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1) o2 elgjmolEA okgolut Agy)Ho] AN oF2utel Wee Mt
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wRo® of2] QA(WE AW A4, WY AE Sl wet oF2o B4 FUKE 2 9
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2) =A™ o] oo HES dAlE HELE EZOA FHOQIA
Maximum Recommended Human Dose)?] 8008 o]Ato]| sidst= <
ENRE AR, 919, Ui % 27|90 2 Asgo] mArEgich
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N
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13. w3 @ F34ke] Fojapa
1) ojalolo] o] @A or= Foj mEFE
2) k2 &7]0] vlRo] P R Abwe] Yelo] EAL ZAGAIWoA vrAlstA] ghon
2 zol3tt.

14. AZ7HE 9t B
1) ofejatg
o] oF2 B :QlAF £~8A|(RAR : retinoic acid receptor)o| 2850, RARQ] Ztu} 4
8Alo] Sol4e 2Tt RARS] AtZoe Alm Rotel @5 UjrjE masH ofe] Lo
golste gHrtE xA

e

&% 1

e

o

o go] g 1999 FolA] o] oFS BZ, o, 71& L 5 Hm 29

181(8% W9 15g~2/%) =m3t ¥ ofFere Brishart

® &4 B4 5EE AR § 2500 F(Steady state)elo] =TsIG O TH

RN FYEE B ARMEY Coas FY €71 D19H5pR/mL)OA
MR, AUCo st 3014 75-104pg-h/mL HALTE F712F ALgol

0

o] o gEiAlE b
@ B : @y o AL oF 99.9%0]ct

@ At @ EupZElE CYP2C9, CYP3A4, CYP2C80|| Qs #=2 THAIE| Y, in vitroo]
A CYP2B6o 9|3 oFa}7] TAbE] Ak,
@ 14 : o] ofo AM WYL 2~9AIZto|0], ERjntRHIe £2 ffHoR g,
® 5% " : Aok A HS APPEN] CrakbS Sps/ml~9pg/mLY O],
AUCy 24y 89~106pg-h/mLolACH10-174). AAPENE o] oFe Ta =of 3 250
ot A7 ARGl 93t o2 FAo] oAEAlL
® =2 Als ArR Ok% Ars AR mEl mlol A E:;Ljra( = wo] CYP2C9 W
CYP3A OAA)S P850l Fe w Eajneo] okssl FuolA UyHos gold
Atol= o= A Cfg‘ilﬁ}. In vitro A]&oA o] ok CYP1A2, 2B5, 2C8, 2C19, 2D6,
3A4S 9AISAL CYPIA2, 2B6, 3A4S HEF Zo= ogex] etch of ofe




MATE, OATP, OAT, OCCT, BCRP, P-gp, BSEP, MRPZ oI&|at 7102 oAt A]

o},

3) 4G AlE AR

o

o] oFg tfd 1Y 13] Ao =x5}o]

7, 71A|(vehicle) &
A[/dS FrskiT

9Al olgel At

AAF

7he]

SAY, o), H3y
NEolA £550 dF 9 BE oj=2 $xtof] st §&
o] 9K1,214%) £ 7|A(1,206%)=
2420 0] Aol Aottt o

Ao} 125 59 A

CcC=2 RX
—Ta & o

EI‘IO

i

o
o
o2

gt

-

r2oxe

wL 220 ojg B}

4) 23AE BE

IGA(Investigator’'s Global Assessment) % =%of tfst m7KPGA - Physician's
Global Assessment)S 5 A2 m7tstgict.
[127 A&7 & d=9 =30 tigh aif]
AT 1 AT 2
ofF2jLIY 71A ofFm I 71
(n=612) (n=596) (n=602) (n=610)
IGA A&
ORI == 18 (7 iEe T
(Ee}s(j;j%} e ]( Liil quoﬂzﬁ 29.4% 19.5% 42.3% 25.7%
ol 714d)
A5 w0 FH Aol H -19.0 -15.4 -24.2 -18.7
st (-54.4%) (-44.8%) (-66.2%) (-51.2%)
H|dzA WY Lo] Hid Aol -25.0 -17.9 -30.1 -21.6
H 3} (-49.7%) | (-35.7%) | (-57.7%) | (-43.9%)
« 1O AAIE Hd2 £ A Al(Least Square (LS)) H+t
125 a2 § 589 =30 gzt 8]
AT 1 AT 2
ofFe|mZ I 71A ofzajm I 71
(n=600) (n=585) (n=598) (n=609)
PGA &
0TI E= 14 (7 T
(%OS AOE:.*J At A]( Lﬁﬂl Hquﬁ 35.7% 25.0% 42.6% 29.9%
ol 714d)
B5d HHao H Adigi+e -21.4 -18.8 -25.5 -19.8
3t (-57.4%) (-50.0%) (-65.4%) (-51.1%)
H Iz w0 HF4d Aoigh«9] -21.9 -17.8 -25.9 -20.8
Ha}t (-49.1%) (-40.3%) (-55.2%) (-45.1%)
2o AIAE Ft2 F|A A|lg(Least Square (LS)) H+t
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ZoS of AE2 AT oRe2oA Bud Ay &5F] FAl =F2 oI mIy

o] A|AABA-EF(MRHD)E T 710 F7loAf z42h 82uf, 998 o =qQith. E
27 A7 HEOA Z42F 2 0.75mg/kg/day(Z|H AAEF-&FMRHD)S] 645

bj), 0.2mg/kg/day(R| AN FEFHMRHD)Y] 1642vK)9] {Fo=z 2471E =<t o
dd/gol gldet EdmtzEl2 do] AU, ALl dAtolA wHolR
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719-87], 42(1~30°C) 28, AELd=TH 24702

SESNCE PN E

Eg|o28l, £487-4-ND, Helsinn Advanced Synthesis SA , Via Industria 246710
Biasca - Switzerland

14 3 71=A

O (AAAN "ofAbY, A2z F TofokF T kAo &3 32, A2z A1 A1
S 7HEoll g AAA o] ok E
- A ALZ1ZE: 2021.4.27.~2027.4.26.(6'F)
- A A A 713E: 2027.4.27.~2027.7.26.

O (Y131 BAAY) rolekEe] FEE L AT A FH ATZ2 AT ATl
e AP BYAY AE OF



- A BYAE (V10 = F 2 37} & 2R =
of 67§ Lujct Bt o]

15 /NFAleF XA o F

17 AHRAE

O HFAY e

1.8 HAEo|Y
2 = m5y7] ZIEENE | EAR-REA | AREEITE] | YRYFESE
=ET 24 A= Bd A= Z ¥4 A= e
AFLA | 2020.4.8. : : 2020.6.29.
BAQH (1212020.5.8.
2020.6.29. 2020.6.29. 2020.6.29. ] 2020.8.13.
A=} (2212020.2.23.
R (12})2020.12.31.
2201023, 2201023, 2A2010.23, ) 2020.10.12.
Az} (22H)2021.3.5.
A 2021.4.27. 2020.12.21. 2020.12.21. 2021.03.24. 2021.4.27.
A}
[E4 1] ¢AA8-FEAH 2 7€ € A AA 23
[E<4 2] A8 B2 AY 8%
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=4, FE gl #F Aze A2l 27t @A
T ASA AEA00PHA' = 3|4k o 9] 7F2.70.1%/25% 9 ol 2|7 S E 28 20.3%/25%°1 A
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9-11418] =&FA7F 1217419 =29 ko)l Bof7h lon, AdutHo R HEy
AP A9 gl 202 AdET Yold ©E Yofge Z2ade ofn|9)
AHE-2 Bt o] A

o A5 E RANPEH ZAG A ATFEAY FEEHEE FUIstAoF FoFI1E

o SWEF 19 A EF2g) B YT A ZAs A B EHE FAEHA FrretoF & Aol L, AE
A T AE/MEARE Folsol & AU-F71E.

o NAARE FAHERAOE AEHE Ao A
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g goemz Zok9-114)9
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1. 718 EE 2 2 HuFedo o xE
11. AFAE
o AEH: o} 28] 2 0.005%(E T 32 8)
Trifarotene content in the formulation in pglg Trifarotene content in the formulation in % (wiw) =
10 paig 0.001%
15 pgig 0.0015% AKLIEF
25 ygig 0.0025% ey,
30 pgig 0.0030% F
50 yg/g 0.005%
75 pglg 0.075%
100 palg 0.01% ’ i “'KL\.EF
200 pg/g 0.02% = ‘
300 paig 0.03% T
400 pg/g 0.04% o
S CALDERMA




o ofzatgo] TE EF: 35 5A 266)
o WAle] AHF BHET, $UEF WBA dF 52 LA AEA Bz

o HeAG 714 : AEmOEG FAT FHE 2 PARVAEA

12. 714 ¥ A2

o o}ZTE 0005%2FL d2H/ 5L FFo BE, TF, 7] e 9 o3 AF FAY F2A8E
s Ao Eguzdld M2 At #HE x4t ¢8A(RARY : Retinoid acid receptor)2H-82F0 2,
Aol =& g o] EA o]t RARyE= ZFAAM X (keratinocyte)o] EA5H= 842 A HEFG] o] RARal} RARBOH
Hlg) =53 7P #Eol Qe Zo® 4 A Ut

o AA 7tE Ad=F A8AY AL B FrA

Adapalene binds to specific retinoic acid nuclear receptors but does not bind to

fo

OFO

cytosolic receptor protein.
Biochemical and pharmacological profile studies have demonstrated that adapalene is

Adapalene . . S .
a modulator of cellular differentiation, keratinization and inflammatory processes.
However, the significance of these findings with regard to the mechanism of action
of adapalene for the treatment of acne is unknown.

clindamycin licosamide antibacterial

Benzoyl peroxide | Benzoyl peroxide is an oxidizing agent with bactericidal and keratolytic effects
a retinoid, which when administered at the recommended dosage, inhibits sebaceous

gland function and keratinization.

Isotretinoin . ) . . )
The exact mechanism of action of isotretinoin in the treatment of severe recalcitrant

nodular acne is unknown.

o ETuEde NEE SGEZHNCEE ZTrt R&DOl ofs &A= Atk CD57899 U7 7ol 24, 2 719
AR (A, 28 F)o2 APHJATE ok=22Z0.005% ZH2 A =FY ARE AFor MAHA.

¢ AEEE WA R ABoR AFH FFO L 1A F Yk AT d2FH §Fe A=F ARE HA3

AAH oz MEE T4 A8AE %t Edgzd A 23PN dorte 94 o4 dFH E59 o

2 g0 B2 98 otayTIaYe GoANT YL ATEPL, F EYd BF FTFL F & 9= o

of Azl tht SFHA oF Bl AT

o AR A U A ATE ANA xF, AR, AT 54 Abed, B, B54, B 454, 213

QFH A (Fridericia’s corrected QT interval(QTcF)), & Wekd H7tE sttt 14743 tdAe =g At
o

3 Ad d7E Tl Eyzde] ogH Folok <A, FEA
o dUris Efuzd MY Z2IYo e o HgFd st 3T 9 A
WAL FAst et o] F 36628 ETuEEIY oA 7HA] AFES FALYUT. 36621
(oFZEZAH0.005%) = FoA T

o Zhrte A=Fd diste] 12709 PP AAEAY. o F 8= ARE AFFH FE(B0ug/g) = LAHA
1ol F eMe frEd &2 A3 97t o, splitface 44 1%, 2742 9
A 3L

=
=
3 27, 2709 F8 3% T AV R e AT 3 o E g Yol 2EEH

?.:
o
Bis)
re
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2
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21. 959 %¥(Drug substance)

E 2] 5} Z ¥ll(Trifarotene)

o

wmo

”

: 3”-tert-butyl-4’-(2-hydroxy-ethoxy)-4”-pyrrolidin-1-y1-[1,1",3,1”]-terphenyl-4-carboxylic acid

s

Q)
=

C29H33NO4 (45959 g/ mol)

o A4

HO%O’

Nro < vﬁ ,Cl oo
o U T W

mPmOT

22. $A 9| ¢F(Drug product)

221. 7MY F7 (FAHA, HLA, QA HolAd Ate BF)
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3. SR Mol mp

SEEL SRR E

NEEF kil 7188 /44 A3}
A7 HEAND 25T /60% RH ©|% LDPE bag 23
7HEAE 40C/75% RH HDPE drum ESE

o VRN AERE, S5, B)(TE&d dHoA e ANdxd-24, 25, pH £F)

3.2. &AL FF AHARA

o FGAR AEE WA AAEFET ARGFE P Tl TUF AE IIAFT. FAEAHe] AT 9}
AEAE TRk AAE A5 ol 7IA T
NEEF Ag=d 871 9e /A A3
A7 BRENY 25C/60% RH  [8: PP 2
FzANE 30C/75% RH |9 2E: 15g HDPE, 30g, 75g VLDPE A3
7HEAR 40C/75% RH 57 PP 2%

o NENY ABLE, BE, B

-
1, 92, 0

33. ARAE & =9 A
o 1M E7], ALRFH1~30T), AZYZHEH 24 /Mg

34. A A AAAR YA
o AZd ZAAEY wet AH AYH 9 ALTHAZRYERH 24 NE)e ©§EE.

4. SMo| #st X2
o A5 BAL A oY A, BE 74 2 23 ST

41. SANIAR AL

L
Nmzs | Sudy | B | S0 | S0 =3 o .
=71 No. HE az 2t (mg/kg/day) < =
A
E2-BI2MO2 A0lot, JIEHQ 08
RDS.03. - o
_ _ T2 ous, A=A UBLUK 22
2H T > cts . @) T ,
gRE.SSG U=R S 1=t 0; 0.06, 0.2, 0.6 NOAEL 0.06malka, EEAUCO-24h
_ M(7.2 ng.h/mL ), F(34.9 ng.h/mL)
Ha S0 O [2.5ma/kg HIE, SAAHIZA, #Ho x|
SENE |ohs 03, H2lstE Ha 2aE 5.5mg/kaidl & 0lA
SRE.856| S |mo |3 0; 1; 2.5; 5.5 IR H|SN Bo REE
3 NOAEL: 1mg/kg, & EAUC0-24h
M(1447 ng.h/mL ), F(4656 ng.h/mL)
BI2E0{ |RDS.03.S| OIRA (2O |4 0, 0.02, 0.1, 0.2 x |2E UM A2HO] 2ALLLI20| L




12523

=)

= GL
sz | Study | ¥ S04 = s -
- No. HE 2t (mg/kg/day) < =
A
ElH(S20 2 e, JZHE),
RE.12742 20| UAHBLH O Y82 2=, 0.2mg/kg
Ol A stromal 23 LM(2EK)
0, 0.02, 0.1, 0.2 i
RDS03S| oiea 135 |(0, 0.001, 0.005,
0.01%)
CD57899 ER=CE= M2 YUAS(HE
0; 0.0025, 0.0125, 2 BLOQ)
RDS.03.S - 0.025 oc oo Crmolo] Tlasu| oo
RE 12852 | 0ILII 13= (0, 0.001, 0.005, 2= EZUHN TERRQ LIFSE0IAS
0.01%) (0.025mg/kgll A S22 10t2 2=
=)
CD57899 A== 02 BLOQ, 2
0, 0.0025, 0.0125, (39Fx) B2 L NP LR S=¢
RDS.03.S - 9M&  |0.025 =l Axg|oiS
RE.12875| OI/HTI- .. |(0.70.001, 0.005, A& 20198
4% 2510 01%) DESUUA IS 80| LIEHGOO
AT =2)|2HEOF AFE| F=E
XAGe B A AZSZH(HRTO XX
3), IIS(2AsE, A0Is @X), 2ol
Male IZ4l), HIZE(EIHEZE)LUEE >/ S
RDS.03S| oc & 135 0. 0.1, 05, 075 0l 4=5|=2I|2tS0t ASDE HIE 3/=¢
RE.12650 T |®) |4z 5= Female ERTE U E R
= Al 0,0.05 0.1, 0.2 NOAEL: M(0.5mg/kg/Z), F(0.1mg/kg/2)
872 M EEAUCO0-24h M(130 ng.h/mL
), F(96.0 ng.h/mL)
Male DEL2NA EIHE0 SALHLAY
8 M(33%), F(16%)2ZA5tAS
26 0, 0.1, 0.5, 0.75
RDSO3S| == N NOAEL: M(0.5ma/ka/2), F(0.2ma/ka/)
' 6% 5/= |Female 87U = A& EH(1582)AUCO-24h
0, 0.05, 0.2, 0.5 M(63.7 ng.h/mL ), F(199 ng.h/mL)
0~90L ALOI Ol XS0l 39UM & Al ALEH
13 [eg=t 1
RDS.035| M=) " |0, 0.02, 0.045, 0.09 NOAEL: M, F(0.09ma/kg/2), 912LR &
4% 3= ZAUC0-24h M(213 ng.h/mL ), F(250
ng.h/mL)
MEZ 2= 0.06mg/kg, F(53%),
0.18ma/kg M(48%),F(42%)LIEFet
0.06mg/kglil A S 2T, S2HO LIt
FAIHIES, 25tE, TN ZAHE L
IS NIESE LIEY
) AE L30A 2202
RDS03S| gz |27 |PME 15 500 006 0.18 i}();gg/kgoﬂﬁ "
RE.12864 = lew |g= gm0 s
= X200 Hioh HERESESS =D
22 10l2] MRS Sl Mal gIE(
=) 20 o2t =JJF 0.02 2 0.06
mo/ka/Y B SWZOHAM 22 102l
0.18 ma/kg/Y SEWZ0A 20t21o =3
DA ZRIYS
LOAEL: 0.02mg/kg/&
1.6; 8: 40: 200; 1000; 5000 pg/plate
+/-59
RDS 03 S §;| (31 25"]: 62.5; 125; 250; 500; 1000;
. . . . 2000™ pg/plate (+/-59 o
RE.12526 22det ey |in vitro s conc:ngtrzsotlc:\ Lsedlg\stmms s¢
= TASE, TA100, TA1535: TA1537
7Qr I‘_-I % /51 Ol /\l OC'A **: concentration used in strains
TA102
RDS.03.S o A |
RE o " in vitro =4




= GL
5= Study = Y £ S0l =4 p= 20
No. HS da=z 2t (mg/kg/day) a
Selected treatment levels:
25; 50; 100; 200; 400; 800 pg/mL
(+39/ 3h treatment)
3.125: 6.25; 12.5: 25; 50; 100; 200;
400; sUU pgimb
)\| @ (-58/ 24h reatment)
3.5;7;105; 14; 17.5; 21 pg/mL
(+59/ 3h treatment)
4;8; 12; 14; 16; 18; 19.5 pg/mL
(-59/ 24h treatment; +59/ 3h
treatment)
E 1
RDS.03.S human AA| -s).(gzermgg:[;zo_oz 25.0:30.0 pa/mlL
RE 12502 | Peripheral |_ in vitro ég%ﬁ;ﬂ?““'” Hg/mL =4
S -59: 10.0; 20.0; 25.0 pg/mL
blood + 59: 30.0; 40.0; TD,DuSngL
=7
RDS.03.5| (2s4) o 515 81; 50; 158 1; 500; 1581 -
RE SHH |in Vitlo | oplate 24
12525 ara et _ :
OIAIE
5 AT with UV radiation:
RDS.03.5| (ES<) | | 9.0; 15.0; 18.0 pg/ mL o
RE.12524 | cHO cells < N VItro | Litkaut UV radiation: So
A& 9.0: 15.0; 18.0 pg/ mL
s O; 3.75; 7.5; 15.0 mg/kg/day at
RDS.03.S 2 - in vivo 2.0 mL/kg via continuous o M
RE.12600 A~ Al infravenous infusion (twice) e <=
0.02mg/kgllA =aTEEISoZ QIstH
MLE SItLIEY
263 0.02mg/kg= 0l A2 AUC0-24h
M(8.64 ng.h/mL ), F(10.5 ng.h/mL)
0.01 mg/ kg/¥E2H, EX/AY L =IO
WSEHY/WASESS ESE 24 08 e
0, 0.01, 0.02 =
RDSOSS| otex |am |2 . 0 8% HlYXNoz YME U FE:2
' (0.0005, 0.001%) DEEYD, WO, B U / T MED
L SZEUAMS X sS40 E2 2%
o MZZ Bll= 2F IIRe & Bts
0l (& OIXtEQl Hez M2tE
Y 8 EZ Al 23E MNME L=
HAMZ(preneoplastic)0] ZHEE 242
AUS
AUC0-24h M(68.4 ng.h/mL ),
F(174ng.h/mL)
0.75 mg/kg/€ (=21) & 0.2 mg/kg/ (&
Male Z)o] N2 S0 Al 9, EZ / B2
RDS.03.S = 2= ou 0, 0.1, 0.3, 0.75 5‘;‘ OR0HA H M2 BSE LA
RE.12846 Female =
0. 005 01.02 2t 229 31 2 23U NSEZ
T T 9 £AUZUME LI HFL AEIYS
CD5789= ZYL LMES SIHAIIIX &
A2
24,
IEEARSEN]
J|E23,
=R11D
242 o Male - o olojo
RDS.03.S SEH16.0.1,0.5.0.75 SOIARE @il
RE.12759 e A3 21t NOAEL: M(0.75mg/ka/g), F(0.2mg/kg/
(Seg 1) Female ol
PRI )
0,0.05,0.1,0.2
A2ANt
i E2
a3 74
(GD) DX
RDS.03.3 6~17¢ 0.30 ¥ 1.00 mg/kg/¥ SUZ0AE 2
RE.12521 HE A 0,0.03,0.10,0.30,1.00 . -~ - = T =
(Seg 1N T |GD) 2 HANCZ RS B ME =0 &
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pyrrolidinophenylboroxi

= Study s 4 S0l
2= PE Z1
< No. HE 2t (mg/kg/day) N &
A
SN HFHE ZaF
1.00 mg/kg/2 SHZ A= HE=D I
wote X£J1 Y FTI| Foe HME SOt
2 EHOF MBS 24 2eE HHEHXA AFS
O =2 YMEW 230 AUS
B g4 A= 2 £ gD =A
EHOtel HIE€2 1.00 mg/kg/¥ S0 Z0A
O =%
Ct==2 2%, W& %/ = 23 014
E& 20! 1.00 mg/kg/ SOZ0IA LIE
20 0.30 mg/kg/e EHZNNME 5
SO O KUl UEZD HlWoHe
0.10 mg/kg/2 F0Z0AN= & A2As
=23 014 ZHES St & HE0l 2
EHAS
NOAEL: 0.08mg/kg/&
50 mg/kg/2 E0HZUAN=E AMLE, &
AEHO o3, EME MBS A ¥ EE
E)12 24 852 MTOEL =US
50 mg/kg/2 E0Z0AM, 2 e EHOt=
el §0 2 SEsd Zas I8
5mg/kg/2 SE0Z0AM EHOIS 15 %=
StLt ol&tel D18 (=2 HFo 2A ¥
S BAD EHOFSl 40 % Ol&E2 12l
Y oAAS 014 (BH U/ E= AR)S
EESQOSBZE 6~19< LIEtHS
(Seg 1) (GD) 0.5mg/kg/& SFOZ0A Neot 2R
EHOF (3.8 %)= SAl OIZ=2 (0.5 %)t
DA = OIOIE (0.04 %)0l dlaH <
2 H =2 YNMES Bl 0 HE2
Qetdoz Xt # R Y8l nel HF
Ol BIRE He=Z, ZO0Igt N2 2t
T MelMoz Ro0/8 ez 2UFg
A EUAS
NOAEL(BHENX}): 5mg/kg/L
NOAEL(ZA): 0.5mg/kg/<
He ZOUAE Z2HUA AMEAES F0
RDS.03. 6 A EHRESl A® = AE gg E= 3
o127 (GD)~200, 0.01, 0.03, 0.1 £0| MAl S0 DS 2RBS AUS
(Seg 1ll) 2 (PND) NOAEL (female, F1 male/female(2 X
X1)): 0.1mg/kg/
RDS.03. 21/22(P SOl stas
. ol
SRE.129 ND)~49/|0. 0.01, 0.04. 0.16 NOAEL: 0.16mg/ka/&
84 AUC0-24h M(211 ng.h/mL ),
(juvenile) 50(PND) F(255ng.h/mL)
Egﬁggg vehicle(slightly irritant), 100ug/g(irritant)
RDS.03.S vehicle(not irritant), 100ug/g(slightly
50ug/g A
RE.12735 Ha/a irritant)
RDS.03.S
{\;5;2994 - ~50pg/g(not iritant)
EUN irritation)
I ok RDS.03.S
Ranatont - 25ua/g, 50ug/g IR
ion)
RDS.02.5 100ug/g2 0.1mL Z=H %S, 222 BYESE S
(phototoxi _ . Lh, SEII2000 X201 R EUACID 5104
city, , AMUA K20| LYY DRSS Yats)
photoaller UVB(0.1J/cm?) -
ay) X 22
genotoxic 3 tert butyl 4

SHE=4 8iS(Ames), <0.10%




= GL
Aezs | Study | S & £ S0 8 p= 2
S=ST | No. HE Az 2 (mg/kg/day) o =
A
e (05-RETI),
- bromohexane, 5 |RESY glS(Ames), <0.10%
! tert butyl) 2 SESH HOIH o
nitrobenzene 3 | 50ug/gll L&
SARAH (242‘95”;7)’ | - 2092 D250
T (02_;‘3;89 ano 2 |¥HA RH=H |1.5ug/day(TTO)E=
N bromosuccinimide o lomss o 15%/@(@; el
(NBS), &
1,4 dibromobutane. 2 |2dd RNs4H
other DEREK 40Xl 222 03-RETLi4, 07-RETLi6,
organic \l>l4§3< ug B 07-RETLI15S & 07-RETLI19E2  ZOf
or os |5 A'RAH 0.5%° SHHE JIE W Z=II=Q =4 f
Impurites
P v.1.2.0 AEJ} WRSEIK %S

* 5 A A8zA2E el wet v WA T

42. SANIAAE Y 8 (T 37
422 HHEEQSHANY(CTD 4232) (Aest 39

o tpp2, PO MEEAANPALE v o R Ao 135 & 9/d AT 1
o] YetuA ggtor, o/d Aol MIDE 0.18mg/kg/ ¥ HAEFFEo2 HEsiA AN, dAT o
FRFE BE FEAA SR E 3 HaAESTH #Fav BEHAY. A5AS 3 A 2
5 BZA AxgujE g/xs aFgIAMzY R ddo] oy, $ 3 ngFToA S-S oI wet
A 47 9] NOAEL(AUC0-24h=166ng-h/ml)< 0.02mg/kg/daye] A&#FoZ HA3 AT FAMAM ZE FAT
A DA ERY 9 AFAFAEF), FugAEFHIYE F7hHY] T o
= ¥ ERE LOAEL(AUC0-24h=124ng-h/ml)= Z+F3T. 7jolA o] o2 uftast= EERR], gAZH,
HALRE, oA EHHE, YEHE R 2 JAEHERQS XHF HE ko] fisf ofn] RiuElon, EdF
w0l WA, oNEHE 9 o|AEHE Rl tE HF AF 7 dFHAUT 19 E B, o
SEHERQOE AgH A i dFdds AA 4 IdFS PIAA &ken (Hoting 1992 pd27), U3t
et FF dAZMA S BEF Aol U whebA, HelA BEE 19 Tk G el diF gy
kUl

i
2
(o
e
o
X
=
X
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oX

o T3, HME(EAF 26, MIAAF 9HY) FA, BAGeglILIN) SANGAZE AEsHoer A& A= €

5. k2| =go| et Xtz
51. 4 ZFE&AIE AL
52. EYAH
ORE A=
B2} okl Aol M, CD5789% EC500] 7.7 nM ¢ RARyol s #& RAR 24 2 - & AeidS Yy



Zt7} RARa 3 RARBOl thel M= 2H2f oF 65u) 5l 168 W3kt

Sample

RAR alpha

Agonist assay

Antagonist assay

Corporate ID ECsg (nM) Ef:.':i;;m—'r ICx; (V1) Eﬁﬁicy
5E TTNPB 14
CD3106 A - N/A N/A 30 107
- CDoo14 | ~ ATRA 09 105 1A 0
CD2558 C  Tazarotene 11 104 A 0o
CD5789 B 479 63 861 42
. CDs789 M 517 64 689 37

IA: inactive; N/A: not availabie

Corporate

ID

RAR beta
Agonist assay

ECE:' {nMj {'{:..' :|
70

Efficacy

Antagonist assay
ICep (MM) Efficacy

CDo0193 F TTNPB Ef 8 N/A N/A
CD3106 A N/A N/A 23 95
CDo014 | ATRA 09 82 1A 0
CD2558 C Tazarotene 25 4 1A 0o
.~ CD5789 - 123 56 A 0
CD5789 M 126 60 A 0o |

IA: inactive; N/A: not available

Sample
Corporate

ID

RAR gamma

Name

Agonist assay
EC:y (nM)

Efficacy

Antagonist assay

Efficacy

(%)

CDo193 E TTNPB NA N/A
CD3106 A N/A N/A 9.7 121
cbooi4 | ATRA 0.7 89 1A 0
CD2558 6! Tazarotene 11 86 1A 0
| CDE?BQ_ e T a1 1A 0
CD5789 M 76 88 A0

o Ax %3 ATE F3) CD57899 7|5 ZE=adS sttt

A3 dEzole-md FAA

L
L

23, YA

[e35-3MKe]
2 §2e

KRT19 (nM) KRT15 (nM) | SDR1 (nM) | FYB(nM) | ITGB6& (nM) | Mean (nM)
Keratinisation | Keratinisation | Metabolism | Adhesion Adhesion
CD5789 0,14 0,05 0,13 0,16 0,04 0,09
CD2558 2,65 0,54 2,1 0,89 0,82 1,18
CDo014 19,68 11,94 19,27 6,16 7,29 11,52




In immortalized keratinocytes, the following ranking for gene expression was observed:

« CD5789 > CD2558 (Tazarotene) > CD0014 (all-trans-retinoic acid)

= CD5789 was approximately 10 times more potent than CD2558 (Tazarotene), which was itself
approximately 10 times more potent than CD0014 (all-trans-retinoic acid).

o AFAHE Izt F9 =P (RHE, reconstructed human epidermis model)®ll 4], CD5789+% E}AFEEl (tazarotene)3HE

ZEsa EdERRths O FEste AT 23 3 43 0@ dEeolSRH FAA AL FEadch

Dose response and EC50 of CD5789 compared to CD2558 and CD0014 in reconstructed human
epidermis

f TH11_osn_COSTEe: M TMI1_BEs CO2558: € [EiiaT]
] il oy ® ECSO OO0 . 798
| ECHD (Mey Desh o 3 S5 {May Smch + |0 M e 8,54 .
'
i - i
| = 55 .
| ®

]

T —

4

-

M e Wears

15ETL

o 01 15

[X] [

* Response normalized on CD5789 100ppm (=100%)

Compounds ECxp (M)
CD5789 2.9
CD2558 1.9
CDoo14 20.8

In the reconstructed human epidermis model, the following ranking was observed:

CD5789 = CD2558 {Tazarotene) » CD0014 (all-trans-retinoic acid)

g5 A9 #lY¥(explant) Z@o|A, CD5789+ &l E]xo]

oy

9 (2R AESA So)u oz 6 e

-3r g

24 GHAE FEHAL ARG

Dose response curves of CD5789 and CD2558 on selected genes

Aol EAR

(Mean of 3 donors)

EPRTRIT2 Moy Gea Globale (Signalurs rélingide

® cmesic
B CRETESI
11
.
100 =
e
a0
B " -
0 g
o 4
ID i {1
é ' .-
- £ ./
40 /
s g
3 d 3
20 -
o = =
oFEE " &
Ll 1 il iasal
10 100 1000
ult

* Response normalized on CD5789 100ppm (=100%)

Compounds ECS50 (uM)
CD5789 227
CD2558 390

In the skin explant model, the following ranking can be observed; CD5789 =z CD2558 (Tazarotene).



o CD57899] 4 7FA F8 in vitro HAMIE F 3HH(CD09986)= RARyOl w3l frARE HEjd& Ho F,
o] thAMHE(CD06700 2 CD06530)> RARa ¥ RARB ZdA &4 9 RARy &8 A4S
AHHE(CD09717) 3 7}A] RAR ©]&EFY ZSFoll A of3l 2hg-oFolqit),

RAR alpha RAR beta

Corporate ID Profile Kdgpp Profil Kdapp Profil Kd o
Partial Agonist Partial Agonist .

CD5789 (40%) 247nM (80%) 34nM Full Agonist 2.5nM
CD06530 Antagonist 24nM Antagonist 44nM Full Agonist 3.4nM
CDO06700 Antagonist 90nM Antagonist 77nM Pa mgt;f ;'Ws* 30nM
CD09717 Agonist >10pM Agonist £000nM Agonist 2000nM

Partial Agonist Partial Agonist -
CD09986 (20%) 250nM (80%) 30nM Full Agonist 4nM

o A=A CD57899 A Ad B T4 HEXoEY HEE &4 (comedolytic activity)s H7}s}7]
A3 8% in vivo R OI%QL Rhino 7h$-2= 2d& Abgsle] 712 393kt AR H 0.1% (Zorac®,
Allergan Inc)2 ¥ ZART 10 #f ¥ CD5789 =4 90 % oldel FA AT WE Geff 4o dolHl
omn, CD57897} Rhino Phf-22 EdolA 723 RARy ZAEAYS Felstdon v mdd RARy AEA
(Reczek 1995 p292) (RDS.03.SRE.48079, & £.9F 2.63.1)0l 2&4 ] Sl& d Z ZAdHUT =

oA 0.001 %, 0.0025 %, 0.005 % 3! 001 % FFoz A BZ A2 = R
Ao FI7HIZT

i?L
U
a1
J
®
NS

Figure 2 Number of epidermal comedones/mm (mean +/-SD, n = 6) Figure 3 Epidermis thickness (uM) (mean +/-SD, n = 6)

804 275% 254%
B non-treatsd 223% g 240% % non-treated
20 :
Mt - m ¥ EE placeho cream
60+ 15005
« B
Sl

Hl placsbo crsam
CD5789 0,001%
CDS789 0.0025%

CD5789 0.001%
CD5789 0.0025%

= 8D)

number of comedones/mm
(mean-+/- SD)
thickness (uM)
L
T

B CD5789 0,005% = B CD5789 0.005%
Bl CD5789 0.01% E Hl CD5789 0.01%
Bl Retacnyl® 0.05% = 204 Bl Retacnyl® 0.05%
B Zorac® 0.1% Bl Zorac® 0.1%
D_
NS

@ 22 28N
o CD5789% Bl 2Elz SAFeHA TPA-S5A4 7 2% n}
Z 249, in vivo A EA EFE AR Fsha

4% 29 in vivo AN A& BH S AFHYc

10 NS g Pigmentation:
iy 'SPR 47078: pigmentation score on SKH2 mouse tail skin
164 Y s A
NS 2 o A———
144 y w ¢ r‘ﬁf/‘\l\;
g € = o]
g 2 = T Non irradiated+
£ g L2 i
S5 129 - 701 Evehicle e ol
= g g //:__\ - m - CDS5789 0.003%
=H 1e ** 5 5! - m -CD0sO724%
g2 £, meoamioan * H N ‘\Q\ Cooreze 2%
ES s ; &™) ocouoon £ A ,g;“ﬁ,\ BB oo
=} a . - - 1 s feny
H ©CDS789 0,001% i < B |—evetice
6 s ,,] mCDs789 0,01% i L *-m |—=—cD57890003%
. I mooaian ki i N i =1
2 mCD3139/CD2710,1% L RS e B
24 ex 25| [OICD3139/CD140.01% o -
b W CD3139/ CD5789 0,001%
0 mCD3139/CD57890,01%

Coumpounds



53. AN (EE GAL G )

Ssudy) | L0 | szmokg) | 424 |ap 213 Mg
a2 ’ HE
31 CHESE0EID, ISR
L IS =HS AAGHO RSD.03
=N = v 2,4,8,16,32,64 M,4 O |lyz=n bins= o SPR.1
32ma/kgOll Al AP, B4mg/kgOilAl | 2657
DS AUEHS
DAAIZEOl AIBIIZIE S DX R RSD.03
SEJ|H = 23 5,15,45 F.8/2 | O |tH ®HE2ZHA S8 ¥st2 | .SRE.1
AAS 2981
0,0.01,0.1,1,10 1UMOI3H 220A |98t date
herRG | M LEILIX 88, 10UMOIA_NERG RSD.03
cONAEZ Q! | in vitro . - O - —. | .SRE.1
HEK293 terfenadine Off Qo CIRY=E IKre &Z9 & 0508
AlE DY 1uM Mgt &2 i( 35 5X7.1%)Jt LIEHY
A2 V.3 DE 0A e, Algta PR, |RSD.03
Jh(beagle) | 29 | 0,0.25,1,2.5 £ O |QT, QTc, 2XHE w3} .SRE.1
) ’ DHEGX %S 2617

54. ¥ - £X - A - B A3 A Y

541. ¥

o In vitroo| A vl A4 T CD5789 A& 100pug/ge =X & FE-IEFE ZFAsAT 44 fluid (LOQ
025 ng / mL)°lA CD57897} 3|5 A &skal, F I FolA 38 CD5789¢ ¥ 20553ng/cm2A o1, o]& 2
48 £ 2056 %ol g3t

o Invivo U F&5FH A7 HeoA AT AE ZolE e e, IR 1V, 47 & IR Fo F 747
TR BT 36 H, 58 ¥l 2 33 v H =ZHJTh IV Fo] ¥, CD5789v FACEHE 4tetAl AA L #A
ZH A Img/kg®l CD5789S A+ Fof & AA o]&E2 F3 9 43 HAsdA

|4 2 mg/kg [14C] CD5789% @3] AT Fo F, At AT AA o8& 3 2 43 A=A 27 29 %

Table C: Pharmacokinetics parameters

Route Intravenous Cral Dermal

Sex Males Females Males Females Males Females
Dose (mg/kg) 1 1 43

Trax () 0.083 0.083 4 4 8 8
Crax (ngimL} 1405 £ 114 | 1875+ 248 KIE ] 151+ 41 | 10172
AUC ey {ng.himL) 1381 5000 | 32 1349 375 1230
AUC jinp (ng.h/mlL) 1383 5021 235 1365 NA NA
Clearance(Lm/kg) 07 02 NA NA NA NA
T1i2 (h) 34 32 33 34 NA NA
MRT (h) 18 a8 6.3 113 NA NA
Vdss (L) 13 08 NA NA NA NA
Bicavallability (%) NA NA 17 7 85" 5
Vi voram i 12 % NA NA NA NA
Clearance versus

plasma fiow cardiac 7 2 NA NA NA NA
output (%) ®

(a) Plasma volume for a 250 g rat: Pharmaceutical Research, Vol. 10, No.7, 1993
(b} Plasma flow cardiac output: Toxicological & Industrial Health Val. 13, No. 4, 1987
NA = Not Applicable  *Darmal bicavailability was calculated with AUC pzan

335 %Stk A=A 49 mg/kg CD5789¢] @3] w4 Fof &, AA o] &&EL 7 AEA EF 5%t



o Y 3104 CD5789¢ ©3] A4 (1mg/kg)

=
T, 93 4T A§ CD57892 HAs] AAHUAL(1/2=6.5h), T3] =4 Fo F CD5789
(LOQ = 0.05 ng / mL) "5t SATh.

Group Intravenous

Day Day 1

Sex Male
Dose (mglkg) 1.01 & 321

1. (h) 0.16
C... (na/mL) 1520 + 296
Extrapolated C, (ng/mL) 1610 + 382
AUC,_ (ng.himL) 1360 + 248

T. (h) 36.0
AUC (ng.himL) 1370 + 245
AUC___(%) 0352 + 0387
Vd,, (L)kg 126 + 0.296
MRT (h) 166 + 0.263
t., (h) 652 + 0.836
Cl (L/h)/kg 0760 + 0.153
Vd_ versus plasma volume * 319 + 753

Clearance versus plasma flow

cardiacm.rtpEt{%}‘ 187 *.34

‘Median values

*Plasma volume in minipigs =0.0394 L/kg’
‘Plasma flow cardiac output in minipigs=4.5 L'hkg'

o CD5789 Y-S 100 pg/g (RDS.03SRE4872, 3 2.0F 2654)014 12 & 5t

1

R ]

e 0.01% Gel 0.01% Cream a 0.01% Cream b
roup (Gel Klucel) (Sucroester Emulsion) (Simulgel)
Theoretical Dose of 40
formulation (mgicm?)
Sex Male Male Male
Dose (mg/kg/day) 0.182 t+ 0.00287 0.209 =+ 0.00300 0.206 + 0.00854
Tmaxa 3] 4 2
(h}
Cmax 0.357 + 0274 0176 <+ 0.0886 105 + 0.628
(ng/mL)
AUCiqqt 216 = 144 126 + 0597 576 + 3.93
(ng.himL)
a
taat 10 10 10
(h)
AUCo.24n 331 + 254 104 + 0782 8.32 + 343
{ng.h/imL)
AUC; ¢
NC % NC NC + NC 638 = 4.00
(ng.h/mL})
AUC, ., (%) NC % NC NC = NC 1183 = 8.22
N:F;:T NC % NC NC = NC 631 = 1.72
t
{‘hﬁ NC % NC NC + NC 441 + 1.96
* Median reported instead of mean
NC ! Mot possible to calculate due to pharmacokinetic profile
FEE 1.05 ng/mLo| 1 steady stater= 12¥] T3 202 BTt

%o

rot

o
T

7

h 1
Toe

bz

[¢]

= & F9(0.01%, 2mL/kg, 0.171mg/kg 0.2mg/kgell 313)

4% 24

1 Cmax %



542 B%
o In vitroolA o8] FOZRE ¥ o] tigk [14C-CD57892] AL =4I (= 9.7 %), 50 ng/mL
WA 1000 ng/mL Ate]ellA E3tH 2] eigtom F-EolHo|x] gt}

Table 1 Mean (+ SD) percentage of in vitro protein binding of ['C]-CD5789 using
plasma from different species

Species Sex Plasma protein binding (%) (mean + SD)
SngmbL | 20 ng/mL | 50 ngimlL 100 ngfmL 200 ng/mL | 1000 ng/mL
CD1 mouse Male n.c. n.c. n.c. n.c. 99.91+0.026 | 99.77+0.002
Wistar Han rat Male n.c. n.c. 99.930.020 | 99.9240.034 | 98.91£0.012 | 99.92+0.001
NewZealand | e | ne. nc. | 99.89+0.016 | 99.84+0.087 | 99.88£0.008 | 99.85+0.011

white rabbit

Beagle dog Male n.c. n.c. 99.81+0.057 | 99.84+0.023 | 99.82+0.019 | 99.84+0.006
fo}ff:‘g;” Male | nec. ne. | 99.73$0.103 | 99.75+0.029 | 99.770.015 | 99.7540.004
Human Male n.c. n.c. 99.92+0.016 | 99.91+0.013 | 99.89+0.015 | 99.88+0.002
HSA NA ND ND ND 99.69+0.025 ND 99.74+0.011
HAG MNA ND ND ND a97.34+0.066 ND 97 380121

NA not applicable
ND: not determined
n.¢.: not calculated, amaount in buffer was below the limit of detection

2o ARl B Y/ M= 0.61~0.789] H
T} CD5789% Wistar =2 2 & o] o)
Fol &, Y/ 840 Fo A= #AG
gk Sold Hsgol glsS YERAT CD5789

o HEo)A [14C-CD57899 ©3] IV ¥ AT o &, Fof A=

AHen, Ag E4L A¥F gig Eold HrE YehfA

Sol&el zslgo] gitk. Jfol i [14CJ-CD5789<) IV & AT

041 ~ 056 WAHoH, ol & SIFE 2 A 9 AT
%

HlE7e] ATl taf SolAdd AgE 2A e

r{r

* 1 mg/kg®] Sprague-Dawley HEolA CD5789 IV Fol Al 4ZA 08 L/kg 2 FHAA 1.3 L/kg9
steady state(Vdss) &¥ &2& UBth o] X §3& FSste @4 Tt 47 A 9 3ol taf 24 v
WA 42 ¥} o Eom, o] CD57897F AEE HEEH &S Yehdth

A4 [14CLCDS7899) AT 2 IV 93 Fol F, Hun 23oAe A Fol 3
wAgel 2 olA ZAH. EF, B vmste] £ A=e] A FA gEol A

o) WAHNUT. Fof 24 A7k 2Ad A BB
o F 96 ATl FHE BN, AA D 2Ho] Folgle F PAES Fof A2 I

ol 1 % "ol s st

f

o
K
L O )
B
2 (=
=
=~ o
>
N
=2

rlo
ol

2
2
dlo

>
>
PL
0 8 gy
v}
rR

ox,
=2
e
)
2

-

T QWBA 79X F7t2 FAHUT [14C-CD5789= 77 5 IV 7o
g AL el A e ExHT 2, A4, FF, #4994 8 eddeA Ha sE9] Haks
SAHNCH, A 71 w2 FErF BRHET ¥ 3 Wi S 2H o2 £ v I
=0 Fol Fzol #AlCl e 2HA w2 8 A thal Fof F 24 AF Bl 48 Akl 747



o JollA FAH kFE AT FARE AL Aot CD5789 Img/kgE ©3] IV Fo & $7 7oA &

93 A7 ?04?‘5&-? +3 9

E%Z#(Vd)% 0.934L/kgol L 3l Aol A= 1.04L/kgol A 1 mg/kg/] CD5789% T3 5
MolAel BEE&HE 247 0835 % 0882 L/kgoldth IV B & F2 A& F&ste 4 FIH g
20 HH EUT

Pharmmacokinetic parameters of CD5789 (before hydrolysis) at 1 mglkg

Mrimat | Gew T 4 AUCEe AUGL MG  te cl vd
Route | Gender| o mbers | (ngiml) (h) () (nghiml) (%) (ngh/ml)  (h)  (Uhykg  (Ukg) 5
Niale B 1939 0083 24 64 166 6855 142 0146 093 | WA
intravenous | Female| 92 1932 0083 24 5924 1.26 6000 431 0167 1.04 NA
Ratio WF 100 __NA__NA 1.14 NA 1.14 NA NA NA NA
Viale 53 289 2 2 1750 123 1772 397 0.146 0835 | 0258
ol |Female] 94 280 4 24 2182 0991 2204 367 0167 0882 | 0367
Ratio WF 703 _NA __NA 0802 NA 0.804 NA NA NA NA

Print date: 05 December 2007
NA: not applicable

o CD5789% YAl A9 o gul A8 FHsin, Hof €4 v5& 24 €4 =& HW 59 50 % P|v
o|tt. @3] IF =X T 8 A7t ojujo] HA wAbsol WEA AAH U

Figure 1 Mean Concentration of Total Radioactivity in Selected Tissues
Following a Single Oral Administration of [**C]-CD5789 at a Target
Dase Level of 0.3 mg/kg to Pregnant Female Rats

Results expressed a5 ng equiv/g (ml)

<A Table 1l Mean Concentration of Total Radioactivity in Selected Tissues
/n \ Following a Single Oral Administration of [MC]-CD5759 at a Target
Dose Level of 0.3 mg/'kg to Pregnant Female Rats
u e ) “'\\\‘ Results expressed as ng equivig (mL)
= i - T
X Sample 1h 1k 1h Sh 24h
£ 1p Ammiotic find °0 1 °1 ] 0
B \ Manmary Gland 30 41 34 22 4
u Charies 76 o8 B3 33 15
Placenta 36 53 56 28 7
Uterns 36 53 49 20 2
Foetus 16 18 17 8 a
Plazma &5 82 7 20 1
\. “=hfean mcludes results calculated from data less than 30 dpm above background
1
0 4 8 2 16 0 4
Tome (k)
—8 Menmary Gland ——Ovenies —4—Placeme
—— Uterus —8— Foetus —8—Pleson

5.43. thA

o Wistar A0 Ae] AA U ADME dT7E AAsE oM, 1 A3 CD57897F IV = AT Ed 3 A4 3
AH F8 3 YA FFEYS AT 3719 b2 YA Fax HAEFHAE, ol EF gAER &3
31 9SS Yehith HEe dAoA 2719 AR WHEs A #AEHUOH CD06530S FAF YA A,

CD06700 &7l oll A7t gl s ).

o A9 HjHEAA CD5789% F& WA AEolUeH AT 9 IV R £ 33 vty FAM o &
& HARES YERTE 9 79 tiAMEEe] HEHAUT 4 /e tiAMEEC] EFEF(CD06530, CD06700, CD09717
CD06230)3+ Hlwste] U Moz, i 22ade A3 2 IV AR o3 A= FAHL

T 5o AR AtoloA A7 Aolgto] A EH I

M



Proposed metabolic pathway for CDS789:

o

N

CD3789 glucuronide (= 2%

I;

530 %

L,

LD(

In feces (5.0% v, 6.4% ol )

+ Might be present in plasma (~2%)

o [14C]-CD5789 9| ©3] AT
Fo] A= #AN
FEUE JFAHAD. A= FFoA CD57899 A M
3N, Absl, 33 e

CD5789(=A) =

o H|F

0|t} IV B
Holl A CD5789<
Ao (CD06530,

SOt
|I

e 1=
T 2T

oral)

 1v, 3.3% oral)

| o
|
<"""\/\ /\)J‘\
-— T in/' O ———  CD5789+double bond
j\/§ N In feces (5.6% iv, 4.7%
o l #
J
~ TH
oH
CDS789 {parent) a
In plasma (99% iv, 100% oral) I I
In foces (75.1% iv, 63.4% oral) : \ﬁ\l e
“LAA A A
I [
o . o
5 -
s Seny
‘ O CDOG700
o In feces (1.5
J
5
CD&230

In feces (= 1%)

g

&

CDoaTI?

A
\\/\\/\/\\ S

In feces (18% iv, 27% orml)

L

EEV B9 &
o] mlo] {3t #

FEUE A o8

138 5 2

o 2RI2UEs} SARUT 149 tholud AR (F %

e CD57899 3 7}A WA &4, &

AT 54 978
mg/ kg/¥); CD09986-

EE’]N\ ]

CDO9TI8

In feces (5.0% iv, 6.4% oral)

o

= RdoA CD57899 A M3 <
X #EHE 7+

T3t
mo MEO CD5789¢ &
23}, i&%/#ii}/

Mol A2 in vivo ADME A7eollA, CD5789% A+ 2 IV 5o & AoA Ad 8 &8 YA ¢
T gAddA 2 A9 F7t FArte] % gk,

F9 WA ARoIdTh tidA 8 e thAbE o] W
CD09718, CD06700, CD09717, CD06230). T F 7HA&

Z CD06530, CD06700 3 CD09986 (CD065302] 2 A} thAl AHE)ollAl HES] 26 F

Eg A 2 oA goo g4 AR A NOAELS
F2 ARER FH U

4F8ed ¢

AR (0.5 mg/kg/d 2 0.2

Day Compound Sex Do Lo C",m Ay
(mg/kgiday) {h) (ngimL) | (ng.himL)

Day 168 cD578%" female 0.200 100 860 637
male 0.500 1.00 206 199

CD0ES30 | female 0.200 4.00 0.396 411

male 0.500 4.00 0544 6.58

CDOE700 | female 0.200 4,00 0.107 1.04

male 0.500 4.00 0.151 1.18

CD0%386 | female 0.200 4,00 2.01 25.3

male 0.500 4.00 2.30 35.0

* Toicokineic resulls of fhe study RDS.03.5PR. 12663

UHH 17 474 Aol 1.0 mg/kg/ ¥ CD5789€

AT oS w CD57892 HF A



A EEL gAREE 1 CD06530 2 CD06700:.th & E4 =it} Aoz T tabEe] Hal &8 -
otk 7hA 2o CD065309) S, AA =S CD5789 =& 1 % "wE el dAE Ezje A9 Al
6 YHE 19 Y71A Ao Img/kg/ Lo €FOZ CD57895 AT T4 3 F, CD57899 4l w&L wgtow,

CD065309] =22 mj-¢- w9kil, CD067009) 74 A A + Itk F2 P e 2 E7)oA 99 2
A ATF7 SEEAS o, CD09986 (CD065302] 2 Ak WhAMFE)E CD57899] ZAIA hAHER ofx] ERIHA] &
kAT,

TE £ =
?6&6‘}%@. CD5789= AEF Aeo U7t == AYPH 58 F M]Elﬁr b npol A2 EL AESt] w2

ZolA AEHAT T 8749 thAakEol <

A DA AN 529 F ARG 2% T2 oo WA S YE
Wk (CD06530, CD09717, M5789-12, CD06700, CD09986 = CD065302] 2 7§ SFAAFACIE). ¥ Egd 1
N 2 =243 -2 CD578990 tha] FEE FQ A AZolH, oo AE A F SFFEL AFA 0

Adolth. o] F tabtES SFFEUClES, AxdfAcld 5 mEdd o Frlz ¥MId & o

o Qokstt, Wistar A= F& HIE/ oA Fagk AFollA £ AlGdA AEH gFEY gAMIER 3lF
o ZHAE NEAME AEHANSEZE in vitro ATE CD57899] e tiAl HHS A TS Felsigit. g
9 g9 A ¢ =843 B2 CD57890 thal #EE F8 A FEolH, ojojx AE P ¢ SFFE
A AFpAel Aol o] & HARMEE SR FEUCES], AxAFA ol 9 WEst o3 FrtE Wy 2 & 9l

544, A

*HE ADME 97 (AHs EA BYL719 AHE) A3 BYL719 (2 2 tiAb)E F2 EHS 58 wadsda §49
AZ| gHGlol 7 Dol T &) ~7585%7F I FHUT 2T (intact) FEANA EF] 11.15%7F 2HeAA 3]
TEHAOBR, A wjdo] AL Zog eyttt g@-Atd AECA, BYL719 #A WA ~40%7 BFAA 35
HA WA F7hE 25%7F AHCBR, AEA AL F FHl7t vt ZF et AEA dv.
2 po. o & &) oF 20%7F vt BYL719 & wAEHAT F Fo] ARoA WA B4 EHLS A &
ASHA IFEHACER (92100%2] X)), BYL719 #d Bd Fo| do} A stk

55. o g AAA A

o In vitro ¥ in vivo &8t ATE F3 CD57897F RARy &40 sl =& EojA g B,

e Rhino "F¢-2 BEoA A U 4L Bygon, EFExed ¥ gAZdT 553 4L A9 2= 3
o= 10 Hj ZHAaH

o CD5789 ¥ 50ug/gS UdH A&AA A ke P FRAHA .

e CD57899] ¥X Z4E np¢2x HE, uUygIoA in vitro, in vivoE ATE W, AT A o] LEL YT oA
HN27%, el A H37%ZH = U+

o YEoA VR &, CD5789¢ 7HellAl 71 &2 T8 FxHY, M2 AAH 54 9482 ¢l

o, agnl A8 S oG AT FHSH wWE .
o CD57892 ANP® R FollA &9 oo AHsta fAkstA 2, A TolA CD5789L 31 9]

=i}

)

rir

HOZ

rln

l
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H2Ast Aol old HAKHOIHI CD5789 100ug/g =4 3A2(14
o SO IY 1 5 HBLS 2A HA 2 g)S U= CE Al O
A U LSS BWOKGH)| 9IE

HEE OHaX
HEEO U= 9 MOUHA 17 MK HAKHAMNE = AFR =
2 SI0IA CD578901 CHE Ml =2 I3 & (9-11 Al

RD.06.SRE.18237 CHA&HXES] AL Investigator 's Global Assessment [IGA] 3 &, 35 29
12-17H CHAIXIS] 2 IGA 4 &) CD-5789 50 g/g 3
S 100 g/ g DS 29 Y SO OHY 1 5] NE).
401 OlAS HIESAH gt L =20 E0HE 40 e &E54 Y
B0l U= IGAJL 4 © CHAIKIOIA CD5789 50 pg/g & 100

RD.06.SRE.40182 = e S HO/9 ol TS 292l
g/g A= 1 Y 18 13 8= THs = CD5789° MA L
=2 mItaD Sa
ZSCoM =9 OIC= AT CD57892 02 ME D

RD.06.SRE.18214 e AT i 59 082l
=c2 S0 A RFSY SEHS B Sa
CD57899 CHst =T 9 MBS GICZ HAKHH 422+ =0

RD.03.SRE.40129 | Al E2ITI2E 0.1%9 HDE 22 UMD X2 2262 H 68 082
o5t 8t
HEE AXINH 12 13| CD5678 AH | LIYE =£E £0f

RD.06.SRE.18223 = 304 PES
A QESD S58S BItEH| 98
HEES AXIOH CD5789 50ug/gaE el &D| HEAEN S84

RD.03.SRE.18250 —= e AT . . 455 524 X|
S ®Il5l 9E
0IE= CHAIRIOI CD5789 50/2/g32 1t JINC HEAD 98

RD.03.SRE. 18251 > e " 1208 102
H42 oI5| 98
0SS CHAIRIOI CD5789 50/8/g32 1t JIMC AHEAD 9&

RD.03.SRE. 18252 > e 1212 102
H2 IS 9a

64. YAFANTY
641 ART AV(R/E

E A FFEFANIPK)TS Hx YWFAG (Ao a7

_ SHLE/FHEE/ P
= CH A& X} =072+ Hotats Z
§ PK(RD.03.SRE.40128)
Plasma and skin pharmacokinetic and skin pharmacodynamic study of CD5789 in different doses and
different formulations following repeated topical applications over 4 weeks in adult healthy subjects,
multicenter, randomized, double-blind, paralled froup
14 |2d2st 4ol A: CD5789 25ug/g gel |Z2SEHIS <US>
20~64K(60%) (1000cm2) Cmax, Tmax, T1/2,-4F=3AXEA UE22 UAXS EE0A2
B: CD5789 50ug/g gel |S EQII2E 2 BLOQ
(1000cm2) Jlgsp] -50ug/gol & 292 Cmax(SOpg/ml)
C: CD5789 50ug/g gel |AEs, SAEs, AIXIZ AL AUCO—24h(297pg -h/ml) 0l A
(2000cm?2) vital signs, LIIRotA|-E2|IIZHIC IRAE= 9“"1} dEBIt RARME
D: CD5789 100ug/g gel|d & (iﬂl—‘?—élét 20| AAS 3 =3)
(1000cm2) —>33'BD+ Mg st MY |2ls tetoln,
E: CD5789 50ug/g ABL MALEE( (d0ng/mE FMetEL IR-E2
A (1000cm2) SAHS
F: CD5789 50ug/g SAAEUA ZOQ JONX II20 EESS
A2B(1000cm?2) 203
1213, 43 E0, <o s>
2=/F/0tE -gls
12 EItH=22g(2mg/cm?2)




AS/FHESE/ _
=0 CHA SR = - Eotes 2
SHII2t
Table 2 CD5789 systemic PK parameters (Min, Max, n= 10/group)
Treatment Group | Period N Coex Toan AUCas AUCs 200
it i i b
Py | @ (Pgimt) U} (pghiml) {pg-himl Table 3 Concentration of CD5789 in the skin (arithmetic mean = standard
o i — 2 fra - - - deviation, N=10)
b 5 0 BLO E = =
15 2 (144,238) 10 . 121) 188, 208) SC (nglem?) E+D (nglem?) Total skin (ngiem?)
5 2 (100,302 40 {40.134) (140, 297) Group A (Gel; 25 pg/g) 2632253 152+ 171 415=3T1
Group C 1 0 BLO = = = Group B (Gel; 50 pg/g) 4762237 1492 0.80 5.26=248
0 P Gel £ 200000 5 1 138 EX) n 181
N=10 : i Group D (Gel; 100 pglg) 14885897 235+ 084 1724503
15 0 BLQ & g % Group E (Cream A: 50 pgig) 1512158 088+0.18 238+ 164
2 0 BLQ = = % Group F (Cream B; 50 pgig) 39 =228 1.38+0.38 529 =256
GroupD. . 1 0 BLQ = = § SC: stratum comuem
110-01 gws Gel [ 10000m 5 ) BLQ = = = E+D- Epidermis and Dermis
U Total skin: (SC-+E+D)
15 2 (104, 126 40 140, 119) (145, 220)
) 4 (113.243) (38,41 (40, 183) 153, 262)
BLQ: below the limit of quanfifiation (1 <10pg/mL)

EYo2/E=2k
= CHALEH XL Tmﬁeﬂ;gc’c’/

05l
A
o

= 27

§ PK(RD.03.SRE.40182)

Pharmacokinetics study of CD5789 cream 50 and 100ug/g in subjects with severe acne vulgaris under
maximal use conditions

14 |18~34A 50ug/g & 100ug/g ASSEHE! -5000/g, 4F2ANZAl UIRES AKX
IGA  4Z(Z=20|1213], 292 =0, Cmax, Tmax, T1/2,|EZ0ANS EclIIZEIZ BLOQ IS
400H01&t 2l HIG | L=2/01H/ARS/H42It |S -5010/9(37%), 100ug/g(61%)It HHIISHS
E2R, 250142 %(EHIA—I) ord o <zlHesE>
EELR)) UXHE&:2g(2mg/cm2) |AEs, Lab tests, =2{-50ug/g: Cmax(7.9pg/mL), AUC0-24(104pg/mL)
L& E ot A AL|-100ug/g: Cmax(49pg/mL), AUCO-24(456pg/mL)
vital signs, ECGs ‘Tmax: 2t4h, T1/2: 2.4~9.1h
<CHAF&EES>
\in vitro & ALHI(CD06530, CDO6700,
CD09986) 2+ HIZAHALMI(CD09717)2 EE=s%
=¥ Z 1 CD06700, CDO97172 BLOQ,
CD065302 2%, CD09986 1Z100ug/g0ll A
FdEIs ==F0I/US
Figure 1 Mean CD5789 Plasma Profile at Day 15 over a 24 hour-Period
* Figure 2 Mean CD5789 Plasma Profile at Day 29 over a 48 hour-Period
% 20— = EDiTos crm 106 s =
H I
g 15 % o = 3o o 00038 |
% gle o g g E 16—
o : : : : : g s S
BLQ = Below the limit of quantification; h = Hour; LOQ = Limit of quantification. ’ 0 . ® % » © ® - o 7
Note: Non-quaniifiable concentrations were replaced by the LOQ (ie. 5 pg/mL). Time ()
All CD5788 plasma concentrations for the 50 pg/g group were BLQ at Day 1 and Day 15. g;:;‘;che PK report provided in Appendix 16.1.12
For the 100 g/g group, only few CD5789 plasma concentrations were quantifiable at Day 1, therefore plasma profile at Day 1 was not
E:Zeg:;dm PK report provided in Appendix 16.1.12
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A Pharmacokinetic study of CD5789 following dermal application of CD5789 50 ug/g or
\1/OIO Hg/g Cream under maximal use conditions in subjects 9 to 17 years of age with Acne
ulgaris

14 |9~17Al 50ug/g &= 100ug/g S SERS 50u9/g OOUQ/QOH CHst MALES EItD
1213, 292 E0, Cmax, Tmax, T1/2,|50ug/g0lA 1 = 3Y0| dEIsHS
*9~11 Al 22/UNM/AE2S/ARI |S OOUQ/QOHA-I“ Y = 13Y,16H0| 15 2901
IGA 3&0lAH(L=2) %(Eﬂl 2l) 2a4 HEIsHS
*12~17Al x| 22H29(2mg/cm?2) |IGA - 50ug/gABAIECZ UAHE HEE 4+ AAS




. SoE/s082/ i
=0 CHar &t &t Eotes Z 1
SHII2t
IGA  4&(L20 ord o 100ug/g0ilN HEEEE0 Ot E5 s&=
400H0l&t2l  HI AEs, Lab tests, =4|8D P°”OI31 2—’F—§— ZAAEH0 SE}S, CD065302
29, 250149 L EOL,  AIMIZ AL [0S 1/30IM &g &= JUUS
FE=29) vital signs, ECGs
Table1 Demographic data
CD378% 50 pgig Cream CD3TE9 100 pg/g Cream TOTAL pre——— TeModerate ERTED] 0
Age in Years n ‘“4::53 (Nf-m (N:sﬁl Baseline 4=Severe 16 (88.9%) 17 {100.0%)
B 7 i M 17
Mean 4.8 48 14.8 Mean 67 J0e1
sD Zn 179 193 Total Lesions at <
Median 155 15.0 15.0 Baseline ::dia” ‘;6'352 ?E:j
i, Hhay Hess 157 Min, Max 64,115 71,143
3_11 years 2(11.1%) 0 = — —
Age Group n 16 17
12- 17 years 16.(88.9%) 17 (100.0%) ey =6 Ty
Male 12 [66.7%) 13[765%) 25(714%) Y o
i Female 5(33.3%) 435%) 10(286%) i :::d ;:‘ Es:
Race White 14({778% 14 [B24%) 28 (B0.0%) & ';" % = =
Black or African 3(16.7%) 2(11.6%) 5 (143%) e L iy
American L. A 7 B
Asian 0 0 0 N y Mean 53.1 851 583
e 7 0 1 Lesions at sD 1214 18.92 16.88
or Alaska Native Baseline Median 480 830 €10
Other 1{5.6%) 2(5.7%) Min, Max 35,77 33,114 35,114
Hispanic or Lating 4(222%) 7{20.0%)
Ethnicity Mot Hispanic or 14 (77.8%) 29(30.0%)
Latino
Table 2 CD5780 PE parameters
CDETEY 50 pg/g Cream CD5TEY 100 pg'g Cream
Cax Trmax AUCez2enr AlCaa Cias Tmax AUCz2un AUCs
{pimL) (hr) (pg.himL) {pg.himL}) (pg/mL) {hr} {pg.himL) {pg.himL)
Day 1 Mean £ 5D N.R. MR N.R. NR. N.R. NR. MN.E. MR
N (N quantifiable) 18(0) 18 (0} 18 (0} 1712 2 17 (2) 17(2)
Min - Max 5-7 4-4 B3 -83 15-3
CV %) MNR. NR. N.R. MR
Day 13 Mean £ 5D MR MR N.R. NR. Bx17 3609 183+ 123 118134
N (N quantifiable) 14{0) 14{0) 14 (0} 13 (9%) L, 13(9) 319
Min - Max 5-52 -4 BE - 416 15- 418
CV %) 95% 24% 75% 114%
Day 29 Mean £ 5D MN.R. NR MN.R. N.R. 2+12 35+13 137 = 119 a0=133
N (M quantifiable) 17(3) 173 17 (3} 17 (3) 16 (117) i 18 {11) 18({11)
Min - Max V-9 4-4 82 - 106 22-41 -52 2-8 68 - 347 15-547
CV %) N.R. N.R N.F. N.R. 96% % 7% 146%
“Seven subjects had gquanifiakle values at bath time pomis.
W.R.: Mot reportablz when less than 30% of the data are quantfiakle
Node: for descriptive statistics caloulations BLO data (<3 pg/ml) were replaced by the LOG for Cra e Spg!/mL] and by the lowsst AUC value {15 pg*himL and 638 pg"himL for AUCz and AlCsoe
respecively)

*2010l CH8H PBPK(Physiologically Based Pharmacokinetic model for simulation of systemic exposure in pediatric
subjects)

Study Title: Quantitative prediction of the systemic exposure of CD5789 in 9-11 years of age pediatric
subjects after topical application of Cream B formulation using an existing physiologically—based
pharmacokinetic model developed within the Simcyp population—based simulator

0 ¢392 =2TH2 Simcyp2 MolstA J|gt 4AsSR2AES AFE6HH 9-11M A0S S , 38 Hg3¥g
B2 HMEE Al & 2ZQl CD578929 X HA LES AM2Y0l& o2 %%’OIE}. PBPK 242
2016 SR8 IILAICH Holg Aoz & CD5789 38 Bo &EMMAQ =22t AS&EESE2 HIIGH| Fld
20160l JHY/ZSEIALCE. (Simcyp V15, RD/14/27190 B211). Vi5 22 SEHA(VH) Bl HELILAS
0 V172 A0 0l Vis 222 HZ06J|0 &M Aol A CHet performance 2&2 Mot ACH ME
HiE 2 vi72 A0 H0l HE5H)] &0l 8¢ AHsS Soil MMM A02Eo 855 HEot)| <ok
10-17H AOFEICHY CHEF DI=Q & k=St (PK) OIOIE [ RD.06.SPR.18237]12 AIZRICH 0l%, 9-11Al
CHat ZEHOl CD5789 === AIEdI01&88 S 10-17H &t ZEHO0l i%?ﬂﬁd =& HlwotH Lt Simeyp o137

JIHES & B E42 UE

ZICD|IBEAISHIOIE (V17) WO %E%
WHCH MechDermA 20l CH




ZE2 CD57892 22 X HAES dllot)| Aol &4l PBPK disposition 2201l 2 & AIZUTH

e 2o ol s 42 2 9-17 Al A0 HAXMAM 2 3 88 2% (50 & 100 ug / g)2 I8 BE
299 S 1 3 24 HEE F g4 Moz 2FE HE CD5789 =0l O ZSEHJUACH (studies
RD.03.SPR40182 and RD.06.SPR18237)

ol Jtseh HaXtel HE2 JNSRE AL, 18237 HARE 2= 8 33 &2 FAdE & 2 FE0| ¢2d gL
Gteh (10M1 & 1TAINO A/UD AL TAE = AACH

Eot, HE Jtsst €8 sk= 12-17 Al g8 OS0ME 2Z2 Y ACH TetA, IHEE A0t PBPK ZEE A
ot 9-11 A< 2 &2 0lE otdCh 9-11 Al HZHAUAM 350 (35x10) 2

| CHAMRIOIM S 242 =3 t
Simcyp Simulator VI7H A AI2dI0I&3H0 HF 0 2SS M2|Std HSGE HHEHD CD5789 MAl &9 =3

XNE HMSCH
Figure 12 Simulated and actual systemic exposure levels in pediatric subjects after
once-daily application Trifarotene 100 pg/g Cream B for 29 days,
Table 16 Summary of predicted PK parameters for the 9-11 and 12-17 years age Sty GaTid/a
groups, Study GAL/4/A _—
Dose Level PK Parameters 9 to 11-year-old 12 to 17-year-old 9-11 to 12-17 'E-i""“’"
Ratio E oo
100 pgig Cax (ng/mL) 0010 0008 124 1
[Tmas (h) 376 370 102 §ooe
AuC (ng/mL.h) 0.139 0118 117 3 000
50 ug/g Comax (/ML) 0.005 0.004 124 Roas
[ Tmax (] 3.76 370 102 o \
AUC (ng/mL.h) 0.069 e b o 48 96 144 192 240 283 36 388 A2 40 S8 56 624 612 ‘7;1.

Abbreviations used for the PK parameters are given in the List of Abbreviations and Definitions of Terms

Time (h)

1) PK parameters are geometric means of the 350 subjects without correcting for LOG limits

Data Source: Table 4, GALI4/A Simulated systemic exposure levels in subjects 9 to 11-year-old (350 subjects), (SIM8) {Lines: Red dotted — Mean, Dark Grey dotted

— 95™ percentile, Light Grey dotted — 5™ percentile)

Simulated Systemic exposure levels in subjects 12 to 17-year-old (350 subjects) (Lines: Green continuous — Mean, Dark Grey
continuous ~ 95 percentile, Light Grey continuous — 5" percentile).

Markers: Clinically observed profiles from 10 fo 17-year-oid subjects in Study 18237

Data Source: Figure 13, GALM4/A
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s 2= BRFZ(IGH ) 9-11 Mo DAEXNAM AlS2lold & CD5789 =501 12-17 Al HEXHol
Hioh 17 % (AUC) & 24 % (Cmax) O =Cl= A2 LSHCE 0lefs MA &9 Sit= 4 &l (A7
SPR182370IA Cmax2 &2 98 % CV ¥ AUCp-p4n2 ES 87 % CV)UIM A0t2] CD5789 E&E =52 &l
HEdl glug o %Q’—“.QE o010t 8l= A2z 2l dBECZ, 9-11 M2 YA 22 =& =

2t
F2 12-17 N9 UM oMoz 24X & L& He Ol ARULCH
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§ DDI(RD.03.SRE.103918)

A Phasel, open-label, two—period, single—seguence drug—drug interaction study to evaluate the effects of
multiple dose CD5789 cream 100ug/g, on the pharmacokinetics of single—doe levonorgestrel(0.15mg) and
ethinyl estradiol(0.03mg) tablets, in healthy adult female subjects

14 [18~35AM 04 100ug/g ASSHIE HEIEHAEZOE £ HdEEAEH DS
-5U~18Y (142 Cmax, Tmax, T1/2,|DDI¥&HS U/US
1213 5
LNG[0.15mg]/EE[0.33mg] |2+ & &
-12,182 1213=8 AEs, Lab tests, =4
LHEEEIE, A B AL,
vital signs, ECGs
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- ()
rel Diagram of study design
. -
D1 (Baseline) | D2 | D3 | D4 | D5 | D6 | D7 | D8 | D® (D10 D11 |D12 |D13 |D14 |D45 D16 [D17| D18 D19 | D20 | D21 nga{r;h
Cral
contracepiive?
Ol v e perod CO5780 100 uglg topical QD (2 glday) £ :
confraceptive® CD57E0 .
100 ugla Final'ET|
topical QD M
(2 giday)
i : PH =ampling {oral contraceptive
f i
PE. sampling {oral contraceptive) and CD578g)
O = day; ET = earty termenaticn; Q0 = once daily
a) LMNG {0115 mg) EE {0.03 mg) tablets
Table 1 Inferential analysis, LNG Cmax and AUCq.— PK analysis set Test product dosage form
LNG Geometric mean? [E— Sodial Investigational Test Product Investigational Reference Product
N2 {Afthmetic mean £ SP) ratio — — Name of Drug Substance Trifarotene Levonorgestrel/ ethinyl estradiol
[2]31 D;;’B““ Eoweklimit Ypper it internal Code CD5789 Not applicable
. 1
C max (Ng/mL) @A 306) | (2.998+ 1.177) 0.943 0804 129 Pharmaceutical Form Cream Oral tablets
2520 25.02 Strength/ Concentration 100 gl 0.15mg/0.03 m
[AUCe. (ng.hvmL) 3 0 . 0.003 0878 1123 /g a g
(31.43£25.66) | (30.83 £19.3) Cormulanamber e -
a) Geometric means are based on least square means of Ln-transformed values. Bateh filibat EOTAE
Packaging (type and size) 30 mL amber glass -
Table 2 Inferential analysis, EE Cumas and AUCq.¢ — PK analysis set N . . Store at controlled room temperature, 20° to
avle T A ARSI, SN o e s Storage conditions Siorebplaw2s C{<77 F)t‘ Hofintenze 25°C (68°-7T7°F); excursions permitted between
- - - — orreimgerate 15° to 30°C (59°-B6°F)
E‘E: 5 (Arﬁ:;'::g:‘;:agsm Ge°mf;;;§ mean S Dosage (total daily dose) 20 0.15mg/0.03mg
Day 1 Day 18 Lower limit Upper limit Ruile Topical et
FEm— 506 5 50 OB e Dose Regimen Onge daily (morning) Single dose (morming)
(0.065+0.017) | (0.063+0016) Duration of. 14 days Single doses at two periods 18 days apart
AUCo: (ng.t/mL) 0412 0398 0.968 0.860 1.090 sl
(0.4270.108) | (0.418 +0.136) Location of Treated Face, shoulders, upper chest and upper]
JArea back areas
a) Geometric means are based on least square means of Ln-transformed values.
0 3 /\é o o )é
65. 84 2 oA
o = -
651. &4 - FARANE AL
Eo;|ot=/50;|9.al:/
= —UHHE/TUHS S =
|
= CH&r &t &t = . gotet= 2
SHII=2t
[
§ E0{2H(R.D.03.SRE.40126)
Piolt study to explore efficacy and safety of different dose regimens of CD5789 in subjects with acne
vulgaris
2a&t |18~35M Z=S%|CD5789 100ug/g &, 254 <Hs4>
Xl &2 0E|Tazarotene0.1% AR S EEIt +CD5789 100ug/g 5x/W(EEZZFEX, S H=E(BE
g X -2622t 1213l -XZ0tXYAIES F(Y 308))= HEZUH RALJA= 2S4S LIEHY
HES, ZAMUE B2 = S0AM=s 53,58 TE 55 302
22X S48t CEE= 7S XOIJH AAS
-S2EME S, Hl
¥E, BEL QL B<AHL>
A2HME AI2IEH PAZ2 YMGHA RAUCH, 48 =
-IGA 22 (100ug/g, & X, 5x/w), 2Z(100ug/g,5&, 5x/w)
-NEX BEE O USRS s
orM o 2x/wOl 5x/WELH RS42 UKL, HAL2
EAIE OHE A Says
-Vital signs
—&IHZ AL
—-LAD tests
Qi elFS P
-BALH O E I}
Group 1 CD5789 100pg/g gel versus vehicle gel Leave on 5 times per week
Group 2 CD5789 100ug/g gel versus vehicle gel Leave on twice a week
Group 3 CD5789 100pg/g gel versus vehicle gel Short contact 5 minutes 5 times/week
Group 4 CD5789 100ug/g gel versus vehicle gel Short contact 30 minutes 5 times/week
Group 5 Tazarotene 0.1% gel versus vehicle gel Leave on 5 times/week
Group 6 Tazarotene 0.1% gel versus vehicle gel Short contact 5 minutes 5 times/week




SHAZS/SUHEEL/
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Al CHALEHRY Coto(5t Bola e 20
S0
Product Comp Product Vehicle Product
Name of active ingredient/ CD5789 Tazarotene Vehicle of CD5789
Concentration 100ug/y 0.1%
Dosage form Topical Gel
Internal code CD5789 NIA NA
(if applicable)
Pharmaceutical Form gel gel gel
Packaging (type and size) 30 ml amber glass bottle 60g Aluminium tube 30 ml amber glass bottle
with bakelite cap with bakelite cap
Storage Conditions Store below 25°C ; Do not Store below 30°C Store below 25°C ; Do not
freeze freeze
Dose regimen
Route Topically
Frequency Once daily application, during 4 weeks, for either 5 days (Monday through Friday) or
2 days per week (Monday and Thursday) or 5x\Week as short contact (Monday through
Friday) either 5 or 30"
Duration of administration 26 days (20 applications for 5x/week (leave on or short contact); 8 applications for 2x
week)
Location of treated area Half face ‘ Half face Halfface
Table 3 Total lesion count (Leave on)
CD5789 100 pg/g Vehicle CD5789 100 pglg /Vehicle | Tazarotene 0.1% gel IVehicle gel
Leave on 5x/week Leave on 2x/week Leave on 5xiweek
Active | Vehicle A-V Active | Vehicle A-V Active | Vehicle A-V
Day 01 (ITT) N 19 19 19 20 20 20 18 18 18 - N i " . N v
i 05 5 7o BE i) 18 FeE] e 5 Table 4 Percent reduction in total lesion counts (Leave on)
197 9 5 = - =
S0 142 3 81 | 102 | o B L 14 | 98 | b CD5789 100 pgig Vehicle | CD5789 100 pigig /Vehicle | Tazarotene 0.1% gel Nehicle
Median 360 35.0 -20 #5 390 05 380 I35 5 Leave on 5x/'week Leave on 2x/week gel Leave on 5x/week
(Min,Max) (26:86) | (26.107) | (-2112) | (2570) | (26.66) (-21.8) (2963) | (27.59) (8.11) Active | Vehicle A-V Active | Vehicle A-V Active | Vehicle | A-V
P-value* 0.108 0555 0.101 - 19 19 19 20 20 20 18 18 18
= - ] p 9
Endpaint (I77) ; 11*95 2‘;’4 J 1J5 Zéﬂg ;ZDW g”z 21485 2587 ;Bz (mm Vean 587 | 324 | 262 | 335 | 230 | 105 | 415 | 323 | 92
ean 2. ., - %
R AR R TR TR S e RE R
Wedian 120 | 230 | 100 | 26 | w6 | S0 | 210 | %0 | 45 et
i) | 73 | een | s | 6ey | ven | e | oss | o | eg (Min,Max) | (25860) | (129,813 | (265636) | (190,800 | (634741) | (375,644)| (216.744) | (113667 | (07452
Pvalue” <0001 0.010 0423 P-value* <0.001 0168 0090
Day 01 (PP) N 19 19 19 18 18 18 18 18 18 Day N 19 19 19 18 18 18 18 18 18
Wean 35 | 425 | 29 | ®3 | 403 | 40 | 417 | m2 25 2(PP)  Mean 587 | 324 | 262 | 378 | 251 | 127 | 415 | %23 | 92
SD 142 19.7 83 105 110 67 1.1 9.9 56 SD 182 290 234 275 349 215 240 232 209
Median 360 350 20 3.5 390 05 38.0 35 15 Median 571 419 263 423 252 18 458 294 143
(Min,Max) (2686) | (26.107) | (-2112) | (2570) | (26.66) (-21.8) (29.63) | (27.59) (8.11) (Min,Max) | (25860) | (129,813) | (265636) | (190800) | (634741) | (375644) | (216,744) | (113667) | (327452
P-value* 0.108 0.824 0.101 P-value’ <0.001 0,099 0090
Day 23, F) N 1 1 18 L 1 1 18 18 18 * p-value by two-sided Wilcoxon rank signed test
Mean 158 274 115 %1 304 53 245 %7 22 A-Vis Active - Vehicle
sD 78 144 109 3.0 161 84 15 18 103
Median 120 230 -100 25 285 50 210 2.0 45
(MinMax) | (731) | (667) | (395 | (550) | (767) | (-19.12) | (1045) | (1059) | (-18.15)
P-value* <0.001 0.014 0.423
* p-value by two-sided Wilcoxon rank signed test
Table 5 Total lesion count (Short contact)
CD5789 100 pg/g Nehicle | CD5789 100 pg/g Nehicle | Tazarotene 0.1% gel  vehicle
Short contact 5 minutes | Short contact 30 minutes | gel Short contact 5 minutes
Total lesion count Active | Vehicle | A-V | Active | Vehicle | A-V | Active | Vehicle [ A-V
Day 01(ITT) [N 2 2 22 18 18 18 20 20 20 Table 6 Percent reduction in total lesion counts at the end of treatment (Short
Mean 389 295 06 403 399 04 40.9 381 28 contact)
sD 121 [184  [107  [101 4 66 144 |96 79
Median [335  |350 15 360 |35 |05 380 |30 |20 CD5789 100 pg/g Vehicle | CD5789 100 pg/g /Vehicle |Tazarotene 0.1% gel / vehicle
(Min,Max) |(28,76) |(2593) |(-39.12) [(2859) |(27.59) |(-1213) |(27.84) |(2658) |(-7.28) Short contact 5 minutes Short contact 30 minutes | gel Short contact 5 minutes
EEVali il 5% Ll Active | Vehicle | A-V [ Active | Vehicle | A-V | Active | Vehicle | A-V
Endpoint (ITT) [N 2 2 22 18 18 18 20 20 2 "
N 22 2 22 18 18 18 20 20 20
Mean 78 |11 |93 [204  [312 |08 [255 [264 |09 Endpalrit{Fr) = 0 = " == 5 75 i 0 T
s 08 |89 |74 |80 |52 [122 |66 [128 104 < 2 -
Median [140 [215 |90 [180 [260 [70 [190 [240 [0 e 22 244 L a7 =) a5 ot a7 2?8
(MinMax) |(7.44) |(©.65) |(256) |(634) |(1670) |(42.3) |(866) |(7.65) |(-22.24) Neden 958 325 214 488 348 254 461 293 156
P-value* <0.001 <0.001 0.627 MinMax) (00776) | (200700) | (120503) | (29800) | (00825 | (123867) | (26814) | (A07767) | (503467)
Day 01 (PP) N 2 22 22 17 17 17 18 18 18 Puake® <0.001 <0.001 0.165
Mean (389 395 |06  [406  |401 |05 389 [a76 |14 Day 29 (PP) N 22 2 2 17 17 17 18 18 18
sD 11 (184 [107  [103 (96 68 107 |89 55 Meen 543 298 245 517 214 302 129 360 70
Median (335 350 [15 370 [0 00 380 (340 |00 E3) 22 244 191 23 308 %4 200 20 284
(MinMax) |(28,76) |(25.93) [(-39.12) [(2859) |(2759) [(1213) [(27.67) |(2658) |(7.11) Nedon 558 325 214 B85 345 278 193 08 56
FValic: D741 tid] Lol MMz | (00776 | 200700) | (120803 | (95A0) | (G00R5) | (34ET) | (26814) | (l00767) | (503467)
Day29(PP) [N 2 2 22 7 17 7 18 18 18 T i o
Mean 78 |21 |93 (204 [316 |16 [226 [237 |1 = - - =
SD 108 139 74 80 155 21 140 92 10 * p-value by two-sided Wilcoxon rank signed test
Median [140 _ |215 |90 [180 [270 |70 |70 |25 |35 ANl Actie’=Veblda
(MinMax) [(7.44) [©65) [(256) [(634) |(1670) [(422) [@857) |(742) |(2224)
P-value® <0.001 <0.001 0.587
* pvalue by twosided Wicoxon rank signed test
A-Vis Active - Vehicle
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A randomized, multi—center, Investigator—blind, vehicle— and active—controlled, phase 2 study to
assess the efficacy and safety of different concentrations of CD5789 Cream applied once daily
in subjects with moderate to severe acne vulgaris
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= Test product dosage form Table 1 Demographic data (ITT population)
igati i [
. Investigational Producte Vehicla = CD5789 | CD5789 | CD5780 | Tazarotene | Vehicle Total
Trade name or equivalent Not applicable Not applicable Tazarac® 25 glg 50 uglg 100 pglg 01% Gel
Name of drug substance (INN) Not applicable Not applicable Tazarotene Cream Cream Cream
Internal code CD5789 CD5789 Not applicable (N=61) (N=61) (N=60) (N=61) (N=61) (N=304)
Pharmaceutical form Cream Cream Gel Mean Age 181 182 183 183 183 182
Conventrations 25 nglg, 50 nglg, and Placebo 01% 12-17 years 42(689) 36 (59.0) 37 (617) 36(59.0) 34(55.7) 185(609)
100 uglg 18 years 19(311) | 25(410) 3(383) | 25(410) | 27(443) |119(39.1)
Packaging (type and size) Megaplast Bottle 50 mL Megaplast Bottle 50 mL 30 g tube Male 46(754) 53(869) 48(80.0) 44(721) 48(787)  |239(786)
Storage conditions Store below 25°C- Do not | Store below 25°C- Do not Store at 25°C (77°F). Female 15(246) 8(131) 12(20.0) 17(219 13(213) 65(214)
freeze or refrigerate freeze or refrigerate Excursion permitted to Race
1530°C (53 86°F) White 52(852) | 51(836) |52(867) | 47(770) |41(710) |249(819)
Dosage (total daily dose) Face: Four pea-sized Face: Four pea-sized Face: Four pea-sized Blaticor Affican American 9(148) 7(115) 8(133) 2(197) 13(213) (16,0
amounts on fingertip. amounts on fingertip. amounts on fingertip -
Asian 0 2(33 0 0 1( 16) 3(19
Chest and/or back, if Chest andlor back, if Chest and/or back, if American Indian or Alaskan
ropriate- thin film appropriate: thin film thin film Native 0 0 0 2(33) 0 2(07)
Dose regimen Other 0 1(16) 0 0 0 1(03)
Route Topical Taopical Topical Ethnicity
Frequency Once daily in the evening | Once daily in the evening Once daily in the evening Hispanic or Latino ‘ 16(26.2) ‘ 18(29.9) ‘ 15(25.0) ‘ 10(16.4) | 22(36.1) ‘ 81(26.6)
Duration of 12 weeks 12 weeks 12 weeks Japanese Origin ‘ 0 ‘ 0 ‘ 0 ‘ 0 1(16) ‘ 1(03)
Location of treated area Face and if appropriate, the | Face and if appropriate, the | Face and if appropriate, the ata source: Table 14.1.3.1
Chest and/or Back Chest and/or Back Chest and/or Back Note: Percentages are based on the number of enrolled subjects in the ITT population with available data in each treatment group.

Table 3 Primary efficacy endpoint: Success Rate 1: % of subjects with at least a
2-point reduction in IGA score from Baseline to Week 12 using LOCF
(ITT population)
CD5789 CD5789 CD5789 Tazarotene Vehicle
Success rate 1 (SR1) 2(:5 Ho'g 50 gl 100 paig 0:1%Ge)
ream Cream Cream
(N=61) (N=61) (N=60) (N=61) (N=61)
Success Rate 2951 3219 2667 3279 16.39
Difference from Vehicle 13.115 16.393 10273 16.393 -
— (-3.266, (0249, (5.923, (0249,
9% Cl 29.4%5) 33036) 26 470) 33.036) -
P-value vs. Vehicle ® 0.096 0.040 0184 0.041 -
Treatment by Stratum Interaction © 0630 0438 0822 0675 =

ata source: Table 14.2.1.1

+ The 95% confidence interval on the difference between Vehicle and the specified treatment group success rates was based on normal
approximation with continuity correction (Fleiss 1981).

© P-value vs. Vehicle is based on Cochran-Mantel

I-Haenszel test with general association stafistic. controlling for stratum.

© P-value for treatment by stratum interaction is from Breslow-Day test for homogeneity of the odds ratio across stratum.

Table 4 Primary efficacy endpoint: absolute and % change in total lesion count

from Baseline to Week 12 using LOCF (ITT populaftion)

Total lesion couiit CD5789 CD5789 CD5789 Tazarotene Vehicle
25 pglg Cream | 50 pgl/g Cream 100 pglg 0.1% Gel
Change from Baseline Gream
g (N=81) (N=61) (N=60) (N=61) (N=51)
Mean (SD) 4416 (31.441) | -40.02 (19.412) | -43.18 (24.282) | 49.41(33.262) | -35.84 (27.226)
LS Mean (SE) 53.61(8314) | -54.75(8.261) | -5499(8.296) | 59.84 (8.301) | -46.87 (7.934)
Difference from Veehicle 674 788 8.1 -1297 =
Absolute o Are
charige 95% CI (1496 148) |(1611.034) |(-1635.013) |(-2118 476)
P-value vs. Vehicle ® 0.108 0.060 0054 0002
Treatment by Stiatum —_—
Interaction ©
- Mean (SD) 4759 (28.474) | 49.87 (24.731) | -50.72 (24.885) | -5.07 (26.295) | -40.48 (28.968)
% change
4 P-value vs. Vehicle * 0.067 0.054 0.038 0.003
Data source: Table 14.2.1.1

2The 95% confidence interval on the difference between Vehicle and the specified treatment group LS means.

& P.yalue vs. Vehicle is from the pairwise comparisons of LS means between Vehicle and the specified freatment group using analysis of
covariance (ANCOVA) with terms for treatment, stratum., and Baseline lesion count as covariate.

©P-value for treatment by stratum interaction is from analysis of covariance (ANCOVA) with terms for treatment, stratum, treatment”stratum,
and with Baseline: lesion count as covariate

4 P-yalue vs. Vehicle is from the pairwise comparisons of percent changes in lesion counts using Cochran-Mantel-Haenszel test stratified by
stratum with row mean score statistic and RIDIT scores

Table 8 Related adverse events (safety population)
CD5789 25 uglg CD5789 50 uglg | CD5789 100 pg/lg | Tazarotene 0.1% Vehicle
AE Gategory Cream Cream Cream Gel
(N=31) (N=31) (N=30) (N=31) (N=31)
Preferred Term
n % E n % E n % |E n % E n % |E Table 9 L 1 tol bili = a " B " b
able ocal tolerability signs and symptoms —scores worse than Baseline that

AnyDrugRelaled Treatment: | ) |39y | 5 | 4 |(1g) |1 |9 |[(150) |12 |7 |(115 |15 |0 0 erh T deiataor i e i

Emergent Adverse Events were moderate or severe (safety population)

Skin irritation 0 0 0 0 6 ((100) | 7 4 |(686) | 4 0 0

Skin burning sensation 0 0 10018 | 1 0 0 |2 [(33) |2 0 0 CD5788 CD5789 CD5789 Tazarotene Vehicle
Erythema 0 0|0 o [+ [ 1 [1 ]| [o 0 2C5I-|919 530 [l 1?:0 Halg 0.1% Gel

ream ream ream
Pain of skin 0 oo o [t [t [t fce [t [o 0 Nes1) (=81} (N=s0) (N=81) (st
Pruritus 0 0 0 0 119 |1 11(16) [ 1 0 0 = -
Worse than Baseline with werst score post-Baseline moderate or severe

‘Skin exfoliation 0 0|0 o [t [(an [ [1{c1e 1 Jo 0 ~
Cheiltis 0 - o o 0|0 B ERECEERE 0 i il il 9 61 &0
Oy T w1 o i ool — Tole o Erythema 12(197) 10 (164) 17 (28.8) 16(262) 4(67)
Dyshidros o - 1o o o o o 11 (e |1 o 0 Scaling 13(213) 18295 | 213 BELT 2(33)
T 0 o o 2 o NEEECEERD 0 Dryness 14(230) 17(279) 17(288) 16(262) 3(50)
Overdose 0 0|0 0|0 0 [1 [(18) |1 |0 0 Stinging / buming 13(21.3) 8(14.7) 15 (25.4) 20 (32.8) 1(17)
Pityriasis alba 0 - 0 0 0 0 0 1 16) | 1 0 0 Source data: Table 14.3.1.1.1, Table 14.3.1.1.2, Table 14.3.1.1.3, Table 14.3.1.1.4, Table 14.3.1.2.1, Table 14.3.1.22, Table 14.3.1.23,
Rash RCIERE 0o - Jolo] - |o |o 0 Table 14.31.24

Skin hypopigmentation 0 - oo o |11 ]o - o Jo 0

ource data: Table 14.3.34.1

Note: Adverse events are coded using MedDRA version 13.0. If a subject has multiple occurrences of an AE, the subject is presented only
once in the respective subject count. Events are counted each time in the event (E) column. Treatment-emergent AEs are defined as AEs that
started after the first dose of study treatment. Percentages are based on the number of subjects in the safety population in each freatment
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A Multi-Center, Randomized, Double—Blind, Parallel-Group Vehicle Controlled Study To Compare The
Efficacy And Safety Of CD5789 50ug/g Cream Versus Vehicle Cream In Subjects With Acne Vulgaris
34 |9AMIOIASl =SS |CD5789 50ug/g 854 <8 54>
2015/ 2 22, S S |MEM NEZ olRstH  |[«IXNRSHHIN(SEHHE|- X208 AIE20A diolAteItiEl 123
1131 8 cir %) SHECZ F2I8t IGA, PGAESES
0.~2|(01=, HLICH ZE|MX:12F/HP:14=F -H42Z28(IGA 1E£E=001|1242(p <0.001)
017.|HZ2EC2, RY)|d=2(1L1g1EX) 0, 127 S0 HiolARH: L2 SS9 =54 L HIgEH gy49
1.1 ES(1L1528I) OICHH] 2 O0IAJHEO||HIIHEET SHECOZ KO8t 2UE
7 20s 32 2RS(p <0.001)
A= 8, QEZRIAZ=S -HiolAetel il 12
3, 0lot W g=2 HESH gH KA H>
SE: QERAX o), | HUHE HE - 1%0| A SEMTEAE S 10.7%E
QEZRAZ MIURIIL, |-HI0IA I 12F | S EZ2RAX=2(10.7%vs0.7%), 3HAH4.4%vs0.8%)
QLEZAZMNIS BEINA (M 22 54 HHS D2 X2(1.8%vs0%)LIEH
=0 €2 22 X B3t -5 2 2% BLE TEAEE 38 2 ESS30IUS
< ARSE AR, EHOIA*H*O(AI%4_4%(O.6%),
2SS AHEIt HEZ2H(0.3%) = M2 olaE22 gUAS
-8428(PGA 1£=0|- TEAEZ QIst IQ"CFOI AL ANEZ 14Y(2.3%)
011, 12350 HOIA|HEZ21H(0.2%)% ANEZ214Y = 1382
COICHEl 2 OIAHA (D223 01US
Ol EDE HAXIS |- HUSIM SHEstMO2 AUMMOZ ROF Ble
28 RS, Rt EHIYS(FI| L 0/2A)] EY
-HiolActoltHHl 125 |8tSA)B g LAiotst
WSS HSSH ge|- 2AlAH(EL -, 24X, I8/ IEHE)2
> HUH tﬂik CHEZ200l HIh AIE20A =H LIEHE
—-HiolA2teltidl 123
W sSs %%@ e
H2UH eigl
(ESye= )
-HIOlActRICHEl 12=
W L2 Hgsy ¥WH
0| 2 EHG S
ot o
*Lab tests, vital
signs, ECGs, =AU
ok, &fQlZHINOLQ
)
HEIE
- Al Ol&2 E4 =2 oM CHAKL
- d=20 HHEE0l U= sz A A32lE W HiolAerel
Ol A IGA(Investigator’'s Global Assessment) S&8& JI&E HSAINE :
Oz 3(ESZ)0l Lot HOE 200He 54 Hen e
25002 HIgESY YHol JUse &= AT2lUT HOIARIOINMN SZ OS2 SN0, SIA
_ == c=0 o= s} A | ADL0| — Ss Vi—e = » S4s
SEM =80l = BHEM 2Jel9d HOISAS | oce mam ocm)B UEIUIIL 28 oSS HEl(
OlA PGA(Physician Global Assessment) E&& JI&E2 - I, _
B 4 O{EZ(chlorance), 42 KLY =2 S)0| JUse &
2 3(ESD)0 Yol SS(OoN, & S, 2 IS o o= C
wo e 2, g=20lUH EE01| 14 Ol&e ZE(nodule)0l Us &
(upper anterior chest) <)Ml HHE 20019 254 < o =o wB0|L B SE(yshIt U B
B 200HQ HIZSA HH0l Y2l 100042 HIEESH e = SSUl 2oy meeT
OES gEES 9X %= BRZ AAZ 49 THI} I}
S 29 9MI0IA 11AHl ALOISl THAXISl B SS&E =
s HESEQ JIE2 d8AsY.




SHAS/FSHEE/
C Al S St A
S| AR b Bolge 207
- ()
Tablel Summary of subject demographic characteristics — Intent-to-treat populaton
CD5789 50 yglg cream | Vehicle Cream Total
N=812) {N = 598) {N = 1208)
Age (years)
Mean (SD) 18.8 8.83) 18.3 (5.80) 184 (8.41)
Median 17.0 18.0 180
Min. Max o.58 10,50 6.58 " . . '
Tahble 2 Summary of subject baseline characteristics — Intent-to-treat population

Age Group 1 (%) ?
<18 Years 314 (513) 278 (46.8) 502 (0.0 P e Y Ty F—
Bto 11 Years 10(1.8) g8(1.5) 18 (1.6 (N = 802) (N =610} (N=1212)
12 to 17 Years 304 (48.7) 2808 (45.1) 347 4) Baseline IGA Grade, n (%)
=18 Years 288 (487) 318 (53.4) 816 (51.0) Clear (0) Q o a

Age Group 2 [%) Almost Clear (1) a o o

Pediatric 314 (51.3) 278 (46.8) 502 (a2.0) Mild (2) g o o
0o 13 Years 72(11.8) 47(7.9) 110 (0.9} Moderate {3} 812(100) 598 (100) 1208 (100)
1410 17 Years 242 (30.5) 231 (38.9) 473 (30.2) Severs (4) [ o 0

Adult 208 (48.7) 318 (53.4) 618 (51.0) Baseline PBA Grade, n (%)

18 10 24 Years 180 (30.9) 220 (384) 418 (34.8) Clear (0) 8(15) 7 (14)
26 to 84 Years 108 (17.8) 28 (14.9) 188 (16.4) Almost Ciear (1] 1(0.2) 32)
=85 Years [ o 0 Miid (2) 2i03) 303)

Gender (%) Moderate (3} 900 (28.0) 1185 (28.1)
Female | 305 (38.8) [ 324 [54.4) [ soaE2 Severs (4) 0 0
Male | 307 {50.2) | 272 (45.8) | 578 (47.8) Baseline ¥ Facial Lesion Count, n (%)

Race (%) Mesn (SD) 34.7 (13.02) 348(1381) 34.8(13.31)
Whits 508 {83.0) 484 (81.2) 882 (82.1) Median 31.0 310 310
Black or African American 2077 46 (82) 98 (7.9) Min, Max 20, 131 20, 113 20, 131
Asian 23(3.3) 22 (54) 55 {4 5) Baseline Facial Nodules Count, n (%)

American Indian or Alaska Native 11{1:8) 5(0.8) 16 (1.3) o 570 (82.1) 550 (93.9) 1120 (83.5)
Native Hawaiian or Other Pacific 102 1(0.2) 2(0.3) 1 41(67) 38 (6.0) 77 184)
Istander 22 1(0.2) 1(0:2) 2@32)
Multipl= 2(1.3) 017) 18(1.5) Baseline N y Facial Lesion Count, n (%)

Other 14(23) 15 (2.5) 20024} Mean (50) 54.0 (28.55) £2.8 (26.08) 53.4 (27.35)

Eftnicity (%) M=dian 460 250 460
Hispanic or Latino 135 (721 148 (24.9) 283 (23.4) Mim. Man 22,225 ETRT] 1,225
Not Hispanic or Latino 477 (77.8) 448 (76.2) 025 (76.8) Baseline Inflammatary Truncal Lesion Caunt, n (%]

Skin Photatype (%) Mean (SD) 38.0 (17.89) 36.8(18.70) 36.3 (17.32)
Type | 34 (57) 65 {54) Median 320 K] 320
Type Il 182 (30.5) 378 314) Mim, Max T 140 0. 140
Type il 227 (38.1) 480 (38.1) Baseline Truncal Nodules Count, n (%)
Type IV 91 (153) 188 (16.8) o 575 (34.0) 560 (25.0) 1135 (84.0)
Type V 48 (8.1) 2178 1 34058 35 (5.8) 88 (5.7)
Type Vi 11(1.8) 14 (2.3) 25(2.1) = 2103) o 202)
Max=maximum; Min=minimum; N=number of subjects, SD=stancard deviaton Wiasing e T 202
Nate: Bassline was defined s the last measurement prior ta the first appication of study drug — -
ks ot Talla 144 44 Bassline Non-nflammatory Truncal Lesion Count, n (%)
Mean (5D 8.4 21.57) 47.5 (21.84) 48.0 (21.75)
Median 4z.0 43.0 42.0
Min, Max 0, 125 0,107 0,128
1 Giabal T n: N=number of subjects, PGA=Fhysican's Giobal
Assessment, SD=standard duiation
Hots. Bassline was defined as the kast measursment prior o the first application of study drug. Basefne PEA summary included al
subjects with or without truncal acne at basebne. Baseline runcal lesion counts summary inciuded all subjects with or wihout truncal
acne at baseline.
Narzsnime Tahles 14 141
Suppartive Efficacy (ITT Population), MI
Mean percent change from Baseline in
2 i 2 13 ry e & .8 - <0.0018 | =p.0019 <0.0018
Tahle 3 Summary of analyses for face at Week 12, ITT population \;:::LI:E AT Sesn ook ot 7 A i n et
- Mean percent change from Baseline in
LOO/EY | Melwole!| Deeaimedf |Pvaig:)  Mulbpke | Obsenied facial nor-infiammatory lesion counts 487 | 257 - <00012 | <0001 | <000t
S0pglg | Cream | Difference Imputation | Data yeiiol
cream (35% CI)® = =
= = ean percent change from Baseline in s

Primary Efficacy (ITT Population), M| truncal inflammatory lesion counts at 574 - <0.001 “r'rf'f;n;‘“ <0.001%

LS ik R ;
IGA Success Rate al Waek 12 (%) 24 s |, E@.P” <wo0it | <ooort | <000 Week 12
(4.8, ) Mean percent change from Baseline in e

Absolute change from Baseline in i 5 SO truncal non-inflammatary lesion counts | 49.1 403 - <00 | gl o | <opotE
facial inflammatory lesion counts at o0 @sn| 184 =y <p.opte| <D <0.001% atWeek 12 il
oo O51) | 49, -22) (LS means)

o iold Subject assessment of facial acne

Absolute change from Baseline in E % . e improvement from Baseline to sy | N = =
facial nor-infiammatory tesion counts |-25.0 o.87) | 172 A <pppis | <000V LS | b ngee Week 12 as complete improvement,n | o0 (001 | 14(2.8)
s D8T) | -0, 48 maans)

2t Waek 12 (%)

Secondary Efficacy (ITTT Population), M1 Subject assessment of facial acne
e ot Wk 12 R e improvemant from Baseline ta s ; ;

urasss Rate st ek 12 (6 280 | ooy [<0ome| <omort | <o Wesk 12 5 marked improvement n | 100 (352

Absolutz change from Baseline in ] %)

B 2 e s P —

truncal inflammatory lesion counts &t |-21.4 (0.64)| 188 R <popte [CO01 S| pngge Subject assessment of fazial acne
Week 12 (@As) | (48:-1.9) means) improvemant from Bassfine ta 1as(aan) | 202 ; B
A n h . B r Week 12 a5 moderate improvement, n (37.8)

bsolute change from Baseline in B N )
truneal non-infammatory lesion counts |-21.8 (0.03) [ 78 2| pidee | MEEES -
gt (084) | (-88.-17) means) Subject assessment of facial acne
improvemant from Baseline ta "
. s 5 98 (15.3) - -
Week 12 as minimal impravement, n !
(3%
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Table 30 Overall summary of treatment-emergent adverse events — Safety population
Table 29 Summary of study medication usage — Safety population CD5789 Vehicle
50 pg/g cream Cream
CD5789 50 ug/g cream Vehicle Cream (N =617) (N = 591)
{N=617) (N =591) Number of TEAES 402 192
Total study drug (g), n 605 575 Subjects with any TEAE, n (%) 209 (33.9) 123 (20 8)
Mean (SD) 98.1 (60.54) 116.1 (64.92) Subjects with any TEAE related to study drug, n (%) 111 (18.0) 13(2.2)
Median 834 112.5 Subjects with any cutaneous TEAE, n (%) 144 (233) 34(58)
Min, Max 2,282 0,284 Subjects with any cufaneous TEAE related to study drug, n (%) 111 (18.0) 11(1.9)
Average daily study drug (g/day), n 605 575 Subjects with any AESI, n (%) 16 (2.6) 2(0.3)
Mean (SD) 1.3 (0.74) 1.4 (0.78) Subjects with any serious TEAE, n (%) 4(06) 2(03)
Median 1.1 14 Subjects with any sericus TEAE related io study drug, n (%) 0 0
Min, Max 0,6 0,5 Subjects with any severe TEAE. n (%) 8(1.3) 1(0.2)
g=grams; Max=maximum; Min=minimum; N=number of subjects; SAF=safety; SAFT=safety population on the trunk; SD=standard Subjects with any severe TEAE related to study drug, n (%) 6(1.0) 0
:a:'emgllny drug that was dispensed but not returned was not counted in any calculation presented on this table. Total study drug Subjects with any TEAE leading to discontinuation, n (%) 1423 1002
was calculted as the total dispensed study drug minus the total retumed study drug. Average daily study drug was calculated as the Subjects with any TEAE Ieading to discontinuation refated to study drug, i (%) 12(1.9) 0
e s e st amien SUME I Stk ) SO MR OS | el an TEAE bl ot ) o g
randomized to Venicle Cream, received CD5789 50 Ligig cream at or aftes Baseline. Subjects 5812-007 and 8135-005, randomized Subjects with any TEAE leading to death related fo study drug, n (%) 0 0
to CDET29 50 ug/g cream, received Yehicle Cream at or after Baseline. All these subjects were treated as CO5789 50 yg/g cream in AE=adverse event; AESI=adverse events of spacial interest. N=number of subjects: SAF=safety; SAFT=safety population on ihe

the SAF and SAFT populations.
Data source: Table 14 312

trunk; TEAE=treatment-emergent adverse events.

Note: Five subjects,(Subjects 5812-006, 8135-006, 8168-008, 8580-001, 8580-003) randomized to Vehicle Cream, received
CD5789 50 g/ eream at or after Baseline. Subjects 5812-007 and 8135-005, randomized to CDS5769 50 ug/g cream, received
Vehicle Cream at or after Baseline. All these subjects were treated as CD5789 50 ugig cream in the SAF and SAFT populations
Data source: Table 14.32.1

Table 31 Summary of treatment-emergent adverse events with incidence of 1% (at
the preferred term level) in any treatment group by System Organ Class and
Preferred Term — Safety population

System Organ Class/Preferred Term CD5789 50 pg/g cream Vehicle Cream
(N=617) (N=591)
[Number of TEAEs 402 192
Subjects with any TEAE, n (%) 209 (33.9) 123 (208) Table 33 Summary of treatment-emergent adverse events by severity by relatedness —
General di and i site i 92 (14.9) 15(2.5) Safety population
Application site irmtation 66 (10.7) 4(0.7)
Application site pruritus 24 (3.9) 8(1.4) | Related® | Not related®
Infections and infestations 70 (11.3) 63 (107) GDS7HI:50 /g (numbar.of TEAFS = 402)
Nasopharyrgits 21 39) 27(46) All TEAES, 1 (%) 175 (43.5) 227 (56.5)
Upper respiratory tract infection 10 (1.6) 8(14) Miid TEAE, n (%) 106 (26.4) 155 (38.6)
Influenza 5(1.0) 915 Moderate TEAE, n (%) 63(15.7) 68 (16.9)
Sinusitis 6(1.0) 1(0.2) Seyere TEAL 1 (%) 6(1.5) 4(1.0)
injury, poisoning and p P = 50 (8.1) 15(2.5) Vehicle (number of TEAEs = 192)
Suru 27 (44) 508 ANl TEAES, n (%) 16(8.3) 176 (91.7)
SKin and subcutaneous tissue disorders 24 (3.9) 6(1.0) Mid TEAE, n (%) 14(7.3) 123 (84.1)
SKin irritation 8(13) 0 Moderate TEAE, n (%) 2(1.0) 52 (27.1)
Nervous system disorders 12 (1.9) 12(2.0) Severe TEAE, n (%) 0 1(05)
Headache 6 (1.0) 12 (2.0)
ledDRA=Medical dictionary for reguiatory actvities, N=nuUmDer of SUbjects; SAF=salely, SAF T =safely population on the frunk
TEAE={realment-emergent adverse evenis
Table 37 Summary of local telerability parameters worsened from Baseline on the face
(final and worst post-baseline) — Safety population
Dryness
CDSTB?NES ‘é?;% cream VE?'I"ET_EE:;:E}HN Final, n 612 587
Erythema Mild (1) 135 (22.1) 62 (10.8)
Sy 0 o Moderate (2) 27 (4.4) 6(1.0)
. Severe (3) 1(02) 0
9 3
m"i { ”‘ = 13'1 (:3” E;u [? 3) Worst Post-Baseline, n 612 587
S:V:ZZ( ) - g‘ﬁ (D ) Mild (1) 269 (44.0) 159 (27.1)
Worst Po(st)Basellne n E:IQ : 587 sl i e
- u Severe (3) 15 (2.5) 0
Mild (1) 212 (34.6) 137 (23.3) =
Moderaie (2) M? (23.7) 38 (6.5) Fnal. n 512 587
i) w@s) 0 Mild (1) 71(116) 18(3.1)
Scaling Moderate (2) 18 (2.9) 6(10)
Final, n 612 587 =
t Severe (3) 3(0.5) a
Mitd (1) 120(15:6) A9{BS) Worst Post Baseline, n 612 567
Moderate (2) 36 (5.9) 6(1.0) Mild (1) 227 37.1) 85 (14.5)
Severe (3) 2(03) 0 Moderate (2) 100 (16.3) 10(1.7)
Worst Post-Baseline, n 612 587 Severe (3) 26 (4.2) 1(02)
Mild (1) 235 (38.4) 136 (23.2) =number of subjects; SAF=safety. SAFT=safety on the trunk
Moderate (2) 131 (21.4) 16 (2.7)
Severe (3) 18 (2.9) 0
Table38  Summary of local tolerability parameters worsened from Baseline on the
trunk (final and worst post-baseline) — Safety Trunk population
- Dryness
CDS?B?;&: :giag} cream Vewfl::;;)am Final, n 503 579
Erythema Mild (1) 71(11.8) 24.(4.1)
o+ =5 o Moderate (2) 12 (2.0) 2(03)
2 Si 3 2(0.3 0
Mild (1) 69 (114) 28 (2.8) evere (3) (0.3)
N T i Worst Post-Baseline, n 603 579
saven; @ 702 UV ) Mild (1) 183 (30.3) 91(157)
Worst Posi-Baseline, n ';US ) 579 Moderate ) B 10(17)
- - Severe (3 7(12 0
Mild (1) 156 (25.9) 84 (14.5) vere (3) -3
Moderate (2) 88 (14.6) 24 (4.1) Final.n 503 579
sevee () BEH o Mild (1) 46(76) 1 (1.9)
5?"""“ — — Moderate (2) 16.(2.7) 1(02)
nal, n
— - Severe (3) 5(0.8) 0
M (1) 00 21 5.6) Worst Post-Baseline, n 503 579
:‘“e”‘;)@ '12[‘02-20)3 1 [g.z) Mild (1) 143 (23.7) 44(76)
evere Z 3
Moderate (2) 54 (9.0) 7(12)
Worst Posi-Baseline, n 603 579 Severe (3) 18.(3.0) 2(03)
Mild {1) 143 (23.7) 70(12.1) \=number of subjects, SAF=safety, SAF | =safety on the trunk.
Moderate (2) 65 (10.8) 6(1.0)
Severe (3) 2(0.3) 0
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§ Pivotal(R.D.03.SRE.18252)

A Multi—-Center, Randomized, Double—Blind, Parallel-Group Vehicle Controlled Study To Compare The
Efficacy And Safety Of CD5789 50ug/g Cream Versus Vehicle Cream In Subjects With Acne Vulgaris
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Table 3 Summary of efficacy analyses ar Week 12
Table 2 Summary of subject baseline characteristics — Intent-to-treat population
CD5789 | Vehicle | Treatment [P value| Multiple |Observed
CD5789 50 pglg cre Vehicle Total 50 palg Cream | Difference Imputation(  Data
am Cream cream (35% Ci)°
(N =8602) (N=610) (N=1212) Primary Efficacy (ITT Population), MI
Baseline IGA Grade (%) IGA Sucoess Rate at Week 12 (%)%° . 287 166 —— <g.o0v? | <o.oov®
Clear (0) 0 0 i) - o (11.3,22.0) }
Almost Clear (1) 0 0 0 Absoiute change fram bassline in i Py &% <0.001% | =0.001%
> facial inflammatory lesion counts at o] Flsib = <000t (LS
Mild (2) 0 0 [ ik 15 0.51) @51 |[ra8.-43 SR
Moderate (3) 602 (100) 610 (100) 1212 (100) Absolute change from baseline in 5 <0.001# <0.001®
Severe (4) ] 0 o facial non-inflammatory lesion counts | -30.1(0.71)|-21.6 (071} "o g <0oor|  ws
Baseline PGA Grade (%) atWeek 12 S means}
Clear (0) 3(0.5) 1(0.2) 4(0.2) ry Efficacy (ITTT ion), MI
Almost Clear (1) 1(0.2) 0 1(0.1) PGA Success Rate at Week 12 (%)% ° e Sa <oopié| <voor | <aoor
Mild (2) 0 0 0
Absolute change fram baseline in <poote | <oooee
Moderate (3) 598/(53.3) 509 (99.9) 1207 (59.6) truncal inflammatery lesion counts at | -25.5 (0,50} -10.8 (0.58) 0001 s
Severe (4) o 0 0 Wask 12 means}
Baseline y Facial Lesion Count Absolule change from basaline in 50 D001 <0.001°
Mean (D) 361 (12.47) 37.1(15.06) 36.6 (13.84) truncal nen-inflammatory lesion counts | -25.0 (0.67)|-20.8 (0.68)| 5 = _43 4) | <0001= s
Median 33.0 340 330 atWeek 12 _ Tpsoe)
Min, Max 10,110 7,200 7,200 Lottt 1.1
- 2 o Msan percent ehange from baseling in «0.00W | <0001
Easenne Facil Nodukes Count Fid) facis| inflammatory lesion counts at 882 512 s <0004
0 570 (94.7) 575 {94.3) 1145 (94.5) Wask 12
1 32(53) 35(57) 67 (55) Msan percent ehange from baseline in <0001 | <0.00%®
22 0 0 0 facial nen-inflammatory lesion counts 577 439 = <0.001
Baseline N ry Facial Lesion Count = Week 12
= 5 e Maan percent change from bassline in <0001 | <noow®
Mean £5). SBE(BT) St2(HiT5) S0TE55) truncal inflammatory lesion counts at -65.4 451 2 <0.001 s
Median 430 440 430 Week 12 sibans)
Min, Max 25,232 25, 305 25, 305 Mean percent change from baseline in D.0D1E <0.001°
Baseline y Truncal Lesion Count truneal non-inflammatory lesion counts -85.2 451 - <D.001 iLs
Mean (SD) 39.0 (16.16) 39.1 (17.41) 39.1 (16.80) at Week 12 means}
Median as0 340 350 Subject assessment of facial sene
p from Baseline to 25(52) 12023 - i
Min, Max 0, 100 0,220 0,220 Week 12 as complete improvement n | = =
Baseline Truncal Nodules Count (%) (%)
0 571 (949) 589 (96 6) 1160 (857) Subject assessment of facial acne
5 improvement from Baseline to i = R R
i 30 (5.0) 21(3.4) 1(42) Week 12 as marked improvement, n 224 (30.9) | 154 (26.8)
>2 1(0.2) 0 10.1) 1%)
Baseline N y Truncal Lesion Count Subject assessment of facial acne
Mean (SD) 46.1(20.17) 457 (19.58) 45.9 (19.87) \\'I"\:Dmvfmemfmm Baseline “.’ 202 (35.0) | 101 (333 : i
Median 220 225 220 r%eeh 12 a5 modarate improvement, n
]
Min, Max 0, 180 0, 260 0, 260 Py
g s Gloval i N=number of SUDjects, PGA=Physician's Global bl ssessnien of bel e
Assessment, SD=stangard deviation pemen fum Deseine o | THi20) | t2a@2m J -
Note: Baseline was defined 3s the last measurement prior to the first application of study drug. Baseline PGA summary included Sheacis ” P S
all subjects with or without truncal acne at basefine. Baseline truncal lesion counts summary included all subjects with or witnout {%)
truncal acne at baseline. Subject assessment of facial acne
Data source: Table 14.1.4.1 improvement from Baseline to 28(50) | 74(128) - -
Week 12 as no change. n (%]
Table 7 Summary of subject dispesition by age categories (9 to 11 years, 12 to Table 8 Summary of subject disposition by age categories (<14 years, 14 to 17 years,
17 years, and >18 years) — All subjects and =18 yvears) — All subjects
CD5789 50 pglg Vehicle Cream Total 'CD5789 50 pgig Vehicle Cream Total
cream cream
Age: 9 to 11 years Age: <14 years
Subjects Screened® 18 Subjects Screened® 119
Screen Failures/Withdrawn 3 Screen Failures/iWithdrawn 12
Subjects Randomized 9 6 15 Subjects Randomized 57 50 107
Subjects Treated 9 6 15 Subjects Treated 57 50 107
Completed Subjects, n (%) 5 (100) &(100) 15 (100) Completed Subjects, n (%)° 51 (89.5) 48 (96.0) 99 (92.5)
Subjects Discontinued from the Study, n (%)F 0 0 0 Subjects Discontinued from the Study, n (%) 6 (10.5) 2(4.0) 8(7.5)
Age: 12 to 17 years Age: 14 to 17 years
Subjects Screened® 582 Subjects Screened® 481
Screen Failures/Withdrawn 27 Screen FailuresWithdrawn 18
Subjects Randomized 267 288 555 Subjects Randomized 219 244 463
Subjects Treated 267 288 555 Subjects Treated 219 244 463
Completed Subjects. n (%)° 247 (92.5) 274 (95.1) 521 (93.9) Completed Subjects, n (%)° 205 (93.6) 232 (95.1) 437 (94.4)
Subjects Discontinued from the Study, n (%)° 20(7.5) 14(4.9) 34 (6.1) ‘Subjects Discontinued from the Study, n (%) 14 (6.4) 12 (4.9) 26 (5.6)
Age: 218 years Age: 218 years
Subjects Screened® 693 Subjects Screened® 693
Screen Failures/\Withdrawn 51 Screen Failures/Withdrawn 51
Subjects R: 326 316 642 Subjects Randomized 326 316 642
Subjects Treated 326 316 642 Subjects Treated 326 316 642
Completed Subjects, n (%)° 302 (92.6) 293(92.7) 595 (92.7) Completed Subjects, n (%)® 302 (926) 293 (92.7) 535 (92.7)
Subjects Discontinued from the Study, n (%)* 24 (74) 23 (7.3) 47 (7.3) Subjects Discontinued from the Study, n (%)° 24 (74) 23(7.3) 47 (7.3)
j=number of subjecs. =number of subjects.
* Screened subjects were those who signed the informed consent form # Screened subjects were those who signed the informed consent form
© Percentages were cafculated from the number of randomized subjects. ® Percentages were calculated from the number of randomized subjects.
Data source: Table 14.1.13.2 Data source: Table 14.1.1.3.1
Table29  Overall summary of treatment-emergent adverse events — Safety population
CD5789 50 jgig | Vehicle
cream Cream
(N =603) (N=509)
Table 28 Summary of study medication usage — Safety population Nuber O TEAES 18 L.
z Subjects with any TEAE, n (%) 122 (202) 17 (192)
- Subjects with any TEAE related to Study drug, n (%) 33 (55) 5(0.8)
CD5789 52 Hglg cream Vehi le Cream Subjects with any cutaneous TEAE, n (%) 24.(73) 14 (2.3)
(N=603) iN-=609) Subjects with any cutaneous TEAE related to study drug, n (%) 32 (5.3) 3(0.5)
Total study drug (g) 595 600 Subjects with any AES, n (%) 5(1.5) 2(0.3)
Mean (SD) 142.9 (75.84) 148.1 (75.12) Subjects with any serious TEAE, n (%) 2(0.3) 4(0.7)
Wedian 1321 1399 Subjects with any serious TEAE related to study drug, n (%) 0 0
Subjects with any severe TEAE, n (%) 4(07) 701
e M 2,916 231 Subjects with any severe TEAE related to study drug, n (%) 2(0.3) [
Average daily study drug (g/day) 395 600 Subjects with any TEAE leading to discontinuation, n (%) 10(17) 1(02)
Mean (SD) 1.6 (1.20) 1.8 (0.87) Subjects with any TEAE feading to refated (o study drug, n (%) 7(12) [
Median 15 7 Subjects with any TEAE leading to death, n (%) [ [
Subjects with any TEAE leading (o dealh related 1o study drug. n (%) 0 0
M, Manct o s 47 - = = Of Special Interest, N=number of Subjects; SAF=salety, SAFT=saely population on the

trunk; TEAE=treatment-emergent acverse events

Data source: Table 14.32.1

Note: Subjects 5770-011 and 5778-012 were randomized to CD5789 50 glg cream but received Vehicle Cream at or after Baselne.
Subject 8208-003, randomized to Vehicle Cream, received CDS789 50 |igig cream. These 3 subjects were freated as

CD5788 50 glg cream in the SAF and SAFT populations. For subject 5532-049 in the CD5783 50 uglg cream aroup, the reason for
discontinuation in the exit form was recorded as "withdrawal by subject,” whereas in the AE form it was fecorded as discontinued due
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Table 31 Summary of treatment-emergent adverse events related to the study drug by
System Organ Class and Preferred Term — Safety population

System Organ Class/Preferred Term

CD5789 50 ugig cream
(N =603)

Vehicle Cream

(N =609)
Table 30 Summary of treatment-emergent adverse events with incidence of >1% (at the Number of TEAES related to study drug a7 _ 8
preferred term level) in any treatment group by System Organ Class and Stbjpcts With 2Ny EASieiated 10,8ty Or1igin %) 33(39) 5(05)
Preferred Term — Safety population cenmval L ] 2440 Z8
Appiication site imitation 15(2.5) 0
CD5789 50 pg/g cream Vehicle Cream Application site pruritus 5(08) 2(03)
System Organ Class/Preferred Term
¥: o (N = 603) (N =609) Application site pain 1(0.7) 0
Number of TEAES 185 146 Application site dryness 3(05) 0
Subjects with any TEAE, n (%) 122 (20.2) 117 (19.2) Application site erosion 1(0.2) 0
Infections and infestations 56 (9.3) 73 (12.0) Application site erythema 1(0:2) 0
Nasopharyngitis 26 (4.3) 29(48) Injury, poisoning and procedural complications 3(0.5) 0
Upper respiratory tract infection 9(1.5) 8(1.3) Sunbum 2(0.3) 0
Influenza 5(0.8) a(15) Drug at <tte 10.2) 0
General and ini site iti 29 (4.8) 4(0.7) Skin and subcutaneous tissue disorders 3(0.5) 0
Application sife irritation 18 (3.0) 0 Skin irritation 2(03) 0
Injury, peisoning and procedural i 13(22) 4(07) Skin fissures 1(0.2) 0
Sunbum 6(1.0) 1(0.2) and il 2(0.3) 1(02)
Nervous system disorders 12 (2.0) 4(07) Herpes simplex 1(0.2) 0
Headache 10(1.7) 4(0.7) Tinea versicolour 1(0.2) 0
Reproductive system and breast disorders 6(1.0) 0 Qral herpes [t} 1(0.2)
Dysmenorrhoea 6(1.0) 0 Blood and lymphatic system disorders 1(0.2) 0
ledDRA=Medical dictionary for regulatory acfivities, N=number of subjecls; SAF=safety; SAFT=safety population on the trunk; Lymphadenopathy 1(0.2) 0
TEAE- treatmen t-emergent adverse euents.
Note: This table only included preferred ferms which occurred in‘al least 1% of sublects in any ireatment group. Only system organ [Eye-disorders 1(0.2) 0
classes with preferred terms that had at least 1% of subjects in any treatment group were inciuded. Adverse events were coded Evyelid exfoliation 1(0.2) a
using MedDRA version 18.0. System organ classes were sorled by decreasing frequency in the CD5789 50 uglg group. Preferred Evelid oedema 1002 0
lerms were sorled by decreasing frequency in the CD5789 50 uglg cream treatment group within each system organ class. Subjects Y )
5770-011 and 5778-012 were randomized to CD5T8S 50 |ig/g cream but receivad Vehicle Cream ator after Baseline. Gastrointestinal disorders 1(0.2) 0
Subject 8208-003, randomized to Yehicle Cream, received CD5788 50 ug/g cream. These 3 subjects were freated as. Cheilit 1(0.2 0
CDS789 50 uglg cream In the SAF and SAFT populations cliis {0:2)
Pt Tabin 44954 Psychiatric disorders 1(0.2) 0
Insomnia 1(0.2) 0
Investigations '] 2(0.3)
Blood bilirubin increased 0 1(0.2)
Blood creatinine increased o] 1(0.2)

Table 36 Summary of local tolerability paramerers worsened from Baseline on the face
(final and worst posi-Baseline) — Safery population

Table 37

Summary of local tolerability parameters worsened from Baseline on the

trunk (final and werst post-Baseline)

—Safety Trunk population

=number of subjects: SAF=satety, SAFT=satety on the trunk
Note: A subjec 7"3 da‘a nss the |ast data obsenved du:
randomzed o C! g eream but received Vehicle Cream at or ater Saseline. Subject 82
Cream. received Pkt g aneam. These 3 subjects were weaned o5 CB720 50 pgig oream i the SAF and SAFT
populations.

Data source: Table 14.3:12

he post-Baseine period. Subjects

Note- A subject

randomized to CD!

Cream. raceived
populations,
Data source: Tab

2 was he last data observed o

CDs

e 142,14

suring the post-Baseline period

\12'g tream. These 3 subjeets were weated a5 CDATED 50 ugig eream In

SRR ety e Ve G R e i
Erythema LS
Fial, 0 02 507 i 588 a5
Mitd (1) 140 (23.2) 50(8.2) Mad (1) 88 {160} 20(4.8)
Moderate (2) 54 (8.0) 12 20) Viodert () 51,(8:5} 701.2)
Severe (3) 0{1.5) 110.2) Severe (3) o
Worst Post-Baseline. n a0z e Waorst Post-Baszline, n a0e
Mild (1) 158 (26.4) 114 (18.8) Mid (1) ) 66 (10.0)
Moderate {2} 200(33.2) 43(7.1) Moderate (2} 139(22.2) 28 (4.8)
Severs (3) 40 (10.0} 10 (1.8) Severe (3) 42(7.2) 5 (0:8)
Scaling Scaling
Final, n 802 807 500 606
WMild (1) 143 23.8) 58 (9.6) Mad{) 114(18.0 26(4.2)
Moderate (2} 54 (8.0) Moderate {2} 34(57) 3(05)
Severe (3) 540.8) Severe (3} 3{0.5) o
Worst PostBaselne, n 502 Worst Post-Baseline, n sag 808
Wild (1) 220 (36.5) Mad (1) 214 (357) 87 (14.4)
Maderate {2} 108 (32.0) Moderate (2] 100 (18.7) 25(4.1)
Severs (3) 41188) Severe (3] 18 (3.0} 1(0:2)
Dryness Dryness
Final.n £07 Final, n 502 606
Mid (1) o1 015.0) Mid (1) 138 (227) 4208.1)
Moderate {2} §1(10.1) 12 (2.0) Moderate (2] 39 (8.5) 51(0.8)
Severs (3) 2{1.5) 7 (0.3) Severe (3) 1{0.2) o
Worst Post-Baseline, n &07 Worst Post-Baseline, n 500 608
Mild (1) 198 (32.8) Mid (1) 213 (35.8) 120(10.8)
Moderate (2} 58 (0.0) Moderate (2] 125 (20.0) 36(5.0)
Severe (3) o8 Severe (3] 16 (2.5) 1(0.2)
Stinging/burning Stinging/burming
Final.n 802 807 Final, n 08
Mid (1) 86 (15.8) 32 5. Mad (1) 26 (4.3)
Moderate (2} 33 (5.5 &(1.0) Moderate (2} 102
Severs (3) 10(1.7) 1i0:2) Severe (3) 1i0:2)
Worst Post-Baseline, n 802 507 Waorst Post-Baseline, n 805
Mid (1) 205 (34.1) 105 (17.3) Mid {1) 85 (10.7}
Moderate {2} 150 (24.8) 35(5.8) Moderate (2] 77 (12.9) 1@ (3.1)
Severe (3) 46 (7.6) 5{08) 34 (5.7} 07
jmcts, GAE =safety, SAF T=safety on the trunk,

randomized to Vehide
SAF and SAFT
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A LONG-TERM SAFETY AND EFFICACY STUDY OF CD5789 50 ug/g CREAM IN SUBJECTS WITH ACNE
VULGARIS / Multi-center, open—label, non—comparative, long—term safety study
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4%, 522

26.6%,43.4%, 50.1%,57.6%,65.1%
PGAYd =HI2

38.6%,54.1% 58 4%,62.5%,66.9% S Jtot U S
- S0l €220 43080 =US

NS IGAPGA B2 E 4= 523 M 1.3(SD=0.75),
1.3(SD=0.84)01U4 S

<PK, Proof-of-exposure(POE)>

Jtotd
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Figurel  Diagram of treatment schedule
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Avoid spplication injtiese to eyes, or angles of the mouth, lips and
mucous membrane

Table 1 Treatment on the truncal region in subjects aged 9-11 years

[Subjects 9-11 years old Treatment on trunk

Subjects with moderate truncal acne (PGA = 3
ith at least 20 \rlﬂammalory lesions and at least

J20 non-inflammatory lesions on the trunk) at

g and Baseline visits

Treatment was applied from Basefine wisit

PGA was assessed at each visit following Baseline. In case of

Subjects with nan-moderate truncal acne (ie. |0y rance of runcal lesions, reatment was applied based on

[PGA <3 or with less than 20 inflammatory
Jlesions and 20 non-inflammatory lesions on the

- < i 1l
runk) at Screening and Baseline visits GA = 1, or the subjet had <20 inflammatory lesion and/or

<20 lesions on the trunk)

Investigator's judgment at any time during the study (even if e.g.
P

[Subjects participating in the PK assessments
under maximal use conditions, with o without

Treatment was applied from Baseline wisit during the first 4 weeks

Key inclusion criteria:

Male or female subjects ag rs at Screening visit. Subjects were to have moderate
facial acne (Investigator’s global assessment [1GA] =3, and a minimum of 20 inflammatory
lesions and 25 non inflammatory lesions on the fac Sereening and Baseline visits. Subjects
were to have moderate truncal acne (Physician global assessment [PGA] = 3), and a minimum
of 20 inflammatory lesions and 20 non inflammatory lesions on the shoulders. upper back and
anterior chest at cenmg and Baseline visits. The criteria regarding truncal acne were
optional for subjects aged 9-11 years.

Key

exclusion eriteria

Subjects were excluded 1f they had severe forms of acne (acne conglobata, acne fulminans) or

of the study secondary acne form (chloracne. drug-induced acne. etc.). and if they had >1 nodule on the
runcal acne f : . 8 : g
face/ truncal region. or any acne cyst on the face/truncal region at Sereening or Baseline visits.
Figure 4 Application areas — Middle/lower back
Anterior . Anterior ;:Egm = Poslerior \ f:
Shoulders _| Shoulders 8rs Shoulders W
¢ \ /N
—— \ f P
epplicatio A e == |
i pplic - T - o application on the |
- the neck * )\ | A
f { abdomen / \ // i
] / Ma apy I Middle and
T T A ; on axillary regions ippeat back
= | == > UL (i
4 ) g1 SR \
Upper back at leas! |
Anterior chest 9 il 1
reachable to self application Il
| [\
¢ Antribr, / Postarior,
Table 4 1GA scale Table 5 PGA scale
0 [Clear Clear skin with no yor lesions. 0 [Clear Clear skin with no y or non-inflammatory lesions.
1 |AlmostClear A few scattered comedones and a few small papules. 1 |AImost Clear [ few scattered comedones and a few small papules
L (i Easily recognizable; less than half the surface is involved. Some comedones and some [ - Easily recognizable; less than half the surface is involved. Some comedones and some
papules and pustules. papules and pustules
iy IModerate More than half of the surface is involved. Many comedones, papules and pustules. One , [Moderate More than half of the surface is involved. Many comedones, papules and pustules. One
nodule may be present ? nodule may be present
Entire surface is involved. Covered with comedones, numerous papules and pustules. Few Entirosuioca is valvad: Covared Wih Gomedones, riments bapules and pistules
[Severe okl be " |4 [Severe = N ne G
nodules may be presenl Few nodules may be present.
Table 6 Subject’s assessment of acne improvement
B Complete Improvement
1 Marked Improvement
2 Moderate Improvement
g Minimal Improvement
1 No Change
g Worse
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Table 7 Four-point scales to assess local tolerability
Erythema Sealing Dryness
0 (none) o erythema N scaling No dryness o sting
1 (mild) Slight pinkness Barely perceptible  |Slight but definte  [Slightwam
present shedding, noticeable
lonly on light sensation, not really
g or rubbing
|2 (moderate) Definite redness [Obvious but not Moderate roughness |Definite warm
leasily recognized  |profuse shedding tingling/stinging
sensation somewhat
pothersome
3 (severe) Intense redness Heavy scale Marked roughness  |Hat, tingling/stinging
lproduction sensation that causes
definite discomfort
Table 11 Demographic characteristies — SAF and SAFP populations
SAF population SAFP population
(N=453) (N = 444)
[Age (years) [Gender. n (%)
Mean (50) BI6E BATEE fFemale 226 (49.9) | 217 (48.9)
e 227 (50.1) | 227 (51.1)
Median 16.0 16.0 Race, n (4]
(Min, Max) (9.0.54.0) (9.0.54.0) fWhite 432 (95.4) 424 (95.5)
|Age Group 1, n (%) Black or Afican American 12 (26) 11(2.5)
<18 years 286 (63.1) 277 (2.4) fsian 3(0.7) 3(07)
910 11 yaars 18 (@.0) 9(20) Jamerican indian or Alaska Native, 102) 1(02)
at
1210 17 years 268 (59.2) 268 (60.4) piotive Havallan orOmier Paciic 3 (7) 3.7
218 years 167 (36.9) 167 (37.6) Muitiple 2 (04) 2(05)
JAge Group 2, n (%) icity, n (%)
Pediatric 286 (831) 277 824) Hispanic or Latino 47 (10.4) I 44 (9.9)
ot Hi Latin 406 (89.6 400 (90.1
9to 13 years 65 (14.3) 56 (12.6) 2ol e H0-4)
14 10 17 years 221 (48.8) 221 (49.8) [Elin Phototypedin (4) =
- 7.6 Type | 13(29) 13(2.9)
Al 167:34.9) 167 (27,6} Type It 188 (41.5) 182 (41.0)
18 to 24 years 109 (24.1) 109 (24.5) frype il 184 (40 6) 183 (41.2)
2510 64 years 58 (12.8) 568 (13.1) Type 53 (11.7) 52 (11.7)
65 years ] 0 Type v 7(15) 7(16)
Type Vi 2 (04) 102
Missing 6(13) 6(14)
Noter 915 13 years = 610 <14 years = <14 yoars: 1410 17 yoars = 14 1o <18 years
Data source: Table 14.1.4.1 and Table 14.14.2
Figure 6 IGA success rate by visit — SAF population Figure 7 A success rate by visit and age — SAF population
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Data source: Figure 14.4.1

Data source: Figure 14.4.3.1

Table 20 Local tolerability parameters of the face worsened from Baseline (worst

post-Baseline) — SAF population

Table21  Local tolerability parameters worsened from Baseline (worst post-Baseline) —

SAFT population
€D5789 50,1g/g €D57689 50ugla
(N = 453) (N = 446)

Erythema Erythema

I 449 n 442
Mild, n (%) 210 (46.8) Mild, n (%) 131 (29.6)
Moderate, n (%) Moderate, n (%) 76 (17.2)
Severe, n (%) 10(22) Severs. n (%) 24 (54)

Scaling Scaling

n 449 n 442
Mild. n (%) 210 (46.8) Mild, n (%) 137 (31.0)
Moderate. n (%) 131(29.2) Moderate, n (%) 48 (10.9)
Severe. n (%) 10(22) Severe. n (%)

Dryness Dryness

h 449 n 442
Mild, n (%) 195 (43.4) Mildl, n (%) 152 (34.4)
Moderate, n (%) 140 (31.2) Moderate, n (%) 63 (14.3)
Severe, n (%) 26(58) Severe.n ( 12(27)

Stinging/Burning

n n 442
Mild. n (%) 169 (37.6) Milel, n (%) 11125.1)
Moderate, n (%) 95 (21.2) Moderate. n (%) 42 (95)
Severe. n (%) 32(7.1) Severe. n (%) 21i4.8)

Dala source: Table 14.3.15

Data source: Table14.3.16
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Table 23 TEAEs in 21% of subjects by SOC and PT. by quarter and overall
SAF population
CD5789 50 uglg
N = 453)
soc, P { )
a1 a2z 3 Q4 Overall
(M =453) (M=384) | (M=368) |(M=351)| (N=453) - 5 . P SOC T
[Nomber of TEAES 219 9 & 2 468 Table 24 3‘\‘?‘ fr Lq:lu}ﬂ) reported TEAEs by age and gender, by SOC and PT -
[Subject with any TEAE. n (%) 154 (34.0) | 68 (17.7) | 62(168) [ 36 (103) [ 218 (48.1) SAF population
= . Age Gender
gnd;infestatio. g1ue0) L ALO0T). | SOUGE): RIS 116 {280) soc, PT 9.11 years | 1217 years | >18years | Female Male
IMNasopharyngitis 23 (5.1) 21 (5.5) 11(3.0) 8(23) 48 (10.6) (N =18) (N =268) (N = 167) (N = 226) (N =227)
[Up per respiratory tract infection 8(18) 5 (1.3) 1(0.3) 0 13 (2.9) Number of TEAES ™ 261 189 263 215
nfluenza 2@4) 3(0:8) 2005 2(0.6) 9(2.0) Subjects with any TEAE. n (%) B (44.4) 129 (a81) | 81(485) | 113 (50.0) | 105 (46.3)
Infectious mononudensis 1(02) 2(0.5) 103 | 103 | 500
Tonsliifn: _ 307 a 2{05) g S(14) and 5(27.8) | 66(246) | 45(26.9) | 59(26.1) | 57(25.1)
S:::{;L:f“me’s Al il Sae 47 (10.4) 7(1.8) 8(2.2) | 2(0.6) | 57(1256) Nasopharyngitis 1(586) 21(7.8) 26(1868) | 25(11.1) | 23(10.1)
& | disord: d administration sit
[ pplication site prurilus 20 (4.4) 2 06) 1(11) | 2(08) | 8B R isamermanc acministrationsie|| 2¢4) 33(123) | 22(132) | 34(150) | 23(10.9)
i i 20 (4.4 3 3 249 = = =
ispplicaicn e ritlion _ 20 (4.4) an | el o 2149 [Apoiication site pruntus 1(56) 12 (4.9) 9(54) 12(5.3) 11(4.8)
injury. and 32 (11 E(aa) | talady | S 1) S (1a0) [Appiication site ritation 1(66) 13(4.9) 8 (4.8) 13 (5.8) 9(4.0)
fSunburn 22 (4.9) 2 (0.5) 3(08) | 2(06) | 27 (6.0) - =
= = : : inlury, poisontg dnd practdural 4(222) | 30(112) | 16(96) | 27(119) | 23(10.1)
Ligament sprain 1(02) 3(0.8) 103 | 103 | 6013
Skin and tissue disorders 16 (3.5) 4(10) | 4(11) | 2(06) | 25(55) Sunburn 4(22.2) 14 (5.2) 9(5.4) 16(7.1) 11 (4.8)
acner 4(0.9) 0 1(0.3) 0 5(1.1) Nole: Percentages are cakulated based on the number of subjects In each category
[Re spiratory, thoracic and mediastinal disorders | 14 (3.1) 2(0.5) 4(1.1) 3(09) | 23(51) Data source: Table 14.3.10.1and Table 14.3.10.3
[Oropharyngeal pain 6(13) 2 (0.5) 1(0.3) 0 9(2.0)
INervous system disorders 6§(1.3) 3(0.8) 0 2(08) | 10(22)
Headache 4(0.9) 1(0:3) 0 1003) | 6(13)
[Gastrointestinal disorders 12 (2.6) 3 (0.8) 4(1.1) 0 19 (4.2)
Diarhosa 4(0.9) 0 1(0.3) 0 5(1.1)
Xahiez7 AESIs by SOC and PT, by qusrterand oyerall~SAF population Table 28 TEAES leading to discontinuation by SOC and PT. by quarter and overall - SAIY
population
CD5789 50 Lg/g
soc, PT =45
CD5789 50 g/
Q1 Q2 a3 a4 Overall (N=isy
(M=453) | (M=384) | (M=368) |(M=351)| (N=453) soc. PT
Mumber of TEAES of special interest 12 [ 0 o 13 b s | ey | M asey |ty | Nty
3 h E .0 (%, 2 (2 X 3(29
Fdbjedis wits arly TEAE ot spectal iterat 1 (%) 1228) 103 9 L B9 Subjects with any TEAE leading to discontinuation 13(29) | 2(05 1(0.3) 0 16 (3.5)
Coneral dsorders and adminkeation ske 9 (2.0) 1(0.3) o 0 10 (2.2) General disorders and ini ion site iti 9 (20) 1(03) 0 0 10 (2:2)
A ppiication sfe ritation 520 o9 5 3 RTPE) sile irritation 92o)| 103 0 0 10(22)
Skin and subcutaneous tissue disorders 4(09) 0 1(0.3) [ 5 (1.1)
ISkin and subcutaneous tissue disorders. 3(0.7) 0 ) 0 3(0.7) Acne® 4(09) 0 1(0.3) 0 511
e 3067 o o o 367 [Reproductive system and breast disorders [ 0 [ 1(02)
Mots: Events are summarized by quarler based on study day of onsel date: Q1 =1 1o 89, OZ = 90 1o 178, O3 = 180 to 269, and O = 270 2 a L 1ia2
10 391. A subjectis considered at risk if their date of last study drug application is during or after the summarized period. Events with - Dl
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<IGA success rate>
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Table 4 Facial acne improvement in Investigator’s Global Assessment and change in
lesion counts at Week 12 (intent-to-treat, multiple imputation)

Study 18251 Study 18252
CD5789 50 pg'g Vehicle Vehicle
cream Cream CD5789 50 pg/g cream Cream
(N=612) (N=596) (N=602) (H=610)

IGA, {% Success)
At least 2-grade improvement and IGA 29.4%" 19.5% 42.3%" 257%
of “Clear” (0} or *Almost Clear” (1)

Inflammatory Lesions

Mean Absolute Change from Baseline -19.0° -154 -24.2° -18.7
Difference in LS Means [95% CI] 36[4.9,22] 56[-6.9,-4.3]

Mean Percent Change from Baseline -54.4% 448 -£6.2% -51.2
Mon-inflammatory Lesions

Mean Absclute Change from Baseline -25.0® 179 -30.1a 218
Difference in LS Means [35% CIJ T84, 48] -8.5[-10.3, -6.8]

Mean Percent Change from Baseline -45.72 -35.7 -57.7 -43.5

IGA=Investigator's Global Assessment; Cl=confidence interval, LS=least squares

a) p=0.001 vs. Vehicle
Data source: RD 06 .SRE. 18251 Tables 14.2.1.1, 14.2.2.1, 14.2.3.1, 14.2.7, RD.0E.SRE. 18252 Tables 14.2.1.1, 14.2.2.1, 14.2.31
1427

o ITT Q7oA 28 HolEE A8d WEd IGA 4TES 19 17 182517 19 237 18252)0] vehh
=y

Figure 1 Investigator’s G_lﬂbﬂl Assessment success rate by visit in Study 18251 (intent- Figure 2 Investigator’s Glabal Assessment success rate by visit in Study 18252 (intent-
to-treat population) to-treat pepulation)
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<PGA success rate>

o AT 182510014, AgeFe A F 357 %7t 12520l PGA AFES 243 71ATFY dAAE 25.0%
7} PGA AEES 2438t ML, ITTT 7). PGA AEENA Y A7 Ao (AP-7A)e &4 AEHZ 349
CMH H|2EZ Ag3td EAgS o BAHOR foatgnt (o] = 0.7 %; 95 % CI = 54 %, 161 %; p<0.001).
(& 5).

o AT 182520041, Al ekre] tldA T 426%7F 12530 PGA 43ES S48 72T tdAE 29.9% 71
PGA AEES 2AsAT ML ITTT 7). PGA B &Y AT Ao (APF7A)E &4 AEHE 34
CMH HZEZ Agdte] EAFE u] BAZoz Fo3tdtt (o] = 127 %; 95 % CI = 72 %, 18.2 %; p<0.001).
(£ 5).

Table 5 Truncal acne improvement in Physician’s Global Assessment and change in
lesion counts at Week 12 (intent-to-treat on the trunk, multiple imputation)

Study 18251 Study 18252

CD5789 50 polg Vehicle CD5789 50 poig Vehicle
cream cream cream cream
(N=600) (N=585) (N=538) (N=609)

PGA, (% Success)
At lzast 2-grade improvement and PGA of 35 7% 25.0% 42 6% 29.9%
“Clear” (D) or “Almost Clear® (1)

Inflammatory Lesions

Mean Absaolute Change from Baseline 234 184 25 50 -19.8
Difference in LS Means [95% C1] 25540714 57732, 43

Mean Percent Change from Basefine 5748 =00 -65.42 -51.1
Hon-inflammatory Lesions

Mean Absclute Change from Baseline -21.9° -17.8 -259° -20.8
Difference in LS Means [95% CI 416617 5.0[-6.6,-3.3]

Mean Percent Change from Baseline -49.12 -40.3 -552° 451

PGA=Physician's Global Azseasment; Cl=confidence interval, LS=least squares
a) p=0.001 versus Vehicle
Data source: RD.06.SRE. 18251 Tables 14.2.4.1, 14.2.5.1, 14.26.1, 14.2.8, RO.06.5RE. 156252 Tables 14.2.4.1, 14.2.5.1, 14.2.6.1,
14.28

o ITT Q7oA ##E dHolHE AET Y& PGA 43ES 118 3(A7 18251)F 18 417 18252)9 YEht

o Z47te] oA PGA AFEQ posthoc #4& ITT T ot MI vlolElE Atgste] EgstZEl 50 ng/g
4 1 918 35k Ah AT 182519014, PGA A FES SATHoR o A5 A
ol7} 8 Fak NARE (p # <0.05 95 % CI [46, 13.7]) B F& WE (BE p- &2 <0050 95 % Cle 05 X



Figure 3 Physician’s Global Assessment success rate by visit in Study 18251 (intent-to-

3 5 Figure 4 Physician’s Global Assessment success rate by visit in Study 18252 (intent-to-
treat on the trunk population) treat on the trunk population)
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<Truncal lesion counts>
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of "l duHoz Eom(LS Hi -188), # Zole TAACE fFofSATHLS Hd Aol [95% CI]
-25[-4.0, -1.1]; p<0.001). Wolz=2kl thul 1274 &5 HESA WY Fd dae AFAT(LS B -21.9)°]
gzl vs) AR R OoH(LS Ht -178), #Ae Aole TAHLE FASIATHLS B+ Aol [95% Cl]
-4.1[-6.6, -1.7]; p<0.001).

o 18252 AFolA Ho]z~ElQl tiH] 1254 F% dAFH WHFY] I Fhv AFFT(LS B -255)0 HERT
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Z1Ae HlE] Ao R E=¢om(LS Bt -208), 749 Aol FTAHOE {FOSFATHLS Ht Aol [95% CI]
-5.0[-6.8, -3.3]; p<0.001).
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<Maintenance of efficacy>

o T8 A7 18251 ¥ 182529 EllolEl& 453 WO thAAel tidk 1 I 2hE b B {FEA ATolA 3
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Table 6 Results of open-label long-term Phase 3 study

Study |Treatment Arm [Number Investigator's Global |Physician’s Global Overall Success Rate
Enrolled/ A it S A nent Success
Completed |Rate Rate
18250 |CD5789 50 pglg |455/ 348 26 6% at Week 12 38.6% at Week 12 22 0% at Week 12
cream 65.1% at Week 52 66.9% at Week 52 57.9% at Week 52

Data source: 2.7.3 Table 36

Table 7 Investigator’s Global Assessment and Physician’s Global Assessment success
rates by visit in Study 18250 (safety population)

Investigator's Global Assessment|Physician’s Global Assessment
CD5789 50 pglg cream CD5789 50 pglg cream
(N=453) (N=444)
Week 12, n 402 396
MNumber of Subjects with Success 107 153
Success Rate (%) 266 38.6
[Week 20, n 381 3715
MNumber of Subjects with Success 165 203
Success Rate (%) 433 541
[Week 26, n 369 363
Number of Subjects with Success 185 212
Success Rate (%) 50.1 584
Week 38, n 361 355
Number of Subjects with Success 208 222
Success Rate (%) 576 625
[Week 52, n 350 344
Number of Subjects with Success 228 230
Success Rate (%) 65.1 66.9

IGA=Investigators Global Assessment; PGA=Physician’s Global Assessment

Mote: Success Rate is calculated as the number of subjects with an I1GA (or PGA) score of *Clear” or “Almost Clear” and grade
change of at least 2 from Baseline divided by the number of subjects with IGA [or PGA) data at the specified visit

Data source: RD.06.5RE 18250 Tables 14.2.1.1, 14.22.1.
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Table 9 Overview of Integrated Summary of Safety analyses
Integrated Safety Analysis Set
Safety Pool 1 Safety Pool 2 Safety Pool 3
Safety parameters 2 Pivotal Phase 3 | Long-term Safety® | Healthy Volunteers| Acne Vulgaris
Studies

Subject disposition X x X X
Dlemographics X X X X
Baseline charactenstics X x X X
Previous/concomitant X X NA X
medications

Exposure to study drug X X X X

AEs X X X X

AEs by severity and X X X X
relationship

Deaths/SAEs/AES leading to X X X X
discontinuation

Related SAEs X X X X
IMost common AEs (incidence X X X X

of 21% and =0.5%)

AESls X X NA NA
Local tolerability assessments X X NA X
Laboratory Analysis X X NA NA

Vital Signs X X NA NA
Subgroup analysis X X NA X
AE=adverse event; AESi=adverse svent of special interest; I55=Integrated Summary of Safety; NA=not applicable; SAE=serious
adverse event.

a) The long-term safety study was presented as a stand-alone.

Data source: ISS Statistical Analysizs Plan
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Table 11 Summary of treatment-emergent adverse events with incidence of =1% by
System Organ Class and Preferred Term, Safety population — Safety Pool 1

System Organ Class/Preferred Term CDﬁ?SE{)N5£1|;ng} srea Ve ?;‘I(::l‘:z%r(;am
General disorders and administration site conditions

Application site irritation 84 (6.9) 4{0.3)

Application site pruntus 29(24) 10 (0.8)
Infections and infestations

MNasopharyngitis 50 (4.1) 56 (4.7)

Upper respiratory tract infection 19(1.6) 16 (1.3)

Influenza 11(0.9) 18 (1.5)
Injury, peisoning and procedural complications

Sunbum 33T 6 (0.5)
Nervous system disorders

Headache 16 (1.3) 16 (1.3)

15 S=Integrated Summary of Safety, MedDRA=Medical dictionary for regulatory activities; N=number of subjects;
TEAE=treatment-emergent adverse events.

Mote: This table only included preferred terms which occumred in at least 1% of subjects in any treatment group. Adverse events
were coded using MedDRA version 13.0.

Diata source: IS5 Table 2.4.1

Long-term safety study 18250 (52 weeks)
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2) Repeated AE

Safety Pool 1 : Studies 18251 and 18252
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Table 12 Summary of treatment emergent adverse related to the study drug with
incidence of 1% (at the Preferred Term level) by System Organ Class and
Preferred Term, Safety population — Safety Pool 1

~

Safety Pool 1 LTS Study
(Studies 18251 and 18252) Up to Week 12
System Organ Class/Preferred Term CD5789 50 pglg | Vehicle Cream | CD5789 50 palg
cream cream
(N =1220) (N =1200) (N = 453)
Number of TEAEs related to study drug 222 21 75
Subjects with any TEAE related to study drug, n (%) 144 (11.8) 18 (1.5) 45 (9.9)
General disorders and administration site conditions 112(9.2) 11(0.9) 37(8.2)
Application site imitation 79 (6.5) 2(02) 15(3.3)
Application site pruritus 28 (2.3) 9(0.8) 9(4.2)
Injury, poisoning and procedural complications 21(1.7) 0 6 (1.3)
Sunburm 15 (1.2) 0 5(1.1)

IS5=Integrated Summary of Safety; LTS=Long-term safety; MedDRA=Medical dictionary for regulatory activities ; N=number of
subjects; SOC= system organ class; TEAE=treatment-emergent adverse events.

Mote: This table only included preferred ferms which cccurred in at least 1% of subjects in any freatment group. Adverse events
were coded using MedDRA version 18.0. System organ classes were sorted by frequency in the trifarotene 50 pgl/g cream group.
Preferred terms were sorted by frequency in the trifarotene 50 pg/g cream group within each SOC. The long-term safety study data
was presented as stand-alone data. The long-term safety summary included events that occurred within the first 84 days of
EXPOSUTE.

Data source: ISS Table 2.9.1

Long-term safety study 18250 (52 weeks)
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Table 13 Summary of treatment emergent adverse related to the study drug System
Organ Class and Preferred Term, by quarter and overall, Safety population —
Study 18250

CD5789 50 pgl/g cream
System Organ Class/Preferred Term L oo
Qat a2 Q3 Q4 Overall
(M=453) | (M=384) [ (M=368) [(M=351)| (N=453)
Number of TEAES related to the stucdy drug 50 10 11 2 103
Subjects with any TEAE related to the study 46 (10.2) B{2.1) 9(24) 2(0.6) | 57(12.6)
drug, n (%)
IGeneral disorders and administration site 40 (8.8) 6(1.6) 6(1.6) 2(0.6) | 47(10.4)
conditions
Application site pruritus 19(42) 2(05) 3(0.8) 2(0.8) 21(4.6)
Application site irritation 17 (3.8) 1(03) 1(0.3) 0 19(4.2)
Application site dryness 1(0.2) 2(0.5) 0 0 3(0.7)
Application site erythema 3({0.7) 1(0.3) 0 0 3(0.7)
Application site pain 2(0.4) 0 1(0.3) 0 2(0.4)
Application site eczema 0 1] 1({0.3) 0 1(0.:2)
Injury, poisoning and procedural complications 6(1.3) 1(0.3) 2(0.5) 0 9{2.0)
Sunbum 5(1.1) 1(0.3) 2(0.5) 0 4(1.8)
Drug administered at inappropriate site 1(0.2) 0 0 0 1{0.2)
Skin and subcutaneous tissue disorders 5(1.1) 1(0.3) 0 0 6(1.3)
Acne 3(0.7) 0 0 0 3{0.7)
Rash? 1(0.2) 0 0 0 14{0.2)
Skin buming sensation 1(0.2) 0 0 0 1{0.2)
Skin irritation 0 1(0.3) 0 0 1{0.2)
Blood and lymphatic system disorders 1(0.2) o 0 0 1{0.2)
Lymphadencpathy® 1(0.2) 1] 0 0 1{0.2)
Infections and infestations 0 o 1(0.3) 0 1(0.2)
Skin candida 0 0 1(0.3) 0 1{0.2)

M=number of subjects al risk, N=number of subjects, Q=quarter, TEAE=freatment-emergent adverse event.

a) This event of intermittent exanthema on the face, decolette of the chest and upper trunk was reported in Subject 5548005 on
Study Day 64, on treated areas. It was mild, led to temporary discontinuation of the study drug (for 10 days) and resolved
11 days afier its onset.

b) This event of lymphadenopathy was reporied in Subject 5572-009 on Study Day 55. [t was mild and resolved 41 days after its
onset without changing the study drug dose and, it was concomitant to an extensive fiare of eczema which presented with
swollen cervical lymph nodes related to eczema.

Note: Events were summarized by quarter based on study day of onset date: Q1 = 1 f0 89, Q2 =80 to 179, Q3 = 180 to 269, and

Q4 = 270 to 3591. A subject was considered at risk if their date of last study drug application was dunng or after the summarized

penod. Events with missing onset dates were not included in quarterly summaries but were counted in the overall column.

Data source: RD.06.SRE.18250 Table 25

3) Severe AE, discontinuation related to study drug

Safety Pool 1 : Studies 18251 and 18252
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Table 22 Overall summary of treatment-emergent adverse events, Safety population —
Safety Pool 1

Safety Pool 1 LTS Study
(Studies 18251 and 18252) Up to Week 12
trifarotene Vehicle trifarotene
50 pg/g cream Cream 50 pglg cream

(N = 1220) (N =1200) (N = 453)
Number of TEAES 287 338 236
Subjects with any TEAE, n (%) 331 (27.1) 240 (20.0) 152 (33.6)
Subjects with any TEAE related to study drug, n (%) 144 (11.8) 18 (1.5) 45 (9.9)
Subjects with any cutaneous TEAE, n (%) 188 (15.4) 48 (4.0) 79 (17.4)
Subjects with any cutaneous TEAE related to study drug, n (%) 143 (11.7) 14 (1.2) 45 (9.9)
Subjects with any AESI, n (%) 25 (2.0) 4(03) 11(2.4)
Subjects with any serious TEAE. n (%) 6 (0.5) 6 (0.5) 3(0.7)
Subjects with any serious TEAE related to study drug, n (%) 0 0 0]
Subjects with any severe TEAE, n (%) 12(1.0) 8(0.7) 4(0.9)
Subjects with any severe TEAE related to study drug, n (%) 8(0.7) 0 1(0.2)
Subjects with any TEAE leading to discontinuation, n (%) 24 (2.0) 2(0.2) 11 (2.4)
Subjects with any TEAE leading to discontinuation related to 19 (1.6) 0 11(2.4)
study drug, n (%)
Subjects with any TEAE leading to death, n (%) 0 0 0
Subjects with any TEAE leading to death related to study drug, 0 o 4]
n (%)

AESI=adverse events of special interest, LTS=long-ferm safety; |SS=integrated summary of safety, N=number of subjects;
TEAE=treatment-emergent adverse events.

Note: The LTS study data were presented as a stand-alone. The LTS summary included events that occurred within the first 84 days
of exposure.

Data source: ISS Table 2.1 1



Long-term safety 18250(52 weeks)
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Table 23 Overall summary of treatment-emergent adverse events, Safety population —
Study 18250
trifarotene 50 pg/g cream
(N =453)
at a2 a3 a4 Qverall
(M =453) | (M=384) | (M =2368) | (M=351) | (N =453)
INumber of TEAES 249 il 85 43 468
Subjects with any TEAE, n (%) 154 (340)| 68 (17.7) | 62 (168) | 36 (10.3) |218(48.1)
[Subjects with any TEAE related to study drug, n (%) 46(10.2) | 8(21) 9(24) 2(0.6) | 57(128)
Subjects with any cutaneous TEAE, n (%) B1(17.9) | 16(4.2) | 21(5.7) 9(2.6) |107(23.6)
Subjects with any cutaneous TEAE related to study 45(10.2) | 8(2.1) 9(24) 2(0.8) |97(128)
drug, n (%)
Subjects with any AESI, n (%) 12(26) | 1(03) 0 0 13(2.9)
Subjects with any serious TEAE, i (%) 4(0.9) 0 4(11) | 2(08) | 1022
Subjects with any serious TEAE refated to study drug, n 0 0 0 0 0
(%)
Subjects with any severe TEAE, n (%) 5(11) 1(03) | 2(@8) | 1(03) | 90
Subjects with any severe TEAE related to study drug, n 2(04) 1(0.3) 0 0 3(0.7)
(%)
[Subjects with any TEAE leading to discontinuation, n 13(29) | 2(05) 1(0.3) [ 16 (3.5)
(%)
Subjects with any TEAE leading to discontinuation 12 (2.8) 1(0.3) 0 0 13(29)
refated to study drug, n (%)
Subjects with any TEAE leading to death, n (%) 0 0 0 0 0
Subjects with any TEAE leading to death related to 0 0 1] 0 0
study drug, n (%)

AESI=adverse events of special interest, M=number of subjects al risk, N=number of subjects; Q=quarter;
TEAE=treatment-emergent adverse events.

Nate: Events were summarized by quarter based on study day of onset date: Q1 = 1 to 89, 02 = 90 fo 179, Q3 = 120 to 269, and
Q4= 27010 391. A subject was considersd at risk if their date of Jast study drug application was during or after the summarized
period. Events with missing onset dates were not includd in quarterly summanes but were counted in the overall column

Data soufce: RD.06.SRE. 18250, Table 22

5) AESI(Adverse event of special interest)
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Long-term safety study : Study 18250(52weeks)
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Long-term safety study : Study 18250(52 weeks)
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18252 ATolAl PFHCE FoIHd PE A3s 8460058 (AFFT) A 1252 Aol g
ANgefo s QIgh v st 8537-004W A A FT)7t 271 & (ET) W Al Hag FHb4 s, 8537-0149
QAR AL 27 8 R A B /ARG 017<]<>}L # 9] rhonchi, 8537-018%¥ t/dAH(A @ k)7t =
7] 2 W Al B ASA 954, 5005-007 A (2T 238 Al @Y S7F 3 5011-009 TR
(AzT)e AFHA & TE A dYEd && 2700 BuHTH

A7) AT 18250004 PHAORE Fol G HIFFAQ Aol 1479 A A Ty AlA 7)o BAEATHL B
aE AT JE(79Y), BZHAH), w/A/Z/AF (19), TSAA1H) olHd A TEAEZ RiH it

247 AN Efszde] QTe (TQNE #H7bstrl Hdl A+ 4019< 3o & I+
supra-therapeutic condition(@&#F ©|4 Fo Z7) tllA FYHAL. Zouks 2F AAd T4 FHEo
supra-therapeutic condition®l 4322 T2 + vty A4t b, o £ 429 Eguzds i
e o4& AA(A)e] TQT Aol AHEHALL, 4714 EutZd 100 pg/g 2 (5, 1200 g ET92H) 12 g&
6000 cm?9] 3o A& st o] &FS A=F AN A U AHE zAdstd A&EHE &7 (1289 E
2otz El 50 pg/g AH, F WY 100 pgo EdEd AR 12 v ¥ £ TQT 74 ##d H+ Cmax
£ A Ag 24 stellA EggZEl 50 pg/g AYOE AL HI CmaxEth 3 v =0 TQT AFolA 4
7l A% 240 AHATS & ik AiH o of Ao Ayes Egjyzdoe] AR AT IdFS ¢
7 2g B Y B UgEE At 4 UERT (moxifloxacin)e A w-&3 AFE QT 1H4 A4
Aol tig A5 &7F (EoEd)e FAAA 932 ICH E14 A ot 54 TQT A9 71&S FZ3t
At

f

>

10) EANIA e 2 Aol Ao A

Intrinsic factors

TEAES] T EL WA 0= a9 AAdA AN A & 19 ZAAe} A5 dutros

He] TEAEE Hagk iAo vigol o 3tk 2k 734 shelaolA iz ot AgeaolA o & A&
o] TEAEE 7 d38}% 3, General disorders and administration site condisions SOC7} 2 HIFoH =

A= w o]tk TEAES Q%3S vl 7 shelar(el, 94 vs dA)9 W& Apole #ZEHA F3hth,

A= 559 T4 Yo Z2RYL Iditd o= stojdd 24 dAHIoH td F 19 AFe} A S AT
4 EYuzE 50 pg/g A8 WA HEol 9 w4t 4= 4 55

AET BE T oy A%
B T e AZ4® AF / FHOE BRE A Y4E we oA mEe fuE vzl
AR B ETh A2 wastel, 7 AF FA SATAN AGF D A BF BFoIA I T )

obg ZRojgdo] BAHUT vol, A, A% EE AN Bl FH EFF VoY Teadel uge 9P
& gtk

ANt o2 A7) AT 182500014 AH, ¥, ¥ 2 A, AdF, 1

7

BN
o

395 B kel A TEAES] Wk

Val

A SAF Q7oA #AEH A FAEIATH



Tabl

e24 Most frequently reported TEAEs by age and gender, by SOC and PT

SAF population

Age Gender
SOC. PT 9-11 years | 12-17 years | 218 years | Female Male
(N =18) (N = 268) (N = 167) {N = 226) (N=22T7)
Number of TEAES 18 261 189 253 215
Subjects with any TEAE, n (%) 8 (44.4) 129 (48.1) 81 (48.5) 113 (50.0) 105 (46.3)
linfections and infestations 5(27.8) 66 (24.6) 45 (26.9) 59 (26.1) 57 (25.1)
Nasopharyngitis 1({5.6) 21 (7.8) 26 (15.6) 25(11.1) 23 (10.1)
Gene_r:_el disorders and administration site 2 (11.1) 33 “2.3} 22 “32) 341 5-0} 23 (1 0.1}
conditions
|Application site pruritus 1({5.6) 13 (4.9) 9 (54) 12 (5.3) 11 (4.8)
[Application site irritation 1(56) 13 (4.9) 8 (4.8) 13 (5.8) 9 (4.0)
linjury, poisoning and procedural
complications 4(22.2) 30 (11.2) 16 (9.6) 27 (11.9) 23 (10.1)
Sunburn 4 (22.2) 14 (5.2) 9(54) 16 (7.1) 11 (4.8)
Mote: Percentages are calculated based on the number of subjects in each category
Data source: Table 14.3.10.1 and Table 14.3.10.3
Eor2/Exat
o gamx | TOME/FHSE/ Bolas 20
S0II2 -
T [
§ PK(RD.03.spr.18231)
Pharmacokinetics study of CD5789 50 and 100ug/g cream in Japanese and non—Japanese healthy subjects
under maximal use conditions
14 A48 40l =1 A=SEHS <ots>
18~65AI1(394) 50ug/g A (L=0l) Cmax, Tmax, T1/2,|- 2920t BISS02 QI8 CD57899 Hal Ex&=
as2 = 2=0l, Hlg=e 25 HUACH, MA =0 CHEt
100g/g A& (L=0l) ord o QIEHO Hara2 2L AUAS
&8 AEs, SAEs, AIXMIZ AL |- 50,100ug/ga8e BF WAA0l AU,
100g/g A& (HIL=0l) vital signs, LIRoM IS LMGHX LJA2H, IRIHHAS2 LRE
8 8 TZOA LIEHSHS
1213, 43(29¢2) S04,
d=2/2/0t5
1Y zUS&:2g(2mg/cm2)
Table 2 Mean CD5789 pharmacokinetic parameters (full analysis population)
Period N G T AUCo: AUCo o Table 4 Treatment-emergent adverse events with a reasonable possibility of
Treatment Group (Day) | (Quanti an":;!lLD (:z)l (pg himL) [pg.h.‘erl relationship to treatment (safety analysis population)
. 1 13(0) BLO NR NR NR N
roup = umber (%) of subjects
;ﬂapane;eDCDSMQ 50 pg/g cream 15 13(7) hs%ﬂug 433 0 21;5-26‘87 ?:Eﬂg e —_— Japanese Non-Japanese
M;?:w;m—max\mum 20 134 NRe NRe NRe NRe : meerrgd term Ghayes Subtotal Cng7ed
2 “ 5495 | 44 2059 75103 50 nglg 100 gy &:;’g 100 ugig
. 55 NR: NRe NR® NR® (N=13) (N=13) (N=13)
Group Il ) 6163 | 4040 16-39 7681 Any related TEAE 13 (100) 13 (100) 26 (100) 13 (100
Vemegp o easEn | w5 | w@ | WS | aido | lesw | e Wy o e et 0 1o 169 0
Minimurm-maximum 2 1) 83:52 | 4824 | 49+48 100239 Sceatch 0 77 138 0
SHGT | AN || W0 188 Skin and Tissue Disorders | 13(100) 13(100) 26(100) 13(100)
Eocgii 1 13(0) aLe R NR R Erythema 2(154) 177 3(115) a0
e ) 9347 | 40 49437 102436 = -

-Japanese CD5789 100 yuglg cream [ 15 13(10) 521 4040 16.138 73.201 Pruritus 2(154) 4(308) 6(23.1) 0
Mean=50 h+ m " n Skin burning sensation 177 0 1(38) 0
Minimur-maximum 29 13(9) g g’,‘; é ‘QQLS g ?ég{,g '7'3755?33 Skin infitation 13(100) 13 (100) 26(100) 13 (100)
BLQ=below the fimil of quantiication (Le., <3 gL}, NR=nol reporiable, SD=slandard deviation
# Mean value not calculated because »50% of subjects had BLQ plasma concentrafions
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Extrinsic factors

YT BAMo) FIPEYgon, 1 Ax

B

et Egjut2dl 50 ng/g AH9 E3E Frtets AT FYHA
Z Qs oldd 5 A JellA En2E 50 pg/g AHE A

FsAol k.



Zovke EdBEd 50 ug/g 290l P Q4 A T2 B 94, 23 EE i 2ug ge A
20l U 54 WS 2AsA Lotk o)HF 8T e BN 50 yg/g AU EF EE U6l 3%

< HAA ¥ Ao FFHA

Drug interactions

FEATALY] e AU MAZEL AR 5 Y in vitro 97, 1709 PBPK B9, 1719 A3 A
A AFolA ZAE AT (Study 103918). A 1039182 oJEjd~EL] g 2 g E f

T At EguEd A99 B¥E oyt o= B PKAllE FFE UIAA RFE AFEAL o] AFE E
glat2dlo] CYP3A4el o&l wile &4 &4 g f= 7FeAol gles AFadch AAF

18 g AlEYold AT EREY HolHE A=F tAAdA EREd 50 ng/g AHS AHEE W YA
"9lE DDI= 35 A $eth

Q]

lo

2, in vitro, YA

(o w&
o

o

L
=

Use in preganancy and lactation
HI S Zrvpo A ¢33 e JF A7l Z2EZIvith i 349 AW Agol SFHAARE A =
2] Az o] % 12719 ¢ "Jol LETRAC S )
- 4457 EPvEH w29 QA4 F 4 % (FREIAHIOES ETHY OB 22 A8 HE) 9 74
o =¥ A T 1%,

4z A% o] 3 9 (EdgREe] w28 gaAd 1 8, Al w28 A 2 W), EgvE
Aol A A BF 2ol 9l o 17,
29 tdAdAA e 19
A HE AR ARE & 7

4
A=)

= 9l 24 (F A 25 Efuzd 50 ng/g A =EHA).
Fell - s A 2l 3/ Ee old #
Aokt #o] Qle Aoz TFHUT

o
209 EfuEHAHS T4 Fo Al dojl AUC HuE EUE, o 9 E7qA4e H H7FA

e
[ex

(non-teratogenic) 84 & s b 535 2 98 Hf o =3tk EfyzEs JAE g
1A AT T A 9 gt FHE 53 BlololA 2%z ALHAY AT T AR Enzee =&9
TE dTdAE EYREd A4 A4 =20 2 A% A FAo UER

Eytzd 2de /AL JAFAA AN Adety & F

Gl FHHA gtk AAF o]efo] EHjofel] I A HHE A te & EfdEd -2 YA

ﬂl Aga|HE e,

Fol Egazdo] A=A #F ARE vk AT £ T2 A7 w29 £ d= fEde Ed
FJriEilOl s s ALs Uegt uebr Euzd 50 pg/g A< FF A4 FA me FE 7
ofgth. GolollAl =EE detr] s i Tl AHEE e ksl EYREE 50 ug/g A8 HWHEA gholodt
.

Overdose

WY FRE FEa EEAUDE, O 2T § Ue A%RE 9L 5 glow 24, 94 B 9y 2] 24
T 4 Atk o A% AL ASE FUAL AR} H2E dAA Jteekath A5E AAT A5 AEE
Z 98 Asouth B WY YA vE AY FEF T 4A BPE RAED FUE PAEL #
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Drug abuse
EYRZH50 pg/g AH 2
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7. r88 AT tiF 8ok 7 A
o T83% AT(18251,18252) B w8 B F(18250)= A EEHEE 50ug/gel FEES dASIIHNA 3
=1 ]

A HE4 WANE (U2 1GA 4TE, 924 2 P34 B *) 23717 3%
A =
[€)

N
N
o
l:'o(:
oX,
&

4 37
58 Fp %ﬁnasi %91%& Aol7k WAtk AT 1825204, AFH L MGFA Pl )T SAgHoE
FOR A BRo| 22 AZ3} BF ) 1 FA5} 2 FA) BBHYOW, IGAS PGAE 47 8 T3] B
Aoz felw Aot wasa

FATG (FET A 4 [IGA] € &% [PGA] A5 AFE). AT 182519014,12 Fabol| A o] #nk3
T2 AgfFolA 21.0 %, ZIATFANA 140 %, AT 182520014, Aol A 347 %, 7IAFANA 21.2 %ol A
Hoh =3, AT 18250014 Al 22.0%7F 1253k AWAQl Agol 2L, 5253k 57.9 %7}
B2E 50pg/g AV 19 B ALYS v AAH R A=ES At 9FHYL Tt e A

2

o OMAA E 1 (AT 18251 2 18252)014 AP Holx 1% o] EiE TEAEPT leve)E =X 9] 2}
F(69%), AFFA@L%), 3327%), T 59| 7H224%), 371= HFE1.6%), FEL3%)eIAch =g A7+

1 AFFH(F 489[10.6%]) 012 723 TEAE 3d278[6.5%]), =X 591 7H (239 [51%]), &
X 59 A522% [49%)7F BHAT. FolHor, 973} TEAE AT Algte] Adol whet 433 Z4stgoh
o AL HAEA AT, APFTEE ol TEAEE 01%@9& HRAS #d " olgon, dFH 55 o
g Zau oy HUkE FIA 41 BIARAER(F, TN, 4, A%, 99d/3 80t HUkE P W dFe Al

=
AFoll, F5 28T 7HE =34, 12T77]'Z] A&H oz fasiadnt. 7IAT Y 44 e B7HAE7

o QAbRoIAf HHer] & FAE AFL Ao, dabFel Uik s0ug/gel FHAYL AUHA dgten, B



ol e A8E it 7R FEdPAM FRAZY FFAA Eiyzdo] ErHEz Efvdzd A9

olN

=8 34 9718251182520 M EE|vR2d 50ug/gaB e 13 GH(IGA AF, AUl 454 2 vg

A BEE) 923 FF(PGA 43, A 44 2 HESA BHe) FEAS BUekla, d71825100 4= 714

o} Hlwate] AZ(IPG) 98% % EEF(PGA) 107% AN 8AFY AolE BT, AT1825210AE 7|A ¢ ¥l wate]

@E(IPG) 16.6% 2 EE( A) 127% ABAETY AolE HAn. =A2#A = SA% 7|4 Be floF At

o 10%% ztel7t YW YA uiyt Ytk g§(Management of acne: Canadian clinical practice

guideline, CMA], 2016) 5 AAAFATE FolA T2 dF D 5% =g A8 Hole
7

PFH o= oJust g A

- B3 odEge T RAg o R AV srE Basty 1d IS A7(18250)2 A EEuEEl 50 p
2 FAF A 266%, 52 FAFON A 651 %olAoH, PGA BFEE 12 FatelA 38.6%, 52

7beted Ao R ofugle MAE BAFQTh AEHARl AFE(EYS tdAdA IGA ¥

AE)e A7 12 FA 9 52 FAAA 220 % 2 579 %ol oJF 2HHUT
=]

_T—[_i_
9Z B B0l FAW Aol AT A5G B gt oloo] 9IS ek

>

WA YFES 29,

- 9N o9 FAel IFF FF HEF ANEE A% F2AEAZA EYRZHE 50 ng/g AHL 349N
(18251,18252) 2 a4 714 tiv] BAA A& HYom(p<0.001), 13 F/NHE AF(18250)8 FaiA w2
AEE 127(22.0%), 527(57.9%)= UHEHATE a8 T4 FNE, 34, 27 A5, Aagd, 4o 2
H718 40l dom, olg Fa dEHxolEdA BAsE AR dHFl Aow fAoA AHHg Tho| (o BEA A
& AP A= =F HAd F 4%, LSS A & AFstd AT davt doH, AN FAH
ojejo] gjote] HAHAPRT £A o & JAFde ALdAAME dHY, FHF AEA JHEd EggEdS
S8R gofok Firt



66. 71 LA S
o [¥H6] ATYAAR ol U AE 2 AuAFE 2N [ 0235, nE wel ‘T4 EEF R ALY
v Az AN EHE JehA g oFF o A9 g eg HE tafo] oy,

o Ry HAAT A P TR, B, A2 ARG, Aol w4l 2 A7 GHOR U

o 2:0k9-114) 8] ARGl thE EFEAE studyl82509] 4F52F °FEEA AR At PBPKE AEdH3 o,
9-11A41¢] =27k 1217418 =&t 07t dloH, A o' dFE =7t BLOQOISO|BERE HAlxZ9|
AP A9 e Aoz ddEy yold @ Wepgo Teadd orgle IFL JANSEE £0H9-114) 9

7. 2l =2| ALEZE &ol
o FDA AKLIEF®(trifarotene) cream, for topical use, 2019.10.24
o 7yttt AKLIEF®(trifarotene) cream, 2019.11
o X} AKLIEF®(trifarotene) cream, 2020.02

Xz

i
ot

8. T FAIM Ente vjwHE A Gl oJtESe S4o HE A=
as O0t=22/Z3&0.005%(Ec|m=26l) CIH &l 200.1%(0CHEZH &ll)
55 | oM 049 22 B2 820] U= 01C=0] Xz | 12Al 0189 Bi%, 2a, =%Jf Jels= 6iC=9
=i 243712
SEE R0 AL AZAZ OS 12 13 NIl | #2S W20l M1 AXAZ = HE o 12 |
AT 22 S0 0SS 20 YA TEEC =D Y%, HY, DFEHES LGOI HES 290
o BrECH
S 9%, DO MBS =S NS
0% X20] UEILUS T2 S48 S0/LH0, 2
=3 Of 8 $) XIRE ZCECH K20 IO CHA
22 SE 42 Sl IRE AIRE & UL
4 ~ 8%° XE B0 YA IOl LIEHLID, 3%)
2 0| FIEXO HH0l LIEFE & 2UCH 3
Sob 2o BXO JHH HEE TGO a0 O
S0l LIEFLIXI o= H20ls EXIst
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