TaAT7VvIBETIL
IR 5 &EH

AERHIRH SN ERIRIEF R ONBEDOEEIZ ST Y « A3
AT TA VHERESHICRBT 20 THY ., UKEH 2B EMSHUN
DEFBEICRIATHZ LIXTEERA,

599« AR 54 okX&Ht




B 1HOBEE—K

{LEE R UHES
PN bF4
TV AV AFNT-7ma-678-hU T A FT-6- HaC
VERT AT VIKFI | [(2SAR)-1-A F)v-4-TrE LR ) VLD e
JIVIR XY I R]-1-F A -L-threo-a-D-galacto-
FI T U R2-) UEBTKE —K
W2 A v iR~ A L
(0]
)
O/
0]
B % U REFR
W5 (BEFR) kS
ANCOVA BT
BPO O] A 1%
CCDS Company Core Data Sheet
CI fEH X
CLDM VAN A 4
FDA KE & E T
GRASE Federal Register T ZHED—-> (Generally Recognized as Safe and Effective)
IGA R L 2 2 EIEE R M (Investigator's Global Assessment)
ISGA IGAIZA =7 5 (RESE) ZBINLIZERMIC L 5 SREEEFE (Investigator's
StaticGlobal Assessment)
ITT Intent-to-treat
LOCF Last Observation Carried Forward
MIC /N FE B LR R
MP AF NIRRT
oC Observed Case
PMDA K i [ SRR AR A S A
PP Per Protocol
SD HEAER
SE FEAERR

Dec 18 2014 15:55:48




1.5, EJFE XIEIE R ORHE K& OB % D R

1.5. ERX[EIR#ROZERRUHRORER

AN, 7V o H~A2 2 (CLDM) U Ui 27 VK (CLDM & LT 1%) &imfg
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TEME & AEHBEHER Z B2 T2 LB 2 6 DHR{EAlD BPO % 5% A7 %5 CLDM 1%-BPO
5%EA L CRETORFE4 : Duac® Topical Gel ) % BA%E L7-,

4+ CTlE, CLDM 1%-BPO 5%BELA 7 /L A% 1999 42 A 3 a THIO CTRR I -1k, BifE
80 DE X ITHIK THAREN T2 (2014 45 8 HBIfE) . CLDM-BPO ELA 7V (Bl Hidf
P 1E, R TEO T EFR SN 1999 05 2013 4 10 A 31 A £ T2, H#E 3,000 5 A
PLEDBEOHRBEIHEINT-bDOEEZBNS,

LUFIZ, CLDM-BPO BL& 7 /VIZER S VD BB o OB F ) I e =3 GEIT
24 TFEHEILTD) o

CLDM :

T SIEIRYYE T2V, FIERIISEESEICAED Th S, TiEIKIE. KECE
WIRHE TOT 7 R E OBFECAF PEREER T OREAZ T2 2 LIk, BEORES
ikl 5,

CLDM L, JEEPHOPEIENEEZ AT DKEEMED ) v a~ A VU RPIAEKETH Y . e MEE
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use DUAC
Gel safely and effectively. See full prescribing information for DUAC Gel.

DUAC (clindamycin phosphate and benzoyl peroxide) Gel, 1.2%/5%
for topical use
Initial U.S. Approval: 2000

DUAC Gel is a combination of clindamycin phosphate (a lincosamide
antibacterial) and benzoyl peroxide indicated for the topical treatment of
inflammatory acne vulgaris. (1.1)

Limitation of Use:

DUAC Gel has not been demonstrated to have any additional benefit when
compared with benzoyl peroxide alone in the same vehicle when used for the
treatment of non-inflammatory acne. (1.2)

e Apply athin layer of DUAC Gel to the face once daily, in the evening.
@

« Not for oral, ophthalmic, or intravaginal use. (2)

Gel, 1.2%/5%: Each gram of DUAC Gel contains 12 mg clindamycin
phosphate (equivalent to 10 mg of clindamycin) and 50 mg benzoyl peroxide.
3

CONTRAINDICATIONS

DUAC Gel is contraindicated in:

e Patients who have demonstrated hypersensitivity (e.g., anaphylaxis) to
clindamycin, benzoyl peroxide, any components of the formulation, or
lincomycin. (4)

e Patients with a history of regional enteritis, ulcerative colitis, or
antibiotic-associated colitis (including pseudomembranous colitis). (4)

e Colitis: Clindamycin can cause severe colitis, which may result in death.
Diarrhea, bloody diarrhea, and colitis (including pseudomembranous
colitis) have been reported with the use of clindamycin. DUAC Gel
should be discontinued if significant diarrhea occurs. (5.1)

e Ultraviolet light and environmental exposure (including use of tanning
beds or sun lamps): Minimize sun exposure following drug application.
(6.2)

ADVERSE REACTIONS
e  The most common local adverse reactions (>5%) are erythema, peeling,
dryness, and burning. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Stiefel
Laboratories, Inc. at 1-888-784-3335 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS
e DUAC Gel should not be used in combination with erythromycin-
containing products because of its clindamycin component. (7.1)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 12/2013

FULL PRESCRIBING INFORMATION: CONTENTS*
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
1.1 Indication

DUAC® (clindamycin phosphate and benzoyl peroxide) Gel, 1.2%/5% is indicated for the
topical treatment of inflammatory acne vulgaris in patients 12 years and older.
1.2 Limitations of Use

DUAC Gel has not been demonstrated to have any additional benefit when compared
with benzoyl peroxide alone in the same vehicle when used for the treatment of non-
inflammatory acne.

2 DOSAGE AND ADMINISTRATION
Apply a thin layer of DUAC Gel to the face once daily, in the evening or as directed by
the physician. The skin should be gently washed, rinsed with warm water, and patted dry before
applying DUAC Gel. Avoid the eyes, mouth, lips, mucous membranes, or areas of broken skin.
DUAC Gel is not for oral, ophthalmic, or intravaginal use.

3 DOSAGE FORMS AND STRENGTHS

Gel, 1.2%/5%

DUAC Gel is a white to slightly yellow, opaque gel. Each gram of DUAC Gel contains
12 mg clindamycin phosphate (equivalent to 10 mg of clindamycin) and 50 mg benzoyl peroxide.

4 CONTRAINDICATIONS
4.1  Hypersensitivity

DUAC Gel is contraindicated in those individuals who have shown hypersensitivity to
clindamycin, benzoyl peroxide, any components of the formulation, or lincomycin. Anaphylaxis,
as well as allergic reactions leading to hospitalization, has been reported in postmarketing use
with DUAC Gel. [See Postmarketing Experience (6.2).]
4.2  Colitis/Enteritis

DUAC Gel is contraindicated in those individuals with a history of regional enteritis,
ulcerative colitis, pseudomembranous colitis, or antibiotic-associated colitis [see Warnings and
Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS
5.1 Colitis

Systemic absorption of clindamycin has been demonstrated following topical use of
clindamycin. Diarrhea, bloody diarrhea, and colitis (including pseudomembranous colitis) have
been reported with the use of topical and systemic clindamycin. If significant diarrhea occurs,
DUAC Gel should be discontinued.

Severe colitis has occurred following oral and parenteral administration of clindamycin
with an onset of up to several weeks following cessation of therapy. Antiperistaltic agents such
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as opiates and diphenoxylate with atropine may prolong and/or worsen severe colitis. Severe
colitis may result in death.

Studies indicate a toxin(s) produced by Clostridia is one primary cause of antibiotic-
associated colitis. The colitis is usually characterized by severe persistent diarrhea and severe
abdominal cramps and may be associated with the passage of blood and mucus. Stool cultures
for Clostridium difficile and stool assay for C. difficile toxin may be helpful diagnostically.
5.2  Ultraviolet Light and Environmental Exposure

Benzoyl peroxide, a component of DUAC Gel, may cause increased sensitivity to
sunlight. Minimize sun exposure (including use of tanning beds or sun lamps) following drug
application. [See Nonclinical Toxicology (13.1.)] Patients who may be required to have
considerable sun exposure due to occupation and those with inherent sensitivity to the sun should
exercise particular caution.

6 ADVERSE REACTIONS

The following adverse reaction is described in more detail in the Warnings and Precautions
section of the label:

e Colitis [see Warnings and Precautions (5.1)].
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared with rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

During clinical trials, 397 subjects used DUAC Gel once daily for 11 weeks for the
treatment of moderate to moderately severe facial acne vulgaris. All subjects were graded for
facial local skin reactions (erythema, peeling, burning, and dryness) on the following scale: 0 =
absent, 1 = mild, 2 = moderate, and 3 = severe. The percentage of subjects that had symptoms
present before treatment (at baseline) and during treatment is presented in Table 1.

Table 1. Local Skin Reactions With Use of DUAC Gel
Combined Results From Five Trials (n = 397)

% of Subjects Using DUAC Gel With Symptom Present
Before Treatment (Baseline) During Treatment
Symptom Mild Moderate Severe Mild Moderate Severe
Erythema 28% 3% 0 26% 5% 0
Peeling 6% <1% 0 17% 2% 0
Burning 3% <1% 0 5% <1% 0
Dryness 6% <1% 0 15% 1% 0

(Percentages derived by number of subjects receiving DUAC Gel with symptom score/number of
enrolled subjects receiving DUAC Gel).
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6.2 Postmarketing Experience

The following adverse reactions have been identified during post approval use of DUAC
Gel. Because these reactions 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.

Anaphylaxis, as well as allergic reactions leading to hospitalization, has been reported in
postmarketing use with DUAC Gel.

7 DRUG INTERACTIONS
7.1  Erythromycin

Avoid using DUAC Gel in combination with erythromycin-containing products due to its
clindamycin component. In vitro studies have shown antagonism between erythromycin and
clindamycin. The clinical significance of this in vitro antagonism is not known.
7.2 Concomitant Topical Medications

Concomitant topical acne therapies should be used with caution since a possible
cumulative irritancy effect may occur, especially with the use of peeling, desquamating, or
abrasive agents. If irritancy or dermatitis occurs, reduce frequency of application or temporarily
interrupt treatment and resume once the irritation subsides. Treatment should be discontinued if
the irritation persists.
7.3 Neuromuscular Blocking Agents

Clindamycin has been shown to have neuromuscular blocking properties that may
enhance the action of other neuromuscular blocking agents. DUAC Gel should be used with
caution in patients receiving such agents.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C.

There are no adequate and well-controlled studies in pregnant women treated with DUAC
Gel. DUAC Gel should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

Developmental toxicity studies performed in rats and mice using oral doses of
clindamycin up to 600 mg/kg/day (240 and 120 times the amount of clindamycin in the highest
recommended adult human dose based on mg/m?, respectively) or subcutaneous doses of
clindamycin up to 250 mg/kg/day (100 and 50 times the amount of clindamycin in the highest
recommended adult human dose based on mg/m?, respectively) revealed no evidence of
teratogenicity.
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8.3  Nursing Mothers

It is not known whether DUAC Gel is excreted into human milk after topical application.
However, orally and parenterally administered clindamycin has been reported to appear in breast
milk. Because of the potential for serious adverse reactions in nursing infants, a decision should
be made whether to discontinue nursing or to discontinue the drug, taking into account the
importance of the drug to the mother. Because many drugs are excreted in human milk, caution
should be exercised when DUAC Gel is administered to a nursing woman.
8.4  Pediatric Use

Safety and effectiveness of DUAC Gel in pediatric patients below the age of 12 have not
been established.
8.5 Geriatric Use

Clinical studies of DUAC Gel did not include sufficient numbers of subjects ages 65 and
over to determine whether they respond differently from younger subjects.

11 DESCRIPTION

DUAC (clindamycin phosphate and benzoyl peroxide) Gel, 1.2%/5% is a fixed
combination product with two active ingredients in a white to slightly yellow, opaque, aqueous
gel formulation.

Clindamycin phosphate is a water soluble ester of the semi-synthetic antibiotic produced
by a 7(S)-chloro-substitution of the 7(R)-hydroxyl group of the parent antibiotic lincomycin.

Clindamycin phosphate is C1gH34CIN,OgPS. The structural formula for clindamycin
phosphate is represented below:

C|H3
cl
N
H H H//,,%
1y, CH3
g 1 ER
HyC z o) H—0o
H
OH
SCH3
o\
OH
P
HO ||
o

Clindamycin phosphate has a molecular weight of 504.97 and its chemical name is
methyl 7-chloro-6,7,8-trideoxy-6-(1-methyl-trans-4-propyl-L-2-pyrrolidinecarboxamido)-1-thio-
L-threo-a-D-galacto-octopyranoside 2-(dihydrogen phosphate).

Benzoyl peroxide is C14H1004. It has the following structural formula:
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Benzoyl peroxide has a molecular weight of 242.23.

Each gram of DUAC Gel contains 10 mg (1%) clindamycin, as clindamycin phosphate,
and 50 mg (5%) benzoyl peroxide in a base consisting of carbomer homopolymer (type C),
dimethicone, disodium lauryl sulfosuccinate, edetate disodium, glycerin, methylparaben,
poloxamer 182, purified water, silicon dioxide, and sodium hydroxide.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Clindamycin: Clindamycin is a lincosamide antibacterial [see Clinical Pharmacology
(12.4)].

Benzoyl Peroxide: Benzoyl peroxide is an oxidizing agent with bacteriocidal and
keratolytic effects, but the precise mechanism of action is unknown.

12.3 Pharmacokinetics

A comparative trial of the pharmacokinetics of DUAC Gel and 1% clindamycin solution
alone in 78 subjects indicated that mean plasma clindamycin levels during the 4-week dosing
period were <0.5 ng/mL for both treatment groups.

Benzoyl peroxide has been shown to be absorbed by the skin where it is converted to
benzoic acid. Less than 2% of the dose enters systemic circulation as benzoic acid.

12.4 Microbiology

Clindamycin binds to the 50S ribosomal subunits of susceptible bacteria and prevents
elongation of peptide chains by interfering with peptidyl transfer, thereby suppressing protein
synthesis.

In Vivo Activity: No microbiology studies were conducted in the clinical trials with this
product.

In Vitro Activity: The clindamycin and benzoyl peroxide components individually have
been shown to have in vitro activity against Propionibacterium acnes, an organism which has
been associated with acne vulgaris; however, the clinical significance of this in vitro activity is
not known.

Drug Resistance: There are reports of an increase of P. acnes resistance to clindamycin
in the treatment of acne. In patients with P. acnes resistant to clindamycin, the clindamycin
component may provide no additional benefit beyond benzoyl peroxide alone.
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Benzoyl peroxide has been shown to be a tumor promoter and progression agent in a
number of animal studies. Benzoyl peroxide in acetone at doses of 5 and 10 mg administered
twice per week induced squamous cell skin tumors in transgenic TJAC mice in a study using 20
weeks of topical treatment. The clinical significance of this is unknown.

In a 2-year dermal carcinogenicity study in mice, treatment with DUAC Gel at doses up
to 8,000 mg/kg/day (16 times the highest recommended adult human dose of 2.5 g DUAC Gel,
based on mg/m?) did not cause an increase in skin tumors. However, topical treatment with
another formulation containing 1% clindamycin and 5% benzoyl peroxide at doses of 100, 500,
or 2,000 mg/kg/day caused a dose-dependent increase in the incidence of keratoacanthoma at the
treated skin site of male rats in a 2-year dermal carcinogenicity study in rats.

In a 52-week photocarcinogenicity study in hairless mice (40 weeks of treatment
followed by 12 weeks of observation), the median time to onset of skin tumor formation
decreased and the number of tumors per mouse increased relative to controls following chronic
concurrent topical treatment with DUAC Gel and exposure to ultraviolet radiation.

Genotoxicity studies were not conducted with DUAC Gel. Clindamycin phosphate was
not genotoxic in Salmonella typhimurium or in a rat micronucleus test. Benzoyl peroxide has
been found to cause DNA strand breaks in a variety of mammalian cell types, to be mutagenic in
Salmonella typhimurium tests by some but not all investigators, and to cause sister chromatid
exchanges in Chinese hamster ovary cells.

Studies have not been performed with DUAC Gel or benzoyl peroxide to evaluate the
effect on fertility. Fertility studies in rats treated orally with up to 300 mg/kg/day of clindamycin
(approximately 120 times the amount of clindamycin in the highest recommended adult human
dose of 2.5 g DUAC Gel, based on mg/m?) revealed no effects on fertility or mating ability.

14 CLINICAL STUDIES

In five randomized, double-blind clinical trials of 1,319 subjects, 397 used DUAC Gel,
396 used benzoyl peroxide, 349 used clindamycin, and 177 used vehicle. Subjects were
instructed to wash the face, wait 10 to 20 minutes, and then apply medication to the entire face,
once daily in the evening before retiring. DUAC Gel applied once daily for 11 weeks was
significantly more effective than vehicle, benzoyl peroxide, and clindamycin in the treatment of
inflammatory lesions of moderate to moderately severe facial acne vulgaris in three of the five
trials (Trials 1, 2, and 5).

Subjects were evaluated and acne lesions counted at each clinical visit at Weeks 2, 5, 8,
11. The primary efficacy measures were the lesion counts and the investigator’s global
assessment evaluated at Week 11. Percent reductions in inflammatory lesion counts after
treatment for 11 weeks in these 5 trials are shown in Table 2.
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Table 2. Mean Percent Reduction in Inflammatory Lesion Counts

Triall | Trial2 | Trial3 | Trial4 | Trial5
Treatment (n=120) | (n=273) | (n=280) | (n=288) | (n = 358)
DUAC Gel 65% 56% 42% 57% 52%
Benzoyl Peroxide 36% 37% 32% 57% 41%
Clindamycin 34% 30% 38% 49% 33%
Vehicle 19% -0.4% 29% 29%

The group treated with DUAC Gel showed greater overall improvement in the
investigator’s global assessment than the benzoyl peroxide, clindamycin, and vehicle groups in
three of the five trials (Trials 1, 2, and 5).

Clinical trials have not adequately demonstrated the effectiveness of DUAC Gel versus
benzoyl peroxide alone in the treatment of non-inflammatory lesions of acne.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied
DUAC Gel is a white to slightly yellow, opaque gel. It is supplied as follows:
e 45 gram tube NDC 0145-2371-05
16.2 Storage and Handling
Pharmacist:
e Prior to Dispensing: Store in a cold place, preferably in a refrigerator, between 2°C and 8°C
(36°F and 46°F). Do not freeze.
16.3 Dispensing Instructions for the Pharmacist
e Dispense DUAC Gel with a 60-day expiration date.
e Specify “Store at room temperature up to 25°C (77°F). Do not freeze.”
e Keep tube tightly closed.
e Keep out of the reach of small children.

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Patient Information).

e Patients who develop allergic reactions such as severe swelling or shortness of breath should
discontinue use and contact their physician immediately.

e DUAC Gel may cause irritation such as erythema, scaling, itching, or burning, especially
when used in combination with other topical acne therapies.

e Excessive or prolonged exposure to sunlight should be limited. To minimize exposure to
sunlight, a hat or other clothing should be worn. Sunscreen may also be used.

e DUAC Gel may bleach hair or colored fabric.

DUAC is a registered trademark of Stiefel Laboratories, Inc.
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4.1

4.2

SUMMARY OF PRODUCT CHARACTERISTICS

NAME OF THE MEDICINAL PRODUCT

Duac Once Daily 10 mg/g + 30 mg/g Gel

QUALITATIVE AND QUANTITATIVE COMPOSITION

1 g of gel contains:

10 mg (1 % w/w) clindamycin as clindamycin phosphate

30 mg (3 % w/w) anhydrous benzoyl peroxide as hydrous benzoyl peroxide
For the full list of excipients, see section 6.1.

PHARMACEUTICAL FORM

Gel
White to slightly yellow- coloured gel.

CLINICAL PARTICULARS

Therapeutic indications

Duac Once Daily 10 mg/g + 30 mg/g Gel is indicated for the topical treatment of mild
to moderate acne vulgaris, particularly inflammatory lesions, in adults and
adolescents aged 12 years and above (see sections 4.4 and 5.1).

Consideration should be given to official guidance on the appropriate use of
antibacterial agents.

Posology and method of administration

For cutaneous use only.

Posology
Adults and Adolescents (aged 12 years and above)

Duac Once Daily 10 mg/g + 30 mg/g Gel should be applied once daily in the evening,
to the entire affected area.

Patients should be advised that excessive application will not improve efficacy, but
may increase the risk of skin irritation. If excessive dryness or peeling occurs,
frequency of application should be reduced or application temporarily interrupted (see
section 4.4).

The safety and efficacy of Duac Once Daily 10 mg/g + 30 mg/g Gel has not been
studied beyond 12 weeks in acne vulgaris clinical trials. Treatment with Duac Once
Daily 10 mg/g + 30 mg/g Gel should not exceed more than 12 weeks of continuous
use.
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4.3

4.4

Paediatric population

The safety and efficacy of Duac Once Daily 10 mg/g + 30 mg/g Gel has not been
established in children under 12 years of age, therefore Duac Once Daily 10 mg/g +
30 mg/g Gel is not recommended for use in this population.

Elderly patients
No specific recommendations.

Method of administration

Duac Once Daily 10 mg/g + 30 mg/g Gel should be applied in a thin film after
washing gently with a mild cleanser and fully drying. If the gel does not rub into the
skin easily, too much is being applied.

Hands should be washed after application.

Contraindications

Duac Once Daily 10 mg/g + 30 mg/g Gel must not be administered to patients with
known hypersensitivity to:

clindamycin

lincomycin

benzoyl peroxide

- any of the excipients in the formulation listed in section 6.1

Special warnings and precautions for use

Contact with the mouth, eyes, lips, other mucous membranes or areas of irritated or
broken skin should be avoided. Application to sensitive areas of skin should be made
with caution. In case of accidental contact, rinse well with water.

Duac Once Daily 10 mg/g + 30 mg/g Gel should be used with caution in patients with
a history of regional enteritis or ulcerative colitis, or a history of antibiotic-associated
colitis.

Duac Once Daily 10 mg/g + 30 mg/g Gel should be used with caution in atopic
patients, in whom further skin drying may occur.

During the first weeks of treatment, an increase in peeling and reddening will occur in
most patients. Depending upon the severity of these side effects, patients can use a
non-comedogenic moisturiser, temporarily reduce the frequency of application of
Duac Once Daily 10 mg/g + 30 mg/g Gel or temporarily discontinue use however;
efficacy has not been established for less than once daily dosing frequencies.

Concomitant topical acne therapy should be used with caution because a possible
cumulative irritancy may occur, which sometimes may be severe, especially with the
use of peeling, desquamating, or abrasive agents.

If severe local irritancy (e.g. severe erythema, severe dryness and itching, severe
stinging/burning) occurs, Duac Once Daily 10 mg/g + 30 mg/g Gel should be
discontinued.

As benzoyl peroxide may cause increased sensitivity to sunlight, sunlamps should not
be used and deliberate or prolonged exposure to sun should be avoided or minimised.
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4.5

When exposure to strong sunlight cannot be avoided, patients should be advised to
use a sunscreen product and wear protective clothing.

If a patient has sunburn, this should be resolved before using Duac Once Daily 10
mg/g + 30 mg/g Gel.

If prolonged or significant diarrhoea occurs or the patient suffers from abdominal
cramps, treatment with Duac Once Daily 10 mg/g + 30 mg/g Gel should be
discontinued immediately, as the symptoms may indicate antibiotic-associated colitis.
Suitable diagnostic methods, such as the determination of Clostridium difficile and
toxin and, if necessary, colonoscopy should be employed and treatment options for
colitis considered.

The product may bleach hair or coloured fabrics. Avoid contact with hair, fabrics,
furniture or carpeting.

Resistance to clindamycin

Patients with a recent history of systemic or topical clindamycin or erythromycin use
are more likely to have pre-existing anti-microbial resistant Propionibacterium acnes
and commensal flora (see section 5.1).

Cross-resistance
Cross-resistance may occur with other antibiotics such as lincomycin and
erythromycin when using antibiotic monotherapy (see section 4.5).

Interaction with other medicinal products and other forms of interaction

No formal drug-drug interaction studies have been performed with Duac Once Daily
10 mg/g + 30 mg/g Gel.

Concomitant topical antibiotics, medicated or abrasive soaps and cleansers, soaps and
cosmetics that have a strong drying effect, and products with high concentrations of
alcohol and/or astringents, should be used with caution as a cumulative irritant effect
may occur.

Duac Once Daily 10 mg/g + 30 mg/g Gel should not be used in combination with
erythromycin-containing products due to possible antagonism to the clindamycin
component.

Clindamycin has been shown to have neuromuscular blocking properties that may
enhance the action of other neuromuscular blocking agents. Therefore caution should
be exercised with concomitant use.

Concomitant application of Duac Once Daily 10 mg/g + 30 mg/g Gel with tretinoin,
isotretinoin and tazarotene should be avoided since benzoyl peroxide may reduce
their efficacy and increase irritation. If combination treatment is required, the
products should be applied at different times of the day (e.g. one in the morning and
the other in the evening).

Using topical benzoyl peroxide-containing preparations at the same time as topical
sulphonamide-containing products may cause skin and facial hair to temporarily
change colour (yellow/orange).
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4.6

4.7

4.8

Fertility, pregnancy and lactation

Pregnancy
There are no adequate data from the use of Duac Once Daily 10 mg/g + 30 mg/g Gel

in pregnant women. Animal reproductive/developmental studies have not been
conducted with Duac Once Daily 10 mg/g + 30 mg/g Gel or benzoyl peroxide. There
are limited data on the use of clindamycin and benzoyl peroxide alone in pregnant
women. Data from a limited number of pregnancies exposed in the first trimester to
clindamycin indicate no adverse effects of clindamycin on pregnancy or on the health
of the fetus/new-born child.

Reproduction studies in rats and mice, using subcutaneous and oral doses of
clindamycin, revealed no evidence of impaired fertility or harm to the fetus due to
clindamycin.

The safety of Duac Once Daily 10 mg/g + 30 mg/g Gel in human pregnancy is not
established. Therefore, Duac Once Daily 10 mg/g + 30 mg/g Gel should only be
prescribed to pregnant women after careful risk/benefit assessment by the physician
in charge.

Breastfeeding
Use of Duac Once Daily 10 mg/g + 30 mg/g Gel has not been studied during

breastfeeding. Percutaneous absorption of clindamycin and benzoyl peroxide is low
however; it is not known whether clindamycin or benzoyl peroxide is excreted in
human milk following the use of Duac Once Daily 10 mg/g + 30 mg/g Gel. Oral and
parenteral administration of clindamycin has been reported to result in the appearance
of clindamycin in breast milk. For this reason, Duac Once Daily 10 mg/g + 30 mg/g
Gel should be used during lactation only if the expected benefit justifies the potential
risk to the infant.

To avoid accidental ingestion by the infant if used during lactation, Duac Once Daily
10 mg/g + 30 mg/g Gel should not be applied to the breast area.

Fertility
There are no data on the effect of Duac Once Daily 10 mg/g + 30 mg/g Gel on
fertility in humans.

Effects on ability to drive and use machines
Not relevant
Undesirable effects

Adverse drug reactions (ADRs) are summarised below for Duac Once Daily 10 mg/g
+ 30 mg/g Gel as a combination, including any additional ADRs that have been
reported for the single topical active ingredients, benzoyl peroxide or clindamycin,
that occurred either during clinical studies or that were spontaneously reported.
Adverse drug reactions are listed by MedDRA system organ class and by frequency.
Frequencies are defined as: very common (>1/10), common (>1/100 to <1/10),
uncommon (>1/1000 to <1/100) and not known (cannot be estimated from the
available data).
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MedDRA SOC | Very Common Common Uncommon?® Not known?

Immune system Allergic reactions

disorders including
hypersensitivity and
anaphylaxis

Nervous system Headache* Paraesthesia®

disorders

Gastrointestinal Colitis (including

disorders pseudomembranous
colitis), haemorrhagic
diarrhoea, diarrhoea,
abdominal pain

Skin and Pruritus, burning Dermatitis, Erythematous Urticaria

subcutaneous sensation, photosensitivity | rash, worsening

tissue disorders® | dryness, reaction of acne

erythema, peeling

(Generally reported as
‘slight” in severity.
Frequency relates to
data from solicited
tolerability
assessments during the
clinical trial)

General
disorders and
Administration
site conditions

Application site
pain*

Application site
reactions including
skin discolouration

IAt site of application. “Based on post-marketing reports with topical clindamycin 10 mg/g + benzoyl
peroxide 50 mg/g gel. Since these reports are from a population of uncertain size and are subject to
confounding factors, it is not possible to reliably estimate their frequency however, systemic reactions
are rarely seen. *Reported from studies conducted with topical clindamycin 10 mg/g + benzoyl
peroxide 50 mg/g gel. “Reported from studies conducted with topical clindamycin 10 mg/g foam.

Local Tolerability
During the pivotal clinical trial with Duac Once Daily 10 mg/g + 30 mg/g Gel,
patients were assessed for local cutaneous signs and symptoms of erythema, dryness,
peeling, itching, and burning/stinging. The percentage of patients that had symptoms
present before treatment, during treatment, and present at week 12 are shown in the
next two tables:
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Percentage of Subjects in the Duac Once Daily 10 mg/g + 30 mg/g Gel Group (N=327)

with Symptoms of Burning/Stinging and Itching (patient assessed)

Before Treatment Maximum During End of Treatment
(Baseline) Treatment (Week 12)

Slight | Mod | Strong | Slight Mod Strong | Slight Mod Strong

Burning

/ 15% | 4% 0 20% | 6% 1% 8% 20 | <1%
Stinging

Itchi

NG 1 o0 | 6% | 1% | 20% | 9% 1% | 17% | 2% 0

Percentage of Subjects in the Duac Once Daily 10 mg/g + 30 mg/g Gel Group
(N=327) with Signs of Dryness, Erythema and Peeling (investigator assessed)

Before Treatment (Baseline) | Maximum During Treatment | End of Treatment (Week 12)

Slight | Mild | Mod | Severe |Slight | Mild | Mod | Severe |Slight | Mild | Mod | Severe

Dryness 15% | 2% | 1% | 0 | 24% | 7% | 2% | 0 9% | 1% | 1%

Erythema | 1905 | 1105 | 59 0 26% | 13% | 5% | <1% | 19% | 4% | 2%

Peeling 10% | 2% 0 0 17% | 3% | 1% 0 4% | <1% 0
4.9 Overdose

Dec 19 2014 09:54:56

Excessive application of Duac Once Daily 10 mg/g + 30 mg/g Gel may result in
severe irritation. In this event, discontinue use and wait until the skin has recovered.
Topically applied benzoyl peroxide is not generally absorbed in sufficient amounts to
produce systemic effects.

Excessive application of topically applied clindamycin may result in absorption of
sufficient amounts to produce systemic effects.

In the event of accidental ingestion of Duac Once Daily 10 mg/g + 30 mg/g Gel,
gastrointestinal adverse reactions similar to those seen with systemically administered
clindamycin may be seen.

Appropriate symptomatic measures should be taken to provide relief from irritation
due to excessive application.

Accidental ingestion should be managed clinically or as recommended by the
National Poisons Centre, where available.
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5

5.1

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties
Pharmacotherapeutic group: Clindamycin, combinations
ATC Code: D10AF51

Clindamycin is a lincosamide antibiotic with bacteriostatic action against Gram-
positive aerobes and a wide range of anaerobic bacteria. Lincosamides such as
clindamycin bind to the 23S subunit of the bacterial ribosome and inhibit the early
stages of protein synthesis. The action of clindamycin is predominantly bacteriostatic
although high concentrations may be slowly bactericidal against sensitive strains.

Although clindamycin phosphate is inactive in-vitro, rapid in-vivo hydrolysis converts
this compound to the antibacterial active clindamycin. Clindamycin activity has been
demonstrated clinically in comedones from acne patients at sufficient levels to be
active against most strains of Propionibacterium acnes. Clindamycin in-vitro inhibits
all Propionibacterium acnes cultures tested (MIC 0.4 mcg/ml). Free fatty acids on
the skin surface have been decreased from approximately 14 % to 2 % following
application of clindamycin.

Benzoyl peroxide is mildly keratolytic acting against comedones at all stages of their
development. It is an oxidising agent with bactericidal activity against
Propionibacterium acnes, the organism implicated in acne vulgaris. Furthermore it is
sebostatic, counteracting the excessive sebum production associated with acne.

Duac Once Daily 10 mg/g + 30 mg/g Gel has a combination of mild keratolytic and
antibacterial properties providing activity particularly against inflamed lesions of
mild to moderate acne vulgaris.

The prevalence of acquired resistance may vary geographically and with time for
selected species. Local information of resistance is desirable, particularly when
treating severe infections.

The inclusion of benzoyl peroxide in clindamycin 10 mg/g + benzoyl peroxide 50
mg/g gel reduces the potential for the emergence of organisms resistant to
clindamycin. This has not been studied with Duac Once Daily 10 mg/g + 30 mg/g Gel.

The presentation of both active ingredients in one product is more convenient and
ensures patient compliance.

Clinical efficacy and safety

The safety and efficacy of Duac Once Daily 10 mg/g + 30 mg/g Gel applied once
daily were evaluated in a 12-week multicentre, randomised, double-blind phase 111
study in 1315 subjects with acne vulgaris, aged 12 to 45 years. Duac Once Daily

10 mg/g + 30 mg/g Gel was compared with clindamycin 1 % in vehicle gel, benzoyl
peroxide 3 % in vehicle gel, and vehicle gel alone. The primary efficacy measures for
acne severity were evaluated using lesion counts and the 6-point Investigator’s Static
Global Assessment (ISGA) scale. The ISGA scoring scale used in the clinical trial
was as follows:
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Grade/ .
Description
Score

0 |Clear skin with no inflammatory or non-inflammatory lesions.

1 |Almost clear: rare non-inflammatory lesions present, with no more than rare
papules.

2 Mild severity: greater than Grade 1, some non-inflammatory lesions with no
more than a few inflammatory lesions (papules/pustules only, no nodular
lesions).

3 Moderate severity: greater than Grade 2, many non-inflammatory lesions and
may have some inflammatory lesions, but no more than 1 small nodular lesion.

4 Severe: greater than Grade 3, up to many non-inflammatory and inflammatory
lesions, but no more than a few nodular lesions.

5 | Very severe: many non-inflammatory and inflammatory lesions and more than a
few nodular lesions. May have cystic lesions.

The mean age of subjects was 20.4 years old and 60 % were females and 79 % were
Caucasian. At baseline, the mean number of acne lesions per subject was 72 total
lesions, with 45.3 non-inflammatory lesions and 26.6 inflammatory lesions. The
majority of subjects (62 %) enrolled with a baseline ISGA score of 3 (range 2 to 4).
The efficacy results at week 12 are presented in the following table.
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Duac Once
Daily
10 mg/g + Benzoyl
30 mg/g |Clindamycin 1% |Peroxide 3%/ Vehicle
Gel gel gel gel
(N=327) (N=328) (N=328) (N=332)

Inflammatory Lesions

Mean absolute reduction” 18.2 15.6 16.8 13.1

Mean percentage reduction 68.9 % 58.1 % 61.8 % 48.8 %
Non-inflammatory Lesions

Mean absolute reduction” 24.8 19.8 22.2 14.8

Mean percentage reduction 53.9 % 43.3 % 50.8 % 34.0%
Total Lesions

Mean absolute reduction” 43.0 35.5 39.0 27.8

Mean percentage reduction 59.8 % 49.2 % 55.5% 40.4 %
Investigator’s Global
Assessment
Percentage of subjects with
minimum 2-grade improvement 0 o o o
in ISGA from baseline to 39 % 25% 30% 18 %
week 12°
Percentage of subjects with
ISGA of clear or almost clear 45 % 28 % 35 % 24 %
skin at week 12

“Primary endpoints. Statistically significant differences from Duac Once Daily10mg/g + 30mg/g Gel

highlighted in bold.

Duac Once Daily 10 mg/g + 30 mg/g Gel was superior to clindamycin gel, benzoyl
peroxide 3% gel, and vehicle gel in the proportion of subjects who had at least a 2-
grade improvement in ISGA. Duac Once Daily 10 mg/g + 30 mg/g Gel was superior
to clindamycin gel and vehicle gel in the absolute reduction of inflammatory, non-
inflammatory, and total lesions, and was superior to benzoyl peroxide 3 % gel in the
absolute reduction of inflammatory and total lesions.

Secondary endpoints showed that the percentage reduction in all lesion counts from
baseline to week 12 for Duac Once Daily 10 mg/g + 30 mg/g Gel was superior to
clindamycin 1 % gel and vehicle gel and the percentage reduction in inflammatory
lesions was superior to benzoyl peroxide 3 % gel. The percentage of subjects with
ISGA score of 0 (clear) or 1 (almost clear) at week 12 was significantly greater for
Duac Once Daily 10 mg/g + 30 mg/g Gel relative to its active constituents and the

vehicle gel.

In a separate analysis of the data it was observed that a greater proportion of subjects
in the Duac Once Daily 10 mg/g + 30 mg/g Gel group had a 2-grade improvement in
ISGA from baseline to week 12 together with an ISGA score of O (clear) or 1 (almost
clear) at week 12 compared with clindamycin gel (P<0.001), benzoyl peroxide gel
(P=0.003), and vehicle gel (P<0.001).
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5.2

5.3

Other Endpoints

In an assessment of other endpoints, improvement versus vehicle or clindamycin gel
on inflammatory and non-inflammatory lesions was apparent from week 2 of
treatment (P<0.05). Lesion count continued to decrease throughout the 12 week
course of the study.

Pharmacokinetic properties

In an open-label study of 24 patients with moderate-to-severe acne vulgaris,
approximately 4 grams of Duac Once Daily 10 mg/g + 30 mg/g Gel was applied once
daily for 5 days to the face, upper chest, upper back, and shoulders. Geometric mean
maximal plasma clindamycin exposure (Crax) On Day 5 was 0.961 ng/mL with an
AUC. of 12.9 nghr/mL.

In a maximised percutaneous absorption study the mean plasma clindamycin levels
during a four-week dosing period for clindamycin 10 mg/g + benzoyl peroxide
50 mg/g gel were negligible (0.043 % of applied dose).

The presence of benzoyl peroxide in the formulation did not have an effect on the
percutaneous absorption of clindamycin.

Radio-label studies have shown that absorption of benzoyl peroxide through the skin
can only occur following its conversion to benzoic acid. Benzoic acid is mostly
conjugated to form hippuric acid, which is excreted via the kidneys.

Preclinical safety data

Clindamycin/benzoyl peroxide gel

In a two year carcinogenicity study in mice, topical administration of clindamycin
10 mg/g + benzoyl peroxide 50 mg/g gel showed no evidence of increased
carcinogenic risk, compared with controls.

In a photococarcinogenicity study in mice, a slight reduction in the median time to
tumour formation was observed relative to controls following concurrent exposure to
clindamycin 10 mg/g + benzoyl peroxide 50 mg/g gel and simulated sunlight. The
clinical relevance of the findings in this study is unknown.

Repeat-dose dermal toxicity studies conducted on clindamycin 10 mg/g + benzoyl
peroxide 50 mg/g gel, in two species, for up to 90 days, revealed no toxic effects,
apart from minor local irritation.

An ocular irritation study found Duac Once Daily 10 mg/g + 30 mg/g Gel to be only
very slightly irritant.

Benzoyl peroxide
In animal toxicity studies, benzoyl peroxide was well tolerated when applied topically.

Although high doses of benzoyl peroxide have been shown to induce DNA strand
breaks, the available data from other mutagenicity studies, carcinogenicity studies and
a photo co-carcinogenicity study indicate that benzoyl peroxide is not a carcinogen or
a photocarcinogen.

No reproductive toxicity data are available.

10



Dec 19 2014 09:54:58

Reason for update: Addition of 60g pack size
Text Date : 01/10/2013

Issue No. : 2 Draft No. : 1

Approval date : 12/02/2014

6.1

6.2

6.3

6.4

6.5

Clindamycin
In-vitro and in-vivo studies did not reveal any mutagenic potential of clindamycin. No

long-term animal studies investigating the tumorigenic potential of clindamycin have
been conducted. Otherwise, preclinical data reveal no special hazard for humans
based on conventional studies of single and repeat-dose toxicity and toxicity to
reproduction.

PHARMACEUTICAL PARTICULARS

List of excipients

Carbomer

Dimeticone

Disodium lauryl sulfosuccinate

Disodium edetate

Glycerol

Silica, dental type

Poloxamer 182

Purified water

Sodium hydroxide

Incompatibilities

Not applicable

Shelf life

Shelf life of medicinal product as packaged for sale: 24 months
Shelf life of medicinal product after dispensing: 2 months
Special precautions for storage

Storage conditions prior to dispensing: Store in a refrigerator (2°C-8°C). Do not
freeze.

Storage conditions after dispensing: Do not store above 25°C.
Nature and contents of container

Linear low density polyethylene (LLDPE) tube with polypropylene screw cap with a
flip up lid.

Pack sizes: 30 g and 60 g.

Not all pack sizes may be marketed

11
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10

Special precautions for disposal
Medicines should not be disposed of via wastewater or household waste. Ask your

pharmacist how to dispose of medicines no longer required. These measures will help
to protect the environment.
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BheE - ZHR

Duac 1 H 1[A] 10 mg/g+30 mg/g Bl & 7 /v id, BRA KON 12 5% 0L EOFDEICBIT
DEFENG PEEORFEIEIE (FRICRIEMRRE) OAHBRICEH IS
(44} N5 LTHSH)

PEFEOBEIEMHICHOWTIE, EXRTA X 223752 L,

A - AR
FEIZORMERT 5 Z &,

Biik
IMAR DPEFLE (A2 L)

Duac 1 H 11[a] 10 mg/g+30 mg/g Bl &~ V%, 1 H 1\, #5712, BEREKRICEAR
T 5,

BB L CHIENE E 2T TldZe . FB~ORENEIERAH D Z
EERBEICHAT S 2 L, RE ORI G HIPLAE Uiz 5E81%,
EEWOTIMERE —FHErT 52 & (44HSH)
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4.3

4.4

Duac 1 H 11[a] 10 mg/g+30 mg/g fil & 7 L D22 R O EIZ >V ik, Stk
VBB D ERARRIRIC IRV T, 1208 M 28 2 2 W TIIMGET S Tunveny,
Duac 1 H 18] 10 mg/g+30 mg/g Bl &7 /L1 12 B 288 2 CHkEH Lan 2 &,

NIEEEN]

12 A o /NZ #8115 Duac 1 B 1[8] 10 mg/g+30 mg/g Bl & 7 L D2 4 K Y
ANETMEST STV RV, Z D7, Duacl H 118 10 mg/g+30 mg/g il &7 /v
D, ZOEFSOEGITHER S L7220,

EHE
FrICHERR IR L,

ik

R OWEAI TS LY, oIl S 72#%, Duacl H 18] 10 mg/g+
30 mglg Bl 7V E L DIX L TBAAT 5, AR NEEICIRE LW
HlE, EHERZTELHL V) 2L Th D,

HHZRITFE2TEY 2 &,

=]

S

B

Duac 1 H 1A 10 mg/g+30 mg/g Bl A7 /v iZ, LA TSk 2 BEM O@EUE 2 A1 5
BEAEFRE LN &,

AR e

e

B S

-6.LIHIZZE T BTV D ARFH ORRIEAI O VT s

BRBEEROER EOBER

e, IR, DB, T OMOREIE XL RIELE D B D G ~DOBATITBET 5 2 &
B DBUE IR NS AT D GIXER T 5 2 &, Mo T8 LG, KTE
<TWNRT Z &

Duac 1 H 18] 10 mg/g—+30 mg/g Bl &4 /v id. [RRVERGZE . T RS2 IdHik
W E BEE K OBEERE D & 5 BF I IXEEICHE AT 5 2 &,

Duac 1 H 1[a] 10 mg/g+30 mg/lg il &7 /v %7 b E—DBFIHEHT H551F, K
NS SICHET D2 ENHDOTHEEICITY 2 L,

REBDBHFEITISN T, TRHRBH AT EOE M LU B2 G R B OV AR O BEIN S 22
No, ZHHORIEMOEEREIZ X - T, A IEREAI O, Duacl H
1[1] 10 mg/g+30 mg/g Bl & /v Ol AL 0O —IERY 72 ) SUIRFE 232 IR 4% =
EMARETH L5, 1 H 1 [EX DD HSEE TORZPEITHLES LTV,
DS SRR & OB, R T B2 H 0 . FrCBE R, %
& X FEEAN ZEH LI a3 L SICHEEAT D2 2 88 o720, HEIZITY Z
&
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45

O RFTRREE (B - BEOREE, BEEOREFTE - % 55, EEORRK
JIEE) NENT-HA 1, Duac 1 B 18] 10 mg/g+30 mg/g Bl A4 v Off % ik
THZ L,

WERAER Y AR, R~ DOBBIE AN S E L AIREER H D720, ABET 7
AR B SUTRRER O B~ DOBREE 28T 5 D/ NRIZE £
5L, MOHICADREZRT DR WGEIR, BBETBIERZER L, AR
TOTELKRIREEMT 2L O BEIHRTTDHZ L,

BEICHBET N L5EIE. TOWEERF->THhE Duacl H 118 10 mg/g+
30molg il F IV EMERT D Z &,

Frfein e, B L<IFFE LW NRINENTZ D | BEDPIEHBKEALFZZ0 LTW5D
B, 20 OIERPHUEME BT RGR OIE Tl 5 /RN & 5720, H
HIZ Duac 1 H 1[8] 10 mg/g+30 mg/g Bl & 7 L D G- &2 i+ 2 &, 7 m A |k
UV T b T 4T 4 VAREHEZORE R L, WYIRBHiRE 2 £ L, HEIZS
U CTRIBNREE M A Z EhE L, KRIBRICxHT D IEFERKIC O W TRFT 2 2 &,
AENT, BELEOHHM L IBROIED RN 5, B, MiE, FESUIME
B SERND &,

2 Y g HE

IV HE AT Aav A v O UTRPTE G & Rl % 2 BE T

1. BEICHUEEIMNE T 7 23 K O ME 7 DS TEE LTV D AlREMEA BV (5.1
TEEMWR) |

R NN

RZEM T

PUEMEHRMEEZ VIR, Vravfvorex ) An~ A o EOfmoH
B & DORFEMPER LT D ARMENRH D A5HZMR) |

D EIS & OMEER RO DO EIER

Duac 1 H 1[a] 10 mg/g+30 mg/g il & 47 /v 0 1E 22 5K AR AR R I3 326 S
TR,

SRR, SR 7R BB 28T 28 b L ITHFEAIA Y Ofk, PEAIX
(TAEHES 72 & NS @R E DT b = — L R OB 2 & A+ 2 WA & o, #)
WRZETBENRN D50, HMEITIT) 2 &,

Duac 1 H 1181 10 mg/g+30 mg/g Bl &7 /L & = U 2u~ A o a3 A 1K L o0 i,
IV E AT UG ERETIT DRI H DT, TRV &,

7Y A TR ERTER 20 2 LAVRENTEY | ORI
WAl OVER 2584 2 WTREMED N D 5, T DTz PIAIFEEICAT O 2 &,

WER{L Y A UL, R VT A o, isotretinoin & O tazarotene DN B & JHEE &
. B A K S5 ATREMES & H 7=, Duac 1 H 1 18] 10 mg/g+30 mg/g i &
Tl IS OEAE OGRS D 2, PFANKERESIZ, 1HDY LR
oo e REICE G352 & (B Iz LAl HicFlz&s) .

WL A VEFSNHRAIE AR T X REESNHEA & R 5
&L BEEBEBIC-RRLE GEE/BE) NELDTEERD 5,
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4.6

4.7

4.8

Zhnee. EIRKR ORI

SR

Duac 1 H 18] 10 mg/g+30 mg/g Bl & 7 v DTG ~DF 5B 57— X 13+431
BH TV, Duacl H 1[a] 10 mg/g+30 mglg Bl A&7V STk v A v
RO EY COARE  RAERBIIER S LTV R, o, 7V A T
K ORI b~ A VBAI DR~ DR EGIZR L CHa 77 — 2135 6TV
W, BRIRES LIS 2 U U E A TR LD I MR IR DT — 2 b, 7
U v ZA ¥ ARSI HE R ORBRICHERMEREZ L1205 &R0 &R
REINTND,

Ty PR~ DRI ) o E~ A v R RO AR Lti’iﬁ%ﬁt%ﬁ&:%‘b\f\
7)o Fw A AR DZIRREDIE T UM R A~DOERBIIZRD o,

IR0+ % Duac 1 H 118 10 mg/g+30 mg/g Bl A 7 /v D2 A VEITHENT S LT
2N, Z D728, Duacl A 1[5 10 mg/g+30 mg/g BL &7 /v OITIs~D L5, &
T HELEICIDEERY R XN T 1y MHE#IZTO 2 &,

23

Duac 1 H 1[a] 10 mg/g+30 mg/g il & 7 v OFFLIG~ D 514 2 kBT i &
TR, 7Y U E~ A v RO Y A L DR IR TR NS
Duac 1 H 1[1] 10 mg/g+30 mglg Bl & 7" VD FRIZ 7 U U 2~ A o v gk
NVY%»ﬁtF%H*K%ﬁ?éﬂﬁ#ﬁﬁ%f%éo*ﬁ\7UVﬁ74V
SE BRAKROIERAOBG TRAFICBATT D2 EBMEINTND, D7D,
Duac 1 F 1[5 10 mg/g+30 mg/g Fd & 47 v DIZFLbd ~DF %, B4 2 1605
LB IEMENFLIRICHT B /a2 LR S S AGAEITORITHI T L,

FLIRDFR - CTEIT 5 Z L %7 57-%, Duacl H 1[A] 10 mg/g+30 mg/g Bl& 7
TSR LR 2 &,

G HE

Duac 1 H 1A 10 mg/g+30 mg/g Bl &~ /L Dbk DZRRE~D B+ % 57— &
ECAAN

B CEREBRER I RIET R

ML,

BIfEH

FRFRERIC B W TR BN, HDOVITHEBRICHE Sz, Duacl A 1[H
10 mg/g+30 mg/g BL &7V DREIVER (ADR) 122\ T, fllx DANHA RS Tdh
HBPIER Y ANKNT T Vo B A THREESNTWAS LD B 50, LTI
BT 5, BIEAIL MedDRA DOEFE BIK L O BBE NN — & TRy, 5
BEEOERIT. FEFICZV] (21100 . %V (=21/100~<1/10) .
[b7av) (Z1/1,000~<1/100) . [ARB] @FESATHELNTWD T —X )
DITHEEARRR) LT 5,
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MedDRA E13c 4 AN ZAN i ZRER 2

HERXSHE

EREE WHUE L O T 7
S THR—EET
T LIV X— it

MRREE gE SRR

BGEE N Y N

Wk &ade) | I
PETIRL, TR

-

BRMEOR TR | £ 58E, B | &
R & BEECE, | @

&A%, A | RIS, =B
BUMES s XE DAL,

HLBE, R HIM
(BEL T 12
bl L THRAESH
TS, BEEE
12, BEABRI 150

5 I H FEHY 0 BB

Al 575 7T

— XL T

D)
—i% - 2HEE 3 FH A P LSO (F2
RO EEALD FEGEET)

/N =

VERAEALCREL, 22V v H <A v 10 mglg il b A v

50 mglg Bl Ao 7 7 L ARG SRAIZES <, TV HIEREE R B OE M) 6
WEINTELDOTHY, REERTORBEZIT TWAHTD, 2D ORBLEL Fik
TR 52 EIETERY, 2L, @FRIERROLNL 2 LIFENTH D, 27
U v KA 10 mglgH R LS Y A L 50 mglg Bl A4 AL DR BRI B HS S
nNibo, P27V v H<A v 10mglgdH 7 + — OB LG Shizb o,

ST

Duac 1 H 1[a] 10 mg/g+30 mg/g il &7 /v O EE 2R FERRBRIC BN T, BREDLE
O SR - SER & U CHLBE, ROz, BRI, & O FE R OV EME, il i
DAL TG U7z, BT, #5512 BICERDZRD b - BEOE S
ZIRD 2ODFRITTRT,

Duac 1 H 1[5l 10 mg/g+30 mg/g BA& 7 /VEE (N=327) 28T D2 B, FIEREOE
B (BEICL2FHME) OEREZRR

BT
(R=RF 1)

WERR|hARRE | BB | EEfR | PAEEE | EE | ER | R

BEHORREIREE HE5#KTE (12:88)

HE

5

QELY2
/T

15% 4% 0 20% 6% 1% 8% 2% <1%




Sk

28% 6% 1% 29% 9% 1% 17% 2% 0

Duac 1 H 1[H] 10 mg/g+30 mg/g Bd& 7 VB (N=327) \TBIT B REEE,. IHEOKRE
FIB (BBREBLEMIC X 23M) OERBHR

BERT (R—RF5 L) BESRORANEEE BERTE (128B8)
ww (e | 0w leec w07 | me [ew e |0 w
BERRERR | joop | 206 | 1% | 0 | 24% | 7% | 2% | o | 9% | 1% | 1% | o
ALEE 19% | 11% | 5% | 0 | 26% | 13% | 5% | <1% | 19% | 4% | 2% | 0
BUE#EIBE | 1006 | 2% | 0 0 | 17% | 3% | 1% | o | 4% | <1% | o 0
49 wERE
Duac 1 H 18] 10 mg/g+30 mg/g Bl &7 /v Z RN EBAT L7256, B ERITRE 4
CAARMER DS, ZOHE, EHEZPIEL, RENRRETALETHFLOZ L,
., mER e A VOB TR, EFHEOEREZA L BI1EE ORI
OB,
YA~ A RBENCAANHEA LI-SAE. 2HEOEREZAL U BIFE0ON
INASFRD BN D A[REME N & 5,
Duac 1 H 1[4 10 mg/g+30 mg/g il &7 /L Z i8> TIRATEB AL, 7V v F~A v
VOERHBREIFICA LD LD EEEOBIGRORNERRNE U A ATREM R H 5,
R 22 BAR I K DR ERINE A BT 5 7=, WU ELBEZH DL &,
Mo TIRATESG A OFEBIEIZOW T, BREMICIT O 2, XIXEM T EHE o Z—
WL AHERNH AEEITFNITHE-STITH Z &y,
5 SR REIE
5.1 P-akezdiaL o
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WG 7V T~ A BAH
ATC ==— K : D10AF51

I Ew AT, T DGR R K O & 2B M e U CER R
Zaod ) ravI RRFAWE CHD, 7V F~A v rilnl) rarI KR
HUAEWE L., MEO U R Y — 2 23S subunit IZFE S L. & EA RO HEFE 4 R
B D, 7V AT, BICFHEOICERT 2, @RE TS Mg
R U CTRRRBREERZ 7T 208305,
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VR R 2T U, invitro TIXTEHREZ R S 220, invivo Tl
TR E N, PTEER 27 UV oA~ A v BB EInD, 7V
F A OIEEIX, FEAEDT 7 XERICH L TUEEZ R T OREEZ M
WTESIEREOME CHEICTHIESNTWD, 7V v E~Af v if, Bl
ETOT 7 FHEEEKZ invitro TRET S (MIC04pg/mL) , 7 U U H~A v
VEATHL ., B2 R T O WERENR AR 1T 14%0 6 2%IZ A L=,

WEE LR Y A i, B TORREMOERIZS L TEIEERE TR WAE
HIBEER 273, MEM b2 A i, SEESEICEE LTS T 7 REICK
L CHEERZRTIILAICH D, DI, BERL2 Y A i, B ARIHITEA
s Ly SIEICHE D B 7o BRPEA 2 i3 5

Duac 1 H 1[a] 10 mg/g+30 mg/g Bl &7 Vi, ZAUF ERE AW AEHEEER &
PUEEH Z i 2 2B A Al TH D | RRISIREE ~ WP B D5 1 S O RIEVE L
BIZAHTH D,

MRS IT, HkIC K> TRV | FREO WM CIXRMORE & & bIcE(kd
%o FHCHEEDOBYIE DGR AT 5 HE 1%, FHUIR OB T 2 F @A i
ITEFE LY,

7 ) B A 10 molg+ @R kS Y A L 50 mglg Bl A VI IRk
VSANDBEE ENTNDTD, 7V o F~A 2 UMEE D BT 5 aTREE IR <
2%, ZIUZOWTIX, Duacl H 1[r] 10 mg/g+30 mg/g Bl A&7 LV Tldkiat ST
l/\fcﬁll‘o

1 ODBFN 2 SOEMKI DG STV D72, FIEMEICEIL, BEF DOAREE
AT ITAT VA EHRT H LN TE D,

BRI HY A 0 K OV 4tk

SRR 1315 61 (12~4575%) Zxig e Ui 128 Sk 7 > % 21k
THEEMRE 3MHRERICI\VC, Duacl H 1[0 10 mg/g+30 mg/g fid & v A& 1 H 1
A L7z & & OREMEROARMEA BT L2, Duacl H 1[5] 10 mg/g+30 mg/g
A7 NV ORESIRIL, 7 U v Z~A 22 1%+ 7VEA]L @b A v
3%+ ZIVEAI R OV VHERFEM L Uz, SIEOFEIEEIZET 5590 EERE
5 B & BB 80k O 6 TH B OVEBRETEARNIC X 5 2FHE (ISGA) A7 — Lz
K VEHH L7z, AEKRBRCTHW L ISGA A7 —/LFLLFD LB Thotz,




ZA %l

0 FIENERDE SAFTFERIEVE LB DI E LR L

1 FEALERL  FERIENERZ 13RO TH7e <0 DR WEBE R ENITHED
LN DHRRSE,

2 WS JERIEMERZBIZ L — R 1 L0 &< RIEWRE (5 BED

Fr, FEHMERZB L) 1T 2~3HLULTFTH D,

3 AR . 7L — R 2 X020, IS OERIEMRIZNH Y | KIEH
RN OPRONDEZ L H DM, INEEIMERZIZ 1ELL T TH 5,
4 BHE L — K3 L0 B0, IS OIERIENER S K ORIEME R IE )
HDHM, FEEIMERZ I 2~3HLUL T TH B,

5 FEHICEE « BEOIERIEVERIE M ORIEVER BN H 0 | FEEPERIE 2N 2
~3EEBEZ D, BRMEEBRALNEZEHH D,

Wb E DOSELERNIL 204 TH VD . 60%0 e, TI%NENTH-T7-, XR—RF
A VD LHHT- 0 O SERBENT, FERIEM S 45.3 (8, RIEMEL IS 26.6
8, FF72fETH otz WEREDKRYE (62%) L. N—R2AFT A D ISGA XA TN
3 (#il : 2~4) ThoT-, 12HEEOERMEDOREEZ FRITTT,
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12 BRFOF M DOREFR

Duacl1 H 1
[ 10 mg/g+| 7 U v ¥~ | BEg{fb~v
30mglgEEE| A1 1% | YAV 3%
Y 1% Y ai% Y ai% &IV EH
(N=327) (N=328) (N=328) (N=332)
SRR 18.2 15.6 16.8 13.1
SRR 68.9% 58.1% 61.8% 48.8%
FERFEMER B
SRR EC 24.8 19.8 222 14.8
SRR R 53.9% 43.3% 50.8% 34.0%
SR et 43.0 35.5 39.0 27.8
RIS 59.8% 49.2% 55.5% 40.4%
BERELENIC X 5 2M&5h
NR—2F A D 12 BRI
ISGA/ 2 7 L— KL FiksE L 39% 25% 30% 18%
TR E oE LT
12 BHHZ ISGA 7Y T2 L) X%
NELAERL] Thol-th5 45% 28% 35% 24%
HOEE

“EFHAIIE A, Duac 1 H 11l 10 mg/g-+30 mg/g Bl 7 /L & 0 Hle Cea oA i 72
ZENRD LN EITIIRFETHRA LT,

Duac 1 A 1[A] 10 mg/g+30 mg/g A4 vk, ISGA 23 2 7' L — RLL Rtk L7 4%
BB DEIRITRBWNT, 7V <A T @R AL 3% IV KRNV
JVIERI X W N T2, Duac 1 H 118 10 mg/g+30 mg/g Bl & 7 V%, RIEMERE
FERIEME BB B OB BB OB BT BT 7 U v A T U PNV ROV Vv EE
AR EIL, RIEMERIE f Q%R BB Ok B B Tidiamg b~ A L
3% 7V L0 HEIL TV,

R IOREAEE B OffAT %S, Duac 1 H 18] 10 mg/g+30 mg/g Bl &~ v i, ~—
ATA D 12 8RS E TORBBEOBWDRNT ) <A 2 1% T VRO
VIR X 0 B, RIEVERIE OB R AGEER LY A L 3% L L R T
LT ENRHLNTI -T2, 12BRFIZISGA AT N0 (ZeL) XXl (&AL
72 L) TholwiBr#FE OE& AL, Duac 1l H 18] 10 mg/g+30 mg/g Bl & 7 V23 D
BB BT B OV L EA & el L CREICE Do T2,

BDOF—ZRIFIC LY R—=2F 4 b 12FEE TIZISGAN 2 7' L— Rk

L, PO LRBERFIZISGA AT N0 (L) XLl (FEAERL) Thott

PR OEIA 1L Duac 1 H 110 10 mglg+30 mglg Bl &7 AREN 7 U v B~ A

FEE (P<0.001) | B A LA RE (P=0.003) K OV L ERFIRE
(P<0.001) &L TEWZ ERHALMNI 2o T7,

M DFFE H
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52

53

L OFAMHE A OFAI T, FVEANIZ7 Vo F~ A o P L Lz & D
RIEMERIS B OFERIENE RIS TR 5 B R TG 2 A 5380 b vz
(P<0.05) . BB 12 8 H O BRIz L T Lisil) 7=,

KYBRFHR

HEE ~ T O Ve SIE RS 24 Bl & x5 & L7 FEEMREBRICI VT, Duac 1
H 1= 10 mg/g+30 mg/g Bl &7 V#1494 1 B 105 B/, #Hm., b, B3
R OVEEICEAT Lz, TOME, SABDY Y v E~A v Ol bRz
B (Crax) DX T 0.961 ng/mL, AUC,IE 12.9 ng hr/imL T - 7=,

BRI DRRFHI B W T, 7 U v X~ A 2> 10 mg/g+i@g{b~> > A v
50 mg/g B A v @ AR OB G R ONEH MgEF 7 ) o XA VR D
<HTMHTholz (BAAED 0.043%) .

AANZ iL@mA//4WﬂEAéﬂfwém Fhcks 7 ) v H~A 0D
RN ~D BN IR D LR o T2,
e N N I .- eV ) M s - J SN
e S 722 ERHA LIRS TN D, &
ead L, BIREE LTSNS,

FRICZA Tﬁ&éhtf&f& (DR gES
BAEmRIT, EIREE2%2ITTEIR

RIERRZ 27— &

I Y A RN o I

~ U A& AW 2FEB O AFEHERBRICKWT, 7 U U F <A 22 10 mglg+ i
b~ A 50 mglg Bl G 7 VAN G- Lo e 2 A, tRREE L g L TR
AU 2T DRITIRD B> T2,

~ U X% AW R AVREHERERIZI VDT, LA YERRR T T, R Y U2~
A 2> 10 mglg -+ (LR A L 50 mglg Bl & F LV a G Lic b 2 A, cFREKE
&Ll U CHEBEAL £ CORFM O RE I b 0 72K F 3580 S iz, ARBRIC
BT 2T R OBRBEEIIAATSH 5,

2FHOEMFEAE T Y X~ A 2 10 mglg+idig{b~ > > 4 /L 50 mg/g fid
A#W%ﬁk%ﬁﬁﬁ@btﬁ@&@&ﬁﬂ a7 R STANGNEY o3 WV/RVAS )51 |
{)%%ﬁ%%fﬂil‘ilﬂzﬁﬁ &) %hiﬁﬁ)o 7‘;0

IR RBR 128\ T, Duac 1 H 1 [8] 10 mg/g+30 mg/g Bl a7 b id & < s 2 il
BENTRD BTz,

RN o

;W& AT ERBRICB W T, I\ Y A VOB IEEEENEFT
HoT,

WL A N EEHETHEET 5 L DNABHOUIINE Z 2 Z RS T
WD, A OZERJFEMERRER, 23 AJEMEERER K OOE VTR B S TV D
T=ZIZED L WS A AT AVJEME ST AVJEPE T 2R 0,

AT T — 2170,
T Y

10
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6.1

6.2

6.3

6.4

6.5

Invitro XN invivo BERIZIBWN T, 7 U U F~A v U CERFMHITERD b h
ST, BERNTY U v Z~A v OIEEEEZ BT 2 BRI <
TV, ENLIAMTIE, fER D HR] R OV B G- 2 R & OV MR I
FEOHIERRT — & TliX, b MIXT DAERMEITRHIERD T,

FEANCBET 2 FM
JRIZAI— &
Carbomer
VAFay

ANTRANT BT T VNV ZF BT T A
=7 NS hU DA

7ty

U ()

Au s $~—182

UTELYIN

Kb F N U oL

EAER

AR,

FhHAE

HRIE L ZE R OAFN O ZN I - 24 5 A

TENE OARKN O 2 5 A
R DR R 72 R

AAIRTORTESAE « mEE (2~8°C) THRFTDHZ L, MIMLARNI &,

A% ORTESRIE  25°C B A D HFT TIRAF LRV &,

BROUEERUCNEY

FEHN 7V T T v T HFERUTRS>T0WARI e L A7 Y a—Fy v 7HTH
BUREBEARY =F 1> (LLPDE) Fa—7

11



BEEY A X 1 30 g} 1U%60g
FTARTOEEF A ZAPIRFE S TN D DT TIEARU,

6.6 BEEEICET AR e R

BRI PR X FER I & — ISR LN &, REZR > ERGL D
BEFEICOWTIL, HYOEAMCRIWEDLELZ L, 297952 L TBREER
AL,

7 IR AR E

GlaxoSmithKline UK Limited
980 Great West Road
Brentford

Middlesex

TWS8 9GS

Trading as Stiefel
Stockley Park West
Uxbridge
Middlesex

UB11 1BT

8 IR EAGRE

PL 19494/0251

9 FIEAFR R/ 7AFBEHTH

201343 H 27 H

10 AXDOHKETH

201442 H 12 H
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L7, [FfERBh S — 5%

1.7. FERDR—KX

Rz & LT, TSEMESE] T TSE (RIRMRIEZ LS o) | O%hg - i3
EETOHHNHBIOI L, 7o Ev A ) R AT VEE (XT U T IV 1% RO
Sy Tu—ar1%)  TERVUEHE (F4 72U AN 01%) KOFY 7 e x4
VUBIEN (T TF LI V=N % OT 7T Fau— a3 1%) OEE - E. Rk -
M, fEH EOFEEEICZONT, KFIZEDTE 1.7-1 KOFEK 1.7-2 1IT5RT,

1.7-p. 1



z2d-21

®17-1 RERMMEDRE - BE. B6E - R, EFRLOIEOLER

— 4 IV EwA ) R AT VKT IV B VRS AT L
BE L~ A L

HR5E44 TaT v ATV I TON1%, #T7Tu—var 1%
(&=444) (57« AI AT T4 MRAEH) (Ve R SR A )

HRGRAEA A - X7 TN 1% 200247 H 5H

Iy Tu—var1% 2010661 A 15 H

HEAFEHA - -

Hiil X oy - A5 AR SR

b AE SN
BREOER | TaT7 v IBAYNV lgh, 7V F<A v VBT AT VK | X720 THNV1% 1gh, 7V v F<wAf ) VBT AT VED Y
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iz (REIOAGRRE - ARiX 1 B 1 E#RE) . 20OFELH O,
WL 49 ] (9.8%) | BEMREZSE S 34 5] (6.8%) . ALEE 29 4
(5.8%) . FZEHINL 29 B (5.8%) . % 5 ¥EAE 26 fl (5.2%) ThH
oz, KR

(1) EXGEIER

K - IRIFEG R, BGERBR. FUAEMBERERER (AR5
HRGRZET) FORBR, BT (OFhbEERH
) BHobhd I ENb S, BIEMIITIED TH, Witk T
Wido 2 VIRIEEITR 23580 DL G A £ D ORERA KGO
AREMEL B D720, EHITAAOER ZF L, WY 2R 21T
ST,

(2) £DithEIER

5% F 5903k HEERRY
JHIEE T, MR
BR WL BCRS | BV, FUR | SERRBEEE.
& (R | B, SEEL RLBEERZ 5, BERK
&R, B B oolT 0,
EEte) | VAN YU EEt 3
F L 2. NEMENL
FLBE, 8
I VA T
K. K




5%LLE 5%3R i HEFRY
CELE S
R, Atk
i) . %
) FEIE
[P AST. ALT. Al
P. fAr Y Ly
DOEH, vary
J =
Z 0t I BUE SRR, I ER Y
AN, RSN
Warzxro—iL
KT, REA, K

FEBUFE |3 GRIE £ COENBKRBROFMBRICESEH L,
1) B RS USHESMEIRRBR, KO V) v A~ AV EFTD
WEAMERRBRE R UL 7 V) v F~ A 2 1% VDR SCEIC R
DORIERIZOWCITBEEAR & LT,

5. 3R, ER RALBE~DORE

(L)Ed SUFAEYR L T2 "IREMED & Dk AT IE, 165 B Atk
PIRREA~OfEBRMEZ LH D LR SN BEICORMEMT L2 L,
[T OG- B 2 ZeMEITHESL LT, ]
QEFHLTOMEANIIHEA LN EREE LA, R0 E
AP a25aicidRlalirsEs2 8, [P ~OBTIZARHAT
H5, ]

6. INRE~ADHRE
IRHARE IR, Bl AL SRS 12 meRi o/ NRISH§ S
LEMEITHESL S TWRY (BERRRRD 20

7. BEES

BuE, ER . BEEORFRMENBIN D ATRRERH D, B
YYANDHRIC LY EEEOERORBICEL BEFRIMESND
AREPEDME VY, —F ., 7V v E A Vo DWMBEOHTIT LY 2
PEDOVEM ORBUTE 2 mPIRIL S D ATRetER 5 5,

B : R A TR U, BRI D HERR A 21T 5 B D)
TRAMVEAFT D T &,

8. BRALDEFE

(1)fE R

Dftioo SIEIRFS A & FR T 2 HE i, MBS HE T Bz hn
HHOTEERTDHZ &,

QARKNL, BERLHC - R SNTABHEZBROASEIBENARH
Lz, BE, M., FEROWBIHES TR0 &,
()1 B AL

DAHELTORENT 22, AL IR AE. ZOMORRE,
IR MO & 2 R FFITIFER LZ2n 2 &, Zh b OFALIZ AH
D& LTSIk Ty 2 &,

ALY, 7Y = A v aegIckE LchE SRk
LSRR ROBMERA RIS 2R H D, €O LD R/
RHERIEZAT VA ORBZ BB T 5 2 L,

9. TOMHDEE

QBB AN E B LF AV ERBAETHE, PLF A
WOREND EDRENRHD V-, KHlL FLF A & F—E5
R L2 E. FLF A v ORBERHITT 5 ATREM N H 5,
@7 VAT T RE AW 1 AR USRS TR &
2500 mg/kg/H (7500 mgim¥H) £THOZ Vo F~A 2 1%- @k
(L A v BRI R P LT A, SRR IR S B & b
i e B (] D R FE AR SRR D BT,

(€279

LTaT7yImESIN

In vitro IZEWVT, b hEFICAH] 15.63mglem?® Z A L7z & &

WREB, 7V H~A > (CLDM) U VEET X7 )L XX
CLDM & LT®HAi 6 Biff]#% £ ORI RG24 FiE L7725, i@
b2 A v (BPO) & LCOREEIBITMHER SRtz 2,

Jan 06 2015 11:45:56

29) 8Ly
()f st
CLDM Y VEET AT LT AERN THLHIZ CLDM IZHIK I3 iE S
7299 F7- . in vitro R&BRIZHBV T, CLDM (X312 CYP3A4 C S-
IR s 7z 9,
(BEEINIE Y -
TERERLA T (6 1) ORI CLDM1% Y /L 29 % Hi[a| AR
Lt &xomifEr CLDM #EIT % < O#RE TE &R
(13.2pg/mL) LAFTHho7z, £7-, CLDM 1%V 2g % 12 F§fi]
I 9 BIRIESEAT Lic & & OBAitk 12 Ref o fiET CLDM
X3 EBMTITFE-FERY, EBAH O Cmax 1LFEH
161.3 pg/mL T >7-, CLDM R H it =R 3 B[R] f N A8 B3 A
WTHICEBNTHBAED 0.01%LL FTh-o7-,
QYMEAICISIT 2 i ©
HEENOREOSEEIFEE (24 #I) OBFMIZ CLDM 1%-
BPO 5%~/ /v ® 1g # 1 H 1 [A[} ) CLDM 1% 12— 2 > ® 0.59 % 1
H 2 BlZnEi 4 HEEA L2 & EomiEd CLDM KO O
WMTh D SO 25-112~kT, CLDM 1%-BPO 5%/ /L@
A& 5% 24 RERICISIT 2 IRPIREE L CLDM KON S-g{kik T %
NZEN 58 KU 5.4ug/mL & CLDM 1% —3 o R AfEE & [FIfLE
TdH-o7,

£-1 SEHIEEREZIC CLDM 1%-BPO 5% ILD g% 1 H 1M
RU CLDM 1%B8—3>M 050 % 1 B2 E 4 BMBHRLILE
QD M#Ee CLDM R U S-ER LK RE

CLDM 1%-BPO 5% CLDM 1%
CLDM S-FE{b A CLDM S-FEfbik
(pg/mL) (pg/mL) (pg/mL) (pg/mL)
WAt 1~4 |439.2+574.2| 93.3+93.1 |386.0+398.9| 77.4+88.5
i (39) (39) (37) (37)
Bk At | 67.8£223.3 | 13.4+36.9 | 73.0+226.2 | 445+51.3
96 4] (35) (36) (30) (30)

TEE IR (1)

PEENLREEOSFESEBRE (24 6)) oFEm, B, B3y
. BICARIR 49 2 1 B 11815 AM®AA L= & & CLDM K}
S-ERILIR D IEMTIE T A —F & £-2 1TRT,

%-2 BEUHIEEZICAFNI4gE LB 1ES BEEMLIEE
D IMiEH CLDM R U S-Bb A D EMENEE/ NS A —4

RTA—=H CLDM S-R{LIk
(24 f1) (23 #31))
Cmax (pg/mL) 1294.2+1011.3 220.0+139.1
tmax (hr) 5.8+2.68 7.9+3.47
AUC(0-t) (pg-h/mL) 17786.3+14769.4 | 3956.5+2860.3
S fiE + AR Y R
BBV A

(WAL - X3
In vitro 2BV T, b FEIFIZ “C-BPO @ 4556ug % @i L7z & &
OWAI: 8 MINIXLEFRE & L CEEMNS L.9%NEIN S vz,
B FICITBAAED 26% (BPO R OREFHRN/BBLRRE) 23,
JE G121 95.5% (BPO) 23 7-,
) BAENZIBT 2 Al

S SIEREOBEEICAAIR 079 2 1 B 2 [ 7 HE®A L7z
L E o miEP 2 BB X 12 Bt 2 flCERTEE (TR TR
100 ng/mL) T o7z, BARATR O BAG % O MAFE U IR ERR
&, £ Z 46.7~84.8 ng/mL K T 38.2~100.3 ng/mL T o7z,
Fho, RPLEFBRRE T 12 Hih 3 Bl CERETIE (EE TR :
100 ng/mL) T&H Y, BATEI & OB BATE O SR 5 R R K 1%,
ZhZh 36.0~42.4 pg/mL K TV 53.7~55.6 pg/mL T -7z,

(17354 )
ARAOSZENESIERE ZRLIC, AAlZ LA 1EXTLH2
[\, 120, BEEICBARORIMER Ve ERFT5 2 &
ZHRE U CHEM L IEIEALREERIITRM LR
. CLDM 1% /L) OfERIE, LT D LB Tholz (KEID
GRS - HEIZX LA 1ERE)



®-3 2% 12 BRODBEBEDA—RS14 UhbDELE (ITT &
)

AHFIL1H 1lalEE AFILH 2 [BI#E CLDM1%1 H 2
Bk
~N— 25 | 76.3130.05(204) | 80.2--36.05(296) 79.6-£37.76(299)
q{v
W A 12 | 20.7+£24.35(201) | 19.8+20.73(289) 30.6--36.22(299)
Bk
Ak -55.1+29.59(201) | -60.4--34.58(289) -48.9+34.92(299)
CLDM1% | -8.2[-12.9,-3.6] -11.0[-15.0, -7.0]
1 H 2H
BEL ORE
] 7 [95%
15 HE X [H]]
a)
p i — P<0.001

T+ R (B0
NBATRE, N—RT A E, EREE AL L L3S T T Y

[RzRE]

LoYoE=A4LY

(L)SEEREH

IV HEwA Y VR AT OVIZAERN TR S, 2 Y
VHETA T E LTRFEESIEORRE CH LT 7 R WK LT
Vs 2R d, £, 77 3OV S—BEALZMmE L, K
I OWEEEIGNE 2 1K S, AmEROWEEZ MK+ 2 & THi%k
JEVER & 7”3,

()fEmHsAF

BEMEO VAR Y — 508 7 2=y MIEAE L, X7F R
BHEMSEZE L TEAGKREZMET S Z LICX Y, MO E
T 5,

(3)22 & it

sV B Fm Y R, Y ED~ 0T A FRPUEE
L O CAEMMENRE SN TND O, =Y 2L it kd
MHEFEIC L > Tr Vo~ D UCiittEE RS E b H D,

2 BB VA

(W

7 0 RENCA L RN A FTEIRE &R D, 7 2 R EOSA
FEBRICAE L CL N2 OIREHERE & RO REEE2 7 T 2
D, E 7o, PR, A ECRBENE A R O RR A £ R 9
16)

@FEFT

MR > 7 A L1552 AR SV R S U2 IR C A S B
FR AT (] L, A O A ) £ AL 5 2 12k
T R O,

(ARSI ET S EEFHAR]

Wk sV Ew A ) g 2T LK (Clindamycin
Phosphate Hydrate)
154, : Methyl 7-chloro-6,7,8-trideoxy-6-[(2S,4R)-1-methyl-4-
propylpyrrolidine-2-carboxamido]-1-thio-L-threo- « -D-galacto-
octopyranoside 2-(dihydrogen phosphate) monohydrate
ﬁj\%iﬁ : C13H34C|N208PS‘H20
53 522.98
I

" POH,
Mk - BE~MEE A BORE OB K
f AL K 200°C

— 4 - Rk~ A L (Benzoyl Peroxide)
{b%%4 : Dibenzoyl peroxide

%%iﬁ : C14H1()O4

Sy 18 242.23

MG

Jan 06 2015 11:45:56

o

o
@O/O
PR ABRORER XITHBLR OB

Al A 103~106°C

[a]
FaT v IEETI 109 X 10 (Fz2—7)

[EEXXH]

1)Martin B, et al.:Br J Dermatol, 139, 8-11 (1998)

2N R

3)Flaherty JF, et al.: Antimicrob Agents Chemother, 32, 1825-1829
(1988)

4)Plaisance K, et al.: Antimicrob Agents Chemother, 33, 618-620 (1989)
5)Amr S, et al.: J Appl Microbiol, 90, 550-554 (2001)

6)Wynalda MA, et al.: Drug Metab Dispos, 31, 878-887 (2003)
7)R R BEAER: FRIRESE, 15, 567-582 (1999)

B)HLNE Et

9)Nacht S, et al.: J Am Acad Dermatol, 4, 31-37 (1981)

10)Eady EA, et al.: Br J Dermatol, 121, 51-57 (1989)

11)Decker LC, et al.: Antimicrob Agents Chemother, 33, 326-330 (1989)
12)Pannu J, et al.: Antimicrob Agents Chemother, 55, 4211-4217 (2011)
13)Eady EA, et al.: BrJ Dermatol, 131, 331-336 (1994)

14)Hegemann L, et al.: Br J Dermatol, 130, 569-575 (1994)

15)Loux JJ, et al.: J Soc Cosmet Chem, 25, 473-479 (1974)

16)Mills OHJr, et al.: Animal Models in Dermatology, 176-183 (1975)
17)Cove JH, et al.: J Appl Bacteriol, 54, 379-382 (1983)

[EHFHRE]
LRI FEROHENEEHC S E E L TH FRRCTHR T &0,

TS50V AI AT TA ST

T 151-8566 HULAR AR X T-BK - 43 4-6-15
HNAB— o T « B H—

TEL : 0120-561-007 (9:00~18:00 + H #L H X OV k¥ B % B
<)

FAX : 0120-561-047 (24 BFRIZZ4T)

BEHRSET (@A)
T599-RA3R9514 v#Rat
HOAEARX TER 4 —6—15
http://www.glaxosmithkline.co.jp

® : BEPHE



1.8.2. ZhEE - R KOF O ERIL

1.8.2.  ZhiE - HRRVZORERN

1.8.2.1. ZhEE - THE
< i~ >
AFNEME DT RO KEE. 77 X E

<@ eE >
=M SE

1.8.2.2. BERR
1.8.2.2.1. BEMXEEAHIZDOLNT

B, BEMEIRROEBIERIENE A R T O R EHRAE T, BBtk B, BE.,
HRARIET 2, ZOREL INHFEHEIEIL, BRI T2 IR TEBY ., [IFE
RS (NWE7) 1 . TARE GRAak) | . GlEORbE N EMECE S L
PIEMERE & LT, EERMURRIZEE PR 5 2 RO 2 ORZBRAET 5 WL 2010, #K,
2008], EDERKRIELLR (BB OMER) 11X, RIEEZEDRWVIERIEMKZ (P8 miE, B fam
M) & RIERPE D RIEVERE (RLe s, B, S8, &5 ICRilsh b,

AFNZE Stiefel # (Bl GlaxoSmithKline £ 7 /L —744t) 2RBA%E L=t SIE DS A
B THY, VravA U REED 7V X~ A (CLDM) VU VBT AT V%
CLDM & LT 1%, WG & AEHBHER 2 EICFT 5 B2 bl A v
(BPO) % 3% AT HHAT7 LV THD,

BEfF D& 5 SIETRRSEIL, S SERIER T O 3 K. TIFEMHETE (NWaWmE
F) 1. AR GRMAM) ) . RO 05 bFEI2 1 WF-2Mfd 25, $hbb,
ERN O SIERIRTA RT7A > [#£,2008] THEES N TWAIRRED Y B, 7431
S TR GEA) ) 28 L. PlESRIE TIE ORI Z2mfld 5, —FH. AHlo
B D> H, AEHBERZ2HT 5 25255 BPO 1L, BEIRHHBOMAE 2 R fiEd
HZEIickoT MbEE GHEAL) | Z2RIWEZREL, Vra~vA U RIEED
CLDM & & HEiEME 2R L& 2 505 BPO i& TR OBGE] 24064 5720, AHKI 1 #IT
SISO 2 N2 ElClfil cE b B2 6N 5,

Mar 12 2014 08:26:38
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1.8.2. ZhEE - R KOF O ERIL

1.8.2.2.2. EHEECOLNT
[ENE I AR STF115287 3R Cld, TRBREEBAMRIZ OIKBER (77 x|, Ha7 Ry
KB R O 7 RV EKEE) O CLDM IZH9 D/ MEBFLIERE (MIC) ZHlE L7,
TRBRIEBART (N—R 7 A U [0EK] ) ORRRSEERIZ. WTNOBETHL T 7 R,
K7 RUEBKEOEE - FIERIZFRETHY . 727 XEPK 15%, FRE T FUEREN
45% CTh o7 (F 182-1) , /-, HOT FUKREIL, WTNOBTHIZEA SR TE

o Tz,
£ 1821 RS54 VREOHH - FEE : BREKS K3
3TT BT a@eE [STF115287 RER] )
B PR 3 BfE R AFKI1H 1[E AFI1H21H CLDM 1% 1 H 2 [1]

(N=204) (N=296) (N=299)
7R 154 (75%) 225 (76%) 220 (74%)

T R UBRE 8 (4%) 6 (2%) 7 (2%)
FT FUEKHE 88 (43%) 133 (45%) 140 (47%)

Data source: STF115287 Table 5.08

77 FHE O CLDM (2% 5 &k (MIC [ug/mL]) (X, MICso 28 0.12, MICo 23 1 i 4
ThY., ZOHMITI=0.06~>128 Tho7z, £7-. £KT FUEKE O CLDM (Zx]3 % i
PEIE MICso 23 0.12 X013 0.25, MICoo 78 >128 TH Y | ZFDOHiFHIZ=<0.06~>128 Th -7~

(% 182-2) ,
% 1.8.22 CLDMIZx9 % MIC BHTHER : R—RX 541 VROERKS BRI
(TT BTt RE [STF115287 BARR] )
B 77 BERR BATHE n MIC (pg/mL)
gl MICs, MICyy Mt L | (%)
7 7R A1 H 1[E 154 <0.06 - >128 0.12 1 8.4 (13/154)
AHKI1H 2 I[E 225 <0.06 - >128 0.12 4 9.8 (22/225)
CLDM 1% 1 B 2@ [ 220 <0.06 - >128 0.12 4 9.5 (21/220)
w7 NV ERE AFN1H 1] 0.12 ->128 0.25 >128 25.0 (2/8)
AFI1 B 20 0.12-0.25 0.12 0.25 0
CLDM 1% 1 H 2 [A] 0.12 ->128 0.12 >128 14.3 (1/7)
RKET FUEKE AFI1H 1 [E 88 <0.06 - >128 0.12 >128 39.8 (35/88)
AFI1 B 20 133 <0.06 - >128 0.12 >128 39.1 (52/133)
CLDM 1% 1 B 2[a] [ 140 <0.06 - >128 0.25 >128 45.7 (64/140)

Data source: STF115287 Tables 8.01, 8.02, 8.03, and 8.05

1. Resistance breakpoint : 77 % &= 8 pg/mL [Ishida, 2008], #&KZ~7 K VEKE = 4 pg/mL, #HE7 R U ERE> 4 pg/mL (£ KL
T RUKEIIHEAT RUBRE EFE—DO7 NUKER THH7-0, #HA~7 KT EKE & [F U Resistance breakpoint % %)
[Nakaminami, 2008]

n: BRAR S BERRS

N2 T A CREDOEER T BER BN AFN DTGB R 2 BT LIRS, 77 R, HE7 Fo
K, RET7 FUEKEOWTNOFEDLETYH, 12 EREOREBEOR—AT L b0
724V & (Intent-to-treat [ITT] fFHTXIZ4E : Last Observation Carried Forward [LOCF] .

Mar 12 2014 08:26:38
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1.8.2.  ZhHEE « DR KL OZ DOBTERM

VIE) 1%, AFIo 1 B 1REFEE L B 2 B2 CLDM 1% 1 B 2 [FIfE% ERl->TRH . AH

BATIC X 5 BAFIRIRRBIR GRS S iz (R 1.8.2-3)

£ 18.23 12 BROLRPEOR—RASAUHhLDOELLR :
R—ZX 54 VEEOBES R (TT B4R KE : LOCF [STF115287 HE&R] )

AFILH 1A AFKI1H2IH CLDM 1% 1 H 2 [1]
(N=204) (N=296) (N=299)
n PR n MBS n NSO
(95%CI) (95%CI) (95%CI)
R— 2T A B DOWGRBERE

VS 153 -55.8 219 -61.9 220 51.1
(-60.4,-51.1) (-66.5,-57.2) (-55.7,-46.5)

HEOT U KE 8 -58.9 6 -38.2 7 2329
(-82.7,-35.1) (-70.2,-6.2) (-80.3,14.6)

£ 7 FUERE 87 -56.3 129 -62.0 140 -50.6
(-62.9,-49.8) (-68.3,-55.6) (-56.6,-44.5)

Data source: STF115287 Tables 5.05 and 6.59

n: [RER S HERR AL
FEMESEORRBOERITIT, RIEEEROT 7 RE L FKET RUKENEE LTS L

SNTWVLHR, KRR THREMLESBEEREPOMESNZEEOZ N T 7 FHERLT R

VEKE THolo, £7o, 182230 L 212, AAIDIGESRIL, BEFD CLDM 1%D7K

W HEXV ORI THATZENnD, KANZZN S OEEN G-I 2 J M SIS

LA R THDH LEZX D,

PLEOIBI S | AFIOFEISEFEIL. A RIER OKAN KT DR N R S -
ROEKE, FR7 RUEKE Gita7 RUBKE, £HE7 FUBKEIX (7 FUKER) CTER) |
TIFEE L, [AFNCEMEO T RUKEE., 77 3E] E&E L,

1.8.2.2.3. ﬁmﬁtour

H AN D& 5 SIE BT 2 ARAN O A ZMERGEIZIX, EHESR & L CBEFED
CLDM 1% (MR5%4 : ¥ 5 3 U"T # v 1%, 1 B 2 EE&AR) 2 M, &K1 A 2 BEAGEOE
B & ARH 1B 1 REERAT OIEL M A MRGEET S ENES 1A STF115287 3k (H AE#ERE 4K
800 f51) % Fhi L7-,

RN OEENE 2 FET DI H -0 . AFIE CLDM 1%04 1 B 2 [BISAREORAE (ITT %
HrxtR4ER : LOCF) %kl L7-fE R, 12 IF OB D X—RA T A4 b O k&
s VR ) DT -11.0 (95%EEXE [Cl] =-15.0~-7.0) T&Y . WMEMHICAE
RNV bl (p<0.001 [F4H0HT : ANCOVA] : & 1.8.2-4) |

o, aDMvmolaZEzﬁ IR AR B 2 BEEAR OB S REE S, BEF
® CLDM 1%IZ T, ARANTTHME SE OIRBICEN TR 2 38T 5 2 L AR Sz,

Mar 12 2014 08:26:38
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1.8.2.

hHE

* R KO DBERAL

£ 1.8.2-4 @EHMERIT : 12 BHEOBEBBOR—RF51 U bDELLR
(ITT BT & %M : LOCF [STF115287 BRAER] )
AFKlI1 H 210 CLDM 1% 1 H 2 [A]
(N=296) (N=299)

n 289 299
SEEIfE (SD) -60.4 (34.58) -48.9 (34.92)
95%CI -64.4,-56.4 -52.9,-45.0
TP S FHIE (SE) -60.8 (1.53) -49.8 (1.52)

e -11.0

95%CI -15.0,-7.0

p fli (ANCOVA) <0.001

Data source: STF115287 Tables 6.02 and 6.03
12 BEOREB DO R—RF 4 vinb OB kBT, [R—2F5 1 Ul . T@RAREE) . TEREET) 27 & L-3tsy

WA (ANCOVA) % FIVWCHEMT LT,

F7-. CLDM 1%® 1 A 2 FEEEAMIZxT 2441 1 B 1 BEADOIELM (Per protocol [PP]
fEHT X SL4EH] « Observed Case [OC] | FEHME~—T 0 (-A) = -3.8) ZHGEL7Z/ER. 12
WEFOREBEDN—R T A b ORALE GREEF A EHER) DT -103 (95%Cl=-

14.8~-5.7,p<0.001 [ANCOVA]

1 3% 1.82-5) Th-oT-,

LoT, SEMESEICAAIZ 1B 1Al 12 BEEAMA LZBEORESRIZ, CLDM 1%% 1 H
28] GERRAE - HE) 12 8RB LIEBEOMRICEH BN ERRGES Lz, X TED
95%CI 75 -14.8~-5.7 & CI B[R 0 %2 Fll->7-Z L& E x5 L. AHI 1 B 1 EEBAEEOR
FENFIL CLDM 1% D 7GR HE « HEORZ B D 2 &R S LTz,

% 1.8.2-5

FFHERELE : 12 BROREBHUDR—R5( v 5DELR

(PP f@#rxi& &M : OC [STF115287 k&1 )

AFI 1B 1] CLDM 1% 1 A 2 [A]
(N=177) (N=280)

n 177 280
SEYE (SD) -57.5 (26.72) -50.0 (34.26)
95%CI -61.5,-53.6 -54.0,-45.9
e L IE (SE) -59.9 (1.90) -49.7 (1.55)

FE 7= -10.3

95%CI -14.8,-5.7

p fli (ANCOVA) <0.001

Data source: STF115287 Tables 6.05 and 6.061
12 B DRBEBEDR— A5 A SO RIE, R—2F 4 Ul . TR . TEEEE] 287 L Loty

WA (ANCOVA) % FWTHMT LT,

FTo. AMMEOMOIERE (RIEMIZE ., FERIEMERIE, BRI K D 2R EE
[Investigator's Static Global Assessment : ISGA] ) Z HWZfET CTH ., FEEFHIHEE & Rk
DRffEZ R L (£ 1.82-6) . TOMBFHHERE G, UFOX SR 1 B 1EFIL1 A 2
[BIHED RAF IR A RWEDN RS S iz,

1. B VTR

o  BEBH (BFEE. RIEMES., ERIEMRKE) OX—AT7 A4 UinbDOEbE, &
RO SHEEM (PIfi) 1%, 1 #HRFLEO T X TOFMmRE S T CLDM 1% 1 H 2

Mar 12 2014 08:26:39

18.2-p. 4




1.8.2. ZhEE - R KOF O ERIL

FEIEEL D HAAI L B 1EEEL DN B 2 [FIRET EEl> Tz, 72, CLDM 1% 1 H
2 [EFET 12 RIS DI RIT, AFI1 B T EEAR DT B 2 BT, 8
P [FRREE DR DG B LTz,

o  AAI1 B 1EREEOT H 2 BEETIE, 2 BEHIKEEROWERE TREZ R LT,
CLDM 1% 1 H 2 EIFECRIBEDOIRNFEONI-DIT 4 HFFTH -7,

2. ISGA :
ISGA 1% 4 BB MNP X 44D, CLDM 1% 1 B 2 [BIFET 12 EHIE S - 1B
R (ISGA 27 7 2 DL BEGE Lo BRE OFIS, HDHUVMIISGA A2 7230 L1 &
HE SNTHBRE OEIG) X, AFIT B 1EFELON B 2 BIRECIEK, 8 HIRFICRARE D
PHRDBEF BT,

£ 1826 12:BROFADEORE (TT BT R%EMA [STF115287 RER] )

A1 A 1M AFI1H2MH CLDM 1% 1 H 2 [A]
(N=204) (N=296) (N=299)
R—=ZF A B0 bR (i)
KEIB -51 -51 -44
PIEVER 1B 21 -20 -19
FERIEME 2B 27 -29 24
R—=Z 5 BRI (FffE)
B -80.56% -81.25% -71.19%
RIEVERZIZ -88.64% -88.24% -82.35%
FERIEME 2B -76.19% -77.12% -68.49%
BEBNR—AT L b 0 0 0
50%LL L LI MR Bl A 85% 89% 9%
ISGA A AT NR—R T A LD . o 0
2 DI b U= i o o0 S e
ISGA Z=7 730 (Z2L) X1 (1F& . o .
f L) EHIE S N R OEE 30% 34% 20%

Data source: STF115287 Tables 6.02, 6.15, 6.24, 6.32, 6.38, 6.44, 6.50, 6.53, and 6.56

Pk, BARNOSEESEREZRMGIIAANZ 1 H LRI 1T H2EBEBATLHZ LD,
BN GE S Tz, 7B, AFNCER SN D CLDM O HAITOREARROEIEE I,
TS ((MIRMERIEZMED D) | ThON, RRNIRIEWEIZE DRI BT IERIEM S
WP L CH BARIENBO DN Z LD, RIEMRZEOHZ x5 L LT CLDM D)

JE &R CIEZR <, ERIEMRZ LG E LTEAR SEHESE NEYThHi EE R,

FoT, AFIOBWEIEIT [SEMESE] ELREL,
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SEH :

Ishida N, Nakaminami H, Noguchi N, et al. Antimicrobial susceptibilities of Propionibacterium acnes
isolated from patients with acne vulgaris. Microbiol Immunol. 2008;52:621-4.

Nakaminami H, Noguchi N, Ikeda M, et al. Molecular epidemiology and antimicrobial susceptibilities
of 273 exfoliative toxin-encoding-gene-positive Staphylococcus aureus isolates from patients
withimpetigo in Japan. J Med Microbiol. 2008;57:1251-8.

W HES. FRHEREFRF. 9th ed. BURCIESFEL; 2010.

AROEFD, SRR WEEE, B H RS, SEMEEIERETA KT A . HEZZREE 2008;118:1893-
923.
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1.8.3. HE - HEEROZE ORERIL

1.8.3. Fik - ARERUEORERR

1.8.3.1. A% - AR

1 B 18], PEEEk, ERIC#EEE BT 5,
1.8.3.2. BRERR
1.8.3.2.1. ﬁ%ﬁ&mﬂ

WS COFFEMESE KT 2 AF ORISR AR, T72bbAKICE R D BPO R
&L 5 IAH 159 3R & ORAF015RBR I TR L 7=,

WA TLFE 159 3ABRIL, KE O FEMESERE 25512, CLDM 1%-BPO 5%l &7 /v &
2 ©® BPO {&KHEEIA 7 /L (CLDM 1%-BPO 4%l & 7 /L. CLDM 1%-BPO 2%Bl &7 V) %
1 B 1A, 1288%A LBoFIM, Zetta it L,

ZDFER, BPO 2%, 4%. 5%DFEIEE % CLDM 1%IZECA LTz 3 BEO AR 72 &
FOGHEIZFED LT, WINOBREETH RiF e fAoMEE2 R~ L7 (& 1.83-1) . 72721
EANIC & B2 EIEE TN (Investigator's Global Assessment [IGA] ) Ti&, CLDM 1%-BPO
HEA_THEIWMEA 28 LTz,

2%HED 1GA =R DMLod 2 FEREIZ

£ 1831 12 BROERBUOR—RASMA UMSDELREV IGA RIHE
(ITT SRt [159 &1 )
CLDM 1%- CLDM 1%- CLDM 1%- o
BPO 5% BPO 4% BPO 2% 1H 1A
1A 1[E 1A 1[HE 1A 1[E (N=64)
(N=66) (N=63) (N=65)
RAE N FTIBEL
AR (s 2 i) -14.64 -16.63 -17.41 -9.65
A& OREW 2 4.99 6.98 7.77 —
p ! 0.002 <0.001 <0.001 —
IEIEME 2B 5K
AR (s 2 i) -15.34 -11.63 -11.83 -7.81
FFH & ORI 7.53 3.81 4.02 —
pfE! 0.003 0.125 NS 0.110 NS —
IGA k¥ 34.85% 33.33% 30.77% 14.06%
pfE! 0.007 0.010 0.024 NS —

Data source: 159 Tables 14.2.1.1, 14.2.1.2, and 14.2.1.3, and Listing 16.2.8

IGA: [ERTC & 2 4% w3t

IGA L H: IGA A a T BN —A T A inb 2 L EiE L HRE ORIE
1. EENERE (FE/KHEE 0=0.0167)
DONEIZHRE L, NS 2378 b

£ HHEROZEN

7mo 72720, BAERALL

=]
B

ENE G N AT

: A C/2uy (NS : Not significant) i 2333
FHIEE B OREIE TR T HBEIIC

HoNDET, BHENLEHAE
NS & & 72 LTz,

I, WD BPO BE THRHICRE & 72 5 FLORII -
CHRB L ERAEEERORERII, AERETIRD N2

DD, CLDM 1%-BPO 2%EEIC LT 2 HEECTEVMEm A2 < L= (F 1.8.3-2) .

Mar 12 2014 08:26:43
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1.8.3. HE - HEEROZE ORERIL

& 1.8.3-2 BHBLICRBELE-ILEFETER (ReiE@ima®KE [159 R )

N CLDM 1%-BPO 5% |CLDM 1%-BPO 4% | CLDM 1%-BPO 2% | X%l
18 1A 18 1A 18 1A 11
(N=65) (N=63) (N=62) (N=61)
BATIERNL DA EF LI (%) 7 (10.8) 12 (19.0) 4(6.5) 5(8.2)
A P F A R ! 1(5.5) 7(11.1) 1(1.6) 2(3.3)
A LA ! 0 1(1.6) 2(3.2) 3(4.9)
A AT L ! 5(7.7) 4(6.3) 2(32) 2(3.3)
i 55 261 0 1(L6) 0
Data source: 159 Table 14.3.2
1 T BRI (I3IASE TREHEE BEEND,

D EALALEE ) (ITIEAEE TRLBE) A& Eh o,

DE ORI ) (T EATE TREHR) NEEND,

Ui BB G RIBE ) (I3 IEATE TRERBL A& END,

FRAENLOA EFRIEBGIL) (I3 LR OEATRITMA T, AR NEHEME SFER . T2 O8E] LD
DE LG A EN D,

—Ji. AENOEBES D 1 ST 5 BPO IIHREIEI A RT L EAHLNTEY . BiEHO
BRERETEZEZ N, Ko T, WS CBEAFED CLDM 1%-BPO 5%kl &7 /L CKETO
Hi5%4 @ Duac® Gel) 757 LLF— MMl R ICBIET 5 Z L BB TN B /8T R
B (AFNRT <y [MP] ) [Zug,2009] ZHY BRE . MP FEFE T CTBPO B HIRELZ &
F L TE D02 HERT DR IR M L7-F5 5. BPO 3% A A ARG ) %
mL7z (32P22)

L. MBANVE TLAH 159 3Bk SR HERBROFE RS . BPO ORLE HLRAS L 0 ARV VETH
BA 7 M E £415 BPO IR IX, BPO 2%DZEMN B TH o720 ODOHFZIMEND LG
b, BAIONEHEEEZERE L, HEEHAEL LT 13%) 23871,

1.8.3.2.2. EARTOFXABARICREL TORAR
ENTOAFIBIZSIZEE L Tk, LTOEZEZE LT,

o KHNZEH SNAHEEELSTD CLDM, BPO 1%, 1F& A CMAICHE S8
R B i#%_d&<\éﬁ%%ﬂﬁ®&fﬁ&@%%%ﬁ?é&%z%mé
ZE,

o KANIHAHAITH Y . EHWRIEMNZRT LB ONDHEAITRLS, Fy@RE, R
EiLE 3 NEAECY/ESTOPRIPE R S N EFA4 MERRR EOREEBET DL
TRFCARNZ s RIBMERICE 2B 22T WEAITHL B2 6ND
Nl

o VAN I AH W0261-301 3ER Tl AHIDA DS 2 AR5 BURD A ZMWE L 3
nNTWkZ b, £, ZOHMENEE NN LT/, 7T AN TOHER)
PEIE. REBROKH 2 EOTANTORERME L RROBEM 2R L2 2 &, Zatkic
BIL T, 7V 7 ANDMAANNITD R oT2b DD, WTNORETHERRIIICHRRIZ

Mar 12 2014 08:26:43
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1.8.3. HE - HEEROZE ORERIL

ML BEZONDAFEFROBIITRDO bNRN-T2Z &,

EoT, BARANOSFEHEIIEBE COARFNZBAMT HZ LITX D, WA 1 FH W0261-
301 5Bk & RIRREOFIMENE O N D AREMEREWEE X T, o, BEEOBIANS L,
BPO (2 & % B RERIBE R DR BlA A AR NEF TH AIREZR R Y i1 x 5121X, CLDM-BPO Bl
7V® BPO GAEREIX, DEAIZEA LW T ciRFOMELHRTED 3% &3
HZENRLEYITHD EE X, 728, CLDM GHEEIZENTERE SN TS 1%L L
72

1.8.3.2.3. B B R

[EIPNC30E L7-%5 1 8 STF114849 3RBa CTIx. HA AR A B 045 10 B 25802, AFHl,
BPO 3%, BPO 5%. 7 /VEA, FathExtit (GREE/K) ZHEERM L A 1 [F 7 A HKESRA
L7=BE DR ERSNE, 7 VX — Jeithd . BHEBMIC L 28ESET Ry F TR
F) TR L7z,

ZOREF, FAIBETIX, RIS EIXHEEAA T 7.5, KEBMATI12.5 LML LT
HE SNT-HENICH - 7223, BPO & HE (RFIHE, BPO 5%, BPO 3%HH) To L&}
WHEEIE, HRIEAT T 15.0~20.0, KAEHA T 65.0~70.0 ThH O, KGRI 23 FIFREE 2
HE LT, ZNoom»b s, BRANDOEEIZH LAKILE AT 5 BPO (2 L 5 IR
DR SN (F 1.83-3) , B, T LAX—FIG, KEMERSIEFEE SR RN &0

mENT,
#* 1.8.3-:3 BEWMPIBIEHR (STF114849 HER)
w o o N 7B K Finn
R 5K A BPO 3% BPO 5% VA (abixti) | Chamber
BARIAT 7 (N=20) 20.0 20.0 15.0 75 5.0 2.5
B (N=10) 30.0 35.0 30.0 10.0 5.0 5.0
P (N=10) 10.0 5.0 0 5.0 5.0 0
AR @A # (N=20) 65.0 70.0 70.0 12.5 2.5 0
B (N=10) 30.0 40.0 35.0 0 5.0 0
Lotk (N=10) 100 100 105 25.0 0 0

Data source: STF114849 Tables 2.09 and 2.10

ATRBRIT 2 BRARIC L 2 I8EE S T CFEM L7272, BPO & A RE TRy D B &g s
DR HALTZM, BRI ITE S Tl W=, ZORBUIL VIR 25 L PHES
iz, 72721, BPO3%EGHT 5 2 BETHEEHMENTRD 5N TNAHZ Lhn, BPO B
FENTIZm WA A LB IR, AFoZeET v 7 7 A0, 705 BPO O
OB SN OIFE L 2V EE 2T,

X -oT, ENTIE, S CHOMESHERE S, BRI Z G LRVIREL T CofAE| o
PR A AT AR BPO S HIRE LS (3% & LI-ARIZHWCRRT L Ly L
I L, EIPNEE AR 2 G L 7o 72,

Mar 12 2014 08:26:43
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1.8.3. HE - HEEROZE ORERIL

[EINES T AH STF115287 AR Tlx, AARANOIZFMEIIEEE Z2xr1s, FHi e UTBE
70 CLDM 1% (1 H 2 [BI&A) Z v, AF 1R 1R 1 B 2 [BIESAROAZME 2 MREET
HEEbIT, BEEERN L,

1.8223. CRL7- L 91, |HEIIEREITHT AR OENEZRGET HICH0, £
FEHMEE IS T2 @RFOREIBEDOR—Z T A b OB ] ZHWERER, LTo 2
SUNRREE S 372,

e CLDM 1%® 1 H 2 [FIBAFICKRIT 244 1 B 2 [BE8AF OB FREE S v G
)AL B DFE=-11.0 Dy%CL—450»J0] ,p<0.001 [ANCOVA] ) . BEfFD
CLDM 1% T, AFNTSE M SIEOIBRICEN - R A2 BT 5 2 & D3R
iz,

o AKAIZ 1A 1[E12 HEMEA LIZEROIREZIEIL, CLDM 1%% 1 A 2[5 (KR
- HE) 12 EMBAMA LEBEORICE L RNW I ERBEES e FREE )
EALEDF=-103 [95%CI=-14.8~-5.7] ,p<0.001 [ANCOVA] ) , Mz T#HD
95%CI 7% -14.8~-5.7 & CI LR 0 Z# FRI->7=Z L2 BE 2D L. KA1 B 1 [EE
AR DVEHE N F1T CLDM 1% DA - HEOZ R A ERID Z L3RRSz,

F7o. BIKEHIE B OB Clx. BB EE WG, BRI X 2 EEEFM (ISGA)
EBIT, AFI T B 1ESUX LA 2 EBO 12 BERBHAOAIMEILFRE TH -2 (£ 1.8.2-6) .
ZEMEOBETIL, AFEZ 1T H IRSUI A 2E, WTFHOBACTHRICEEMENREE L 72
LEGORBUI 7208, 1B 1 EEAMICHT 1 A 2 B85 CHEEIC I ET 25
LNBEEL LT, o, 1 H2EEA T, BREEEEOH I HEEFLN, BHELV D
THEICZ S BBIT DB H 72720, AAI 1 B 1 EEGAOFNEEE FFE LnEE T,

1.8.3.2.4. ]
AARNOZFEESEREICARAZ 1B 1RESUX B 2REEAT DI LIk BB
DRO LTI, KFNTEA D BPOREL 3% & L, AAIOHEIZ, 102 FE
MEDBEEMENGFELNEEZEZ OGNS TH1E]] &L,
F7o. EROSEFMENTORE R, 1 BB EOEWIC X0 AFI ORISR N U 60
XA NS0, AFOREIT, | BEMAEZHIREE T NEEZBRTH) & L,

B35

Zug KA, Warshaw EM, Fowler JF Jr, et al. Patch-test results of the North American Contact
Dermatitis Group 2005-2006. Dermatitis. 2009;20:149-60.

Mar 12 2014 08:26:43
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1.8. 4.

1.84. FRALOIEE (R) RUZTOREHRR

M EOER (8) KU OBERL

ERLOIE (XK

BERR

[#£R] (KkoBZFITIFMEH LRV L)
KENDOR A XLV v a~A o U RPUAEYE I LIREUE D
BEERED & 5 BE

EE LD —fRA 7 E & L CRR
E LTz,

RORE - DRICEET SEALOERE
Fa il M ORI, OB E R B 21T 5 Z &,

KA DZHHE -

R 7 FRIE L 72 ]

PN o5 AR EL G BR CIISIEME 2
ZOHRTHEE R OEEDH 5
BEZBAAL WD, 2
EEEAEEIERRN NI & ¥t =t
AL 7=,

% - ARICEET 2EALDOER

1. ARROERZHT-> T, 12 BB THENGED bl
WIEAIIER 25 2 &, 72, RIEMRBN
HR UTESEAITE, o 2 iEriei 2 a4 2 2
Lo k. AKlE 12 B EZB A TR LIEBEOER
PEN OB IIME STV Rn=d, 12 #F 22
TRATT DT EOMENME A EEIHBT 5 Z &,

—_

[ PN 25 TR Pl sl | X 28 A

%2 12 B CEMLEZZ
& E T RIFRREZ S OB

CEAF N CCDS #5512

ALEk L7,

2. AFIOBEIC T - Tk, TEEORREE R |2 PIRERRO—BARIER T
b FIROWIE L NEOME oM AIC L vy | L LTTRRELT
5k,

[ERALD:E])

1. NERS RoOSFIIEEICHET TS L)

(1) HUEWEICERE L7 THRIXUIRIBR OBERED & 5 # |(1) AROR G TH D
FUABIERIB RSO EE R KBER D Hbh b B% CLDM DEIfEH & L TR
Wb s ( TRWER) OEBMR) . ] RNV TNWDZ LD

RE LT,
() 7 FE—MEEEOBF[EIEOHIFRT LA X5 |2) AADOEEHKS TH D

BHLONLBLTNURD D, ]

CLDM D ¥l 3CEICFE#H =
NTWNWELZENHREL
7=,
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1.8. 4.

M EOER (8) KU OBERL

FERLOER (X

EER AL

2. EEGEXKIE

() WEEICEALTH EEEFRITMFEINT, HRER (1) AFIOEE RS TH 5 BPO
NETBZNWNLLOTEET LI L, Vi R AT 72 B R R

EAHL, BECBALTH
RIS SR
ZEMmBREEH L,

Q) AR ORI BRI, SIBE, FIBRER S B b |2) AR X 0 R
BT ERHBHDT, BEITIS U RSO ML | BN S TR H D |
i1 2 &, WAy UTIREE G D LB

MWD Z LMo LT,

3) EF MO GO O ERIPER RO b7z |(3) EFMEOWESSSCEE D

GalIAR RO EZRIET 52 &, FZ G RIBSE IR 23588 B 7=
e, HEHIET S
VERDDZ EnbEML
7=

4) AFNOMHFILENA~DOREE A R/NRICE EO, BEE|(4) F 1 HERRBRICB VTS
7 T O HCERIMEIR IR T B 2 & M. T LIV —M IR

SN o=Hb DD, BPO
N BURED A o Y 2 s
PR RATREMEAS B B = & B
HRt# L7z,
3. iEEHA
BFERER (DFHICEET S 2 &)
XH2E |BEKRER - -HBELHE #F - ERETF
TYRATA | AFIOBENET |2V F~a | [TV ARTA LI CLDM OfF
SUBEME | TSN E | oM R | JHERBLL. CLDM DR A
%, FTAFREMER S | [T DR H D T E MR
%, #HL7,
FIIERAEE | (P EIT RS |2 U o <A o | |[CLDM OREREEER-IC L0
il w2 ATREMEAS | i e | [ARAHPERR SR O 2 RN RS
b5, ERAEHT 5, HAREVENRN S D Z E B ELE L

RRARLEKY |[F B EmRT | BFEIAH T | |

7S RBE | B LA %78, (s | [BPO &AL T SRR Z[FE

2LT 7T | BROEEIC—E | A LD —EMLIZERTCTBAA LIS E

oy Mokt EeX |RIGEEzbn | & ROERETSARMELNSH S

AT 4V e 2R |5, S EMmBRA LT,

VA AREMEDN B B,

Jan 06 2015 10:17:22
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1.8. 4.

M EOER (8) KU OBERL

FEALOZEE (XE) BER M
4. Bl#MA
AARNDS I SERE 5812, AKl% 1A 1EX |[AARANOIZEMESIERE 205

X1 H 2B 12 EEEAA U7 EN S D ek
(STF115287 #kBR) DFEH. 500 I 153 1]
(30.6%) |IZERRBREERE 25 0RIER S HE S
7= (RBIOAZRALE - A1 A 1ERE)  20E
b ONE, WK 49 B (9.8%) | BEREE S 34 4
(6.8%) . FLBE29 6 (5.8%) . FREHIML 29 51
(5.8%) . < D FEIE 26 5 (52%) TH o7,
IF)
(HWEXZGEIER
KBS - BRIBVERGR ., IEEERIMZE. FUAEYE BIE K
Mde (BREMERIGR 2 &) ORI, Mt F#
(WTNHHEERAT ) NN ERH D,
BIEME ST EAE O R, HIiE FHTH 2 VO IREERE

(7B

WD BNTHE . Fh S ORERS KGR O etk b
OO, EHIZAFIOEHZHIEL, MYz
17952 &,
Q) F DD EIER
5%k 5%kl |FEEFHY
HIEER BN 25
B | RIER (B | JORVE, | YRR e
fill R, B % | FRE, |, ALBEMER

ate) o BER | SEEML B, SERGE.

Bl ALBE, 36 AT
fEROS (&9m. B
FERIPR, FEAR A
traEte) . X5
FEIE

D5 1X Y R,
VAN =X
EBER, B

WL

Ly

AST, ALT,
Al-P, #EY
eSO kR
. vrel
J =

Ot

U

SHYR. A IMER
wn. /iR
Whn, = v
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(2 U 7= [E NS LA b sk Bh 2 &
Lzt L,

(D)
KAENDOECA RSy TdH D CLDM D
BIVER & LTZhbDREBRN
HOENTWAEZ EMHEREL
77,

()

CCDS DFE#H & OAF DELE AL
57 Cd % CLDM DR I EE
DERE LT, 7k, HEITE
PN R TR LG BR 2 6 & SRR
L7z,




1.8.4. A LEOEE () KOZOREMRML
FEALDOZERE (E) BRERM
AT a—)UK
T, REA,
PR ¥
FEELBE 13RI £ COENERHBROFERICE S X

BH L,

) BRHE TANEEIRRER, KON U o F~ A
YEA TNV OWNERRER R UL ) oA
1% 7V DU SCEZ TR ORIWEAIZ OV T E A
L,

A3 D 2 MR S Ty (BEFIREER DY 72
W)

5. HEWR. EWR. BRARE~ORS5

(1) #0E SUTEERE L N 2 ATREMED & 2 % AU iE, 159 F |(1) CLDM, BPO }.Uf BPO DX
DHEWHERRIEA~DfEBREE FE 2 SHlrShags | #WTHLIREFRITNT
CORERT D Z L, DEEP ORI 5% hbfgarrtae s §, &
IIHESE L TR, ] BRI L THIZE AL

BN A A E SN AV o N
SEAR T O I B 2 B
72 neEEZLNDHD

D, ERRRSNTND Z
EMLRE LT,

Q) BIHFOIFBANIIMEAH L 72N ERLEE Ly, R0Fe |2) AFIOEFRFEIT D720
ERRTHEHT AGAICIIRAER TS &, B OO, SHEEOE R
AH~OBITIIRHATH S, ] ~OBITIIRHATH S Z &

MHRE LTz,
6. MNEE~DESE
(AR, BER, LR, ShIEUT 12 Ao/ (12 B O /N T O AR DY

RN EMBERE LT,

BREs

R, fER : EE ORISR BN D ATRENEN B 2
BRI A VO L 2EEOER ORBLICE
BRIV S D RTREMEMEV, — T, 2V v A~ A
Y OWEOHNIC LY 2EMEOIER ORBUCE 2 &K
INEDATREMED 8 %

W ;AR L, RERITE 6T D HE R L AT
DY) R AE AT H Z &,

WMERGICELTHmLEINTWD
THR N QWL 72 AVE 2 DU TR
TELT,
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1.8. 4.

M EOER (8) KU OBERL

FEALOEE (X) BB

8. HFALODIE

(1) (M

1) o SEEBIMEA & BT 2 B AL, s (D FREOZRER T 5 HH O
FTBINRHEDOCHESTE L. PR L0 | AN A

T RIREEN H D T- 0
Fhak L7z,

2) AHNEZ, BEXEA - ROINTABMEZIREIE D5 2) AFNC LD BEABDE
BENWR DL, B, k., FELOWEIZAT DR S w5 AREM:
BRI L, DD LB Lz,

(2) AL Q) AFNIFHORAITH D =

H AHELTORMERTHZ &, AR B, OE, 20 EMMBEHEH LT, 2, A
DKL, FPE R OMED & 5 B RFITIFEA LenZ STHANLERLIZSGAIC
Lo TNHOENICAFID 7 LG A 13K THRW R DT OIFRZ T LT,
4L,

2) RAEIZXY, 7V U Hv A IR L
A L [ARROE LE R ORIWER SR B 5 nlgENEDS &

b FD LD G EITIIRHERIE 21TV EE OREE
EEICBIET L L,

9. TOMDIE

(1) BRSNS A Ve FLF A v EBETHE. PL(D) KRAIE FLT A DRE
FIAVDHIREND EDREND D=0, KAIE b CED . hLTF A Dy
VT A VRSB LA, hLTF A T DBENNH D Z &
DENFEDWET T D A[REMED B 5, HElH L7,

(2) ~T L A=Y A& AERDED AFMERBR T |(2) ~T VAV T RAEHNT]
FRARSF & 2500 mg/kg/H (7500 mg/m*/ H) £TH 2V M DIEH A SEHRER DN D
L H A 1%SBIRAE R A L 5%V B R B HNTM TN TR
B UTohb 5, SRV RS BUMEE & bh A~ p JE R By L7,

[ DI FE AR AV B D BTz,
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1.9, —mIARRCIRD CE

1.9. —EBHAMIZERIE
AKRNDEFENRS THDB I Y o B~ A U 27 VKT M QSR {b = ) A L D—
B FRIT, UTFTDERBY THD,

1.91.  JVVERLAI VI VBRIATIVKAY
1.9.1.1. JAN
PR 26 429 A 17 AATEEFEAIE 0917 55 2 52 L @M S,
JAN:  (BAEA) 7)< ) URe 27 LK)
(& 44) Clindamycin Phosphate Hydrate

%4 . (AAR%L) ATV 7-708-6,7,8- bV T4 F-6-[(2S4R)-1-A F/L-4-7 o LR
U ¥ r2-J1VARF Y I R-1-F A -L-threo- a -D-galacto-4 7 N7 ) 2 R
2-U UBR KT — KR
(¥ 44) Methyl 7-chloro-6,7,8-trideoxy-6-[(2S,4R)-1-methyl-4-propylpyrrolidine -2-
carboxamido]-1-thio-L-threo-a-D-galacto-octopyranoside 2-(dihydrogen
phosphate) monohydrate

fei

1.9.1.2. INN
WHO Recommended International Nonproprietary Names: List9 (WHO Chronicle, Vol.23,
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Tokyo University of] Microbiol
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. . . . . . . Tokyo University of]
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Kligman-1979 exfoliation ¢ 19794 Penns lvaniz (US) i Dermatol. L%
v 1979;73:354-8.
University of Animal Models
Mills-1975  |Assay of comedolytic agents in the rabbit ear 19754 crsiyo WEsth | in Dermatology. [ Z%&
Pennsylvania (US)
1975:176-83.
Menley and James JSoc Cosmet
Loux-1974 Testing antiacne agents in mexican hairless dogs 197443 & Y sk Chem. 5%

Laboratories (US) 1974,25:473-9

Cytokinetic studies on the sebo-suppressive effect of drugs using the example University of Arch Dermatol
Gloor-1980 | t?l benzovl peroxide PP & & P 198043 & Heidelberg sk Res. BE
vP (Germany) 1980;267:97-9.
Anti-inflammatory actions of benzoyl peroxide: effects on the generation of Thomas Jefferson Br J Dermatol.
Hegemann-1994 |reactive oxygen species by leucocytes and the activity of protein kinase C 19944F- ) &5 Ur?iverssite (eUSSO) HEFk 1994;130: 2%
and calmodulin Y 569-75.
Era's Lucknow Sch. J. App.
Dhillon-2013  |Study of microbiological spectrum in acne vulgaris: an in vitro study 20138 # Medical College NiZIN Med. Sci. BE
and Hospital (India) 2013;1:724-7
The combination formulation of clindamycin 1% plus benzoyl peroxide 5% University of AmJ Clin
Leyden-2001  |versus 3 different formulations of topical clindamycin alone in the reduction 2001415 Penns lvaniz (US) A Dermatol. B
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Nacht-1981 Benzoyl peroxide: Percutaneous penetration and metabolic disposition 198 14F s Dermatol. B
Inc. (US)
1981;4:31-7.
o . L i . . . . Int J Cosmet Sci.
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97-104.
J Pharmacol Exp
. Glycine Conjugation Activity of Benzoic Acid and Its Acinar Localization in on e University of e Thera .
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Immunohistochemical and Functional Characterization of pH-dependent Kanazawa Pharmacol
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Involvement of organic anion transporters in the efflux of uremic toxins Kumamoto J Neurochem
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Deguchi-2004 the kidney 20044 75 (aP) 2 2004:65-162-74. 5%
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Characterization of the carrier-mediated transport of ketoprofen, a e Santen ; Pharmacol
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University (JP) 174-180
Regula Toxicol
Effect of uremic serum and uremic toxins on drug metabolism in human e FOOd.aI.ld Dfug ; Pharmacol;
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Richardson-Merrell I Am Acad
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93G-2325.1 ZDiglz;y I;?::ated Dose Dermal Toxicity Study of Clindoxyl Gel in Sprague ~19944F 1 ‘(US) st NG =T {1
Y (19954E8 H 47 T)
. . e 199848 H ; [ =
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A Phase 1, Single Center, Randomized, Open-Label Study to Evaluate the
Bioavailability of Clindamycin from Clindamycin 1%-Benzoyl Peroxide 3%

W0261-101 Gel, Duac Topical Gel (Clindamycin 1%-Benzoyl Peroxide 5%), and Duac jgé??é fﬂ Stlszfinl, z; SSK Hish R sz
Once Daily Gel (Clindamycin 1%-Benzoyl Peroxide 5%) in Subjects with pany
Acne Vulgaris
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Validation of an Analytical Method for Determination of Benzoic Acid and 20124F3 A GlaxoSmithKline - =
) ES oy 2
PBC097-064 Hippuric Acid in Human Plasma by LC-MS/MS ~20124F12H KK £ FEPIERE ¥l
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Validation of a Method for the Determination of Clindamycin and
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benzoyl peroxide in combination (Clindoxyl®) or maximum practicable
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A Multi-Center, Double-Blind Clinical Comparison of the Efficacy and
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Clindamycin 1% Gel and Vehicle Gel in the Once Daily Treatment of Acne
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A Phase 3 Multicenter, Randomized, Double-Blind, Active- and Vehicle-
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