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/8207 W AZEHAA/ANZLINE 0 A=Y/ AA=AE

S BAY [ B ETFA /S BR LA

AR R PAEREAY [ 2N
H O AREd/2E42ANd O 4294

reo) 43E 3+ WE JAT

19, FAAAY, 20N, A

g
g [ 284=/d
[ #3438 O 71849

oot ofo
oo [

o,
>

=
T4
B - P EREAY, 98 QARNY T

32. ¢A| 9 okF A

_12_
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4. S0 ot A=
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FHsHA
g A et 2
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8=l A= 2 Ve 54 #EEA ok
e A aiai%ff& o] A7 ol
h o A | . RDS.03.SRE. |of] &A% v 2ol 2 6mg/kgS dog
wag [T R 2mbke ] Ves | o005 e g epye) sason Eqe
HZE A FhS.
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AN TAEE gAe. welnel A
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el | o IR T 025 mbkelday | Yes | arn g Topg gwe 14 wolnalal A
hae) ]U E J—‘—%ial‘%.
Uy | 35| 135 | 0.125, 0.25, 0.75 | Yes |RDS.03.SRE.|[dal H#&o oJols Fo]Be 2=
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_ - =27 =X
\Prfaugm)g 714%} 91 | 47 | [Ciccion | cllerss || Yes RDSl.é)ngE. w2 oFze] A WLQ(%A@. 8/10%}
(Buhler test A water | A@oF Z31 ) 7/100ke] oFRGA whEE

Aol
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6. AAHMEO et K=
6.1. YFNIAEH 78
o AANTAZAAT ; opgp 2 03%/ A4z 25% BEA 34, ofgtEA 01%/ A4z 25% 74,
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o AA ASTE AT A AAAE ¢ 18240 study
(L]

SN0 E2E| A 0.3%/2.5% olthRds Basze o 2 124 o] #4 o= AnE
SJste] Aotk Fof e 19 18jolth, B AlAE o950 A0.19%/2.5% o obrkEile] Feol
03%% 27193 5% ¥ 539 =8 Agd Aed,

T FAR ol ks Ed e AR gEA FEAQ 7S Sete] olEEe Andth
ofthEdl e G2t FREAR FAT A4S 7 (Milikan 2003), 4 ASHAIQD ksl 2 &

P.acnesZ ¥l Yo W9 sttantet Z4ds3tE sHAUNE Z84S 3o} (Valacei 2001)
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z 2907}
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R

o, g A=

O Fixed dose combination products for treatment of acne vulgaris

FAE AHstA,

H
=

REESE

o

A ARG, WO R U] Fo)

=
=

274419 AA

Aoz YElt). (Yentzer 2010)

I (Study 18094, 18087) ZH#he] wH=7 9}
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6.2. YEFATGAEH
6.3. YAANAF
[AFg AR ]
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Evaluation of the cutaneous cumulative irritancy potential of CD0271 0.3%/CD1579 2.5% gel and corresponding
vehicle following repeated applications to the skin of healthy subjects
A7 @Al A CD0271 0.3%/CD1579 2.5% A wh&E A &A1) bdd, fFaA vus g vdrj#, 7249,
oW, "L Ad
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Evaluation of the cumulative irritancy and cutaneous contact sensitisation potential of adapalene 0.1% gel and
adapalene 0.3% gel versus their vehicle and white petrolatum following repeated applications to the skin of healthy

subjects
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Evaluation of the photoallergy potential of Adapalene 0.1% gel and Adapalene 0.3% gel versus their vehicle and
white petrolatum following repeated application to the skin of healthy subjects
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Evaluation of the phototoxic potential of Adapalene 0.1% gel and Adapalene 0.3% gel versus their vehicle and white
petrolatum after a single application to the skin of healthy subjects
A7t @A A ofthEd 0.1%4, ofchZd 0.3%A, 71A|, ftA-E @3] Fo A F547154 HUHE Y dd)
A, T2, B, duH e
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Ad=F A A (0.3% ottt )
A pharmacokinetic study to determine the systemic exposure to CD0271 during dermal application of either a
fixed-dose combination of CD0271 0.3%/ CD1579 2.5% gel or Differin 0.3% gel for 4 weeks in adolescent and adult
subjects with acne vulgaris
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Other study reports
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Determination of the phototoxic potential of a combination product with adapalene 0.1% plus benzoyl peroxide 2.5%
in a gel after a single application to the skin of healthy subjects
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Determination of the photoallergy potential of a combination product with adapalene 0.1% plus benzoyl peroxide
2.5% in a gel after repeated applications to the skin of healthy subjects
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Determination of a cutaneous contact sensitization potential of a combination product with adapalene 0.1% plus
benzoyl peroxide 2.5% in a gel after repeated applications to the skin of healthy subjects

A7 Aol A ofthdd 0.1%A, ofthZdA 0.1%/ Fitshilzd 25%48, Jitshilzd2.5% A, 714, dAdE dHE
B35 7heA BIME A s #, BA, 729, WA,

QU H] 2 A

=3
-

14 [SRE. |4 oA G 7| (A7 [ 372 A0.1%/2.5% |35 |95 EAFE 58, 4E =xA Al
2683 |((FF #=4) | Wd (A9 |olg=E0.1% > Bk |9 @A) FAFHNEY S
gy (s xd25% |25 (B ek AlEY] ASAE} Tl H
2514 | 714 (FeF|ol it |A F7HekE A B 5 it ®
) o 74E we Hulukgo]l EghA
-> o} st zd gEAAA #
48A] 25} o2 M Jre B
7+ A} sz EA A
AT adER g o
o] th&3} o] FelE ek aksl
AzdA A oltfFale] Frhe
naAd AEE ZIMIIA ES
dutA el 2A(LBEA FE w)ol
HE olg)d = w7k W]

EuA] 48 Aoz o=y
23479 o] Auk-go] B E T}
ol% 16272 5317 o]iukgo]
1597 0] Algery} Aol AU

t},
[0.3% olt}Z2dS /3 FAXNEA FE F oltfZAL AN =EL]

N9 7O 22 A0.3%/2.5% PK ZZ3Y

2.49+1.21ng.h/mL o]¥ o] ojt}Zd 0.3%2 < 73} FA

24 0.3%A3} FAH T

o
-

-
ol
—

_19_

. (Study 18229) 0-24*] AUC+=

FOEEHAY ANwEYEE otk



Table 2 Systemic exposures for gel formulations containing 0.3% adapalene
(Studies 2690, 18115, and 18229)

Formulation |Study |Subject N M Study AUCzan Most exposed
Population quantifiable |Day® (ng.himL) subject
(at steady MeantSD (AUCoa2en  |Cman
state)® (Min to Max)  |{ng.himL) |{ng/mL})
Adapalene 2690 Adults 16 15° Day 10 8.3718.46 36.1 200
0.3% Gel (BLQ to 36.1)
18115 |Adults 26 2010 23 Day 30 2.64=1.66 5.99 040
(BLQ to 5.50)
18220 |Adults and |30 1410 16 Day 157 24713 740 046
adolescents {1.63 to 6.90)
(1210 17
\years)
Adapalene 18228 |Adults and |28 1210 16 Day 29 24082121 6.41 0.38°
0.3%/Benzoyl adolescents (1.63106.41)
Peroxide 2.5% (12to 17
Gel years)
= 5 = =] =20 =y
S o R & ATR o]F Foto] =g HAEe oftk

B oATE nE 32 A7 e A%4e olog 84
29 Frol 9Pl G Aow 2 5 9

AN FLA 0.1%/2.5%% A&Foz & Study 180979 whe} 0.1% olthZal FLoa AL £ ANFHAat
5ol HAw=Zo] BAH QA o] A= oftyZd 0.1% Ao Ao Aol fAletATt old] whl mpat
Sz oftpddl S0 S A g Ao®E B 4 Qi)

AgA o oltfdd HAALZE AEE uFoL2H A0.3%/2.5% otttz 0.3%AdA AT Akt

MEAE orhEAle] MRFl JFol ULk T AFEY AAwE FuE fAAYR, AALAYS AusE
z [

64 #E4 2 %A
« 37 W AL A I FRLEEZE A0.3%/2.5% % st AlgE.
- study 18242: A7 A o Wiobg g2l A3
- study 18229: =5 A} g 45319] kw3t Wb ANAIE
- study 18240: 34 pivotal study®, =2 Ao AA oA 2 §a54 #H7}
« 0.3% ottbzdo] Awd 0.1% ofvhddel wa) ga7t 43S B7] fste] 374 A A47F A8 E (study
18060, 18081, 18082)

2k
wA | (0| Ausa oga) FEOTIEES T gies 23
)

54 #3 AYAY

A multi-center, randomized, double-blind, parallel-group vehicle and active controlled study to compare the efficacy and
safety of CD0271 0.3% / CD1579 2.5% topical gel versus topical gel vehicle in subjects with acne vulgaris
oE=F oA CD0271 0.3%/CD1579 2.5% 2 *& 714 A&A9 A, Fa4d Hus AT o, 749, o593, J3<,
ZIA-E4 Uz A
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- . 5 14 ¢
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ol el
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A long-term safety and efficacy study of Adapelene gel, 0.3% in subjects with acne vulgaris
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The safety and efficacy of adapalene gel, 0.3% as compared to adapelene gel, 0.1% and adapalene gel vehicle in the
treatment of acne vulgaris
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The safety and efficacy of adapalene gel 0.3% as compared to its vehicle and adapalene gel 0.1% in the treatment of acne
vulgaris
AEF A A olthEA 0.3%4, 0.1%4, 7|4l FAAY HAA, Fad vug g g, T2, A7ARAE, ANz, B
- A
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1A w2 &) At} 214 ojciztal 2 - % o ne) F HHE a4
Zpo] <l WA (704 vs 704 |0.1%, qd ERE (-48.92 vs -39.40 vs -27.33)
AW |vs 749) 714174, qd Hl 54 -HHg Hgle 993,
olt}Z#0.3%4 | %, -1241~40A AR ( -49% vs -39% vs —27%)
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- Aok oy ez 2 e Aol 0.3%/ Itz 2.5%)
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Table 3 Investigator’s Global Assessment scale
0 Clear Clear skin with no inflammatory or noninflammatory lesions.
1 Almast Clear A few scattered comedones and a few small papules.

2 Mild Easily recognizable; less than half the face is invelved. Some
comedones and some papules and pustules.

3 Moderate Maore than half of the face is involved. Many comedones, papules and
pustules. One small nodule may be present.

4 Severs Entire face is invelved. Covered with comedones, numerous papules
and pustules. Few nodules may or may not be present.

Drata source: SRE. 18240, Table 5.
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Figure 2 Success Rate at Week 12 (Observed and LOCF), ITT Population
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EPIDUO FORTE gel;—is a combination of adapalene,

Treatment of moderate and severe acne

FZ9 oJEE] FaAE a retinoid, and benzoyl peroxide, and;—is indicated for yulgaris, characterized by comedpnes, '
the topical treatment of acne vulgaris. 1nﬂammat0ry papulqs/pus‘gules with or without

occasional nodules in patients 12 years of age
and older.

FRE el Ha AXRAZ vhg 19 13] AHol o= | For topical use only. EPIDUO FORTE gel is not for | CLINICAL USE

Zo] gl B Axo] WulErl, vl uwo]i= =r}et z | oral, ophthalmic, or intravaginal use. Physicians should be able to choose between the

o o) g3 w3 A= wa oAl HAulEr two concentrations TACTUPUMP FORTE Topical

= Ol ot mEs A Al HErE Apply a thin layer of EPIDUO FORTE gel to Gel and TACTUPUMP Topical Gel based on the

i Aol yebud miak=A BEAlE AR AY, | affected areas of the face and/or trunk once daily presenting patient’s clinical condition and ,

¥ 352 Zo|A(e], 296 @w) AA A wi= oJ A | after washing. Use a pea-sized amount for each area confounding factors that could worsen acne severity.

Qs v f the face (c.g., forehead, chin, each cheek). Avoid ,

o® ARE THAT ?h ¢ ac? (ce- i oreheacs © mi) cach cheek). Avol TACTUPUMP FORTE may also be considered for

A2 )7be o)abe] Avke] Aste]l AFAN, wE g | C YOS 1IPS aNd mucous memoranes. those patients who have moderate and severe acne

AZF 1~47 Bo] 27] AaA o] ettt vulgaris, who may have risk factors that worsen

- - = - h i .

acne prognosis such as tendency toward cyclical
relapses, pre-pubertal onset or long term history of
acne, positive family / genetic history, those prone
to or at risk for scarring, and those who may have
intolerance or contraindication to systemic treatment.
In these cases, physicians have the option to choose
between the 2 concentrations. Clinical surveillance
of these patients is recommended to ensure
sufficient therapeutic response.

Geriatrics (> 65 years of age):

Safety and effectiveness of TACTUPUMP and
TACTUPUMP FORTE in geriatric patients aged 65
years and above have not been established.

Pediatrics (< 9 years of age):
Safety and effectiveness of TACTUPUMP
(adapalene 0.1%/benzoyl peroxide 2.5%) in children
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below the age of 9 years have not been established.

Safety and effectiveness of TACTUPUMP FORTE
(adapalene 0.3%/benzoyl peroxide 2.5%) in children

below the age of 12 years have not been
established.

DOSAGE AND ADMINISTRATION
Recommended Dose and Dosage Adjustment

TACTUPUMP (adapalene 0.1%/benzoyl peroxide
2.5%) Topical Gel ( patients 9 years of age and
older) and TACTUPUMP FORTE (adapalene
0.3%/benzoyl peroxide 2.5%) Topical Gel ( patients
12 years of age and older), should be applied to
affected areas of the face, chest and back once
daily in the evening, after washing gently with a
non-medicated cleanser.

In subjects with moderate acne vulgaris, the choice
between the two concentrations of adapalene/benzoyl
peroxide fixed-dose combination should be based on
the patient’s clinical condition and risk factors for
acne severity.

A small amount of either TACTUPUMP or
TACTUPUMP FORTE should be applied to provide
a thin film, avoiding eyes, lips and mucous
membranes. These medications should not be applied
to cuts, abrasions, eczematous, or sunburned skin.

If irritation occurs, the patient should be directed to
apply non-comedogenic moisturizers. Discontinue
treatment if a severe local inflammatory response is
experienced. Reinstitute therapy when the reaction
has subsided, initially applying the preparation less
frequently (e.g. every other day). Once-daily
application may be resumed if it is judged that the
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patient is able to tolerate the treatment.

Missed Dose

If a single dose is missed, dosing should continue
as per usual the following day, and the usual
amount should be applied.
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