety of animal and
human models. In vitro binding studies revealed that
levocetirizine has an affinity for the human H;-receptor 2-fold
higher than that of cetirizine (Ki = 3 nmol/L vs. 6 nmol/L,
respectively). The clinical relevance of this finding is unknown.

12.2 Pharmacodynamics

Studies in adult healthy subjects showed that levocetirizine at
doses of 2.5 mg and 5 mg inhibited the skin wheal and flare
caused by the intradermal injection of histamine. In contrast,
dextrocetirizine exhibited no clear change in the inhibition of the
wheal and flare reaction. Levocetirizine at 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 effect of
levocetirizine on the QTc interval following multiple dose
administration is unknown. Levocetirizine is not expected to
have QT/QTc effects because of the results of QTc studies with
cetirizine and the long post-marketing history of cetirizine
without reports of QT prolongation.

12.3 Pharmacokinetics

Levocetirizine exhibited linear pharmacokinetics over the
therapeutic dose range in adult healthy subjects.

e Absorption

Levocetirizine is rapidly and extensively absorbed following
oral administration. In adults, peak plasma concentrations are
achieved 0.9 hour after administration of the oral tablet. The
accumulation ratio following daily oral administration 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
Tmax Was delayed by about 1.25 hours and C,,,, was decreased
by about 36% after administration with a high fat meal;
therefore, levocetirizine can be administered with or without
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 plasma protein binding of levocetirizine in vitro
ranged from 91 to 92%, independent of concentration in the
range of 90-5000 ng/mL, which includes the therapeutic plasma
levels observed. Following oral dosing, the average apparent
volume of distribution is approximately 0.4 L/kg, representative
of distribution in total body water.

e  Metabolism

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 hepatic drug
metabolizing 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
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 of oral tablets and oral solution, and
the mean oral total body clearance for levocetirizine was
approximately 0.63 mL/kg/min. The major route of excretion of
levocetirizine and its metabolites is via urine, accounting for a
mean of 85.4% of the dose. Excretion via feces accounts for
only 12.9% of the dose. Levocetirizine is excreted both by
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glomerular filtration and active tubular secretion. = Renal
clearance of levocetirizine correlates with that of creatinine
clearance. In patients with renal impairment the clearance of
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 therapeutic dose ranges is not an inhibitor of CYP
isoenzymes 1A2, 2C9, 2C19, 2A1, 2D6, 2E1, and 3A4, and is
not an inducer of UGT1A or CYP isoenzymes 1A2, 2C9 and
3A4.

No formal in vivo drug interaction studies have been performed
with levocetirizine. Studies have been performed with the
racemic cetirizine [see Drug Interactions (7)].

e  Pediatric Patients

Data from a pediatric 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 C,,, and AUC values are 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
mean time of 1.2 hours, weight-normalized, total body clearance
was 30% greater, and the elimination half-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.

e  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 XYZAL dose
should be adjusted in accordance with renal function in elderly
patients [see Dosage and Administration (2)].

e  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.
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e 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.

e  Renal Impairment

Levocetirizine exposure (AUC) exhibited 1.8-, 3.2-, 4.3-, and
5.7-fold increase in mild, moderate, severe, renal impaired, and
end-stage renal disease patients, respectively, compared to
healthy subjects. The corresponding increases of half-life
estimates were 1.4-, 2.0-, 2.9-, and 4-fold, respectively.

The total body clearance of levocetirizine after oral dosing was
correlated to the creatinine clearance and was progressively
reduced based on severity of renal impairment. Therefore, it is
recommended to adjust the dose and dosing intervals of
levocetirizine based on creatinine clearance in patients with
mild, moderate, or severe renal impairment. In end-stage renal
disease patients (CLcg < 10 mL/min) levocetirizine 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 impairment.  Both the dosage and frequency of
administration should be reduced in patients with moderate or
severe renal impairment [see Dosage and Administration (2.4)].

e  Hepatic Impairment

XYZAL has not been studied in patients with hepatic
impairment. The non-renal clearance (indicative of hepatic
contribution) was found to constitute about 28% of the total
body clearance in healthy adult subjects after oral
administration.

As levocetirizine is mainly excreted unchanged by the kidney, it
is unlikely that the clearance of levocetirizine is significantly
decreased in patients with solely hepatic impairment [see
Dosage and Administration (2)].

NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity studies have been performed with
levocetirizine. However, evaluation of cetirizine carcinogenicity
studies are relevant for determination of the carcinogenic
potential of levocetirizine. In a 2-year carcinogenicity study, in
rats, cetirizine was not carcinogenic at dietary doses up to 20
mg/kg (approximately 15 times the maximum recommended
daily oral dose in adults, approximately 10 times the maximum
recommended daily oral dose in children 6 to 11 years of age
and approximately 15 times the maximum recommended daily
oral dose in children 6 months to 5 years of age on a mg/m’
basis). In a 2-year carcinogenicity study in mice, cetirizine
caused an increased incidence of benign hepatic tumors in males
at a dietary dose of 16 mg/kg (approximately 6 times the
maximum recommended daily oral dose in adults,
approximately 4 times the maximum recommended daily oral
dose in children 6 to 11 years of age, and approximately 6 times
the maximum recommended daily oral dose in children 6
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months to 5 years of age on a 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 dose in adults, equivalent to the maximum recommended
daily oral dose in children 6 to 11 years of age and
approximately 2 times the maximum recommended daily oral
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 was not mutagenic in the Ames test, and not
clastogenic in the human lymphocyte assay, the mouse
lymphoma assay, and in vivo micronucleus test in mice.

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

13.2 Animal Toxicology
Reproductive Toxicology Studies

In rats and rabbits, levocetirizine was not teratogenic at oral
doses up to 200 and 120 mg/kg, respectively, (approximately
320 and 390, respectively, times the maximum recommended
daily oral dose in adults on a mg/m’ basis).

In mice, cetirizine caused retarded pup weight gain during
lactation at an oral dose in dams of 96 mg/kg (approximately 40
times the maximum recommended daily oral dose in adults on a
mg/m? basis).

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

The efficacy of XYZAL was evaluated in six randomized,
placebo-controlled, double-blind clinical trials in adult and
adolescent patients 12 years and older with symptoms of
seasonal allergic rhinitis or perennial allergic rhinitis. The six
clinical trials include three dose-ranging trials of 2 to 4 weeks
duration, one 2-week efficacy trial in patients with seasonal
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. Efficacy was assessed using a total symptom score from
patient recording of 4 symptoms (sneezing, rhinorrhea, nasal
pruritus, and ocular pruritus) in five studies and 5 symptoms
(sneezing, rhinorrhea, nasal pruritus, ocular pruritus, and nasal
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 evening reflective of the 24 hour
treatment period. In one study, patients also recorded these
symptoms in an instantaneous (1 hour before the next dose)
manner. The primary endpoint was the mean total symptom
score averaged over the first week and over 2 weeks for seasonal
allergic rhinitis trials, and 4 weeks for perennial allergic rhinitis
trials.

The three dose-ranging trials were conducted to evaluate the
efficacy of XYZAL 2.5, 5, and 10 mg once daily in the evening.
One trial was 2 weeks in duration conducted in patients with
seasonal allergic rhinitis, and two trials were 4 weeks in duration



conducted in patients with perennial allergic rhinitis. In these Table5 Mean Reflective Total Symptom Score’ and
trials, each of the three doses of XYZAL demonstrated greater Instantaneous Total Symptom Score in Allergic
decrease in the reflective total symptom score than placebo and Rhinitis Trials
the difference was statistically significant for all three doses in
two of the studies. Results for two of these trials are shown in On Treatment|  Difference from Placebo
Table 4. Treatment | N |Baseline] Adjusted
. .. . Mean Estimate | 95% CI | p-value
Table4 Mean Reflective Total Symptom Score in Allergic
Rhinitis Dose-Ranging Trials Seasonal Allergic Rhinitis Trial — Reflective total symptom score
On Difference from Placebo XYZAL5mg |118| 8.40 5.20 089 |(0.30,1.47)| 0.003
. Treatment
Treatment N | Baseline .
Adjusted | gstimate | 95% CI | p-value Placebo 17| 850 6.09
Mean
Seasonal Allergic Rhinitis Trial — Reflective total symptom score Seasonal Allergic Rhinitis Trial — Instantaneous total symptom score
XYZAL25mg [116| 7.83 427 0.91 | (0.37,1.45)| 0.001 XYZALS5mg (118 | 7.24 4.58 0.73  |(0.17,1.28)| 0.011
XYZAL 5 mg 115 7.45 4.06 1.11 (0.57, 1.65) | <0.001 Placebo 117 7.48 5.30
XYZAL 10 mg | 118 7.15 3.57 L6l (1.07,2.15) | <0.001 Perennial Allergic Rhinitis Trial — Reflective total symptom score
Placebo 118 7.94 517 XYZAL 5mg |150| 7.69 3.93 117 | (0.70, 1.64) | <0.001
Perennial Allergic Rhinitis Trial — Reflective total symptom score Placebo 142 | 744 5.10
XYZAL 2.5 mg | 133 7.14 4.12 1.17 (0.71, 1.63) | <0.001 ‘Total symptom score is the sum of individual symptoms of sneezing,
rhinorrhea, nasal pruritus, and ocular pruritus as assessed by patients on a 0-3
XYZAL 5 mg 127 7.18 4.07 1.22 (0.76, 1.69) | <0.001 categorical severity scale.
XYZAL 10mg | 129 7.58 4.19 1.10 | (0.64,1.57) | <0.001 Onset of action was evaluated in two environmental exposure
unit studies in allergic rhinitis patients with a single dose of
Placebo 128 722 5.29 XYZAL 2.5 or 5 mg. XYZAL 5 mg was found to have an onset
"Total symptom score is the sum of individual symptoms of sneezing, of action 1 hour after oral intake. Onset of action was also

rhinorrhea, nasal pruritus, and ocular pruritus as assessed by patients on a 0-3
categorical severity scale.

One clinical trial was designed to evaluate the efficacy of
XYZAL 5 mg once daily in the evening compared with placebo
in patients with seasonal allergic rhinitis over a 2-week
treatment period. In this trial, XYZAL 5 mg demonstrated a
greater decrease from baseline in the reflective and
instantaneous total symptom score than placebo, and the
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 in the evening compared to placebo in patients with
perennial allergic rhinitis over a 6-week treatment period.
Another trial conducted over a 6-month treatment period
assessed efficacy at 4 weeks. XYZAL 5 mg demonstrated a
greater decrease from baseline in the reflective total symptom
score than placebo and the difference from placebo was
statistically significant. Results of one of these trials are shown
in Table 5.
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assessed from the daily recording of symptoms in the evening
before dosing in the seasonal and perennial allergic rhinitis
trials. In these trials, onset of effect was seen after 1 day of
dosing.

Pediatric Patients Less than 12 Years of Age

There are no clinical efficacy trials with XYZAL 2.5 mg once
daily in pediatric patients under 12 years of age, and no clinical
efficacy trials with XYZAL 1.25 mg once daily in pediatric
patients 6 months to 5 years of age. The clinical efficacy of
XYZAL in pediatric patients under 12 years of age has been
extrapolated from adult clinical efficacy trials based on
pharmacokinetic comparisons [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 multi-center, randomized, placebo-controlled, double-
blind clinical trials of 4 weeks duration in adult patients 18 to 85
years of age with chronic idiopathic urticaria. The two 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 284 females). Most patients (>90%) were Caucasian
and the mean age was 41. Of these patients, 146 received
XYZAL 5 mg once daily in the evening. Efficacy was assessed
based on patient recording of pruritus severity on a severity
score of 0-3 (0 = none to 3 = severe). The primary efficacy
endpoint was the mean reflective pruritus severity score over the
first week and over the entire treatment period. Additional



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 2.5, 5, and 10 mg once daily in the evening. In this
trial, each of the three doses of XYZAL demonstrated greater
decrease in the reflective pruritus severity score than placebo
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 evening compared 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 reflective pruritus severity score than placebo and the
difference from placebo was statistically significant.

Duration of pruritus, number and size of wheals, and
instantaneous pruritus severity score also showed significant
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| gﬁ?tmegt
justed | potimate |  95% CI p-value
Mean

Dose-Ranging Trial — Reflective pruritus severity score

XYZAL25mg | 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 10mg | 55 | 2.04 0.73 111 | (0.85,1.37) | <0.001
Placebo 60 225 1.84

Chronic Idiopathic Urticaria Trial — Reflective pruritus severity score

XYZAL 5 mg 80 2.07 0.94 0.62

(0.38,0.86) | <0.001

Placebo

82 2.06 1.56
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Pediatric Patients

There are no clinical efficacy trials in pediatric patients with
chronic idiopathic urticaria [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 and unit of use
blisters.

90 Tablets (NDC 0024-5800-90)
30 count box, 3 cards of 10 (NDC 0024-5800-32)

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)

17
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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 Activities Requiring Mental Alertness

Patients should be cautioned against engaging in hazardous
occupations requiring complete mental alertness, and motor
coordination such as operating machinery or driving a motor
vehicle after ingestion of XYZAL.

17.2 Concomitant Use of Alcohol and other Central
Nervous System Depressants

Concurrent use of XYZAL with alcohol or other central nervous
system depressants should be avoided because additional
reduction in mental alertness may occur.

17.3 Dosing of XYZAL

The daily dose in adults and adolescents 12 years of age and
older should not exceed 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. Patients should be advised to not ingest more than the
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

XYZAL is aregistered trademark of the UCB Group of
companies.

©2009 UCB, Inc. All rights reserved.
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FEE T, EM, PEHRT6~11 » H O#ERE (BIERIL 3% ETTTERLD EmW)
T FREERTH -T2, (6.1 1H)

BIVEA R EDN 5841213, UCB, Inc.4k (866-822-0068) % 7zi% FDA (1-800-FDA-1088 E
721 www.fda.gov/medwatch) (Z#&ET 5 Z &,
Bl BEEA~ORE

- B FERERRTE

Xyzal (TR BLRBEIC L VRSN D 7=, BHEEREERE CIIAANC L 28EHO VU
A W@ L b et nNH 5, (8.6,12.3 IH)

s INREA~DORE

6~11ED/NRE 6 5 A~5iko/NETlE, i1 B 11 2.5mg B8LT1.25 mg OHE
THEZEZ TR LW L, ThboDEREICEIENENOFREIZET 52T 5%z
IEAA D 1 H 18] 5 mg OG- BEIZILET %, (12.3 TH)

BEIEZ D& 1EH (Patient Counseling Information) IZ oW TiX 17 HZ BB T3 Z &,
2009 4 8 HekaET

A CE (230 @ Bk

1 ZhHe - R

1.1 T LR — Rk

1.2 JEAEMET LR —PEEK

1.3 IEPERRR MRS

2 A - HE

2.1 RABIO 12 EO/NA

22 6~11 5D/

23 6 # A~SED/NR

24 BRIOEREEERE BT 258
3 KB LI OEE

4 2=
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4.1
4.2
43

5.1

6.1
6.2

7.1
VSN
7.2

8.1
8.3
8.4
8.5
8.6
8.7
10
11
12
12.1
12.2
12.3
13
13.1
13.2
14
14.1
14.2
16
17
17.1
17.2
17.3

WBIECH D Z L BRI TN D EHE
KB R BEE
BRSO H D /N B
Z2EBIOMER EORE
RN EE A ET D 1E

BIVEHA

Wi A SR

17 B % B

FKyF EAEA

TYFEY Y TYARVAL VL, VATV,
TAETZ7 4V BLORTY A RmT7 = R v

Uy rFren

Rl BEEHA~DERE

LR/

b

INRA~DFEE.

il A~ D5

A RERE E

JiTpeE

WERE
PR

R R K L

TERIHR Y

TN

T ERE

IR M

AN, BERIFVE, ZIRRefEE
B et

R EABR

FHEiIMER L ONAFEMET L — MR R
PR R SRS
BEMRFR X OB
BEIMBZLINEEHR
LN S A Y (e S

T = — )V F6 JOML OO HR AR A I & oD R
Xyzal D5 SR E
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AT CE (23) OHEBFAEHEEAOY b, ARSAEEB EINERIZ B LT
AT

I SCE (4230

1 %hee - R

1.1 FEET7 VAT —HER

Xyzal® 13, FRAE L2 m A EO/NRIZEW T, FEiET LF—PEERICHE S ERO
TR <D,
12 GEEHT VAT —HESK

Xyzal® 13, FAFB L6 » HELED/NRIZIBN T, BT LV E—PEERITEE 9 IER
DOFEFNTHEH S5,
1.3 IBMESEREERE

Xyzal (X, AR L6 » HU EO/NRIZBWT, GOHEZ L 72 BRI EIRE
2 &L D EREROIRRICHEA S b,

2 HE-HAE
Xyzal (%, 2.5mg/5mL (0.5 mg/mL) DO AEAF L5 mg 75F (FIFAD) FEL LT
MREINTEY, BEITELCT25mg ODEGNAETH H, Xyzal ITEFOEEUIEMR
<IRATE %,
21 BABXIUOLR2EULED/NR
Xyzal OHEREFH &1L, Smg (1 $2F 7213/ & U248 [10mL] O OHEAD & 1 H 1 %K
IR TH D, 25 mg (128F723/MSC 1R [SmL] OROHEA) % 1 B 1 [BEHRIZHR
M52 & TIERZEYICa hr— L TEXEHEARH 5,
22 6~1ED/NR
xﬂa@%ﬁ%%izsmgUnﬁitiméulﬁ[mmj@%mﬁ%)%151@
IR TH 5, 585 mg CTORHREEITIHRAOK 25 THHI0H, 25 mg ODHESE
ﬁzﬁw & [ERREEE (123 1H) 251,
23 64 H~SED/NR
Xyzal OHEREW] A 581X 1.25mg NS U 124 [25mL] OfROEAD %21 B 1 [B4E
IR T %, AN 5 mg & GRF ORI IREEICILET 5 1 A 18 1.25 mg D EEZ B R 72
WZ & [FRRZERE (123 3H) 22,

24 BRIUHHKERESE IR 2R EHRE

PLFOJERD B DA AF L OV 12 i LL Eo/NRIZ 2T 9,
o MEDBHEERE (/LT F =27 Y T 7 A [CLCR] =50~80mL/%}) : 2.5mg

p. 4



1 H 1RGPS,

o TEEEDRFEAEREE (CLCR=30~50mL/%y) : 25mg % 1 HBXCHETH 2L
BHER SN D,

o HEDOBTHRERT (CLCR=10~30 mL/43) : 2.5 mg Z@EIZ 2[5 (3~4 HIZ 1A
Beh) B35 EnlEREND,

o RHIOBEMEFE (CLCR<10 mL/43) I X OMMKEHT % 52 1T T 5 [ 13 Xyzal
FIRA LW &

JTEE OB OBE TIE, KEBEHFHBIIANETH D, IFFEE L BHERTOmME 2 b oM
BHTHEHREGEROFEIHERE SN D,

3 AERBIUEE
Xyzal $ O{EHNIE, ImL IS LREF U 20 T2 0.5 mg A7 5. EAEHOHK
KThob,
Xyzal $£1%. Flfd LOKE (GFEEEOWMIIRETY OXFAY) B A->T-FMAFEO
A7 AV ha—T 4 78T, 18P LREFY D0 ZHHEE Smg 2 54T 5,

4 ®o

Xyzal (LA TFOBEEIZIFIEEZTH 5,

41 BBIETHDZEPHERINTVWHEE

UARETF U DU ET2IE Xyzal FOMOORSy, E72038F Y O3 LilgE Th 5
TLEDNHERENTWEERE, B NPT 7 4 7% —F THA RGN ER IR T
W5 [FIWER (621H) #&M],

42 FHBREEE

KRB ERE (CLCR<10mL/%y) F72iFMBE T 2% T\ 2 B,

43 BHEREOHD/NEEE

EHREREEDOH D 6 » H~11 o/ B,

5 Z2EBIOMER EORE

51 RERBZETL/EX

BRI FER TlE, Xyzal (T K DIRIE AT 72 B O —5 CREAR, J% 5736 L OV )9E DI JE
DS STz, Xyzal DIRAZIZIT, ERRRREIREER O OBEE - IX BB &
RS OEB M2 B D ERREBITHEF LWL ) BFICEET 52 & RO
T KO R OIFENEE N LI U D ATgtEn H 5720, Xyzal 7 /a3 —/LE T
VA D AR AR INHEE & OFH T 5 2 & IdukET D 2 &

p.5



6

BIVEA

Xyzal O FIZITEEIR, #5736 LOMEEA o7 [ZBEBLOER Lorg (5.1 5H)
g iU
6.1  EERHBRAE

PUTFICRTLZeET — 2%, LEMS 6 » H ORBRWIM CiThi 7o iR AR RER O 14
BRIV T BEWE B ENET LV — PR SE F TB M ER R PEZERRS O R 2708
BNZI 1T D Xyzal DIEZ AN LI H D TH D,

AR I OHEEICBT 528 (6 B E TOBRE) et — 2%, 1896 HloHE (12
L B B 825 il ZetE 1071 1) 12 2.5, 5 £7201F 10mg @D Xyzal & 1 H 1 [H&EIZEHS
L7z B REER 8 BBRIC S\ T D,

NEBEICBT 2T — 213 NEOFFEM Tl EET LV — R R
243 Bl (6~12 1% DB ﬁunﬁkioﬁ%&ﬁ) Z4~6 HRIZ 7= > T Xyzal 5 mg %
1 H 1B G LR 2 3Brds L O LV — M E 8 £ 72 1T B MR R IEZERRIB O 114
Blo/NRBHE (1~5 %D FI 65 Filds L O 49 1) 12 1.25mg D Xyzal 2 1 A 2 [1] 2 1
M H U7 AR R | 3B L O LV X —MEE R 721X B IESRRIE ORER D B 5 45 4
D/NEEE (6~11 » HOFIE 28 i3 LU 17 ) 12 1.25 mg D Xyzal 2 1 H 1 [8] 2
W5 U BRERE | BRI ESVTnd,

%A%i@%@%ﬁ%&btﬁ%(4iki6wﬂﬁm%ﬁ)£éﬁ?~5m\7vw

— SRR 428 B (B 190 filds L OVt 238 ) 1288V T Xyzal 5 mg % 1 H 1 [H]
&5Lk%ﬁﬁﬁ2ﬁ@u%0%f%éoiquﬂM%&ﬁbk1?Q4ﬁﬂ%®2ﬁ
BlO/NREFEOT — X213 18 » AMORBRHHE LN TN D,

BRRBRII R E S BARDEM T CEMMIND 120, H DY OEFKRR CBEINDHHI
TER DI B2 R O3 D BFIRGRBR I Z 36 1T DFIEHR & EHEI T 5 Z L IXT&E 37, FERIC
BIRSNTRBIREEL KL TOWRWESERH 5,

12 LU E DN T L OB

AR 6 HF £ TOBRKHERTIE, AL X OHFEOBEOFEEFnIL 32 5% T,
B D 44%DFYE, 56%BEMETHY . KEEH (90%LL 1) RAANTH T,

ZOREBRTIL, T BAREED 43% & i LT, Xyzal 2.5 mg 38 L V5 mg & GREOH R
FDHIH, TNEFNBUBLOR%CBNTLRL &L 1 EEOFEELNRE L,

AR 1~6 W D77 & AR BRI W Tl b — A2 ITERIE, AR, S
BAR., P97, DN LOWHEAR TH Y | ZDIEE A EOEELEITBRED L HEETH
S77, Xyzal 12 K AHIRIZ, 2.5, 5 BLVN10 mg OREBRHABEOR CIIHEKRFEEEZ R L,
REPIEICE STl b < ADNDEIERTH 72 (0.5%),

£ 11T, 77 BRI REERRER 8 3BRIZI VT Xyzal 2.5 mg £7213 5 mg OG- #5107
7o 12 L EOWERE D 5 5 2%, ETHE S, S HIZ Xyzal BEIZHBWT T 7B ALY

p.6



%< B T-Rl

TER &7~

1 AER RIS 1~6 B O 7 Z & R % BER AR BRI 23V TXyzal 2.5 mgE 721X S meg# 1
H 1 [RIIREE L7z 12 UL EOBERE O 5 B 2%LL E* THAE S -RIfEH

AEM Xyzal 2.5 mg (n=421) | Xyzal 5mg (n=1070) | 7Z7+k&4H (n=912)
e 22 (5%) 61 (6%) 16 (2%)

PAGEEDN 25 (6%) 40 (4%) 28 (3%)

I 97 5 (1%) 46 (4%) 20 (2%)

mE 12 3%) 26 (2%) 11 (1%)

WEEE 2% 10 (2%) 12 (1%) 9 (1%)

b IV E R R A

Xyzal D% Z T T2AB LN 12 UL EOFERICB T 78 RREL D @RA
FTHRL, EFMNICEERZOMOBENER TR (02%) FBIOEEEM (0.5%) T

Ho,

6~12 D/

iara

BT 7 v AR R EE R 2 HBRICB VLT,
Xyzal 5 mg % 1 B 1 [BI#H Uiz, BEOFEHHEEIL 9.8 # T,
50%IZAANTH Tz, £21T

. 7T AR RERIR

A3 243 il 6~12 D/

RAEREIC
79 %1l (32%) 1% 6~8 7%,

BRIV T Xyzal Smg D5 Z2%1F 7=

6~ 12 IEDOHERE D 2%, ETHE SN0, FIET 7R LY Xyzal IZBWTEDE
<R ONTRIWERZ 7T,
2  RBRHIRES 4B LO6 BE DT T VAR HERRBRICB N T, Xyzal 5 mga 1 H 1
[AIIEEE L 7= 6~12 i DBERE T 2%LL L 5 S - BIEH
mIlEM Xyzal 5mg  (n=243) 7Z7EHR  (n=240)
FEEL 10 (4%) 5 (2%)
I K 8 (3%) 2 (<1%)
GEtis 7 (3%) 1 (<1%)
;-%tt&ﬁu 6 (2%) 1 (<1%)
b IV E P R EALZ U A

1~5 gD IEAE
2EMOT TR EERL S

|2 Xyzal 1.25 mg % 1 B 2 B Lz, f&
ITHAATIB%ITBATH -7z, #£3

=2

p.7

MERRBRIC I T, AFF 114 B0 1~5 s/ NR B
GE ORI 3.8 I T 32%I1F 1~2 5%, 71%
2. 77 Rx R A

HERBRIZ I\ T Xyzal 1.25 mg




Z 1 H2BO&EEZZ1T72 1~5 BOWERE D 2%, L THE SNz, £HE7 78R
£V Xyzal lIZBNWTE W ZL Ron/IEHZ =T,

#3  2WWOT TR BEEKERBRICHE VT, Xyzal 1.25 mga 1 H 2 [BERFE L7= 1~5

ik DR T 2% L0 Bl S e mIEH]

AlEM Xyzal 1.25 mg/1 A 2 [H] 7R (n=59)
(n=114)

FEEL 5 (4%) 1 (2%)

T 4 (4%) 2 (3%)

Mg - 4 (4%) 2 (3%)

HEHR 3 (3%) 0 (0%)

B UL E S REALIC R T

6~11 » H DN EE

2 HE D77 AR EERLEAMRBRICB N T, A 45 Bl 6~11 » A D/NRE
FIZ Xyzal 1.25 mg % 1 H 1[5 Lz, BEOFHAEILI » AT, S1%IXAANT31%
FBRATHoTe, 7T uRBRELMERBRICIB N T, Xyzal 125 mg % 1 H 1 BOEE %
Z\ 7z 6~11 5 A OBEOWERE (ThbbEED 3% L) cHEsn, F-778R
£ Xyzal IZBWTED ZL AONEWERICIE TR, BRNE EI, Xyzal BLOT' T
TAREICBWTENZIVNEREED 6 6] (13%) . 161 (4%) BEL 36 (7%) . 161 (4%)
D STz,

R R e

PRl AR B 2 RBRIC BV T, 12 UL Lo 428 Bl BE (B 190 i, ik 238 i)
\ZXyzal Smg & 1 H1FE4F70036 v AMKEE Lc, BEOFEB LIOLZEMET o7 7
A MTERBR CORRLEFERETH o2, 7T RO 2 6] (<1%) &L T, Xyzal
PG LT 10 6] (2.3%) OBEN, MR, 57 F 72X EED - OIR BR A ik L,

T LT =R R E I TEMERR R MERRZ O H D 12 ok O/NE B ISR DR B
RARBRT — 2 13720,

Bkl D2

FRRBRICB N T, MAPE Y AL EEBE RN T AT I F—BHEO EFR 1% O
BECTHE S, REMO ERIT—@BETHY . WTROBEIZBWTHRBOFILIC
TES o T,

p.8



6.2 TR AAE

ERRERBR T TS S EFEORIC—E L7ZBWEMICNZ T, MoETIE, Xyzal Difilk
BEHPICAEFEROREINT, 29 LEAFEERIIRE IV AHORER S B I
I SNTe b DO Th D720, BUE O FELHEE F 7213 Y OMEEE & O R EBILR O AR
WIZATREL W O DI TRV, AEFSLL LT, BEUERONCT F 7 4 7x v —, M
PREMEEIE, [EEIRE ., T ORI, RB e b ONCHRRS, R, BURMER B OV, ]
TR EE, PR, O, FRBIOMRRESARE STV D,

Xyzal IZ L B IEETICHE SHWEAEFLOMIC, BF Y V0 Ol RR S B &
IR D AHEMENH DMOBEEELRNRESNTND, LAREF VDT I V0 EER
HEEVER D Ch H T8, Xyzal IZ X DIRERFIZLL T O EFR L RIET 2 RN H 5
ZEERBREICANDZ L LR, BERSE, BRY AF® R —, HEORIME, HtD -
T RERIRE R 36 L UMERE,

AR

In vitro BT — 2%, LARBF U DU NI OEY AR EEEE O E - 13HFE I LY
B RE P EAERA 25 S AREEIR N L AR LTV D, LARETF U Do
VT in vivo TOIEY)-SERY A AAEARRBR IS STV Ry, SR AAERRERIL T &
HeF U2 W TEmI N,
7.1 TUvFEYY, TVRURAT Y, VAFVY, VY AuwA Yy, Fhaty
—NV, TEAT74 IV BEOTIIAL Rz T2 R >

IR F Y Pra T S i BB R A REBRIC LD e T Y P
WToFEY Yy, I R7= Ry, 2 RavAfvy, TYVARawA Yy, b
FYNBLIOVAF O LOMAEEREZR SRV EREESNT, T4 74U
400mg DEHIZEV BTV D07 VT 7 ARDTNIUET (16%A04) Lz, 747
4 U G RBEOHEINC L ERRE L R MR D 5,
7.2 U rFEN

U R T EMIEDEF Y VoM AUC 23 2% L, RIFF 8 (53%) DR
MBLOEF VLD YT T ADEKT Q9%) BN, U~ ELOKRABIE,
TV DU ORRHEGIZ D B Lieh o Tz,

a2 BEEHA~DORE
8.1 457
iR 3) —B

kg L-mnot+micay ha— L an-RBRI3Em STV, 8l s
AW AR IS T L e MZBT DRSO TR 13722 572028, #EIRH O Xyzal D
FERIZH S DB RGEDHRETDH T L,

p.9



N IS
LREF IR, Ty FBIOTHFRITBNT, 2REimg/m & Tl AICIT 5
HESE R O 0 — H & 0#) 320 35 LTV 390 (0% 0 & CHEATEEA RS 2o T,

83  E¥E

LB F YU Do Ao AR L O AR o8RRI FEm STy, v 7 AT
X, BFERICEF U 20 A mg/m™MRE TSI 2 HER R AR A — B & DK 40 %, &0
BhHLICEZ A, BATOFOEREBIMGEANE LT, E— 7V RE AW BT,
TF VT UOBREED D BRI 3%NFHIT I m IS Z ERRS T, BF U Y UITE
FNORFAHIZ W EIND Z ENHEIN TS, LAREF U DB HAPICTWMEIND Z
EMRTHIEND T2, BFlm~DXyzal DfFE HIZHELE S 72,

84  /NE~DEE

6 H H~17 mOBEIET D EIHEZ b2 W IBMERPRIESIZIC X 2 RIEEROTR
JE T D Xyzal OHELEH &I, 18 kL LD A B OFIMEDOHEEIZ DN TV D [
B (14 ) 28],

6 H H~11 MOBFITBIT DBEMET LV X —MEE K L O MR I ZERRZ OfER
DG L 2~11 DO BEIZB T 2 FHMET L L X —PE R DIRRE T O Xyzal OHESE &1,
A &/ NREBEICBIT D Xyzal DEFIRTEORBRBLE L. 6 » H~11 SOBEICBIT S
LI EL EO&E G & TOMRAI L OVNEEF I T 5 Xyzal DL &M T v 7 7 A W2
SNTW5,

Xyzal Smg % 1 H 1 [Bl#5 L7eGaoRaettiE, BBRHMS 4 7236 BEO 7 78R
X FRER R BUER 2 SRBRIC I T, 6~12 /NI EBFE 243 il 2 %t 4 & U TR L 7=,

Xyzal 1.25 mg % 1 H 2 5 L7256 ORAMT, 2 EFORKRER 1 RISV T, 1
~5EO/NRBEE 114 Bl x5 & LTI L7c, £72 Xyzal 1.25mg % 1 H 1 B 5 L%
Ao, 2 A OBERRER 1 3 BRICB VT, 6~11 » AD/NRBHE 45S Bz x5 L L
CTRHm L7z [RIEM (6.1 ) &M,

Xyzal 1.25mg (6 # H~55%) Z# 1 H 1 [F#& 5 LG E L Xyzal 2.5 mg (6~115%) % 1

A 1 [EEE L2GE O D ONCEEET LV — 8K 5 X OBER SRS
DIER DIFFE~DOEZIEIL, 12 LA EDOFEEIZ Xyzal 5mg % 1 H 1 [BIEG L72HGAI125%
AE STV D EZEDN S OHEE R KO &/ & O S EhRE 210 FE I Je- S C A
FonTnas,

6~ 12 DZEHIMET L L X —MEERO/NLEFIZ 5 mg O H & T Xyzal & 55 L 72 A5,
fERE72 R ANIZ Xyzal 5 mg 25 L7 GEICR 6N &HIRFE (AUC) OR2f5Emb 2
ENRBRREI LRI L W RENT WD, LTEER-> T, 6~11 DB ETIE25mg 2 1 B 1 [H

p. 10



OHEEHEA B 202 &, REMEYEIERRTIZ6 » A~S5mo/NLEFICT 1A 1
125mg DFAETHEE LR KA1 B 11 5mg 285 L2581 ILEcT 5 20 1RE
PREINTWD, HE - & Q23H), BRARRE (14 1) BIXOHKRIER (123H) %
.

8.5 mEmE~DOKRE

TRIRZ AT T A IE I B3 5 BRAGRBR 1T 1T, @B ORISPEFRE L B2 0L
D INE WSS D DI 72D 65 ik LL EDOBENE EL TV o Tz, s Iz
BRI IC BV T | miln B & SRR & ORISOEWITFFE STV RV, —i%
2, mEFE~ORGBEOBRIUIEEITIT O LENH VD | TR, BHRE £ 721300
KT, AOHE E 72 IO IMIRRO AN L ON D HEN TN L 25/ L, W&
HEOHPAO FREN ST 52 &,

8.6  EHkREREE

Xyzal (TBBLREELHEES D Z Mo TR Y BHGERE R TIIAANC
EDEWER DY 27 D@ WrREMEN & 5, milis B F I TEEEEME T L W D580 20T
D, BEEORFUNTEET OLERD Y, E1-BEEOET=F—DEHTHLILGAEN D
5 [HE - A& QEH) BLOEHKER (1235H) 221,

8.7  FfkEE

LARETF U UIB BICREEE L THIE bHEtt S D 720 FFEED LD BEIC
BWCLAREFV P07 VT 7 A0E LK TT 2 Al et [ERAR SRR (12.3 8)
g iU

10 BEERE

Xyzal (IZHOW Tl EHR G2 HE STV 5,

WER G L DIER E LT, B TIHERRRRE, /NETIIMBR LU0 bEE D3I
WHEY . ZOBROMNIRIEZR ENEEND WREMENH D, Xyzal IZkT 2 BE O 38X
2R, BE G4 U SAICE, RHERER L OSRRRE SR S D, Xyzal (BT
X o TINRMNZBRE ST, BT ATRE 72 KA 2 RIRF I L CWOZRWER Y | BT I3
MTH D,

VU RIBIT D LREF Y DU DR AAMEIERIEEIT 240 mgkg (mg/m A TH
NIZET B HES R AR 1T — H R DK 190 (53 L OV6~11 i D/NRIZ 1T D HER R 0 —
HED 23048 L6 » A~SEO/NRICBIT 2 HERREKRO—HED 1801%) TH -7,
T v MBI DR KR OIEBFERIE 240 mekeg (mg/m™ B CTREAICISIT D HER I Rk O
— HEDOK 390 153 LT 6~11 ik O/NRIC I DHES R R O — H B DK 460 535 L 1UV6
A ~5 w0/ D HESE R R 0 — HE&DK 370 f5) Th o7,

p. 11



11 R

Xyzal$E 3 L O Xyzalfk HERA OIEMRK S Th A LAt T U oy HEBIEIL, &0 TEZ)
BRHZ BT TH D, AL IZR)-[2-[4-[4-7 v 7 = =)L) 7 = =)L A F)L]-1- B3
V=N R VIERE BRI TH D, VAR U TR, it A X I UER
EbOoT7eMLEMTHH TV VUEBEORERIKTH S, LRET Y U T
DAL ULCy HpsCIN,Os « 2HCITH 5, sr &l 461.82 T, [LFERITILL Fo#E Y T
b,

Cl

o m/«(xrw
ol

LRt T U U0 TR T A A O RS PER R TRIZRORE T30,

Xyzal 5 mghéld, HHMETEBMO AN ST ORAKSHART 1 v ha—T 17

fed LTHANL STV D, FEEICITERROMRAICHR T (Opacode® Red) TYD LT3
FlETWb, FEEMENR D ELTUTOLOREGEND @ ffdhkra—A AFEKIY.
apA BREKSYDBIOATT U VBB~ TR T b, 740 bha—T 4 U7 HIIZe 7
oAu—A BEFH B0V 0d—1400 ZEHT D,

Xyzal 0.5 mg/mL #% FEFNZEHCE O BAFI 2k & L CTRARL S TV 5, FEEME
sy LCUATFObDONREEND « Bilg T b U U 2ok, KEEE, ~/vF h— VIR,
TVRY S AFARTINy TN TXe by FRE (MY TEF
KRB LOANLEFEL dl-a- b a7 =/ — bR D) . KUK,

12 [ B S

121 {EfBAF

TFV O OEREGETH L LARETF Y U A I UETH D B EIT
HZREOBRIAEE N LT D, LREF Y Do ofie 2% I UiEE, SE8Eh
BB L O FETAVTEIEIN TN D, InvitrofEGRBRICE Y . LARET U DIz,
TFV PRV 25 EEV (KilZZ 4241 3nmol/L & 6nmol/L) B FH S EKA~ORES
PR DD Z LRI D Mo T2, ZOMLOEK EOBIEI RN TH 5.,

122 #H

FERER AR E 2R L LT BRICE D . LAREF U P 25mg BE D 5 mg &
T EAZ IVORNEFIC IV SIS SN REIZE L7 LT 2 M+ 2 2 L2
SR o T, MBS, XX bavF U DU dEsE L 07 LT RISOMEIZB W
THARBLE RS o1, 14 BIO/NREEERE (6~11 1) IZBWT, LREFU D

p. 12



Smg DHET, EAZIVORENERICEV ISR INTEWEL IO LT 2/l L,
TEPEITRIR T 24 BERTRRGE L7o, B A% 2 U5 FERER & ORGE Lo BErEIZ R T
Hb,

LAREF U P2 30 mg DEREEEIZ XD QT/QTC #bi Tk, QTC Mg~ 8 X L E
SN inolz, LREF U OHBIRGIZE DI hoT-— T, LAREFI U
I X D ERNTHE PR GZICEFRETIERWAEER S 5, LRET U V02 R 5%
2 QTC RIMEIC RIFTHEBIIAHTH 5, BF U VI XD QTC HBROFE R E L OEMIC
bz 52TV P OHIRERIE T QT DIERICHET 2MEN R o722 b, LRETF
U2 Z1E QTQTC ~DIEH A I & FRIS ATV D,

123 EKyahe
LIREF U DL, R R AR E B W CREROFIIC DT » TRIEOIRY
FEEZ R LT,

- R

LARETF U O AT A EEZ ISR D LGSR S D, BN T, SEAlZ R N5
% 0.9 Refi] Chem MR EEICET 5, MAROKSG L72%OERMEIL 112 T, 2 HEIC
EFREICET 2, 5 mg & 1 B 1 EHERG E723KERE LG 6 O R iR EIXE T
ZIEI 270ng/mL F LT 308ng/mL TH 5, BTV AR EF Y U UEORE (AUC) @
FEFE ISR S RIE S e o oS mle A & 4R G U %1218 Tmax 2355 1.25 BRefE L,
F 72 Cmax (TR 36%ID Lz ; LEER-> T, LREF U DUEIRFEOFEC D LT
B35 ENARETH D,

Xyzal #% FEAIOHE S mg (10mL) 1%, Xyzal £ 5 mg H & & AW FICE%ET
&%, Xyzal #% AN 5 mg FH 2 @ HE 722 BRI 1 % 54249 0.5 IRef] CH2%) fem
IMAE R LT,

il

In vitro 2175 LARET VU U ONEHIMAEH X7 FEGTE 91~92%D i T, Bigs
NI IR O M L~ 2 & e, 90~5000ng/mL OFPH TITHLE & X ER TH - 72, &%
H #5194 O T O3 RFEITH 0.4Lkg TH Y ARKNRAK D ~D A2 £ LT 5D,

- FRE
EMIBITALARETFT IV O ORBORE IR G ED 4%l Th 5720, BIEHZH
F I IR R L E I ORI O R A U 5 23R TE 2 & PRl S D, R
R, HFEBERIL. N £7203 O-T7 VX bl O o) v aeandb b, B7rs
JALRRIRIZE L LT CYP 3A4 IC R VI T S DA, —HFERBILIZIE, s LUK
MERETNLZONTIND CYP 7 A Y 74— LR L5,

- JHK

T BR 72 BB BR A 1 B30 D I - kR 1 BE S L OV DA D B 51440 8~9 e ©
HO, VREF IV DU EHROSE 7 VT T AT 0.63 mLkg/y ThoTlz, LRk
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F U VB IOREY O EE R PR EIIREH TH O EE TR 8ED 854 %% 5T
W5, FERRH OPE IR 58D 12.9 % Ly EH TW RV, LRET U 2 30k ERIRTEE
B LUBEEIRMAE SWOmEIZ L VPt S D, LAREF VOB VT 7R3
VT F=r 7 07 7R EHBELTWD, BEREEEREFICEVWTL, LAEFI U0
7VT7 7 UAIMETT S [HE - HE 233H) 221,

- YR EERRSR

R BEAERICBIT % in vitro 77— X, LARET U O UMM BER & 5] & it
CENERIETORBELZT HARENNMENZ AR LTV, IRREOREN TET S
Cmax L-UL XD @ 0BRETIE, LAREF U I UL CYP 74 VA LD 1A2, 209,
2C19, 2A1, 2D6, 2E1 B LU 3A4 ZHEWT, £72 UGTIA £721X CYP 74 VH A A
1A2 | 2C9 B LN 3A4 ZFFEH L2,

LARETF U D UATHONTARD in vivo I AEHFEBRITER STy, BRI
TEIROEFY VU ERWCERSN: DEWHAEER (75H) 28],

- INRBE

6~11 ;% TIREN 20 kg 75 40 kg DFFANICH D 14 FlO/NEERIZREL, LARETY
T Smg ZRROTHEE L Lz, /NRIZE T 2 EWERERBR S 07 — X2 X0, Cmax
B LN AUC I, BRBRFILRIC IV T, MR APER A Tl STV DIEL VA 2
FEWETH D Z LALLM TWD, ADGE & iR LT Z o/NEDOEM TITF
¥) Cmax 1% 450 ng/mL T, #&5#%FH) 12 K TEEEL, KEZESLL-2H 2 VT T
VADZ0% AU, E T VHREEONT 24%8HE L 7=

LARETF Y U OIEYBNRERBRIL 6 AR O/NLBE CIIFEm SN Ty, L ha A
R T 4 TREM BRI A, 1.25 mg 205 30 mg OFPANTLREF U v O H[E
B 5-F T 1T RAE G- & 52T 72 324 Bl OHEERE (1~5 s D /N 181 i, 6~11 5k 0> /N2 18 4]
BELNN18~55 DAL 124 fiZ X RICE ST, ZOHHTC L DT —21L 6 # H~5
O/NRO 1 B 1A 1.25 mg #5231 B 1[5 mg O 52515 72l ANEBRE & [FEED
MRS/ D 2 L &R LT,

- B RE

B OPERE IOV TR S NI B RET — &% LV BTV R, 9 Bl iR
FHO(65~T741%) ARFBLEL, LAREF U 30 mgE 6 HRECHIZ->T 1 H 1 [KER
G Lckoey 7 V7 7 0 A3, BERADGE L LTI 33%Eho7-, &3
BOEF VT OERNENEIL, Fln X 0 BHEREICALIND Z ERH LN TND,
LREF VO evTF Y DuddbicE e LTRPICHRIN SN D 72, Z0oMAIZLRET
UPVICHEHATEDLTHAH, LMo T, ElOEBHE TIE, Xyzal OHEIZEHAEIC
KON o228 [HiE- HE QH) 23],

- MR

77 BIOBFE (FE 40 B, Lotk 37 F) OFKWERERERAE S IX, MR L A4 U 5 AlkE
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PED B 5 FBIZ OV TRl S 7=, FRNIE B (8.62+ 1.84 WifE]) X v Lotk (7.08+£1.72
KefH) CHOTNICENoTo, L, REEZFELZRO 7YV T 7 02Tk, &t (0.67
+0.16 mL/5y/kg) 1ZBME (0.59 £0.12 mL/4y/kg) ERI%ETHD Lo CBbng, EFRE
BiEZ b O BB L OHICIE, F—0 1 B EB LU MRESEH T 5,

- N

ANEIZEDVRET U DV ~OEBIZ O IR TR T\, LRETF Y Vv
FEELTEBEOOHRE S, F127 LT F=0 7 U7 7 U R AR K D EKRRZEN
RNed LINETF U U OEYERBFRREIIATER TR D Z L3N LA THIE
b, 78IMKOEF IV VU OBBEIZBW T ARICEET 523 6o T,

- BHREEE

W, PR EEOBBEREREB IR OBRBBEE BT LREFY Vv
OIREFERE (AUC) 13X, MR/ L LT, T2 1.8, 3.2, 43 BL V5.7 501
MER Uz, 3T 2 BB OHEEMEOEIE, 2 1.4, 2.0, 29 BLD 45 Th
77,
BROBGHOLEAEF VSO VT T AF I VT F=0 27 0T 7 AL
LCRY, BEEBOEEEIZESWTHENIIRT Lz, 207, BRE PS5 EiE
DBRERERECTII. 7 LT7F=0 7 VT T RICESHNTLARET Y Vo5 ER
FOBHMFEZREST 2 Z LRI N TV D, KOBRERESE (CLCR<10 mL/43)
TIEVAREF I VIR TH D, RERN R 4 R OBITEE R ICRES D LARETFY
VBT 10%AR CTh o7,

R OB E BT TIX, Xyzal DG EZKO T2 &, FEEFILEEOEHRE
fEEAEE Tk, EEERGHEAZ LIS T [HIE - HE 243 238,

- fTiEE

ke FBE & x5 & LTz Xyzal OFRBRIZIENE S CTUipu, BEEEZe i AWEBRE ~Df% 1
BHGHDIEF 7 VT T X RO FL O X, 27 V77 0 ADK) 28%TdH D Z
EDVHIBA L7,

LAREF Y D UIBBITRE IR L L THIBIC Z VRS D 72 IFEEO D EE
WZBWCLAREF IO ro7 V7 70 ARELRTT 2 ety [HE - HE 2
) &2,

13 FEER IR =M

131 AABEE, BRFEM, ZEEREE

LAREF U Do W AUREMERBRITER S A THZ2RY, L2, BEFI T ORA
JFHERBR ORI 2 LARET U O ORMBA ATREMEO BN BEEST 5 &L LTEET D, 7 v
kA& WS 2 ERI OB AFMERBRIC BT, BF U V03 20 mg/kg (mg/mPHE TREALC
B D HERR KR D —HEOR 15 (R XN 6~11 o/NRICERIT 2 HERE KR D —H &
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D10 fER L6 H H~5mD/NLUTIIT 2 HELHR KR D — A EOK) 15 £5) % TORM
BRI R AR &R S R inote, = 0 A& AV 24EROBABERBRTIE, € F ) ¥
> 16 mg/kg (mg/m BH TSI 1T D HESER KRR 0 — A B 6 1538 LV 6~11 m /Iy
FIZIT DHERR KRR N — H RO 4 53 L 0V6 # A ~5 5 D/NRIZIH T D HER R KRR 1
—HEDK 6 %) ZIRAFK G, Hi~© A TRMWNTEE O BRN LA L7z, 4 mgkg

(mg/m™ B TRk N IC 31T B HERER AR N — B B 0K 2 5B L0 6~11 m/NEICHIT 5
HESEIROGRR 1 — B & & E R RIS KL OY6 0 A ~5 o/ hRICIS 1T 2 HERR RO 1 — A B 0K
205 AIRAEREGRCIE, BRSSO RBLR LRIE R S5 7, Xyzal DRI T o
AR OKR EOBERIIAHATH S,

LAREF Y VU Em— A ARBRICB O TRERELZ RSP, £k B o Rl ~
7 2 L ERERE LN in vivo TO~ 7 2O /NMERBRIZ IV TR IR R E A ER L
27,

~ U A& AN Z IR L O AR ClE. £ T U U 1T 64 mg/kg DR O T
ZIREE R DR ST (g B THRICIS T S HERRORRE 0 — H RO 25 ).
132 BEsE

AEGEFE A AR ER

7 v FBLOY Y& HOI AR AERERR T, VAT U V3120 mg/keds &
TR 200 mg/kgDZNENDRE N5 TRAGAEITRD b -o7- (mg/m s T
NIZFT 2 HESR IR R 1 — B 8O Z 712304 320 £i535 KUY 390 %) .

~ U A% W AT AR TIE, BT U O RIS ST 5 96 mg/kg DR
5 ORI 5 AR OKER NGBS S (mg/m™iE TR 5
BRI 0 — A &R 40 1),

14 =97 =
14.1 ZEitEB I OEESET LA —EER
JEN I L N2 L | D FE

Xyzal OABEL, FREIMEE ZITEEET LLE—HRROIERD S DRAB LD 12
WLl EOFHEE R L Uiz, BEALT T B R HR ZHERABRO 6 BRI CRH S
iz, 6 RBRIZIE, RN 2~4 W OG5 &R ERR 3 R, ZHET L —&
REEZXG & U 2 W OB ZMERER | 3B, a7 LA — R REBE LG e L
T AN MERER 2 BB (6 WA 1 3BR, 6 » AN 1 #BR) NEFENTND,

ZHHORERICIT, AR 2412 B (B1E 1068 B, & 1344 B)) OBRENEGEN, D
95 265 BN 12~17 DOFHHETH o Tc, AT, 5 RBRIZKIT D 4 FEOMER (KL
2 IR, BT O FIER K OURE S EEE) BRI OV ERBRICKT 5 S EEOER (< Le
F. SR, B DA, IRE O FEER LU ([ZBT 2 B ORE D ORIER A 2T
FRVCHEME L=, B, 0~30hF 3 —RIEEERAr—L (0=7/L. =8, 2
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=R 3=8E) ZHWT, | B 1 [EEIZ 24 B OTEELIN 2 Bl L CER 2308 L
7oo 1 RBRTIL, BRI Ze (REF SO 1 FEEETD EROTLERBIT O, FEGEA X
FHIPET LAAF — R RIZOW TR O 1 AR L2 BEEEZFEH L. 3 Eﬁ?vw#
—MERRIZONTT 4 HE 2 L2, BIERA 2T OFEBETH -T2,
hHERERRO S H 33T, 1 B 1 [EMRIZ Xyzal 2.5, 5 B XN 10 mg &5 L 7K
DOREIEE M 5 72 DI E i Sz, 1 RBRIEGUBRII A 2 <, FEiET L —
PERR B 25t G FE i S, 2 BB 4 B, BEET LV —ME KR
Fraxgs L TERSNTZ, Zhb0ORBRTIE, Xyzal O 3 FEEEO K $5-8 TR
WRAaATNTT7vRLY REPFDTDHIENREN, TOET, ZNHORBROIH 2
RT3 HRICOWTHANICAEE Th o7z, B9 L 2RO REE 4 177,

F4 T UAXPEEAEGERERRICET D P RIBERRER A 277

N _ B H-HFIC TR EDE

B 5 N T e [

A - HEE 95 %CI p fiE
LT 1L X — PR ARBR - FIBARIER 2 27
Xyzal 2.5 mg 116 7.83 427 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
A A N 118 7.94 5.17
LT LoL S — PR R ER - RIEERIRIER 2 = 7
Xyzal 2.5 mg 133 7.14 4.12 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
WA N 128 7.22 5.29

B X =

AR EER D 5

Zxtg e LT Xyzal 5 mg % 1 B 1 [BRICERS LEZSE
i 2 & 9 Gl S 7z, AR TId, Xyzal 5 mg

0~3 DOAT AV —RBIEIEE A — NI FHESWTEENTME L, < L=
Fr, B, =T OFEER X OIRZ 2 FEIEOME 4« DIERDEFH TH 5,

B 1RBRTIE, 2 @M OmBEIRICOY | FEET L — R EE

DHEINEZE T T AR & ik L TRE

(2 XV [EERF L OBRERRRIER A 27

W7 TEREHBELTR=AT A PO RERTT D 2 LAVRSN, TOEITHEHIIC

HEThoT= (£5281),

LT LEEMTLEDTHD,
51 TIE 6 HEOIGRYIMIC D720 C@EET L —ERREE &

R ARGRER D 5

®fg Ll LT Xyzal 5 mg % 1 H

1 FRICH&E L=
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L7, 6 7 HORBREIFIZ D> TEENTZS 5 1 DORBRTIL, 4 BEORETHED
PEZ RN U 72, Xyzal 5 mg (2 &0 BIEARIER 2 a7 N7 TR EHEEL TX—ZXF 1
MOREIRTTHZ LRI, 7R EDETMIICTAE TH 72, ZHHDOR
RO D BHD 1 REBROFEREE S ITR”T,

£ 5 T UAF—PERRRBRICET D EBARIER 2 2778 X OBRE RRIER A 27 O
¥

o N R—2F | BEHRICHEE TITRREDE

S{ v L7 P HEEME | 95%CI [ plE

FHEIMET L — MR RER - BRI 2 27
Xyzal 5 mg 118 8.40 5.20 0.89 (0.30,1.47) | 0.003
TR 117 8.50 6.09
ZEIMET LK — R - BREARIER 2 27
Xyzal 5 mg 118 7.24 4.58 0.73 (0.17,1.28) | 0.011
778K 117 7.48 5.30
ZEIMET LV — PR RRBR - BIEARAER 2 27
Xyzal 5 mg 150 7.69 3.93 1.17 (0.70, 1.64) | <0.001
A N 142 7.44 5.10
IR A 2T, 0~3 OB T IV —BIESEE A — WSO TEREDTHE L2, < Ls
F. . BT O FEIER X OMRE S EEEOE 2« DFERDOAFTH D,

TERRELL, Xyzal 2.5 mg £7213 5 mg Z Hi[EH G LT L X —MERRBHF L XI5 L

U 7- BRI TR BAALARER 2 3R IS
ZREHT DT LGN

BOWTEHE S 47z, Xyzal 5 mg (368 DB EU% 1 R CT1EA
W7o 7o, ERZBLE. FHEitER L OEFEMET L — a5

BRIZEWT, ROFEGANZE BIThI DIEROFEE O bFHMli L7z, 26 OB Tl
fﬁ%%ﬁﬁ i&’%’t 1 Hﬁé k—ﬁﬁmu L/7L\_o

12 ARt D/ I A

12 ATl D /N
BEO6 H H~5D/N)
OPERRBR 1L 520 X 40TV, 12 FEARTE O /N
BELRIZ H DU T i N DR PR B A 204

ERYED)E

5 (841H) #&M],
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142 (BHERRUEZFRS
18 Ll DN EE

B OHE Z PED 72 W IBPERF R VSRS 1T X 5 EIER OTRIRICE
18~85 ik DIBMERFF SRRSO NBE &kt 5 L Uiz,
AEAIL T 7 AR _EERRBRO 2 BRICBWTEHMI s vz, 20 2 RERIZIT
A ] D BRI $¢ 5- L~ LA 2
B OFRERIZIT 423 1 (BYE 139 B, etk 284 f5) DEENRZEN TN D,
90%) DBFIZAANT, FHEBITIA B THoTZ, TNHEDBEEDH b,
[BIKZIC Xyzal 5 mg OG- #2172, AL, 0~3 (0=72L,

O PG BPEAER 1

a7 w= A,
I, D 1

AiRd L0408

BT D Xyzal DB ZIEIX
BRI 4 B O, Zhax L[FE

4

uit%ﬁﬁ‘ SEN TV, &

FEAE (>
146 i 1 A 1

~3=T) O
BT & 52 5 FENE O T JE DRI C HES VTR S e, SR

B F L OBFEIM e Z @ L To, FHRENZ O FEEREZEA 27 ThH

272, T DDA N Z 7R AT B2 O FERERAEE A 27 @5 OBW NI KR E &,

BLOZ S FEEDOFRHHHHIM TH - 1o,

BHEERTEABRIT, 1 B 1E&IZ Xyzal 2.5, 5 BEL W10 mg 2 &5 L =R A2 % 5F

9 5 7= DI FE N S vz, ARBRTlX, Xyzal O 3 FEE O K5 & CRIENZ O FEiE fiE
BEAaTNTTERELD RESBDLT L2 E2REN, TOET, 23 HEIZHOWTHE
MICEE TH-o7= (F6S5M),

Hi[E#H- L~ LR Tl

VIEVERR R

WMIBEEEXRE LT, 4

H F OGRS

720, 1 B 1[BEH&IC Xyzal 5 mg 85 LizRoaahts 7 7Jzn“\ktt$5€l/fa$fﬂﬁbf:o

Xyzal 5 mg

RESIETTDZLIREN, T TR EDETHEICHE TH -7,

Z D FIEDFFRE M. 2 OB TR E SB L OBRHZ SO FEETRERE A 27 7 7%
RNEHB L TELWSEL R L, 77 8RR & UcBH 2 SO FEREE X a7 DF L
WEIZ LY . BEREE TR R TOAMERHERE S (R 6 2,

K6 BIERIEIEZERIS

2R L REIFRE O FRERIERE A 2T

WX VR ZE D FEEEEERA TN T IR LB L TRX—X T4 b

BE N N—27 | BHFRHZGE 7T REDE
Sf v L7 P HEEME | 95%CI [ plE

Be b B ERER - BIENZ 5 SR EEE A 27
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
AN 60 2.25 1.84
MEPERF RIS AR - A2 O FEEEIEE A a7
Xyzal 5 mg 80 2.07 0.94 0.62 (0.38,0.86) | <0.001
A N 82 2.06 1.56
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PR E ORI 5 2 L3k 52 &,

17.3 Xyzal D5 Bk E

MABLORBULEOFEFEICB T 1 HEIFZ LA IERICSmg#HE52 B2 7202 L,
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1 Name of the medicinal product
Xyzal 5 mg film coated Tablets and Xyzal 0.5 mg/ml oral solution

2 Qualitative and quantitative composition

Tablets :
Each film-coated tablet contains 5 mg levocetirizine dihydrochloride.
Excipients: 63.50 mg lactose monohydrate / tablet

Solution :
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

Film-coated tablet.
White to off-white, oval, film-coated tablet with a Y logo on one side.

Oral solution
Clear and colorless liquid

4 Clinical particulars

4.1  Therapeutic indications

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

4.2  Posology and method of administration

Tablets:

The film-coated tablet must be taken orally, swallowed whole with liquid and may be
taken with or without food. It is recommended to take the daily dose in one single
intake.

Adults and adolescents 12 years and above:
The daily recommended dose is 5 mg (1 film-coated tablet).

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:
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The daily recommended dose is 5 mg (1 film-coated tablet).

For children aged 2 to 6 years no adjusted dosage is possible with the film-coated
tablet formulation. It is recommended to use a paediatric formulation of levocetirine.

Solution:
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).

Due to the lack of data in this population, the administration of the product to infants
and toddlers aged less than 2 years is not recommended (see also section 4.4).

Tablets & Solution:
Adult patients with renal impairment:
The dosing intervals must be individualised according to renal function. Refer to the

[140 — age(years) | x weight (kg) (

72 x serumcreatinine (mg / dl)
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:

x 0.85 for women)

[ cL,= stments 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
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In 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 Contra-indications

Tablets:
Hypersensitivity to levocetirizine, to other piperazine derivatives, or to any of the
excipients.

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase
deficiency or glucose-galactose malabsorption should not take this medicine.

Solution:
Hypersensitivity to levocetirizine, to any piperazine derivative, methyl parahydroxybenzoate,
propyl parahydroxybenzoate, or any of the other excipients.

Xyzal 0.5 mg/ml oral solution contains maltitol: Patients with rare hereditary
problems of fructose intolerance should not take this medicine.

Tablets & Solution:
Severe renal impairment at less than 10 ml/min creatinine clearance.

4.4 Special warnings and precautions for use

The use of the film-coated tablet formulation is not recommended in children aged
less than 6 years since this formulation does not allow for appropriate dose adaptation.
It is recommended to use a paediatric formulation of levocetirine.

The administration of levocetirizine to infants and toddlers aged less than 2 years is
not recommended.

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

Due to the lack of data in this population, the administration of the product to infants
and toddlers aged less than 2 years is not recommended.

4.5 Interaction with other medicinal products and other forms of interactions

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 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.

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  Use during 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

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.
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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 5 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%).

In addition to the adverse reactions reported during clinical studies and listed above,
very rare cases of the following adverse drug reactions have been reported in post-
marketing experience.

o Immune system disorders: hypersensitivity including anaphylaxis

o Psychiatric disorders: aggression, agitation

o Nervous system disorders: convulsion

o Eyes disorders: visual disturbances

o Cardiac disorders: palpitations

o Respiratory, thoracic, and mediastinal disorders: dyspnoea

o Gastrointestinal disorders: nausea

o Hepatobiliary disorders: hepatitis

o Skin and subcutaneous tissue disorders: angioneurotic oedema, fixed drug
eruption, pruritus, rash, urticaria

o Musculoskeletal, connective tissues, and bone disorders: myalgia

o Investigations: weight increased, abnormal liver function tests

4.9  Overdose symptoms, emergency procedures, antidotes
a) Symptoms

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

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.

p.5



5 Pharmacological properties

5.1  Pharmacodynamic properties

Pharmacotherapeutic group: antihistamine for systemic use, piperazine derivative,
ATC code: RO6A EQ9.

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 H1-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 5mg, 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.

A 6-month clinical study in 551 adult patients (including 276 levocetirizine-treated
patients) suffering from persistent allergic rhinitis (Ssymptoms 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
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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 a placebo-controlled clinical trial including 166 patients suffering from chronic
idiopathic urticaria, 85 patients were treated with placebo and 81 patients with
levocetirizine 5mg 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.

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:

Levocetirizine is rapidly and extensively absorbed following oral administration.
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 o0.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.
Levocetirizine is 90% bound to plasma proteins. The distribution of levocetirizine is
restrictive, as the volume of distribution is 0.4 I/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
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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 mean apparent total body
clearance 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
feces 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%.

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

List of Excipients

Tablets:

Core

Microcrystalline cellulose
Lactose monohydrate
Colloidal anhydrous silica
Magnesium stearate
Coating

Opadry® Y-1-7000 consisting of:
Hypromellose (E464)
Titanium dioxide (E 171)
Macrogol 400

Solution:
Sodium acetate trihydrate (for pH adjustment)
Glacial acetic acid (for pH adjustment)
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Methyl parahydroxybenzoate (E218)
Propyl parahydroxybenzoate (E216)
Glycerol 85%
Maltitol (E965)
Saccharin sodium
Tutti frutti flavor
Triacetin (E1518)
benzaldehyde
orange oil
vanilin
ethyl butyrate
orange oil concentrated
isoamyl acetate
allyl hexanoate
gamma-undecalactone
citral
geraniol
citronellol
alpha tocopherol (E307)
Purified water

6.2 Major incompatibilities
Not applicable.

6.3  Shelf life

Tablets:
3 years

Solution:
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

Tablets:

Aluminium — OPA/aluminium/PVCblister

Pack sizesof1,2,4,5,7,10,2x10,10x 10, 14,15,20,21,28, 30 40,50,
60, 70, 90, 100.

Solution:

Type 111 200 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.
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6.6 Instructions for use, handling and disposal
No special requirements.

7 Marketing authorisation holder

UCB Pharma Ltd
208 Bath Rd
Slough

SL1 3WE

8 Marketing authorisation number

Tablets: PL 00039/0539
Solution: PL 00039/0731

9 Date of the first authorisation or renewal

Tablets: 02/2001, 02/2006
Solution: 05/2006

10 Date of revision of the text
08/2007
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DX/ IV, EYEEFEH T a7 s A VIR, B2 F T A~ —ThoHLAETFI Y
VERGLERETEIRTHL TV VU ERELIERE TREDL R, WINEB L)

PEEDIBFE T TV HRITE Z 5720,

WA

ERESEER N vf?%)//@%w BN OIRHEPAICE Z 5, MEREO Y — 7 135

@09%%% CROND, EFRREICITR MG 2 B#ICRET S, 5mg$@&5%®m
BRI szML&ﬁf%D 1 A 1 [EIRER 5% OZ 3@ E 308 ng/mL F2EE

f@éo%W®&Ei\&5E%fﬁf&w\ﬁ$_ LEEITR, L, IMERE

DE—71%, B%EL TIHKL 20 MBS EN S,

oIAR

B R TIRLARET Y DO OT — 21372 < iR — MM o@mEIicBE L ThL T —

p.7



X720, Ty PR IO Xk, MR AT L OV Coe b i < . AR AR A
Th bRV,

MO LEREFV UL, 0%NMEES 7 IHEG L THEELTWD, LREF U VoD
DAEFEIL 0.4 LIkg T, EOHMIZR LN TN D,

AERINZE L

EMARNTRE SN D LARET U UUid, BE5ED 14%K T, BE 20058
FIEEAOOFHIC L 2R OZERITEH TE L B2 6N D, REREIZIX, FEROE
B, N- BE O-TT7AF B LIOZ T Y U HENEEND, T T VFALRKRITE D
IZCYP3A4 ZNTHHDTHY, —FH, FEEROBIICIT, BEOB LV - 721K EE
DCYP A Y 7+ —LWREb->TW5, LiRtF U Pid, CYPIA2, 2C9,, 2C19, 2D6.
2E1 BROBAMREDCYP T A Y 7+ —LDIEMHIZH LT, 5 mg ORFRARLETHLNAD
E— 7 RE LD Il mWIRE CRBLZ RIS RN T,

LAREF Y Vit REn 288 3MEW 2 &8 LOREBLERNMENZ LD, fAEME
I X W OIEMICEEINTZ D VIIOIEYIZ L T- 0 35 Atk R,

BE

FRANIZEBIT D MIEL ATV DU REOERINL 7.9 £ 1L9RHTHY | AT oey s Y
7 7 v A1X0.63 mL/minkkg THD, LARETF U DB IOZEONEY O LT 5 EHRKIE
JRTHY | &EED 854% N RICHM S D, FEHIZHE S L 2 FIE 1T, BEED 12.9%(C
WE22, LARET U D0, SRERIRIEIE R X OBREN R /0 o 712 £ 0 BE &
5o

R E AT ~ORS

LRETF UV UCORNTOLE 7 VT 7 AX, ZVvT7F=227 077 AEMBELTW
D, LIzdoT, LAREF I Voo ERMREX, THEDS LIFEEOBEEL AT LA
FOIVTF=o 7 VT 7 RCEDOTHET L2 ENHERIND, BERORBIEHEER
DEETIE, RrToedy 7 V77 203, BEEERE SHEL T, 3L 80%HD L
TW5, BHEO 4RO MKENT ChRESND LRET U U ORIE 10%RH TH 5,

53 FilEKRETEHET—4
ORI, [E& SRR, AR, BEtE R L ovE M
BRIZEBWT, & MR 28R G A2 7R3 7 — X135 50T ey,

6. FEHIfHHE
6.1 Hnp—&E
BEH -

%

Wk L — R

I

p.8



FLBE— K0

an A RREK T Y D
ATT VU~ TR A
a—7 4T

LLF O ksy 56 72 %5 Opadry® Y-1-7000 :

t7'm An—A (E464)
b+ % > (E171)
~Zaa—/,L 400

& Al
FEfe T bV o A =okF (pH FREEH)
KEERE (pH FH%E )
p-t Fr ¥ 22 B&HHA T/ (E218)
p-t R XL ZEFR7 oL (E216)
7+ ur—,L 85%
~/LF h—/L (E965)
VAN Iy Bl RV
Ny T 4 Ty T /B
FUT7TEF > (E1518)
ROAT VT E R
A 1%
N=1J v
B& e — F )L
Bt Lo oA
HEf A Y 7 IV
ANFY T Vv
Ho=OTNTT N
v RT
7T =T
Yhrxrm—
L7757 ka7 xa—1 (E307)
FEHLK

6.2 ELEEE
Bk aca

p.9



6.3 fRTFRAM
BEAI : 34
A 2 4
BAE% 3 % H

6.4 RELOEINLEE
Briz7e L

6.5 BEROMERKE K UFHH

BEA

TIVI=UL-0PA/TNI=7L,/PVC T AL —

FIMEHANT £ 1,2, 4,5,7,10,2x 10, 10 x 10, 14, 15, 20, 21, 28, 30, 40, 50, 60, 70, 90, 100

& R A

M7 200 mL M EJEICAWVAR Y e L A /oOFRHITIEET 2 2 soTE vk afi L, 10
mLOBEREYHEROKIEHA VY (RV=FLrr, RYRAF L) BLOBEEHHIE
& & HITE R — VR ITUGIA,

6.6 BEZTOMOMY FL EDFALEETE
RriZ7a L

7. RFEAZERGE
UCB Pharma Ltd
208 Bath Rd

Slough

SL1 3WE

8. REXRDAES
FEAI - PL 00039/0539
B OEA - PL 00039/0731

9. MIEIAZRH/ABEHA
BEA - 2001 4E 2 H ., 2006 4F 2 H

B OWEA - 2006 45 H

10. AXEDOHETH
2007 /£ 8 A

p. 10



CCDS levocetirizine dihydrochloride ¢2010-002

Approval date: NG
Effective date: I

COMPANY CORE DATA SHEET
Levocetirizine dihydrochloride







1.7.

HOMORE R ORE RO R R R

1.7.

AR —EX

PA YILEE Smg (LA, A Ozhae - 2%, 1L - H&E, 1 LoEsR sk 1.7-1
\ZRT,
F7o. LT OFRFERZSOZEE - 2h%, AL - A&, Il EoEER &4k 1.7-2~1.7-12
\ZRT,

1.7-2

1.7-7

TV OUIERSE (VT v 7 BES, 10, RTIA e v T 1.25%)
1.7-3 :
1.7-4
1.7-5 :
1.7-6 :
P TNZAF L (mANAT )L §E Smg, 10mg, OD #E Smg, OD #E 10mg)
1.7-8 :
1.7-9 :

no XYy (77 0F L BE10mg, VT 4 ¥ 7HE 10mg)

Fuag YU (T vey 7§E25, 5)

TrxxY T2 FUUERE (7 V27T §E30mg. 60mg)

NIRHAF RV (B U A4 8E Smg, 10mg. OD $E 5mg. 10mg)

TEFRAF U (T VU4 UEEL10, 200 R4 v 1%)
FF¥FYVEI R (BT ME30, T4 21w 2%)

1.7-10 : 7¥ 7 AF gt (7Y 7F 88 0.5mg, Img. FERL 0.2%)

1.7-11 : 7 v F 7 = 7~ VEtE (U7 720 Img, a2 v 7 0.02%, K74
77 0.1%)

£ 1T-12: AX 2V (=RT VU8 3mg, NNEHYE » 70.03%., /NEHHIRL 0.6%)

1.7 -p. 1



1.7.

& 17-1  FHEOREE - R, AE - AE. FRALOIELGE
— WX HI 4L FR LARtETF Y VR (Levocetirizine dihydrochloride)
W24 P A P LEE 5mg
Eaaa 750« AI AT T4 RS
Bl X5y —
{b5#4 2-(2-{4-[(R)-(4-Chlorophenyl)phenylmethyl]piperazin-1-yl}ethoxy)acetic acid
dihydrochloride
feisit Cl O COz2H
' (\N/\\/ ~ ?
N
; “JJ -211C]
FRL - 5 YA YLEE Smg, 1EEH LR F U DU R Smg & A

IITE - VR

9N

7 UL — R

SIZ ., W - RER. B, KEE O FEIE
URNR)

T LI —EE R

HHZ, BUERE (B2 - BFR, BT O FEIE) (ZHES L O FE

e

Wi -

()

W\, RN LR T O R & L C 1 (8] 5mg %:1 EI 1=, BEERTC
BOEG3 5, 7ok, Fn, IERICKVEEEKT 20, EE5REE1H
10mg &35,

U

WH . 7R E 15 R O/NRIIZ VAR F U U R & L C 18] 2.5mg
%1 H 28, %ﬁ&&@%ﬁﬁ IRAEET 5,

s - A& 26 /H EoiER

BREERE T, MR OIER2FE O H AL, MHIRENEKT D
tw\?VT?%/?J77/1_BLT\F%@kk@&%g@ﬁm#
VETHL ( [3EpERE] oESR) kB, L7 F=27 07T A
2% 10mL/min Kjifi O BE~OF 53T TH 5,
N ORISR T D ML - HEOBZ GMNEANT—%)

JVTF=r 7 )T Z A (mL/min)
=80 50~79 30~49 10~29
5mg #1H |25mg #1H |25mg #2H |25mg #i#IZ
121 0E 121 0E (Z10E 2108l (3~4 HIZ
1 [1])
HEEEAETLHNIBRETIE, FREOBE I VT 7 AL KELEZZE LT,
BB HELZRETHZ L,

il

HELEH

s
oF

1.7 -p. 2




1.7.

R

LitETF U VU (Levocetirizine dihydrochloride)

AT

ZIN DN

(ROBEIIIEEES L2 L)

(WAFIDO Gy T BT U BRIk LiRBUE OBEER O & % B3

QEEDOREESE (71 T7F =270 T 7% 10mL/min Kiij) OH5HEE (&
WL FRER R T A BENLRH D, ]

N EoEE

1. BEHRE KoOBFIITEEICESGTH L)
(WBEEDOH L BE [AWIHRENRT BTN H 5,
WCRET A EoEE] KO T3RYERE] OHESR) ]
QIFfEEDH 2 EFE [EWIMHPRENF T 28EZN1H 5, ]
Q)yEE (B FRENFT 2803 b5, ( [EEE~O#&K 5] KO

[SWEhRE | OESMR))]
D TADAEOFRBERB X I 2N O OBEEREO & 5 BE A2 RBLT 55
ENBH D, ]

( T - &

2. EERERNEER

(WIS ZMES Z & 038 2 O T ARFI G- O B 1213 H B) 3.0 IR R A
I OBEIIIEFE SR WIS HoEET D 2 &,

QAKN 2 ZFHitE D BF IR G T 2581, HRFHIEE 2T, TOHEAIN L
H2BE L., HREEEKR TR E TRITSZ ENEE LU,

GOAKIDFERIZ X VR BRD L WGAEIZIT BRE EHlicblz v 5 L
RN IICHEETIZ L,

3. HEEHA
GrREER (PERHICEET A2 L)
ERAE ERERAEIR - B AE HE - BIREF

THT 4 Y T F U DED HEERE L OOFIC & | BRI S 0TI ARV,
V. TA47 4V roEpERRICEL | BF) DU ERED
WXV, BF U DUEDHEEED | VT T AN 16%A T
BREROBINAHE S5, %,

U hrFENL vFUOUED R L O HICE | UV eIk EFY D
D, BFY DU SRR ORGR | T HEME OB PRI R
DN (40%) MOV R FENLOBE | ESNDAREERE Z S
BERODTNRE ((11%) B#E | o,
SNTW5,

FRARARRE IR | PARRGRIC R A 5 2 D ATREME | ARSI R 23R

T a—)L N BT, PTHARIEA H B\ | ShdEERH 5,
T a— L O RT A BITEE T
5Tk,

BT HA =R | BFU DD R E ORI L | BRI S TR,

KRR KT D, WFIOMPIRRER EF L, e
A = REGERYE K Fnd OFIVEF A3
KL OWRENH D,

EDI7EIRTHLETF IV VDRI FUTFAT—NLREF IV Thd,

1.7 -p. 3
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1.7.

R

LitETF U VU (Levocetirizine dihydrochloride)

N EoEE

4. BI¥EH
LREFI DL, 98 IEBTHLIEF IV ORSF UV FA~—ThbD, K
HIZBWT, VLREBTF U U O, ZettE REET D AR BRIIT

DILTUVRNY,
<VURET VU UHEBIE OWIMNIIIT 5 R ER >
PN

T LV — MRS N OB PESERRS & 65 & LTz 9 D O¥ESME R RBRIC BV T,
LARETF Y ORI Smg & B U7 RRFRAE B 1292 51l 207 511 (16.0%)
WCBIER RN HAE SNT-, Db o IR 67 61 (5.2%) | 587 42 1] (3.3%) .
55 39 6 (3.0%) Thotz, (EFEE)

<k TV T UEREOENICE T 5 RER K OFRE >

9N

BTV OB OEKGRRFE COMNE TG & LT 1396 i 189 4]
(13.5%) (ZEIWEH SULES R MR A E 0 B2H 2@ F80 b vz, RIVERIX 1396
1 140 1 (10.0%) (IZ A H AL, e b DIZARS 84 i (6.0%) | PRI 12 41 (0.9%) .
O 9 %1 (0.6%) . &S 761 (0.5%) Thol-, £i=. EREEBEMEDORE
ZE)T AST (GOT) 5 1.4% (17/1182 #4]) . ALT (GPT) 5 1.5% (18/1181
Bil) | AFERERMEZ 0.8% (9/1114 ) | L UL E5 0.5% (6/1133 i) T
HoTo,

N %G & Ui Hilc% O fF A iR A 5759 B UNR 163 il & & de) 207
Bl (3.6%) ICERARMRAMERT 25 0RERNRD bz, ERFAER RS
149 1 (2.6%) . BRI 91 (0.2%) . ¥ 91 (0.2%) . FEED Fu 8 {4
(0.1%) . BE8J& 6 14 (0.1%) ZETh o7z, (BFV VR O FHAK T
U

(2E) v FVVUVEBE R T A v u v TOKBIEE TO/NET SR E LI
IRERER 602 fFilH 25 5] (4.2%) (ZEGIRMEME R L# 2 2 0RERZRD b1l
2o E72HDIXALT (GPT) EFH- 861 (1.3%) . HRX 6 5l (1.0%) ThH-o7-,
(HWEXLZEIER

DYavhy. 7H745F—HER EERHEY) cvavs TF747
XU —REIR (PR IREE, KT, FRRE, BRE) D Lbid I D
DT, BEEHS5ITV, BELPROLNT-HGAIEREGEEFIE L, @Y
WEZITH Z &,

Q) (BHEERIEY) - BRI bNEAICIE., #E5 a2k L, B
BEITHZ &,

FFHLBERES (0.6%) . BIE (BHEARBI™Y) : AST (GOT) . ALT (GPT) .
y -GTP, LDH, Al-P ® FHZEONFHRERE (FIHER « 25 E R, R
IR, HE ERE)  HENDLOLDOND I ENRNBHDHDT, BEEHDITITV,
BN LN G AIII RS 2 RIE L, EWUREEITY Z &,

Y/ D GEEERBEY) i/ MO 2D B b Z E R 5 DT, Bl
STV, BENRD SN BEAICII RS 2R, WUARLEEZITO 2
L.
HEQMEITOLRET U UV UEREIE O AREE DA THRD L TW D EIERIC
DOWTITHAEARR & Lz,

(i <)
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1.7.

R

LitETF U VU (Levocetirizine dihydrochloride)

N EoEE

(Q)Z Db DEIEFA
TF U VUM TR SN TV L EIWER 2 UL FITRd, RO KD Z2RITEHIA
D DI EITIE, MBS U, B, RGP IEFEOMEY)RLE 21T ) 2 L,

0.1~5%xKH 0.1% K% AR AER
IR PR IR, BHEK, 5550 | RIR, B 59 o,
- B, LOMUR, DV, |, Bt IReY |
£$$ R PEFED | MAPEED
i WEARREE Y | SERET
3) . (Ajﬁ»ﬁﬁ)
H¥8, ES. BECR | BT, TH, LA | BE R Rk
IR BE. 8. ERA P,
JHiE s ., DER, R, O
ISR, R, BRI
W, ALK
BiE, ME LR, RER
EEee (RET v v 7  HIMHE,
= SR R EPE bR
L AEHEEN)
bR ERN S IR U SR
0 % %, A%, [k
' Wb, BEERINZ . /MR
b= [N WANY, 8
Ri5, HRE. ML D | ZATHE, S5
BEAE S, F DR, nEER
JiE
iR B, T R b
ALT(GPT) B, Al-P B&H
BB AST(GOT) 57, # &
yrrey k5
B4 - JREH., BUN b5 FREE, | PR A 5
SR vavly ) =7 DR,
e R, LR
g, ARREE. Mg, |BEER. FROZbIX
IFTH, BELE D ORGSR, S,
Wiz, Xk, AREBE T
T ot D ARPIETED | R R
%/E#J)

HEDES DO LR TV O U HRRIE T

RO LITWHREIWEM Z R L7,

1.7 -p. 5




1.7.

— AL R LitETF U VU (Levocetirizine dihydrochloride)
5. BEEADERS
AFNE, E& LTBIE»SH SN 58, Elid CIEBHRENMETLTWA Z
ENEL . mWIMLFREENET 5 BENNH L0 T, KHAE (B 21F 2.5mg)
MNOBEEMET 57 PEEICRS T2, BENIED LN AITEE X
IIRES 27 PR E A T 2 & ( [ERpERE ] OEEBW) |
6. iR, ER. BIRE~ADKRS
(OISR SOTHTHRE LT 2 ATREME D & 2 i NI, TRIE Lo B istEn et 2 &
M5 EHESNDBEICORFEETDLZ L, [BWER (T ) CThEzE
W5z EnHEINTWS, ]
Q)AL F O N IIAFE G IR 2T S L, [BF Y DUEV 1
BIEIZBWT, B MR ~BAT T2 2 A SN TW5, ]
F1)I7E8IRKTHEDLIEFIVI VORI ST U FA—NLREF YO ThHD,
7. INREADERS
RHARER, FAR, L UMk 22 eMiIm s LTy (BN
BT DRI D)
8. BRARRERRICRIZTEE
AENT, T VT NSRRI 5720, 7 LIV s v BN RIGHREE % i
T53~5 HATL W ARFIORGEEZPILTHZ ENREE LU,
9. BERE
BiE, ER AR OBER S ICLVFEIRER A bbb ZEnb 5,
WE : MBS CRHEFRIEEZIT ) 2 &, ARIOR RN e fifmAlL <, R
FNT BT ChRE IR,
10. BHLEDZFE
FEXIZZAT B PTP ALE DAL PTP > — B EY H L CTARAT 5 X 5 feiE4
HZ L, [PTP>— FOBEEKIZL Y | BEWELAT A BRI~ L, FIZiT
LA Z U CHERRIAR O EE LR A IHEA MR T 5 Z L nRiESN T\, ]
I SCGEZAERE | 2010 427 H
DA
%5 —

1.7 -p. 6




1.7.

x 1.7-2 RERZGE (EF)PUERE) ORE- AE. k- R, FERLEOIELGE
— R4 PR T U VUYL (Cetirizine Hydrochloride)
B 7244 CNT I EESSTNT  TEENS NN T I RTA vy T 1.25%
=4 a— 3 — B — Uy RS
HKERAEH H 1998 4 6 A 30 H
BHEAFEH VT I SE S YT 7 BE®IO 2008 4510 H 3 A

UNT T g RT7Ava vy 1.25% 0 —
il 4E A —
HLl X 7y AL A P 3 i
=22 2-(2-{4-[(RS)-(4-Chlorophenyl)phenylmethyl]piperazin-1-yl } ethoxy)acetic acid

dihydrochloride
st Cl 0 COzH

g (\N/\/ P
+2HCI
RUBGREA

FIR - S UNT v 78S, 1EFTRRET ) VUERE Smg B f

AT v 710, 1EEFHRET Y Y U 10mg E A
CNT v RIA a7 1.25%, lg P HRET U Y U HEERE 12.5mg G4

(A A

T LIV X— PR

ZERZ, W5 - KGR, B, KIEZ 5 FIE
UINR)

T LV —ERR

SRS, BUSHRE (B5 - BWR, FE5, BUEX O FEIE) IO X 5P

3
fein

Mk -

(FEAl)

(10mg %)

WE, AT DU S LT 10mg &2 1 H 1, sERNIREA
w535,

ek, A, JERICX U EEMET 5, EEGREIE1 A 20mg LT 5,
(5Smg )

59N

WE, RACITETF ) DUERE S LC 1A 10mg 2 1 H 18], sERNIIED
w535,

¥, AFEEE, ERICE D EEEERT 52, EEm&E G5 EIE 1 H 20mg 15,
)

WE, TR 15 AR o/NRIIZ e F U D UERE S LC1H5mg & 1 H
28], WEEKOBRERNCEOEET 5,

(i <)
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1.7.

—RAIA R ¥ F U VRN (Cetirizine Hydrochloride)

ik - A& (R4 7H)
9N
WE, RACIZ1[E0.8g (BF U VRS LT 1omg) % 1 B 1[0, #E
AT AR L TR 0595,
72k, AN, ERIC X D EEEET 50, REEEGEIT1H leg (EFU T
Wt & LT 20mg) &35,
UKD
EE, 2L L TR O/NRIZIZ 1R 02g (BF VU VU L LT 2.5mg)
Z1H2F, MEkkOSERNCHIRAR L TRAOKRE5T 5,
W, 7B 15 s O/ 1Bl 0.4g (BT U O UHEREE & LT Smg)
Z 1 H 21, HEfkkOSERNCHERAR L TRAOKRE5 35,

g5 —

e (KOBEIZITTRG Lz &)
AFN O T e B s P2k LidEE OB D 5 B

fEH LR 1. BEHE KROBFIITHEEICEGETDHZ L)

(1) BEEOHLEFH (BOVIMHRERFT O BEA1H D, ( [HEYEEE]
DIHZH) ]

Q) HEEDH L EFH (BVILHRERFT 282155, ( [HEYEEE]
DHEZH) ]

() mlE EOMFRENFHET 2B 2hn b5, ( [EwE~O&KE] &
W TEmEhRe ] OEBM) )

(4) TAMAFEOREMRBE LI N O OBAEREOH 5 B EE BT 5
BENWDRHD, )

2. BEEREARNEE

() RXAEMETZENHDLOT, RKAIEGHOBFITIEA B HEOEREGR A
PEO B OBAEICIIERE SR VWL ) o EETSE 2 L,

(2) A= FHUEOBREFIREGT 2551, BRFHE2BEXT, ZOHEFIND
B EBRG L, TR TRFE TRITA I ENEE LU,

(3) AFIOMAIZ L VRN BD N2 NVEAICIE., BREEICOE &L
LWL CEETDHZ &,

3. #HEEH
HREE (BEHICEETSAZ L)
EH 8% BREREIR - B A E e - BIREF

ENT A= | PERIC KD WA OM PR EA L, | BFFIEA ST,
Rt K Fn4 EN A = R KT O EIEH]
DRI LTZEDOWMENDH D,

4. gl

PN

DNT w7 EEOKFRFE TORNZ *G & L7oFi4 1,396 #9189 il (13.5%)
WZRIWE R SRR RS O 5 A8 0378 0 Hivlz, BIWEA I 1,396 #9140 i
(10.0%) IH B, FAbOIXIRE 84 i (6.0%) , tEEUE 1261 (0.9%) ,
A8 96 (0.6%) , IR 76 (0.5%) Tholz, £72, EREEBREMEORE
ZENT AST (GOT) EH 14% (171,182 #1) , ALT (GPT) EH 1.5% (18
1181 1), AFERERIEZ 0.8% (971,114 ) , e Uity FH 0.5% (6
1,133 §3)) TH-o7,

(i <)
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1.7.

—RAIA R ¥ F U VRN (Cetirizine Hydrochloride)
fEH EoEE UNT T EEDRN ARG & LTz litk ORI 5,759 B (VNE 163

Zode) H207 1 (3.6%) ICERRRAEERE 25 0ENEHNRD bivic, i
BIVEANTARS 149 1 (2.6%) , BRI (02%) , OB 9FE (0.2%) , ¥#
Bk E V81 (0.1%) , FHIE 6 1 (0.1%) EThoT-, VT v 7 SEHEA
T )
U
DIVT w7 RTA vy FTOEKBEETONEZG L Uz iR RER 602 41 &
250 (4.2%) ([CERRRAEME BT L2 S 0RIERNRO bz, £2bolk
ALT(GPT) E&- 8 i (1.3%) | MRS 6 5] (1.0%) Toh -7,
(1) EX%GEMERA
) Yavy, 7HI245F—8HER GEERHD )
Vavl, TT7 4 7% —FRER (FFREE, mERT, SRS, 3R
EH) BDHLLNDTERHDHDT, BEE 2TV, REPROOLNT
BAIFHRGEPIEL, BURLEERITY Z L,
2) fE& (0.1%A)
BENRBOONHEAICE, 5211k L, @URLEEZITY Z L,
3) FFHAERESE, &E GEEARWY )
AST (GOT) , ALT (GPT) , y-GTP, LDH, Al-P ® R0 FHhErEE
(WIHEIR © BRI, BRRE, BB, IRXE) , HE DL DI
DHIENRHDHDT, BIEEDIATV, BENRBED GNZHEEICTRS %
kL, @UREEITO 2k,
4) m/pHREA BEEEARIR™ )
M/ MR 38 bbb ZENH DD T, BEL 51T, REni
bIISAIITE G2 d I L, WEORAELRITY 2 &,
Q)F DD EI1ER
WD XD REWERNRD bS5, HEICST, HE, &55I1%o
WY LE 21T D 2 &,

1.7 -p. 9

0.1%~ 5%k 0.1% K5 SEE B
FAMmIER MR, PaEK R, BHEK, 5055, RIR, #RHE,
LU, HFEW mo-o
SHAESS Ay, EX, Bk | BRI, TH, HWERR, I TS i
IR 9w, MEEAPRES, B9, 1
B, (ER, DB, E
M, BREEE, Ok
fERER hiE, mE A, RER (B
ET v v s, WSMHE, SR,
FEVEME ESMESE, O ERNED)
m & B ERIE % BRI, U L oRERIE S
H ek, HEREE S, /)
AR, s R
BEAE 95, =S, BE, hsh, | IR
FREER, I VRIE
;] FEREFEIm, TR
& ALT (GPT) L5, | Al-P L5
AST (GOT) k&,
wriyrry ks
(e <)




1.7.

R

TV U URE (Cetirizine Hydrochloride)

N EoEE

0.1%~ 5%k 0.1%33& $EEERERT
B - bR JREH, BUN L&, JREE, IR IR
vavy ) —FrORE,
SR, IR

ZDfth Hug, AR, MyE, 13T | BEEE, TR
h, BELE Zhixy, R
HE, s,
WizE, ek

1) il D B IS I ISNE T O D72 DB R,

5. BEmEANDRS

AN, L LTHEB OIS ( ERYERE] OHSM) 2, &mind T
TERREE T L T2 2 %<, mWFRENFRT 28208 H 5 D
T, EHE BIZ1E 5mg) NORGEBRMT D2 CEEICKRSE L, REPED
O NI T A I E S TIREEA 5 70 O 2L E 21T 5 2 L,

6. 14T, EEIR, IRILEFE~ADERE

(OISR XAFHEHE L TV D RIREMED & 5 I NIZiE, 1RE_ EOF SN ERM: %
EED LR SN GARICOREGTH L, UHRTORGIZET XL
PEIZFESL LTV, )

QIR ILF DI NIIARZE G- IR 28T S5 2 L, ([@FER (7 v |,
AX) THHFA~BITT DI EREESN TS, ]

7. INREADRE
AR, AR, 2R, SRS 2 2 aMEIERENL L T
(ENIC BT D EHRERD D 7220

8. MRBRERRICRIFIZE
AKANL, T VT ENRISEMEIT 5720, 7 Vv s BN OGS IRA & ZE i
T53~5 HEll & W AR O L2 h1Ed 5 Z EBREE LY,

9. BRALDIEE

AN A I

PTP BEDIEAZLPTP > — "o BV L TRHATA L 9BEETHZ &,
(PTP ¥ — FOFEKIC LV, TWSLATTNEEREA~HA L, B35 %k

L CHERIAREOEELAIHEEZ IR D 2 EnHEIn T, )

A SCEAERL D
FH

2009 4F 10 A i (38 20 hR)

ikl

PE S
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1.7.

x 173 [EERM&E (O34T V) O%EE - R, A - AE. FHRLEOFELGLE
— R4 PR o 7 % Y (Loratadine)
W 7244 77 VF U N0mg,/ 7 7 U F VT 4 278 10mg
=4 v )T - 77 st
KRR H 200247 H 5 H
BEAEA —
il 4E A —
HLl X 5y AL A P 3 i
k54 Ethyl 4-(8-chloro-5,6-dihydro-11H-benzo[5,6]cyclohepta[1,2-b]pyridin-11-
ylidene)-1-piperidinecarboxylate
b2 E 0\/DQH
@
ﬁ’\vlw/”ﬂ
i i W h
oA
UGS - ¥ 77 U F b 10mg, 15 r 752 10mg & A

77 VF LT 4 X THE 10mg, 1 5EHF 17 %2 10mg 5 A

T LR —RRR, IS, BUERE (% - BIER, BFEX O FEIE) (2D
< O FE

L - = A EE, ny &Y LTl 10mg & 1 H 1R, gF%IckRO&RET 5,
72E, N - ERIC LV EEHERET D,
AN, TR o/ NRIZiEe 7 2 e LT E 10mg 2 1 H 1R, &
Bl O&EG534 5%,

(A& - AEICBEET 3 FERALDER)

VT 4 Z 78 10mg 1O PEN THSOICHREET 5 Z E b EERD A (k72 L) TH
RATTEE TH D03, M SIS 5 2 L id2nize, K7 L THRA Lz
BIFEE CIRAAT Z L

g5 —

BE (ROBEICIFERELENI &)
AFNDORED X LBBECBREREDHLHESE

R EoEE 1. BEERECROBHEICIFEZICRET S L)

(WFBEEDH 2B (0T8O METRER LR+ 28216 5,
( [FEpEhne] oEZM]

QEBEEDH LBFE (v T & 0y KONEHEREHY
descarboethoxyloratadine(DCL) D MAE IR EAT 28208 dH 5, ( [FE
WEhEE] OESM)]

Q)FEilnE [TElnE ~0& 5 kO [Ey#iig] oms ]

2. BEERGEKXHTE
(WAFN 2 FHEORE IR ET 25618, HEFHEZEZ AT, TOHEFND
BhZBMh L, HRFEHRTRETRITLZENEE LU,
QAFN DT L0 R BFBD SRV AL, BRERBIChY k5
LWL D ICHERET D &,

(i <)
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1.7.

R

o %3 (Loratadine)

N EoEE

3. \HE{EH
17 2 BIEEREHP(DCL)~DAREHIZIX CYP3A4 K Y CYP2D6 D E§ 5-73
ERENn TN 5,

FREEBRICER TS L)

A4 5 BRIRSEAR - 58 51k B - faBRIK T
IYRATAY | v F U0 RONEMERE | SRR (CYP3A4, CYP2D6)FH
v, VAFTY | MOCLoMmERRED | EERAEZAETHERLEOHAICK

EREBROEND DT, 0,174 bLIEEREY(DCL)
BEOREZHSIBE | ~ORBIRIAESHh, n72Y00
THREEETH L, | MIETREN ERT 5, [T
[ [ZpEhne] oESM] | %(DCL)D M E S EA+ 2 1
XA ]

4. 8l{EMH
EIN
TKEREE £ CORKRER T, BIEAIL 1,653 BilF, 173 61(10.47% WD Hiviz,
T bolE, HRE 105 11:(6.35%), B 23 14:(1.39%), HES 15 £4(0.91%),
H¥8 15 7(0.91%), Ma5( - Wit 9 £4:(0.54%) Td > 7=,
T/, BRMREMEORFEEZBT 1,482 Hld, 72 B(4.86%)I78H bz, Fin
HDOIE, ALT(GPT).LEH- 13 ££(0.88%), AST(GOT) EH- 10 14(0.67%)TdH > 7=,
NN
L - & OBIMAGERE £ T o/NEERRHER T, BIEA T 197 9, 10 $1(5.1%)
RO BN, ERBOIX, IR 7 H3.6%), M2 H(01.0%)Th-7,
F7o, BRREEORFEZET 197 H14, 6 F1(3.0%)ICRD LN, FbD
%, ALT(GPT) k52 #£:(1.0%), AST(GOT) L5 2 1(1.0%)TH - 7=,
(1) EXLEMER
DY avIGEERR) 2 va v s aRITIERDDLOT, FT/—F
WER R, MRS TS ORERDN H S b G a I3 G2 Ik L, @Y
WEZATH Z &
)TADNAVBEETRR) 2 TANADEED & % B TARAIR G145
W HLON-EORENRHHOTHEMICE L U HaaM2aiTo 2 &,
IFFHEEEREE, BEBEERB) : AST(GOT), ALT(GPT), y-GTP, Al-P, LDH,
EU A EEOE LD ERAE D SRS, SERH LD 2 Enh
LT, BEETRITATY, BESEDONGE I RGETIL, #
IR EZ1TS Z &,
VE2) AME T OIS O W T 0 HEE R
(2) ZDtDEIVERA
WD XD REWERANRD bEEICIE, LEIDSE, BEPIFEOEY) AR
BEITH)Z &,

5%Lh - 0.1~ 5%A i 0.1%A5m | SR

AHAER |RK BRI, HFEV, FEW
MR WHEEE, oD HEpRE
B e &/ Mo, A8, X - e, TR, R (DB [H K
B B fE I
i I i &
BF ik AST(GOT) k5, ALT(GPT) L5, vV

Ve Ml R, Al-P E&, y-GTP L&
i) ik EHAJR, BUN L5
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1.7.

R

o %3 (Loratadine)

N EoEE

5%LL E 0.1~ 5%A1is 0.1%A | BAE R
& I’ I Ef BNR
i R IFERERIE 2, FAMERISD, iR ERED,

HERIEZ, U U RERE, AmEREEZ,
VUSRI %, ~~ b7 Uy MERD,
~EZa e, NS, M

/MR
z O PRBE, IRERWCER, HAS, 1ETH IR
i P,
IR i

(RIE PS8 BUBEBE 13 AR M OVINIR 0 BRI AR I B <, )

5. G EANDRES
— Rl E TIRAEBRERE(TT, BH)MET L TRV, Mmoo iR A 2 R
LRENDHLOT, HEICEEGT L&, [ [EYBE] OESMR)

6. 4EiR, EiR RIABF~AOES

(DAEAR SUTIEIR LT D ATREME D & Dl NITIE, G- 28ET 5 Z EREE LY,
UEIRF OF G T 2 22T L TRy, £, Bl » |,
U X)THRATEMEITRE D DRV, Ty FTRIE~OBITRHRE ST
W5,]

QAT DI, BEZEET D ZENLEE LY, ROEHFTRET 556
I, RAZEETSEDZ L&, [E PRAT~OBITARES LTS, ([
WEhRE] OES M)

7. INREADERE
IR ARER, BN, FLIR ST 3 iR O S Ik 2 Z IRz LT
RN, [EHIRRER DY 720, ]

8. MR ERRICRIZFTHE
AN, T VAT UERNBIGEIEIT 720, T VAT RN SRR & £
T53~5 HAETL D AF|OE 52 HIET5Z L,

9. BERS

ix, fERK VAT EB VT, RS- (40mg 705 180mg)ll LV IRA, AR,
SRR STV,

a0 B R EYBR BB VR, EMERESEINC LD, KEIZBRE
T 5, £z, LEIIE U TRHERIEZIT O, 7ok, AFNTMikE
BT L o TRRETE 7220,

10. BAHLEDIEE

(D% 10mg

EEFIZZ B PTP AE D FEANL PTP > — 2B H D H L TIRAT % X 5 i
952 &, [PTP ¥ — bOBKIC LY, EWELAFNEERE~T AL, ®
WIEFALEZE Z U CHERRIARFEOEE R AGIHEL T2 2 EARE SN T
W5, ]

(i <)
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1.7.

—{REY 4 TR 25 & (Loratadine)
R EoERE QLT 4% T 10mg
1) FEFIZMAE  LLFOSIZOWTREST 5 2 &,
a. 7V ARZ—— BBV LTIRHT S Z &, [PTP > — FOFEMKIZ X
0, BEWELATAS AR~ L, EICEEELE R 2 U CHERIRARZ O
HERAHEEZHRT DI ENMEIN TV, ]
b. WiBMEAEHFTH729, FHERNICT Y AZ—— bRV HTZ &,
c. 7UARH—v— b L0 LT, EOMEFN LIk, MNELTTI
FHOBETHLETZ &, RITPENDAECZGESITEERATA &, U
T4 X TEEIEEAI E LR THEE EZ O, BN 2 ENHDHDT, EiK
EHRHINETITHLHS WD &,
2) IRAARs . T L CHRIFICHET 20T, MEROA (K7 L) CARAAHE
Thbd, 1L, BEEEORETIIKRZRLTRHALRN &,
WA SCEER D | 2009 4E 8 H kil (55 9 ki)
A
ik Xk HEBE
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1.7.

® 1.7-4 [FERERANSR (A2 DUERIE) O - R, AL - AE. FRLOEE
rE
— XA R Ak g (Olopatadine Hydroochloride)
ongs TLoy JE25/ T Luy JHES
g WA U RSt
AFAEH B 2000 412 A 22 H
HEAFEA 2009 412 A 21 H
AaHmaEA B —
HL X 5y —
k%4 (Z) -11 (-3-Dimethylaminopropylidene) -6,11-dihydrodibenz [b, €] oxepin-2-acetic
acid monohydrochloride
b7 G (IZH;;
N
CHg
COzH
«HCl
8]
HI - G TLmy ZBE2.5mg, | SEP A I Y R 2 5mg BH

T Ly 78 Smg, 1EEFA K U UERE Smeg B8

T LIRS, RSB D R (B% - BSR. FEE. BUE
BRFEAE, =W VERCRE . 2B HIVERLDE)

M- HE HWHL. A L EF e RZ DUtEimiE L UC Smg 2@ L OBERO 1 A 2
FIREOHEG5T 5,
R, e, JERICE Y EEHEET 5,

25 —

35} (ROBHEIZIFEE LGN &)
AFND By 23t UisBuE OBEERE D & 5 B3

R EorE 1. BERSROBEICIXEECHRS5TEIL)

1) BHEEETES [MOLhRENFRT 8NN H D, [HEYERE ©

HZ M

2) mimd [ Imimd~oksb) | [EpEEE] OHESMR]
3) HHEREREE O H 5 B IFEERE BT 28 ThilH 5, ]

2. BEELREKRKEE

1) RRAEMETZERHDHDOT, KEEGHOBEITITH B HEOEIRE G R E
PE O RO BAEIZIINE TR SR WVWE ) o EET D L,

2) E¥IRT vA MEEEZZIT TV RAE T, AFEREIZL Y AT v A Fil®
R DGECIE 0BT CIRAIZITY 2 &,

3) AAZFHIEOREICEGT 2561, BREHE2E2C. TOHFIND
WEZBMG L., FREHETHECHEITAZENEE LU,

4) AFNIOME I L 0 BHENED SNV, BREEHICHEZ Y &S
LAWECEETLZ L,

(i <)
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1.7.

R

F a5 W (Olopatadine Hydroochloride)

N EoEE

3. BlfEA

ARGBIE S OV Rl AL - il A (R

FHA) 1ITBVT 9,620 il il

VB B OV PR M A i 5 O3 BB 1,056 61 (FEELER 11.0%) T, 1,402 - TdH -
72 ERBIERIZIRE 674 1£(7.0%). ALT(GPT) b5 68 14:(0.7%). &=k 53 14

(0.6%). AST(GOT)_L5- 46 1£:(0.5%). M8 36 11:(0.4%) 5 TH 72, (HEEK
THF)
1) EXGEIER

FFHeRefEE. #E BEETB) : AST(GOT). ALT(GPT). y-GTP. LDH,

Al-P O _EHZE 25 ek =

VHEHERH LD ZENHDLDT, BEE

TATV, BREDPRO bR HGEIIT G2 IE L, WURLEEZTT O

ko
2) ZDHthoEIEA

TROL I REWERARHHOND Z L3 LD T, Bl%
DFE BTG A IS ITI R RS O ) 2L E 21T 5

ATV, R
L,

5%Lh 0.1~5%A0ik 0. 1% A A A
ALBEEOFIE, | fRiE, MR A
WROE ™ N (P - DU
%)
R BRI, 0B, | LOTUE ET D | AREEES)EH
FERHAHHE R BHEV, B - | KT A DU
G
RETB AR, RS | RS, ONK - O | TR
g Jh. R, IR | A% - B e
. BEOUE
freéne =
(AST(GOT),
" ALT(GPT),
b y —G(TP, L)DH,
Al-PfAE Y L E
NAISE:S
H L ERIEZ - K
" D, GFREEREE
T 5. U SR
A
PRYE M. BUN k&, 1
o JvrF=rFk
W - W 2% A RE B,
HER R, SR
PEER 2 ghE, ME -5
MmE=a L 25 PRIERGYE, it A~ | ARRES . /)
Dt 0—L 5 PRk, WRREE. | AW, BEE
{REEENETY

) ZOXIRERND b EEICE, BEE2TIET5Z 4,

4. SEmE~DERE

Bl CTITAEIEEME T LTS 2 &% <, BIEIAREL LT VDT,
BEHENOHREGZHAT 570 EBBEORBEZBE LN EEICKREG T2 L,

(i <)

1.7 -p. 16




1.7.

—RAIA R Aok v s (Olopatadine Hydroochloride)
R EorE 5. itim. EiR. BREIBE~AOES
1) G TR L TV D ATREME O & B AN I2iE, 168 EOF NGt %
EES B SNSRI OREET L, IRV OREICET R
e ARy VA DGV AN
2) BILFOBANCERET D2 2R, SEeBTRETIHAICIIRLE
filksE5 2L, [BWWERT v M TR ~OBIT R OHAEROKE
IR A HE S Tnd, ]
6. NEREADEE
RHARER, AR, IR, S TNk 22T L TR0
(i ARBR AN D 72,
7. BERREHKBRICRITTEE
KENOEEEIL, T VAL RNRISEIHEI L, 7 VA OREERIC %2 kT
DT, T VT UENMIGHREZ T D RIEAF 2 &5 LanZ &,
9. ERLEDIEE
1) FEHKIR{THF
PTP A2 DIANIPTP > — PO H L TRHATA L HHEETHZ &, [PTP
T— ORI LY | WSS REREA~FIA L, IZIEELEBZ L
THERIAREOREELRAIHELZ IR T2 Z LR EINL TS, ]
2) EF|HE|RE
EILT L TS FICRFET D 2 &,
10. ZDHDEE
R BAGRIZHA & 0 TIEZAR WS | ARF G- TP DR ZE D FEAE 3 A & VT IE B 3
WEXNTW5,
WA SCEER D | 2010 45 1 HGT (565 13 fil)
4 H
ik —
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1.7.

# 175 RFARERNR (7xFV 7T DUIERRIE) O - IR, Rk - AE. EAL
DEBHRE
— A4 FR 7 =XV 7 = VUM (Fexofenadine Hydrochloride)
W74 7 V77 %8E 30mg, 7 L 7 7 *§E 60mg
=St Y74 - TRUT 4 AASHT
HKERAEH H 200049 H 22 H
BEATA —
il 4E A —
Hiil X 53 WL AU IR 3R
k%4 (£)-2-{4-[1-Hydroxy-4-[4-(hydroxydiphenylmethyl) piperidino]butyl]phenyl} -
2-methylpropanoic acid monohydrochloride
b2 E ,|f"*~::~:
N OH CHs
T b 7N
HO—C N— CHys— CH — “p— C — COOH - HC
L\ \—/
.’___.-"'H::?J CH]
FIE - 5 & T V7 T8 30mg, 18R T =% Y 7 o DU 30mg & A

T V7 T8 60mg, 18EF T =XV 7 > VIR 60mg AT

TULVR =PRI, FHE. BRERE (B2 - BER. BT 9 FRIE,
T ME—MEEER) IHED X O FE

ik - Hi W, RACIE 7 2% Y 72O ERRE S LC 1R 60mg & 1 H 2 [AIf% 10§
5%,
WL TR BRI O/NRICIE 7 =% Y 7 =P U & LT 1A 30mg
Z1H2ME, R2FEULEDO/NRIIZT7 =%y 7 27 U E LT 1 [E 60mg
Z 1 H2ERAKRE5T D,
¥, SERIC K D EEEET D,

g®iE —

=) (ROBEICIEEE LGN L)
A D o3 Ve U BUE DBEIEIE D & 5 B3

i EoEE 1. EEGERWEER

(HWARA ZZHMEORBE IR 5T 25681, BFHE25 2T, TOEAND
BeGEBRG L, HREHK TIRRETRITAZENEE LU,

QAFIOERIZ L W EDPZBD LN WGEEIZE, BREEMICHZV &S
LEBEWESICHEET A Z &,

2. tAE{EH
HREE (BRICEETEHL)
SEH 4 S BRI - HE R BT - falRK 1

Al Okgfb7 v =
VYN e/ AN
H RIHI)

AFNOIEN 2058 & %
ZERHDHOT, FRFHCR
M SRR RIS

IKERALT VS = A KR
(b~ 73 w7 BHSARH B —
RERICIRAE T H 2 L2 kY

[ (B OHBHE]

T2 L, [ [EYHRE] | WENEDT D LI

DEHEZM] E5bDLHEESND,
) AuwA T AFIOMIFPREL LR | PHEE A OMEIC & 5 AHA

SHDLOWENRD D, DI VT T ADKTF LY

WAL RO T %
boLEESND,

1.7 -p. 18
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1.7.

R

7 =XV 7 = VUM (Fexofenadine Hydrochloride)

N EoEE

3. BlERA
AN TiE, EHN - SO EERRBR IV T, #IER 6,809 1] ([EFN 1,060 41, ¥
g% 5,749 Bil) H. 1,093 1 (16.1%) (ZEIWEA (BRARRAEMET 2 51e) 258D
B, ERRRIERIZERR 310 61 (4.6%) | HRA 158 i (2.3%) | M5 83 1] (1.2%)
HThoTo, (ZFhEE - ZhFEMZAGERE) /MR Tl EWNERRBRIZB T, &
FERF] 158 B, 13 1] (8.2%) (CEWEH (BRARMAMET 25T M b,
FEREWERIXIRS S # (3.2%) . ALT (GPT) L5 341 (1.9%) . y-GTP L&
261 (1.3%) . MBI 2 6] (1.3%) EThoto, (L - HEBNKGREE)
7B, HEGBRICK W TEIERORBERIZIZ T 7R EDET -T2,
(WEXEZEIER
DYavy - vavlERITIENRDDLOT, BEE DTV, R
MR, A ERIE, K. W OBBUER RS S b EE 1T
BehzmIE L, MERAEEZITH Z &,
2)FFH4EEREE ., #YE---AST (GOT) . ALT (GPT) . y-GTP. Al-P, LDH ®
FHAEOFHEERE, EAS LD Z ENH DD T, BEE+5ITAT
WERENRO ONZGEAICE, B5 2RI L, @URAEEZITY 2L,

(2)Z DD E1E A
BERE RS 0.1~5%Ai 0.1%:A1i5
FEER PR, IRS. ST, RV HEE REIREE
HFEV, AR, R
HIESS IR, W, M. MR, T
., HEARE
i F 1 Bk
BEGEYY | MR BB, O RS, WAL
FFhs 2 AST (GOT) L5, ALT
(GPT) LEH
Z Dt oy IR )

HE1D) ZOLIIERRD S bGAIE, BE5efhikdsz2 L,
2 ZOXHIREENLLLNEEAITIE, HE, RSO RLELZITY 2L,
H3) HEHEICBWTRD STV D EIVERH D= D SEE AR,

4. BEE~DOERE

il TIEEERENME T LTV D Z L3 < Bl o bl S 2 A% Tix
i PEREE DS EF T DA D D DT, REVRD DTG EITITEY) R LE &
171952 &,

5. iR, EiR. RILBE~AOERS

(DI SR L C W B R[EEME O B 2w A2, 18 EoF RN GRS
kD LR SNAGARICOREEGTH L, HRPOBRGICET 5%
MRS LTV, ]

QI OIFENIIAR G I3 2T S5 L, [@ER (7 v
K) THHFA~BITTEZERNRESN TS, ]

6. NEEADIZRE
RHAKEE, FAEWR, LR, SRSk 2 28I L TRy, [l
REER DS D72, ]

7. RRRERRICRIETZE
AFNE. T VT BEARIS WSS 720, T LT R ROGHRA & i
3% 3~5 HEiN O AR ORG24 % Z &,

(i <)
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1.7.

— A4 FR 7 =XV 7 = VUM (Fexofenadine Hydrochloride)

R EorE 8. BERS
RGBT 2 HEIIR S5 TR Y | FME T oM ER ESEHR S (T &2
REZRIEBIDRZ VS, b HEL R L7z 2 6] (1800~3600mg) TiX, JiE
WRIT72 0 H LN EHE N, IRELEROBAHRE SN TND,
WERGHICBW T, RIS TITE - T DY & EE O HETHRET S
ZERK, Z D% OMEIXXHER, ML ERETT S 2 L, ks, AR
MIEBITIC L > THRETX 20,
9. BALEDIE
AN« PTP ALEED AL PTP > — Bl L TIRMAT 5 X 5 12Hs
HY5HZ L, [PTP v— FOBEAKIC LY WA A RERFE~ AL, &
WITEALEZ B Z U CHERBIRAR FEOBEERAIHEL T2 Z L AR E S TWn
%, ]

WA SCEER D | 2009 4E 8 H kil (55 8 ki)

A

ik S KK
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1.7.

® 1.7-6 FEERMNE (RKREFXFURYVIVERIE) OREE - HE. Bk - BE. EALOD
FELE
— X4 FR SR Y AT XU VR (Azelastine Hydrochloride)
B 5E 4 &0 A E smg,/ # U A V8E 10mg,
4% U 40D §E 5mg, % U 4 0D £ 10mg
A FH ) = 2 ROk 4
AFAEH A 2 F %8 smg,/ % ) A V8 10mg : 2000 4£ 7 H 3 H
4% ) A "0D §E 5Smg,/ % U A4 "0D € 10mg : 2007 4E 3 A 14 H
BHEAFEAR —
Aali4EA B —
HR X5y —
=== (H)-(9-4- [4- [ (4-Chlorophenyl) (2-pyridyl) methoxy] piperidino] butyric acid
monobenzenesulfonate
b2 E
Cl
FIE - 5 H YA E Smg, 1 EEFSR A AF RV OVERE Smg

2 U A 10mg, 1 SEFRRZ AF U VERE 10mg
4 U A 0D $E Smg, 1 BEFH KL AF U OVERE Smg
4 U 40D §E 10mg, 1 §EFE X AF U _UVERNE 10mg

T UL — R
=B, REREBICHEIRE (85 - KGR, FFE. RIGRFIE)

L - = BE . RANIENHAF AT ROV S LT 1R 10mg 2 1 B 2 B O
T 5,
Rk, AEER, JERIC X Y EEET S,
MEXR OHEICEES 2 H EoEE (% V4 0D § 5mg/10mg D7)
AFNE O ERN THCNCAET D 2 E D DERO AR (Kk7e L) THLARMA
BETH DA, AR 5 ORI X 0 S BRI &2 iFE4 2 5AI Tl
728, FREERITMER IR CTRAATe Z &,

ik —

35} (KOBFEIITHRE LT &)
ARFN D A7t WIBUE OBEERE O & 5 B3

i Lo 1. EEHRE CROBHIZIFEEIZHRET DI L)

BIRRERE T O D D B (Ao RELZ LR SEDLZEBHD, £, @m0
M FREAFHET DB NN H DO T, EHE (BIAIE 1 A& Smg) »5H&E
LR EEBEICKRG L, BEPRDONIGEITRE, KK 572 L) e
EE1T9, )

(i <)
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1.7.

— A4 FR 78T AF W (Azelastine Hydrochloride)
R EDER 2. EERERNEE

) RKZMTZENH DO T, RFEGHOEE I A B BEOERSEER %
PO A BET DBRICITEE S5 2 L, [ THRERE) »HE 2 M)

2) BRMiAT aA NEIEEZZ T TV DEE T, AFIRGICLY AT A RO
ExMAGAIIT TR ER T THRAIITI 2 L,

3) AE & ZHEOBEFICHRGTHAIL. HREHZ2E 2T, TOHERIND
WEZBME L. REEETHE TRITAZENEE LU,

4) KFNOMRIZ L D IENBRD HNRVEAICIE., BREEMICh &L
LAWEHICEETSHZ &,

3. BltEH

(& VA "¢ 5mg,/ % U A" 10mg DF — %)

ERREER (JRBR) - RJEF] 1,446 BT, BHERI 2N ERE S 72 D1E 137 £1(9.5%)
ThHY, ZOERHOIX, IRK 83 1E(5.7%). 18 16 (1.1%), Hls 12 14
(0.8%). BHIE 71H0.5%). TFHI71E0.5%). B EBAPEL 6 177:(0.4%). H&EU% 4
:0.3%). a4 1£03%)% CTh o7z, Fio, ERKRMAEMFRT & LTARALE D
K SEBAR A DL b OIE, FREEBT 1,225 Bl 64 $i1(5.2%) T, FE/e b D,
ALT(GPT) = 5- 1,209 i 25 #1:(2.1%). PRI 1,020 FlHF 11 £4(1.1%). y-GTP
51,130 6170 1014:(0.9%). AST(GOT) L5 1,210 7 8 ££:(0.7%) 5% T - 7=,
il R A GRGRIRE~ PR A I TR - TRERI 4,453 Bl RIVER 23
HENTDIE 8 F(20%)THY . FOEREDIT, IR 59 4H(1.3%)%5Th -
77

ANFRFERE AT Y N (5 RRLL B~ 15 sRA) 1,316 BT, BIfE
MRS SN0 14 61(1.1%)TH Y . ZOFERE OIFIRE 5 4:0.4%). M
82 1(0.2%). ZERRIZ 2 1:(0.2%)ETH - 7=,

RITEHSEO 5N HmAICiE, &G ET I 22 Dl@E 42175 2 L,

0.1~ 5%A1is 0.1%Ai A
1% i ER % 22 ) IHFERER A2
R T 2&?\ s | BEJF. BRIE
o A8, BLL B, | AP, H28, R,
B AP, TH | 8
bR an BT TY , 81F
B BUE i JERR, =R
AST (GOT) . LDH., BE U LE LD
FFfik ALT (GPT) . 5
y-GTP & k5.
o PRI Ifn. JREA., R¥E, JRo=w | JRERED
a vy =5
AR TENE, B, R
O B, LU

4. SEmE~DERE
AFNT, E& L THBEOOHME SN L23, — I E S CIRAEBBERENME T L
TWND 2 EDRZWIZD RN RN T 2 BTN DO TERT D2 &,
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1.7.

R

78T AF W (Azelastine Hydrochloride)

N EoEE

5. 1w, Ein. RIBEAOES

1) IR SUFIER L TV A AIBEEO & D NITiE, &5 L2 EREE L
N, RUEHTERETL25E510E. 0FE EOREMENEREEL FED 5 &H
WS 2%EIC0REET L L, UERPORGIZET 2223 L
TELT, £, BPERTHE~OBITHARD LN TND, )

2) BAF DI ANITEE LN ENEE LV, Rt ST AR 253
LHEIII A AT ST 2L, ([@WER (7 v ) TR ~OBAT
DHEINTND, )

6. NERFADRE
AR, AR, LR SRS 2 2 3R L T
(fE REBR DNV 720

7. BELEDIE

(% U A" 5mg,/ 4% U 4 " 10mg)

FEFN A

PTP Al DHEHKIXPTP v — F 26V L CIRAT 2 L 2 $5E S5 2 &, (PTP
U— FOBERIZE Y, OSBRI L, BIZEZEAL 2SI LT
MEPRIAR LD EERGIHEZ IR T 22 L AMEIN TN D, )

(% U A 2"0D # 5mg, % U 40D $E 10mg)

(1) FERIASATHE

1) PTP @2 DFEHFIX PTP > — BV L CIRHT 2 L 58T 52 &,
(PTP > — b OFREKIZ LV | SEWELAI A EER A~ A L, BICEFELE B
L CHERIRREOEE LA IHEL T2 Z MG IhTna, )

2) RENTRENEE AT D72, IRAFIERTNZ PTP > — b HY 9 & 5455
TAHZE,

) MR

1) AENTE O LIC O MR 22 S 25 LR O TRET 5D T, Kl
TIRATDHZENFEETH D, 2. KTRATIZELARETH D,

2) ABNTET-EEORETIX, KR LTRALZRW &,

A SCEAERL D
FH

Z U E smg/ % U A 8E 10mg : 2009 4 10 HekET (F 11 i)
4 U 40D § Smg,/ % U 4 "0D §E 10mg : 2009 4F 10 HekiT (5 3 )

ikl
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1.7.

x 177 EERM&E (INRFY) O%EE - R, A - AE. FRLEOFELGLE

— R4 BR T /XAF > (Ebastine)

W 5E4 TNATIVEE Smg,/ /XA T )V EE 10mg,/ T /3N A7 )L°0OD $E Smg,/ /XA T )L
‘OD §E 10mg

Eagawa K B AR RS

HKERAEH H 1996 4 H 16 H

FEATH 2005 4F 3 H (=27 LRFE Smg 3 L VT /327 )L®FE 10mg)

FRF A A —

HLl X 7y AL A P 3 i

k54 4'-tert-butyl-4-[4-(diphenylmethoxy)piperidino |butyrophenone

LIS
O cr

CHO—CN—CHZCH2CH2CO Ogcm
Vel E I s TNATIVEE Smg, 1 SEFH T/ NAF 2 Smg G

TNZTUEE 10mg, 1 EEF T ANRF 2 10mg G4
T NAF L OD $E Smg, 1 $ET T ANZF L Smg A
T N7 L OD $E 10mg, 1 SETT/NZAF L 10mg A

RIRE - SR

SR
Iz - &R, 5§52, BERELE
T LUX— PR

ik - H&E WE, RAICE, =ANAF U ELTIES~I0mg % 1 H1EROELT S,
¥, ARl - RIS X0 EEEE D,

B®E —

2 (ROBEICIFTRE LBV &)
AT D o3 6k LIRBUE DB D & 5 B

i EovEE 1. BEERESROBEICITEEREIZREST S L)

JTRE £ 72132 OBERO & 5 838 TEERE R H S5 bhoBThiH 5, )

2. BEEREARMGEE

() IRRZBETZENHHDOT, RFELGHTOEBREIIIEBEDEEL EFEIR
EHESHEBOREICSERESI®S L,

Q) EWIAT oA FIREEZIT TV LERE TARIZREIZLY 2T 04 FOREE
I DGEIEL, TR EBR T TIRAILITI 2 &,

(3) A= FHMEOBRFIREGTH5E1E, HRFHE2BEXT, ZOHEFIND
B EBRG L, FHEFEKTRFE TRITAZ ENEE LU,

(4) OD SE(AREN BRIESD) 1T DN CRAEES 5728, PRI & 13N S 4172 0
7o, MR F 713K TEBRAATe Z &

3. #HEEH
FEREEEBGRICERET S L)
HH 4 B AE IR - i A K - falRIE 1

T Au~A L | ARIOREY I LAZF o omfETE |2y 2uvs 12k b
FERKI 25T FRA B T L RHE S | B LR T B
T2, [ HEymEiE) oFSH) Hlans Lt EZoN5,

(i <)
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1.7.

R

T NZF > (Ebastine)

N EoEE

4. BI1ERA
BECEBEE)NZDOWT, KGR E CTOKHER 1,270 1, i HEGRETA 6,813 #ilk
T O % WA ik BR 266 61 DA &t 8,349 41 1 259 Bl(3. 1 %)W RIWER 28 22 B 7=,
ZOERLOIE, IRX(1.7%), O18(0.4%), EEREN(0.3%), BEAHREW0.2%)
HEThoT, (BHEAKTE
(1) EXGEMER TS 0.1%AT0H)
) vavy, 774 53F—HER
vavl, TT74 7% —RIERPHODONDZ ENRHDHDT, BlEs
FATYY, MRS, PRI, MRSV IR O SFR D BT A
L, ®EEFIL, EURAELEITI Z L,
2) FFigaelEE, &R
AST(GOT), ALT(GPT), LDH, y-GTP, ALP, B U L E D LHEELES
FRERERE, IMERH LN Z ENH DD T, BEE2 01T, B
NRBDHLNTHAITE, B2 PIET 57 SR MEEITH Z &,
Q) BEIZKDEXLEER
BTNV T = F P UE)T, QT R, DEMARER(Torsades de pointes % 5 79)
NHLLND EDRENRD S,
(3) T DD EI1ER

¥ 0.1~ 2% 0.1%A B
WU FIE, IE, FHR
(1) %
TG B EEs )£ k5
. o R, PEEUE, L O, KRR
Rt R . B E
A8, BT | RS - IR, 8,
VH k2% e RPN,
T, ER
AST(GOT), ALP, UL
JT g ALT(GPT), LDH, | @&
y-GTP & b5
WA IR % PeIRIE S, SR
ITlEERYE 2%, Mis | AREE, WBE,
Z DAl R, 1T, MR SE, BUN O
RN 5, REE

T ZOLIRERND b EAICE, BEE2TIET5Z &,

5. B E~NDERE
1H1ESmg &5 T R EEEETDH L, (—RICEEE CI3ABEEEN
KFLTWD, )

6. WE4F - ELR - REFBEFE~DOERE

() MG E 721 3ER LTV D ATREE O & D im N 2iE, 1RIE Lo R RrE» kit
Z RE D LB SN LA ORZEE T, UHRTORGIZET 5
ZEAVEITHESL L Tuvguy, )

Q) AAE G PR S5 2 L, [EWERT v TR~
TSI TWS, )

7. INBREADEZRES
R ARE, AR, IR E 3Rk 5 LM IHESL L TRy, (fE
FARER D720, )

(i <)
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1.7.

R

TN ZF > (Ebastine)

N EoEE

8. MEERERLRICRETEE
AKENIT VAT v RN 2T 2720, 7 VA v RN &2 Ehtid
HHENE, AFEREG LW b,

9. BALDIE

(1) ZEXIZZATE PTPAEEDIEANIPTP > — OBV H L TIRATS X 54
52 b, [PTP > — FOREAKIZ XL 0, #HOELA SR ~HI A L,
FIIZZEAL AR Z L CHRERIAR ZE DO BEE LA IHEZ T2 Z L s &
nTns, )

(2) ARFAEF(OD 8¢ : OFENEREESE) OD $EIELE O _LIC O MR 2 RiM S8,
WORTHRHARETH D, £/=, KTRHATAZ LT 3,

BT SCEERL O
A

2009 =7 H&ET (GF 11 bR

ik

ROBGES
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1.7.

# 1.7-8 [FAfERAYNSR (TEFXFUEERIE) O - R, AL - AE. FRLOEE
rE

— X4 FR T ) AF UM (Epinastine Hydrochloride)
Hr5e 4 TUIH BN T LUA L2,/ T LA R IA vy T 1%
A AARNR—Y I —A A DS
AFAEH B TVLIAUREN0,/ T LA EE20 1994544 A 1 H

TVLIUFLRTIAvay T 1% : 200541 A 19 H
FFHEAFEAH TUVALBEN T LA RE20 2003451 A 17 B

TVIA L RTAay T 1% : —
AafmaEA B —
Hiiil XX 53 —
k5244 (+)-3-amino-9,13b-dihydro-1H-dibenz[ c,flimidazo[ 1,5-a]azepine hydrochloride

AR R N
{LZERE R N e
/
%}—N
aWn
i

Illll_:-:M:if_fl L HCI

I - E & T LA BEL0, 1T B R F U 10mg

TUYAEE20, 1 BEF T S AT U 20mg
TV LRI vy T 1%, 1lg P S AF I 10mg

(T LA 10,/ 7 LA 2 8 20)

RUE S S

T LR —EE R

HIRZ, W5 - RIER. KR, B2, BIEL S S5 M
(TVIF R IAvay T 1%)

T UNX—MERR, FHRE, KEEER (5 - KER, REZ O FEIE) 129
I

& - H

il

(T VYA 10,/ 7 VYA U E 20)

1. [REXWME. ERP. 8P - REX., REREE. EP. REZEISE
4875

WHERANCIEZEF AT UERE S L C1 R 20mg 2 1 H 1 EREOBET 5,
RE, AFn, ERIC X EEHEKT S,

2. TLLX—HE%

W, RACETE AT EREE L LC1[E 10~20mg 2 1 H 1 [BIfE 05

T2,

7R¥, AFEER, RIS X 0 EEIET 5,

(TLVoF R TA4vay 7 1%)

1. PLLX—H&E%

WE, NI T A 1[8]0.025~0.05g/ke (T EFAF U HEEEE L LT 0.25~
0.5mg/kg) & FHRFAM L CROKEL3 5, 728, Ff - ERIC L 0l EET
%o
LV AREEITIRIAvry 7l LT 2 (mEFRFUHERE L LT
20mg) MR RN L, T OEER G ®IL, ®E, Tiiol&Ex 1 HE
LU, 1B 1 EHRERL TROKST 2,

(i <)
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1.7.

— WX HI 4L FR T ) AF UM (Epinastine Hydrochloride)
Mk - &
i FEYE R 1 B A&
3mEl 14kg LA 0.5~1g
7 A 24kg Al (= 2F I L LT 5~10mg)
N . 1~2g
7L 24kg DL () 2AF R & LT 10~20mg)
2. EMP. RIBEE (BP - KER. REZSFERE) ITHESIZSFE
WL BNRICIE T B 1E0.05gkg (e AF RN & LT 0.5mg/ke) % 1
P L CRR DIRG9 %, Zods, i - SESRIC K0 B AR 2,
7270, 1 BBRGEIIRIA vy e LT 2 (T AT UHERmE L LT
20mg) X LW &, FhBIOEER - EIX, W@E, TiioHE% 1 HE
L, 1 H 1 RHRERL TROREGT 5,
i e E 1 B A&
3mBl 14kg DL . .
7 et 2akg i lg (B FRF UMM & LT 10mg)
7 B b 24kg LA - 28 (ZEFAF RN & LT 20mg)
S -
35} (ROBHEIZIFEE LGN &)
ARFN D Rt WIRBUE DBEIERE D & 5 B3
EHLEOEE 1. BEERSROEBFICZITEEICHRSTSHI L)

TR ST OB DO & 5 BA
IFEEPECSUIHRT LB H 5, |

2. BEELEKRMIE

(T VLA 10,/ 7 LA 2 8 20)

(1) RANL, "REZIERA, A7 a4 RAIZzE LR D 9 TITRZ->TW5
i EREAECHE MR 2 3O MBI T D A TIE A WD T, T EIFAFIC
T L TR MERND D,

Q) EMIATuA NEEEZZT TV HBE TAARGICE D AT 84 ROBEE
EIED DAL, e EB T CIRAIITH 2 &,

Q) RREMEST Z LB DO T, KAERGFOBFITIT BB HEOEIREGRZ
PE O MR OBEICIEE SEDH 2 &,

(4) AH = FHMEOBEIRET 2581, HRFHEZEZ T, TOHERAND
WEZBMGL., FREHETHECHEITAZENEE LV,

) AFIOFHERIZ LD RBFRD LN WIEEITIE, BREEMICOIZV &S
LWL ICHEET D &,

(TVIF L RIAvay T 1%)

() RXAEMETZENHDLDT, KA OBFITIZERE 5 RO #E
WCHEBRSEDLZ L, F70, REFICHLTOEHEEEZEXD T &,

(2) A= FHEO BT IR T 25E1E. HRBHiE2BE 2T, ZOEFIND
BHERMG L, HREBHERTIRETRITAZENEE L,

B) AFIOFHEAIZ L D RPFRD SN WIGEITIE, BREEMICOZV &S

LWL DICHERETDHZ &,

(i <)
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1.7.

R

T ) AF UM (Epinastine Hydrochloride)

N EoEE

3. BlEA

(T VLIUF 8810,/ 7 L P4 2788 20)

B DR 3R BR K OV A 1% 0 i FH Rl e A C O AT RE ] 8,443 151 BIVEFH 234 S
ToIEEIE 263 B (3.12%) Th o7z,

F72EIVERTIRSA 102 7F (1.21%) | 18 28 14 (0.33%) . t& =0 27 1 (0.32%) |
B AR 17 18 (020%) . RS 15 1F (0.18%) ETho7-, £7o. EKMR
BB WD TIXFRC— E OB 2R TR B TGER D AL TV (F5R AKX TR,
(TLPA LRI vm vy T 1%)

W RSB COFAAEB 519 FlH EIVEH 2385 S 7 EFE 39 611 (7.51%) Th o
7o ERBIEAIZIRG 151 (2.89%) “&ThH o712,

i A RS 70 D ONC R E L FH R CNEZEmE 2 A9 D BE kT 5
) ToOFAERF] 3,337 FIHREIWER 2 A S L7 ERE 28 1] (0.84%) Th o7,
FREWERITIRE 3 1 (0.09%) . 1ZA3% 37F (0.09%) . W&E5 37 (0.09%)
HEThoTo, (FHFAEPIHERE

(1) EX%LEIER

1) FFHREREE . SE (BBETRB) ® . AST (GOT) . ALT (GPT) . vy -GTP,
Al-P, LDH & EFZEORFHREREE (IHELR « 25 VR, BERRIR,
BOES - IR | HEADSDNSZ ERH DD T, BEETITITV
BENBO LN EGEITE, B E2PRIEL, BURLELZITY Z &,

2) M/pRED BEEFRBE) ® . /ML Rd bbb ZERNH5HDT, B
x0TV, BENIRD SN HA IR 2RI T 57 Sl e g
BITHZ &,

) TEFRFUEBEE OB GIC L D ARREDT- ., HER,

(2) zottEI1ER

DLTFD L 9 REHERN S &b =581, JERISS U Tl @ 2175 =
&O

(T VIF 8 10/ 7 L3 88 20)

0.1~5%A i 0.1%A1ifi BERY
R (FmE. FR%) | B2,
AEHOE TV TWRE, NPT, D FEMEAL
B
R, BR[| OFEV, FIR, B2 LML
Az fxf
FRAPRRER | . g | g A= v & LR

a5, HHAS | DA%, BACRIR, ek, 1§
M PRk, MR, | B B b7ohuk. L (8

K8 Fb, DS ERIRIR, E R
¥ ik EAElR
o i 2 BEPR . IR 55 0 1B bk 8 A
WR gD i B
PEER & DB
s WER RS, IR IR, SPA
g2 i f R AN iRy R
oM ﬂ&ﬁﬁ\ﬁfb\mﬁﬁ\ ?L@%%\
BRI . e FLENE K

WD EELESEAICE, BEa2PIEL, WURMEEZITY Z L,
I 2) BEATHIATV. BREDNRD SNHAICIE, HEE2 DI 5 LR LE
ITH 2 b,

(i <)
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1.7.

— WX HI 4L FR T ) AF UM (Epinastine Hydrochloride)
fEH EoEE (TVIF LR IAvayT 1%)
0.1~ 5%A 0.1%A i AR RBED
. “ BEETRIE, 5. | FRZEEM, % 9 ML
ko2 E 1)
HEBUE WS, DR
. [R5 GEE . REUERL R | DFEV, RHE, EE LU
. -
TR R Pesisy . B Ry & LR T
N 5% fEvR MRS, TR, | BRI, 0¥B. ANRK.
HibZR WHEER , MEM:, & | BRAIR, HBEK, Hboh
oA B, ORRCIREL, RE A
IR 25 B, SpH I8 PR S e R
AT 8% BB 5 |
i ALT(GPT)_L5-
JREH., BUN K
X ik - RAR MR,
SRR A I ERBG
. . SRR . IR 28 O B IDE 2% KR RE
Wwh 8o 2)
WAPR % o R
bR s LMETLIE
g™ (A 1 Bk A ) /RS> A i ER A
i/5S ARy
2R R, SLERR, AR
ZDfh HE OIFTY, WRIET.,
il

ED BELEGEICE, &E5zhIb L, @URLEZTTS 2 L,

1 2) BEZ 21TV, BREBRED ONGEIE, &5 L2 P57 L e uE
21175 &,

H3) T FAF UEBEEOR L 2 ARBEDIZD, BEAR,

4. SHE~DOERS

R TN - BRI LTS 2 e, MRS =ARAITFEE LT
B bPt S D Z D EMRICEIEM - BRRIER BB, Die, FHH
NREESE) OB ZTV, BENRD OGN HE1E, BE (F21F 10mg/H)
IIREES 5 70 EWY) 2L E 21T 5 2 L,

5. iR, EiR. BIREADEKS

(1) 1 SR L CW A RIEEME O & A AMZITIERE EoF RN GRS E
[% LMW SN LB ORFEETL 2L, UHETO®REICET %48
PEIZHESL LTV, Eo, RAT A OMEIRGIERER (F » ) Tidshh
ROMELTR, WERABRER (74X TIIBREEFEEAR. Wb g
AETHEOLNTNS, ]

Q) BIFOFNIEEGT 52 L x#ET, RS TRETALAICEIEALE
hiESEsZ 8, [BWER (T ) TRALT~BITT S Z LRRE S
T, ]

6. NEF~ADRE

() ARSI, AR, FLR, RGNS 2 Z a3 LT
v, HERHAREIR, AR, LRI 2w, ]

(2) /NIRARE SN BT R 3 2 ARHN DA S OV PRI TRESL L TR0,

(i <)
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1.7.

— WX HI 4L FR T ) AF UM (Epinastine Hydrochloride)
R EorE 7. BRELEDIE
(T VIF e 10,/ 7 VoA 2 o6E 20)
SRR AZ A} R
PTPEEEDIEANLPTP > — R bV L TR L 5 EST52 &, (PTP
U— ORI K Y | WS AN REREEEAFA L, BIZIEFELERBZ LT
MERAREORERELAIELZ IR T L2 Z EnHEIshTnd, )
(TLPA L R IA4vm v T 1%)
(1) s « AFNIHEFARORAICTH 2 0T, JHR% ORIFITHET . KITE
D UTRRITEHOER T2 2 L, RSLEHETRIFEEZLEL T 551X,
WHENICREL, TEDINTY#eEHlTD 2L,
() BELAZAL « RFNT. A L EA LA, AAIOGEIR TSR
OHHNTWADT, JFRAIE L THAI E OREEIXITHhRnWT &)
8. TDMDIE
(T VLA 10,/ 7 LA 2 8E 20)
A% ZEERE G LG AT R %G L0 b RENEL b 2 ERAME S
NTND ([REIMNMER T L —MEamRICx LIt ERI# 5. S92,
1925 - KGR, KRIEREIE., 2. RIEEAME O S F o L OIRgR S
THIER N ZEERHER I TS, )
(TVIF R IAvay T 1%)
N BER & Z2RERERE  L - B3BBG L0 b RENE < 785 Z &N
WESNTWD, (7T LAF—MEERENITS L CImERE S, W2 - KF
ROREEB TH LT M E—PERERBIITK LTI R R G THZME,
BEMEPHERIN TS, )
WA SCEERR D | 7 Lo A 8810/ 7 LA 2 %5E 20 ¢ 2007 4 10 A XET (85 7 iR
A TVLIA LRI AT a7 1% 2009 4F 8 HikET (55 5 i)
ik —
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1.7.

®& 179 [EERMS (FFY LI F) OXee - BB, AL - BE. GFRLOFIELE
— R4 PR A% h I K (Oxatomide)
o YT Y NEE30 RN T I RRTA a7 2%
Eagawa WA U RSt
AR B vAT T NBE30 BT N RT A2y T 2% 198743 A 31 H
HEEFEAH BT NEEI BT RRTA Ty T 2% 199449 A 8 H
AafmaEA B —
HLl X 5y —
k54 1- [3- [4- (Diphenylmethyl) -1-piperazinyl] propyl] -2-benzimidazol-2 (3H) -one
LIS 0
~ (O

HN® "N=CH,CH,CH,—N N-CH

O
F - 5 BT 7 NBE30, 1 EETA XY R I K 30mg

YT N RTIA T T 2%, 1g FAFF h 2 F 20mg

(BT 27 o8 30)

T LXK —MERSR, SRS, REREEE. B2 - KER. FEP
(BT 7 FRIA4 v v T 2%)
KEIMR, 7 MR SR, SRS, RS

& - H

il

(BT 7 Ke8E 30)

WH. AT LRSS R FE LT 30mg (188) 28 L OMERMD 1 H 2
Wi N&573 5,

¥, A, ERIC X 0 EERET D,

(BT 7 R RIA42m v 2%)

MW, BRI T EEF R RELTO0Smgkg (R4 vmry 7L LT
25mg/kg) & HFRKCTRE L C, PIXOBERO 1 H 2 BIRAKRES 5,
B, T, ERICE D EEHEET 5, 2L, 1 EREHEIIAFFFIR
ELT075mgkg (K74 w7 & LT37.5mgkg) Z[REET 5,

0
el | of

(ROBHEICEFEE LGN &)

1) AAN O ES3xE W BUE DBEERE O & 5 B

2) WEIESUTIEIR L T AIREMED & D tm N [ Hilkhw, PEMR, RILImFHE~DF
5 0B HE]

B ForE

1. BEERGROBEICKEEITEET S L)

1) FFEEHEUIZ OBAERED & % 8 RS ESUIHR T 28T d
%o ]

2) S [ VNRZEA~OERE ] O]

2. EERGERMEE

) BRRZMHEST Z 0D L0T, AFEGHOREITABEOERSGRE
FEO B ORI I FE S ERWE ) +EET L2 &,

2) ARANTRE SHRIRAL NN EFPER T 1A FAIL R0 BECEZ > T
% Wi BFEAE 2 LT D FAI TR WD T, 2o Z EITBEIC TS
EE L TBILEND D,

(i <)
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1.7.

R

Z %% F I K (Oxatomide)

N EoEE

3) RMIAT oA MEEEZIT TWAHEE T, AFIZRGICLY AT 0 A Rz
R AGAEIIE o EB T TIRAIZITH 2 &

4) RFNZ XV, KM HFRBRERPENT I EBHDHDOT, ZDL 5 RGE
IR EIE 2 012 75 2 &

5) AFEZEHMEORE IR ET 25681, HRFHEE X T, TOERIND
B AL, RFEHKTRHRETHRITAZENEE LY, ( (BLrT7
~e8E 30) D A)

3. HEER
HAIEGHRISEETSC L)
KA % B AEAR - HFE T IR B - fapRIA

T a— MR IR, BEEEENRLS H b sk | MR ERT %,

FHR AR S A TNRD D,
PRREENE SRR )
PEERA, fRARA S

4. glERA

<K A>

F & U THEANT & 2 28R M O R A L2 F5 Ty 8,188 il EIlTEH &
ORI AR5 OFBUINT 625 ] (FEBLHE 7.6%) T, 788 Th -7, £
RERIZIRS 394 1 (4.8%) | FABRE 43 14 (0.5%) . AST(GOT) L5 31 ff
(0.4%) . ALT(GPT) L5 39 f (0.5%) . JTHEREFEE 6 1 (0.07%) . Hi8 29
7 (0.4%) EThotz, (FHEEK TH)

<INR>

FELTRIA vmy 7T K DGR L OME H BGRERI A 1235 N Tl 4,094 4l
BIVEF K OV PR AR A S B D S8 BT 65 ) (BEBIER 1.6%) T, 14 ThH - 7=,
F 72 BIERXIRS 37 14 (0.9%) . TFH#i 4 14 (0.1%) . AST(GOT) L5H- 4 {4 (0.1%) .
ALT(GPT) B 2 £ (0.05%) | FFH§AERESE 2 1 (0.05%) & CThotz, (FHHF
AT RE)

1) EXLEER

(1) FF. FF#EEESE (0.5%) . #E : AST(GOT). ALT(GPT). y-GTP, t'Y
JLbE > AlI-P, LDH O L\ ERZE 205 T, IFRERERE. #E (U1
JEM - 2T AR, BRRE, BE R - EES) Rbhobhd 2k
NHDHOT, BEE+HDIITO, BEXIRD ONIZGEITEEE2H LT
5 CHEUIRAE AT L,

Q) avI. TTFI7453F—RERDSEOLDONDZ ENHDHDOT, Bigs
FTAT, MEAR T, MR RS, A BRI, WHEE © MEEEVRIE S OSE R A
HobNIGEAIITEGEZTIEL, EWEARLESITH 2L,

(3) RIGHMEERAEIREE (Stevens-Johnson JEIREE) . hEMRKIERE (Lyell
EIREE) oD ZENHDDOT, BEEZT5IITV., BENRRED D
NIEEAICITEEEPIEL, WURLEEITI Z L,

4) M/MRED D 5D ZENHDHDT, BELTSITITV, BENED
SN AT 2P IET 570 PR EETTH 2 &,

(i <)
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1.7.

R

Z %% F I K (Oxatomide)

N EoEE

2) ZDHDEIER
L?@iﬁ@‘@%ﬁ%%bhé EMBHDHOT, BEEHSITITV, BEHR

RO LN GAITIIE - IKREEOWY) & 21T Z &,
PSR it%fua%w) WERIZOW TR 52135 2 &, £, HEERIRIE
AT L7256 121d, BEITIG U TH R —F 2 Y VRO 5245 OmY) 72 L E
EITH 2 L,
0.1~5%A 1 0.1%Aii AR
BE (QFERE. @ik .
SRS BRIE AR REkRGI. ®REW. &
e, IRE
BEE B3 FE (BEm. TR
Ny Wb AREE, LB ZHILEE
IR, A | SR - SHE, D E -
BARR | & 0B SHOE NHL B R,
L OUR

B DERABRIEIR (B
PR, PRI, bR,

bR e IREE) | HER
IR

R - IR, | B, HE. . &
- HEOR P, | BORE, RARTHE, 1

T B, MR, N

W%, FObh

TR ) %
Dt I BRERYE % IFTH, S FEEL

(HEEITIEERE R4y 7O

5. GEEADES ( (=K7Y %E 3mg) D)
AFNT, E& L’CH?HJE)«“’CW;;%T%%L%%\ EE CIIFESRESE T LTS 2 &
MENDOT, HEICRETDHZ L,

6. Wi, Ein. RIFEE~ADES

1) $Ehs SUFEEIR L TV D ATREMED & D0 NITITE G- L2 & (B 5EER
(7w ) THHEH, BHE,. BEOBERAEEFEOMAFRERNRE ST
W5, ]

2) IR HEG T HEAIIE, BHEFIEEES 2L, [BFER (1 X)
T“?L?Jr%ﬁﬁmwghfb\é ]

7. NRE~ADIRE
IR (FFIZ 2TRELT) ICB W THARNIER DR T D2 8200 H 5720
BRGAZBT D2 L,

CRBRERRICRIZTEE
Kﬁ@&ﬁi T U NS EIEI L, 7 LA ORI K E A2 k4
DT, T VT VNIRRT ZFET 2aIARA2HE Len &,

9. BEERE
SEER A S O PERAM BRI e ERREE @HE MEA T, JAMERIR, #E
BEAENFEHL LTI H 5 DT, &I LIz5E12iE, 3FF « fHERIES:

BIRMEZ1TS Z &,

(<)

1.7 -p. 34




1.7.

—REYA R

Z %% F I K (Oxatomide)

N EoEE

10. ERALDEE

(BT 7 % 30)

FEHI 3 A+ B
PTPEEEDIEANLPTP > — RV L TR 5 L 5 E+52 &, [PTP
U— FORRERIZ K Y | WS AN REREEEAFA L, BIZIEFELERB LT
MEPRIAR LD EERGIHEZ IR T L2 2 EAMEIN TN D, ]

(BT 27 RRTA4 a7 2%)

ok Oy TEEDER

AKENZ, oy vy 7HERE LG EICOBENMETT560 7T, BBE L
W2 b (e HEFRENRETH D) |

BT SCEERL O
A

ET 7 ROBE 30 : 2009 4E 7 BEkET (5 12 hR)
BT RYRI A48y 7 2% : 2009 4E 11 HekET (55 11 fR)

ik
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1.7.

& 1.7-10 FEERS&R (FTESXFUERIR) O - R, B - AE. EALOEE
mE
— A4 FR 78T AF W (Azelastine Hydrochloride)
W 7E4 T TFU%E05mg, T BT TF UVE Img T ¥ T R 0.2%
g T — YA Rt
AR A T FFY%E 0.5mg T B F UOE Img T ¥ T F VR 0.2% ¢
1986 /-4 A 30 H
HHEEFEAA T TFU%E05mg, T YT FUVE Img T ¥ T R 0.2% ¢
199349 4 8 H
AafmaEA B —
HiL X 5y —
b4 4-[ (4-Chlorophenyl)methyl] -2- [ (4RS)-(1-methylazepan-4-yl) ] phthalazin-1(2H)-one
monohydrochloride
b IS - CHs
0
e
B UFER R AT
a
HH . L g 7Y TF Y%E 0.5mg, 1 EET T T AF U HERRYE 0.5mg

TETF U Img, 1 $EFT BT AT UHEEEE Img
7T F U L 0.2%, 1g T YT AT IR 2mg

SR
7 UL R
SRS WS - R, T b C—PERER, RS, RS

ik - A& 1. & 3
W, TETAFUEBRELE LC1E 2mg &, &% L OBERD 1 H 2
[EfE W A A
7B, FEln, JERIC X EEREET D,
2. TUAR—MEER L OERS, W95 - KER, 7 hE—PERER, RER
FEIE, FEZ
BE., TETAFUMEREE L TR Img 2, MAEZLKOBEO 1 A 2
IR AL 5,
7ok, A, JERIC XV EEIERT 5,
=55 —
g —
i Lo 1. BEERGEARNEE

() RXAEETZENHLOT, REBEGHROEZICTIL, BEEOEEEDRE
W% £ O B O BB I E SRV KO I HEET D 2 L,

Q) EMiATuA NEIEEZZ T TV AEE T, AAIRGICLY AT A Rz
EIIMHGE BT BT The 7O 2 &,

(3) RAEZMBICHWDHA, AFNTT TITE Z > TV DR MEZ EHCN T
THHATIERVWDOT, ZOZLEZBFITHTHHAL TEBSLERDH D,
4) AH %= ZFEHEOBF IR ET 25E81T, GEFBHEZEZ T, TOEMND

BGEBRIG L, HREBEK TIRE TR ITAZ ENEE LU,

(i <)
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1.7.

— B4 Bk 7T AT WL (Azelastine Hydrochloride)
fEH ForE 2. Bl¥eEE
KASE] 14,365 I, 439 i (3.06%) DOEWEMANEHESINTWS,  (HEEK
TR
0.1~ 5%A1is 0.1%A N
W AR, BRI iib\ g, FROLW
Mg, HEil - ARNEOOEBOHI, &
HibZR Mg - BRAR, Boid, E AR
B, MER. (ERL, T
bR s BT TY, 81F
MEIg 25 R, B LS
pram AST (GOT) . ALT (GPT) | AlLP ® L&
O b5
BEYED TV
iR LBk %
WAPR R BEPR K, 1R
oM g?@‘@\ R | NE AR
E) ZOLIRIERNDSbn-Haicid&kEEs2hi+52 L,
3. BEEADERE
— I EEE CITAEBBRENE T L CWAD THET AR EEETLHZ L,
4. 11m. ER. REGBE~AOES
(1) 1 3R L CW A RIEEE O & B AT EoF RN fakES E
W5 EHEINAEBRILOREETDHZ L,
(EWEE (7> b)) TRERSG ERAED 370 FLLE) [k 2 HEFEE
ARHEsNTn5, )
Q) BILFDIFENCHEG 2T 52 L wkET), 2B TRET 25513
BT EEBR L,
(EWEER (7 v b)) THHFA~BITTZERHEINTND, ]
5. INREADEZRE
EHARER, FAR, R XIISRIT T AL MEITHENL LTy ([l
RRER D 72N)
6. BRALDEE
BN (8E)
PTP Bl DFANIPTP v — bW H L TIRHT 2 L o H&ES 52 &, (PTP
U— FOBERIZE Y, S AN RERE BRI L, BIZiEZEALERS I LT
TERRRAR EOBEREIHEL PR T2 Z ERHE SN TN D)
7. TOHDFE
HEIH G O TH D EHERD T DEHERE, WREERDHLDOND Z E0D D,
AT SCEER O | 7 BT F U 8 0.5mg /7 E T F U E Img T ¥ T F L FERL 0.2% ¢
£ H 2009 4F 11 A&iT (GF 11 /R
S —
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1.7.

% 1.7-11 RRERYSE (FFFI7zUI7ILEE) oPEe - DR, A% - BE. FALD
FERE
— W4 FR N F T 27~ sl (Ketotifen Fumarate)
W 7244 FOT T ' Img YT vy T 0.02%,
POTRTA vy T 01%
St JNIVT AT =< R Ee
AFREHH WOT /L Img
19824E 10 A 7 B (K& XM E)
1984 47 H 20 A (7 L VX —ME&ERKEhReB )
1986 4-4 H 30 H ({95 RJEK, ZHMKIZ, FKREE O FEERREEN)
FoOFr a7 0.02%
198544 H 16 H (REME. 7 LLX—MEER)
1986 4E 4 H 30 H (7 LL 3 — 4k Rz &R ihaBn)
POF L RTA v my 7 01%: 19874£2 H 4 A
BEAFAA PFF L T Img 1989 £E 12 H 20 H
FoT oy 70.0R%, PP T " RI7A4v a7 0.1%: 199049 A 5 H
FaMil4EH B —
HL X 5y —
b4 4-(1-Methylpiperidin-4-ylidene)-4H-benzo [4,5] cyclohepta [1,2-b] thiophen-10(9H)
-one monofumarate
== 35" 0
7 ‘n/_/{r“‘
N|\:-»h \ ~
- HO.C -~ COH
N
CH,
AR - PT U 7RV Img,

| BT fr b F7 7 (HR) 1.38mg
PFOTFvm v 7 0.02%.

ImL 47 FF7 =7~ (HE) 0.276mg
POTLRTAvm v T 0.1%,

lgh 7 FF7 =7~ B (HR) 1.38mg

SRUE S
T UL — R
B, WP - RER, K% O FEIE
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1.7.

— A4 R r b F T 27 LERE (Ketotifen Fumarate)
Mk - & (YT " 7N Img)
WE KA b7 2L Tl EImg (1 77 &A) 21 0 2[E, &
BEOHERNCR A& ET D,
7ok, Fn - SERIC K Y EEEET 5,
(YT vm v 7 0.02%)
wWE. NEICIE 1 BE03mL/kg (7 FF 7 =& LT 0.06mgkeg) % 2 A,
B%E L OBERNCS T TROE5T 25,
7B, Fn, FERIC LV EEHERET 5,
MR OIEER BB, W%, TieoM&E+ 2 1 H&E L, 1 B 200, #akk
OBERNC T TROEET 5,
Eiln 1 B
6 » ALLE 3 A 4mL (7 v F 7 x> & LT 0.8mg)
3Ll b 7 AR 6mL (7 FF 7=t LT 1.2mg)
7Bl 10mL (7 FF7 =L LT20mg)
22Uy RSO 255 ITIRE, ERR E2BE L ClE#&
HEZRDDLZ &,
(PFOT RT3 m Y7 0.1%)
MW, NEICIE 1 BE0.06gkg (7 FF 7 =& LT 0.06mgkg) % 2[A], B
B%RLOBERNZ ST, ARER L TRAKRET 5,
7pB. Fn, RIS L VAT S,
R OERER G &IT, @F. FiiofE2 1 HEE L, 1 H2E, #l8%Kk
OBEERNC T, &ARET 5,
A i 1 HHA &
6 » ALLE 3 AR 08g (#/ hF 7 =2 & LT0.8mg)
3 kLA E 7 AR 12 (& FF7 =1L T1.2mg)
7 Uk 20g (7 FF 7zt LT 20mg)
722U, 1RO T 255 IITRE, RS 2B E L CEEHK
HE&2RODHT L,
u"E —
35} (ROBHEIZIFEE LGN &)

A D o3 W er U BUE DBEIEIE D & 5 i3
fEH EoEE 1. BEERSROEEICIFEEICHE5T S L)

TADPAVEDORIEMER R, TN O OBERO & 588 KEREEZIRT S
HL2E0HD, )

2. BEELREKRNIE

(1) REZMBICH W DA, AANTT TITE Z > TV D3 EZ ECN TR
THHEANTIERNDOT, ZOZLEZBREICHIHHAL T LERD D,

Q) EMIAT oA FIREEZIT TOWDLERE T, AAIRGICEIY AT a4 RO
BEIIDPDAGEIT T REER T CHRAIITIZ L,

Q) RREMEST L DnbH DO T, KAIERGF OB BB HEOEIREGRZ
PEO B O BIEIC IR TF SRV o EET D Z &,

(i <)
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1.7.

— A4 R r b F T 27 LERE (Ketotifen Fumarate)
A EOEE 3. HEEH
FHEEEBRICERE TS L)
FHN 4 FRPRAEAR - HEE 1k &R - faRIK T

FHR AR A1 R AEFEEIE AR T 2 29 | W I b AR R A
(BERRA, RIRAISE) | 2 &2 D, MEFT L0

ie 2% 3 Al 73— R ORI A iR 5
T L a—)L Z &,
4. ElYEA

(FoT "B 7L Img)

#af51l 21,170 BT & 2> DO EIVE NS S =0
FEREERITIRSK (4.4%) | T AREE (03%) .
LThol-, (HHEEK TR E CTOER

X 1,144 %l (54%) TH-o7=,
D%(M%)\ 0 (0.1%)

(o7 ovmy7002%) (FOT°RT7A4vm 7 0.1%)
¥ 11,620 BT SO EIER NS SN0k, 136 41 (1.2%) THo7T-,
ERENEAIZ. IRRK (0.8%) ThHholz, (HBEKTHE TCORHRE)

(1) EX%GEMER (BEEARH)

1)W$~M DR %@#%%bhé ENRBHDHDT, BEEZTHITITV,
;@e%mbesb%;nt IS ERIEL, BURAEEITO L (5

W CIEHRIC &Eﬁé &)

2) H?%’ﬁ'éﬂﬁ% ﬁr AST(GOT). ALT(GPT). ALP. LDH. v -GTP 0) Ak

%&5%% Eﬁ#%%bﬂé ENRBHDLOT, BEETZITIT,
M&J%W‘_ ks AR IR L, WURNEEZITY Z &,
(2) %0)11ﬂ0)m|11’ﬁﬁﬁ
(VT " 7L Img)

R 0.1~5%A 7 0.1%ATi
BEIR . HERIF .
WPR AT MR, FRIREE — —
DB AR
WEOE™ IR, 2R — JEEE, R PRI
—IEBMEOEBRE | BRR, TABK, | DFEV, S50E,
Fppn | &Y =) PR, WREEE, L
O UK
L YR, T
e B B ME R H AP
B, EH., N
AES
LDH. vy -GTP AST(GOT).
JFF sk O _EH — ALT(GPT), ALP @ k
=
1ETH #iE, RTINS
Z D T

) 2ok 2GEac3&kbE et L, EWORLEZTO
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1.7.

R

N F T 7 < VRN (Ketotifen Fumarate)

N EoEE

(o7 vmy7002%) (FOT " RT7A42 17 0.1%)

B R 0.1~5%ATi 0.1%A i
BRIR . HERIF .
WPR AT MR, FEpRIES — —
DIEDEIREEREIR
WEOE ™ IR, ZIRLEE — JEPE. PR R
—BEOEFRMN | IRK HEV, S50,
" . 4 gERR, R AR, DY
KA A% R B LU
J#%
Mg, B o, B, EM
EE( B BERAE, - (G
AN
LDH. vy -GTP AST(GOT).
JFF sk O _EH — ALT(GPT), ALP @ k
=
1ETY S, IRTEIEM
O g gmm

H) 2ok 2GEalci3kbE et L, EWORLEZITO Z L,

5 BfEADEE ( (YT 7R Img) ORH)
— RIS EEE CITAEFRENE T L TV A DO THE T AR EEETH Z &,

6. WFim. EiR. RILBE~ORE

( (FYTFvmy7002%) (FOT Ko A4vm v 7 01%) TiE5.)

(1) 1 SR L CW A RIEEME D & A AMZITIERE EoF RN fakMES E
[ LB SN GAICORKESTHZ L, UMRdhOREGICET L ZE
PEITHREST LTV RV, ]

Q) BT OFENITEEG T 5 Z L2l RSO ETEREG T EAIIIRA
PHIEsSEAZE, (@EWMER (T v ) THHPA~BITTSD Z EBHE
EhTWnWb, )

7. NREADERE

( (FYTFrvmy7002%) (FOT Ko 4vm v 7 01%) TiE6.)
I, hIRICEEGT 2558100, BEEr HoIATWERICRET 28, K
1 BEGEOPIERERRS b Z b5, )

8. BRRREMEICRITTZE

( (YT vmy7002%) (FOT°RI4vm v 7 01%) TIET.)
AENT, 7 VT U ENRSERRIT 5720, 7 LIV s v NG & i
T53~5 HATL W ARFIORGEEPILTAHZ ENREE LV,

9. BERE

( (FYFovmvy7002%) (FPOTU°RIA4v a7 01%) Tik8.)
iR, fEAR MR, ReMERREE. T —. FRURIREE, BN, SEEL. g
BENR, ARAR, AR, ARHE, AIPESIESE, BN TR, BUEPETUHE, e,
WE : — 7R BRERIE (R, HEse ., ISMERESS)ICL . RFI &R
T 5, MBS U THEREEZIT I,

(i <)
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1.7.

— W4 B N F T =7~ sl (Ketotifen Fumarate)
A EoER 10. BREDEE ( (P77 Img] OH)
FEXIZZATEE : PTP ALE DAL PTP > — B HY H L TR+ 5 X 5 feiE+4
HZ L, (PTP >— FOBEKIZL Y | BWELAT S BRI~ L, FIZiT
FHAEZ U CHBRIAREOEERAIHEZ T2 2 LB HEINL TN D)
AT SCEER O | BT 8 7 R0 Img - 2009 4E 9 A ET (55 10 i)
FH PFOF v m 7 0.02% 1 2009 49 HEET (5 10 fRD
POF LRI A my 7 0.1% : 2009 4E 9 HET (85 10 iR
ik —
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1.7.

*£ 1.7-12 FAfERXSE (AF2DYV) O - DR, AL - AE. GFRLEOEELLE
— R4 PR A XX (Mequitazine)
W 7244 =RT YV U%E3mg =R T YUY B v 7 0.03%,
=R 7 2N HRL 0.6%
ey TN Ly 77—~ RSt
AFREH R =R T U UE 3mg 1982 4F 10 A 7 H
=RTVUUNEHAYE v 7 0.03% : 199744 A 22 H
=R VN AR 0.6% : 2001 4E 3 A 14 H
FsEEFEH A =RTVUE3IMg 1990459 H 5 H (T LaX—phad. CARS., KK
BUCHES 259 (BB - ER, KREZ O FEIE) )
1996 3 H 7 B (K& 3 &)
=RT YN R 7 0.03% 200541 A 13 H
=R 72N AL 0.6% : 200541 H 13 H
Aaff4EA B —
BLHIX 5y —
=22 10-[(3R9)-1-Azabicyclo[2,2,2]oct-3-ylmethyl]-10H-phenothiazine
b E= [jjl
@L’ 1 sommsss
HI - G =R T U UE3mg, 1 EER THASKR ] A¥%F T 3mg

=RTVUUNA %/u/7QM% lgh THARIER ] AFHT2 03mg
=RT VU UYNERRL 0.6%, 1gH THARIER G| AX XU 6mg

SESE. T LR —MRR. AR, BEREICHE D RE (B2 - BJ§
R BUERFEIE)

(=R Z 28 3mg)

(R S R DGE]

WERALE28E (AFFP L Tomg) % 1 H2MEAFKEGT 5,

ek, R, FERIZS U CEEHEBT 5,

[7 UAX—EER, CAME, FREREEBICHEY BE (B2 - RER, KEE
FEIE) D%E]

WERALE 18 (AFFP 2L T3mg) %1 H2EEAFKST 5,
7B, R, JERIZS U CHEEEET 5,

(=ARZ VYR e v 7 0.03%) (=R 7 22N R 0.6%)

[ S S D 5E]
WE/NE1EIARFZ 2 LTC0.12mgkg 2 1 H 2B AL T 5,

7p¥s. AR, ERICIE U CHEE T 5,

[7 LAFX—PEamR, CAME, REREBICME Y BE (B2 - ER. KRR
FEIE) DOBE]
WHE/ANETEAFZ P L LT0.06mgkg %2 1 H 2R O&KET5,

7p¥s, AR, RIS UCHEEHER T 5,

R OFEER BRI, B TRoOHELY 1 BlE&E T 5,

—~
=
Sl
/N
~
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1.7.

— A4 FR A XXV (Mequitazine)
Mk - & (=T YN T Y7 0.03%)
vry 71 EEGE mL
(AxHTr L LT mg)
A i FEAER T AU SR T U F R
CARRE . BB
SR O REE
1kl b2 cRim | 8kg LAk 12kg Al 4mL(1.2mg) 2mL(0.6mg)
2 kLl b 4R | 12kg LA 17kg Al 6mL(1.8mg) 3mL(0.9mg)
4Ll B 7 AR | 17kg LA b 25k A 8mL(2.4mg) 4mL(1.2mg)
7l b 11 AR | 25kg Bl E 40kg A | 12mL(3.6mg) 6mL(1.8mg)
115500 E 160K | 40kg DL E 20mL(6.0mg) 10mL(3.0mg)
(=R Z YN AL 0.6%)
FRL 1 [ B g
(AxHTrELTmg)
- lin PEEIR S 3R T LXK
CARRE . BEER
FBITPE S FRpE
1%Ll b 2 iR | 8keg LA b 12kg Al 0.2g(1.2mg) 0.1g(0.6mg)
2l 4 | 12kg L 17kg K 0.3g(1.8mg) 0.15¢(0.9mg)
4Ll B 7AW | 17kg LA b 25keg A 0.4g(2.4mg) 0.2g(1.2mg)
7 LA b 11 R | 25kg BL 1 40kg A 0.6g(3.6mg) 0.3g(1.8mg)
B -
=3 (ROBHIZFEE LBV &)
(1) BAIDESr, 7 = ) F 7 20 REEY R OZ OFREULE I3 Ll ioE o
B O & 5 B
Q) BMAEOH B EFE[PI2 ) ALV BANELZ BT EBENLH D, ]
(3) RISZARIERZE T ER B ICPAZEMER RO & 2 BE 1= VU AAERIC X Y HERIA
HELEZTENH D, ]
R EoER 1. BEEREROBEIZIFEEIRET S )

(1) BEEDH 2 BE[RMEGHI CHEIKRAEMMT L LTBUN EFRALN
LHZENHD, ]
() mEE [EE ~0ks ] OESM] ( (=K7Y 5 3mg) DOH)

2. BEELREAKRNIEE

(=R 7 ¥ 5 3mg)
RRAZETZEDRH DO T, KFBGFOBREFIZITABEOELRE/GREZ
BB I ETE S WL ) o EET D 2 &,

(=RZ Py By e v 7 0.03%) (=K7Y NEREL 0.6%)

() ABNOEHIZLEVIRRZET ZENHDHIOT, (R#EHICH LEEEZH XD
&, Fe EER ORI UK I I fERR 1 D B RO
e EEITDORWE S R EEEZXDHZ L,

Q) NETIEHRICEBRIEREZFRZDESINDKRIT DHDOT, BEIZHZ - THE
HEITH LEBREOREEZ FoICBE L, BENHRDLNZEAICITES)
WCHEIREICERK T 2FEO 2 AEETHILITEEEG 2D L,

B) AANIH AR H D DT, RREBRET D720, RH#EFE IR LS R OEER W
WZOWTHNEEE G252 8, ( (=87 Y UYNEHARL 0.6%) D)

(i <)
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1.7.

R

A X & (Mequitazine)

N EoEE

3. HE{ER

[(GHRERBIGRICSEET S Y)

PRSI A, BEERAL
T2 E A )
T /)N )LEX — )L

Vv

A

HKHA4 % BRAIEAR - HEE TR P - fERIN T
FHR AR A1 IRKEND HOID Z & W& D DT, | ARFID PR AR
(e — Vg | R 2R EERET L2 L, MIC &Y fERD R S
R BRIERAL, BREE N5ZENRDHD,

=) AEHEAT
LIEH (ZBRBHH
K|, MAOBRZEH|
)

A 7T I R
W, 7FLRaRT

A8, PERNEEERH DI D Z &
WHLHOT, WESTDLHREERTD
Ze,

AAlDH =Y AR K
D, ERDERE R D Z
LB D,

IR eE
A bFH L KABBUEA R TR TNAH D, | 2D OEANTIAERZ
MEEOIERE R
%)O
FLa— )L IRKENH DD Z LN DD T, | KD ARSI
T3 — VEATERGCEIKE OB | ik v, B EE S
WCHEBET A &, NHZERDHD,
4. BIER

(=R Z P8 3mg)
SIRT VUK NER T B GEFEIBAESE) . RAER] 30,168 i, 1,005 f1
(3.33%) IZRIEH RO il
ZOERD O MRR 654 11:(2.17%) #5850 139 14:(0.46%). 118 134 14:(0.44%)

FEThHoT,

(=RZ P rYNEHAYa v 7 0.03%)

(PR AR THY)

(=R T v MR 0.6%)

SRV ay TR AT ovr vy GREIBIFESE) o BRAEH] 9,417 4

.52 61 (0.55%)

(ZEIEHI 23388 BTz,

ZOFERLOIFE, R 15 7£(0.16%). T 10 £1:(0.11%). FZ 8 14:(0.09%)%F T

ol
(1) EXLZEMER

(PP AR TR

) Yavy, P74 5F—8ER EETRH)
FU—HEREZR T2 N8B DD T, BEE FOITITV, MEK T, MK
IR, NHEEVRIE, S5, IRREDERDZH b b G E ik 5 2RIk L,
YR ALEEITH Z &,

2) FFHReElEE. BE EESTH)

8 5 ITHERERRE

cav s TFI747

: AST(GOT), ALT(GPT), Al-P %D FH- %
VHEIERS LA ZEND D, £, BUEFROHRENH

Do BIRZTITATV, BEPRBOONLEICZIRGZPIET 5L #
IR E1T D 2 &,

3) /iR (BEEAER)

UMD RS B s ZERNH L DT, BlE

ZFSIATV, BENEO NS B REG 2T I T 570 L MU R0 E

o
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1.7.

—REYA R

A X & (Mequitazine)

N EoEE

(2) ZDthDEI1ERA
(=R 7 ¥ 8 3mg]

0.1~5% A 0.1% A1 BEAD
A EAE™ — FEE . BB EE -
W2 _ AST(GOT)D L5, ALT(GPT)® | 34JH
b5
IR — 1/ MRS -
- Y= GIEE \ %=
bl 552\61@;&2\ S | B, OEV TR
- Py, HEBAPRE | R GRS, RACRR, TERk, _
B, 85
B & — M PR, DR LI —
WAPR 2t — HER A —
WHSFR . R, B, A
Z Oty - PR, AR, BRTLRE -
H AN L UL

I BELBEIEREETIRETL2L,
E2) B2 0TV, RESBD ONHEIC3&EG 2Pk L, B R AE 21T 9

Zk
— o

(=RZVrYNEAYa v 7 0.03%)

(=R T v MR 0.6%)

0.1~ 5% 0.1%A1i5 B
EHOE ™D — FE . BB EUE —
o B AST(GOT)D L5 I
ALT(GPT)D L&
g — I H BRI RIIRANY 73520
T IRA YS9 ;5&%&; G, 0
(e T Mk, Ce, BRARARIR, | BERPREL. ER, 18
B Ji
TEER A — DT i 0 5 T
WR# — — HEIR R
R S TIE, GIARERE . B
Z A - AL, HSENE ., AR
B PN LUK

T BRLULEGESITHREALPIETHZ L,
H2) BIEE+0IT4TV., BENRD SN EEE2 IR L, B RAE LTS
e,

5 BEEADEZRE ( (=K7Y U 3mg) OH)
ElE CIREERAAD bbhT Vo T, HETH 2 &, BERRRICBWTE
W DY EORIER OFRBLEN @B AED ST 5,

6. 1w, Ein. RIFEAOES
(=K7Y 5 3mg)
(1) WEh XAFAEHRE L WD ATREME D & D lm NI G- L2 E R E LU, [4:
R OB GBI LT e, ]
Q) BHIMFIEG T LGAITIIRAEZ P ILSE L2 &, [BWFER(T ~ M)THA
HH~BITTHZ M EINTND, ]

(i <)
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1.7.

— A4 FR A XXV (Mequitazine)
A EOEE (=RTZPryNRAY v v 7 0.03%,/ =KR7 2 NE AL 0.6%])  (5.)
AFlIE. MNEREFKTH D
(1) WA TR L QO D ATREME D B 283 AT L Z E AR E L, [T
R ORI T 2L AMETMEL L TR, ]
Q) B E 5T o GA I BEALETIES TS 2 &, [BWERT v M)TH
HHABITTDZEnREINTVD, ]
7. NREADESES
(=R T V% 3mg]
IRHAREE, #FAR ., LR SR USR5 22T LTV,
[ FRRBR A D 720N, ]
(=RZVrohEfv ey 7 0.03%,/ =472 YNEHARL 0.6%) (6.
fRHAEREIE, HER (R 220 ROSELIE (R ER D 720 1ot
T BEEMITMESL L TV,
8. BEKRS
((=FRZVryNEHYa Y7 0.03%, =K7 2 NE R 0.6%) Tix 7.)
iR, fEAR RAo TEERM L & EICIRG. B, R, &E0Hia U 1k
HAMEENALND,
WE W, RENCIEEL, HEREEIT O, KIS U ST T
e, PR A ST 5,
9. ERLEDZIFE
(=R 7 ¥ 5 3mg)
HH AR
PTP A EEDIEANIIPTP > — MOV H L CIRAT 2 L 9 fEET 52 &, [PTP
T— FORRRIZ KLY . BECSLAE S EERRE AR L, BT EB I LT
MEPRIAR FEOEERAGIHEZ IR T 62 LR ESNL TN D, ]
(=RZVrYNEAY e~ 7 0.03%)  (8.)
(1) RENIBLEAN Z ML TWRND T, OFLRITHE L THAT HEI
1. MBS 2 B L CHIRWICHEETH 2 &,
Q) AFNIRN KA H =D EEOTEZENHDHDOT, MORIT/HEIL CTHE
AT 256120%, BHRWICHEERT 5 Z &,
(3) Al & DEEIZHOWVWTIETE LT RET D Z ENEE LR, RLEH5T
BATHHAIE, A Lz BT nHI0OTHEETDLZ L,
10. ZOHDEE
( (=R7vryNiBHYm v 7 003%) TIX9.)
( (=RZ VYN HRL 0.6%) Tix8.)
FEER (T v b)) TAT =R T2BAMENRRBD LN TWS, F2, ftho
T2 ) FTVVREAEM ORI KRERGIZ L AR - KEIROIRE,
MR - AEOGRILEDRES N TVWIOTHEETDHZ &,
INAHSCEARRR D | =7 V28 3mg : 2009 42 6 AUGT (55 9 ki)
4 A =ARTZ P UUNERY R v 7 0.03% : 2009 4F 6 AkET (55 10 hR)
=R T VN AL 0.6% 1 2009 4E 6 HekET (55 9 ki)
ik —
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1.8.

1.8. &AXE (F|)
1.8.1 IRA3GE (F)
1.82 ZhEE - R MOE O GERM
1.8.3 ik - HEMROZ ORBGERML

1.84 fHHEOEE () BIXUOZORERIL

¥ IRACE (B) 1TFEEERBOLOTHY
RO EZSRT D &,

X BT HIAGRIT AR B 2 RO

1.8 -p. 1



1.8.1.

Bt E IR, 284 ER - 7 UILEF—ERERES EES VAl i
H A HIL°FE 5Smg 87449

Xyzal® Tablets 5mg
LikteF) O UiEREIESR

R _
TR
B ik RIRRAT A Y
AR« EdEIC SR W e B aa
S (2001 451 A 3 H
(A% - AE)
(% 2] RoOBFIIFELG LRV L) (A
(D) ARAN DR XL BT 2 U FHERITRE LR BEUE DO BE WL RACIZ LR F U O R & L C1EISmg
HREOH 5 HBE ZIALEL, ERNCRORET 2, 2B, Fi, JE
QEEOBEE (/v 7F =227 YT F 2 A10mL/min WIC R BT 223, K& 5 &I1X1H 10mg& ¥
K OHLHERE [EWILTEENFET BTN %
N b, ] VN
WE L TR E1SEARMO/NRIIZ L AR T ) U
[#E 5k - tHEIR) fgs & U C1m2.5mgA 1 H2[E, Fa% &k OEERIIC
1. #ARK rO#L9 2,
oy - a1 eI o= = mm e e oo

% - REICEHEY 2ERALDIEE

BB AR T, R B R DI K 23R B,
MHRENERT S, 7 LT7F=0 707 TR
WIELT, FTROLEBYEGRORENLETH D
(HEpEIRE] DHSM),

BB, V7 F=r7 VT T AN 10mL/min Al O B
FADEREIIERTH D,

LARET VU U Smg

mny R — X BEEEK A e, FLAE
K, ATT VB~ TR T A b
Triun—X BFL, v/ mA—
V400

2. MR
AENX, BBEOEmIZEROH MO 7 v A

a—F 4 U ETHY . B a— FEOTBRIE TR N EE OBREREIHIS T 2 ML - HEOHRZ GtEAT—4)

DOEBYTHD, J V7 F=v7 V77 A (mL/min)
W4 |l = — # bty il B =80 50~79 30~49 10~29
= JE— HelE | Smg Z 1A | 25mg % 1 | 25mg % 2 | 25mg % i
WA @ &ﬁ) @f/j JAE | 2mE HiZ10m] HiZ 1=l 22l (3~4
Vb XX 103mg
Smg R : 8mm [ :32mm HZ 1)
B : 4.5mm BEEEZHETLH/NUERETIE, FEEOBZ VT T
AL EEEZE LT, FICHEZRHET S Z L,
(2n8E - $HE] TTTTTTTTTTTTTTTTTTTTTmmTomTommommmm oo
N [EREDEE]
T LV — g 1. BEERES ROBHICITEERICRETDHZE)
RS, 15 - KBk, RS, BT D PRIE W) BEEDH 5 BE [EOMTEE NSRS 58T
WN'AA Do, (THE - HEIZBEET 260 EovEE] &
T LIRS O THEMERE] OHSR) ]
R, REHEE (B2 - KER. BIEX 5 HE) Q) IFEEDH 5 BHE [HOMFRE NS T28Th
WZES £ D5 N5, ]

@) EimE [T RENFRT 2801 H 5,
( TEifma ~0Fh | kO THEYEhE ] OESM) ]
(4) TAPAFEOREIER BT b OBEER O &
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HEHE DEBERAT BTN H D, ]

2. BEEGERNEE

(DIRKEMET Z DD DLOT, KEIFEGHOBIFITIT
H B oD SRR S R A 1 O B O BRI X e H &
RN +HERTD L,

) AH & FHPEO BE IR 5T 25613, GRFH%
Ex T, TOHEMMPOEGEZBHE L, FRFHKT
KFETRUT D Z EREE LYY,

@) AFIOMEZ LV HEBED LR WIGAITIE, &
RERHNZOI WV RELRNEIICHERTDHZ &,

3. HHER
BREE (FRicEET22 L)

W - iR
ESy

RE2FE FRERIEIR - HHE T

FAT 4V | BF VDD R L OOF | I S
v ALY, 7474 V03 | TlERvn, &
WENRRIC A IZ AR WS, & F | FU VU
YD R OWgG RO | RO 2 Y T
HEIAHE ST\ D, T A D 16%
BT 5,

Urren | F U OB EEE O | U M T eI
iz, vFI 20 | LovveF U Y
R OWEFEE ORI (40%) | 7D HEEE O
FOV M EALOBREREOD | BRI L E
PTHREN (11%) BRES | S D Atk

nTnd, WEZBND,
PR RS | PARIPRERICR R E G X DR | AR A R 1 1
il REMEDS B 2 78D HARAREEIT | 1B 23 HY R &

Toa— | HIFHDHZNIT A a— L L 0F | B AT REE R
AT aBI3EET 22 &, H5,

EATHA | B F D DU fEE L OfF | B IEE S A
= FHERE | HC& 0, mAOmMPRER | TiEewn,

KFngy LR L. BT A = RiRE
HARF DORIWER A FEHL L7z
L DOHRENRD D,

D TEIBRTHELFY VLD RIF L FAv—BLAE
TFY L THS,

4. IR

LAREFY AL TEIRTHLETF Y P DR-F
VFAT—ThH B, AFTBNT, LREF Y VU
BRYE DA RME, ZEMEAZRGEET 2 AR THOh T

WRUN,
<UAREFV UUEBEOWIMNI BT DR >
3PN

T LK MR R OB MESERS & k5 & LT-9>

1.8.1.

OMFFMERBRBRICB N T, VREF Y VR
Smg % $ 5. U7 iR AE 511292451 #2074 (16.0%)
WRIWER S HE SNz, 2OER B OIE, HHR67
B (5.2%) . FEFE4A2B1 (3.3%). 3573961 (3.0%)
Thotc, (FKRFF)
<tFVTUHEBEOENIZE
159N
BTV O UEBEORREE TORANERIGE L
7= FAEE139641 4118961 (13.5%) (ZRIEH IR R
MREME O BT EBRRD S, BIERIZ139661
14061 (10.0%) IZAH B, Ee b OITIRE 8441
(6.0%) ., FEEIE1261 (0.9%). H¥ER (0.6%) .
@%Hﬂ«m%)f%okoiﬁ\iﬁﬁ%ﬁﬁﬁ
O RFEEBFIAST (GOT) L57H1.4% (17/118241) .
ALT (GPT) _-5-1.5% (18/11814) | 4FERERH#E220.8%
(9/111441) . VL E L EF0.5% (6/11334)
ThoTz,
BN % kP8 & U 7= TR o i F AR A A 5759 41
UNR163%1 %2 & e) H207641 (3.6%) |ZERARA
ERE 2 ERIERNRD b, EARfdERZ
IR 1491 (2.6%) . BRI (02%). DB
(0.2%) | FEI: D F 81 (0.1%) | BEFE6F: (0.1%)
HCThole, (BFV P UERREOFELERK 1)
URNIR)
YF VO UEBE R T A v a y TOKEREETO
INRZ G E U T RERARBR602451 2561 (4.2%) 1T
ERAR R A R A & 5 LR RHER 230 b,
FE72HOIFALT (GPT) EH8HI (1.3%). HRE6H
(1.0%) ThH-o7z,

(M EXLEMER

NIavy, 7+ 743 F—8BER BEERT)
vav s, TFT7 47X —HEIR (PR IREE, fE
KT, ZFMB, RS DHobnd I ENRHDHDT,
ﬁ§%+ AT BERRD SN HE IR S %
kL, ﬁm@@%%ﬁﬁ_

2) (B R I) mw%ﬂt ik, B
5%¢¢L\ﬁﬂ@ﬂ %ﬁb_

@H%%E%HmwsﬁﬁﬁﬁﬁﬁwhAﬁﬂmﬂ\
ALT (GPT). y-GTP, LDH, Al-P® EHZEDTHERERE

= (WIHPER : 2 AR, SRR, FEL RS |
EEN D Lbid = kﬂ%é@f BlEax o127
W, BEDSEO DG ARG R R IR L, )R
WEZATH T &

4) M/NRE A EEERBA™) /M S & bl b
:&ﬁ%é@? ﬁ%%+“:ﬁw RERROLN
ARG A2 fiE L, @YREETTY Z L

[ﬂ)@%T@VT?%)//WMW@E%ﬁith 16 5

NTWBHEERICOWTIIBEERKH L LT,

% Rk K O >
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) xnthoEIER
BF U VUERE TRO 5TV D RIER 2 LLTIOR
To WROE D REWEMNRRD bNT-HEITIT, LEIC

JR U R, BT IEEORBMY LB AT 2L,
0. 1~5%3Kiis 0. 19K SBETH

¥
IR

MRAC, AR

O, BHERE. 5
LALE, LU
&, WE, TRiE
JRk

Viny

AR, fRER,
oo, W, XK
PR EIRTED |
WD | M
O AR
3) . ﬁ%@%&:s) .
GIREES

HESR

A%, M.
BHRIR

HORPRE, T,
THILARR, B8,
e Rk,
R =2/ N X5/
[m=g A
M BRERE. N
AP

i EAAT

BIR&

B, ML b
TEIKR(FE7 "
PEANE PN N
BENR, FEMEME B
M. DB
)

FFBRERHE 2

ek, U v
SRERIEZ . AIER
W% [ I ER
A, WERHZ,
MBI, L/
Wb

BEE

SEI5, HIRE, I
INEN SN
PR, I PN

E2 18 NP S

3)

iR

FEE S, FHH

T B

ALT(GPT) k
5-. AST(GOT)
kA BEY
= o = A

Al-P 5

B -
MPRER

JREH. BUN L
. R¥E. veY
Uy —rroh
wLOBR, LR

PrbR N

Z Dt

By, AR
Mg, 1FTY. B
LS

B, FRD
ZhiEn ., B
JE L S,
i, ek, &
FIHMED | A
S | R IR

i 3)

1 3) WAL RETF I UUERBE TR BTV DEITEM

1.8.1.
Rl L7z,

5. BREADRS

AFNE, E& LTS IS D25, BiIE T
BHREAME T LT 5 2 L% <L i\ e 4
Gt aBENBHEOT, (AR Bl2E2.5mg) M
LR S RBIGT 57 CEEICHR ST 5 D L, BENSR
W & AU B A LR LRI B 7 L) 2 L %
1752k (TSRMBIRE] OEBI).

6. IR, ElR. RIBE~ORE

() 07 SUTATHR LW B FTREE D & D0 AT, 1%
LoOFRENfERMEEZ BRSBTS N D 5EEIC
DHFBETDHZ L, [BWER (7 v ) CThigz
HET 52 ERMEIN TN, ]

@ EBEAF O NIIAF R G FITRAL L BT D
&, [BF VU HEEmEICBWT, B NELHF
~BATT D2 EBRHESRTNS,]

HE1) FEIRTHIEF VDL DRZF L FAv—RNLR

TFV UL THD,

1. INREADERE
AR, FAR., LRSI O /NI w
T2 AEMETHEST LTV (BRI 21 AR5
X720,

8. ERARRERRICRIZTEE
AHENX, T VAT NS EMHIT 5728, 7 Lv
7 N BOGRRA & FE S 53 ~5 A Al & D KAl o #
BaEPIETEZ EBREEL,

9. BERE

iz, ER - AF OB ER G &Y BEIRER S S S D
N2 eENnb5,

WE : LETIG CRHERIEZAT O 2 Lo AFIORREY
IR aEA 37 < O R TAHNTENT ThRE S e,

10. EALDZEE

BRI AR PTPALAEOFEANIPTP Y — M2 HHLY H
LCHIRAT S L5488+ 5 2 &, [PTPY — b ORERIC
L0, EOSATSRIERE AT L, IS E
f o L CHERIAREOEERGIHEL T2 &
DEESh TIN5, ]

(EyEiE
1. mMARE
(D) BEEizs
TR A B 20612 L AR BT U O SRR Smg & 228
BPHEIRE OG- Lo & & P LARE TV DU RE
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V5% VRERT L 13 A ) 4 PR B2 232 .6ng/m LI B 2
U7z P BE ooV 2 i i 3R 7.3l T do o 72,
F7o, 10mgZ AR OBG Lz & & F 5 REICtk
) Coax P _EFH- R CAUCOE MBS vz, BF VU &
AN 10mg A ZE NG B EIRE P e - U7z & & | g
ViRt T Y O PR G5 URE R I e e S R
F£228.3ng/mLICHE#E L, {HAERINIK IR CTH -
77

600

—0— LRt F1) o2 10mg
—e—tF1)2210mg
—o— LRt FPr5mg

500

IS
o
o

w
o
o

N
o
o

miEhLREFY S RE (ng/mL)

100

0 6 12 18 24 30 36 42
g (hr)

®-1 mFPLREFIORERRS (=20, FHEHRERE)

-1 LIREFUSO DEDBIRE/SA—4

48

w5 tmax Cinax tin AUCq.,
wE |
o (hr) (ng/mL) (hr) (ng.hr/mL)
LRET 1.00 232.60* 1814.06
. Smg 7.33+0.98
Vv (0.25-4.00) 64.49 392.49
0.75 480.00* 3546.51*
10mg 7.57%0.89
(0.50-2.00) 104.01 712.14
'FUY 1.00 228.30* 187537+
10mg 7.32%+0.78
Ve (0.50-2.00) 40.67 377.94

n=20, “FIYEEFEERZE, tmx

Q) RERS NEAT—3)
fEFER 208 VAR EF U ¥ g SmgZ 18 1
618 A M ZE IR B/ M 5 Lz & & b LR
TV U U EREIR I 5-BR 2 H E TITER
RAEEICHE L, AUCoaslZ DWW THEH L 7= BRI
121.08 TdH - 7=,

NEAT—%)

fERERRA206IC LR F U ¥ iR Smg & &1

(BAEIIR) UFZEMERRCHER NG Lo & &

R L BRSO LRETFY O

VIR Dt (I L3IFRRIE L, Cran 23 4935%11%

T L7, AUCICBEE R ZIT A DI o Tz,

B BED

52

Toa

e (i)

1.8.1.

2. 2

TREEREA B M0 L AR B F U 2 o s Smg % Z2)iE
BHEEROHRG L&, LREF VDU ORDITO
AR5, 14LCTH » T2,

MAEE ERESE  [UCl-LAREF U P (0.2~5ug/mL)
Dinvitro TO b kMR B#EEFITHN2% TH -7,

3. R

(D LAREFY O ORBREIL T = =V DOKER{L,
N-K RO-FL 7 V¥ AL N # 7 U AR o4
WTHD, £l2. LAREF U P UITEICCYPIA4T
LT AR, BEOCYPS 1 CRIFIE) T7
= = NVEOKBILEIZRB S D (InvitroikiR) .

@ UVAREFY VUIEBERABEDCopuffiIEDRET
CYPIA2, 2C9, 2C19. 2D6. 2E1} (N3A4% [LEH
9, UGTIAIF NZCYPIA2, 209K UBA4% 38 L7
VN (In vitroislR)

4. Pt

e AN BHE2061IC LR T Y ¥ U RN Smg K Y
10mg % ZEERFLEIR N 5 L7z L E D RNT o2
7 VT T A, ENEN2435+0.567L/hr K T2.482
+0.582L/hr CH - 7=,

ERERR 206 LR BT U ¥ R Smg % ZS fE IRFH
B AEG L b & DR5H%BRHETCOLRETF
U HERRIE O BRR T HEEERIIRT3% Th o 72 (Oh
EAT—4%),

B N B AN [MCl- L R B F U O LR TR
SmgZ ZEERFHEIRR OB Uiz & & O 544168
T TORE O O RERIN R 1T F T H185.4% K
VI29% TH -7,

5 BHEEETEICBIT2ANEENBEAT—2)

I VT F= VT T AN45~90mL/min ($RSE) |
10~45mL/min (F55EE) ORERER TE, K OiKE
WaLEETLIEEOBHRERNEICLAETI Y
U Smg A BRI O G Lo & & B ERHE
W BHRRIR T H T, LAREF Y U UERED
AUC 13I8 ~5. TfEHINN U typl T 1.4~3.9fF I HE K
L7z,

=2 LIREFUDUIERIEDEYEIHE/XTA—4

X " R "
ER | BEKT HERT
B e o KF -
(n=6) (n=6) (n=6) (n=5)
CLcr
) 98.7 62.4 26.4
(mL/min/ 0
, +7.2 +9.8 +10.3
1.73m?)
Conax 220.5 295.2 320.0 358.0
(ng/mL) +68.78 +60.76 +67.06 +90.64
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. | AR .
N EH AR R . BHERT
B AE - 1R -
(n=6) (n=6) (n=6) (n=5)
AUC 2212.5 3884.4 8290.9 12579
(ng.h/mL) +282.60 | +769.85 | +3653.54 | +3518.4
10.4 14.9 25.2 41.0+
ti2 (hr)
+2.76 +3.12 +9.73 15.54
CLr
. 25.6 14.3 4.2
(mL/min/ -
) +4.64 +5.13 +2.33
1.73m")
2.29 1.33 0.68 0.43
CL/f (L/hr)
+0.27 +0.25 +0.22 +0.15

Cler: V7 F=227 0770 A
CLr: 27 UVT7 7R
CLf: &5 7 VT Z A

6. FEZEEICHITSARNERE

JFRREIR T IC BT D LRt F U ¥ R 0 3Ky
BREDRFHIATHLIL TV,

SIS [N U R Y E ol Rl R IRV Y 30
10mg % HL.[ERE A G- L7256, FRERE E NIk
A M IE R REN IO R, Cun® EH. AUC
DOERBFBEH LN UMEAT—4),

£-3 HEZEEFIB T EFIOUIERIEOEYERE
INTGA—4
tinax Cinax tin AUC
PR (hr) (ng/mL) (hr) (mg.hr/L)
fERERRA

1.0£0.5 384103 74+1.6 33£0.9
(n=14)

SRS
ArafZe i | 1.0+04 | 498+118 [13.8t1.8| 64*1.6
(n=6)

PEEEAR e (7

7. BREICHTAANBE NEAT—5)

mlnE (e FH68E%) Bl L AR Y ¥ Uk
H30mgx 1 H1El6 HKEROFE LIz EDLRE
FIV U UEBBROEE 7 VT T AL, BERA (F
fi : SEJA05%) & PR L THI25%IE A o T,

x4 SREICBTHLREFIDUIERRIEDEYENRE/N

TA—4
tmax Cmax t /! AUC )-00
HeBRE 2 °
(hr) (ng/mL) (hr) (ng.hr/mL)
K 0.58 6.92 13855
BEERR 16354268
(n=27) | (0.58-2.08) +1.10 +2340
e 1.08 8.92 20382
ralk e 1596 +287
(n=9) (0.58-2.08) +1.71 +6025

VI EAFER A, tman + PIRAE (HEDH)

1.8.1.

(BGERALAE]
WS CEE SN VAR B F Y O R OGRS &
W F U 2t O E N B RE 2 =7,

1. EFUDUIERIE L LREF ) D UBRIED £ Y=
B[R 1 A BR AR
fERERR A B IE200IC LR F Y U RRE Sme i
F VOB 0mg 2 ZEERFHERR OG- LTz & &
LAREFY it TF Y o o-ECTREEDMIES
LAREFU D UVRENRG L, MEFLREFY O
DCpax L PAUC 45l X R TH o 7= ( TERYENRE | DIH
Z M)

2. EFY 1B FRIE D ENEGER A&

(D A

ENIE~178MERR CHEIME S N2 T LAX—MHRE, 2
BRIZ. WIB - BER. PR, BEE D FERE636HII
F5EF Y U UEREO AR K O EER
HEGABR OB EIZRD LY Th - 7227,

-5 ERNEKRDABRREICSITHRER
doER ( [PEESE) Dk
DFEF FEFREL)

49.6% (66/133)

ZERIE 77.3% (211/273)
Wz - R§R 65.9% (81/123)
FEZ 57.7% (30/52)
R 5 FEiE 74.5% (41/55)

(BFV VUM 10mg 1 B 1 #5412V THERD

Flo, TLAXF—MBRROERZ EZxI% L L &
SREEGERBRICB W T e F U O R o A A
HERINTWD

(2) /R
DZLILF—ER %
i) —HEMREEER (R 2 B, s 122
i)
E P28 fiak CHEEMET LV X — PR e s Lz
CHEERIERRICBWNT, B FV U UHERBRE NS
Avn w7 125 BTk« 1E0.2g (BFY v
WA L L C2.5mg) Z1H2[E 7kl E1SHART : 1
B0.4g (BT VU DR L LCsmg) Z1H2E]] &
DUVNIT T e AR E2EM RS Lz, RERIERA AT
(K LomdeltE, &I, &M, BNZE K oF
fEBEEE-GIR LT, TOMENS, 77 BRITH
TOARKOEEMESBIES N, B, /NROEE
T LA —RRICHT 67 b TF T 2 T VR

18.1-p. 5



HExE+ 2 “EERRBR TR, ARMEIZOWT

1.8.1.

®-7 £BFHEARICH SO EIENEEE IOELE

BTSRRI T2, R=RT | Rk
A it 41 25 b Y
) M i
M s ST -4 MO B e DM IS = . Ffra AS E 3
£-6 LAMTEMNRMICETARERERAITOELE O | g | 70 | RS
2> e | e | M| T
AP | BT | BRI | s | (g
N R R AL ELb 2N 2N %
A g | FEE B lme| o
|| FHIAAE — TFVO 241 196 | 045 0.43
B P2 | e | s i R (052) | 064 | (067 | (005
R | (P (f}rﬁ (ﬁﬁtﬁ 7::5?7 . 2.40 1.88 0.52 0.51
= ) fii %) #) 17<j;Vﬁ§ 6 (0.52) (0.63) | (0.62) | (0.05)
TFIV | 6.66 479 1.87 1.85 i
ke 126 | (196 | (1.79) | (0.18) eF v | oswfamixm
s 6.84 5.51 133 1.25 vs AAEE R N
7R | 117 .
(1.52) .04 | (179 | (0.18) rhFTer
7~ LRl 20.08 | [-0.22~0.06]
‘ p=—— a) ZE{L RO H TR B I
ﬁ%{;:ffﬁ R e p i b) ZLR= (2T RN GABEER 5B 1 O]
VSR 0.60 |[0.15~1.05]| p=0.0087 3HRE) — R

a) A SR A 2723 10 28 2 2 BT AL B RS

o) W= T A RHIEMIRI O % D O BEIERE N O i & 3L

b) ZftiE= {(N—2 T LFHmMR GRBREEE B A O/

3 AM) —ETRERH )

o) N—=RTA MR 27 RO E 2 R R L LT

SIBAHTIC & D B

4t

Ea

i) —AREEARRER (PRG-I 12 8. MR 36 1)

e Lt iomiric L v i

i) —AREEARRER (PRG-I 12 @M. M5 73 61)

EP2sHiae CHBRE, W5 - KR, 5. BEL
D FEIE 2 XU T2 S A, & D FEDBEIE L O IR
B4t A 2 b OB OHER CPEE EARERZE) 13,

[E PN 195 3% TIBENET LV — Pk B8 & 5 81 E
I, BEMIERRA 2T DORX—=2 T A L FMHHE
OO\ EOHER CFHEHIEERAE) 13, K548
B :2.81+2.62, 58 : 3.66+2.75, ¥ 512k
340£3.01TH Y | ZRITHT G TRRE TR T 52
L7 EL TV,

AEMD. KEKRB (RS- KRERXK. RIEZIFERE) IZHS
5%
i) ZEEMIEEER (5 2 /. T4 134
i)
ER29fisk C7 b —MRER ARG E L ZEE
KA BRICB VT, ¥ F U P UHEBIE R T (v
v 7 13 LL B7RERss - 1H0.2g (BF Y Uk
L LT25mg) Z1H2EL, 7rklh E1SHEARTH @ 1150.4¢
(BT YV UomEiRE E L CSmg) Z1H2[E]) &5\ i
TFT 2 TINABERTA a3 T
AR ¢ 1810.6g (7 hF 7 =& LTC0.6mg) Z1H2
|l 7L 1SR : 1Ellg (X hF 7= b LT
Img) Z1H2[E 2WHHEE LTz, & O FEDOEIEED
BALBER-TR LI, ZOENL, ¥ v F 7=
U7 VEBRIT R D ARFED IS VEN R S LTz,

KUK T 55
H

Be 54K 0 0.8320.79, H5-8MEF 1 0.9720.90, #
512K 1 1.03£090CTH Y, RITEGKTHREE T
W52 L, BELTVE,

£808
ERN4->O/NEERRREBRO ST OFER, BTV ¥
VIRERIE OIRROFEILFEIT1.0% (5/480f1) &1KDv-
72o INRBEMET LA —HRBRICT DT8R
xR e L ZEEMmERRBROME, EF ) vr
et IR D FEERIT.0%AT (1/12261]) TH Y,
7ZR (0/1176) ERIEETH ST,

3. LiktF O UIERMIEDBNEEREE
M) LAREF VD UERBRIE L F Y O U ERRE O L

BN

FHIET LA —MERREEELIRE LT, VAL
F U U LR SmghE L T U U L R 1 0mgRED
BRMFRSEEZ R T 272007 72 Rl EBE
RrbigekBR & F20 L7z, EEFHEEE Th SR
(K LeBHEE, @t RoZ 23FELTIROE 5 5E)
DEFFA AT OELEDOEIT - 0.12TH Y, LAREF
U O UEERYE Smeht &2 T U O IR 10me B 1L R
RICRIFETH D Z RSNz, £z, WAL
TR L THBICHERDOAF A a T 2k
=L,
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#-8 4 ERDOESHRAITICLDIAE ST
(Per Protocol f2#75£H)

1.8.1.

®-10 EEEEE X7 OFME

A TRFRIH
GBHE | BB | EGEKR | BeGaT | EE AT pfi
2l
v J7m7L 82 2.06 1.56 oot
PESEIRRE ’
Smg 80 2.07 0.94

TGS | AR
FE S5,
i | e ;;J qgj By | o
5 fiE (90%CI)
LAETY 281 791
BehE | Y 5mg ’ B
o 1 ese
Al vFU 78 781
10mg
LRtEFI
218 T 7Y 280 4.03 4.00
o v 5mg -0.12
U vFY TS (-0.41,0.17)
] 278 3.87 3.89
10mg

AFERDEFE A 3T OFPHEFE BT IIED7ED 90%CL 28 F U

¥ 10mg D 4 FER DA A 2T OSFEMEH B L7z 20%D

FPH (-0.78,0.78) IC&ENT,

*: 2 F U VU 10mg OFEFE HFIEN O LAREF U UV Smg
DB H VI 2 W C T,

(2) 7 LA — PR R D BRR D R

FHIMET LLX —PERRBELHRE LT TR
MR TEERRBRICBWT LR EF U PR
Smgz 1A 1Rl 2BMEL Uiz, £z, @FEET LV
X —MERRBEENRLE LT T RAB _EER
HESERBRICB W, LR BT U O U EERE Smeg A 1H 1
B, 6 G Lz, ZORER, FHitkT LvX¥ —k
R OEENET LV —ERRBEICHH L, LR
TV DU SmghE LT T B AR b L T
fEE & L7cafiEdk (K LoB31E, Rt Rz 5
FERORDZ H5E) ORFAITEHEICHFE L

6)

o

%9 4FEROEHRITDOTYIE

ERE IR

IEEE | B ERE | JEGIE | BT | PREER A | pll”

¥)E
kT | 75 117 8.50 6.09
LAE— | &R 0.003
PRI 5mg 118 8.40 5.20
BEET | 7T 142 7.44 5.10
LA¥— | &R <0.001
P & 5mg 150 7.69 3.93

WO GRER  RGHE RGATE, M)

(3) 1M RF R FERRIB IS k3 2 BRR 20 5
BRI R IR E L7 7 AR R
BREEHEBRICBW T, LRET U U R Smg
ZIH1E, 4REKRE Lz, ZO/RKR, LAREFI Y
VR SmglE L T T B ARBEIC L L BRI TEE &
L7eZ ) FERIEE A a7 A EicskE L2,

RO GRAR  RGHE, RGATE. M)

[FExhEEE]

LAREFY DL, T EIRTHEET Y VU DOR-=F
VFFw—Th, BFU I LRBIC, FER
b AZ I UHSZRREER - 7 L LR —MREIREK T
b5,

1. ER% I UHSREERER
b AH I VHZBRIGERROICEST D52 Ik
D, EXZIOERHEZRET S, e AXIVH
RRIZHT 28T ETF Y 0 L0 bR2EE W,
EAHIUH,, EAZIVH, T RLF U, RS
2y, TEFLaY v R b= ORZEEICK
FTHEMMEIIES (B b, Ty b, EAEY )Y,
R (ELty FRE) O AZ I VIR E R
FERAFHNCHIHRI L=, £7-, b 22 I UBREREK
T F T 2 W95 B OV AR VE F 4 514 TRERET 2>
BERD B, BWELMEFRE TR L (e ) 19,

2. WFEEERICH T H1EA
In vitrolZBW T, =A% F 3 UHMIC X 5 EFERER D
AP R R Bl 2 80 L= (e k) 1D,

3. MRaEE S FEEISER
TEHmHERMICE 2 EEMENEMES O
VCAM-1FEAZIHI L7 (B b)),

(BRI T 2 E{EErME]

— W4 VAR EF Y Y EEEHE  (Levocetirizine
dihydrochloride)

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

53 F 3 1 CyH,sCIN,052HCL

5y FHE 1 461.81

1.81-p. 7




&R
Cl //\N/\/O\/COZH

PRIR : BEOBKRTH S,
lcfR%Ek (logP) @ 1.32 (pH7.4, 1-4 27 % ) —VIKR)

(@ %]
WA YPILEESmg : 1005 (105E X 10) PTP
5008& (108E X 50) PTP

(EZHK]

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

DB FlEA - HEEGERRE 37, 754-779 (1994)

3)EHZKRRIED « ZERE L ERR 28, 2107-2129 (1994)

4FEHEEZ KT - FEE L ERR 28, 2147-2162 (1994)

5)E HZKEBIED « FuE & FRIR 28, 2163-2173 (1994)

6) Potter PC., et al. : Allergy 58, 893-899 (2003)

7) Kapp A., et al. : Int J Dermatol. 45, 469-474 (2006)

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

9) Christophe, B., et al. : Eur. J. Pharmacol. 470, 87-94
(2003)

10) Devalia J. L., et al. : Allergy 56, 50-57 (2001)

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

[EREERE)

TS50 e AI AT T4 RS

T 151-8566 HULHN A X T-BK 7 54-6-15
NAR— e I T e B H—

TEL : 0120-561-007 (9:00~18:00/+ F #. F Jz V4 ik 24
AZk<)

FAX : 0120-561-047 (24#5R1=2 1)
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1.8.2.

1.8.2. #hik - RS LU DHRTEIEN
1.8.2.1. ZhEE - IR

139N

T LV —PEE R

B, W5 - K. BB, RIEE O FIE

URR)

7 LV —PEE R

RE, KEREE (BB - KER, KIEE O EEE) IS £ 58

1.8.2.2. Zhak - SHER DR EIRHL

1.8.2.2.1. BA

LARETF VNI T IR THLIETF IO UDODRZF T A—THY, EFIU D
TR R A —TH Z LR EN TV,

ENTEMmLEET Y U OKRBRORS R, @FEET LAX—ERK (PAR) | 122
B3 L O I FEME R SR BT 58 F U 20 10 mg/H OFZMEI RSN (254158) |
TFUUET VLR —RR, B, 5 - ER. BB X ORE T D FEE & 2 -
PhERELTHOFARE 21t A& I V3K E LT, EROBY CREMIMIC O v iR
HshTtnag,

WATELARETFV P 10mgBLETF I Vr20mga&b LiztEnLRtET U U
DOEYERED FIEMENHER SN TEY Q712480 | F 7 ERITAE LR &R
Stz (A221RBR, 27.22212%M) . £72. FEMET LLX &L (SAR) Zxf4 &
LIV AREF YUY 5mglH LTV P 10mg/H O iEER (A222388k) CiliAloA23hiE
BLOLZEMNRFERTH L Z LR Sz (254323 L 1UVA222 CSR Section 12 &)
X5, BIAEEERBRICB WV TEH SAR, PAR B L OMEMARIEERRZ (CIV) 1264567
MRS N TWD (254.4.16.1,25442518 K (02544351%M) . TORE, KkEH
BLOREZILDE LEEEIMIBOWTLREF U DAL TICEF U Vv L RSEORNEE -
PR TR EN TS (E1.82-15) |

®1821 LAREFVISUEBIUVEFIIUDIE - DR (RASIVNR)

K e [E
LAREFY U WEMR X OFEET LS —MRE | 7T Las—Mak (FFET Lrs—
TR ERS SRR PRz & Te)
1BV FE SRR
vFY T FHMET LV F MR R RN LOFEET L v —MER R
WAEMET LV —E Rk 1BV R ZEFRZE
181 SRR

1.8.2-p. 1



1.8.2.

ARl BARNIZIT D3 EhERER (111580 35k) % Sk L 725 R, th%J//
5mgBL T U 10mga&RG Lzt O LREF Y V2 OIRYEIRED [FSEMEH fERE
éﬂto;@&kﬂE\Hﬁkf%ﬁ*k&ﬂ%;VTt?)//i%?)//@#gfﬁ
F U v L RBROAINER L ORI SN D,

1.8.2.2.1.1. BEARIZEIT2EF) O UOBKRABRBE
ENTHEMEINTZtF U P DERRBREE BT, 7T LX—HaR i%f
%« BIER., BB, KRG DEEEICRT DT U O OFMENRLLTO L 5 IR éﬁ“b“(b\

PARIZXT BT VU VORI, Zaetts X O A2 BB 57207 hF 7

= U E KRR & U 7o [E N B AR L ik Bk 2 520t L7z, = OfE R, RSB I1X, vF Y
DUBE (I0mg) L FTF T =R (Img) MICEZBORNoTe, [HEEYEE Uk
DYERITE TV VU GRE47.9% (451944) | 7 b F 7 = U EHRE 38.3% (3U8L4) T
HY | FFEEREOME, £F ) P ORERITS b F T = L A% LHB S0
(254.1.11&M8) .

BPEZERRZ (CU) ISk T 28 F Y Pr 10mg/ B OAFNME, 2aettls X O A2 &8I
WZRHld 57200 7 =2 Img/ B Ze 5t B3R & U 72 [E NS TIAH BLisealii 2 5Eht L7z, £
FER. 2%OSRGEE IIWERICAEBEEITGRD Do, THEEWE) LiEo
WERITEF VY P 10mg/H 82.2% (88/1074) . 7 hF 7 = 1mg/H 79.0%

(79/100 41) T bITEN BB RZ R L, MAEANIESE LMz (254112 1) |

FOFE, RBEMEOWE - KEK, %%%;w%5%%&5&%%5%ﬁmﬁﬁéﬁwg
BRIRERER TIE, BF Y 22 10mg/ HITRMEREGERE O THEEUEE) M EowERICE
JANGNIRTZ &ﬁ*ﬁ&m(mﬂ%%)\%ZSN%CWQ%)\&%%ﬁﬁﬁww%
(4155 4,) DOEFRE R L (25411358) , ZEMHICEHLTH, EERGICE 28R

PEICRIBE & 72 2P RITERO BT, R ZIROMEEME bEB0 6o 72 (25511%
)

o

1.8.2.2.1.2. BEANTOEF ) SO OBMMELE

lW%@ﬁ%)//w%mﬁ% BT PAR B LN CU ITxtd 54 2hih 2 Heilie U 7= 5 2R
PR EE ETHY, BFIVI0MET a7 7 A VIZENATHEE L TWD Z
&ﬁm@éht(ﬂmzﬁﬁ)o

1.8.2.2.1.3. BB ITBLREF) OOOBKRARBREE
WA TEESNIZLREF U P OEERBROMRICBWNT, LREFI D DOREE - %)
BT T DHIMERLL F ORI RIS TV,

SARB L ONPAR I A ik (A217 3Bk, A219 3B, A00265 itER) 73 Ehi S

. WTFROMREBIZBONTHLREF U P 25 mg/H, 5mg/HFB LU 10 mg/ H 851
T4SS (Total 4 Symptom Score : < L AFAE, &I, BOZL FE, IROZ S FEED 4 >DJER

1.8.2-p. 2



1.8.2.

BRIA 7)) TT 7RIS LFGEH PRI BIER Z8GE Sz (A217 : 2.5 mg/H
P=0.001. 5mg/H P<0.001, 10 mg/H P<0.001 A00265 : 4:/f & P<0.001) (254.41.6.15 k%
25442513 H)

SAR B L OVPARIZxHT 2 S IR EG LB  (A00268 55k, A00266 i6k) Tix., LARETF
Uy 5mg/HIL T4SS T 7 ERICx LIPS AH BICIER 2 tE S (A00268 :
P=0.003, A00266 : P<0.001) . LAREF U D SAR I L PAR KT 2 AR REE &
iz (25441618 K10 2544251%8) , £z, SARICXT 2 5 MFHERRHE (A222
ABR) TIE, LAREBF U 5mgH EETF YU P 10mg H OENERFESETH Y . etk
Ty ANVHERTH D Z LR ST (254323 LTV A222 CSR Section 12 /)

ClU izx3 2 FHERERB (A002707ER) TiX, LARETF IV VronTFnofHETHLE
IFEDHEIEE R 27 T 7 BRIk LEGHFICA BEEROUEELZ R L. (SHE
P<0.001) (25.4.4351%0H1) ,

ClU (Zxtd % S MAHERIREABR  (A00269 7klR) Tix, LAREF U T 5mg/HITZ 5 FFEDOHE
JEERA a7 T 7 vRICx LG FICABEICEROSEE R L (P<0.00) | LAREFY
DO CUICKTT D ARMERHGEES . (25443512 H) |

FIERBIONEBIHLTH, LAREF U 5mg/lEEEF VP 10mg/ B OFEINEE
ft L7z bR (A0041035R) OfER., £ OO EEE A a7 IZB N TLREF Y Vv
5mg DEF Y P 10mgiixtd D IELMED MR S e (27322455 )

ZARMIZEA L CIE, SAR, PAR, CIU, EERBIONEZIZ L, LARET Y Y 5mg/H
B G 2t TRICRIEIR A 5T, DORBFMHIIRF TH -2 ENHR IS TWS,

1.8.222. MNR

BN E RIS NRICBWT B LAREF U DT F U Do 0RBETEF Y DU LEREOA
kR KON IIRE SN D, 2ok, ENTEBINZEF Y v O/NRORKHER
B A FHMEE R E LTHWAS Z L & LT,

ENTEF UV o/nNBEx5 8 LB IR R LT O X 5 I2EiE S iz,

v F U o/NRICKT D) e HESREL B9 E LT, 2mlh | 7R Tl 25mg %
1H 2[E, 7Ll E15mARmM Tl 5mg4 1 H 2B A% « AECHIFEERRRER (A424 3
B, A381AER, A2757 Bk, A3887kER, A387 R, A389#ER) MNEMi SN/, B, Ih
HO/NRERGRE LIctTF U U0 OKRERIL, A2T55RARE N7 A > v v 7 1.25%7)°
ST,

PARIZXIT 2 77 AR I B EMEGRER (A424385R) IR\ T, BiniEaHmsiE (2
M) 1215 TNSS (Tota nasal symptom score : < L%D%L%%ﬁf\ S, =BNE DB &
OBAD AEIRD A 2T 2G5 LT G SRR A 2 7) OX—2F 1 3 ik b D21t
B2 TEFMMEE E LCeF VP oaoittE 77 AR L R LR, BT o
FEO 77 B ARBI D2 EEMESFEFRYICHREE S #1172 (P=0.0087) .

PAR X9 2 “H 5kttt (A38L7ER) [2BW\W T, Al (2EH) |
17D TNSS D _— R T A VMR D D28 b B h TEFMEE & LCkeTF Y V/@ﬁxb

1.82-p. 3



1.8.2.

BN FT b A LTRSS, BERZEOEE X R O F MBS IES MO [F 2R Ul % T
Bl o7=Z b, EFVOvDr NF7 2 Tkt T AL EARIET 52 LIXTE otz
L2rL, FASERGR L LIZRIRINZRENT 21T 72 & 2 A, BERIZEOEEX M O FIREIZIES
PEDRIERFUEDOHFNTHY . BF VI DF NF 7 = ATkt B IEL MR E T,

PAR O/ (75D B 15 FRT) 265 s Lz N7 = > & o " H e
(A275388k) TIE, TREMK TRICB T 2R AGIERA =27 (K LoARE, &3t SO
FIERA 2T OEFAaT) OBEM O OB &  TEFHMIEE & LTEF U VUK
E NTF T 2 VBRI LT AR, BEREOEEX R O FIREAIELE O RIS R E A T A
SO F VD NF 7 2 AIKT DIFEHMEIRAETE R ole, BF U DU HEH D
g cix, EF U Y 5mgl H 2[E#EGICB W TEF Y Y 10mgl B 1A 5L,
K0 FEROUGER RS ST,

PAR x5 & L= R 538k (A3885BR) (2T, TREHIE LI OB G5 &
PIERDOYGENFRO H ATz, TNSSITVEFR ML 2 8 £ ClIsons, 8 20 055 81EITH
TR L, ZORITE 128 E TIRIE—EOMEHMER L-, 15EZE LT
— AT A VFHEHAR A S TNSS Db 23588 H v, SAIERIZHRTT 5 b RI% 128 0
P G4 TR E CTRRE L T2,

7 MR ERICKT 2 ZEEMRIEGER (A387HER) 1TV T, BIRERHEEIE (2
WHE) ZFB1F 5 TZOFEOBEIEE ] BEBIEA L3P IRRIHE) OX—2F 1 3l
B S D2 A FEFMEEE & LT b F 7 = ST D LA RE LR, BT
UOURE F N F 7o UL IS (29 FOEEE | ORTARD b, FEMZEOE#EXH
O FIRENFIELYEDFRERMEOHFANTH Y, EF VD7 N F7 = Kk D ISP
DIRREE S 7z,

KREE D FEMER BB A RIS L L EWIRG5HE (A389#ER) 2B\ T, [ZIH5FEDE
JERE ) IR LB IR T L, BE5UHING6Z D FEOUENRO b, 1HE 162
el IR 12 % £ CREFICIR T L, RAIDE S FEICK T 5 EDRITEGHR TR E T
W5 Z &< Fife LTz (2541221

ZAMIZE L TL, BF Y DU hNRIC B REEEZ A L, BRI GR (12 5)
ZRBWTH BFRARMEEZ /R LTz (25512 /) , /NEBEKRRBR CRO N HEERIT,
RAZENERE LT ) D OEFRRBR TT CICRESNFLREFETHY . NRICHR
7B EERITRD SR T2,

1.8.2.3. FLoH

AINZBNT, BEGEOEFT Y Vv GmgdEls L OV 10mg fE) 1£4%]. 7 L¥—i
SO, FIRE, W2 - ISR, BB, BT O FEIE] ARhEE - R E L CERIREER It E
TWe, 20%, 5mgEIcB W CONEHEZBINT B, FBAEOWRIZI W TN
L CORBUTOREIKIZIIT D518 - IRZEEE AW EEHET L2 ENEE LN EEB X, K
NEFERD [T VX —MEK, K2, KRR (B85 - IEX. KIEE O FE) I2fE
IEIPE] EHRE - R L LTARETRIF LTV D,

1.8.2-p. 4



1.8.2.

—F., BTV UUDRRHIBIIBHICL AT VACKDZ DO THY, BTV D
BECREDERZI R EZHT 5, LARYF U D3 CEBS N BRHRBR T, 10 1E., 5
mg O - R TESIMEF L ONEENT LV —MEagk . BMEERRIERE, BB LD
BRI L CTHETHD Z L BRI TW\W 5,

PLEABE % | AEHKAT%MLK%%@%%%TV?%?UVV&mkt?UVV

10mg G L= D LRET Y P ORMBEDRISEMENREINT-Z LD, %%)/
v ERIBRIZ, LARETF U PO ANICEIT 53 %ﬁ%é’ [7 L — ﬁf%k EHIES2N
% KIER, FEE. KIEZ OFIE] ERRE L, Tl b 15 Rl o/ Téxjﬁb-ﬂl%

Z [TV X —MEEK, RS, RERE (B8 - gL, ﬁf@%ﬁffr) WD & 9P
ERRE LT,
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1.8.3.

1.83. Hi&x- AEBLUZTDORTIREN
1.8.3.1. Ak - AE

19N

WHE, RACIILREF Y DoEmtE L LT 1R 5mg & 1 3 1, sEMmMcRn&E5T 5,
7p¥s, R, ERICK VEEHET A, kEmG®EIZ1HE 10mg &1 5,

UNR]

WE, T E 5RO/ NRIZIZ L ARe T U DUERE S LT 1M 25mg % 1 H 2[A],
Y0 %E%:ﬁmﬁﬁﬁéo

1.8.3.2. i - AE0ORERH
1.8.3.2.1. A
LAREF IO T8I K THIET IO VD RS T A—THY, EFIID
RN REZH—TCTH Y Z LR EN TN D,
ENTIEET U O OWEMET LLX — PRI L OS2 54 & L7z BRRRER O
F%ﬁ%ﬁ%JV/®£@WEilﬁ1@ﬂM@T%ékﬂ%éﬂ\ﬁi@?vwﬁ%ﬁ%
. BHEERRE B X OB O FEIEICKTT 5B F U P v 10 mg/ H 5 OFDIMEI R STV

5(HM&@%)Of?)V/i?TLEW%iwﬁﬂflﬁIEﬂMm%ﬁﬁ%%kbf
RS CRYMICh vV EREA ST\ 5,

ATk, EWYEERBRICBWCLREF I P 10mgB LN F U 2P0 20mg ##5 L
T Z2DOVREF VD UOEYERBORSEMEN RSN TEY (27.12428) | ¥ 7 /KR
IFAETRNWZ AR SN (A221 5Bk, 2.7.222125M) |, %72 40 i R R BR
(A22238k) OFER, LAREF UV 5mgHB LTV 2 10 mgl H DA Zh 3 BRI
WIS TH D EBLNHBROZEEEZHTHZ LN RENTEY (254328 L UNA222
CSR Section 12 ) | MADOLARET VPV OHEITETV VU OPEICHESIN TN D
HARANIZ MT%VT?%)//mm&?%)/71Mm%&ﬁbt%®VT??)/
v DOIEMEBREDREME N RSN LT A TCHERR SN T ELARETF Y Y
/@%%%@%MiIWT%H%T%@\V$t%)V/®%%%Eiﬁ?JV/®#E&

TRETDHIENARETHL EEZDND,
ik\@%@vmt%)yy@%mm%%ﬁﬁmxwf\@ C R LT D ARBICKT
HZUAREFIV VLA LESMgEGOAENEP LS N2 Enb b, EANIZ Tél/“r
TF VORI - RS LT MESmgZa 1LH 1AL 4252 L1374 TH
HEEZLND,

UTICENTER SN F Y Vo fBRERRZR b NI CHEiSh 7z LRETF Y

UV OMERERR, HIERS, S50 L2 BRREBS L CRAIERBRIZ ST
B,
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1.8.3.

1.8.3.2.1.1. BAIZET5EF U S UOREEERR

WEMET LAY —ERKR (PAR) (X9 2 EHHREL2, ¥ VU Y 1H 1[E, 5, 10,
20mg/ B & B 5 UG L7o, i BRUeGERE o THhEEKE ) DL EodaERx, 7Y Vv
5mg/H 27.0% (10/374) . 10mg/H 53.8% (21/394;) . 20mg/H 37.8% (17/454) THh -
Too MR ZZ AR STERNC TR b 7228, 20 mg/ B G2 Fammlic k2 & b
NHIRE - EHERIEOBIANBDO LN L XD, PARICXT DTV U OFE AL
1H10mg LSy (L1311 &F VU Vs EHls ps 2) |

BHEREZ (CU) ICXT2BEHES, FfkicEF VT 1H 1F, 5, 10, 20 mg/H #

ICRVRET L7, 2B OeMRSGER [HEEUE] M EowERIL, 5mg/H 69.2%

(45/6544) . 10mg/H 71.6% (48/674:) . 20mg/H 83.1% (59/714:) Toh -7z, WG4
JEIZ 3FEM TETE O bR o7oh, RIEROFBIBEELIZX 5mg/H 4.8% (4/1834)
10mg/H 10.8% (9/8344) . 20mg/H 21.8% (19/874) & . HEOHIMIEN EFH LT,
ARG RIS L OV OERR R R Z B E L, CUICHT 28T Y roFEEARIZ1A
10mg/H LS (L1311 F VU Vs bHlsE pe 2 1) |

1.8.3.2.1.2. HEANTOEFISoOEMMELE

ENADOETF VU 2 DOEERRAERICEBN T PAR BLW CU ([T 2480 % Lhik U 7= f5 58,
AREEEITIZIERGZTHY . EF VORI T a 7 v A MTERSATEEILTWS D
EWNTREEINT (254250) |

1.8.3.2.1.3. BMIBIFBLEREFI OPUOORAERTERRE & UE M HEERKSER

FEIMET L —tEER (SAR) B L ONPAR 7 b NI MR RMESFRZ  (CIU) 12635
LAREF VUV 25mg, 5mgBLON10mg » 1 H 1A 512 & 5 ERERBR S FEhi ST
W5 (A217 38R, A21973 Bk, A00265 ER, A00270 #ER) , T DFER., W oxt gk i
WXL ThH, LARETFY VO TXTOHEITAEIMEO EEFMEE [SAR, PAR : T4SS

(Total 4 Symptom Score : < L A%AE, &t SDZ S, IROZ S FED 4 SOEREFT
Za7y) | ClU: ZHFEOEIEFEATT] T T7HRITH L THRHFICEEENRD BN
7= (A217 : 25mg/H P=0.001, 5mg/H P<0.001, 10mg/H P<0.001 A00265 : 4 /&
P<0.001 A00270 : [ & P<0.001) (2.5.4.4.16.1,254.4251% X (*254435.1 7%%’)
£7-. SARBXOCIU TiX, T XTOLREF Y P00 fEM CHEMIGBER bR S
7= (25451%MW)

BEMIZONWTIE, LAEF VP 5mg/HIZ25mg/H L RIEkOLZEMTr 7 v A LV Th
D, LAREFU Y 10mg H TIIAEESFES L L CHEIRES X O E DR BUEE Mo 812
L@ ole (IR : LAREFY T 25mg/H T52%, 5mg/H T 4.6%, 10mg/H T 9.2%,
HESPE : LAREF U 25mg/H T1.2%, 5mg/H T05%, 10mg/H T39%) (25451
BLU2554415H) |
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1.8.3.

55 ARG R AR (A00268 7k, A00266 7llik, A00269#tlk) TiX., SAR, PARB LW
CIUDWTNOFEBIZKH L TH LAREF Y P 5mg/ BITARMED FEFHER TF 7 AR
R DR EAE B ZEZNRD S (A00268 : P=0.003, A00266 : P<0.001, A00269 :
P<0.001) . L' AREF VU Y 5myg/HOFEMENKRIES - (25.44.16.1,2544251 810
2544351%M) , £72. SARZMHLE L TCLAREF VP 5mg/HEEF U P 10mg/ H
Z bRt U 7o S5 AR R IR AR (A222 3R) 128\ C, M OA M ERIRAIIZ RS Th
52 EBIORBORENEEETHI LRI, LRETFIVVCORERETFY VU0
BLEMTHDZ ENHEREINT (254328 XV A222 CSR Section 12 & 1R)

1.8.3.2.1.4. BIMIBEFBILAREF IS VORBEICL2AMES L UREMLELUIC
R RERER

AR (7 LAF—tE&SR) B CIUICKT 2 FBIVAEREROA 135 (A00401 3R Es L O
A00394 #BR) 1B W\WTC, FIRGICB T2 L ARET YU v 5my B OAINER L OL MM
FENTVWD, ZORER, LARETF U VU FHIE RIS T b &K E 72 I3 E i 555 & (7
RICEDTHD Z EDNRENTNS (273214428 1K 102732244581)
LRMTIE, it A ¥ I VETITHEAE~ORZEOB SO ER) NEERGEFES
Th 57, HIROFEBUHEL S A00MOL R (2 E) 2B\ T 3.8% (13/34244)
A00394 :&BR (4 ML) ITBWT 7.1% (31/4384) THY ., WEITMERICLAEF
U rnghInEEs R (9B OOFAMITIC X 2 BIRORBFE D 6.0 %
(7811292 4) L [RIFRETH 7= (27.43.1.1.21.3, 2743328 L1 2554115H1)

WA CTIELRET VU O v OFRAERERER A 2B L S TRV . PR RICKIET
BRBEESN TS, LREFIPrEmg Y7 =0 RT7I050mgBLOT 78R % 1
A 1[0 4 G L7z & & OFEEEEREICRIETTREIC OV TRIRRIZIH - TGERR L 72 & & Ol
BB DT (SDLP : Standard Deviation of Lateral Position) ZF5EEICHHT L7-iABR (A246
RER) OFER, BRI G%B IO 118 4 B BKE R 5% OERBE~OF BT L RET
J2rbmge 7T ERCRI%S CTh T, —hH, V7= RT7I50mg & 7T ERD
SDLP CiIfat MR A EEZNRD bz (P<0.001) , £72, LAREF VP 5mg, V7
B RZIU50mgBL O T78AR%E 5 HEHEG LTz & & OBIBEEEIC RIZ T HEIZ OV
T7 VU B — G L 2 FAE IO L2 ilBR (A00260 7R) Db, Bt Dy 7 = v
ERZ73050mg i, LREFUDE5mgOFELRICBITA 7Y v —@AHEE T
7T L U RIS B R BN R 5T, U EDZ Enn, LRETFU Y
¥ DOFRARERE~ DB I V7o b D EF 2 bl (272233185 10027223322H) |

1.8.3.2.2. INR

LAREFI AT TF Y PUDRBEIREZE—TH S Z LR EN, MAICBIT S LARE
FUPURHE - HRIZETFY P OHRHEO R E UTHE L, Rk, /MW T
HLARETV VU ATETF Y DO ETET Y DU RO L OZEeEN#R S
HZ b, ERNTESNTZtF U V0 o/NEOEEREBR NS Z ISR L THWS Z
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1.8.3.

&, 1[E25mg, 1A 2% LARET U D oER/NE (7L 155 A0 (23845
Wi HELLTRETEDHDEELT,

ENT/HRIZEIT 2 PARB I OKEZ 5 FEMERERBZ SR E Lzt T U O VB
PRER (A424 it%ﬁ A3BLER, A2753 5k, A387 ik, A388 RIS LU A3BIFER) 73,
25k Lh B 7R ClL 25 mg & 1 H 2[Rl 75a%LL I 155K Tl 5mg & 1 B 280 % -
METESh, AN rahz (2541.235H)

PAR %ﬂ%k L7277 Rx R EHEREERER (A4247880) Tk, SI%EHmNE (2
TE) (23175 TNSS (Total nasal symptom score : < Lo A FE1E, &t BNT 9 RIS X
U%%@4rﬁ@z:7% FHLIEREESIEIR A 27) OX—2T A I 6 D21k
B2 TEMER & LT, ARl E 7T B AR L R LIRER, £ F ) U0

7T B AR DS R ERICEE S L7 (P=0.0087, 254.1.21.1%H) |

PAR Zxt5 & L7 “EHEMIEGAER (A381ER) Tik. &IRFETHLRE BEmM) |
75 TINSS DRX—Z 7 A R 6 OZb &% FEFIEE & LT hF7 = | iﬂ“
5#%‘@%*&%1/7‘:7{%%\ TFVOURE, TR T T 2 RS BICA T O R b

. BRI ZEOGEHEXM O FIRENIELEORIEREL a7 &b, EF U D7
M’“?:n/ KT BHIEBMEERAET D Z EIXTEedolz, L, FASEXISH L LIZREIK
BRI AT o T2 & T A, BERIZEOERFXHE O FIRIEIZIELTED R EFRFMEOFFHN TH Y |
EF VD NFT 2 KT HIESEN R ENT. (25412125 H)

PAR /R (7ThELLE 15 5R) Zxfgil Lz N F7 = > & O " EH BRI
(A27538k) CIE, TREMKE TRICB T 2R AIERA 27 (K LoARE, &3t &0
FIERA T OEFEAaT) OBEMN OO LEE EEIHMIEA & LTEF U U UHERIR
L NF T = VR IR TSR B OEEX R O FIRE A FES M O [R5 R 4 1
STl F VDT NFT7 2 ATKT HIFLMEIFREETE R0 o7, BF U P B O
ik, EF U P 5mgl H 22 W TEF U Y 10mgl B 1A 5L,

L VIEROUGENRIB ST (25.41.21250) |

PAR x4 & L7- B 53l (A3883ER) Tix, EF VY% 12K T5Z &I
L0 INSSHR—2 T A VFHEIFOK V2 123 L7z (254.1213ZH) .

7 b t“wréﬂir'%ﬂ%ﬁ:ﬁ%z& L7 “EHEMRILKRE (A3873E5R) (28T, EIaEHMnE
M QM) B2 [ 3FEOEREE | OX—R T A Ml b D2 b &% N
IEH LT Fﬁ’"71/ KT B IEL MR RET LT, B F VO URE, Y N TF T 2 R

ICESEEOR TR Hiv, BEMZEO S HEEME OE X O T IRAE A FES M D[R] % R SHE
@ﬁlllljﬂféb D, BF VDU DOF NF7 = kT 2SR RAES N (254122125
)

I, T MR ERUSORERE (1BYEZERE, 95 - BRI, KEZ 55
JE) [ZOWTHMET LB (A389ER) TiX, 15 - RIS T Tl BIEZERRIZ O
FZ &% 2 FEREIC R L CHO IR BB bz & 75)% T F U DU EEREEBOFEAIC DD
LTZIFEEEET D EIRB IR (25412235H) |
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1.8.3.

Fio, BF UV UVINRICBIFREREEA L, BH&EGR (128#&5) IZBWTHE
7o BRMEZ R LTz (25512322 M) , /NEERKRBR TRD DA EFFLRIL, kA%
KR LTzET U DK T ClIcHESNTFREFERTHY . DRICFRN A
EHEBIIERO BN T,

1.8.3.3. FLH

TF Y VT T TICERNSMIEB W T 1 H 118 10mg & Rk A O EE A E L L CHERRMER Sh
THH ., AEIENCTEM L - EpERERBRICB T, W ERBRICLREF U P 5mg &
tFV 10 mMgaFG LI EDLRET Y U0 ORYEHREDRISEMENHER Sz, Fio.
WA DO L RETF VU OERRBRAGE L Y ERACIBWT 1 18] 5mg OFZMMEDSRRGE S U
TWAHZ b, BRIZBITADARAORANCE T2 HE - HEFETF Y oMk - AED
YETHDHLIHLEISMINRY THDL EE2 LN, R, ATV RETF I Ui
WL L TLlREI5Emg% 1 H 1F, sRERNCRAREGT D, | ERELT,

Fo, NRIZBEWTH BARICBITOAFIOME - HEITEF VDO ENRZYTHLH Z
EERES L, TEE. TR E 5RO/ NRIZIZ LR T U U RS S LT 1A
25mg & 1 A 2[E, HEHELOBEIMMIEOERET D, | ERELL,
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1.8.4.

1.84. FRALDOIEE () BLUTORTEIRA
R EoEE (%) B TEARL
(2] WKOBRFIZITESG LRV L)

(1) AFN DS L BT P FBARI 5k Ui EoE oo BE T
DD EE

(2) EEOBEE (/L T7F=27 1T A 10mL/min &
i) Do b RELEOMTRENRT 282 hnd 5, ]

(DEFES O— iy e &
FHIEE LCRE# L7z,

QEEDOEREFEE L
UNTIEARAN o 1 Hr i
DSERT D ATREMEDY &
LI EbEETE L

—o

R - ARICEEY 2ERLOER

BRERBE L, PR O IE R AR DAL, L
EREKRT B0, VT T2 s YT I UAITELT, T
ROLBYBREROBHVLECTHS ( EMBE) OHS

i)

o

 DEEIRTH D,

RN O HREIIS T D L - HEORZ UMEAT—%)

JVTF =27 U7TF A (mL/min)
=380 50~79 30~49 10~29
_ 2.5mg % i
HELE | Smg &2 1 | 2.5mg % 1 | 2.5mg % 2 Lr;ﬁ;(;;
e | R E | picimE | gt E | -
" HiZ 1 [a])

REEEZATLHNERETIE, FREOB I VT T ALK
HEAZELTC, FElCHEAZHZETLZ &

BB, VLT F=2 s VT T AN 10mLmin KOBE

R P R B TR
PR BE RO O SR R 2358
OHILTNDHZ &b,
BEOILVLTF=22 Y
T T ARG UG
R E LT,
EEEE AT H/NREE
WX LTI BFITIL T
TREBNCTES 5 BER
FHE L CREHE LT,

[(EREDEE]

1. BEERE ROBFIIFHEEICEGFTHZ L)
() BEEOH LBEE [BOILFRENFRT 282001 H 5,

( DL - HEICBEET 26H EoEE] kO HEYERE )
DHZM) ]

() MEEOH L EH [MOILTRESRFRT 28N H 5, ]

(HEEFEE IG5
BROERFEHELE LT
# L7z,

QIFEFEE IR TS
PROFEEFIELE LT
L7,
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1.8.4.

A EoEE (%)

A EARML

() miE [mWTRENFRT 28T nH 5, ( [EE

~OFH | RO THRYEE ] OESH) ]

@D TADPAEDEBMERB T NS OBEERO S 5 B [
ERETHIEBFNULRD D, ]

Q)FElE I T DD
HEEFERELE LCRi#EL
77

(DR ETIXZ D
BEERE O BF 25T
LEEOERFEE LT
R L7z,

2. BEEGERNEE

() RxzETZEenH DT, KAlEGHOBEIZITHEIED
HEEEIR A E O B OBEI It F TR0V L 5 +0ER
T5H L,

(2) KA ZZFHMEOBFIREGTLHEE, EFHEZS 2T,
TOHEFINOHEGEZBL, FRFHE TRETHRITLZ &
DEFE LWV,

() AFIDFERIZ L0 ENFED LR VIGEITIE, B E EH
IOV EG LAEWVWESICEETSHZ L,

(WAANIIRSK AT Z &
N DT, BEWERE
REDOFEE 2 FLdl LT,

Q)FHEIMEOE BABE T8
G4 5BoFEREL
L Citdk L7z,

Q)ER L EWIHEE Lian
FOEEFHE L TR
WL,

3. HE%H
HEEE (PHHICEETSH &)

EHLE BRERIE - B A X HE - EREF
FEAT7 4V | BFUOUED R E O | BT 50Tk

v PERICE Y, 77 2V v
DOIPERE I LIT 72
N, BFUDUED R
DIGFE B O WA S 4
TW5,

RVIR, BEFU Y
VD SRR O
VT T2 AD16%
B35,

UhFen| eF ) orEV fEgElo | U hFErIckY
BEHic k0  EF U DD |y DD i
R AR OO R R S O HE AN WA O R Y
(40%) KON RFELD | BEESHD AT
37840 pX iRV X |4 PHENREZ HND,
(-11%) BHE STV D,

PR | TR RIS B L 52 5 | ARG

751 FTHEMES & D720 AR | g pspaisy <2 AT

7L FRINHIF > DUVNET VT — | sepn g, 7.

WV EBFRT DBRIIERET S
Z&,

E¥EPET -2 — 1

(CCDS) I2H#3%, F
IR THEIEFY D
HRREIC BT, FMAAE
ARSI WD T 4
74U U MFEL,
YA = RIZHOWT,
RLEl L7o, £z, AAlL
FRRR AR RN 7 8> 2 VM T
TV — VAR LB
(2. HUARARER A~ D R
MEZBNDZ EMB
L,
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1.8.4.

A EoEE (%)

RAL

e
frit

AT A | B F U OUED SRR L o | B ST

= R | OFHIZ X 0 WAl | 7w,

WoKkfnyy | EREFRL, ELvHA=

R FRIE KT O RIVER B3

KL EOMEND D,

H1) FRIEKTHEIETI DD o Ft~—RNLERFIY DT
b5,

4. RBI¥ER

LAREF I VNE,. TEBIKTCHLET VU DOR-F T F~—

Thbd, KFMIZEBNT, LiREF Y D UERBEOG M, et

ZARGEET 2 BB I T O TV iR,

< VAREeFV U AEME OB DR >
39N
T LAX —MERR L ONEMEZERRE & %15 & LT 9 DSOS
RRBRIZEBWT, LRETF U VR Smg 285 L 72k
FEB] 1292 Bl 207 B (16.0%) ([CEWERA#RE ST, £
DERLOIE, MR 67 5] (5.2%) . B 42 #1 (3.3%) .
53961 (3.0%) Th-o7-, KiRK)

<t FV T UEBRIEOEWNIZE T 5B &k OFH A >
39N
YTV U UEEBRE ORKRREE TORANE &SR E L4 1396
B 189 B (13.5%) (ZRIVER SULERAR R A E O F 5 A8 )
O biLTc, RIWERIE 1396 i 140 #1 (10.0%) (2B AL,
e b OIFIRE 84 B (6.0%) . R 12 6] (0.9%) . Hig
9B (0.6%) . W5 761 (0.5%) THot-, £z, EREEK
B OB AT AST (GOT) k5H 1.4% (17/1182 1)
ALT (GPT) E5 1.5% (18/1181 f51]) | 4FEEERHEZ 0.8% (9/1114
) . e ULEY EF0.5% (6/11334]) TH-o7z,
BN % x5 & U e il g O FH GRS 5759 61 (VR 163 #)
ZEte) W 207 51 (3.6%) ZERIARRRAAE S & E T mIEH 3
BOLNT, ERFEIERIZIRG 149 7 (2.6%) . B9 1
02%) . OB (02%) . FEWEDE V8 4F (0.1%)
B 6 1 (0.1%) FThoTe, (BFV U UERREOREL
T BE)
URRD
BFVOUEBE NI A a y T ORKGRREE TCONRE RS L
U 7= B AR RRER 602 Bl 25 B (4.2%) \ZEGIRIRA (i ¥ AL 8 &
GURRIERANGEO bz, b DIX ALT (GPT) L5 8 i
(1.3%) . IR& 661 (1.0%) Th-o7-,

T LILX — PRk L OME
PRI X5 & LT
SRR L VGO
RIVEFIE 2 5ok L7,
T, BF Y VUM
DEG R R 7 5 ONTfi A
AR T DAL TR
TERTE#®Z i LT,
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1.8.4.

M EoEE (%)

R EARHL

(VEXLGEMER

1) avh, 7HF745F—HER BEERRATY) 1 vay
7. T T4 7 —FREIR (EREEE, MR, SRS,
BRE) BNHOLLNDZ ENHDHDT, BEs+micitn, £
WO LG AIIT RS 2 IR L EE R LEE T 2 L,

2) fEE (FEEARHEY )  BEA/RDONBAICIE. F5eT
IEL, HURMEEITH 2 L,

3) FFHEEEREE (0.6%) . BB (BHEAH]E?) ¢ AST (GOT) . ALT

(GPT) . y-GTP, LDH. Al-P® L F5DRTHEREREE  (FIHIE
W BHERE, BRACRR, B IBK5E) | BEAD b
HTENWHHDOT, BEEZTZIATV, RENRD NG
WZIEEEEZ PRI L, EERAEEZITH L,

4) M/MRBA BEEEARTED ) /IO 2 h b s = &R
bHDHDT, BEL+IATV, BEDRD N HGEITITHRE
Ak L, @UIRAEEITO Z &,

H2) WS CToOLRETFT IV UEBREO BRBRE DA TED LTV SHAE
YERNZ DWW TSR] & Lz,

)z nthDEIER

T F Y U UHBE TRO SN TWAEWERZ L FITRT, kDX

I IREIWER AR N HAITIE, BRETGT, BE, &5 Pk

LEOWEN R ALEZIT D T &,

0.1~5%3Xk i 0.1% k& SAEA~BA
IR, ARV | BEdR. BEHEIE. | RER, IR 1)
SHEBEK, L | O I8, So:

Rt R, D F W, | BEIRTY | 5

R eI CESPEEY

HRREE ™D | S

AN ) R

R, WES | ERRER TR | IR

BRI AL B I8
AR,
Mk . AER, #

Fib, PSRz IR
ML R B
R/

CCDS BLOEFVU Y
NG e S G
HEWERICESEREL
7=

¥, RWEMFSBUEEIC
SNTiE, LAREBFU Y
> OUFFMER AR BRI TH
HINTWDHE AR
FLdk L7z,

v F U VR TR
HNTWDHEIEMIZ, v
ATV U TYH
WO HILD AREMED B D
7o L7z,
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1.8.4.

M EoEE (%)

A EARHL

0.1% 3 i
e, i E A
REENR (FBET
=72 i P4 N1)%
i, BEAR, FEAE
P SRR
D)

0.1~5%k SAEA~BA

Eimes

AFERERYE 2 A ERIEAD Y
YoREREEZ . A
MER¥EZ . F i
BRI BLERIY
%, I/ REEIN,
NN
B, KB, | ZIEALEE, KB
VEIE, Ash, |

Z PRk, M
I

AR fhlETE M, FH
ALT(GPT)E | Al-P k5

5-. AST(GOT)
EF. BEY
ey B&

BEE

s

JREEH., BUN L
. Kb, U=
vy ) —=rro
B BRI
IR

HEIR K%

Bl -
RS

tF U VU TR
HBIVTWHEIERIZ, v
ATV U UEBRETYH
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42122 Receptors; Contribution of Lys®* and Thr Moguilevsky - 2002:61:
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expressed in CHO cells Massingham 2002
Retal. :S77-8
42116 RRLE97G1803 g;;ag:r;::w:letl% cetirizine and its enantiomers, of histamine-induced contractionsin the ~ oM E UCB Belgium st gﬂ A
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* BT HRRR I AR B (T S R %

T



zd-z1'1

U DocumentNo. L e e 3 B B =
IRAERE 5| )G oane 54 b B | swocn | s e s | 0
European
Christophe B, J Ourfnal
. ) ) S ) _— . ; o
4.21.1.8 ADPEO3FO305 Histamine H; receptor-anta-goplsm‘by c-:et|r|2|ne|n isolated guinea pig tissues:influence of Cgrher B, UCB Belgium sk | Pharmaco| i
42125 receptor reserve and dissociation kinetics Gillard M et - logy
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Assessment of Effects on General Activity and Behaviour (Irwin Test) in Comparison ) e A s
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42132 RRLE99A1105 Assessment of Effects on General Locomotor Activity in Comparison with ucb PO71 in ~ oM §-19m. e daah fﬂ/\J T4l
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The molecular basis for the lack of cardiovascular side-effects : Studies on the human o e , HHN o
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Open, randomized, study to determine the food effect on oral bicavailability of ucb 28556
(5mg tablet) after single administration, and to measure the pharmacokinetic parameters of ) UCB Pharma e N e
53111 A238 uch 28556 (5mg tablet) at steady state, after repeated administration for 8 days, in normal loma-1om.1 S.A.,France Ly B ¥
healthy male and female volunteers under fasting condition.
Open , randomised, three-way cross-over , single dose study to compare oral
bioavailability of two formulations of uch 28556 (5mg tablet used in clinical trials, 5mg UCB Pharma o A 5
5312 1ief A232 tablet proposed for marketing authorisation purpose), to a 5mg extemporaneous solution 1om.m-1om.1 S.A.France o Rk z%5
of uch 28556 in normal healthy male and female volunteers under fasting condition.

Randomized, monocenter, open label, cross-over, single dose bioequivalence study of UCB Pharma .
5.3.1.2.2/ref A00297 levocetirizine dihydrochloride 5mg tablet and levocetirizine dihydrochloride 1mL oral 20m .1-20H .1 SA. Beaium 99N Yk BE
drops formulation (5mg/mL) in 24 healthy fasting male and femal e subjects. A-Beg

Randomized, monocenter, open-label, crossover, single dose bioequivalence study of UCB Pharma A
5.3.1.2.3/ref A00318 levocetirizine dihydrochloride 5 mg tablet and levocetirizine dihydrochloride 10 mL oral 20M.1-20M. 1 SA_Beaium WEsh " *jr B
solution (0.5 mg/mL) in 24 healthy fasting male and female subjects. A-Beg -
Randomized, two period cross-over, single dose bioequivalence tria of levocctirizine
dihydrochloride 5mg tablet manufactured by UCB IndiaLtd and levocctirizine ) UCB IndiaPrivate | ., HAN -
53124kl A00340 dihydrochloride 5mg tablet manufactured by UCB Farchim S.A. in 16 heathy male 20M.1-20m.8 Limited i g2 %5
subjects under fasting conditions.
adi-bra-2009- |COMPARATIVE MULTIMEDIA DISSOLUTION BETWEEN ZYRTEC 10MG ’ ; HN .
- - b b ¥
3125 1 0p97.pro-v01 [TABLET AND TWO XYZAL SMG TABLETS 20m R-20MA | UCBFarchimSA | H5E | gy | PP
53141 ANALYTICAL PROCEDURE FOR THE DETERMINATION OF uch PO71IN PLASMA o e . . PR -
42210 RRLE92M1401 |\ 108 RS UCB Belgium ok ek A
53.14.2 Analytical procedure for the determination of the enantiomers of ucb PO71 in plasma by e ) N N -
42213 RRLE93H3101 reverse phase HPLC 198 W75 UCB Belgium iZaN & G i
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53.14.3 Analytical procedure for the determination of the enantiomers of ucb PO71 in urine by ) N Fana| -
42214 | RRLESIM2101 | 0 phase HPLC 19m.1-19m.1 UCB Belgium TS o AT
53144 DETERMINATION OF CETIRIZINE IN URINE SAMPLES COLLECTED DURING o0 re ) e Fanl -
42215 | RRUESALISOL |5 bARMA CLINICAL STUDY No194.547 1om RS UCBBegum | SE | gy | A
53145 VALIDATION OF A LC METHOD USING MS/MS DETECTION FOR THE (i
4.2'2.1.6 RRLE98G0701 [DETERMINATION OF uch 28556 AND ITSMETABOLITE uch P026 IN HUMAN 201 UCB Belgium sk féﬂ FEA
e PLASMA -
Validation of an analytical assay for the enantiosel ective determination of hydroxydine e ) . N —
53146 RRLEO0BO404 and cetirizine in plasma samples by LC/ESI/MS with column switching 20M RS UCB Belgium s B ¥
VALIDATION OF A LC/IMS/IMSASSAY FOR THE SIMULTANEOUS a2 . e Fan| -
53147 | RRLEO2CO402 | e repMiNATION OF EFLETIRIZINE AND CETIRIZINE IN HUMAN PLASMA 208 B UCBBegum | S | gy | R
Validation of analytical assay for the determination of Levocetirizine in plasma samples . ) . N —
53.148 RRLE08C1301 using achiral LC-MS/MS method 200 MRS UCB Belgium sk wE AT
5.3.1.49 RRLEOOE1102 |Bioanalytical Report(Plasma Levels) uch28556 200 M E UCB Belgium 99N gﬁ ST
53211 . N ) R HN .
42234 RRLEO04K2002 [In Vitro Protein Binding of [14C]-uchb PO71 and [14C]-ucb 28556 to Human Plasma 20.H-20m .1 UCB Belgium 24N Y AT
53212 In Vitro Binding of [14C]-Levocetirizine to Human Plasma Proteins and Blood o A -
42235 RRLEOOK3002 | iy oo 20m 1-20M .1 I France st ek A
53221 S L . : ) e HN -
42249 RRLE99J2001 |Comparative in vitro metabolism in human liver microsomes 198.1-20M.1 UCB Belgium 2N Y ST
53222 In vitro evaluation of uch 28556 as an inducer of cytocrome P450 and UDP- . A -
42245 RRLE0SB0302 glucuronosyltransferase expression in cultured human hepatocytes 0mE-20M. W | W USA | S gt AFA
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53.2.2.3 Investigation of the potential inhibitory effect of uch 28556 on the metabolism of ) . M -
42249 RRLE98A2001 cytochrome P450 (CY P) model substrates - lom m-lomu I K 5 wE ¥l
Drug
Schwarz U, Metab
5.3.2.3.1/ref . - e ! ) e Rev 2006
4.2.23.6/ref _ Role of OATP and OAT transportersin levocetirizine cellular uptake Leake BF, 2006.10# 5 Vanderbilt Univ. gk 38 B#E
KimRBeta suppl2:
239
53232 - . e AN -
42237 RRLEO02A2403 |Characterization of the Transport Through the Caco-2 (HTB-37) Model _ 20M.1-20m 1 UCB Belgium N ks B
AN A BRI 5 LARETF U 22 bngds LOEF U 2 2 10mg D Hi[alig S5 sy 2T % e
53311 111580 A#GHEOLRET ) Vv OERYBEOLEE, 25NV RETF U VU5, 10mg _ 20mE-20M0 | 7 50 e g EH ek Al
BELOEF Y V2 10ngd HIEIRE 1 #5150 %2 2 L OB BIRE O e g
Open, randomized, Two-Way Cross-Over Study to Compare the Oral Disposition of ucb UCB Pharma SA A
5.3.3.1.2 A221 28556 when given alone (10mg) or as the racemate (Cetirizine.2HCI -20mg) as a Single _ 1om.1-198. 1 Belgium | sk ’é*jr FEA
Dose of an extemporaneous solution in Healthy Volunteers Under Fasting Conditions 9 -
The excretion and plasmakinetics of total radioactivity in man following asingle ora .
L 1 . ) . 4 | UCBPhamaSA., | . N
5.3.3.1.3/ref A233 administration of [**C]-uch 28556, 5mg in a gelatin capsule:an open study in healthy _ 10 WS Belgium 2 Ek EE
volunteers a
Open-label, not randomised, multicentre, single dose pharmacokinetics study of 5mg of UCB Pharma SA N
53331 A230 uch 28556, orally administered in subjects with normal renal function or with different _ 19m.0-190.1 Belgium T HEAk féﬂ AT
degrees of renal function impairment 9 -
Open-label, not randomised, monocentre, single dose pharmacokinetic study of 5mg of UCB Pharma SA Ny
53.33.2 A234 uch28556, orally administered in subjects with end-stage renal disease (ESRD) _ 19m.1-19m .1 France T Ak fgﬂ AT

undergoing hemodialysis
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DOUBLE-BLIND CROSSOVER COMPARISON AT RANDOM BETWEEN
CEITRIZINE (5MG, SINGLE ORAL INTAKE), ucb 28556 (2.5MG, SINGLE ORAL UCB Pharma S A P
53411 Al184 INTAKE) AND gsk002* (2.5MG, SINGLE OIWL INTAKE) ON THE HISTAMINE- 19m.1- 190 1 Belgium S| sk 3 FEA
INDUCED WEAL AND FLARE SKIN REACTION IN NORMAL HEALTHY g -
VOLUNTEERS
DOUBLE-BLIND CROSS-OVER COMPARISON AT RANDOM BETWEEN
CETIRIZINE (10mg, single oral intake), ucb 28556(5mg, single oral intake), gsk002* ) UCB PharmaSA., | .. Fann| -
53412 A190 (5mg, single oral intake) AND A PLACEBO IN A NASAL PROVOCATION TEST 1om.m-1om.1 Belgium A ww FFil
WITH HISTAMINE IN ADULT HEALTHY VOLUNTEERS
Double-Blind Randomised Single Oral Dose Six-Way Crossover Study to Compare
Levocetirizine 5mg (Tablet) with Ebastine 10mg (Tablet), Fexofenadine 180mg (Tablet), UCB PharmaSA., | . Fana -
53413 AZ52 Loratadine 10mg (Tablet), Mizolastine 10mg (Tablet) and Placebo on Histamine Induced 1om.1-1om 1 Belgium g gk FFil
Wheal and Flare During 24 Hours in 18 Healthy Male Subjects
A randomized double-blind, placebo controlled, crossover trial in healthy male adult
subjects: comparison of the efficacy of levocetirizine 5-mg tablet single oral dose and UCB PharmaS.A,, | | Fana
534 Lafref A00351 fexofenadine 120-mg tablet single oral dose on the changesin nasal skin temperature 2om.1-20m.m Belgium A gk ’
induced by histamine provocation, and measured by thermography.
A double blind, mono-center, placebo-controlled, randomized, crossover study to
investigate the equivalence between levocetirizine 5mg o.d. and placebo capsules p.o. in UCB PharmaSA., | . HH -
53415 A246 single dose and repeated dosing in over-the-road driving performance and psychomotor 20m.1-20m. Belgium g Zkr Al
testsin healthy volunteers, with diphenhydramine 50mg capsules 0.d. as active control.
Effect of levocetirizine on cognitive and psychometric function in healthy male volunteers
- adouble-blind, placebo-controlled, randomised, 3-way crossover study of 5mg UCB PharmaSA., | . Fana -
53416 A00260 levocetirizine, administered orally in capsule form, once daily, for 5 days, in single dose 2om.1-20m 8 France g R Al
and repeated doses, using 50mg diphenhydramine as positive control.
Double blind, randomized, placebo-controlled, single oral dose, cross-over trial to compare UCB Pharma SA N
5.3.4.1.7/ref A00280 levocetirizine (tablet 5mg) and desloratadine (tablet 5mg) on histamine induced wheal and 20m.1-20m 1 Belgium T Ak Yk P =

flare during 24 hours in 18 healthv volunteers.
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A pilot, randomized trial: evaluation of the dose response effects of nasal histamine
challenges (70ug to 1120ug) (Part A) and double-blind, placebo controlled, cross-over UCB Pharma SA 4
5.3.4.1.8/ref A00305 evaluation of the effects of levocetirizine (5Smg) oral tablet in single dose versus _ 20M.5-20M. 1 Belgium R 248 ik 5E
desloratadine (5mg) oral tablet or placebo (Part B), on nasal temperature, measured by g -
facial thermography on healthy male adults stimulated by nasal histamine challenge.
A randomized, double-blind, double dummy, placebo controlled, cross-over exploratory
trial in healthy male adult subjects. Comparison by means of infrared thermography of the . UCB PharmaSA., | . Fana| .
5.34.1.9fref A00380 anti-H1 potency of levocetirizine 5mg and cetirizine 10mg tablet single oral dose after - 2004.7-2004.10 Belgium A Bkt B%5
nasal histamine provocation.
Double blind, double-dummy, five parallel groups, randomized, exploratory clinical trial
to compare the efficacy of single dose of levocetirizine 2.5mg oral drops (5mg/mL), -
5.3.4.2.1/ref A00412 levocetirizine 5mg oral tablets, cetirizine 5mg oral drops (10mg/mL) and cetirizine 10mg re— 20 1-20m 1 ucs ggarir:;S.A., HES- Zﬂ P =
oral tablets to placebo in reducing symptoms of seasond dlergic rhinitis (SAR) in ragweed 9 -
sensitive subjects exposed to ragweed pollen in an Environmental Exposure Unit (EEU).
Double blind, double dummy, parallel groups, randomized, placebo-controlled exploratory
clinical trial to compare the efficacy of a single dose of levocetirizine 5 mg tablets and | UCB PharmaSA., | . Fana e
534.2.2/ef AQ0379 cetirizine 10 mg tablets in reducing symptoms of seasonal allergic rhinitisin ragweed L] 20 E-20M1 Belgium A we | 2
sensitive subjects exposed to pollen challenge in an Environmental Exposure Unit (EEU).
A randomised double-blind, three way, Cross-Over, placebo controlled study to assess the —
efficacy and safety of Levocetirizine 5mg od (oral capsules) and Loratadine 10mg od (oral r— UCB Pharma SA P
5.3.4.2.3/ref A245 capsules) in reducing symptoms of Perennial Allergic rhinitisin House Dust Mites ' 198..-190. 1 . S| sk ol B
" i ) : : i [ Belgium TR
sensitised subjects exposed for two consecutive days during 6 hoursto this allergen in the
- |
Vienna Challenge Chamber.
) . |
A randomized double-blind, three way cross-over, Placebo-controlled study to assess the r—
efficacy and safety of Levocetirizine 5mg od (oral capsules) and Loratadine 10mg od (oral ’ UCB Pharma SA .
5.3.4.2 4/ref A256 capsules) in reducing symptoms of seasonal alergic rhinitisin grass-pollen sensitized 20M.1-20M 1 Belgium T Ak Y P =

subjects exposed for two consecutive days during 6 hours to this alergen in the Vienna
Challenge Chamber.
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A randomized, double-blind, three way cross-over, placebo controlled trial to compare the
efficacy and safety of levocetirizine 5mg od(oral tablets) and fexofenadine 120mg od (oral UCB Pharma SA i
5.3.4.2.5/ref A00324 tablets) in reducing symptoms of seasonal allergic rhinitisin grass pollen sensitized adults 20H.1-20m. 1 Belgium R i ¥4N 2 HE
exposed for 2 consecutive days during 4 and 6 hours respectively to thisallergeninthe 9 o
Vienna Challenge Chamber.
Pharmacologma_l ,‘n?onocentre, cross—overz doublgb!lnd, randomised, pl gcebocontrolled - UCB PharmaSA., | . N )
5.3.4.2.6/ref A254 study of levocetirizine 5mg (one tablet daily, administered 6 days p.o.), in IgE-dependent 198.1-20m 1 HESL il 5%
o S i | France Bk
hypersensitivity cutaneous reaction in grass pollen allergic volunteers.
A double-blind, parallel, placebo-controlled study of levocetirizine 5mg tablets g.d. vs.
desloratadine 5mg tablets q.d. to determine clinical onset of action and efficacy in | ) UCB PharmaSA., | | N P
534.2.7ief A0033L reducing symptoms of seasonal allergic rhinitisin ragweed sensitive subjects exposed to | I 20mu-20m 1 USA g gk =z
pollen challenge in an environmental exposure unit (EEU).
Randomized, monocenter, double blind, placebo-controlled, single oral dose, three-way
5.3.4.2.8/ref A00373 cross-over study, to compare levocetirizine (tablet 5mg) and desloratadine (tablet 5mg) on — 20m.H-20m.1 ucs ggarll:; SA- HES: gﬂ 5%
allergen-induced wheal and flare reaction during 24 hoursin 18 adult allergic volunteers. g -
NN
; N SN L FE
. WEMEST LR =0T 58TV 22 ORRN Yl o — X 3
53511 -4 — i T ESRIEIC LD EEARORH— gﬁ(;?@ 1989.12-1990.11 _ [EH ?Z}é? AT
H ’
754-79
- S
. N S5 o e S HAER (RYEEE
. WEEST LR =0T 58T U U ORI Sl — : -
53512 M s N R e ek L U S S R R A | e - A ek |

116-36
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Multicenter, randomized, paralel group, placebo-controlled double-blind trial comparing UCB PharmaS.A.,
the efficacy and the safety of uch 28556 tablets of 2.5mg, 5mg and 10mg, given once a day ) France N Fana| -
53513 A2l per os for 2weeks in adult patients with seasonal allergic rhinitis to grass and/or weed - 1om §-1om.8 UCB PharmaS.A., A B ¥
pollen. Belgium
A randomised multicentre double-blind, phase 111 study, with three parallel groups,
comparing the efficacy and the safety of 5mg uch 28556, 10mg cetirizine and placebo ) UCB PharmaSA., | .. N —
53514 A222 tablets,administered orally, once aday, in the evening, during one week, in patients - 1o8.1-1om 8 Belgium 5 B ¥
suffering from seasonal alergic rhinitisto grass and/or weed pollen.
Randomized, double blind, placebo controlled, multicenter, phase |11 study, of the efficacy UCB Pharma SA .
5.3.5.15 A00268 and safety of 5 mg levocetirizine dihydrochloride (uch 28556) tablets, administered once _ 20M.H-201 1 T s f FEA
> ) ) X A France B
daily in the evening, for two weeks, to subjects suffering from grass pollen allergic rhinitis
A randomised, multicentre, double-blind, phase Il study with four parallel groups,
comparing the efficacy and safety of 2.5 mg, 5 mg and 10 mg tablets of uch 28556, versus ) UCB PharmaSA., | . Fana| e
53516 A219 placebo, Administered orally, once aday, in the evening during four weeks, in patients - lomi-10m 8 France s okt G
suffering from perennial allergic rhinitis to house dust mites.
Randomized, double blind, placebo-controlled, multi-center, Phase |1 study of the efficacy
and safety of 2.5mg, 5mg and 10mg levocetirizine dihydrochloride (uch 28556) tablets, } UCB PharmaSA., | . N -
53517 A00265 administered once daily in the evening, for four weeks, to subjects suffering from - 20me-20m 8 France s Bkt ¥
perennia alergic rhinitis associated with house dust mites.
Randomized, double blind, placebo-controlled, multi-center, Phase |11 study, of the
efficacy and safety of 5mg levocetirizine dihydrochloride (uch 28556) tablets, } UCB PharmaSA., | . N R
53518 A00266 administered once daily at bedtime, for six weeks, to patients suffering from perennial - 20m1-20mu Belgium A “rt ¥
alergic rhinitis associated with house dust mites.
A double-blind, placebo controlled, randomized, multicenter phase IV trial: Evaluation of
the efficacy, using the number of comfortable days, and of the safety of levocetirizine UCB PharmaSA., | | N I
.3.0.1. . . .. L . o 1- . bl . aF
53519 A00333 dihydrochloride 5mg oral tablets, administered once daily in the evening, for 30 days, to - 2om1-20m 8 France A (g2 ¥ il

subjects suffering from perennial alergic rhinitis to house dust mites.
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Randomized, multi center, double-blind, quality of life therapeutic exploratory trial, with
two parallel groups, comparing effects on health-related quality of life of 5mg UCB Pharma SA .
5.3.5.1.10 A00264 Levocetirizine dihydrochloride (uch 28556) tablets versus placebo, administered per os _ 20H.1-20M.1 T sk i FEA
- ) N ; : . France Bk
once daily in the evening, during six months, to adults suffering from persistent allergic
rhinitis
A double-blind, parallel, placebo controlled, 3 arms, randomized study: evaluation of the
efficacy and safety of levocetirizine 5mg oral tablets, administered during 8 weeks UCB PharmaSA., | . Fana -
535111 A00306 preceding and during 8 weeks following the anticipated onset of the grass pollen season,in - 20mE-20m8E Belgium g gk FFil
subjects suffering from seasonal allergic rhinitis associated with pollen-induced asthma.
A multicentre, double-blind, parallel, randomized, placebo-controlled study: Evaluation of
the efficacy and safety of levocetirizine 5mg and desloratadine 5mg administered orally as UCB PharmaSA., | . A -
535112 AQ040L capsules once daily, in the morning, over two weeks in patients suffering from Allergic - 20m.1-20m 8 Belgium At gk FHil
Rhinitis (AR).
e =
& AES, el
53.5.1.13 k-5 T YV ORMEFRRIZ IO T 5 Rl RO KA Ji 1991.7-1992.2 _ BN [ Tog ) AT
ABHEE fit 2107-29
LT Y L ORI I ST S st | oo
535114 M r R R s e L R b e KFIPREE, | 19928-1996.3 - EA | Togry | P
FikGHEIE fih 2131-45
Randomized, double blind, placebo controlled, multi-center, phase |1 study, of the efficacy
and safety of 2.5mg, 5mg and 10mg levocetirizine dihydrochloride (ucb 28556) tablets, ) UCB PharmaSA., | . N -
535115 AQ0270 administered orally once daily in the evening, for four weeks, to adults suffering from - 20m1-20m.1 Belgium g s Al
chronic idiopathic urticaria.
Randomized, double blind, placebo-controlled, multi-center, Phaselll study, of the efficacy
and safety of 5mg levocetirizine dihydrochloride (ucb 28556) tablets, administered oraly, ) UCB PharmaSA., | N -
535116 A00269 once daily in the evening, for four weeks, to adults suffering from chronic idiopathic - 20m.1-20m . Belgium A [eges ¥l

urticaria.
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A multicenter, double-blind, two parallel groups, randomized trial over four weeks of

treatment to compare the clinical efficacy and safety of levocetirizine 5mg oral capsules ’ UCB PharmaSA., | . Fana ——

535117 A00394 once daily in the morning vs. desloratadine 5mg oral capsules once daily in the morning in - 20m.m-20m 1 Belgium A B ki

subjects suffering from Chronic Idiopathic Urticaria (CIU)

A Multicentre, Randomised, Investigator Blinded, Active-control, Parallel-group Study

Evaluating the Efficacy and Safety of 5 mg Levocetirizine oral tablets, once daily versus UCB PharmaSA., | Fana .
5.35.1.18/ref A00348 10 mg Loratadine oral tablets, once daily for the treatment of Seasonal Allergic Rhinitis - 20m 8-20m. 1 Belgium A s 25

(SAR).

A monocenter, double-blind, randomized trial, with two parallel groups comparing the

clinical efficacy of levocetirizine 5mg capsules and desloratadine 5mg capsul es taken oncel ) UCB PharmaSA., | .. AN .
535.1.19fref A00391 aday over 3 weeks of treatment in adult subjects suffering from seasona alergic rhinitis - 2om.1-20m 8 Belgium A B %5

(SAR) dueto grass pollen

A double-blind, placebo controlled, randomized multicenter, Phasel V trial: Evaluation of

the efficacy and safety, for children from 6 to 12 years old, suffering from seasonal alergig UCB PharmaSA., | .. A =
5.35.1.20/ref A00303 rhinitis, of levocetirizine dihydrochloride (ucb 28556) 5mg tablets, administered orally - 20m §-20m 8 Belgium A Rk 2%

once daily in the evening, for 6 weeks

A Multicentre, Randomised, Investigator blinded, Active-control, Parallel-group Study

Evaluating the Efficacy and Safety of 5mg Levocetirizine oral tablets, once daily versus UCB PharmaSA., | .. A 5
53512uref | ADO349 1) | oratadine ordl tablets, once daily for the trestment of Perennial Allergic Rhinitis - omE-20ma Belgium W g | 25

(SAR).

A double-blind, single center, randomized, active comparator controlled study to evaluate UCB PharmaS.A.,

the efficacy and safety of levocetirizine (oral capsules of 5mg 0.d.) at a dose of 5mg/day : Belgium e AN .
535.1.220ref A00299 compared to loratadine 10mg/day, oral capsules, in adults suffering from perennial alergic - 20m.m-20m 8 UCB PharmalLtd., A B %5

rhinitis and treated during 2 weeks. Taiwan

A double blind, placebo-controlled, randomized multi-center, Phase |11 trial: evaluation of

the efficacy and safety, on 6 to 12 years old children, suffering from perennial allergic UCB PharmaSA., | Fana .
5.35.1.23/ref AQ0304 rhinitis due to house dust mites, of levocetirizine dihydrochloride (uch 28556) 5mg - 2002:4-2002.9 Belgium A Rk z%5

tablets,administered orally once daily in the evening, for four weeks.
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A Multicentre, Randomised, Investigator Blinded, Active-control, Parallel-group Study

Evaluating the Efficacy and Safety of 5mg Levocetirizine oral tablets, once daily versus i UCB PharmaSA., | .. AN .
5.35.1.24)ref AQ0334 10mg Loratadine oral tablets, once daily for the treatment of Chronic Idiopathic Urticaria - 20m 1-2om 8 Belgium A Rk 2%

(CIU).

A multi-center, double-blind, double-dummy, randomized, active-controlled phase 11 e
5.3.5.1.25/ref A00410 study to evaluate the efficacy and safety of Xyzal® 5mg od vs Zyrtec® 10mg od in subjects _ 20M 1-20m.1 UCB Korea A o 2%

aged 15 years and above with dermatitis and eczema -

The Early Prevention of Asthmain Atopic Children (EPAAC™)study A multi-country,

double blind, placebo-controlled, randomized, parallel group tria: Evaluation of the

efficacy and safety of levocetirizine (5mg/mL oral drops - 0.125mg/kg b.w. b.i.d.) ) UCB PharmaSA., | . Fana| .
5:35.126/ref AQ0309 administered for 18 months in preventing the onset of asthmain 12 to 24 months old - 20m.1-20m 8 Belgium A Bkt 55

children who suffer from atopic dermatitis and are sensitized to grass pollen and / or housel

dust mite allergens

The prolongation of the EPAAC™ trial (Early Prevention of Asthmain Atopic Children),

amulti-country, double-blind, placebo controlled, follow-up trial with 3 parallel groups

(LCTZ-LCTZ, LCTZ-PLC and PLC-PLC): Evaluating the long term efficacy and safety of| 20M.1-20M 1 o HN e
535127/t AQ0384 levocetirizine (5mg/mL oral drops -0.125mg/kg b.w. b.i.d.) administered for an additional - (PR IE) UCB PhamasSA., | st Zpt S

18-month period in preventing the onset of asthmain children coming from the EPAAC™

trial (A00309)

MY LV F— R 2 AT 5 NE (RSB, 15RO ICXT 57 TR - .

5.35.1.28 Ad24 xR L LizCetirizine KT A4 v v 7 (2. 5mgidbmg 1H2MF5) OF M _ 20 1-20H. 1 Pyt yf ’; <o | EA i FEA
=Py - — e N e o= Z NN H
KOV B9 2 BRI ATRER i al R VB = vesin
AP T LR bR 2 AT AR (38D L. 158K 1KY 5 YA o
5.35.1.29 A381 Cetirizine KT A 1 v (2.5mgXiIbmg 1H2[E#5) OFIER NLEEMEIC _ 20m 1-20m. 1 75 . j Tz EH v STAM

B9 % ZEH B ROGATHE R LA R

7 T4 RS
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A double-blind, parallel, active comparator controlled, randomized trial; comparison of theg e HE
5.3.5.1.30 A275 efficacy and safety in children with perennial alergic rhinitis of cetirizine tablets (10mg _ 20M.1-20M .0 < ;ﬁit/—\ék A Tg;{ur FEA
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A pilot, open, monocenter, randomized two parallel groups, clinica efficacy trial:
Comparison continuous versus on demand regimen of treatment with levocetirizine 5mg ) UCB PharmaSA., | . A .
53523/l A00392 oral tablets, once a day, in adults suffering from PErsistent allergic Rhinitis (PER) over - 20m1-20m 1 Belgium A “E b5
six months.
A 4 weeks open, multi-center study evaluating the safety of levocetirizine 1.25 mg b.i.d. 3 UCB PharmaSA., | . A .
53524/ref A00385 given as 0.5 mg/mL oral solution in 2 to 6 year-old children suffering from allergic rhinitis - 2omE20m . Belgium A HE 55
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A non-controlled, pilot, multi-centric, open study of the efficacy and safety of
levocetirizine dihydrochloride 5 mg/mL oral drops given 0.125 mg/kg b.i.d. during 90 day: } UCB PharmaSA., | .. Fana .
53525ref AQ0315 in the treatment of recurrent cough associated with other allergic symptoms, e.g. wheezing - 20m. W-20m 1 Belgium A Rk 2%
in children aged 1-2 years.
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Randomised, double blind, single centre, two way crossover, placebo controlled study, to
assess the safety of single and multiple doses of UCB 28556 (levocetirizine ) UCB PharmaSA., | . FInn| 5
5354 Lref A00263 dihydrochloride) 30 mg OD (5 mg oral tablets) on QTc and others ECG characteristics in - om1-20ma Belgium b “k 25
healthy male and female subjects.
Four-way crossover, randomized, placebo-and moxifloxacin-controlled study of the effect ] UCB PharmaSA., | . FInn| 5
535420t A0D419 of levocetirizine on cardiac repolarization in 52 healthy male and female subjects = 20M §-20m 8 Belgium b ‘ot 25
5.3.6.1/ref. _ Periodic Safety Update Report (From 03 July 2005 to 02 July 2008) B omuws | UCB QZT;S'A" st gﬂ BE
5.3.6.20ref. ~ Periodic Safety Update Report (From 03 July 2008 to 06 January 2010) ~ compas | YUCB ggzriT;S.A., Yot fﬁiﬂ BE
5.3.6.3/ref. _ Periodic Safety Update Report(From 07 January 2010 to 05 May 2010) B comums | OB QZT;S'A” sk féﬂ B
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