cRAw FERREICET S EH

ARERICEESE IN-BRICZ S EFNERUVRNBEOEFEIE
LA 727 —<IK%RASRIZERETHLDOTHY . H%E
WMEBEFERALUNOEFBMICFRAT S LIEITESE
A,

LA 77—k &4t




ARy ROERE

FT1IE (EPa1—)L 1) : HEZZHTHEFHREUD
BT XZEIZET A 1ER
15 HEEXIIHEROBERVRHFEORE

LA J77—<HhEt



1.5 EIFIUIF RO R B3 Ok
R~ b O

1.5

151
1511

151.2

15121
15122
1.51.23
15124
15125

1513

152
1521

1522

15221
15222
15223

1523
1524
1525
15.2.6

153

B

TS ST S D FRAEE B ONBHFE DBRHE .o 6
BUERBRAFE DRI ... 6
P L 0DIT s 6
S PERZIEIRIE DBLIK oo s 6
e HPERIE D TTHE KL U oo 6
S IR TRIR ITTE oottt 7
EMERE 2 X2 DAL RAT 2 A RAMVHBIOIER oo, 8
SMABIEEAT D FEHE oot 9

MR e 2 2 v DeAARFIKL O AT v A R4 RO G R R R
FELITL oo 9
LEO 90105 DFFIR E DL DT 1ot 10
BT DDIEIEE oo 1
LT BT 2 BBR oo 1
FERERIZ BT D BRER oo e 11
FERERIEFEERER .....coooee s 11
FEBG IR N FETRBR oo 12
FEPERRBR oo 13
BFRMHARY A 7Ly — 1L AT T VLT —TF L DFM i, 14
SMENZ IS 1T 2 BEIRBHZTE DFEAE ..o 14
HARIZ IS 1T 2 BRPRBAFE DFRIE oo 14
BRIR T = 2 7% I =2 e s 17
BEZE TR covevveveereee e 19




1.5 EIFIUIF RO R B3 Ok
R~y L OHE

% 1.5-1
% 15-2

BT — 4 < b=

BRE » IR L OHIE « FHE (B e




1.5 EIFIUIF RO R B3 Ok

R~y L OHE

151 v©73I v Rk

1.5-2 BAFEDiEHEX




1.5 EIFIUIF RO R B3 Ok

KA hCHRE

BE—k
&= A A:E BEE
MMP ~h )y AA T aTy —8 Matrix metalloproteinase
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15 E#EXEIHFEROBERUVHEEOREE
151 HGFFEOEHN

1511 @FLsIc

LEO 90105 I, {HMAIE X X Dbk CTH DNV AR MU A —/LKF 52.2 uglyg (v
RBPUA—LE L T5.0pg/g) ERIBRERLEY (LT, AT A R) THIRZAZS P
Ir A T ATV 0.643mglg A H AT AEAHITH Y, LEO Pharma A/S (7> ~—7) THi
I,

LEO 90105 ® 2 DDA X & HIZ, FHMEERHER OF —RPE L LTI S
TWb, BHARTIE, ALy R MY A= (HEKY) X T RARRy 7 Z®E 50pglg) & LT,
BAB o 0TFa A B AT VL T o 7r®-DP#CE] & LTlilkEnTnd,

LEO 90105 i, =H Mgl xt9 24 M & LT 2001 4F 10 AIZfIHCTT v~—27 CTEHish
Too AFNT 1A LE] HETICEMA L, HERREHIFRIT 4 @O METHRR I TR Y . KNG
ELOHEZIZ LD ET LN DEICB N THIRIE STV S, 2005 21X, BRMSS A F-
T SNTERRRBRT — 2 2R A L, KETHEBHFFEEZITV., 2006 FI2KGR Sz, 2014
B (KR 26 4F) 3 ABIE, AAFIL, 97 » [ETER S TE Y, Dovobet® ointment, Daivobet®
ointment, Taclonex® ointment 72 & ORRIEA TS LT 2001 A& (“FRpk 13 4F) 10 A5
2014 4 (PR 26 4F) 2 HE CITiA=— A & Lﬂ@iﬂ—xb%jﬁémﬂ\é (4 % 1)
POMRGEEICESE R |

HARTIX, BEEMRABYERERE 2 x5 & LIz LR (MCB 0901 3B & T8 MCB 0902 7t
BR) | S ERLEEERE 268 L L7 LEO 90105 O A ik i OV et 2 st 5 E S kB
(MCB 0903 i) K& OFEMEhREGAER (MCB 0904 7R) 73 FEhii < 1v72,

1512 SEHEZELROTIK

15121 SEHEBEORERVES

SO VERCREIL, S - RIESUES & RE AR OB & L R 2 FH M &+ DB ENE AL
BB Th D, RFOFIERIT, FHZRALEE & BRI TR CEON - REORR (R R
) ThY. EROMEBEENH L CREAMMROSMERREEIND Z L TREBBEL, &
SICBRE L= ARef{bofmERIcEbND Z LIck>TAET [1,2] | —AICHAR & R % i
o

WA CA DAL D 0IE « SIESUGIZITTEMEL T Al (Thl KO Thi17) E#PikHRE (Tip-DC) 23
HEREHZRZLTWD, 20 T MOk - BFEICIIBRRIdDOPEAET D94 P A
(IL-23 OV IL-12) 2SBMR L, ML S 7z Thi7 OFEAET 2 1L-22 KOV IL-17 BEFE AL O
O & AE R A 7259 [3,4]
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WRED IR BICITHIRZE N RAFEEZNH L L \WbivTW5 [5] . BARICBWTIL., WEEOA
JRRIZES U CAREM TR ZDE LRI E ST TWZRWN, BRER IR STR S 7=l o
BTNV ONEEINTEY ., EROFAMHFIIAD 1000 A 1~2 ANET2HE1H D
[(6,7] .

1.5.1.2.2 SEMHEZBEOARERE

BURE R Tl HRORIARIEIIMSI L TR o3, BIECRBT2HEETHD Z L bInKILE
Wizbz, ZOBME, B, IEE, BEORE, %5 R EOAIHEROERH TH D,

REME SR DIRIE IR Z L, WREOREL, WAEOEAL, IR, BARAER, & 0HE,
AR OZNER, S DITIXERMOAEE, BEORFNER R ENBEINT ETREESND, T
bbb, ETOREITHIGTE D XD RRMIBFEFEL VD bOIFRL, lx DBEOEES
SER A B L, 1B R D il T oH EFERRBBOMRMEZ S/ NRICH 2 7 18R IE IR S
N5,

IR ITIEE, SVARE, JERIRIER OB ERIEOREL T T 32950, TNThots%E
x. WAL, OFRER Efe O TRBREN TS, BARTIE, ZEICE L T <2001
DR RINTNDN, BUED & ZANABIEICBET 204 R 74 3720, EFE T, iR

2L REREHEHRICH LT 15-1 IR E T 2 v FRFENRE S TS [8] .

A= 2 A B

AR v
(MTX)
//! VF A K \\

bt %878
Narrow band UVB, PUVA (bath PUVA)

(sequential therapy)

EHI Dy AR AT a5 3

K151 ES v FitE

ZOET Iy REHEIFZFHREBIZIE U T 5 b | i FEIIIEMA B X X Ds AR A
TaA RAHFTHY, RNTHEEE, LT /A R, 7 axR) . & L TEZERNREIO

HWHONAIZ I L TWD, 20T 2y REHE I, AVHANT BIChrE 3 51650 L 0P
ARECTH D, BIEDOLHAIIANAAIO AT, FEEL BT eFRIECHMIRIELZ O L CiRE%
19 [9] .
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BOREICRE T AANVEIE L LTk, Do TR T 1A RAMVERI OB EEIIIC S > 7208, 1E
PR e & X DeANHBIO B, thx 22O ABHM L, B7ECIREMR e ¥ I > DS A
FNEAT oA FARFAIE & IARIEOTLER>TnD [7] .

A RBME CTRIEDZGITIX, A7 v A FAHARENR X I DestHAIZ WD Z &
WE—RINTH O, PEIEN D HEIEFOIEFICBWNTHL L0 HITEAR L5 [10]

KIE R ER L, 2009 402 TREHE R OBIEE PR O IR EBICB T2 A Ko 100 %
KNELTEY, 2OHT SMNIFEC L DHOIER EEBIZET A FT 4 [11] | 2R
ENTWD, ZOHA RT7A Tk, HAARIECOWTIE, 2T uA RISNAANS & 5 olER
WOENTHDLN, Kb TIEEDREOE AT A FAHAANTEHE O T LIvEKR S
T (2~4 #RE) L@L@ﬁE\ﬁﬁ&X?m4F%ﬁﬁi%V®ﬁ%fibibi%
HIMICOZ O ERENTHWE Z D, BEOAREMENH 2EWER 2 R WVEECTERT L2
BEZEBRSBETDIIENPMLETH D, S OITRIIZOI HIEHKIC kmfiﬁﬁ@17n4
RAHFN D DA DI ~DE X2 IAT v A REGHT AN T 2BEA K Mx oD
KO EWEIERE OGN D L EAORFERAZET & Tho, IEEME X I Dy SHANL
LF A RARAII I N =a— ) v A v B X —L 0o 8B 2 WD FIEITAER TH
Bo | EIRRBENTND,

1.5.1.2.3 FEHREES2 Y D3INNEBEIRVCRTOA FAREIOER

EHERE 2 X DaAAVHANT, 27 rA FARA L & BICECAE CASEH SN TN D
ANVR N A— N EF LD ETHIEHE X 2 Dy SNVHBI OFHE~ DR I BT & L
T, KBGO CFESME M CEaEmbIEM [12] 2z, RIEMEY A A A CFREEM [13] |
TR M= AFEEM [14] | SN T HFEE/EM [15] Je EOFEIEMIC X L rTRetE s s
INTWD, HEHERE X I DeAMVHAIORER & LT, + 722 RAEBLE TITRRHI 3 030 %
ZEMB (R EG DT DTN 8 WL EE) | RETORBER, &l v AffER E
ﬁ%f%né[m]

HRHARICIIT 2 27 v FARANT, FIRIEER. SeZmmsER ., 7775 7 %A N s
Wﬁuibﬁ%%%kgﬁk%zgﬂéoik%ﬁ%@m@%ﬁﬁ\ﬁw%®¢%¢%%%é
[17] o LirL, A7 uaA FAMAITIIRFEDRITHGR SN D b OO, EZEM, Wkl 5HRHE,
EHMAE LR E ORI REWEN 23884 5, ZHSEWEM IR (strongest) 7 7 A * X
T A RAHAITIIEA% 4 BELRE, FEF 2T (very strong) 7 T A*D AT 1A RAHHFIT
IXEAR 6 HMLIRICRIT 2 AEEARm T2 L3N Tn5b, 7o, 2MORIER & L CRIF
FEREREDMEINH D2, Zhudihs 7 2Tk 10g/A ML L, FEFICHAIZ T ATk 209/H LL
FECRBTLIAEENSEED L SN TWD [18] , HMIIHHIND AT uA RAHKITHSD 7
BARE ) — LT a EF VR AT VR OGS ENDIEFITRIINE AL T et VBT A

* MRS RE L FIREMER OMIIC L > T, AT A FAAEL R (strongest) . FER TS (very
strong) . 7 (strong) . TPELEE (medium) . F3V (weak) O 5 B¥f¥ICHBELTWS,  (HARSRZET b
—VERERIGATA KT A L)
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TOOPRASCE TR, BEARAEARNEROHIZEBWT [KREXIRMICOI 5 AFHEOMA] (2
ONWTHEBMEINTREY, 20X ) RlEHIC X DHNEE, $%EANREORESC FER - {5
BUERBEREOMENC OV TERINTWD, £, AT A FAMARKIETIE, TIEO Y AT
FHREEE 22> TW5 [11]

1.5.1.2.4 S\ABIZERmDERE

SARREIEIX, RHEROE —RIRTH 503, Kl Tk, ZOSHFEERERPBEZEDOA L R(IC
o TND I ENER SN TV, AMHAMERIZE 2 A LA, BEOAEIFOE (QOL) # T
F25-RTHAEZ T TR, avrFIA4 7 v AR TRBELEDIETIC RN D EERKFT
bD, NG [19] 1%, HREEE KT 57 v — NHEORERZ I, 1BRICET LA MLX
LT, ARRIEBT DT AT OO, SAHFNC X2 KIROTGIL, BE TIHERISH) D5 R 72
ERHDHEWMEL WD, Fo, DS [20] 1%, SRR Z 21 T D4 RBE 2 A FIEA
B ONWTT 7 — R T, 1 H LEZRWLIE 2 BIZ 1 OBAREBNEENTHD L)
WRAPEHLZEEZREL VD, ZOREOHF CIIREHXEZREAE KOEOHHE THEEDI
RAEAEZIIN 7THOBET LA LEOATHL EVI ZEbBRENTND, F/o, SHE
T LA 2[EOAHAIOBAN TE CWDRF IR E W T—2 85D [21]

1.5.1.2.5 FHRER Y D3INAEBIRUVARATOA FABEBIOGRERRORER

ARIEO R T, HHRIE ¥ 2 Dy AMVHAIE AT v A RAMVAFIDOK 2 OF| & A7) LTl
FlZRERT 2 2 sidd el awn, IHERE % I DA E AT a1 RAVAFI OO A
TiE, IEMR e X X v Dy ANVHANC & 2 R MO BEFEIMHIER &, A7 v A4 RAVHANC L 25T
RIE - FIEIHERIC X 0 BOWREHER A2 T~ T B2 65, I HIZ, AT A RAHAINTE
PERIE & X DaAVHAINC K 2 BE ORIBE Z B8 L. £ e 2 X 2 DesMVAAIOOF-IC &
D REIWER OGN KREWAT oA FARKIOEREZ D SE2 Rt LE 2 bhd, EREIC
AT uA RAHAIEEER e 2 22 Dy SNHFIO OGO FIC OV Tid, BN OB DN

IRABR CHERR ST\ % [22,23,24,25,26,27,28]

TEMET e & X 2 De VAl E 2T m A FARAIE OPFRICIENW D00 FERSH Y . O AT
m A RAHAL RIS E X X DAV Z BT 5 H1E, @FHITEMER e % < DAl
RWATL., - BIZRAT A RAAAIZBATT 20505, OEEE, OFARICREA LB+ 50
B, @HONLDRA LI OEWST 5 LR ENRFT s [16]

TEMHER e X X > De VAN E 2T m A FARRIOOFRMEH TIX. W ERBAIZ L2 BED
ﬁﬁ%?<b:yf?47yx%ﬁ@ B ROUBICORTENEEZ D ENEETHD,
SARBEICR T 2 AMHAZRB L, BEFOIBRAFIEEZB R 1238 LW BEE ST, ATRERR Y &
ﬁu%ﬁéﬁ%&@@@%ﬁ@éﬁé;k\&E#L@ﬁ@@t&:xih%ﬁﬂk%?m%F
SRFIE LG LI BRAIBAERA CTE 5 L5105 2 L BRUETH D,

H O LOMAIZEA LZRANL, FEMEO S 721 TR, i O EN D S Z D MEMENR
BOLID, /N [29] X, FHEIEMERE X I Dy AVHAIE AT a A RAHABIOIRE % DEH

9
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HOFAFREZ R L, RAET 52 LI XV BFEROTmMET 2 & 5 RBIE A & Hlr S 24
HEDENROLZEafEf LI, £ SAAETH IV TR Y A= & 2T mA FAAH & DR
AIZBNT, A7 uA FAHAIOFREEIC L - TIEEM E 2 X 2 Dy OIEENME T 5 2 LR
SNTWD [30] , 26D b, EMBHL IR THAMAZREET DL Volc ki
RAETHT 5 _XETHD, MMAT, ERS L ITFHAENZ L DEELTTITB T, E~DH
P72 EDIRAD P REMECIRERY 22 LT DS S LTV RN E W o oA b S 2,

151.3 LEO 90105 MEER EDHIED 1T

LEO 90105 1%, /LT AR b U A—/L b AT u A ROMIGREMHFT 2864 & LTI
77

ANV R M)A — 2T aA ROPFRABEZRGF LERIIEZARINTEY, 20D
XAV AR Y A= EOPICEYI R AT B A REZRIRTAHEOSBI Sz, WHO 3% |
C [moderately potent (WHO group I) | IZHFHSND AT A RETNTAR Y A —LOHF R
HTIE, VTR BY A—VHEAIO 1 H 2 [BEMICHET, FRICEWAEIETI RSN o7
2% [22] . Tpotent X% very potent (WHO group Il (% WHO group IV) | ([Z0HESND AT 0
A FEPH LSS, ARICEWEDMEZ R LTz [22,23,2425] , —FC, JFHIC L 26%E
HEOREII TN bYA= VHEBIBAAIC D72 < [22,23,2425] | FOREMET 0T 7 A
ST AT v A RHEFIEAGOYE LRk CTh -7 [25,26] .

LEO Pharma A/S (7> ~—72) Tix, SHEMEREHEHAIE LTAT n A R EBEIZH#TRI%S,
B L TWe VTR B A= E DRAHOBRBIZEF Lic, XX AZY IV 7abed U B
AT X Tpotent) 2B ENLBAMEREZAR L, AT OBRKOSG T EH S, o~
B ABAEEZHEB L WEEEEZ BT L2 EnbBIRENT, o, BAFIOBBIZH -
D, ENENOEA RS DREMEICEE U WEAIZH L7z AR Lz, A R A —
JVKFIIE, S E VLR R D AN 2 C 2 O ZEF R O 26 L CilE g 2 BRI M &
ALTWDZ LML LTHW LI,

LEO 90105 (Z#iFF S L 2 BRI FPEIC DWW T, UFD X 91IcE 2 %,

1) PERERIC L 2 At - Zattom b

2) R R B C D fifi 5 7o

3) BATRF R ORI 2O T 2 LI K 2 ABIEIC L 2 A N L AORE L BH O =
Y FIAT o ADN L

T group I: weak, group I1: moderately potent, group Il1: potent, group IV: very potent
10
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152 FHREOEE

1521 HKREICEHYTIHER

-ﬂw“ mc:%%énf:ﬁ/vyﬁ bUSF— (A Xt AEE s aw N ST
4 =R Nk a~ 7T 7 4 —OREBR I kR I, -ﬁjwv“/ﬂf’ N U A — KR L
BAN DB K OFRBR T 1EZRE LTz, £ OB K OGUR 15 2 A F O FERE I E > TR L .
A A3 R 7 @il SAFRRI & O BERBRIEICHE V. HARIZIS T 2 RS O o0 Bk B OVGER
FEERE LT,

BB, JFEONREZ A Z Y DT F B AT VT A AREE T ICHES TS b0 AV, R
ERGRREEFIHT 5,

JFSED F1 VR N U A — VKR e OMBAI 0 22 E MR 3 COME TS L7, JRIKIZ DWW
TITREHIRFRER, IR, LR EERBR A OWERBRZ E L. Zh b OREBERICES N
T, UT A MARIE 36 » A LR E LTz, AN O W TII RIS, PREIARER, IR,
Se2e EMERRER L OME AR O EMERBR 2 £l L 72, ZHE TG LN TV D L2 E MR BRIk
ST, AAIOAZHIFILEIRT24 5 H & L,

1522 FFERIKICEEY HEAER

15221 JEERPRF A BR

1) HHhEZEHTBHHER

ANV B Y A= VITEHER e Z I De gk e L TR Mb TRy, HHEREeZ I D
ZRRCBRMEZ R T, ZREEHEAETD2Z LT L 0 HIREEEEHER A0 E SR E R
AR EFREAE- ., Th1? YA M A VHEIER R OE 7T NREER 277 2 & iE S
nTw5 [31,32,33,34,35] , £72, 15123 HIRLIZEBY, {EHRE X 2 v Dy 8k T,
RIEVEY A DA RHEER. 7R b— AFEMER . HIEWE T MAEEEIEN 722 £ OSEBEH 2
WwEIh T\ [13,14,15]

—h, RERAE TR L VBT AT VIERATRA RTHY | HERESHYET LT
SR IRPURIEIEYE A R LTz [36] o 7eds, AT v A Rk, EICRIEMREMET A NI A o ORIENE
AT 42— —OFRBEMEIT 22 Mo Tnd [37] .

TN R YA — VBRI Z A 2 DT a B T AT VERE L < IZmEGER o
bt N Thl/Thi7 MOk Kk OTEHEALIZ T 2 EH A2 55 RGO Thl /Th17 oA A
BANETSZ LIk 0mir Lz GRBRE 5 REP-PAL-2012-01) , A /LR b U A —/L AR A
AL T a A VR AT UL, W LE Thl,/ Thi7 a0 /b ONEPEAL 2 VR & bl L
THBIZIH U=, £, WABEHIE Thl,/ Thi7 Mila o430 K ONE ML 2 3R & beills L T RIS

11
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ML, EOMEWERIZAI NS R R A=V UIRF A XY DT a e VR AT VBB S
L L THBEICHRN -T2, KRBRFERENS, WALV R NI A=V e R_RE AL T aet
e 27 VORI, SREORIEICIRS BG LTS B2 LD ThL, Thi7 %1 B A VA
BB & g U C R0 RSl D 2 E R E LT,

2) BIRHIZFEEAER

SRAAT A RENIREEOERIER L CREEMEZ R L 5 5, SMESFIE & OV (ki
TO N WTaas—Fr < )y s 2x2a7asT 77— (MMP) -1, MMP-3 KUt 7L
VEBPEAEBEERIEE LT, AN VER N AL ERE X 2 T a v A g AT Vil A OF
WRF D R JEZAFIER 2t L, B SR O/ER & el U7z GRBR% 5 REP-HND-2012-03) , %+
DFEF, NH AL B ORI ST R EERR ISR 5 N1 A~ — T — D kX, v
VRN A= EHATDLZEICE VIS ND Z EAVRIRES T,

3) REeMEEHER

TR B A=V AKF XAEZARE A B T a B T 2T L O EAI 5 T O e gE
Har Ny 7 ) —42HRREEEE LT, ROKGTEMB L, DR b A —Kfiwk
URZ AL T aF VAT VEREZ T v MIROEE L& 2 A, RaR GRUBRE
5 20030646 PCR T 20030648 PCR) ikt % (RAERHE 7 20040440 PGR A UF 20040441
PGR) ZHkT 21ERIZA LN 2Tz, FTo, ANV EKR MU F—NVKFPROIRE AT
BEF BT AT VEFIE A XITEAEREG L, TV AN —ETHELLE 2 A, BRILE,
ECG. DA%k, X QT M@/ ELEB T A =2 2T 2 ERIXA LR o1z GRBRE =
20030645 PCC & U* 20030647 PCC)

1.5.2.2.2 JEER R EMENRESAER

LEO 90105 DRI IE, SH-DI VR N U A — / REZXAZ S o TaF BT AT V&
OHNLYRRY F— ) 3H-RERAE ) DT aEF VBT AT LV AW~ AT AT
Bt LTz, WOy RRERIUEIER 1272 < *H-LEO 90105 @ 6 REfHEAR T DOFE I
X, 7 v b GRBRE S 205018) THREEDK 10%, =74 (&S AME/03/01) THI 3% T
b olo, EREMKERF T 12 FFHBMA T I b & 5ED 1%k CTH 72 (MCB 9901 NL K
BR) , =7 X T® 3H-LEO 90105 R EHLR DI N VR N A— IV ORZ X L o7 a e
FUBT AT O FEYERE I TN ENER R, 7y bTIEW T b ERYEET, 7> b T
OFERITHAE ST D HEAIRE & GREOPE - —F LT, £72, 7y RO =7 X TD
FRNEE GOV R N Y A= VR ORZ AL T a VBT AT VT E bz, fiET
DD DLW RE R Lic, 7 v NOMBRSAARERCIL, Bl& OV Ci b @O g e 3 9
aiz GBE S 205018) . In vitro [RHFERBR TIIA ALV AR MY A — NV R ORZ A Z Y o
nEAFUBEATVINT b LCEE (YA, Ty b, UHF I=7%) KOk R
DRF S9 Hi/3 I Lo THLIRH SN, WALV R M) A=V RORE AL T a A g
T AT NVORH T 07 7 A PEREGIC X DB T A bz o7 GRS S MET/03/01) .

12
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LEO 90105 D##fZ #5512 & =72 TO 4 HEEGEERER GRS TTOX 0202) @ 14
Eﬁﬁwgwﬂ%&ﬁﬂrﬁ%(ﬁﬁﬁﬁw%m)@8 Hit N~ 7 2T 13 38 3 G- 3
B (FRABRZE S LOP0058) @ 43 HIZ5EHE L 7= TKEER Tk, W oIz Wb IiigH v
VIR R UF =NV ORI AR T F BT AT VL E bICEERRARM TH -7,

1.5.2.2.3 SHHER

1) LEO 90105 M4 Ex

LEO 90105 D% iz b-mtEakii & L CLL T a2 ki L 7=,

~ U 40 FERZE S LOP0051) KU 13 MM i & 5aklr (GUBRFEE = LOP0058) T, ¥
AR VT aEF R AT VORI OFEHERICEE L e RS MEFMENFEO biv, WAVTR
N A=K % EE 2 b b 2HERITBE S Rdolz, =74 4EMKE RS
(FRERE 75 TTOX0202) ~CITEE O RERIRMENBIZE S =n, 2 EEIERD bhvieho T,
S=7% 9 AMBRERGRER GRBRE 5 48576) TIIRZ A XV V7 n B o 25 LT
BRT 5 & A DN DEIBRE RO EOEMNBIE S e, Eio. RIERMYE LB KOv
AR MY A=V ORHREFE SRR T HRE T T APRIE OGRS bz,

o R AR GBS LTOX/98/05 & (Y LTOX/00/02) Tif, FIZH AR kY A —

VR T 2 & RO R ERRRME (L) | ¥ A XY o7 a b d Vs AT VICERT 5
LB BNDRFEOIFE LB BIE ST,

2) ALIRE)F—IRURFAZJ o OTOEA VBT X TILOEMHHER

TNTR BNV A=V R ORE A Z Y o7 a e R A7 VIR O A & L TIAL
SN THY, I E THx OFHERBEERBRICL VBTN T a7 7 A VRPN INT
W5,

AN RN A= VKT U T2 330E L 72 5 Co~ o AR AR GRERE
75 01-2731) TIEHENA U 27 OEMEZRT I RIZA N7, ARG TDT v MR AK
PERRER GRERE 5 KLMO0053) i, FURERO C MRS (CEICIRIE) K ORIE o RS Gl
JEDOBEREMNBIERINT-, ZHOHDREII N R M) A=V OKBIEHICE#ET L EEZD
ATZD, ANV AR Y A — L OREFPIRE 23 1T DR ERINGERIT R 5O 1% (MCB 9901
NL 3R LK<, B R TOU R ITRWEE 2 bivlz, SRR GRUERE = 1202-031)
KOz e GRUBRE 5 VBE00002 & T VBE00003) (2T R b U A — LT 5RIMER
FRENC K 2D AR Z 35563 5 ATREME D RIR STV 5,

—Ji, REAZY T a O B AT B U FE i LR ARG TO T v R AR
PEEER GREAE 5 LOP0071) M OMREHE G- To~ v 2N AEMERE GRABRE 5 LOP0072) Tl
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1. NAME OF THE MEDICINAL PRODUCT

Daivobet 50 micrograms/0.5 mg/g ointment
[To be completed nationally]

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One gram of ointment contains 50 micrograms of calcipotriol (as monohydrate) and 0.5 mg of
betamethasone (as dipropionate).

Excipient with known effects:
Butylhydroxytoluene (E321) 50 micrograms/g ointment

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Ointment.
Off-white to yellow.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications
Topical treatment of stable plaque psoriasis vulgaris amenable to topical therapy in adults.

4.2 Posology and method of administration

Posology
Daivobet ointment should be applied to the affected area once daily. The recommended treatment period is 4

weeks. There is experience with repeated courses of Daivobet up to 52 weeks. If' it is necessary to continue
or restart treatment after 4 weeks, treatment should be continued after medical review and under regular
medical supervision.

When using calcipotriol containing medicinal products, the maximum daily dose should not exceed 15 g.
The body surface area treated with calcipotriol containing medicinal products should not exceed 30 % (see
section 4.4).

Special populations

Renal and hepatic impairment

The safety and efficacy of Daivobet ointment in patients with severe renal insufficiency or severe hepatic
disorders have not been evaluated.

Paediatric population

The safety and efficacy of Daivobet ointment in children below 18 years have not been established.
Currently available data in children aged 12 to 17 years are described in section 4.8 and 5.1 but no
recommendation on a posology can be made.

00243284 V7.0



Method of administration
Daivobet ointment should be applied to the affected area. In order to achieve optimal effect, it is not
recommended to take a shower or bath immediately after application of Daivobet ointment.

4.3 Contraindications
Hypersensitivity to the active substances or to any of the excipients.
Daivobet ointment is contraindicated in erythrodermic, exfoliative and pustular psoriasis.

Due to the content of calcipotriol Daivobet ointment is contra-indicated in patients with known disorders of
calcium metabolism.

Due to the content of corticosteroid Daivobet ointment is contraindicated in the following conditions: Viral
(e.g. herpes or varicella) lesions of the skin, fungal or bacterial skin infections, parasitic infections, skin
manifestations in relation to tuberculosis or syphilis, perioral dermatitis, atrophic skin, striae atrophicae,
fragility of skin veins, ichthyosis, acne vulgaris, acne rosacea, rosacea, ulcers, wounds, perianal and genital
pruritus.

4.4 Special warnings and precautions for use

Effects on endocrine system

Daivobet ointment contains a potent group III steroid and concurrent treatment with other steroids must be
avoided. Adverse reactions found in connection with systemic corticosteroid treatment, such as
adrenocortical suppression or impact on the metabolic control of diabetes mellitus may occur also during
topical corticosteroid treatment due to systemic absorption. Application under occlusive dressings should be
avoided since it increases the systemic absorption of corticosteroids. Application on large areas of damaged
skin and under occlusive dressings or on mucous membranes or in skin folds should be avoided since it
increases the systemic absorption of corticosteroids (see section 4.8).

In a study in patients with both extensive scalp and extensive body psoriasis using a combination of high
doses of Daivobet gel (scalp application) and high doses of Daivobet ointment (body application), 5 of 32
patients showed a borderline decrease in cortisol response to adrenocorticotropic hormone (ACTH)
challenge after 4 weeks of treatment (see section 5.1).

Effects on calcium metabolism

Due to the content of calcipotriol, hypercalcaemia may occur if the maximum daily dose (15 g) is exceeded.
Serum calcium is, however, quickly normalised when treatment is discontinued. The risk of hypercalcaemia
is minimal when the recommendations relevant to calcipotriol are followed. Treatment of more than 30 % of
the body surface should be avoided (see section 4.2).

Local adverse reactions

Skin of the face and genitals are very sensitive to corticosteroids. The medicinal product should not be used
in these areas. The patient must be instructed in correct use of the medicinal product to avoid application and
accidental transfer to the face, mouth and eyes. Hands must be washed after each application to avoid
accidental transfer to these areas.

Concomitant skin infections
When lesions become secondarily infected, they should be treated with antimicrobiological therapy.
However, when infection worsens, treatment with corticosteroids should be stopped.
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Discontinuation of treatment

When treating psoriasis with topical corticosteroids there may be a risk of generalised pustular psoriasis or of
rebound effects when discontinuing treatment. Medical supervision should therefore continue in the post-
treatment period.

Long-term use
With long-term use there is an increased risk of local and systemic corticosteroid adverse reactions. The

treatment should be discontinued in case of adverse reactions related to long-term use of corticosteroid (see
section 4.8).

Unevaluated uses
There is no experience for the use of Daivobet ointment in guttate psoriasis.

Concurrent treatment and UV exposure

There is no experience for the use of this medicinal product on the scalp. Daivobet ointment for body
psoriasis lesions has been used in combination with Daivobet gel for scalp psoriasis lesions, but there is no
experience of combination of Daivobet with other topical anti-psoriatic products at the same treatment arrea,
other anti-psoriatic medicinal products administered systemically or with phototherapy.

During Daivobet ointment treatment, physicians are recommended to advise patients to limit or avoid
excessive exposure to either natural or artificial sunlight. Topical calcipotriol should be used with UVR only
if the physician and patient consider that the potential benefits outweigh the potential risks (see section 5.3).

Adverse reactions to excipients
Daivobet ointment contains butylhydroxytoluene (E321). This may cause local skin reactions (e.g. contact
dermatitis), or irritation to the eyes and mucous membranes.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no adequate data from the use of Daivobet ointment in pregnant women. Studies in animals with

glucocorticoids have shown reproductive toxicity (see section 5.3), but a number of epidemiological studies
have not revealed congenital anomalies among infants born to women treated with corticosteroids during
pregnancy. The potential risk for humans is uncertain. Therefore, during pregnancy, Daivobet ointment
should only be used when the potential benefit justifies the potential risk.

Breastfeeding
Betamethasone passes into breast milk but risk of an adverse effect on the infant seems unlikely with

therapeutic doses. There are no data on the excretion of calcipotriol in breast milk. Caution should be
exercised when prescribing Daivobet ointment to women who breast feed. The patient should be instructed
not to use Daivobet ointment on the breast when breast feeding.

Fertility
Studies in rats with oral doses of calcipotriol or betamethasone dipropionate demonstrated no impairment of
male and female fertility.
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4.7 Effects on ability to drive and use machines
Daivobet has no or negligible influence on the ability to drive and to use machines
4.8 Undesirable effects

The trial programme for Daivobet ointment has so far included more than 2,500 patients and has shown that
approximately 10% of patients can be expected to experience a non-serious undesirable effect.

These reactions are usually mild and cover mainly various skin reactions like rash, pruritus and burning
sensation. Pustular psoriasis has been reported rarely. Rebound effect after end of treatment has been
reported but the frequency of this is not known.

Based on data from clinical trials and postmarket use the following adverse reactions are listed for Daivobet
ointment.

The adverse reactions are listed by MedDRA System Organ Class, and the individual adverse reactions are
listed starting with the most frequently reported. Within each frequency grouping, the adverse reactions are
listed in order of decreasing seriousness.

The following terminologies have been used in order to classify the frequencies of adverse reactions:

Very common >1/10

Common >1/100 to <1/10
Uncommon >1/1,000 to <1/100
Rare >1/10,000 to <1/1,000
Very rare <1/10,000

Not known (cannot be estimated from the available data)

Skin and subcutaneous tissue disorders

Common Pruritus

Rash

Burning sensation of skin

Uncommon Exacerbation of psoriasis

Skin pain or irritation

Dermatitis

Erythema

Folliculitis

Application site pigmentation changes

Rare Pustular psoriasis

General disorders and administration site conditions
Not known Rebound effect - included in section 4.4

The following adverse reactions are considered to be related to the pharmacological classes of calcipotriol
and betamethasone, respectively:
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Calcipotriol
Adverse reactions include application site reactions, pruritus, skin irritation, burning and stinging sensation,

dry skin, erythema, rash, dermatitis, eczema, psoriasis aggravated, photosensitivity and hypersensitivity
reactions including very rare cases of angioedema and facial oedema.

Systemic effects after topical use may appear very rarely causing hypercalcaemia or hypercalciuria, (see
section 4.4).

Betamethasone (as dipropionate)

Local reactions can occur after topical use, especially during prolonged application, including skin atrophy,
telangiectasia, striae, folliculitis, hypertrichosis, perioral dermatitis, allergic contact dermatitis,
depigmentation and colloid milia. When treating psoriasis there may be a risk of generalised pustular
psoriasis.

Systemic reactions due to topical use of corticosteroids are rare in adults, however they can be severe.
Adrenocortical suppression, cataract, infections, impact on the metabolic control of diabetes mellitus and
increase of intra-ocular pressure can occur, especially after long term treatment. Systemic reactions occur
more frequently when applied under occlusion (plastic, skin folds), when applied on large areas and during
long term treatment (see section 4.4).

Paediatric population

In an uncontrolled open study, 33 adolescents aged 12-17 years with psoriasis vulgaris were treated with
Daivobet ointment for 4 weeks to a maximum of 56 g per week. No new adverse events were observed and
no concerns regarding the systemic corticosteroid effect were identified. The size of the study does not
however allow firm conclusions regarding the safety profile of Daivobet ointment in children and
adolescents.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked
to report any suspected adverse reactions via [To be completed nationally, cf. the national reporting system
listed in Appendix V*]. [*For the printed material, please refer to the guidance of the annotated QRD
template. ]

4.9 Overdose

Use above the recommended dose may cause elevated serum calcium which should rapidly subside when
treatment is discontinued.

Excessive prolonged use of topical corticosteroids may suppress the pituitary-adrenal functions resulting in
secondary adrenal insufficiency which is usually reversible. In such cases symptomatic treatment is
indicated.

In case of chronic toxicity the corticosteroid treatment must be discontinued gradually.

It has been reported that due to misuse one patient with extensive erythrodermic psoriasis treated with 240 g
of Daivobet ointment weekly (corresponding to a daily dose of approximately 34 g) for 5 months (maximum

recommended dose 15 g daily) developed Cushing’s syndrome and pustular psoriasis after abruptly stopping
treatment.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
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Pharmacotherapeutic group: Antipsoriatics. Other antipsoriatics for topical use, Calcipotriol, combinations.
ATC Code: DOSAXS52

Calcipotriol is a vitamin D analogue. In vitro data suggests that calcipotriol induces differentiation and
suppresses proliferation of keratinocytes. This is the proposed basis for its effect in psoriasis.

Like other topical corticosteroids, betamethasone dipropionate has anti-inflammatory, antipruritic,
vasoconstrictive and immunosuppresive properties, however, without curing the underlying condition.
Through occlusion the effect can be enhanced due to increased penetration of the stratum corneum. The
incidence of adverse events will increase because of this. The mechanism of the anti-inflammatory activity
of the topical steroids, in general, is unclear.

A safety study in 634 psoriasis patients has investigated repeated courses of Daivobet ointment used once
daily as required, either alone or alternating with Daivonex, for up to 52 weeks, compared with Daivonex
used alone for 48 weeks after an initial course of Daivobet ointment. Adverse drug reactions were reported
by 21.7 % of the patients in the Daivobet ointment group, 29.6 % in the Daivobet ointment/Daivonex
alternating group and 37.9 % in the Daivonex group. The adverse drug reactions that were reported by more
than 2 % of the patients in the Daivobet ointment group were pruritus (5.8 %) and psoriasis (5.3 %). Adverse
events of concern possibly related to long-term corticosteroid use (e.g. skin atrophy, folliculitis,
depigmentation, furuncle and purpura) were reported by 4.8 % of the patients in the Daivobet ointment
group, 2.8 % in the Daivobet ointment/Daivonex alternating group and 2.9 % in the Daivonex group.

Adrenal response to ACTH was determined by measuring serum cortisol levels in patients with both
extensive scalp and body psoriasis, using up to 106 g per week combined Daivobet gel and Daivobet
ointment. A borderline decrease in cortisol response at 30 minutes post ACTH challenge was seen in 5 of 32
patients (15.6 %) after 4 weeks of treatment and in 2 of 11 patients (18.2 %) who continued treatment until 8
weeks. In all cases, the serum cortisol levels were normal at 60 minutes post ACTH challenge. There was no
evidence of change of calcium metabolism observed in these patients. With regard to HPA suppression,
therefore, this study shows some evidence that very high doses of Daivobet gel and ointment may have a
weak effect on the HPA axis.

Paediatric population

The adrenal response to ACTH challenge was measured in an uncontrolled 4-week study in 33 adolescents
aged 12-17 years with body psoriasis who used up to 56 g per week of Daivobet ointment. No cases of HPA
axis suppression were reported. No hypercalcaemia was reported but one patient had a possible treatment-
related increase in urinary calcium.

5.2 Pharmacokinetic properties

Clinical studies with radiolabelled ointment indicate that the systemic absorption of calcipotriol and
betamethasone from Daivobet ointment is less than 1 % of the dose (2.5 g) when applied to normal skin
(625 cm?) for 12 hours. Application to psoriasis plaques and under occlusive dressings may increase the
absorption of topical corticosteroids. Absorption through damaged skin is approx. 24 %.

Following systemic exposure, both active ingredients — calcipotriol and betamethasone dipropionate — are
rapidly and extensively metabolised. Protein binding is approx. 64 %. Plasma elimination half-life after
intravenous application is 5-6 hours. Due to the formation of a depot in the skin elimination after dermal
application is in order of days. Betamethasone is metabolised especially in the liver, but also in the kidneys
to glucuronide and sulphate esters. The main route of excretion of calcipotriol is via faeces (rats and
minipigs) and for betamethasone dipropionate it is via urine (rats and mice). In rats, tissue distribution
studies with radiolabelled calcipotriol and betamethasone dipropionate, respectively, showed that the kidney
and liver had the highest level of radioactivity.

00243284 V7.0



Calcipotriol and betamethasone dipropionate were below the lower limit of quantification in all blood
samples of 34 patients treated for 4 or 8§ weeks with both Daivobet gel and Daivobet ointment for extensive
psoriasis involving the body and scalp. One metabolite of calcipotriol and one metabolite of betamethasone
dipropionate were quantifiable in some of the patients.

5.3 Preclinical safety data

Studies of corticosteroids in animals have shown reproductive toxicity (cleft palate, skeletal malformations).
In reproduction toxicity studies with long-term oral administration of corticosteroids to rats, prolonged
gestation and prolonged and difficult labour were detected. Moreover, reduction in offspring survival, body
weight and body weight gain was observed. There was no impairment of fertility. The relevance for humans
is unknown.

A dermal carcinogenicity study with calcipotriol in mice revealed no special hazard to humans.

Photo(co)carcinogenicity studies in mice suggest that calcipotriol may enhance the effect of UVR to induce
skin tumours.

No carcinogenicity or photocarcinogenicity studies have been performed with betamethasone dipropionate.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Liquid paraftin

Polyoxypropylene-11 stearyl ether
All-rac-a-tocopherol

White soft paraffin

Butylhydroxytoluene (E321)

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

2 years.

After first opening: 1 year.

6.4 Special precautions for storage
Do not store above 25 °C.

6.5 Nature and contents of container

Aluminium/epoxyphenol tubes with polyethylene screw cap.
Tube sizes: 3 (sample), 15, 30, 60, 100 and 120 g.

00243284 V7.0



Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling

No special requirements.

7. MARKETING AUTHORISATION HOLDER

[ See Annex [ — To be completed nationally]

8. MARKETING AUTHORISATION NUMBER(S)

[To be completed nationally]

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

[To be completed nationally]

10. DATE OF REVISION OF THE TEXT
[To be completed nationally]

Detailed information on this medicinal product is available on the website of: {name of MS/Agency}
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""DOVOBET®
calcipotriol and betamethasone dipropionate

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Route of Dosage Form / Strength | Clinically Relevant Nonmedicinal
Administration Ingredients
topical Ointment, none

For a complete listing see Dosage Forms,

50 meg/g calcipotriol and | o poition and Packaging section.

0.5 mg/g betamethasone
(as dipropionate)

INDICATIONS AND CLINICAL USE
DOVOBET (calcipotriol and betamethasone dipropionate) ointment is indicated for the topical

treatment of psoriasis vulgaris for up to 4 weeks.

DOVOBET should not be used on the face.

CONTRAINDICATIONS

e Patients who are hypersensitive to DOVOBET (calcipotriol and betamethasone dipropionate),
to any ingredient in the formulation or to components of the tube. For a complete listing, see
the Dosage Forms, Composition and Packaging section of the product monograph.

e Ophthalmic use

e treatment of viral, fungal or bacterial skin infections, tuberculosis of the skin, syphilitic skin
infections, chicken pox, eruptions following vaccinations, and in viral diseases such as herpes

simplex, varicella and vaccinia.
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WARNINGS AND PRECAUTIONS

General

If DOVOBET (calcipotriol and betamethasone dipropionate) is used in excess of the maximum
recommended weekly amount of 100 g, it is important to monitor the serum calcium levels at
regular intervals due to the risk of hypercalcemia secondary to excessive absorption of
calcipotriol. If the serum calcium level becomes elevated, therapy should be discontinued and

the serum calcium level monitored until it returns to normal.

Carcinogenesis

Calcipotriol when used in combination with ultraviolet radiation (UVR) may enhance the known
skin carcinogenic effect of UVR (see TOXICOLOGY, Carcinogenicity).

Endocrine and Metabolism

Application on large areas of damaged skin, under occlusive dressings, or in skin folds should be
avoided since it increases systemic absorption of corticosteroids and the risk of adverse effects
such as adrenal suppression with the potential for glucocorticosteroid insufficiency after
withdrawal of treatment. Manifestations of Cushing’s syndrome, hyperglycaemia and glucosuria
can also be produced in some patients by systemic absorption of topical corticosteroids.

Occlusive dressings should not be applied if body temperature is elevated.

All of the adverse effects associated with systemic use of corticosteroids, including adrenal
suppression, may also occur following topical administration of corticosteroid containing

products such as DOVOBET, especially in children.

Skin

DOVOBET should not be used on the face since this may give rise to itching and erythema of
the facial skin. Patients should be instructed to wash their hands after each application of
DOVOBET in order to avoid inadvertent transfer to the face. Should facial dermatitis develop in
spite of these precautions, DOVOBET therapy should be discontinued.
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Prolonged use of corticosteroid-containing preparations may produce striae or atrophy of the skin
or subcutaneous tissues. Therefore, it is recommended that corticosteroid treatment be
interrupted periodically, and that one area of the body be treated at a time. Topical
corticosteroids should be used with caution on lesions of the face, groin and axillae as these areas
are more prone to atrophic changes than other areas of the body. If skin atrophy occurs,
discontinue treatment. There may be a risk of rebound psoriasis when discontinuing
corticosteroids after prolonged periods of use (see ADVERSE REACTIONS).

Special Populations

Pregnant Women: The safety of calcipotriol and/or topical corticosteroids for use during
pregnancy has not been established. Although studies in experimental animals have not shown
teratogenic effects with calcipotriol, studies with corticosteroids have shown teratogenic effects.

The use of DOVOBET is not recommended in pregnant women.

Nursing Women: The safety of calcipotriol and/or topical corticosteroids for use in nursing
women has not been established. It is not known whether calcipotriol can be excreted in breast
milk or if topical application of corticosteroids can lead to sufficient systemic absorption to
produce detectable quantities in breast milk. The use of DOVOBET is not recommended in

nursing women.

Pediatrics (<18 years of age): There is no clinical trial experience with the use of DOVOBET
in children. Children may demonstrate greater susceptibility to systemic steroid related adverse

effects due to a larger skin surface area to body weight ratio as compared to adults.

Monitoring and Laboratory Tests
Treatment with DOVOBET in the recommended amounts (See DOSAGE AND
ADMINISTRATION) does not generally result in changes in laboratory values. However, in

patients at risk for hypercalcaemia it is recommended that baseline serum calcium levels be
obtained before starting treatment with subsequent monitoring of serum calcium levels at
suitable intervals. If serum calcium becomes elevated, DOVOBET administration should be

discontinued and serum calcium levels should be measured once weekly until they return to
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normal. Patients with marginally elevated serum calcium may be treated with DOVOBET,

provided that serum calcium is monitored at suitable intervals.

ADVERSE REACTIONS
In clinical trials, the most common adverse reaction associated with DOVOBET (calcipotriol and
betamethasone dipropionate) was pruritus. Pruritus was usually mild and no patients were

withdrawn from treatment.

Calcipotriol is associated with local reactions such as transient lesional and perilesional irritation.
Rare cases of hypersensitivity reaction have been reported. Hypercalcemia can develop but is
usually related to excessive administration (i.e. greater than the recommended weekly amount of
100 g ointment or 5 mg calcipotriol - See DOSAGE AND ADMINISTRATION).

Topical corticosteroids can cause the same spectrum of adverse effects associated with systemic
steroid administration, including adrenal suppression. Adverse effects associated with topical
corticosteroids are generally local and include dryness, itching, burning, local irritation, striae,
atrophy of the skin or subcutaneous tissues, telangiectasia, hypertrichosis, folliculitis, skin
hypopigmentation, allergic contact dermatitis, maceration of the skin, miliaria, or secondary
infection. If applied to the face, acne rosacea or perioral dermatitis can occur. In addition, there
are reports of the development of pustular psoriasis from chronic plaque psoriasis following

reduction or discontinuation of potent topical corticosteroid products.

In a randomized, double-blind, parallel group, safety study of psoriasis patients with at least
moderate disease severity, DOVOBET ointment was used intermittently on an 'as needed' basis
under medical supervision (N=207). Patients were followed for up to 52 weeks. The median
amount of study drug used was 15.4 g/week. The effects of DOVOBET ointment on calcium
metabolism were not studied and the effects on adrenal suppression were not adequately studied.
The following adverse drug reactions were reported in 1% or more of patients: pruritus (5.8%),
psoriasis (5.3%), skin atrophy (based on a dermatologist’s visual assessment) (1.9%), folliculitis
(1.9%), burning sensation (1.4%), skin depigmentation (1.4%), and erythema (1.0%). One case

of serious flare-up of psoriasis was reported.
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DRUG INTERACTIONS
There is no experience of concomitant therapy with other antipsoriatic drugs.

DOSAGE AND ADMINISTRATION
Dosing Considerations
e DOVOBET (calcipotriol and betamethasone dipropionate) is FOR TOPICAL USE ONLY

and not for ophthalmic use.

e There is no clinical trial experience with the use of DOVOBET in children.

Recommended Dose and Dosage Adjustment

DOVOBET should be applied topically to the affected areas once daily for up to 4 weeks. After
satisfactory improvement has occurred, the drug can be discontinued. If recurrence takes place

after discontinuation, treatment may be reinstituted.

The maximum recommended adult dose of DOVOBET ointment is 100 g per week.

Missed Dose
If a dose is missed, the patient should apply DOVOBET as soon as he/she remembers and then

continue on as usual.

OVERDOSAGE

Due to the calcipotriol component of DOVOBET (calcipotriol and betamethasone dipropionate),
excessive administration (i.e. more than the recommended weekly amount of 100 g) may cause
elevated serum calcium, which rapidly subsides when treatment is discontinued. In such cases, it

is recommended to monitor serum calcium levels once weekly until they return to normal.

Excessive or prolonged use of topical corticosteroids can suppress pituitary-adrenal function,
resulting in secondary adrenal insufficiency and manifestations of hypercorticoidism, including
Cushing's disease. Recovery is usually prompt and complete upon steroid discontinuation. In

cases of chronic toxicity, slow withdrawal of corticosteroids is recommended.
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ACTION AND CLINICAL PHARMACOLOGY

Mechanism of Action

DOVOBET is a combination of the vitamin D analogue calcipotriol and the corticosteroid

betamethasone dipropionate.

Calcipotriol is a non-steroidal antipsoriatic agent, derived from the naturally occurring
vitamin D. Calcipotriol exhibits a vitamin D-like effect by competing for the 1,25(0OH),D3
receptor. Calcipotriol is as potent as 1,25(0OH),Ds, the naturally occurring active form of vitamin
D, in regulating cell proliferation and cell differentiation, but much less active than 1,25(0OH),D3
in its effect on calcium metabolism. Calcipotriol induces differentiation and suppresses
proliferation of keratinocytes (without any evidence of a cytotoxic effect), thus reversing the
abnormal keratinocyte changes in psoriasis. The therapeutic goal envisaged with calcipotriol is

thus a normalization of epidermal growth.

Topical corticosteroids such as betamethasone dipropionate have anti-inflammatory, anti-
pruritic, and vasoconstrictive properties. The mechanism of the anti-inflammatory activity is
generally unclear. However, corticosteroids are thought to induce phospholipase A, inhibitor
proteins, preventing arachidonic acid release and the biosynthesis of potent mediators of

inflammation.

Clinical Pharmacology

A large multicentre, randomized, double-blind clinical trial has shown DOVOBET ointment
(50 mcg/g calcipotriol plus 0.5 mg/g betamethasone (as dipropionate)) administered twice daily
to be more efficacious and to provide faster onset of action than either of the individual
components alone (calcipotriol or betamethasone dipropionate) for the treatment of plaque
psoriasis. These findings were supported by a second large, multicentre, randomised, double-
blind trial comparing DOVOBET twice daily to calcipotriol and betamethasone dipropionate,
each in their currently marketed formulations. A third large, multicentre, randomised, double-
blind trial found DOVOBET once daily to be more efficacious than vehicle alone and

calcipotriol twice daily (betamethasone alone was not evaluated). It was also demonstrated that
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once daily DOVOBET was similar to twice daily DOVOBET for most of the efficacy measures.
In all three studies, DOVOBET was effective in terms of reducing PASI (Psoriasis Area and
Severity Index) score and thickness of target lesions. Furthermore, a significant proportion of
patients on DOVOBET achieved marked improvement or clearance at the end of 4 weeks of
treatment. Clinical improvement occurred rapidly and a significant improvement was evident
within 1 week of treatment. DOVOBET was well tolerated with the most common adverse
reaction being mild pruritus. In one additional study, patients were treated with DOVOBET
once daily for 8 weeks. Optimal population results in this study were seen between 4 and 5
weeks of treatment. The therapeutic goal envisioned with DOVOBET is to provide an effective,
rapid acting topical agent for initial treatment of psoriasis and/or for treatment of flare-ups of

psoriasis.

Pharmacokinetics

A pharmacokinetic study of calcipotriol ointment demonstrated that the apparent systemic
absorption over 12 hours is approximately 5.5% of the dose in normal subjects and in psoriatic
patients. Topical application of corticosteroids to normal skin results in minimal absorption.
Only small amounts of drug reach the dermis and are then absorbed into the systemic circulation.
However, absorption may be greater when corticosteroids are applied to certain areas of the body
(such as the axilla and scrotum) or if the epidermis is damaged by disease or inflammation.
Continued absorption of corticosteroids may occur, even after washing, due to retention of the
drug in the stratum corneum. The individual pharmacokinetics of calcipotriol and
betamethasone dipropionate, are not affected by their combined presence in DOVOBET
ointment.  Under normal conditions of use, systemic absorption of calcipotriol and/or
betamethasone from DOVOBET is not expected to have any effects.

STORAGE AND STABILITY
Store at 5 to 25°C. Use within 12 months of first opening the tube.

For easy application do not refrigerate, this is to prevent pulling of delicate skin.
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DOSAGE FORMS, COMPOSITION AND PACKAGING

Dosage Form
Ointment (faintly translucent white to yellowish ointment)

Composition
50 mcg/g calcipotriol plus 0.5 mg/g betamethasone (as dipropionate)

Non-medicinal ingredients: white soft paraffin, liquid paraffin, polyoxypropylene-11-stearyl

ether (contains butylhydroxytoluene) and a-tocopherol.

Packaging
Available in 30 g, 60 g, and 120 g lacquered aluminium tubes (equipped with an aluminium

membrane).
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PART II: SCIENTIFIC INFORMATION

PHARMACEUTICAL INFORMATION

Drug Substance
Proper name (LN.N.): Calcipotriol hydrate
Chemical name: 9.10-Secochola-5,7.10(19).22-
tetraene-1,3,24-triol, 24-cyclo-
propyl-(10.3B,5Z.7E.22E.24S)
Alternative chemical name: 20(R)-(3'(S)-Cyclopropyl-3'-
hydroxyprop-1'(E)-enyl)-
1(S).3(R)-dihydroxy-9-10-
secopregna-5(Z),7(E),10(19)-
triene
Laboratory code name: MC 903 or MC 903-000
Molecular formula: Cy7H4005. H,O
Molecular mass: 430.6
Chirality: The calcipotriol molecular is one
single stereoisomer. The
absolute configuration of the
chiral centres at carbon atoms
nos. 1, 3,13, 14,17, 20 and 24 is
indicated in the structural
formula below.
Structural formula:
Calcipotriol hydrate

Betamethasone dipropionate

9-fluoro-11p,17.21-trihydroxy-
16B-methylpregna-1.4-diene-
3.20-dione 17,21-dipropionate

Pregna-1.4-diene-3,20-dione.9-
fluoro-11-hydroxy-16-methyl-
17.21-bis(1-0xopropoxy)-
(11B.16PB)

433 or 433/M
CysH37FO;
504.59

Dovobet® (calcipotriol and betamethasone) Product Monograph, version 2.02
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Betamethasone dipropionate

Physicochemical properties:
Physical Form:

Solubility at room
temperature:

Melting point:
Polymorphism:

Other characteristics:

Calcipotriol hydrate Betamethasone dipropionate
White or almost white White or almost white odourless
crystalline substance. powder.
Freely soluble in ethanol, Freely soluble in acetone, in
soluble in chloroform and dioxane, in dichloromethane
propylene glycol, practically and in chloroform; soluble in
insoluble in liquid paraffin. methanol; sparingly soluble in
Solubility in water is 0.6 alcohol; slightly soluble in
mecg/ml. ether; insoluble in water and in
hexane.
166-168/C 176-180/C

So far no signs have indicated
the existence of polymorphic
forms.

Calcipotriol is a vitamin D derivative. It is well-known that vitamin
D in solution forms a reversible temperature dependent equilibrium
between vitamin D and pre-vitamin D (described in (i.e.) J Pharm
Sci 1968 57:1326). In the same way, solutions of calcipotriol
establish an equilibrium with “pre-calcipotriol”. The structural
formula of “pre-calcipotriol” is shown below.

2 oH
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CLINICAL TRIALS

A large multicentre, randomized, double-blind clinical trial has shown DOVOBET ointment
(50 mcg/g calcipotriol plus 0.5 mg/g betamethasone (as dipropionate)) administered twice daily
to be more efficacious and to provide faster onset of action than either of the individual
components alone (calcipotriol or betamethasone dipropionate) for the treatment of plaque
psoriasis. These findings were supported by a second large, multicentre, randomised, double-
blind trial comparing DOVOBET twice daily to calcipotriol and betamethasone dipropionate,
each in their currently marketed formulations. A third large, multicentre, randomised, double-
blind trial found DOVOBET once daily to be more efficacious than vehicle alone and
calcipotriol twice daily (betamethasone alone was not evaluated). It was also demonstrated that
once daily DOVOBET was similar to twice daily DOVOBET for most of the efficacy measures.
In all three studies, DOVOBET was effective in terms of reducing PASI (Psoriasis Area and
Severity Index) score and thickness of target lesions. Furthermore, a significant proportion of
patients on DOVOBET achieved marked improvement or clearance at the end of 4 weeks of
treatment. Clinical improvement occurred rapidly and a significant improvement was evident
within 1 week of treatment. DOVOBET was well tolerated with the most common adverse
reaction being mild pruritus. In one additional study, patients were treated with DOVOBET
once daily for 8 weeks. Optimal population results in this study were seen between 4 and 5
weeks of treatment. The therapeutic goal envisioned with DOVOBET is to provide an effective,
rapid acting topical agent for initial treatment of psoriasis and/or for treatment of flare-ups of

psoriasis.

In a randomized, double-blind, parallel group, safety study, patients with at least moderate
disease severity were given DOVOBET ointment intermittently on an 'as needed' basis under
medical supervision (N=207). Patients were followed for up to 52 weeks. The median amount
of study drug used was 15.4 g/week. The effects of DOVOBET ointment on calcium
metabolism were not studied and the effects on adrenal suppression were not adequately
studied. The following adverse drug reactions were reported in 1% or more of patients: pruritus
(5.8%), psoriasis (5.3%), skin atrophy (based on a dermatologist’s visual assessment) (1.9%),
folliculitis (1.9%), burning sensation (1.4%), skin depigmentation (1.4%), and erythema (1.0%).

One case of serious flare-up of psoriasis was reported.
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SUMMARY OF CLINICAL TRIALS

SC;I-CL)J[I)DEY STUDY DESIGN EVALUATION CRITERIA AND RESULTS
MCB 9903 DE Design: Evaluation Criteria:

Randomised, double-blind, right/left comparison on the forearm.

Inclusion Criteria: Healthy volunteers.

Treatment Period: Twice daily topical application for 4 weeks (28 days).

Treatment Groups:

Phase I: (1) Dovobet ointment (50 mcg/g calcipotriol plus 0.5 mg betamethasone
dipropionate); (2) Betamethasone dipropionate ointment (0 5 mg/g). (n=30)

Phase I1: (1) Dovobet ointment (50 mcg/g calcipotriol plus 0.5 mg betamethasone
dipropionate); (2) Placebo ointment. (n=15)

Sonography was performed on day 1. Sonography and clinical assessments of atrophy, telangiectasia and
erythema) were performed on days 8, 15, 22 and 29. Skin biopsies were taken from 10 subjects on day 29
for morphometric determination of epidermal and dermal thickness and epidermal cell layers.
Sonography and clinical assessments were repeated 2 weeks after treatment (day 43) in subjects who did
not have a biopsy taken.

Results:

There were no clinical signs of atrophy, telangiectasia or irritation (erythema). Sonography demonstrated
skin thinning with Dovobet relative to placebo ointment but similar to betamethasone (12.3% and 13.2%
respectively) after 4 weeks of treatment. There were no histological differences in epidermal or dermal

thickness between Dovobet and betamethasone.
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SUMMARY OF CLINICAL TRIALS (continued)

STUDY
CODE STUDY DESIGN EVALUATION CRITERIA AND RESULTS
MCB 9902 FR Design: Evaluation Criteria:

Single centre, randomised, double-blind, bioequivalence study according to FDA guideline for

vasoconstrictor assays.

Inclusion Criteria: Healthy volunteers.

Treatment Period:
Pilot Phase: Single 10 mcl application on the ventral forearm for 0.25, 0.5, 0.75, 1, 1.5, 2, 4, and 6

hours followed up to 24 hours.

Pivotal Phase: (1) Single 10 mcl application of Dovobet and betamethasone dipropionate ointment
(Diprosone*) at a dose-duration corresponding to EDsy (1h04min) on two sites each per forearm.
(2) Betamethasone was also applied on two sites per forearm at dose-durations corresponding to 0.5
times EDsp (32 min.) and 2 times EDs, (2h08min.)

Treatment:

Pilot Phase: Diprosone* (0.5 mg/g betamethasone as dipropionate). (n=12)

Pivotal Phase: (1) Dovobet (50 mcg/g calcipotriol plus 0.5 mg/g betamethasone as dipropionate)
ointment; (2) Diprosone* (0.5 mg/g betamethasone as dipropionate). (n=90)

Skin blanching (vasoconstrictor) assessed using the chromametric a value and visual

scoring.

Results:

Pilot Part: Betamethasone dipropionate ointment (Diprosone*) produced a dose-duration
dependent vasoconstriction with an EDs, (half maximal response) of 1h04min., D; (0.5
times EDsq) of 32 min and D, (2 times EDsg) of 2h08 min. 67% of the included subjects
were ‘detectors’ (AUC at D; was at least 1.25 time the AUC at D).

Pivotal Part: Betamethasone dipropionate in Dovobet ointment is bioequivalent to the
reference product, Diprosone* ointment, as the 90% confidence interval for the skin
blanching response ratio (test to reference) is [0.81 ; 1.04] and within the interval [0.80 ;
1.25] as defined by the applicable FDA guideline.

* registered trademark of Schering-Plough Ltd.
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SUMMARY OF CLINICAL TRIALS (continued)

STUDY
CODE STUDY DESIGN EVALUATION CRITERIA AND RESULTS
MCB 9801 NL Design: Evaluation Criteria:
Single centre, open, randomised, multiple (2 application sites on the thigh) topical absorption study. Pharmacokinetic parameters: Recovery of *H-radioactivity from gauzes, gloves, swabs

and shorts; excretion of *H-radioactivity in urine and faeces; *H-radioactivity levels in
Inclusion Criteria: Healthy volunteers. serum. Safety parameters: adverse events, local tolerability results, vital signs, ECG
parameters and clinical laboratory parameters.

Treatment Period: Single 12 hour application.
Results:

Treatment: Excretion and recovery data suggest that there is only minimal systemic absorption of
Dovobet (50 mcg/g calcipotriol plus 0.5 mg/g betamethasone (as dipropionate)) ointment containing ®H- | calcipotriol. The ointment was well tolerated.

labelled calcipotriol. (n=4)
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SUMMARY OF CLINICAL TRIALS (continued)

Sc':l'(l)Jé)EY STUDY DESIGN EVALUATION CRITERIA AND RESULTS
MCB 9901 NL | Design: Evaluation Criteria:

Single centre, open, randomised, multiple (2 application sites on the thigh) topical absorption study.

Inclusion Criteria: Healthy volunteers.

Treatment Period: Single 12 hour application of *H labelled ointment and single 12 hour application after 4

weeks of twice daily topical application of unlabelled ointment.

Treatment Groups:
Group I: Single 12 hour application of 2.5 g Dovonex (50 mcg/g calcipotriol) ointment containing *H labelled
calcipotriol. Four weeks (28 days) of twice daily treatment with unlabelled Dovonex. On day 36, another single

12 hour application of Dovonex containing *H labelled calcipotriol. (n=6)
Group Il: Single 12 hour application of 2.5 g Dovobet (50 mcg/g calcipotriol plus 0.5 mg/g betamethasone

dipropionate) ointment containing ®H labelled calcipotriol. Four weeks (28 days) of twice daily treatment with

unlabelled Dovobet. On day 36, another single 12 hour application of Dovobet containing *H labelled

calcipotriol. (n=6)

Group I11: Single 12 hour application of 2.5 g Dovobet ointment vehicle containing *H labelled calcipotriol.

Group IV: Single 12 hour application of 2.5 g Dovobet ointment containing *H labelled betamethasone.

Group V: Single 12 hour application of 2.5 g Dovobet ointment vehicle containing *H labelled betamethasone.

Pharmacokinetic parameters: Recovery of *H radioactivity from gauzes, gloves,
swabs and shorts; excretion of *H radioactivity in urine and faeces; *H radioactivity
levels in serum.

Safety parameters: adverse events, local tolerability results, vital signs, ECG

parameters and clinical laboratory parameters.

Results:

The absorption of calcipotriol after a single application of Dovobet is similar to
absorption after application of the other marketed formulation of calcipotriol (i.e.
Dovonex®; 50 mcg/g calcipotriol). Thus, the safety profile of Dovonex is
applicable to Dovobet. Betamethasone dipropionate in Dovobet does not influence
the absorption rate of calcipotriol and vice versa calcipotriol does not affect the
absorption of betamethasone. Absorption of calcipotriol is similar after 4 weeks of

treatment with Dovobet as it is after a single application.
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SUMMARY OF CLINICAL TRIALS (continued)

STUDY
CODE STUDY DESIGN EVALUATION CRITERIA AND RESULTS
MCB 9802 Design: Evaluation Criteria:
INT Multi-centre, randomised, double-blind, vehicle-controlled, parallel-group study. Change in PASI score after 4 weeks of treatment, speed of response (change in PASI score after 1 week of

Inclusion Criteria: Plaque psoriasis amenable to topical treatment.

Treatment Period: Twice daily topical application for 4 weeks of active treatment.

Treatment Groups:

(1) Combination ointment (50 mcg/g calcipotriol plus 0.5 mg betamethasone
dipropionate; Dovobet), (n=301); (2) Calcipotriol ointment (50 mcg/g), (n=308);

(3) Betamethasone dipropionate ointment (0.5 mg/g),
vehicle, (n=108)

(n=313); (4) Ointment

treatment), change in plaque thickness of a target lesion, investigators’ overall assessment of treatment
response (clearance or marked improvement) at the end of treatment, patient assessment of overall treatment

response, patient assessment of treatment acceptability, adverse events, and serum biochemistry.

Results:

Dovobet combination treatment was effective and provided a more rapid onset of action than either of the
individual components (calcipotriol or betamethasone dipropionate). At the end of 4 weeks treatment, PASI
score was reduced by 73% with Dovobet, 49% with calcipotriol, 63% with betamethasone and 29% with
vehicle (p<0.001). After 1 week of treatment PASI score was reduced by 48% with Dovobet, 28% with
calcipotriol, 41% with betamethasone and 22% with vehicle (p<0.001). The greatest reduction in target
lesion thickness was observed with Dovobet. Plaque thickness was reduced by 79% with Dovobet
compared to 54% with calcipotriol, 67% with betamethasone and 27% with vehicle (p<0.001). The greatest
treatment response according to the investigators’ overall assessment was also observed in the Dovobet
group. With Dovobet combination treatment 76% of patients achieved clearance or marked improvement
compared to 33% with calcipotriol, 56% with betamethasone and 8% with vehicle (p<0.001). Adverse
reactions associated with Dovobet were similar to reactions with betamethasone. Mild pruritus was the
most common adverse reaction.
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SUMMARY OF CLINICAL TRIALS (continued)

Sc':l'gé)EY STUDY DESIGN EVALUATION CRITERIA AND RESULTS
MCB 9904 INT | Design: Evaluation Criteria:

Multi-centre, randomised, double-blind, vehicle-controlled, parallel-group study.
Inclusion Criteria: Plaque psoriasis amenable to topical treatment.
Treatment Period: Phase 1: Twice daily topical application of active treatment

(double-blind) for 4 weeks.

Phase 2: twice daily maintenance therapy with Dovonex® (open-label) for 4 weeks.

Treatment Groups:

Phase 1: (1) Dovobet ointment (50 mcg/g calcipotriol plus 0.5 mg betamethasone
dipropionate), (n=369); (2) Dovonex® ointment (50 mcg/g calcipotriol, Leo
Products), (n=365); (3) (0.5 mglg
betamethasone dipropionate, Schering-Plough Ltd.), (n=363)

Pharmaceutical Diprosone*  ointment

Phase 2: Patients from each of the above groups (n=344, 332, and 344, respectively)

transferred to Dovonex® ointment.

Phase 1: Change in PASI score after 4 weeks of treatment, speed of response (change in PASI score after 1
week of treatment), change in plaque thickness of a target lesion, investigators’ overall assessment of
treatment response (clearance or marked improvement) at the end of treatment, patient assessment of
overall treatment response, change in redness and scaliness of a target lesion, adverse events, and serum

biochemistry. Phase 2: general evaluation of transfer to Dovonex® maintenance therapy.

Results:

Dovobet combination treatment was effective and provided a more rapid onset of action than either of the
individual components in their currently marketed formulations (Dovonex® and Diprosone*). At the end
of 4 weeks treatment, PASI score was reduced by 74% with Dovobet, 55% with Dovonex®, and 61% with
Diprosone* (p<0.001). After 1 week of treatment PASI score was reduced by 47% with Dovobet, 31%
with Dovonex®, and 40% with Diprosone* (p<0.001). The greatest reduction in target lesion thickness
was observed with Dovobet. Plaque thickness was reduced by 79% with Dovobet compared to 63% with
Dovonex®, and 62% with Diprosone* (p<0.001). The greatest treatment response according to the
investigators’ overall assessment was also observed in the Dovobet group. With Dovobet combination
treatment 68% of patients achieved clearance or marked improvement compared to 39% with Dovonex®,
and 47% with Diprosone* (p<0.001). Adverse reactions associated with Dovobet were predictable based
on the individual components with mild pruritus being the most common adverse reaction. Patients were
safely transferred to maintenance therapy with Dovonex®.
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SUMMARY OF CLINICAL TRIALS (continued)

Sc':l'(l)Jé)EY STUDY DESIGN EVALUATION CRITERIA AND RESULTS
MCB 9905 INT | Design: Evaluation Criteria:

Multi-centre, randomised, double-blind, vehicle-controlled, parallel-group study.

Inclusion Criteria: Plaque psoriasis amenable to topical treatment.

Treatment Period: Active topical treatment once or twice daily for 4 weeks. To
maintain blinding, the once daily group received vehicle in the morning and study

medication in the evening.

Treatment Groups:
(1) Dovobet combination ointment (50 mcg/g calcipotriol plus 0.5 mg betamethasone

dipropionate) once daily, (n=150); (2) Dovobet ointment twice daily, (n=234);
(3) Dovonex ® ointment (50 mcg/g calcipotriol) twice daily, (n=227); (4) Ointment
vehicle twice daily, (n=207).

Change in PASI score after 4 weeks of treatment, speed of response (change in PASI score after 1 week
of treatment), change in plaque thickness of a target lesion, investigators’ overall assessment of treatment
response (clearance or marked improvement) at the end of treatment, patient assessment of overall
treatment response, patient assessment of treatment acceptability, change in redness and scaliness of

target lesion, adverse events, and serum biochemistry.

Results:

Once daily Dovobet combination treatment was as effective as twice daily Dovobet treatment but more
effective than twice daily Dovonex® treatment. At the end of 4 weeks, PASI score was reduced by 69%
with Dovobet once daily, 59% with Dovonex® twice daily, and 27% with vehicle twice daily (p<0.001).
Reduction in PASI after 4 weeks of twice daily Dovobet treatment (74%) was similar to that after once
daily Dovobet treatment (p=0.052). After 1 week of treatment PASI score was reduced by 46% with
Dovobet once daily, 34% with Dovonex® twice daily, and 20% with vehicle twice daily (p<0.001). The
speed of response to Dovobet twice daily treatment was similar to that after Dovobet once daily
treatment, with the reduction in PASI after one week being 48%. The greatest reduction in target lesion
thickness was observed with Dovobet, with similar reductions occurring after once daily (74%) and twice
daily (78%) treatment. The greatest treatment response according to the investigators” overall assessment
was also observed in the Dovobet groups, with twice daily treatment favoured over once daily.
Adverse reactions associated with Dovobet were predictable based on the individual components with

mild pruritus being the most common adverse reaction.
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SUMMARY OF CLINICAL TRIALS (continued)

Sgggg STUDY DESIGN EVALUATION CRITERIA AND RESULTS
MCB 0003 INT Design: Evaluation Criteria:

Multi-centre, randomised, double-blind, vehicle-controlled, parallel-group study.

Inclusion Criteria: Plaque psoriasis amenable to topical treatment.

Treatment Period: Active topical treatment once daily for 4 weeks.

Treatment Groups:
(1) Dovobet combination ointment (50 mcg/g calcipotriol plus 0.5 mg betamethasone

dipropionate) once daily, (n=490); (2) Calcipotriol ointment (50 mcg/g calcipotriol)
once daily, (n=480); (3) Betamethasone ointment (0.5 mg/g betamethasone
dipropionate) once daily, (n=476); (4) Vehicle ointment once daily, (n=157).

Change in PASI score after 4 weeks of treatment, controlled disease after 4 weeks of treatment, speed

of response (change in PASI score after 1 week of treatment), treatment success, and adverse events.

Results:

Once daily Dovobet combination treatment was more effective than once daily application of its
individual components or vehicle. At the end of 4 weeks, PASI score was reduced by 71% with
Dovobet, 46% with calcipotriol, 57% with betamethasone and 23% with vehicle (p<0.001). The
percentage of patients with controlled disease at the end of treatment was 56% for Dovobet, 22% for
calcipotriol, 37% for betamethasone and 10% for vehicle (p<0.001). After 1 week of treatment PASI
score was reduced by 39% with Dovobet, 23% with calcipotriol, 33% with betamethasone and 18%
with vehicle ( p<0.001). The proportion of patients with treatment success was 65% with Dovobet,
29% with calcipotriol, 46% with betamethasone, and 10% with vehicle (p<0.001). Adverse reactions
associated with Dovobet were predictable based on the individual components with mild pruritus being

the most common adverse reaction.
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DETAILED PHARMACOLOGY

Preclinical Pharmacology

Animal Pharmacodynamic Studies with Calcipotriol: The pharmacodynamic studies
performed with calcipotriol have been aimed at establishing the activity of the compound as a
regulator of cell differentiation and proliferation in cells possessing the receptor for the active
form of vitamin D3, 1,25(0OH),D3. These studies are relevant for the intended clinical use in
patients with psoriasis, due to the characteristic findings of epidermal hyperproliferation and

incomplete keratinocyte differentiation in this disease.

Other current therapeutic agents act mainly through non-specific cytostatic/cytotoxic effects on
the proliferating cells or suppression of underlying inflammatory and immunological reactions.
In contrast, calcipotriol was shown to induce differentiation of low-differentiated human
histiocytic lymphoma cells, of skin cells from newborn mice and of human keratinocytes. At the
same time, proliferation was inhibited without evidence of any cytotoxic effect. The therapeutic

goal envisaged with calcipotriol is thus a normalization of epidermal growth.

Calcipotriol was also found to inhibit cell proliferation induced by interleukin-1 but not by other
related cellular mediators. Interleukin-1 is produced both by keratinocytes in the epidermis and
by activated macrophages in the dermis. It is thought to play a pathogenetic role in psoriasis by
activating both keratinocytes and immunological cells. Inhibition of interleukin-1 mediated
effects in psoriatic skin by calcipotriol may therefore provide a way of regulating

epidermal/dermal interactions in affected skin areas.

The pharmacodynamic studies performed in-vitro have shown that the activity of calcipotriol is
very similar, both qualitatively and quantitatively, to that of 1,25(OH),Ds. This is not surprising
given the structural analogy of the two compounds and the ability of calcipotriol to bind to the
cellular 1,25(0OH),D3 receptor with the same affinity as 1,25(OH),Ds itself. In-vivo however, the
effects of calcipotriol were significantly different from those of 1,25(0OH),Ds;. The active form
of vitamin D3, 1,25(0OH),D3, had potent effects on calcium metabolism and overdosage resulted

in hypercalcemia and hypercalciuria.
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From studies performed in rats, it was shown that the effect of calcipotriol on calcium
metabolism was at least 100 to 200 times lower than that of 1,25(OH),D3. This low activity on
calcium metabolism might be an intrinsic property of the calcipotriol molecule. However, the
pharmacokinetic studies performed with calcipotriol suggested that the low activity on calcium

metabolism was associated with a rapid metabolic degradation of the active compound.

Animal Pharmacokinetic Studies with Calcipotriol: Pharmacokinetic studies are summarized
briefly here and in more detail by species in tabular form following this section.

Pharmacokinetic studies with *H-calcipotriol have been performed in rats and minipigs.

In vivo: Oral absorption of calcipotriol was approximately 60% in rats and 40% in minipigs.
The half-life of calcipotriol was 12 minutes in rats and 60 minutes in minipigs. The major
metabolite of calcipotriol MC1080 was present in the first plasma sample at 5 minutes; its half-
life was 54 minutes in rats and 1.8 hours in minipigs. Drug-related radioactivity was excreted in
urine and faeces and clearance was considered to be almost exclusively metabolic, as less than
5% of the administered radioactivity was excreted at the time of disappearance of all calcipotriol
from plasma. Determination of the tissue distribution of calcipotriol was complicated by the
appearance of ®H-H,0 from the metabolic degradation of *H-calcipotriol. Autoradiography
studies performed in rats, however, established that calcipotriol concentrations were highest in
the liver, kidney and intestine. No drug-related radioactivity was present 24 hours after

administration of *H-calcipotriol.

Invitro: Two main metabolites of calcipotriol were observed in incubations of calcipotriol with
rat liver homogenate supernatants. The two metabolites, MC1046 and MC1080, were isolated,
identified and synthesized. Both metabolites were also present in supernatants from minipig,
rabbit and human liver homogenates and in plasma samples from rats and minipigs. Although
the necessity of using very high dosages of calcipotriol precludes the study of calcipotriol
metabolism in humans, the present evidence strongly suggests that calcipotriol metabolism is
qualitatively similar in rats, minipigs, rabbits and humans. In addition, both metabolites had lost
most of the biological activity associated with calcipotriol thus constituting a deactivation

pathway for the drug.
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IN VIVO PHARMACOKINETIC STUDIES WITH CALCIPOTRIOL

TYPE OF STUDY

METHODS

MAJOR RESULTS AND INTERPRETATION

(1) Acute administration
of ®H-MC903 by i.v. and
oral routes to rats.

Female rats dosed with 3H-
MC903, 0.10 mg/kg i.v. or 0.20
mg/kg p.o. In experiment 1, rats
sacrificed at different time points
for measurement of radioactivity
in plasma and tissues. In
experiment 2, same doses, radio-
activity measured in urine and
faeces during first few hours and
for several days. Six rats per
dose per route.

Rapid metabolism of MC903, with a half-life of 12 min. after i.v. Main metabolite: MC1080 in first plasma sample after 5
min; half-life of MC1080 54 min. Much lower levels after oral dosing. After both routes slow decline in the late phase due to
further metabolic degradation leading to formation of *H-H,0. MC903 also metabolized to MC1046 then to more polar
compounds later [possible glucuronides and sulphates, as well as putative metabolism to calcitronic acid, discussed in Study
(5) below].

Renal excretion 16% (p.0.) and 26% (i.v.) of administered dose, peaking on Day 1 at 6-24 h (both routes); declined slowly in
accordance with large volatile component, *H-H,0.

Faecal excretion 43% (p.0.) and 40% (i.v.), also highest on the first day with both routes. Total excreted radioactivity 59%
(p.0.) and 67% (i.v.); <100% presumably due to exhalation of volatile components. Calculated absorption of MC903; by
ratio of urinary excretion after oral and i.v. dosing, approximately 60%.

Tissue levels: Highest amounts in liver, kidney and intestine; also in fat, muscle and spleen. Early measurements most
accurate, ie. before formation of volatile radioactivity.

(2) Acute topical
administration of
®H-MC903 to rats and
rabbits.

6 rats, 2 rabbits, dosed once with
topical *H-MC903, 21-25 mcg/
kg in rats, 9-10 mcg/kg in
rabbits. Urine and faeces
collected every 24 h for 144 h.
Surplus ointment removed after
4 h to prevent licking. Samples
taken of serum, liver, treated
skin, urine, and faeces.

Surplus ointment removed at 4 h had accounted for about 60% of radioactivity. At 4 and 144 h less than 2% (in total)
recovered from cages. Small amount of radioactivity retained in skin at 144 h (0.5-3.1%); this is approximately 30 (rats) and
200 (rabbits) times higher than levels found after i.v. dosing. Serum levels of 3H-MC903 were 0.2-0.6 ng-eqv/mL. This
compares to 17 ng-eqv/mL after i.v. dosing of 0.1 mg/kg (see above study in rats). Percutaneous absorption based on total
recovery from urine and faeces was 17%, 27% and 10% for male rats, female rats and female rabbits, respectively. Liver
levels of *H-MC903 ranged from 0.4-1.1 ng-eqv/g.

(3) Acute oral and i.v.
dosing of *H-MC903 to
rats, whole-body
autoradiography.

5 and 6 rats dosed orally and i.v.,
respectively, 2 controls, sacri-
ficed at various times after
dosing. Distribution of radio-
actively labelled, non-volatile
material assessed by examin-
ation of x-ray films after ~ 7
months  exposure to tissue
sections.

L.V.: Low radioactivity distributed uniformly to most tissues including brain. Higher levels in excreting organs, bile ducts,
liver and to a minor extent, kidneys.

Oral: Similar to i.v. dosing, except more radioactivity in oral cavity, oesophagus and stomach. Is noted that MC903 passes
the blood-brain barrier with p.o. or i.v. dosing, that biliary excretion was evident after 15 min. with both routes of
administration and no secretion to the stomach via gastric mucosa was observed. 24 h after dosing levels of non-volatile
MC903-like material were very low, with no evidence for accumulation.
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IN VIVO PHARMACOKINETIC STUDIES WITH CALCIPOTRIOL (continued)

TYPE OF STUDY

METHODS

MAJOR RESULTS AND INTERPRETATION

(4) Acute oral and i.v.
dosing of *H-MC903
to minipigs.

2 pigs/dose (1M,1F), doses 0.1
mg/kg i.v., 0.20 mg/kg oral, and
placebo. Blood samples at
specified times and collection of
urine and faeces for 10 days. 6
weeks later females crossed over
to alternate regimen, urine and
faeces and certain tissues (no
blood) examined for MC903.

Absorption with oral dosing rapid but incomplete (=40%). No clear distribution phase following i.v.
administration. Short elimination half-life of 1 h for parent. Metabolite MC1080 apparent after 5 min, with half-
life of 1.8 h. No late elimination phase detected, indicating accumulation of MC903 with repeat dosing unlikely.
Rebound levels observed in 1 pig at 4 hours, likely indicative of enterohepatic recirculation for parent and
metabolite. Level of radioactivity after 12 h declined with half-life of ~ 2.6 days, likely due to *H,0. MC903
and metabolite MC1080 eliminated from plasma within 24 h; only 4% by renal, thus elimination mostly by
metabolism. Excretion: Total cumulative recovery of 16% in urine and 44% in faeces. Tissue (mainly liver and
kidney) radioactivity after 10 days mainly *H,0 [Putative metabolic pathways discussed in study (5) below.]

(5) Rats and Minipigs
treated as described in
1 and 4 above.

Metabolism further
studied.

Synthetic samples of MC1080,
MC1046, MC1024 and MC1235
obtained. Plasma samples from
rat and minipig obtained after
dosing described above in (1) and
(4). Samples analyzed by HPLC.

MC903 disappeared rapidly from plasma in both species, with half-lives of = 12 min (rat) and 60 min (pig).
Metabolites of MC903, mainly MC1080, were observed in the first sample at 5 min after i.v. dosing. MC903,
MC1080 and MC1046 account for most of the radioactivity in the samples during first hour after dosing both
species. Distribution between parent and metabolites similar to in vitro studies; in rat MC1046 more prevalent
after oral than i.v., possibly due to first pass. Minor metabolites more polar than MC1046 observed in both
species. Content of radioactivity in eluate increases rapidly with time; 6 hours after dosing >80% radioactivity
found in this fraction, both species, both routes; due mainly to radioactive water. Metabolism of MC903 to
MC1080 and MC1046 involves oxidation at the 24-position, similar to oxidation of 1,25 dihydroxyvitamin Ds,
active form of vitamin D;. Likely that MC903 is metabolized to calcitronic acid, similar to 1,25
dihydroxyvitamin Dj.
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IN VITRO PHARMACOKINETIC STUDIES WITH CALCIPOTRIOL

TYPE OF STUDY

METHODS

MAJOR RESULSTS AND INTERPRETATION

(1) Identification of
metabolite of MC903
in rat liver
homogenates.

Livers removed from 6-week old
rats, homogenized, centrifuged
and super-natants  collected.
Samples incubated at 37° with
MC903. Structure elucidation by
proton NMR and  mass
spectrometry.

Structure elucidation by proton NMR and mass spectrometry revealed a metabolite that is identical to MC1080
detected in in vivo studies.

(2) Identification of
metabolites in liver
homogenates of rat,
minipig, rabbit, and
man.

Supernatants prepared from liver
samples from rat, minipig, rabbit
and man. Incubations with
labelled or unlabelled MC903.

Metabolite identified from rat as MC1080. Also formed in substantial amounts with liver supernatants from pig,
man and rabbit. Additional peak in man and rabbit due to metabolite MC1046; to a lessor extent in pig and rat.
MC1080 and MC1046, along with MC903 (parent) accounted for 71%-73% of radioactivity in rat, pig and
human; 7-15% due to more polar metabolites. Quantitative differences existed among the species, but the
pattern of metabolism was similar for all species.
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Clinical Pharmacology

The atrophogenic potential and dermal tolerance of DOVOBET (calcipotriol and betamethasone
dipropionate) ointment was compared with that of 0.5 mg/g betamethasone dipropionate
ointment and placebo ointment in a randomized, double-blind, right/left comparison on the
forearm of subjects (study MCB 9903 DE). Sonography demonstrated skin thinning with
DOVOBET relative to placebo ointment when applied twice daily for 4 weeks. However, skin
thinning with DOVOBET was similar to betamethasone (12.3% and 13.2% respectively). There
were no clinical signs of atrophy, telangiectasia or irritation (erythema). There were no
histological differences in epidermal or dermal thickness between DOVOBET and

betamethasone.

The absorption and excretion balance of *H-calcipotriol and ®H-betamethasone was evaluated
after a single application of radiolabelled DOVOBET to healthy volunteers (study MCB 9901
NL). Subjects were also treated with DOVOBET for 4 weeks and then absorption and excretion
was again evaluated after a single application of radiolabelled DOVOBET. The absorption of
calcipotriol after a single application of DOVOBET is similar to absorption after application of
the other marketed formulation of calcipotriol (i.e. DOVONEX, 50 mcg/g calcipotriol). Thus,
the safety profile of DOVONEX is applicable to DOVOBET. Betamethasone dipropionate in
DOVOBET does not influence the absorption rate of calcipotriol and vice versa calcipotriol does
not affect the absorption of betamethasone. Absorption of calcipotriol is similar after 4 weeks of

treatment with DOVOBET as it is after a single application.

A bioequivalence study of betamethasone dipropionate in DOVOBET ointment versus
Diprosonee (Schering-Plough Ltd.) ointment, was conducted in healthy volunteers according to
the FDA guideline for vasoconstrictor bioassay (study MCB 9902 FR). Betamethasone
dipropionate is bioequivalent in the two preparations as the 90% confidence interval for the skin
blanching response ratio (test to reference) is [0.81 ; 1.04] and within the interval of [0.80 ; 1.25]
as defined by the FDA guideline.
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TOXICOLOGY
Toxicologic studies are summarized briefly here and in more detail by species in tabular form

following this section.

Systemic Toxicity of Calcipotriol

Despite the intended topical use of calcipotriol in the treatment of psoriasis, most of the
toxicological studies were performed using the oral route of administration. This was done to
assure maximum exposure to the compound. From these studies it was evident that toxicity
associated with the administration of pharmacologically excessive doses of calcipotriol was due
to the calcitropic activity of the compound. The maximum doses were 54 mcg/kg/day in rats,
18 mcg/kg/day in minipigs and 3.6 mcg/kg/day in dogs. In the acute, subacute and chronic
toxicity studies the main signs of toxicity were loss of bodyweight, increases in plasma or serum
calcium, creatinine and urea, renal toxicity and soft tissue calcifications. These changes resulted
from the exaggerated absorption of calcium and phosphorous from the intestine and are
characteristic of vitamin D overdosage. The kidney was the main target organ of toxicity and
tubular lesions and calcifications were apparent after prolonged hypercalcemia in all species
investigated. These types of changes, however, are not considered indicative of a human risk,
since less than 1% of calcipotriol is absorbed through the skin in man and there is no evidence of

calcitropic effects in man with the prescribed dose.

Dermal Toxicity of Calcipotriol

Dermal toxicity of calcipotriol was limited to a slight-to-moderate skin irritative effect. The
studies performed with calcipotriol ointment showed that the incidence and severity of skin
irritation was slightly less in the calcipotriol-treated group than in the placebo ointment group.
The formulation of the ointment base is analogous to that employed for a number of steroids
available for the treatment of psoriasis. Skin thinning, as seen with steroid application, was not

observed with the calcipotriol ointment.

Dermal Tolerability of DOVOBET (50 mcg/g calcipotriol plus 0.5 mg/g betamethasone (as
dipropionate)): Two dermal tolerability studies were conducted in rabbits. In the first study, no

skin irritation was observed and only slight irritation attributed primarily to calcipotriol was
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observed in the second study. A gradual reduction in skin thickness was observed over 6 weeks
which was attributed to betamethasone. However, the stratum corneum of rabbit skin is much

thinner than that of humans and rabbits are very sensitive to skin irritants.

Reproduction and Mutagenicity with Calcipotriol

Reproduction studies have shown that calcipotriol has no effect on fertility in male and female
rats nor on their F; generation progeny. Fetal toxicity and teratogenicity studies showed no
evidence of embryotoxic or teratogenic effects in rats and rabbits. Peri- and post-natal
development studies indicated that calcipotriol had no toxic effects on the F; or F, generation.

There was also no evidence for a mutagenic or clastogenic potential with calcipotriol.

Carcinogenicity with Calcipotriol

A dermal carcinogenicity study in mice showed no indications of increased carcinogenic risks.
Calcipotriol solution was applied topically for up to 24 months at doses of 3, 10 and 30
mcg/kg/day (corresponding to 9, 30 and 90 mcg/m?/day). The high-dose was considered to be
the Maximum Tolerated Dose for dermal treatment of mice with calcipotriol. Survival was
decreased at 10 and 30 mcg/kg/day; particularly in the males. The reduced survival was
associated with an increased incidence of obstructive uropathy, most probably caused by
treatment-related changes in the urinary composition. This is an expectable effect of treatment
with high doses of calcipotriol or other vitamin D analogues. There were no dermal effects and

no dermal or systemic carcinogenicity.

Photo(co)carcinogenicity: In a study where albino hairless mice were repeatedly exposed to
both ultraviolet radiation (UVR) and topically applied calcipotriol for 40 weeks at the same dose
levels as in the dermal carcinogenicity study (see above), a reduction in the time required for
UVR light to induce the formation of skin tumours was observed (statistically significant in
males only), suggesting that calcipotriol may enhance the effect of UVR to induce skin tumours.

The clinical relevance of these findings is unknown.

No carcinogenicity or photocarcinogenicity studies have been performed with betamethasone

dipropionate.
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ACUTE TOXICITY OF CALCIPOTRIOL

TEST COMPOUND ANIMAL ROUTE / DOSAGE IMPORTANT FINDINGS
Calcipotriol Mouse Oral 0-20 mg/kg Oral and i.p. LDsg in mouse and oral LDsj in rat ~ 20 mg/kg. i.p. LDsg in rat ~ 40 mg/kg. Clinical symptoms
(MC903) i.p. 0-20 mg/kg due to hypercalcemia; subsequent soft tissue calcification was main symptom. Cause of death: Renal failure.
Rat Oral 0-40 mg/kg Organs affected: Kidney, heart, thymus and liver in rat (at > 20 mg/kg) and kidney in mouse (at > 5 mg/kg).
i.p. 0-60 mg/kg
MC1046 & MC1080 Rat Oral 0-80 mg/kg Oral and i.p. LDs, for MC1046 ~ 45 mg/kg. Oral LDs, for MC1080 ~ 35 mg/kg and ~ 2X as much for i.p.

(main metabolites of
MC903)

i.p. 0-80 mg/kg
for both compounds

Clinical symptoms due to hypercalcemia; subsequent soft tissue calcification was main symptom. Cause of
death: Renal failure. Organs affected: Kidney, heart, Gl tract, lung and testes (at > 20 mg/kg).

LOCAL TOLERANCE OF CALCIPOTRIOL

TEST SYSTEM ANIMAL MC903 DOSAGE IMPORTANT FINDINGS
Skin irritation test Rabbit (n=6) 5 mcg/day for 3 weeks Only minor skin reactions were seen.
Skin irritation test Rabbit (n=6 / 25 mcg/day ointment vs. Treatment caused clinically well-defined to moderate skin reactions, as did placebo ointment. Reaction
group) placebo for 6 weeks considered related to propylene glycol content in ointment base. No adverse histopathological changes
were observed.
Skin irritation test Rabbit (n=6) 100 mg of 50 mcg/g cream Only slight irritancy developed. The irritancy developed quicker with the calcipotriol group than the
vs placebo for 6 weeks placebo. The magnitude of the reactions was similar in both groups.
Skin irritation test Rabbit (n=6) 100 mcl of 50 mecg/mL Only very slight irritancy was observed. Thickening of the epidermis was observed in areas treated with
scalp solution vs placebo calcipotriol.
for 6 weeks
Acute eye irritation Rabbit (n=3) 5 mcg ointment single dose Only transient, fully reversible swelling of the conjunctivae was observed.
Allergenic potential Guinea pig . : :
A (n=10, placebo; | 0.5-5mcg/mL MC903 was classified as a mild potential allergen.
maximization test _
n=20, MC903)
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LONG-TERM TOXICITY OF CALCIPOTRIOL

TEST COMPOUND | ANIMAL ROUTE / DOSAGE IMPORTANT FINDINGS
Calcipotriol Rat Oral 0 (control), 6,18 Apart from a higher incidence of focal calcification at the cortico-medullary junction of the kidneys in the high
(MC903) (20/dose) and 54 mcg/kg/day dose animals, no other adverse effects were seen. The focal calcification can be attributed to the pharmacological
for 4 weeks. effect of MC903. No mortality was seen.
Calcipotriol Dog Oral 0 (contral), 0.1, No changes were seen at doses up to 0.9 mcg/kg/day for 4 weeks, whereas raising the dose to 1.8 mcg/kg/day at
(MC903) (4/dose) 0.3 and 0.9 mcg/kg/ week 5 and further to 3.6 mcg/kg/day at week 6 caused morphological changes in the kidneys, increases of kidney
day for the first 4 functioning and plasma calcium, all of which are attributed to the pharmacological activity of MC903. No
weeks, <1.8-3.6 mortality was seen.
mcg/kg/day for the last
2 weeks. Total 6 weeks.
Calcipotriol Rat Dermal 0 (control) 6, Topical treatment for 13 weeks gave rise to slight skin reactions and some minor changes in the clinical chemistry
(MC903) (20/dose) 18 and 54 mcg/kg/day parameters. The minimal focal calcification seen in the kidneys of all treatment group animals was a minor
for 13 weeks. change which may be attributed to the calcitropic effect of MC903. The same changes occur spontaneously in lab
rats. The changes recorded in the low dose group were within the level of spontaneous incidence.
Calcipotriol Rat Oral 0 (control), 4, 12 The target organ was identified as the kidneys. The main clinical chemistry findings were the dose-related
(MC903) (40/dose) and 36 mcg/kg/day for increases in serum calcium, indicating a calcitropic effect of MC903. This was further confirmed at autopsy by
26 weeks. increased kidney weights, lighter coloured appearance of kidneys, increased bone mineralization and renal focal
and soft tissue calcification. One low dose female died on day 77, not considered as treatment-related.
Calcipotriol Minipig Oral 0 (control), 1, 3 No changes were seen in low- and mid-dose animals. Increase in high-dose rapidly affected the animals by
(MC903) (6/dose) and 6 mcg/kg/day for inducing distress, lethargy and bodyweight loss. These changes were accompanied by a slight decrease, still

the first 20 weeks and
then up to 9-18 mcg/
kg/day for the last 6
weeks. Total 26 weeks.

within normal range, in Hb, erythrocyte and hematocrit. Serum calcium and urea were increased, serum inorganic
phosphate was decreased. At autopsy high-dose animals showed enlarged kidneys with pronounced striation of
the medulla on cut surfaces. Urinary calculi were observed in 1 animal. Histopathology showed tubular necrosis
and calcifications in the kidneys and the parotid gland in high-dose animals. No mortality was observed.
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MUTAGENICITY OF CALCIPOTRIOL

TEST SYSTEM TEST MC903 DOSAGE IMPORTANT FINDINGS

Ames Test Salmonella 0.01-1 mg/plate MC903 was not found mutagenic in this in vitro bacterial test at the dose levels tested.
typhimurium

Mouse lymphoma TK Mouse 1-40 mcg/mL MC903 demonstrates no evidence of mutagenic potential in this in vitro test system.

locus assay lymphoma
L5178Y
(TK+/-) cells

Metaphase chromosome Human 2-1000 mecg/mL MC903 has shown no evidence of clastogenic activity in this in vitro cytogenetic test system.

analysis lymphocytes

Micronucleus test Mouse bone 1 mg/kg p.o. MC903 did not show a mutagenic potential under the conditions of this in vivo micronucleus test.
marrow

REPRODUCTION AND TERATOLOGY OF CALCIPOTRIOL

STUDY

ANIMAL

MC903 DOSAGE

IMPORTANT FINDINGS

Fertility and general
reproductive performance

Fetal development

Teratology

Peri- and post-natal

Rat
(20M, 40F)

Rat
(32/dose)

Rabbit
(18/dose)

Rat
(32/dose)

6-54 mcg/kg/day
p.o.

6-54 mcg/kg/day
p.o.

4-36 mcg/kg/day
p.o.

6-54 mcg/kg/day
p.o.

Treatment with MC903 did not give rise to any major abnormalities in the offspring or affect the reproductive performance,
morphological development or auditory, visual or behavioural systems.

A few minor deviations occurred in pregnant rats given p.o. MC903 during days 6-15 of gestation, attributable to the
pharmacological effects of MC903 on calcium metabolism. No teratogenic effects were observed.

At 36 mcg/kg/day of MC903 from day 6-18 of gestation, maternal toxicity was observed, characterized by deaths, bodyweight
losses, reduced food intake, increased post-implantation loss, reduced mean fetal weight and increased minor ossification
changes. At 12 mcg/kg/day slight signs of maternal toxicity (bodyweight loss, reduced food intake, maternal death or abortion in
2/18 animals) and reduced mean fetal weight were seen. At 4 mcg/kg/day, no adverse maternal or fetal effects were observed.

Administration of MC903 to pregnant rats from day 15 of gestation to day 20 post-partum did not cause significant adverse
effects on late fetal development, labour and delivery, lactation, neonatal viability and growth of the young or give rise to any
major abnormalities.
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LOCAL TOLERANCE OF DOVOBET (50 mcg/g calcipotriol plus 0.5 mg/g betamethasone (as dipropionate))

STUDY ANIMAL DOVOBET DOSAGE IMPORTANT FINDINGS
Dermal tolerability Rabbit Once daily application of No skin irritation was observed. Histopathological changes consisting of squamous metaplasia of
(n=6) 100 mg Dovobet and 100 mg | pilosebaceous tissue and comedogenic activity attributable to the ointment vehicle were observed.
vehicle ointment on separate
skin areas for 6 weeks.
Dermal tolerability Rabbit Once daily application of Slight skin irritation attributed primarily to calcipotriol was observed. Histopathological changes
(n=6) 100 mg of Dovobet, consisting of squamous metaplasia of pilosebaceous tissue and comedogenic activity attributable

calcipotriol (50 mcg/g),
betamethasone (0.5 mg/g),
and vehicle ointment on
separate skin areas for 6
weeks.

primarily to the ointment vehicle were observed.
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PART I1I: CONSUMER INFORMATION

PRDOVOBET®
calcipotriol and betamethasone dipropionate

This leaflet is part 11 of a three-part "Product Monograph"
published when DOVOBET was approved for sale in Canada and
is designed specifically for Consumers. This leaflet is a summary
and will not tell you everything about DOVOBET. Contact your
doctor or pharmacist if you have any questions about this drug.

ABOUT THIS MEDICATION

What the medication is used for:
DOVOBET should be used topically for up to 4 weeks to treat
psoriasis plaques on your body.

DOVOBET should not be used on the face.

What it does:
DOVOBET contains two active ingredients; calcipotriol, a vitamin
D-like agent and; betamethasone, a corticosteroid (“steroid”).

Psoriasis results from skin cells growing and dividing too quickly,
causing plaques (scaly, red patches) to form on the skin.
Calcipotriol comes from naturally occurring vitamin D and acts to
return the growth of skin cells to normal.

The topical steroid betamethasone acts to control the inflammation
(redness, swelling) associated with psoriasis.

The combination of calcipotriol and betamethasone in DOVOBET
ointment is more effective for the treatment of psoriasis and is
faster acting than if these two ingredients were used alone.

When it should not be used:

o Do not use this product if you are allergic to any of the
ingredients in DOVOBET ointment, or to components of the
tube.

e DOVOBET is not for use in your eyes.

e Do not use to treat viral, fungal or bacterial skin infections,
tuberculosis of the skin, syphilitic skin infections, chicken
pox, eruptions following vaccinations, and in viral diseases
such as herpes simplex, varicella and vaccinia because
Dovobet contains a steriod.

What the medicinal ingredients are:
Calcipotriol (vitamin D analog) and betamethasone dipropionate
(corticosteroid).

What the important nonmedicinal ingredients are:
White soft paraffin, liquid paraffin, polyoxypropylene-11-stearyl
ether (contains butylhydroxytoluene), alpha-tocopherol.

What dosage forms it comes in:
DOVOBET is available as a topical ointment containing 50 mcg/g
calcipotriol and 0.5 mg/g betamethasone (as dipropionate).

WARNINGS AND PRECAUTIONS

Calcipotriol, a medicinal ingredient of DOVOBET, when used
with ultraviolet radiation (UVR) may increase the risk of
developing skin cancer caused by UVR. Calcipotriol alone does
not cause cancer.

DOVOBET is not recommended for use during pregnancy or
while nursing. Tell your doctor if you are pregnant, nursing, or
become pregnant during your treatment.

If you are at high risk of developing high blood calcium levels,
you should be monitored with blood tests. If blood calcium levels
increase, treatment with DOVOBET should be discontinued until
calcium levels return to normal.

DOVOBET is not recommended for children under 18 years of
age. Children may be more prone to side effects from the steroid
in DOVOBET.

DOVOBET should not be applied to large areas of damaged skin,
in skin folds or under air tight bandages/dressings.

It is best if your treatment is broken up occasionally and if one
area of your body is treated at a time. The steroid contained in
DOVOBET may cause stretch marks or shrinking of the skin or
tissues under the skin. If this occurs, treatment should be stopped.
There may a return of psoriasis if prolonged use of a steroid is
stopped abruptly.

BEFORE you use DOVOBET talk to your doctor or pharmacist
if:

e you have viral, fungal or bacterial skin infections,
tuberculosis of the skin, syphilitic skin infections, chicken
pox, eruptions following vaccinations, viral diseases such as
herpes simplex, varicella and vaccinia.

you are currently using other topical corticosteroids.

you are using sun tanning beds or sun lamps.

you are currently using phototherapy for your psoriasis.
you have allergies to any of the ingredients in DOVOBET
ointment or to components of the tube.

INTERACTIONS WITH THIS MEDICATION

There is no clinical trial experience on the interaction of
DOVOBET with other drugs for psoriasis.

PROPER USE OF THIS MEDICATION

Usual dose:

DOVOBET should be gently rubbed onto affected skin areas once
a day for up to 4 weeks. You should begin to see an improvement
within the first week. The maximum amount of DOVOBET
ointment you should use in one week is 100g.
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Using the ointment:

e Remove the cap. Check that the aluminium seal has not been
broken before you use it for the first time. To break the seal,
use the other end of the cap to pierce the seal.

e  Gently rub the ointment on the areas of your skin affected by
psoriasis. Wash your hands after using DOVOBET to prevent
getting any on your face. You can wear your usual clothes
and no special dressing or cover is needed.

e If you accidentally spread DOVOBET onto surrounding
healthy skin, wash it off right away.

e DOVOBET is not recommended for use on your face. If you
accidentally get some on your face, wash it off right away.

e Do not apply DOVOBET on large areas of damaged skin, in
skin folds or under an air tight bandage/dressing. This could
increase your risk of side effects.

e If DOVOBET ointment is used together with DOVONEX®
cream, ointment or scalp solution, then the combined total for
all products together should not be greater than 100 g per
week.

For example, if you use 60 g of DOVOBET ointment, you
should not use more than 40 mL of DOVONEX scalp solution.

Overdose:

From calcipotriol:

The calcipotriol in DOVOBET can lead to increased blood calcium
levels if more than the maximum 100g weekly amount of
DOVOBET is used. This effect is reversible when treatment is
stopped.

From betamethasone:

Long term use of topical steroids can lead to symptoms of
hypercorticoidism, including Cushing's disease. Recovery is fast
and complete once the steroid is stopped.

Missed Dose:
If you forget to use DOVOBET at the right time, use it as soon as
you remember. Then go on as before.

SIDE EFFECTS AND WHAT TO DO ABOUT THEM

The most common side effect from the use of DOVOBET is
itching which is usually mild.

The calcipotriol in DOVOBET may cause local irritation which is
usually mild and temporary. Rare cases of allergic reaction to
calcipotriol have been reported. Calcipotriol can lead to high blood
calcium levels but this is usually related to using more than 100g
of DOVOBET per week. Worsening of your psoriasis can occur.

Side effects from the steroid in DOVOBET are generally local and
include dryness, itching, burning, local irritation, thinning of the
skin, the appearance of surface veins, stretch marks, various types
of skin rashes and red, swollen hair follicles. If applied to the face,
an acne-like rash and swelling can occur. In rare cases, your
adrenal glands may stop working properly.

SERIOUS SIDE EFFECTS, HOW OFTEN THEY HAPPEN

AND WHAT TO DO ABOUT THEM

Symptom / effect Talk with your [ Stop taking
doctor or drug and
pharmacist call your
it " doctor or
Only i In al pharmacist
severe cases

Rare: pustular psoriasis (headache, fever,

chills, arthralgia, malaise, anorexia, \/

nausea)

Rare: adrenal effects (weakness, N

increased urination/thirst, fatigue, weight

loss)

Rare: skin thinning (visible veins, stretch +

marks)

Very rare: allergic reaction (rash, itching, N,

swelling, trouble breathing, dizziness)

Very rare: high blood calcium levels +

(fatigue, depression mental confusion,

anorexia, nausea, vomiting, constipation,

increased urination and in some patients,

cardiac arrhythmias)

This is not a complete list of side effects. For any unexpected
effects while taking DOVOBET, contact your doctor or
pharmacist.

HOW TO STORE IT

Store at 5 to 25°C. Use within 12 months of first opening the

tube.

e For easy spreading and to prevent pulling of delicate skin do
not refrigerate the ointment.

e Keep DOVOBET in a safe place where children cannot
reach it.

o Keep DOVOBET away from your pets. The medicine
(calcipotriol) can be fatal to dogs if eaten. If your dog eats
DOVOBET contact a veterinarian immediately.

e Do not use DOVOBET past the expiry date marked on the
bottom of the tube.
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REPORTING SUSPECTED SIDE EFFECTS

To monitor drug safety, Health Canada through the Canada
Vigilance Program collects information on serious and
unexpected effects of drugs. If you suspect you have had a
serious or unexpected reaction to this drug you may notify
Canada Vigilance:

By toll-free telephone: 1-866-234-2345

By toll-free fax: 1-866-678-6789

Online: www healthcanada.gc.ca/medeffect
By email: CanadaVigilance@hc-sc.gc.ca

By regular mail:

Canada Vigilance National Office

Marketed Health Products Safety and Effectiveness
Information Bureau Marketed Health Products Directorate
Health Products and Food Branch

Health Canada

Tunney’s Pasture, AL 0701C

Ottawa ON K1A 0K9

NOTE: If you require information related to the management
of the side effect, please contact your health care provider
before notifying Canada Vigilance. The Canada Vigilance
Program does not provide medical advice.

MORE INFORMATION

This document plus the full product monograph, prepared for
health professionals can be found at: www.leo-pharma.com/canada
or by contacting the sponsor, LEO Pharma Inc., at: 1-800-668-
7234,

® LEO Pharma A/S used under license by LEO Pharma Inc., Thornhill,
L3T 7W8

This leaflet was prepared by LEO Pharma Inc.
Last revised: July 3, 2013
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FEAMIM - 1A20], 48 A DERIZ X 2\ MO 2 REHE (5 ﬁ@ﬁ%ﬂi%%&ﬁ
TBIRRE - B L DA MEO RGN, BHEIC L DIREAR Jm\ﬁ
(OEAWE (Soug/gh vy B U A— R | FHEL, HEERER
0.5mg/g_\HF AL o Ta et VAT AR
s KAy R) (0=301) ; QB NATAREY | REAXRy MZEBRBEIZAEDTH O HA Oy (Vv R RY
F—VHE (S0ug/g)  (0=308) ; Q) XHF AL | A—LIRF ALY VT a et BT AT V) OB
VTR A B AT VIR (0.5mg/g) LV BIRIEBN R o T, 4RI OTEFRKE T RF TIIPASIA =
(n=313) ; @)IREEA] (n=108) TIE RARRy METT3%. HATHR R A — B T63%, &

AES T I BT AT VEET3%, FERIRET29%IK T
L7z (p<0.001) , JAFRLERCIIPASIA 27X KA~y hET
48%., HNVIHR R Y A= ARET28%, RNE ALY VT a A
VR AT VEETA1%, FEAIBET22%K T L7z (p<0.001) , 1%
HIR A DREEOFEFENL KRRy N TR bBE Lic, IBEORE
X RARR Y FEETT9%, VTR b Y A —LBET54%, ~NH A
2T EF VAT NAFET67%, FEAIREC27%E T L
7= (p<0.001) . [EAHIZ K D2HEMEOEBRFMIZIBNTE FAR
Ry NENRBIBRERDRENE -T2, RRRy ML BIRET
76%D BFE TIHEDIHK XITFRIER A DTz, IR B
VA —VEET33%, XA AXY T BT AT RET
56%. AIMET% TH o7z (p<0.001) , KAy FTHROHI
FRWERIZRZ A XY Tt e A7 0 EHL LT
oo b L AGNTEWERIZ, BEDZSFETH T,

MCB 9904 | FHA v : ZfakItEl, MEAL, — FEAmIEHE -

INT B, BEAIHR, AT RERM 3R F1H] 4% OPASIA 227 D%k, FIRFBLOBRS (EHE 1A
BEROLHE - S FFRTEDS T & 7 2 = PR HBOPASIA a7 OEAL) | HEIPREDIEEDRREE, & TR
BRI RN & 2 BTG OREDOHERITIFERLE) | &
WU ZEEMRT CLA2E, 4 ®RA FAC R D BENEDORMEAM, ARRIIRZE DI M O IE D2k,
W2 EERT CRAR vy 7 A& 1200, 4 | FEHRS, WHERAN
T AT F2Hl . RARR v 7 R K DHEFHRIE~OBATIZ OV TO— %
TEMERE HRFAT
U ()RR MKE (Sopg/gh VB b | REE
U A=V R 0Smg/g R F AR v oTaest | RARXy MCEDEBITADTHY . filSh T D% DRk
VBT AT V) (n=369) ; 2) AR w7 AEE | frEEA LIEEA (RARXR v 7 X K ODiprosone) O HAffi#
(BB NYA—150pg/g (n=365) 0 LRRFBR R o T, 4 OWEFE TRFCTIZPASIA 2
(3)Diprosonek & (RZ A FZ Y o vFuv Aty | TIERRy METT4%, RARFR v 7 ARET55%, Diprosoneft
= A7 /L0.5mg/g, T61%IL T L7z (p<0.001) , TEHEIERFTIXPASIA 2 7L FAR
Schering-Plough Ltd.)  (n=363) Ny MET47%, KRR v 7 AEET31%, Diprosonehf T40%1K
H2M : KRR 7 AWEICBAT (LROFE | TLE (p<0.001) . #EAPREOIEEORREL KRR~y kT
X v 344p1, 3324511, 3444) HekE Lz, IREOREIL KAy METT9%., RARFRy 7 A

BET63%. Diprosoneft TO2%IK T L7z (p<0.001) ., [ERHIZ X2
FIMEDOBBEHHICB N TH KRNy MES R HIGFERD R’ E
Mol RARNy MK D1EH T68%D ME THZAEDIHE UL
ERUENA DN, RARFR > 7 AFET36%. Diprosonefif T
47%ThH-7= (p<0.001) , FARXy b TROLNEEIER M~
DS DOEWERICESE TRMAEETHY . &b L Aohizal
FERITREDZ SFETH o7, BEFMER FRX Yy 7 R
K DHERRRRIE~BAT Lz,

MCB 9905 | ¥ A v : ZhugkdilFl, ®iEA(L, —HE FEAMILHAE -

INT B, ELAIRR, AT SR 4B DOPASIA 27 DAL, PIREHOES (HELAEZO
BRIEHE - S FPRIEDS T & 70 D = MR mmx:Tmﬁm) ﬁ%ﬁ%@%%@%E\%Tﬁmﬁm

AR - 151)( W2l g, EHE
Z RO oI A EB AR RN A E | &K
\ZIRERIE & WAt

BERE - (1) KRRy hRE (S0pg/gh /LR

bYA=V R 0.5mg/g_ B A X T e

FrBET A7) 1A1E (0=150) ; (2) KA~
v MKE1H2E (n=234) (3)%3“7\ > 7 AR

B (Sopg/gh /v R R zL~/u> 1H2[H
(n=227) ; (HIEREAIIH2[E] (n=207)

W LA AMEOEMGHE (FREDOHAITEY L) | B
X BB D AR FH% X D IRIRARTRIEREAM, AR A
DRLBE KL OB D23, BEFLR, MiRA(LEmAE
FER . KAy NEREH 1BEAG CTOAZMEZ B 2001845 & [
BETHN, RRRy 7 AWMBIZLDIERLIV BEHTH
ST, 4B OTERE T TIIPASIA 27X KRy R H1E
BWARET69%. RARFR w7 A1R2EIEBAEE T55%, FEFIBET
27%IEF L7z (p<0.001) , RAR~y b1 A2EBAFEO4HE D
PASIA 27 DIET (74%) 1. RARNy MH EEARE & JEE
LTz (p=0.052) , {RWELER CTIXPASIA 2 7L KR~y bk
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1 B 1EIBATEET46%, KRR v 7 A1H 20 BATEET34%, A
FET20%IE T L7z (p<0.001) . RA~Ny M H2EERAAFEONF
HBLOBW S L RARy M AEEAARE S L TR0, HEl
FEFDOPASIZ 27 DI T 1348% Td - 72, FERPHEDILIEDFE
BEIXRANRy b CiRbSEL, THIEEAMAEE (74%) &1H20EH
BATEE (78%) THBIL Tz, ERIC K DA EO 2MBET
IZBWTH RARRy MEOIRFAIESE < 1 A2EBAAR D)
BIHIEBAREL Y @ o, RARXy b CTROLNREIWERIX
2 ORS ORWERICIESE THIFRECH Y, Kb L ABR
TR EDZ 9 ETh -T2,

MCB 0003

THA v SlEak R, WEAL, “HE

AP AL YE

INT T, JEFIRHHR, WATHERT AR 4% DPASIA 217 DAL, FIRBBOES (R IAEZ O
BPULHE - SNVRBGEN A & e D/ | PASIR 2T 0% k) | IR, BEFS
SRERIIA - 1B 1Bl 438 EEAG FER . ARy MR LR, H % 0 flcdy o B 3k
BREE . (1) FAXy MRE (Sopg/gh -y | AR EEA LD RN @D ol 4EMOIRHRKE TR CIX
AR U A=V K0.5mg/g_F A7 u | PASIZA a7 X Ry METT%, WLV R Y A= AT
vA VAT V) TH1E (n=490) ; (2) 46%, XL AL UEETST%, FEEIRET3%IE T L7
ANTR N Y A= VG (S0pg/g VoA b (p<0.001) . WA TRFICHERLY 2 b — /L CE Il
UA—/L1B1E (n=480) (3) _ERAHY DOEIEIZ, FRy MET56%, WLV R Y d—A T
VR (0.5mg/gRE AR VT U | 2%, NF A XY URET3T%, EHIFETI0% TH -7
T A7 /V) 1HI1El (n=476) (4) #EHFAN (p<0.001) ., VR LEKF CTIXPASIA 27X RAR~Xy MET
H1MEl (n=157) 39%. FTIR MU A VEET23%, NF ALY URET33%,
FEAIEETI8BIL T L7z (p<0.001) . 1BFEMNRDH - 7= BEDE
AlE. RAENy MEET65%, HVT R b U A —LRET29%, X
B AR RETA6%, FEAFETI0% TH -7 (p<0.001) . RAR
Ny TR LATZENWERIEE % O sy OEWERIZ S & Flla)
BTHY., mbIARONRWEHIIREDZ S HETH T,
ZEB{FFH O
JEFRIRIETE

B ERWEILR N A=AV OEFERE IR N AR ROV ERERIT, e X I 0D,
T®H 5 1,25(0H),D;DZ FRFEL L 7=z 36 0 2 fiia 40k e OHEFE O IR 7 & L C oL B OIEME A FEH 3
% HMTIM LTz, SRRt R & U C LR ORI & O LHIIE DO RE 2/ bR BT S b 720,
AR TRHARCEROFME S LTl ThH D E VD,

BUE OVEFEIRIT I AR IS 3~ 2 FERR L0 7 A0 e HE S 1, S bt 2 R SRS E BONS Ro i B s O ll/E
FIZE VR AFRET A, RIS, BATER MY F— B b e NEERERME U L oSEERIRE, ~ v R ETAE IR R
R O M AL S b EHE T D, 2, BAAVR N A uidfiia st 2 R o L 2 < HE B E A& FH.
EI D, WNVTR B Y A= L DIRF B AL BT O TE R TH b

HNTHR NV A= E, A Z—aA XXV FE IR MR LET A28, thofijatt A7 =—%
—IZ K DA IIPEE L2V, A X —a A F -1 EROA N OCEREDOE Ik~ n 77—l XY
AR END, FREOFHKRICIT, FICTHEE AR OB RN B RE 2 R L CWDE EEZ LN TVD,
HNYR N A= VR G TA v X —a A X1 2N LIEREET S Z LIk, WELED L&
FEOMAIERZHIME T 5 REEENRD 5.

In-vitro3& ) FREBR T, ANT AR B Y A— L OIEHER BRI S BRI S 1,25(0H),D; DiEME & IEEITHEEL L T
DT ENREINTZ, TR0 Db G OHERE EOFELINE K OHIFIZFEEL L 721,25(0H),DyZ AR A~D F L R K

U A — L OBIFIED1,25(0H),D;E DB D LRI L THH I EEBZ D EEL L TEHRY, LML, invivoTIE,

BN R BV A= L OEMRIE1,25(0H),D;DIEH & FE L BAg - Tz, {EMAE X 2 Dy TH 5 1,25(0H),D;i,
AN T LMENTR LR E 52, BRICFEET 258 IIEES AT U AUERES AV U DRIEZ AL D,

T v hORERNS, AT AEHIHRIT DALY R b A=A OERIZA 2 < & 1,25(0H),D;0 100~200f515K
W EBNRENT, vy AT D 2 ORVIEEIZ LU ) A=A ST OBRERHETH D L BB X

LD, Lol AR NI A= OEYEIERR G, vy AEHT T B IEWIEE I LA O35y
RPN TH D Z LR L TWAE LB X bz,

BMERWCA N TR ) A ORMEBRER | AH IR EERBR OIS 2R L, B L OREIT
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DI fE & RIFA TR, "H-ANV VR R Y A — & O EBIRERRIL T v RO =7 % TEfEi LTz,

In-vivo : VR B U A=V ORFROWIRILT v b THIO0%, =7 X THK40%TH Y, LRINIZ v FT12%,
=T HT0 Th oz, IR MY A=V OEEREY TH HMC 1080134% 5-577 12 IR S V7 e 0 i 4
MR S, HEHNET v FT54%y, S =7 XTI Th -7, MIETH AR N A —idfk b Shr-
HEFHEDS%ARIE T > 12, FHEITR L OER I S, TORBYIRFIC L2 b0 EEX BN, *H-b

NSRBIV DSRY T H D H-H,ODERIZ L Y, BV R b U A — L OMEES R &2 FET 5 2 & IR T
Holz, LML, 7y hERAWEA— T V47T 7 R CTIlE, HORERREE IR, BIME OV TR b &<,
B 524054 3R R O R IT M H S e o 7,

Invitro : VYR D F—L 2Ty MIFSOSHIE DA L F 2 N— N THILYR U F—LD2oD FEERFWN
B ENTz, FENRHTHDMC 1046 XL TVMC 10801%, HifE, FE, AINTW\W5, WREMIEI =74,

TH XK NOFSITEE DA F aX— FIENNZT v RO =7 X OMSERENS bR Sz, FEFIC
EMAEOINV RN ) A=V EANWDMERHDH72D, B N TOHLITER MY F— L ORFHTEE T 5 3BRiI3 E i
TERWDE, BFEOT =200V R M) A—LOREHE. 7y b, I=7%, U FROE MIBWTENR
FICIERICHELL L T D Z BRIl Sz, M T, WEIE R R U — L OEMIEERZE A ERD
NTNDZ END, ANAVERYF—LOENSOERICEEL TWD EE X iz,

HIT RN F—ILDin vivodkW)Bh e 5

AR O FEEE W7 A FEAMG RS E B O R
() 7w hT W7 > M MCOO3IEFRARIN B 5% LM AR S, Z D PiiL125y Th o 7=,
D3H-MC903 *H-MC903 0.10mg/kg % &# ik ERARIN I 514 570 D E R TIIMC10803 EERHH TH Y . T O -BillliLs4
HEFRIRN KX | A5 X130.20mg/kegZ R H | 3 Th o7, RAKETIE, MCIS0RIIA o7z, WO ERIKIZ
O n#ELR | &5, DNWTH HODAERIC K DIEEDIIEN Lz, £72. MC03I1IMC1046
B FEB . THENOFEREA | ICb B S, RO TRV BEORmOWE~E Rt Shiz (v r o Ui
27y hEREL, Mg S OB SR O T REME N Ly b a U EEA~OREIRHEE S B,
J OV, O R i FE % FEANIRBRG)THLE D) .
Eo SRR R, B OGS R OFEIRNES TR EOZNZI16%K U26% T
FEBR2 - FEBR LR EE HY ., PEEOE— 7 XN TNOEERE THES1H B D6~24KH Th -
FA B B SO J OV Too D%, FRMEORS CH0) BEL RBDICHE-> T, BHRICHD L
H M O JR B OFEH g Ra iR 7o
JE % IE, FEh PR RIL, BOBRS R OFEIRNES TR G EOZNZ2143% K% 0'40% T
B, EREREILICT HY, WTHOBEGRETCLHREGIABNRKNTH o7, HHFEDKBER
v N6IL, IR A5 T59%, RIS T67%TH Y . 100%ITiH7=7eho7-, Zh
W, RS OSHEIC LD b0 LB BT,
O£ E K OFRIREE 554 0 JR R HEIEER > & B H L 72 MC903 DW= 13K160%
THoT=,
AARRPI I REIREE « I, B OVIMG Tl b m W BE 2 38D T2, H 7o
HEWG. "BAG A M OV © & R RE 2SR B LT, R IMERR Y N AR S Bl
OO BEN B b ERETH D,
2 7v bk 7 v M6, 7 X2PL% BEATARER TR L 7o R0 7R IS ITH60% DU REDS & £ Tz, Bifiid
RTHFTO | W, *H-MCI03%& HEIEA L | FF M Q44 IS HIE 7 — O S a7z B RE LA FHC2%Rii T -
SH-MC903 Hi 7= (T v b 1 21~25pg/kg, 7o 144R5RI% O RGP REIZ & (0.5%~3.1%) Tholz, TORE
ERREE 5 | TP 9~10ugke) . . RN GHORE LIRS 5 L. Ty PERT S FTERENIZ06E
R PR K OV 2 240500 = L 12144 | KR UYI20005 Tdh o 7=,
REME] S TR L 72, 3% H3H-MC903 2 5 130.2~0.6 ng eqv/mL T3 ¥ . 0.1 mg/kg% RPN 514
O THERTHZ L %20i< DIMIEFREIZ17 ng eqmLTH > 7= (EFRRBR(HBR) , BEOESND
oW, ROYLEEILEAAN | OREINRE RLISREWINEEZ RO D & BEET v TS ED17%, i
Mz Lz, Mg, iF T N TIE27%, MEHE Y 3 TIX10% T - 72, *H-MC03 D Tk i
lige, WAL, IR KL O A FE130.4~1.1ngeqv/g TH T,
HIEICH LT,
3)7vhT HERE O #5127 » RSPL, FRNE G-« 2 & D% < OMBRICHE) — IR BURBES 048 Lo, el
?*H-MC903 HEIEIRINEEG-260C, > | JREECoAi L7 MRIE. BEIRS: . IE R ORFIRCH v | B~ oA 1K
HERROLD | be— /R0 % A, Mot
BRI LR | SRER I ER L, JRE BOEeE  OlE, BELOE TEWBURTRIREE NGRS HIIENE, FIRN
i FEMERRL S O RN EE DA WG LY Lo Aia R LT,
BHEA— T | WA EFHE Lo, BIE MCO03IZ N T O GARIE T H A MM 2 il Lz, £, WTihoks
VAT T T4 | BEHARGTITV, FHA | BEECHLEBGRISHITITMAA PRI biviz, BHEEE N L2 H~0 5w
(ARG) ERTH HBXBR T 4 VA0 | 1ZRO DL d o7, BEH4ARHCTO, FFHERMEDOMCI03RIHYE D RE
Mg 7=, WEIEFICIRS . BRMEITRRD Do Tz,
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@) I=7%
TO
*H-MC903 Hi
[E1E 11 2 OV
RPN $ -3k

BHRK LI =7 #20t
(WA 1PC)
ErBRINEE5-0.1mg/kg, O #
5.0.20mg/kgk V7" 7 &R
FMER SR L, £
7o, RIOFEIT10 H HEEE
L7z,
iM%, MM =7 213
1 A — /=L LY RO
BHRUCIRY 30, IR, &
B UMt D fE & 3 L 72
(MR TR )

SH-MC0313#% 1 ¢ 55 B RIN S 728, TRIERITAI40% Chh o 7o, #r
HRINHE 5% AR 22 DA AT DI v o T2, RE(LIRITESICER L,
BT IR T - 72, REMC10801L 3 5145557 LRl b, il
1.8 TdH - 72,

HRDOEEITA NS, REHRGIC L HMCI03DERIEITA bR hoTz,
=T XTI, B G AR IS ORI EE O KBKBLR 58 bz, Zh
. BB I L D ARZALIE IR ORI L Db D EE 2 b,
P 544 12 B AR O Ji B RE I = 8i1#92.6 B Tl L7z, ZHUTH O3 ERR &
Nz Ltk s EX LTz, REMAEMCIO3 K ORHHIMC108013 4% 5-24
FREMCANICIIAED I Lz, JRPPEIIF4A% THH Z En, REHC L 2
KNEEDLHDTH-T,

PEME : R BREEUR TR T16%, #ETH% TH o7, #MikH (T LT, I
i K OV figE) DT RER BE I 510 H % TIFPH,ON ETHh - 7= (HEEIHHE
BITHRBRG)THL D) &

BTy r &
RNI=7HT
D H-MC903
AR O KO
FrRA R
5
RHizx4 5

MC1080., MC1046, MC1024
K OMCI1235 D EHEY- 7 )L
LA LTz,

Lk L7es R ~@TD 7
v NROR =T 2655
nr-fAEY S H BRI
HEL 7=,

J7E 1 XHPLC Tl L 7=,

MCO03 TV TN OEMWFE T & & 55Tl R L, T v hT12
. =T HTONTHHT-,

MCO03 DR (T IIMC1080) 1 HARN T 54455 DI OF-1fL T
BOBNTZ, WTHOBWREICK TS, HEHIFRTIE, R0k
MC903 3 DN AR FHHHIMC1080 12 IMC104673 X725 & D T~ 12, REIEK
O A1 1 in vitroiRBROFER S HBIL T e, 7 v BTk, @RS
X VROEELETMCI0463 L W Z <R ENTERY, ZiuIpah@EEzhic
E3boEBEZ LN, WTHOBERETHMC1046 X 0 fiE O B Y
WIER IS o Tz, TR ORGTREEIIRER & & HITH-on Iz L
Too BHMBOFH T, WTHOEBMFETH, £/o. WTNORGREE TH80%
EHZDBERENRE SNz, ZEEL L THOIEZ b0 EE LN
720 MCO03D R CTdH HMC1080 K% MC10461LiE AL % 2 Dy TH D
1,25(0H),D; D2t & [AERIZ 247 DR Th > 72, F72. 1,25(0H),D; & Rk
MC903iE Ly kvl fREtsn 5,

TV R N U A — )V Din vitroZ Wy Eh REF R

g — K WERT A A B R OV B
()7 v MFR | 68D T v FOFE, AE | 'H-.NMRE OVEREIHTIC L 5 RGOSR OFER, in vivorkBR TR S
EUR— &2 | Uxr— b, @mLOHEL BE 7-MC1080 & [Fl—TdH 5 Z L AVHE L 7=,
FAWZMC903 | ZEM L=, RiEY T
OREFE | ZMC903E37 CTA > F o
~N—h L7,
HEREARAT 2 'H-NMR & OVEL &
SHTCIT o 72,
@7y h X | Ty, I=TF, U¥F v MFFREVER— MDA U F 2 X— N THLNZRBEWITIMCI080 T H
=7%.  u¥ | ROt MNFF I LM ST, kI, 74, U XROE MFREYR—FEDA o F 2~ T
FROE MNF | #®L7z BiEE AW, HAEYEOMC 108003 bz, ¥R e b Tk, FIZRARZ® T
REVR— b | BAHERER SO LI O H5, MCIM63BD bz, B, 7X K0T v hTiX, vHFIe b
2B 5 MC9037TF(E FCTA v F 2 L ik L TMC1046 D AR ST 72 v o 1=,
MCO03DARFH | — h L7z, T h, THEEOE NFRETR— NERAWESGA, REEER (MC903) i
WylEl e NZARHPIMC1080 K 'MC1046 DENI A TIFRHERED T1%~T3% % 5 7o, 7%
D DT%~15%1T L 0 D@V TH - 7=,
BWFEIC L 0 RO EEI2EVDRED LI, WTHOEREIZE
THRFB SN — TR LTz,
BRI

KRBy MRE (DAL ER VA=A ROREAZ S T B AT ) ICL DR EEECKRETDR

BYEIZOWT, 05mg/gDRE A Z Y P70 4 e AT VEE & EAE 2 Lied B 72012,
THEEMR., B COELLIERR A FEE L7 (MCB 990335 , BE RO BN D,
2014 EBAR LT E . FERIECE & ik U CREOIEFLN R bz,

WAL,
AN Iak
UL, R~y MREIC X 5 IERLE,

REXABS L EEBRETH- T (FNFNI23% K TN32%) . FEZEHE, B A TR O TRISME GRrope) (2R

HY D ERRAIEERIT R D e o 7z,

FRZREVTIR bR T,

Ry MEGAR 2 RS ~HRIEAT L 721212,

RARRy Nex_Z A E YT, REBKOXITERE ORI 5k

SH- AR B U A= JOSH-AE A 2 ORI K OHE
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230 L= (MCB 9901 NLFRER) , Ht\W\ CTHRBRE 1IC RARNy R 248 @A L, £ D% KAy b Ok %
HAERAT U, BRI R ORI & 384 L7z, KAy MEEEAHO VTR b Y A — VRIUE I VAR b Y A
— L ORIOHIRIA (FZ2iE, RRK 7 A, BRI A —150pg/g) BAiEOWRIEFETH-7=, Lz
BoT, FARRY 7 ZADREWT 07 7 A I RRRy NOREWET 0T 7 A VLB FT LR TED, FARX
v NPORZAZ S P TFa CF BT AT I AN YR B L OWRIGERIC B, RIS AR R
F—INIRE A X T a A R AT VORI EE L2\, RARy hZ24ABSA Lizgo Ly
AU A— I OWIE, BRIEAHZOWIN LA TH - 7=,

RHRRy MRETOREZ A2V D7 m 4 e 25 L & Diprosone® (Schering-Plough Ltd.) K% 0 =9 519[R]
SEMEERERN . M INHENE A FT v A ICET AEDAT A KT A At - THEME S 7z (MCB 9902 FRIARR) .
WA EBEEINBIREAZ ) O a VB AT VT, EWFICRERETH Y . SR LIS 090%E
FEXE0.81~1.04T, FDAN A R4 IFEH SN RAIEHEHETH 50.80~1.250HFHNTH 72, L= -
T. FRRyY MIEHENDLREZAZY 27 a4 T A5 L IDiprosonc i BHI G H SHDHRE A XV
TR EA VB ATV EEYFENICEETHDL EBZ LD,

=R
MR OMIE 278 L, BRI X 2363 Z 0k RIZNTRT,

ANVKREIA—ILDEEEN

HRERIRICBW TV VAR B Y A — L ids Al E LTSRS, 13 A COEERBRITRO®RE CEIh
oo ZHUIBEBEZRKRIZT DO THoT, ZTNHDRBRMNDL, LT R MY A — L ailRERS LBEoEMEIL,
ANV RIEHETEHEOTHD Z LW RENT, KB RIZT >~ b Tspgkg/H, I =7 % Tl8ugkg/H., A
X T3.6pglkg/ H Th o712, &bk, TAEMEOMEBMEFENREBRTO R, SR, mfE s OTmE s L s
Th, JVTFURORFO LR, BEELOEGEREA~O I LT DMIEETH -7, TNHOEIE, M
MEDINY T LFOHY CEEOWILSBRENZ /272720 Th Y, B4 I U DOBEREICHENLRLOTHD,
BT A OS OIEAERR TH D . RSt R CoEmEICB W CEICh R omb LT 7 AEE R LT
BITIRIETEE R AN T DILEPRD bz, L, DY R R =Dt hEED S ORI %A
ThO, BEOBAETIII N U AL AERETRTFHLI /R, 20 kiZe NTOY X7 ZRIET 5
HOEITEZ BN,

AR IA—ILDOEEESE

HNVR N A= VO RZIEEMEL, BED S PEEOREAMIERIZIRE SN, AV E N A— LB E AW
THME SN TR T, BRI IEORBRR R OCEEEITEREARE LY bR R Y =B ETh T
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
TACLONEX® Ointment safely and effectively. See Full Prescribing
Information for TACLONEX® Ointment.

TACLONEX® (calcipotriene and betamethasone dipropionate) Ointment,
0.005%7/0.064% for topical use
Initial U.S. Approval: 2006

INDICATIONS AND USAGE

Taclonex® Ointment is a vitamin D analogue and corticosteroid combination
product indicated for the topical treatment of psoriasis vulgaris in adults 18
years of age and older (1.1).

Limitations of Use:

« Do not use on face, axillae, or groin (1.2)

« Do not use if skin atrophy is present at the treatment site (1.2)

DOSAGE AND ADMINISTRATION

« Apply Taclonex® Ointment to affected area(s) once daily for up to 4 weeks.

« The maximum weekly dose should not exceed 100g. Treatment of more
than 30% body surface area is not recommended (2).

« Taclonex® Ointment is not for oral, ophthalmic, or intravaginal use.

DOSAGE FORMS AND STRENGTHS
Ointment, 0.005%/0.064%
Each gram of Taclonex® Ointment contains 52.18 mcg of calcipotriene
hydrate (equivalent to 50 mcg of calcipotriene) and 0.643 mg of
betamethasone dipropionate (equivalent to 0.5 mg of betamethasone) (3).

CONTRAINDICATIONS

None (4).

WARNINGS AND PRECAUTIONS

« Hypercalcemia and hypercalciuria have been reported. If it occurs,
discontinue treatment until parameters of calcium metabolism normalize
5.1

« Topical corticosteroids can produce reversible hypothalamic-pituitary-

adrenal (HPA) axis suppression, Cushing’s syndrome and unmask latent

diabetes (5.2)

Systemic absorption may require evaluation for HPA axis suppression (5.2)

Modify use should HPA axis suppression develop (5.2)

Potent corticosteroids, use on large areas, prolonged use or occlusive use

may increase systemic absorption (5.3)

Local adverse reactions with topical steroids may include atrophy, striae,

irritation, acneiform eruptions, hypopigmentation and allergic contact

dermatitis and may be more likely with occlusive use or more potent

corticosteroids (5.3, 6.1)

Children may be more susceptible to systemic toxicity when treated with

topical corticosteroids (5.2, 8.4)

ADVERSE REACTIONS
The most common adverse reactions (>1%) are pruritus and scaly rash.
To report SUSPECTED ADVERSE REACTIONS, contact LEO Pharma
Inc. at 1-877-494-4536 or FDA at 1-800-FDA-1088 or www.fda.gov/
medwatch.

See 17 for PATIENT COUNSELING INFORMATION and FDA
approved patient labeling
Revised: 03/2014

FULL PRESCRIBING INFORMATION: CONTENTS*

1 INDICATIONS AND USAGE
1.1 Indication
1.2 Limitations of Use
DOSAGE AND ADMINISTRATION
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
5.1 Effects on Calcium Metabolism
5.2 Effects on Endocrine System
5.3 Local Adverse Reactions with Topical Corticosteroids
5.4 Allergic Contact Dermatitis with Topical Corticosteroids
5.5 Allergic Contact Dermatitis with Topical Calcipotriene
5.6 Concomitant Skin Infections
5.7 Skin Irritation
5.8 Ultraviolet Light Exposure
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Postmarketing Experience

N A WN

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Unevaluated Uses
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied
16.2 Storage
16.3 Handling
17 PATIENT COUNSELING INFORMATION

* Sections or subsections omitted from the full prescribing information are not listed

00351171 v2.0



FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Indication
Taclonex" (calcipotriene and betamethasone dipropionate) Ointment is indicated for the topical treatment of psoriasis vulgaris in
adults 18 years of age and older.

1.2 Limitations of Use
e Taclonex” Ointment should not be applied to the face, axillae or groin.
o Taclonex” Ointment should not be used if there is skin atrophy at the treatment site.

2 DOSAGE AND ADMINISTRATION

Apply an adequate layer of Taclonex” Ointment to the affected area(s) once daily for up to 4 weeks. The maximum weekly dose
should not exceed 100 g. Treatment of more than 30% body surface area is not recommended. Taclonex” Ointment should be rubbed
in gently and completely. Patients should wash their hands after applying Taclonex” Ointment.

Taclonex® Ointment is not for oral, ophthalmic, or intravaginal use.

3 DOSAGE FORMS AND STRENGTHS

Ointment, 0.005%/0.064%

Each gram of Taclonex”™ Ointment contains 52.18 mcg of calcipotriene hydrate (equivalent to 50 mcg of calcipotriene) and 0.643 mg
of betamethasone dipropionate (equivalent to 0.5 mg of betamethasone) in off-white to yellow paraffin ointment base.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS

5.1 Effects on Calcium Metabolism

Hypercalcemia and hypercalciuria have been reported with use of Taclonex". If hypercalcemia or hypercalciuria develop, treatment
should be discontinued until parameters of calcium metabolism have normalized. In the trials that included assessment of the effects of
Taclonex” Ointment on calcium metabolism, such testing was done after 4 weeks of treatment. The effects of Taclonex”™ Ointment on
calcium metabolism following treatment durations of longer than 4 weeks have not been evaluated.

5.2 Effects on Endocrine System

Systemic absorption of topical corticosteroids can produce reversible hypothalamic-pituitary-adrenal (HPA) axis suppression with
the potential for clinical glucocorticosteroid insufficiency. This may occur during treatment or upon withdrawal of the topical
corticosteroid.

HPA axis suppression has been observed with Taclonex” Ointment [see Clinical Pharmacology: Pharmacodynamics (12.2)]. The

effects of Taclonex” Ointment on the HPA axis following treatment durations of longer than 4 weeks have not been adequately
studied.

In a trial of 32 subjects concomitantly treated with Taclonex” Scalp Topical Suspension on the scalp and Taclonex” Ointment on the
body, adrenal suppression was identified in 5 of 32 subjects (15.6%) after 4 weeks of treatment [see Clinical Pharmacology:
Pharmacodynamics (12.2)].

Because of the potential for systemic absorption, use of topical corticosteroids may require that patients be periodically evaluated for
HPA axis suppression. Factors that predispose a patient using a topical corticosteroid to HPA axis suppression include the use of more
potent steroids, use over large surface areas, use over prolonged periods, use under occlusion, use on an altered skin barrier, and use in
patients with liver failure.

An ACTH stimulation test may be helpful in evaluating patients for HPA axis suppression. If HPA axis suppression is documented, an
attempt should be made to gradually withdraw the drug, to reduce the frequency of application, or to substitute a less potent steroid.
Manifestations of adrenal insufficiency may require supplemental systemic corticosteroids. Recovery of HPA axis function is
generally prompt and complete upon discontinuation of topical corticosteroids.

Cushing's syndrome, hyperglycemia, and unmasking of latent diabetes mellitus can also result from systemic absorption of topical
corticosteroids.
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Use of more than one corticosteroid-containing product at the same time may increase the total systemic corticosteroid exposure.

Pediatric patients may be more susceptible to systemic toxicity from use of topical corticosteroids [see Use in Specific Populations

(8.4)].

5.3 Local Adverse Reactions with Topical Corticosteroids

Local adverse reactions may be more likely to occur with occlusive use, prolonged use or use of higher potency corticosteroids.
Reactions may include atrophy, striae, telangiectasias, burning, itching, irritation, dryness, folliculitis, acneiform eruptions,
hypopigmentation, perioral dermatitis, allergic contact dermatitis, secondary infection, and miliaria. Some local adverse reactions may
be irreversible.

5.4 Allergic Contact Dermatitis with Topical Corticosteroids
Allergic contact dermatitis to any component of topical corticosteroids is usually diagnosed by a failure to heal rather than a clinical
exacerbation. Clinical diagnosis of allergic contact dermatitis can be confirmed by patch testing.

5.5 Allergic Contact Dermatitis with Topical Calcipotriene
Allergic contact dermatitis has been observed with use of topical calcipotriene. Clinical diagnosis of allergic contact dermatitis can be
confirmed by patch testing.

5.6 Concomitant Skin Infections
Concomitant skin infections should be treated with an appropriate antimicrobial agent. If the infection persists, Taclonex” Ointment
should be discontinued until the infection has been adequately treated.

5.7 Skin Irritation
If irritation develops, treatment with Taclonex” Ointment should be discontinued and appropriate therapy instituted.

5.8 Ultraviolet Light Exposure
Patients who apply Taclonex” Ointment to exposed skin should avoid excessive exposure to either natural or artificial sunlight,

including tanning booths, sun lamps, etc. Physicians may wish to limit or avoid use of phototherapy in patients who use Taclonex"
Ointment.

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

6.1 Clinical Trials Experience

The data described below reflect exposure to Taclonex” Ointment in 2448 subjects, including 1992 exposed for 4 weeks, and 289
exposed for 8 weeks. Taclonex” Ointment was studied primarily in placebo- and active-controlled trials (N = 1176, and N = 1272,
respectively). The population was 15-97 years old, 61% males and 39% females, mostly white (97%) and had a baseline disease
severity ranging from mild to very severe. Most subjects received once daily application, and the median weekly dose was 24.5 g.

The percentage of subjects reporting at least one adverse event was 27.1% in the Taclonex” Ointment group, 33.0% in the
calcipotriene group, 28.3% in the betamethasone group, and 33.4% in the vehicle group.

Table 1

Adverse Events Reported by >1% of Subjects by Preferred Term

Taclonex"® Ointment | Calcipotriene Betamethasone Vehicle
N = 2448 N=3197 dipropionate N =470
N=1164
Any Adverse Event 663 (27.1) 1055 (33.0) 329 (28.3) 157 (33.4)
Preferred Term # of subjects (%)
Pruritis 75(3.1) 183 (5.7) 38(3.3) 43 (9.1)
Headache 69 (2.8) 75(2.3) 44 (3.8) 12 (2.6)
00351171 v2.0




Nasopharyngitis 56 (2.3) 77 (2.4) 34 (2.9) 9(1.9)
Psoriasis 30(1.2) 47 (1.5) 14 (1.2) 5(1.1)
Rash scaly 30(1.2) 40 (1.3) 0(0.0) 1(0.2)
Influenza 23 (0.9) 34 (1.1) 14 (1.2) 6(1.3)
Upper respiratory tract 20 (0.8) 19 (0.6) 12 (1.0) 3 (0.6)
infection

Erythema 15 (0.6) 54 (1.7) 3(0.3) 5(1.1)
Application site pruritus 13 (0.5) 24 (0.8) 10 (0.9) 6(1.3)
Skin irritation 11 (0.4) 60 (1.9) 8(0.7) 5(L.1D)
Pain 7(0.3) 12 (0.4) 3(0.3) 5(1.1)
Burning sensation 6(0.2) 30 (0.9) 3(0.3) 6 (1.3)

A lesional/perilesional adverse event was generally defined as an adverse event located < 2 cm from the lesional border.

Table 2
Lesional/Perilesional Adverse Events Reported by >1% of Subjects
Taclonex"® Ointment | Calcipotriene Betamethasone Vehicle
N = 2448 N=3197 dipropionate N =470
N=1164
Any Adverse Event 213 (8.7) 419 (13.1) 85(7.3) 76 (16.2)
Preferred Term # of subjects (%)
Pruritis 69 (2.8) 170 (5.3) 31(2.7) 41 (8.7)
Rash scaly 29 (1.2) 38(1.2) 0(0.0) 0(0.0)
Application site pruritus 12 (0.5) 24 (0.8) 10 (0.9) 6 (1.3)
Erythema 9(0.4) 36 (1.1) 2(0.2) 4(0.9)
Skin irritation 9(0.4) 51 (1.6) 8(0.7) 5(1.1)
Burning sensation 6 (0.2) 25(0.8) 3(0.3) 5(1.D

For subjects who reported lesional/perilesional adverse events, the median time to onset was 7 days for Taclonex” Ointment, 7 days
for calcipotriene, 5 days for betamethasone dipropionate, and 3 days for vehicle.

Other less common reactions (less than 1% but more than 0.1%) were, in decreasing order of incidence, folliculitis, rash papular, rash
pustular, and skin hypopigmentation. Skin atrophy, telangiectasia and skin hyperpigmentation were reported infrequently (0.1%).

In a separate trial, subjects (N = 207) with at least moderate disease severity were given Taclonex” Ointment intermittently on an "as

needed" basis for up to 52 weeks. The median use was 15.4 g per week. The effects of Taclonex” Ointment on calcium metabolism
were not studied and the effects on the HPA axis were not adequately studied. The following adverse reactions were reported by 1%
or more of the subjects: pruritus (7.2%), psoriasis (3.4%), skin atrophy (1.9%), folliculitis (1.4%), burning sensation (1.4%), skin
depigmentation (1.4%), ecchymosis (1.0%), erythema (1.0%) and hand dermatitis (1.0%). One case of serious flare-up of psoriasis
was reported.
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6.2 Postmarketing Experience
The following adverse reactions associated with the use of Taclonex® Ointment have been identified post-approval: pustular psoriasis
and rebound effect.

Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to drug exposure.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Teratogenic Effects: Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women. Pregnant women were excluded from the clinical studies
conducted with Taclonex” Ointment. Taclonex" Ointment should be used during pregnancy only if the potential benefit to the patient
justifies the potential risk to the fetus. Animal reproduction studies have not been conducted with Taclonex” Ointment. Taclonex”
Ointment contains calcipotriene that has been shown to be fetotoxic and betamethasone dipropionate that has been shown to be
teratogenic in animals when given systemically.

Teratogenicity studies with calcipotriene were performed by the oral route in rats and rabbits. In rabbits, increased maternal and fetal
toxicity were noted at a dosage of 12 mcg/kg/day (144 meg/m?/day); a dosage of 36 mcg/kg/day (432 mcg/m?/day) resulted in a
significant increase in the incidence of incomplete ossification of the pubic bones and forelimb phalanges of fetuses. In a rat study, a
dosage of 54 mcg/kg/day (324 mcg/mz/day) resulted in a significantly increased incidence of skeletal abnormalities (enlarged
fontanelles and extra ribs). The enlarged fontanelles are most likely due to the effect of calcipotriene upon calcium metabolism. The
estimated maternal and fetal no-adverse effect levels (NOAEL) in the rat (108 mcg/m?/day) and rabbit (48 mcg/m*/day) derived from
oral studies are lower than the estimated maximum topical dose of calcipotriene in man (460 mcg/m?*/day).

Corticosteroids are generally teratogenic in laboratory animals when administered systemically at relatively low dosage levels.

Betamethasone dipropionate has been shown to be teratogenic in mice and rabbits when given by the subcutaneous route at dosages of
156 mcg/kg/day (468 mcg/m?/day) and 2.5 mcg/kg/day (30 mcg/mz/day), respectively. Those dose levels are lower than the estimated
maximum topical dose in man (about 5950 mcg/m?*/day). The abnormalities observed included umbilical hernia, exencephaly and cleft
palate.

Two oral peri- and post-natal development studies were conducted with rats:

Pregnant Wistar rats were dosed daily with calcipotriene at exposures of 0, 6, 18 or 54 mcg/kg/day from gestation day 15 through day
20 postpartum. No remarkable effects were observed on any parameter, including survival, behavior, body weight, litter parameters, or
the ability to nurse or rear pups.

Betamethasone dipropionate was evaluated for effects when orally administered to pregnant rats from gestation day 6 through day 20
postpartum at dosages of 0, 100, 300, and 1000 mcg/kg/day. Mean maternal body weight was significantly reduced on gestation day
20 in animals dosed at 300 and 1000 mcg/kg/day. The mean duration of gestation was slightly, but statistically significantly, increased
at 100, 300, and 1000 mcg/kg/day. The mean percentage of pups that survived to day 4 was reduced in relation to dosage. On lactation
day 5, the percentage of pups with a reflex to right themselves when placed on their back was significantly reduced at 1000 mcg/
kg/day. No effects on the ability of pups to learn were observed, and the ability of the offspring of treated rats to reproduce was not
affected.

8.3 Nursing Mothers
Systemically administered corticosteroids appear in human milk and could suppress growth, interfere with endogenous corticosteroid
production, or cause other untoward effects.

It is not known whether topically administered calcipotriene or corticosteroids could result in sufficient systemic absorption to
produce detectable quantities in human milk.

Because many drugs are excreted in human milk, caution should be exercised when Taclonex  Ointment is administered to a nursing
woman.

8.4 Pediatric Use

Safety and effectiveness of the use of Taclonex” Ointment in pediatric patients have not been studied. Because of a higher ratio of
skin surface area to body mass, children under the age of 12 years may be at particular risk of systemic adverse effects when they are
treated with topical medication [see Warnings and Precautions (5.2)].
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HPA axis suppression, Cushing's syndrome, linear growth retardation, delayed weight gain, and intracranial hypertension have been
reported in children receiving topical corticosteroids. Manifestations of adrenal suppression in children include low plasma cortisol
levels and absence of response to ACTH stimulation. Manifestations of intracranial hypertension include bulging fontanelles,
headaches, and bilateral papilledema.

8.5 Geriatric Use
Of the total number of subjects in the clinical studies of Taclonex” Ointment, approximately 14% were 65 years and older and
approximately 3% were 75 years and over.

No overall differences in safety or effectiveness of Taclonex” Ointment were observed between these subjects and younger subjects.
All other reported clinical experience has not identified any differences in response between elderly and younger patients.

8.6 Unevaluated Uses
The safety and efficacy of Taclonex® Ointment in patients with known or suspected disorders of calcium metabolism have not been
evaluated.

The safety and efficacy of Taclonex” Ointment in patients with erythrodermic, exfoliative, or pustular psoriasis have not been
evaluated.

The safety and efficacy of Taclonex” Ointment in patients with severe renal insufficiency or severe hepatic disorders have not been
evaluated.

10 OVERDOSAGE
Topically applied Taclonex” Ointment can be absorbed in sufficient amounts to produce systemic effects [see Warnings and
Precautions (5.1, 5.2)].

11 DESCRIPTION
Taclonex® (calcipotriene and betamethasone dipropionate) Ointment, 0.005%/0.064% contains calcipotriene hydrate and
betamethasone dipropionate. It is intended for topical use only.

Calcipotriene hydrate is a synthetic vitamin D; analog.

Chemically, calcipotriene hydrate is (5Z,7E,22E,24S)-24-cyclopropyl-9,10-secochola-5,7,10(19),22-tetraene- 1 (alpha),3(beta),24-
triol,hydrate, with the empirical formula C,;H4,0;H,0, a molecular weight of 430.6, and the following structural formula:

HO ™

Calcipotriene hydrate is a white to almost white crystalline compound.
Betamethasone dipropionate is a synthetic corticosteroid.

Betamethasone dipropionate has the chemical name 9-fluoro-11(beta),17,21-trihydroxy-16(beta)-methylpregna-1,4-diene-3,20-
dionel7,21-dipropionate, with the empirical formula C,3H;,FO;, a molecular weight of 504.6, and the following structural formula:




Betamethasone dipropionate is a white to almost white odorless powder.

Each gram of Taclonex® Ointment contains 52.18 mcg of calcipotriene hydrate (equivalent to 50 mcg of calcipotriene) and 0.643 mg
of betamethasone dipropionate (equivalent to 0.5 mg of betamethasone) in off-white to yellow paraffin ointment base of mineral oil,
PPG-11 stearyl ether, all-rac-alpha-tocopherol, butylhydroxytoluene, and white petrolatum.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Taclonex” Ointment combines the pharmacological effects of calcipotriene hydrate as a synthetic vitamin D5 analogue and
betamethasone dipropionate as a synthetic corticosteroid. However, while their pharmacologic and clinical effects are known, the
exact mechanisms of their actions in psoriasis vulgaris are unknown.

12.2 Pharmacodynamics

Vasoconstriction:
In a vasoconstrictor trial, the skin blanching response of Taclonex” Ointment was consistent with that of a potent corticosteroid.

Hypothalamic-Pituitary-Adrenal (HPA) Axis Suppression:

Taclonex Ointment was applied once daily for 4 weeks to adult subjects (N = 12) with psoriasis vulgaris to study its effects on the
hypothalamic-pituitary-adrenal (HPA) axis. Of eleven subjects tested, none demonstrated adrenal suppression as indicated by a 30-
minute post-stimulation cortisol level < 18 mcg/dL.

However in another clinical trial of Taclonex" Ointment, one subject (N = 19) demonstrated adrenal suppression.

HPA axis suppression was evaluated in adult subjects (N=32) with extensive psoriasis involving at least 30% of the scalp and, in total,
15-30% of the body surface area. Treatment consisted of once daily application of Taclonex Scalp® Topical Suspension on the scalp
in combination with Taclonex™ Ointment on the body. Adrenal suppression as indicated by a 30-minutes post-stimulation cortisol
level less than or equal to 18 mcg/dL was observed in 5 of 32 subjects (15.6%) after 4 weeks of treatment as per the recommended
duration of use (see Dosage and Administration (2.1).

Effects on Calcium Metabolism
In the combination use trial described above, the effects of once daily application of Taclonex” Ointment on the body in combination

with Taclonex Scalp® Topical Suspension on the scalp on calcium metabolism were also examined. Elevated urinary calcium levels
outside the normal range were observed in 1 of 35 subjects (2.9%) after 4 weeks of treatment.

12.3 Pharmacokinetics

Absorption

The systemic effect of Taclonex” Ointment in extensive psoriasis was investigated in the trial described above. In this trial, the serum
levels of calcipotriene and betamethasone dipropionate and their major metabolites were measured after 4 weeks (maximum
recommended duration of treatment) and also after 8 weeks of once daily application of Taclonex” Ointment on the body in

combination with Taclonex Scalp® Topical Suspension on the scalp. Both calcipotriene and betamethasone dipropionate were below
the lower limit of quantification in all serum samples of the 34 subjects evaluated. However, one major metabolite of calcipotriene
(MC1080) was quantifiable in 10 of 34 (29.4%) subjects at week 4 and in five of 12 (41.7%) subjects at week 8. The major metabolite
of betamethasone dipropionate, betamethasone 17-propionate (B17P) was also quantifiable in 19 of 34 (55.9%) subjects at week 4 and
seven of 12 (58.3%) subjects at week 8. The serum concentrations for MC1080 ranged from 20-75 pg/mL. The clinical significance of
this finding is unknown.

Metabolism

Calcipotriene:

Calcipotriene metabolism following systemic uptake is rapid and occurs in the liver. The primary metabolites of calcipotriene are less
potent than the parent compound.
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Calcipotriene is metabolized to MC1046 (the alpha,beta-unsaturated ketone analogue of calcipotriene), which is metabolized further to
MC1080 (a saturated ketone analogue). MC1080 is the major metabolite in plasma. MC1080 is slowly metabolized to calcitroic acid.

Betamethasone dipropionate:
Betamethasone dipropionate is metabolized to betamethasone 17-propionate and betamethasone, including the 6beta-hydroxy
derivatives of those compounds by hydrolysis. Betamethasone 17-propionate (B17P) is the primary metabolite.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

When calcipotriene was applied topically to mice for up to 24 months at dosages of 3, 10 and 30 mcg/kg/day (corresponding to 9, 30
and 90 mecg/m?/day), no significant changes in tumor incidence were observed when compared to control.

In a study in which albino hairless mice were exposed to both ultra-violet radiation (UVR) and topically applied calcipotriene, a
reduction in the time required for UVR to induce the formation of skin tumors was observed (statistically significant in males only),
suggesting that calcipotriene may enhance the effect of UVR to induce skin tumors.

When betamethasone dipropionate was applied topically to CD-1 mice for up to 24 months at dosages approximating 1.3, 4.2 and 8.5
mcg/kg/day in females, and 1.3, 4.2, and 12.9 mcg/kg/day in males (corresponding to dosages of up to approximately 26 mcg/m*/day
and 39 mcg/m’/day, in females and males, respectively), no significant changes in tumor incidence were observed when compared to
control.

When betamethasone dipropionate was administered via oral gavage to male and female Sprague Dawley rats for up to 24 months at
dosages of 20, 60, and 200 mcg/kg/day (corresponding to dosages of approximately 3, 10, and 30 mcg/m?/day), no significant changes
in tumor incidence were observed when compared to control.

Calcipotriene did not elicit any genotoxic effects in the Ames mutagenicity assay, the mouse lymphoma TK locus assay, the human
lymphocyte chromosome aberration test, or the mouse micronucleus test. Betamethasone dipropionate did not elicit any genotoxic
effects in the Ames mutagenicity assay, the mouse lymphoma TK locus assay, or in the rat micronucleus test.

Studies in rats with oral doses of up to 54 mcg/kg/day (324 mcg/m?/day) of calcipotriene indicated no impairment of fertility or
general reproductive performance. Studies in male rats at oral doses of up to 200 mcg/kg/day (1200 mcg/m?/day), and in female rats
at oral doses of up to 1000 mcg/kg/ day (6000 mcg/m*/day), of betamethasone dipropionate indicated no impairment of fertility.

14 CLINICAL STUDIES

In an international, multi-center, double-blind, vehicle- and active-controlled, parallel-group trial, 1603 subjects with mild to very
severe psoriasis vulgaris on trunk and limbs were treated once daily for 4 weeks. Subjects were randomized to one of four treatment
arms: Taclonexg Ointment, calcipotriene hydrate 50 mecg/g in the same vehicle, betamethasone dipropionate 0.64 mg/g in the same
vehicle, and vehicle alone. The mean age of the subjects was 48.4 years and 60.5% were male. Most subjects had disease of moderate
severity at baseline.

Efficacy was assessed as the proportion of subjects with absent or very mild disease according to the Investigator's Global Assessment
of Disease Severity at end of treatment (4 weeks). "Absent" disease was defined as no evidence of redness, thickness, or scaling.
"Very mild disease" was defined as controlled disease, but not entirely cleared: lesions with some discoloration with absolutely
minimal thickness, i.e. the edges to the lesions(s) could just be felt. Table 3 contains the response rates for this trial.

Table 3

Percentage of Subjects with Absent or Very Mild Disease According to the Investigator’s Global Assessment of Disease Severity at
End of Treatment (4 weeks). *

Taclonex® Ointment Calcipotriene Betamethasone Vehicle N = 157
N =490 N =480 dipropionate
N =476
Absent or very mild 48.0% 16.5% 26.3% 7.6%
disease

* Subjects with mild disease at baseline were required to have “Absent” disease to be considered a success.
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In addition to the pivotal trial (N = 490), four randomized, double-blind, vehicle- or active-controlled, parallel-group trials were

conducted and provided supportive evidence of efficacy. These studies included a total of 1058 subjects treated with Taclonex”
Ointment once daily for up to 4 weeks.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Taclonex” Ointment is off-white to yellow in color, available in collapsible tubes of:
60 gram (NDC 50222-227-04)

100 gram (NDC 50222-227-81)

16.2 Storage

Store Taclonex" Ointment between 20°C - 25°C (68°F - 77°F); excursions permitted between 15°C - 30°C (59°F - 86°F). [See USP
controlled room temperature. |

16.3 Handling
Keep out reach of children.

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

Inform patients of the following:

.  This medication is to be used as directed by the physician.

. Itis for external use only.

«  Avoid contact with the face or eyes. If this medicine gets on face or in eyes, wash area right away.

«  Wash hands after application.

«  This medication should not be used for any disorder other than that for which it has been prescribed.

«  The treated skin area should not be bandaged or otherwise covered as to be occlusive, unless directed by the physician.
Patients should report any signs of adverse reactions to their physician.

«  Other products containing calcipotriene or a corticosteroid should not be used with Taclonex” Ointment without first talking
to the physician.

. Instruct patients who use Taclonex” Ointment to avoid excessive exposure to either natural or artificial sunlight (including
tanning booths, sun lamps, etc.). Physicians may wish to limit or avoid use of phototherapy in patients who use Taclonex®
Ointment.
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PATIENT INFORMATION

Taclonex” (TAK-lo-NEKS)
(calcipotriene and betamethasone dipropionate)
Ointment, 0.005%/0.064%

Read the Patient Information that comes with Taclonex® Ointment before you start using it and each time you refill your prescription.
There may be new information. This leaflet does not take the place of talking with your doctor about your condition or treatment.

Important information: Taclonex” Ointment is for use on the skin only (topical use only). Do not use Taclonex” Ointment on the
face, under arms or on groin area. Do not swallow Taclonex® Ointment. Another product, Taclonex © Topical Suspension contains the

same medicine that is in Taclonex" Ointment and is used to treat psoriasis vulgaris on the scalp. If you use both medicines to treat
your psoriasis vulgaris, be sure to follow your doctor’s directions carefully so that you do not use too much of one or both of these
medications.

What is Taclonex® Ointment?

Taclonex” Ointment is a prescription medicine that is for use on the skin only (a topical medicine). Taclonex” Ointment is used to
treat psoriasis vulgaris in adults 18 years of age and older.

Taclonex® Ointment is not recommended for use in children. Taclonex® Ointment has not been studied in patients under the age of
18.

Who should not use Taclonex® Ointment?

Do not use Taclonex" Ointment if you:
. have a calcium metabolism disorder
. have one of the following types of psoriasis
o erythrodermic psoriasis
o exfoliative psoriasis
o pustular psoriasis
. have severe kidney or liver disease
. have thin skin (atrophy) at the site to be treated

. are allergic to anything in Taclonex” Ointment. See the end of this leaflet for a complete list of ingredients.

What should I tell my doctor before using Taclonex” Ointment?
Tell your doctor about all of your health conditions, including if you:
. have a skin infection. Your skin infection should be treated before starting Taclonex” Ointment.
. are getting phototherapy treatments (light therapy) for your psoriasis.
. are pregnant or planning to become pregnant. It is not known if Taclonex” Ointment can harm your unborn baby. You and your
doctor will have to decide if Taclonex™ Ointment is right for you while pregnant.
. are breastfeeding. It is not known if Taclonex" Ointment passes into your milk and if it can harm your baby.

Tell your doctor about all the medicines you take, including prescription, and nonprescription medicines, vitamins and herbal

supplements. Taclonex” Ointment and some other medicines can interact with each other. Especially tell your doctor if you use:
. other corticosteroid medicines
. other medicines for your psoriasis

How should I use Taclonex” Ointment?
. Use Taclonex” Ointment exactly as prescribed by your doctor.
« Do not use more than the maximum recommended weekly amount of 100 grams of Taclonex” Ointment.

. Apply Taclonex” Ointment once a day to the areas of your skin affected by psoriasis. Gently rub Taclonex” Ointment into your
affected skin areas.

« Only use Taclonex® Ointment as directed by your doctor. Taclonex® Ointment is recommended for up to 4 weeks of treatment.
Do not use Taclonex” Ointment for more than 4 weeks unless prescribed by your doctor.

. Do not use Taclonex” Ointment on the face, under arms or on groin area. If you accidentally get Taclonex” Ointment on the
face or in the eyes wash the area with water right away.
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. Ifyou forget to use Taclonex” Ointment, use it as soon as you remember. Then go on as before.
. Wash your hands well after applying Taclonex” Ointment.

Using Taclonex® Ointment:
Do not bandage or tightly cover the treated skin area.

Remove the cap and check that the aluminum seal covers the tube before the first use. To break the seal, turn the cap over and punch
through the seal.

What should I avoid while using Taclonex” Ointment?
Avoid spending a long time in the sunlight. Avoid tanning booths and sunlamps. Use sunscreen if you have to be in the sunlight. Talk
to your doctor if you get a sunburn.

What are the possible side effects of Taclonex” Ointment?
The most common side effects are:
. itching
. rash
Other less common side effects with Taclonex” Ointment include:
« redness of the skin
. skin irritation
. skin burning
. inflamed hair pores (folliculitis)
. change of skin color (at the site of application)
. rash with pus-filled papules
« thinning of the skin (atrophy)
. swollen fine blood vessels (this makes your skin appear red at the site of application)

Taclonex” Ointment may cause serious side effects. Serious side effects are more likely to happen if you use too much Taclonex”
Ointment, use it for too long, or use it with other topical medicines that contain corticosteroids, calcipotriene, or certain other
ingredients. Check with your doctor before using other topical medicines. Taclonex” Ointment can pass through your skin. Serious
side effects may include:

« too much calcium in your blood or urine

. adrenal gland problems

Your doctor may do special blood and urine tests to check your calcium levels and adrenal gland function while you are using
Taclonex” Ointment.
Call your doctor about any side effect that bothers you or that does not go away.

These are not all of the side effects with Taclonex” Ointment. Ask your doctor or pharmacist for more information.

How should I store Taclonex" Ointment?
. Store Taclonex" Ointment at room temperature, 68°F - 77°F (20°C - 25°C); Make sure the cap on the tube is tightly closed.

. Taclonex” Ointment has an expiration date (exp.) marked on the tube. Do not use the ointment after this date.
. Keep Taclonex® Ointment and all medicines out of the reach of children and pets.

General information about Taclonex" Ointment
Medicines are sometimes prescribed for conditions that are not mentioned in patient information leaflets. Do not use Taclonex”

Ointment for a condition for which it was not prescribed. Do not give Taclonex” Ointment to other people, even if they have the same
symptoms you have. It may harm them.

This leaflet summarizes the most important information about Taclonex” Ointment. If you would like more information, talk with
your doctor. You can ask your doctor or pharmacist for information about Taclonex” Ointment that is written for health professionals.

What are the ingredients in Taclonex® Ointment?
Active ingredients: calcipotriene hydrate, betamethasone dipropionate.
Inactive ingredients: mineral oil, PPG-11 stearyl ether, all-rac-alpha-tocopherol, butylhydroxytoluene, and white petrolatum.
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LEO®

Manufactured by:

LEO Laboratories Ltd. (LEO Pharma)
Dublin, Ireland

Distributed by:

LEO Pharma Inc.

1 Sylvan Way, Parsippany, NJ 07054 USA
1-877-494-4536

U.S. Patent Nos.: RE39,706 E and 6,753,013.

024598-01
024599-01
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DA TPEDIE IR 5 IBHER 2R fERME A LA % &l & N 5 SA 12 D B Taclonex U A 45 2 &,
Taclonex®#E % AN 7= 8 O 2L Fl 38 A= T PERRER 134T > TRV, Taclonex#E TN R E N D LTV S
HNYIR MY b R E TGN RD SN TNEIRZ AZ S DT u b VB AT VEEHT D,
TR N = OETFENERERIL. 7y FEAOUSHF2HWTROKEG TEmMINTE, 7T X TiXI2 pgky
H (144 pg/m¥ H) OHRE TN L OBIEEESGED b, 36 ngkg/H (432 pgm*B) OHETRHRIEIZBY
THVE R ORI OB R 2B b OB ERIEHBMMRRD bz, T v h T, 54 ugkg/H (324 pg/m*/ H)
OMETEKEY (RAOIERLOEEINE) DAEBITHEM U2, RMOIERKIZ, AR Yo h Ly
7 LRI~ DO BB X A FTREME N Y, R ARG BR D B 15 DN BB K O I~ D i R IE M R
(NOAEL) 1%, 7 v hEOUHXITBWTENZENI08 pg/m” H X U48 pgm* H THY . b MBI HHEE K
RE&BAHE (K460 pgm* H) L0 iEARETH -,

aNFaRT e KL, BN &S TR & TRBE~OEEFHERTZD b T3,
RYERAB) DT aEH R AT AT T AR R FICBN T, TRLH156 ngkg/H (468 ug/m* B) K&
2.5 ng/kg/ B (30 pg/m* B) O FREICE 0 EHFBENBD OGN, 26O MARIE, b MoB TR
KREAAE (5950 pgm*H) LVEARETHS, BERISNEZRE &L CEfir~r=7" BB L0 HERR
HoT,

HIZERT R AR O AEICBET 2R B2k, BOBRGICEY 7y FEROWTEB SN  Wistersk 7 v MC
RIS H B2 HPEZ20H ICH720 . 0, 6, 18IF54 pg/kg/ HO BNV VR b =2 HEE Lz, £FR,
1T8h, RE, HAERIICET 37 A —4% BE~ORIALCHTICHE L CHEEZ2BEITRD SN2 -o72,
RERAZ T UBERAT AZOWNTIE, ERFPO T v MIGEIR6H B 2 HEEHZ20H 1720 | 0,
100, 30031%1000 pg/kg/ A ¢ A5 LT, EOEEEFM Lz, EIRPOREW OFREIT, 3004 T
1000 pg/kg/ H $E5-% 52 1T I B B THER20 B B ICAZIZAD LTz, FHATIRIAMIZ, 100, 300K% T
1000 pg/kg/ HEE OB N THOT N TIEH 203, HEIFICARICIER L, 48 AFRITHEILE- THD
L7z, ##35H B T, WEMIO D DI HE YD BN E R LT REOEIE 121000 pg/kg/ HEEIZBWTEH L /M E
Doi, WEMOFEENCHETHIEEBIRO oNT, &E5E2Z1T727 v hORMIRIZE T 5 A eI 1L
AN T,

83 #IiE

aLFarRTuf ReegEh Lica, B hOAFFITBIT L, REMG, NERMEaLVFaxTa s REE
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RARAR - "iE

DD DNIZ OMOFEEME2RT 5 /el & 5,
RG-SV R NI b0 EarFazxTaf R, e MR THRIBERD 1ZE2H5RIRE N
HDEIDIIARHTH D,
%< OEHINE FILHTICBITT S Z 0D, Taclonex"WVE # LR ICHE M T 2 A I EERES & TH 5,
8.4 /PR
/NEREIT BB B Taclonex ™ B D222t R OVEIIMEIFZRHE S TV 7w, REICH L TRRRMBA RS WD,
1258 O/ N TR PFTE A 4 2 BA OIRFIZ L 2 2FEORIWERAREY 2 7 BERHZRE W [BER OMEH L
oOMEE (5.2) 2]
IVF a AT uA RORFHEG %% TOH/ARIZB W T, HPARBREOIIH], 7 v v Ve, BEELE,
EEHEMOEN K PHENETLERNRE SN TWD, ARICB T 2RIBIMHIOT R E LTk, miEfharsy
— VEOAR FRRACTHRIIZ X 2 SUS O KA b 5, BHEWETLHEOPT R & U IR MR, 585%E & Ol
MR LI IE D B D,
8.5 mlhE
Taclonex " O AR BRI LA AN S - RBE L DOKI14%165mLL L, KI3%RT5mUETH -7,
RO B LIRS RO B T, Taclonex"HUE O EMERLH I B O TEERICEWVTRO bR ho Tz, £
DO OEFRRBRICIBNT S, mlo B LIEEIOBEORM T, KIS HEW TR o7z,
8.6 MEtINTWARWHERFE
T DBV AVHIB LTV D XUV D B B BT BT B Taclonex "8 E D22 &M O MEIZ b2y » T
AN
BEREMERC ROE . R ME SR S M S R IS 8 1 B Taclonex ™K D22 &M OVE BRI ET S Tun 7,
FIE OB R L EIEDONTFRE® B 1231 5 Taclonex®iUE D 224 K OHDIMEIIHET S Tuviany,

10 BERS
Taclonex#F O JBFTHEG- Tlx, £FMEORIWEANREET HI1F WML S N A TINS5 [ BEAR O L7
B (5.1, 52) 2H)

11 R OHEIR
Taclonex® (AR P U RURZ AZ Y 070 EF U iEm X7 L) fEIL, 0.005%/0.064%0 51 /L 7R
KRR RONRE AL T a At v R AT A S HT 5, AFNLEFTREIZORF NS,
FNTHR N KFIE, SR E S X UDsBEARTH B,
TNV L KR DAL 441 (5Z,7E,22E,248)-24-cyclopropyl-9,10-secochola-5,7,10(19),22-tetraene-
1(a),3(B),24-triol, hydrate, 1 FFILCorHy0s, HyO. 53 T E:13430.6 T 5, (LFEERITLL T DL BV THD,
- OH

AN R KR, BHEPLIEE A EORGHE THD,

NREAZ) T aEF R AT VL, AR TFaART AR THD,
RERAE T A PR AT VDAL L, 9-fluoro-11(B),17,21-trihydroxy-16(B)- methylpregna-1,4-diene-3,20-
dione 17,21-dipropionate, {bFZE CogH37FO,., 53 T Eild 504.6 ThD, (L FHEERITILL TOLB THD,
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RARAR - "iE

RERX BT aCE BT ATV, BENLIRIERGOEEOREKETH D,

Taclonex® B LB NT 7 ¢ >, PPG-11 AT T ULz —F )L dlo- Fa 7 =a— L KRNAGBT LY VbR
BIEANIFIZ 5218 ug DBV R R Y = —kFi (50 ug DBV R b U = ACHY) K TN0.643 mg DK A
ZS 0T A BT ATV (0.5 mg DRE A F Y THY) 2ERT D,

12 ERRIKHE
12.1 f{EFSFE

TaclonexfE 1L, A EZ I UDFEETHEI UL YR NI T KR ERRANTF ART 0 A RTHHL
ARV TRECFH BT AT NOE G OFRBIER AT 5, T OIEAOKEIER K ORRRZIERITM ST
WD, T MR D 2 b EEFI O ER BT R TH B,
122 FEhHZ

A& SHRTEA

M UAEVE A % et L 72388 C. Taclonex™#H o K G A UG St IX, sAi7eanFaxrad Ricksbo
EFICHDTHoT,

BURTHES - TR - BIBERESR (HPA) RIS

HPARABREIC KT DIEA 2~ D 7-wic, RS (12671) (Sxf L. Taclonex™#k#% % 1 H 1[A], 43 [ %A
L7z, BELEZEEIFO S B, 21F Y — L OACTHAMEI00ELN 18 pg/dLLL T Z27R$ & 95 22 I 4mH %
R LTZBE IR T,

Taclonex & % W - O EEHRRER (1961) TIX1HI0 BE TRIBMHATRD iz,

HPAZHERE OIS, BHEE DD 72 < & H30%, R E U TERREMED15%~30% & JAHIBH O 8 2 43 D A
PeBrE (325) TR S A7z, 1B IE Taclonex ¥k 4 {R#212, Taclonex Scalp® Topical Suspension B 121 H 1
BIA$ 5 1 TIT o 72, HERE IR Ch 24 O BE% I, 3260056 (15.6%) IBWTaLFy—L
DACTHAf#3053E AN 8 pg/dLLL T 279 KL 5 e BRI 8GR b vz (A - Had 2.1) /]

TV BMHHT KT 5 2

FERBRTIE, (K~ DTaclonex kB B A[ & BEFZ ~DTaclonex Scalp® Topical Suspension#& i & H9% Z &1
LN AREIASDOEBIC O T b et Sz, 4B OBITRZICISHIF1IH (2.9%) ([2BWT, IEF &P
BEIZTRFP IV LN ER LT,
123 EHERE

)

IRFIF DIRE 2T B EREEF 21T 5 Taclonex#HE O 2 HEHIZ W T, FERBICB TR ST,
TORBRTIZ. VIR NI eREZREZ) o7 a b o 2T )V R ONEN SO FEENEM O M e
FEAR, 1H 1EIOFE~D Taclonex“#kF 47 & B ~DTaclonex Scalp® Topical Suspensionfif Fl A D4 % (H
AR O ER) KOSEZICHIE Sz, FHMIfIE346 2 TomEYy > 7B nT, IR )=
ERERAR T a VB AT IEERAL T CTH o772, Lo, AR MY = O EFREHO
1> (MC1080) 22O\ Tk, 4388 TIE34619 1061 (29.4%) <. 8B TIXI2BIFS5H (41.7%) TEEM AJHE
Thole, "FAZ VT aCF VB ATVDEBERFFY THLXF AL N17-T o B AT )L

(B17P) 122\ T b, 4% TII345H 1961 (55.9%) T, 8% TIX1261H 7641 (58.3%) TEBEMNFIEETH -
72 MC1080D IfiLiif R FE1320~75 pg/mL TH -7z, ZOFREROBERNVEZRIIAHTH S,

AR

TR RY T

EHWI SNV R B Y IR CHEHe IR S D, LV ER B O—RIEIE L VR R
Vo X0 HiEEIMRN,

AR B Y T UEMCL046 (VR b U = Do B-AEF T N AR) IR S L, ICMC1080 (fafins R
UR) T E D, MC1080I LI D FEAHM TH D, MCLOSOITFEMRIC ALY b a Vg~ &N D,
RERAR) o TFaF B AT )L

RYRABT 2T EF VBT AT VL, KGRI E O RE A Z S NT7-Ta B F VBB AT )V, RXE XK
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VEOENENORM KL S NIFBERICRB SN D, "F A XY U N7-T et ATV (B17P)
=R TH D,

13 #Hi
131 PARM, BEEERUZBREICNTIZE

<R\ Z24% AL TR BY &3, 100 30 pg/kg/ B (9. 30, 90 pg/m¥ BIZARY) O JHETREHES L
fo & & R & U CHBRARICH BRI bk hrodz,

TE R~ T ACEINR (UV) BEREOHIVUER Y 2 2R RAT LR T, B AL TO
UVEBHIEM oAb EOBREEZEDHY) T b, VR M) =%, UVIBHBIEIC X 55 )E
MBI R A 2 IR S H 5D 2 & AR S Tz,

CD-1¥ U ADHEIR L_RE A XY T a B VT AT V1.3, 42, 8.5 ngkg/A %, KK L1.3, 4.2,

12.9 pg/kg/ H D> (M, HEISK LEILFHIRKR26, 39 pg/m> HITHY) 24 AR, BEHKEL-E X, dRELL
i U CIEE R AR BEREIIRD b hodz,

SDT v hOHEROMEIZ24 5 AR, RNZRAZY L PTnEF BT AT V%20, 60, 200 pgkg/H (3, 10,

30 pg/m* FICHRY) O AR CTIRATRG Lz & & SR & e U CEBERARICAEREITRO bR - T,
ANTHR MY, MEE AW EIRERERRER, vV R 74 —<TKRBR, b U R AR E
RE K O~ 7 2/ MERBRICB W CEBEE AR E R o T,

NRE AL o PTa e T AT VL, MEEAOCEERERERRER, ~ VR U7 —<TKRBR L O~
U Z/NMERBRIZB W TEIEFEE A R S e h o T,

F v MZ54 pg/kg/ B (324 pg/m¥ HIZHAEY) OALTER MY 2o 2RO085 L2RBRT, ZHBED 5 VI3
TNCEBIIRO SN 0T, NARAZ 0T X T AT NV ERET v b I2200 pgkg/H (1200 pg/m*/ A
2RI | HET » FI21000 pg/kg/ B (6000 pg/m®/ HICHIY) F CREO#S L7ZRBRICB W T, ZIRREICHEIT
b BN Tz,

14 FRERFABR

ERRAEE, ZhuskdhE, “HEER, AR OEEI R, TR EGRER Tl R R QU ERIE D D IR
WCHEIEORREE A9 5 BE16036123, AFIO1B 1A IC L 248 OEEEZ T -, BEITRO4ODIRER
DI HOOEDITEMEBITE Y AT STz Taclonex™#KE, [Fl—IEANC LR B Y =K F#50 ng/eg &4
THWME, F—EHNCARE A XY DT aEF BT AT 10.64 mg/lgh & A T DH0E K OEHRE, B oF
VIR IT48.45% CTO0.5% N BYETH o7z, R—RAT A VIO EEEITIZEACOBETHEETH -T2,
BRWEX, IR TR (418) OIS EMIC L 2 BEE OSBRI SN T, FHER LUIR#TH
ST BEOEIG TR S iz, R UIEALEE, IS SUTEEE S 72V Rig & B Lz, "BOIER N =
Fa— A TCERETEDDINEETIERVRIE, 7720b5 I b RIEEZEs 2D LER LIRERZ
BT 5, FIZIEREOERBANL )0 Z e N TEXHRELER LI, ZORRICBITIERER
3T,

3 VAP TR (QAE) 1T A IRBRIE Y EANIC X B A ORI LS & | NS L ST & ) &
Nni-8FH 0B &*

Taclonex #E VNIV NN == /\;7 ; \j%;l/;:;zf HoH|
N =490 N =480 N = 476 N=157
TR LH DUV 48.0% 16.5% 26.3% 7.6%

R T A CREOTEREE P RE O EIT, AR bNILEICHRH Y LT 5,

FHERAER (n=490) (2%, EIEAL_EER., EHD 2 W IR, WITHER R EhE S,
HWEZ AT DRI R SN2, 2 b ORBRTIL. 1058410 B E 2% L Taclonex & 231 H 1=], 438 )
EH ST,

16 B/ REHEROERY HHD
16.1 %
Taclonex™#RE L, MEAA~HAOWET, ML LFa—TIHBEENATNDS :
60 g (NDC 50222-227-04)
100 g (NDC 50222-227-81)
16.2 REFHE
Taclonex " 1320~25°C (68~77°F) TRETH Z &, 7R SN HIEEZLEITI5~30°C (59~86°F) Th 5,
[USPO/EHL=RIEZ ]
16.3 Y F»
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FHDOFOBEMNRNE ZAIRETHZ L,

17 BE~OFR

FDADEFR L7z B MERR T A SR

LT OERE BEIRMETE 2 L,

AFNIEROERIC LV FEHRT 2 L,

S ZBHHICRS Z &,

BE-CIRICAtL eV &, b Ly AFIDNEIE-CIRICAE LG EITEBICHEWRT I &)

AFNTH R S BELAMIE A Lz &,

ERIOFE/RN VIR Y | AN A2 AT L7280 aigd Lz, BENREBICAR D X)X o720 Lz &,

ER & ARRRE TS, AR E DAL VR B moRvaLFaxT oS Feah T A Mo3RE & 206 L

WwWZ &,

o ARHIEMAL TWDEFITIE, KEEHRCANTRE (BB 7 — AR ORI E &2 Ete) ~O@E DR
BERT DL OETE L, EMAARFIZHEN L TWDEBEICK L, JCRRIER 2 HIR UL ERET 2 2 &
Nd5,
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BEMITER
Taclonex® BR'E (FETAK-lo-NEKS)
(ANYREFYT0005%BNRE A ZY o7 a F BT T 10.064%)

BRI Z OWE & 4 B BT R OMLST 2 & 2 Taclonex " U T SN TV D BE~DIEREFHA T ZE W,
FLWERBIEENTWDHERH D £, Zo/METIEL, Sl ORECIRIEF I OWTIERICFEZR T 518
b ERDZLOTIEIHY £/ A,
EERER - AFNIEEICHERT 254 (RFEHAOR) T, AAIZEE, K&, BT Lene
72 &V, Taclonex™#E BRI IAATE D LR TL 72 &V, Taclonex Scalp® Topical Suspension}dTaclonex 8k & & [
U Eam LTRBY ., HEOSEHERICHEHA SN TOET, b L. HRT-OE LD BRI 7 0 FEH
EEATLHEE, EROBRIESY Z L L, EbLh—F I T OEAZBRENHER L2 nNE 9L T
<TEEW,
Taclonex ®8XE & [% ?
Taclonex "W 1L R (RIFTHR5) OIITH ASETT, Taclonex"HRFFIX18% LA ED A D= MERLIED THI
WA L £, Taclonex#UE O /NE~OM A IZE S S ER A, Taclonex"HE 13 187 A O B & AN &
Nz LEdb FHA,
Taclonex®8E 2 H L TIXWIFRVWARESALIX
bL, HBREBUTOL S RRIUCY TIXE D & 5 THHIZTaclonex" HKEEEH LRNTL Xy,

D AN L%
UTDZA 700 fiEEHLTWD
F M P R
R P R
HIE OB REEIIFEREZAE LTV DH%GE
TR O R E R FEMAL (RIEZEM) L TW25H4
Taclonex"#kE DRI 5t L CGRBIED H 5546 AFIORMITTONTIEZ O/MIFOERIZY 2 b
HEDTIELIEEN,
Taclonex® 8K 2 i3 2 BNCERRICEE L TR & Z &1
ERTZ B 72T DREIRBIZOWTFEL T Z &V, UTOHELERET,

o JUSERYYEEA L TWD, TaclonexHKE % i Fi 4 2 BT M B IRYWIE 2 A L2 F uide 0 8 A,

o HIMHRMEL L THBIEEEITo T 5D,

o IHEFHDLWIHREFLEL TV D, Taclonex"HEIIIBIEICHENE ) MRS T E A, IEHRE

R, & 77 K OEMIE Taclonex 8B 78 & 72 721258 L7169 & 9 23l L2 T hiE7e v £8 A,

o AN THD, Taclonex"EIZRIICHITT D008 90, FEARICHEENE I b TWERA,
ERCHRIEMEA L THWEETOEA, +2bbArE, FALFE, ¥ IVARTN—TRIFIA D
FRAZEATIEEY, L > TidTaclonex™ k& & O EFEAOEERH Y £9, FHCLATOIANZMHEH LT
WABAIRERIZZ T ZE W,

o fiozmNFaRTEA RA

o {LOEEHATA
Taclonex®’ 8B T ED X SR L3

e Taclonex"HUFIXEMICE bz & B EMICHEHA L T ZEW,

o 1R ORIHESRTETH 5100 gz 8% TTaclonex®#E 2l LN T &0,

e Taclonex™fEZ 1 H1E, WRRZICEA L T2 E W, TaclonexlE 2 AT B AT

S0,
o [EANICHE/RE NI L BV Taclonex™#kE Z i i L T< 72 &\, Taclonex i Ol fIT4 M E TL 452
ENHERES LTV R, ERIOFRRA A WIRY | 4 £ B 2 CTaclonex" kB 2 i L2 T EE W,
e Taclonex"#EZHH, WOT., BEOMIFHRIZHEH LAV TLZEWV, &L, 7> TTaclonex K F 23 EHIC
DN BIZAS72D LEESETE, EHIZKTHRVWIEL TSN,

e Taclonex"HFEZ BV EN-HE., BOHLESTSITHR-STLEE N, UBIZEFHED Bo T EE,

o Taclonex"#TF 2 W o/-%1%, T& Lo TIEE N,

e Taclonex®#& D ] :

WEBST-EDICAFEZ L=V, Lo EBES720 LW TL 7ZE0,

FEATLANCF Y v TEMY, Fa—TRNTAI=ZULOY—LTEON TN ZLEHEALTIEEN, Fv
v T OIRER T — VB R EFE > TSN,

Taclonex® 8B 2 H L TWAM, BFH&EZL1%?

AYIZERMSTZ 520 L2 L TL X, BT 7 —ARKBGA 28T T 72 &0, BAERSH-D5FTIZ
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BHEFE, BEETEDEHEAL T ZESW, BT Z L72EAE, EMICHR L T Z S0,
Taclonex®8kE TRELT B AREM D H B EHER X ?
b — R 72BITERIT :

e JEA
o BB

Z OO FEBUFE DRV Taclonex“#UE OEIEFICIL -

o FEIEDRH
R Ji& 0> i) 1k
F2 i 0> FE A
FERORIE (BERK)
& DD (BATENL)
MRAT BB KB
DML (FEHE)

o EMLEOILE (B OKENIR25)
Taclonex"XE I EBRRIERZEITERERS Y £3, EEARRBIERORBLOATRENMIX, Taclonex i % %
SHRALIEEAE, BYichblzoTHERA LSS, aVFazxToaf R, HATR M) =2 IO E DRSS %
EHETHHHAEDH LIZGAICRLS R ERHY £7,
oS HF 2 2 B0, EAICHZ LT E &V, Taclonex® &L G4 EEm LET, BERBEMNE LT
13

. M SOIRP ANV T MM LR

o FIEHEBEICBIE T 5 RijRE
Taclonex"#E M H L TWARE, AT T ALYV R OBRIBEELF = v 7957010, MERECRBRE LT
FTERHYET,
I8 B L 9 7o fiEtkR0Z D & 2 2R A < &L 9 el A IR EMICERE L T 2 &0y,
FD X 9 RIER DA T Taclonex" B DBIEH TH 5 LITRY £¥ A, FEMIZEMSLEAIMICFZNR T ZEW,
Taclonex®"8REBEIZ LD L 5 ITRETRETLL 5

o Taclonex" #1368 ~77°F (20~25°C) TIHRE LT &V, Fa—T DX ¥ v 7REHLALHAE> T

HZEEMRLTIIEE N,
. F 22— 7| ZTaclonex "B O FAHIR AN FEH SN THET, HHBRZ@BE-EIIMEH LRV T EE
AN

o Taclonex™#E J O F DO FHNT TR~y DR ROFTNICEE LT E a0,
Taclonex"BREZ B35 —fRIE
FENTBRE~OFERO/NMEFICHRE I TRV E S ZREBIZH L TR SN Z &R LIFLIESH Y £,
Taclonex"#H % Hi /R STV RV REEICK LEEA L2 T2 &V, BTz LRI LIERZ A/ LTV T,
Taclonex" U L \ITTE S 2N T B & W, BEREARDH Y £7,
Z D/MFF T Taclonex™ KB ICHOW TR b BEAAERAE L OO TWET, LV LVERASLERSEAIZ. E
AR ARRE LT 7280, EERBIFRE AT D Taclonex “#E DIFMIZ DUV CiE, EAUIIERIFHIC R R T S0,
Taclonex®8E DI TT D5
BRRGY IR DY K, RE AR VTR EF BT ATV
WY« #7742 PPG-1IAT T Y Lz —F )b, dla- b7 xo—, ABUERY

LEO Laboratories Ltd. (LEO Pharma)
Dublin, Ireland

HRFETT

LEO Pharma Inc.

1 Sylvan Way, Parsippany, NJ 07054 USA
1-877-494-4536

U.S. Patent Nos.: RE39,706 E and 6,753,013.

024598-01
024599-01
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17 [FREFEZhSL R
ARy | OE

1.7 RERMM—E

H R OB ORMNICEESZRT L2 L,

LEO 90105 DAH XN T 2 AN AR R A—/b (KRR v 7 A OfE 50ugly) KONRZ ALY o7 ued o igeA7n (Jor7rur ®-DP
OB e - s IS - &, B0 EOEEEAKRAGEICRMN TR L LB ITLLTITRT,

—fRAIAL TR AN R Y T —=NIKF NG AL DT

0 A R AT VELE A

AR R A=

REARS o F o B AT v

WR7E4 KAy b s RARFR v 7 % ®#kE 50ug/g Vo5 ®- DPHE

Ead LA 7y —w RSt RS, BRI S Wy SRR A A
TRFRAEH A — 2000 4E (“FRk 124E) 1 4 18 H 1979 4F (WEFn544E) 8 A 27 H
R H _ 19884F (WFFn644E) 1H 4R
HEAENH 2009 4E (“FRk 194E) 6 4 19 H

Hi il X 5 ISR, L7 IR, B A7 A E S LIES

le==idcE HIVIR kU A — v KF




1.7 [FIFER A —FaH
AR~y R
HIF - & & B B HRE A
1g AN R Y A —vkFdy 52.2ug (Bry | 1gHhhs R R U4 —/L50ug (0.005%) lg FRZ A2y oTFavt oo AT L
HRUA—LE LT 5000g) . REALS LY 0.64 mg
7r A Ui A7V 0.643mg
I ERES) PS T R T R W5 - REREE GEITHEREARE, B4 —1E
WA Ede) | VolE. FEPRELE. ALEUE, 3B -
HEB, RIS, B (ERBEER. R b
a7 NVA, BESERE G | FBE (2B
HPEALBE, & U i@ OB RLEE i O Bk
ALBE) | BHEMABRTY 7~ F—F 2, R
Bt BALMEALGRUEE . FRRMEAEMER (=
IR —EEBE, v o N— YR, B
WEERRZRE2) . EMERSE - e A K, AZEEE
(PvaAf K= A BIRAZEE) | EBEY X
E(Iﬁgﬁf%aﬁ)\&WT\m4k~“
A, KBIERE (N U —~A U —REET) | M
KIEiE (Y =a—V v EBIREEREET) . W
FERLEE
- H& WHE. 1H 1E, B ESRAT 5, WHE L H 2 [EE A BB T 5, WHE. L H I~%E, #EEBAT5, B, E
<HE - HEICEET 28 Loks> <HEKROHEICEET 28H o> ﬁmi@@ﬂﬁﬂT6
1AEMIZ 90 g 2 2 DI TRV &, 1AEMIZ 90 g 28 2 DI TRV &,
fER EDEE [#5 GRoBEIIIHEA LN L) ] [#5 RoOBEIIIEA LN L) ] (2 ROFEWIFFERA LRV L) ]
1. RENO RT3 L CIRBUE D & 5 B3 AFID A T3 U CRBUE OB ERE O & 2 B3 1M - B - Ava~—% « U LA RERRY:
2. HIEE - B - Ao ~—H « T A LA ERK fiE R OBV R R R (e, 1T U B A%
Yufie e OB PE R RS R (h e, (T U o A4 [ZNODEBBEET B ENRH 5, ]
%) [ZnOoRENEETLIBETNANH 2. BEND R Tt LIBUE OB O & 5 B
%, ] 3. HEICZEALOH DB AN EE R [BILINLO
JESE (RN—F = v MEIIERS) | F 2 EIRE TR OIE R WEL DB ENRH D, ]
PELL o #VE - ﬁﬁ[&ﬁ@ﬁiﬁmﬁé 4 V5 (N—F = v MEIEERLS) | 5 2 ERIENE
. BENEBIET 5 BENRH D, ] CLEOBME - WE [FREOFANIEH S,
RN BIET 5 B8ENNH 5, ]




1.7

(I [7] 20 it — R

KRRy hOHRE

1EERES ROEBEFIITEEICERT AL L)

1) BmANY T AJER REDBZEIND H B EE
[(ARFIOERIZ XY & B2l h vy v AME
R IELHAEERSH S, ]

(2) BRERENE T L CWABE (MG 7L
BE R SEDREERH D, ]

1TEERES ROEBEFIITEEICERT AL L)

Q) BmAHNAT T AMIERRNEDORBENLOH D BE
[(AFIOFRHIZL Y &SIz ALy v MME
PR SELARERSH S, ]

2) BHEEMET LTV D HEE (MiEIry T L
B LR SEHAREER S D, ]

2 TR AR R

(1) AKFNTAN R B Y A—LKFa & R_E A H
ST u U AT LOREHKITH
D, HVVRRNIA—ILERX AL D
Ta A BT AT VT ORIEH R B
TOHBEBZNNDH D720, ARAIOEY) 724
ERET AL,

2) AANFIEHR X I D3z EALTEDY,
miEH N> T LEN EF T 5 (NS
By Tl BANLT T AMGEIC VN, B
BEMNME T2 alfetENnH 50T, AF|ofE
JCES U CIRmE v 7 b K OV ke
(7 v7F =, BUN %) OBEZEHN
(B4h 2~4 %2 18], ZORITEE) I
TH2 &, RBINLOMEICEENRD S
NEGAEIXIERBIZRE S £ THEMAZ P 1L
THI L,

(3) AHID 4 MM A #E 2 TG LI=BROARME K
OZEPEIIMESL LTy [ TERPR Al AE |
DIEBWR] . AFNZ L DERICHT--> T
Bz +SICBETLIE L L, BRI
FAEMRE L7222 b,

4) AAIOWERREIC LY, 1, BB
P8 B BB R OGN Y THEEENMET L
ARFN OREFZ WAL S HEINT 5 FTEEMEDR & 5 R
FHTIE, ALV AERH bIVD Z
ERHDHZOT, BRENRBOLNIZGEEI
. BELIZEHAEFIEL, FEI LYY
Ay RPNV T NEOETERIRAIC L
DBEEZITOY 2L, LEI v T AMUED
JERICOWTIE RS | OESMH]

(5) FifEZEME, AT vA N O R EIE

2R RIS

(1) AFNTESER e X 2 v DfFITH Y | ik
N MEDN ERTARRRERH D, o,
BH YT ASEICEED, BRSRENMK 5
FIREMED N 2 0T, AR O HIZEE L Tt
BNy A ROERE (717 F=,
BUN %) ofr&Ez EHe (Bits 2~4 HiZIZ
1|, ZO%ITHEE) I/TH>2 8, "BIh
5 OEIZEH 2338 BT A I IE F ki
RAETHEREPETHZ &,

2 AN OBWEHRLGICI Y, F21E, RBNILHE
FAIZ & 5 B OGN 7 HEREAMIL T LA
F OFR R ASHE AN T 5 Al REME 2 B 5 B3 T
. BANLY T AIERD SbNDZ ERD
HOT, BENROLNZHAITE, BEHIZ
fAZPIE L, WEI LT A, RS
T LEOAEFEIREIC L DBEEITO 2
Lo [EA A>T AEDRERIZ DWW TR
NRER s oESR]

(3) AANX, WBH., BH% 4~6HE £ TITHHEMN
RO TNDDT, JHEICH 7= > TIRKE
EHOICBIZE L, JEROBEENR S LW
B, BAREFEHAERE LN &

(4) AF|OFEEHEE (ODT) ISR DL
SLTWe,  (REREN S 6 bhod
W, FE7o, BERIERAG ISR TRIE ) B ORI
NPR S, EFMEOREMAIER LT
RAEBENED D, )

R NS PE Y

(1) B JGRYe %L 588 - RERIIIER LA
ZEEFRIET R, RUESTHEAT L
END DAL, H O Loy piEA
(EHEM) | TEEANC X 21BEE1T 9
D, XN EOPREERETHZ L,

(2) FEEZEME, AT aA RS o =ATHEIE A
DB LT WO T, BRICEHBE, SH, RE.
B D B ~O I, BAE, R
DORELETBEETHI L,

() REXIIEMICH B IREEOM I (o
ik (ODT) ) 12k v, BIBTKREFRLVE A
ZEHPE UIEE L REIERDN S S bh
DT ERBDHOT, FRIREAEREEX
BB EE (ODT) 28T 5 2 &,

(4) RFNOFERIZ L VIR DOLENR S DLW
G ITREROEALZ B DA X, I E Ik
THI L,

(5) JFEIRCLFEL 1T, WL X R BT
PRIRICERHA T 5 2 &




1.7  [AIFE[EZh A —E 2

KAy NOHE

MEHLLTVOT, FRICH, B, Hi#E
AL DR ~DEMITIE, ERORE A |
NEET DL,

6) AANTRIBRERNVEL  ZERLTEY, [H

—IRZENT 3T B oD Bl R AR L A &
OUFHITEET D 2 &, KEFEEFEMCH
7o BN H B o fE A [ IC% BRIk
(ODT) J I2 &b, BIBRERLVE A%
EHEG LizgE L RERERR S 6 b
HZERBHDLOT, KRG AEERE R
KEMF S ODT 2B /lET 5 2 &,

7)) AFNIHNVY RNV A= EE/ALTED,

ODT 2B 2 LZEMITMESL L TR,
(R R H Hbhed v, F7z, Hi
WA TRED D ORIRAE S,
EHHEORWERANRBER LT RbBEN
BdHb, )




1.7

(I [7] 20 it — R

KRRy hOHRE

3AHEEH 3AHEEH
PEFHEE BFHICEERT A Z L) PEFHEE BFHICEERTHZ L)
4 & B AE A4 5 & IR i

K H | B - ERKT R | B - AR T
[EWRES [ERRES

B4 I DKLD&V | FEIER vX I D LKW @B FIER

ZOFFEEK ¥ A ME ZOFFEEK AR IR

TIVT 7 HIN | NBHBD TIT 7 AN | BNHLD

R—L, | NDBE R—=, B | NDHEBE

VNN Rl I WIRY:
b, BNy | B,
r—., =%
I h—
IV

T MU A — D B
. BANT | B,
Fh—n., =%
B —
IV

ARENZ X 5 ik
T AED
SRR, v
ARY XD
EHEDIRTIC
X0H b
T <5,

VIBARY

AFNZ X B M ik
T v AfE D
EHM®, v B
ARV 2K D
BHEOKTIC
bbb
<5,

VIBRARY

4.FI1EH

AR E TOENERRBREBRIZHB VT, 239 Fif
9% (3.8%) (2 9HEDREIEMANRD b=,
BIEFONRIZ, BE%K 2 4, IHEERSE, @
FEOEA, BEMK, HFHERET . i~
A KPR OCHENE L Th o 7=,

(L) BRARIEA

1) @Ay AiE (VYR RY A — 8l
BT 2HMEICHOETHERY) - ®mary
U AMAER NEH A7 MEEIC L D &% 2
SV RERER (BER. B, Bk
T, M-, BB, K TE) Bbobhbd
ZERDHDH, RENRBOOENZHAICIE, fF
FAamIEL, mEILY T AME, RP ALY
7 LMEFEOEFIREEZITV, LEICG T
THIREOWEZITH Z L,

4. BIEH

KGRI E TORBRICEB T 5 2 MR S 515
389 B, 24 i (6.2%) = 37 HDOEIVEHNTRD
bz,
FEREIWERERITRE 12 4 (3.1%) . KIBE - %
R 1L (2.8%) . FIEEK - v U v VR 9 4
(23%) HThHoT-, £, BEREM~DE
L L CIiE la, 25 (OH) 2DsDIE T (5 1£/66
B, 7.6%) . MiEY > D& T (5 #4317 #,
1.6%) . ML la, 25 (OH) D3 L5 (1 /66
B, 1.5%) SO Lz,  (GEKFREF : 2000 4
1H)

Hi i DRI D 22 MERT Al e 2 515 3,576
B, 174 4] (4.9%) 12 226 1100 B R Al S B
EteRIERNFERD Tz,
F72RIWERAERITHLEE - 38R 58 {4 (1.6%) | J&

2.EIEH

AR 2 Rt 561 1260 B+, &l
YEFIZ 53 f5il (4.21%) [(#E 573 i, 14 fi
(2.4%) ; 7 U—2 687 B, 39 i (5.7%) )
IR b, Ehboik, B#EE - ¥ 19 4
(& 4k, 7V —n 151) . 2TuA( RSB
5 (E L ; 7V —h4aft) ZThoT,
ZhEE « RO IBIAGREEIZ 1T 5 2 2MERHM X 5
B 15942 fiv, RIVEM L 288 fl (1.81%) (k&
11261 5l 184 5] (1.63%) ; 7 U —.2A 4681 5T
104 B (2.22%) ) IZ@BH BN, T2 b DIk,
FE 8 DO REYLAE 92 {1 (E 62 {1 ; 7V — 2 30
) | RJEZENE 69 1 (CE 43 1F; 7 U —A 26
) Hchotz,

(1) ERARAIEA

ARJE U, FRRE, SBEANE BEERD) IR




1.7
RARA RO

(I [7] 20 it — R

) AMEE AL (B K R F— A RANIC S

o WMEIC O S HEAR)

IR AT

OEFREHESTERERTERHODRD I L
W%, Mig7 L7 F=> kH, BUN L%

DRFEVRBD N
YR EZTT O Z L,
(2) T OO FEIER

LUFD XS REWER DS b b2 BEITid, E
RITIE C e 228008 24T 9

e S R T PN

o

$REZ

_— 1%A it

&
BRPERI*

EUE *
1

KLBE - JEAR

B *2| wmeo BL

ZORE, BB BB
WL R, RITER,
JER . R S A
fb. BRg Rt RFEO
b A, HEMRIERE R,
I, BoE. MR

B DIk

Qéﬂ 3

AP R YE (IR YR
iz, EO%) | BEE
SE (WU HE. B

) L U A VA RYYE

ZOMD | g
BOMIE | 5,
A 1Ea %

tFEILE., BRIt
e, SIERRFEE, X
BEER, 2784 K
R (R EZEkE. B
MmERR, %B) | £
*

JiFhRR

AST(GOT) | &
ALT(GPT)E & | y-
GTP b5, LDH k&,
ALP L5 #BeUre
v ER

it
¥

BUN k5 figs v 7
F=r ki, Ry v
TF=r 5

P43 1 (1.2%) . W& - B U e UK 36
(1.0%) . HEflPEERE%R 11 £ (0.3%) ZTho
Too  (FRERAKTRE)

(L) BRARIEA

1) WAy AMGE (0.1%KH) @wmhLy Y
LAMIELNE IV T LML D EEZ BN
LERRAER (R, WA, BBRAIR, &
M-, 8. K TSE) RbobhdZ &b
Do BENBODONT-LAIIE, EHZ Y IE
L., IV D AME, RPBT LT AEED
AALERIRE 24TV, BB U TR O AL
BEITHZ &,

2) AMEEARE (HERH) mEI LT L0
FHEESESGHEBRREDRH DN ERD
5, M7 V7 F = FkH, BUN LHZDR
DO ONTHAICIFFEHAZ PR L, @Y
BEITHZ &,

(2) = Do EIE

UTo X REHWERRD b EEAICIE, JE
RIS U TR REZITO Z &,

i K7 g~ IS L CITiRE T, FNEE, A
WNEZRZTZENHIOTHEETDHII L, K&
IFEMICh 5 REAOM A, #EE (ODT)
WXV, A, BEANEERS Lbh b Z &
N5,

(2) =DM OFEIEH

p— BE 0.1~5% 7 B
W EE FLBE
3 £ 1 E B
&£, —
& M o 3
B, )&
o
B J& o Jk& AT R E (B Y e
Y 42 s, EHEE - EO
%), BHEE (B
FUE, A%, vA
JU A Y
LR N SERRRE, S
FeFgHER * B - OPHEE R (1F
2 F, DA CEN, B
%, W, BANME Ik
B, ATuA REE
(P2 &2, B
JERE, KREE) , £,
EESTES
T &K - RN e
il B BR AEO AN
A

RIE R e B
i KGRI £ CTOREBR K O L A DR R
. 1~5% AT 0.1~
- X% 1%%% 0.1%A i
SEJE R X
Bz | AL BE - | BEARME RO | AL, E
R D | R BB K | IR, BFRILE.
B | B L3N SEAN
B - vy BER
v U,
KO
it AST(GOT) | |[#EeVUrvrr i
ik H . ALT(GPT) | &
& . y-GTP
kH. LDH E
H. ALP L&
= BUN -5 mi%z v7F=
ik v EH Reps
LT F= bR

H1: 20X RIERND SbNIEAIIIEREZ IR
T52 &,

W2 20X RIERRH b= GEa11E, WYt
EA, PIEEASZOEH L, ERSEC IS E L
WA, RFOFEREFIETH &, (HEEE
(ODT) DHFAITHZ VT, )

3 BHEMAICLY, ZoXkHRERND Sbhi-
Bl oEHAEELEZ, BIBRERSVEV 2GR
L72WEANCOI D B x 52 &,




1.7

(I [7] 20 it — R

KAy NOHRE

ke BRI . 1 i Bk
%, ~NEZ b Ui
B U BRI B
ERMIZ . A7 Bk

A

T - TR - I R b
@%ﬁg RED P 75
SR

TOM | kR | REALY Y AR,
T, e Mg B A% b 5
Mgy > k5. Ry
i S N T
10,25(0H),D; 5. 1
BY LT, M
10,25(0H),D3 £ F . #
WOV N R

* KENOWEANERRER, 7230V R Y A — il
H, NZ AL T 0 T AT VIR ER T
BOHNTWARIEH DT, BHEART,

W1 ZOX)RIERNRS LONZGAIIIERZF
352k,

2 20X RIERPHRLS H O bNSAIIMER
EHiEd s Z &,

3 20X RIERNRS Db ZEAITIE, @Y
PrAl, PrEEASEZ O L, RS E#en
ELZ2WEA I, REOFERZFIET S Z
L, (ODT OHFAIITEZ LT, )

E A ESEAICEIY, 20X RERND bbb
LOCIETOMEMAE2E LIEL, BIBRE AL
CEERLRWERICEIVEZ D L,

H 5 _E AKX VT a et i AT AVRIFNICE
WCKEXZIREYICH R 2 RO,
ODT IC K W RH L4, HHHILICL 2k
RIS RS RE R 2K D fERIE N B D12, &
HG2HIET5BIIBEOREZBEL2ND
IR TDHZ &,

i

H ek, 3
IMmERHEL . ~F
V=02 s 7N
U 2 SEREAD
HERHZ . 4
ERI

S

i 3§ U > K
oL i vE
1(1,25(OH)2D3
R

G AN
&, gL
PN}
wY R R
Y AR, I
)

10,25(0H),D; |
=

-

ek
N— o

H) o &S RERARONGE T, BEHEPETS

W4 REXIRINCOE 2 K@HEOMEN, #EE
(ODT) IC kW RHL=FL, HE5PILICLY BMER
BB RE N M D EBRIEN B DT, G a ik
THEITEEFEORELBELRD OHR2ICHET 22
&




1.7

(I [7] 20 it — R

KRRy hOHRE

5.8 i~

— I E A CIXAEEEENEKTLTVD O
T, HNBECRLRRVWEIICERET S Z
ko

5.EE ~DfE

— RIS A CIXAEMENSKTL TS O
T, EARBEICZORVEHIICEET S Z
ko

3. A A~

—WRIZEEE TIEEAERAR S 5 b VWO T,
KEXITEMIC O 5 JRH#iEO%EE (ODT) %
ORI L CIIRIciEE T 2 &,

6. ilhat, PENT, FHIEE~OFEH

(1) $Eh%%E IR E TR L TV B RTREE O &
DI ANICHR LTI LA EREE L
W, R oI T 22T L
TRV, BV R MU A — VB R BR
(Tv ) CTHEZBCTRE~BITTDZ
ERBOENTNWD, Elo, XEXAXY T
HYRE (VA Ty b, UHX) CTHEHF
FEAERBN#HE I TN D, ]

(2) B2l « FERIF A~ TS 5 Z L NEF
LA, R a ST HEAT AR E
BTG EEDZ L, [HAVR YA —ITHE
Wk (7 v b)) CHHA~BITT D Z & 2358
BHENTWDS, ]

64T, PElw, RIS~

(1) % i SO L TV A AREEO H 5
I NIZIE, TBE EoFRENERMEZ ERS
LU ENAHEBICOMERT L, [
PR OB GICET 2 LIS LTV
W, F72, BER (7> b)) ClIEbEEE
CCTHRRERABITTDZ2ZERRO LT
%, ]

(2) Bld : FHIF~OMAITRET D Z ENEF
LW, RS HRAT 25810 FLs
WFEEsrZ L, [EWFER (7 v ) TH
HA~BITTHZEnBOLNTNWS, ]

A5Ehs, PER, BRILIESE O

A TSR LT 2 "IREMED & D i ATkt LT
A LaNnZ EREE LY, [ (=7
A, UHF) TRABEARERE S TWS, ]

7/ NRE A~
RHAERER, Frall, fK, SR FE3NE
R B MR IT N L TRy, (FEFARRBR
X720, )

7N~ D
INREEZ T DR EMEITMENT L T ey, (fif
FAREBRMN 72\, )

5/NREE A~
HAKRER, FrAaR, LR, SR X3/hET
i, B - KREMS A IEEE (ODT) IR ERE
EVEETRBENNHLOTRITSZ L,

F7-, Beo3EEE (ODT) L RFEOERNH
LHOTEETDHZ L,




1.7

(I [7] 20 it — R

KRR~y ~OHE

8. E 5

e, AR

F AV T AMUAED R IE, R BD
B, BARARIR, AL E, MEEE . I8
W, B, OFEWV., AW, HIVIERTEHETH
%, [ TEZER2EANEE] OQ). @)ESMR]
ALE
BEbHIHAEZRIETEZ L, MEHLY T A,
R AN T DEDECFIRAE 2TV, S
WIS U TR EOLEZITH> &, [ TEER
AR OQ). @)ESKE]

8. E 5

18 & AR

F VYT AE O E 7R SE R I E R, B
B, BENIR, R, MRk, IEE . I8
JE. B, OEWV, AW, K TETH
2o
[ THEEREARNEE] © 2) HEBR]

ALE
Bz RIETsZ L, ML LY T A,
RN T NEOEAZEIREZITV, LE
W U TR S OB 21TH Z &,

[ TEIEREANEE] © 2) HEBR]

9.0 Lo E

(1) BEREBAT.

1) B O S L ORI IR Lz &y
QRBIHE LTHERA LW &,
3) BELISMTIIEH LN &y

(2) FEREE « RFNf 7= FC, FEHl. HO%ic
72 W HICEET S Z &,

(3) A% : AKIEM%, BHmE~DOfEZBES
720, A< FEESI L, £, FHE
HBOT v T — AR Dk,

(4) BEAZZAE - 32 (WIRE) Bhilkoi=8, 3
HORBEICHmERESED 2 &, Bz, /b
WOFOL ENBROFTICRFESEDZ &,
H—., BoTHRLEBESIZIE, @by
U AMEZEDEGVECRIER NS S b
ZEnbHHOT, EREEESZTDE,
WO REE LD OB EST DL L,
[ MaEHRE] omESH]

9.3 LoiE

(1) BEREBAT.

1) EmCIFEH Lianz &,
QIRBAHELTHEHALRW &,
3) BERLIAMTITEH LianZ &,

(2) TEHI: - AN -F <, BEim, B
72X HICEET S Z &,

(3) FEA : AAIMEA%., BHINSE~DE & kT
L, IS FEREIZ L,

(4) FAIZAHEE - 38 (NIREE) BhilEo7=9, 3
K ORE I DEZESED 2 &, R, AR
DFOEENBROVFNIRFEIEDLZ L, T
—. Bo THIRLEZGEITIL, &ALy U A
MESOEEMEORWERANH bbb Z &R
HHOT, EREEMESZZT L%, MERNL
BEZTHIOIEETHZ L,

[ MEERS ) OHEEE]

6. WH LoiEE

ARG IRB E LT L2V &,
R ALl T, OTFZVBREIERTL2Z2 L0
BROEIEETDH L,

10




1.7

(I [7] 20 it — R

KRRy hOHRE

10. 2 DD FE

1) MiHET L e R~ 2 & AW T 40 BRI
bk (/20507 BELIL
VIR N U A= VIEH B BT LT EER T, M
W23 TR S BRI 55 58\ B 7 S MR R A
MOFERBEHENIBDONZEOREND
%, LU, [REHZ~ 7 AZHRCE®AT
L 7= EBR IR EEE#RE TR DT
AN

(2) AFNC L DIRET B HDUVITIBE P L%, WL
PEALRZIE . BE MRS N A b & DR
ENH D,

10. 2 DD FE

W7 v v R~ T 2 & T 40 I
DI (/) 0T 7) BEFLIALSRLY
A — VIRA 2 BAT L7 EER T, BEIZB W TS
JIER 5% 75 8 (0 B 7 Y6 R PR IRR FE) 0 A T8 7 AR
BOLNTEEDOHENRH D, LnL, REH%
~ U AT HAM CHAT L7z R IR S IE %
ITFRD BTN,

7. FDOfDEE

HERE IR - KEHEA LG A, 1BHTH 5
UWMITEFR P IR SRR R . R M R S N
KNI DWRED INH B,

2009 4E (YERk 214E) 9 A kil

2013 4F (YFRk 254E) 2 H kil

11




KRR k CEr=S

FT1IE (EPa—)L 1) : HEZZETHEFHREUD
BT ZEIZCEET 5 1EH

1.8 RAXE (%)

LA 77— &4t



18 WfIE (%)
ARy R

1.8

18.1

1.8.2

1821
18211
18212

1.8.2.2
18221
1.8.2.2.2

1.8.23
1.8.2.4

JhHE

ISEDS €S

JEE N

Mi& -

- AE, A LEOEE () RKOZFORTERIL .o

B 2R () KUZ O ERL
S BIERIDZR ettt
c BN DZEDBETEFRIL oot ettt eeer e

A EOERE () KOFEDFTERRML ..o

-m%@% ...........................................................................................................

FHEDZZDFRTEFRIL oo



18 WfIE (8
AR R

1.8 &HMNXE ()

1.8.1 HfAXE ()

RO LTELZRT L L,

2014 @A 1ERK (55 1)

R gEmg e  WMuRSamM
T KRR RE

ANSREVF—LKHM REALT O TAEF VBT R TILVEESH

Dovobet® Ointment

fr & SRR
FORMIRR « SMEEIC R (G 24F)
) EE-EMEOLGEICLVEMNTD L

A AEER M OEES

872699

TR

FEATL L

WRFERALG

[ElgsatA | 2001 £ 3 B

(R (ROBHICKERLENILE) ]

1 AFIOESGIR U COBRBRED & 2 BE

2. M - BB - AT RA~A=H - VA VA FREGYE R O
BPER RS (R, L 6A%) [ZhbDRE
PES BTN DS, ]

3. W (N—F =y MRS | H 2 ERIEEL Eo
B - S (BN O B DS S, TRRIASERIES
BENRDH S, ]

[#ERK - TE1R]
o TR N U A — KR 52 209 (B
75 VAN
ﬁfﬁf HRUA—L e LTE00Ug) . <HA S

% 9 L OF B AU AT L 0 643mg

5 bavzm—n, GENTT7 4, AEY
W vV, RUAF ot Lr—11 X577

J)o—7)v
ML - PRI o A~ DORCE
[ZhEE - $hER]

i PR

(Ri& - AE]

W 1A 1A, EEIERRAG T D,
<Ri& - ARICEETSERLOZE>
1N 90 g 2 A L AT THhRNZ &,

(ERLDEE]

1. EEHRE (ROBHICITEEICERTHL)

(1) BEANT T AMFEROZEDBZRD B 5 HBE [AFH
OFRAICE Y SHICmiEI VT MEiE EH ST
AHEMER B D, ]

(2) BHRENKTLCWwaEE LEI LYY Mz E
HAEEDREMRH 5, ]

2. EEGEANERE

1) RKFNIHNV R BV A=K L _E AL D
TaE VBT AT AVOEAHITH Y, BT b

@)

®)

4)

®)

(6)

™

VA — N EeREAZ S DT a BT AT LN
FORWERBNHEBT D E8ENNH D720, AF O
UREREREFT 52 &,
AFNTEER X I Ds2BALTHEY, Mg
N T MEBN ERTHARENERH D, £, mAL
U AMAEICFE, BHEREDMK T I 2 WTREM S & 5
DT, AAOEMICEE L TUIMIEA LT 7 5RO
e (7 L7 F =2, BUN%) OBREZENH (B
b 2~4 %I LEl, ZO®RITHEE) ([fTH 2L, 72
BINSOEICEEBFRD SN EA T ERRIC
RHECHEHZRIETDZ &,

AFID 4 HE %2 TG LBEORNER %4
PRI L Tnvieny [ TERIREG) EZIR] . K
BN L BB DIz » CI@z + oI BET s 2
LEL, BREBAEE LRV L,
AFOWBEELGICL Y, £oE, KBBNEFEHEICH
5 BH LRGN T HEREAMK T LAF 8 K I
DB 2 FTREME S & 5 B T, B> U Al
JERHLDONDZERNHDHDOT, RENBD LN
LAE, EHIEREZFRIEL, MIEH LT A
R AN DEDOAEFIREIC L 2BIRE1TH
Z e W (@AY AMAEOERIZ OV TIE T
B o]

KR ZERME. AT 1A REALZE O ST RIE A 2SR 8L
LT WO T, FRCE, BEE, MBSO RE~D
FERICIE, EROBEZ+HEBETHZ &,
FANIRIBLER LT 2EHLTEY, F—RE
W2 B BB BB AR VE L H & PRI B
L, REFFEIEMCHEZIRHBAOMAE (Hic
FEEE (ODT) ) kv, RIBRESRLVE L F%E
EEEL UGG L RBERERA D Sbihd Z &
bBHOT, Bl E ERE R REMEHS ODT
ZREIWET D 2 &,

RENII VRN A=V EEFALTEY, ODT I
B DLEMIIHESL LTV, (BERER H &
bRV, Fio, HMBMIZHASTRENSOR
ARSI, 2HMORERNEELLST <D
BEnrd s, )



18 WfIE (%)
ARy R

3. #HAE#A
HEREE (BERISEET A L)
S 4 BHER - EEAE | B - faE T

©Z I D RO DFEE| v A [ ARIER
TNT 7 ANY R—=, ANVANGERH HDOILD

MY A=, ZANT b=, BERARD S,
~ XAy k=L

NI < 2%,

TrmARY v AHNC X B MigEH N>
U LMED ERB, v
v AR Y N K DB
BEOKTFIZLH6b

4. glEA
AR E ToOENERRBICE VT, 239 #iF 9 4
(3.8%) T 9HDREIERNRD b,
RIFEROMNERIL, BEK 2 1, BEHERS, RO El
BHRNS, IR | BRI~ VAR RAY MRS R O
PENRE LHETH T2,
(1) EKRZBUWER
1) BAILSHLME (B3R Y F—VRFNC
FOMEICOZIHEEARY) AT Y AMEKR
V&AL AIEIZ & 5D & &2 B D ERRER
(B, BiRE, BACRIE, e, I8, #7)
1&?%’) nﬁéﬂ‘obh‘é’fkb‘i&;éo HEDPRD D

NESEAIE, EHAEFIEL, MWD LT MM,

Wﬁw/ﬁAﬁ#®$M%%&E%ﬁ%\wE
W2 U TR DALE 24T 5 2 &
2) %E%*%(ﬁwyﬁb9ﬁ~w@ﬂmﬁﬁéﬁ
BIZOEHEARY) - MEI LT LD L2
otuﬁ“T NhLDONDZ ENbD, MY
L7 F =5, BUN Lﬂfw);ﬁlf“ SR B
BAICIEERZ IR L, w&kﬁ%ﬁih
(2 =Z=othoRHER

DLFO LD ZEWERANR S &b iz Ga121E, ERIics
UGB Z1TH Z &,
JHE
1% BEPEAY *
A
W E 1 HRLBE - AR

Befg 2 OB | Z O, BB, B SR, RO, BE
R, SRRSO, BRI, BSOS
Aoy SERRVERE 2, IR B2, MR

PoY S ESE PR BYE  (RYEIE . &%) | ELEE
JiEk 3 (h  DHYE, S | U AV ARYE

OO | BEERS, | GHRLE, BEVEE, SIBERRES. S H

JEHEWR T [ EFBL F& z7m4r&§<&§§m\%mm%m
R, . ZE

JiFiEe SR A R Aﬂ@onLﬁ ALT(GPT) L5, v-GTP L5
LDH b5, ALP EH., ®ryrey |5

i BUN k5., MmyjE” L7 F =R, Rz L7
F=rFEF

1L FUERID . FIMERE S ~E 7 m e,

U S SERD . HERIE S ARk

JEYE Bt~ L%

T - T - B R RE O] ¢S

TR

Z A RRGVERIE, | R Ay A BRI LY A LR W
15 Y bR RP Y ARTF, ML 10,25(0H)2D3

S MY AR i 10,25(0H)2Da KT

WD ) R R

* AHNOWFIMEEARRIR, EIIIHNV VR NY A=V RF Ry 220y

7 a e R AT VEFI A TR BTV B RITER O, BERH,

WLl ZOXSRERRS bR EIIMEME I35 2 &

2 ZOX S RERBIERS &S b HEIT u@m&#mfa Lo

3 _@;)arMﬁbbbntﬁA V. YA PURA, B A
O L, JERDHEC/IC S E L WA, AFIof % d ik
THZ L, (ODTOHEAICEZ YT, )

W4 BRIWEMAICEY . 20X RIERDH b bl SEI13E i %
FELPEZ, BIBREFRVE L ZEA LRVWERICEIV 2D Z L,

&5:&ﬁx57V?7uEﬁVMIR?w@MKﬁmTﬁiitdﬁﬁ

b= B IO, ODT 12k W FB Li-Hg, &G hikick

) 2RI B RE R 2K D fEtE N b B 72h | B EpiEd 5
B EE OREEZBRE LR biRkx IR 52 &

5. alE~OMHE
~&:%##Ti¢ﬁ%*ﬁﬁ?bfwé@ﬁ\@%ﬁ
WEIZRDRVEIICHEET D &,

6. iR, ER. BILEE~OHE
(1) $E5%E

IR FE T IIEIR L O D ATREME O & 2 ATkt LT
A L2 EREE LV, UEEP o6 ik
T BREMIIMESL LTV, BT R B A—r
FERR (7 b)) CHREEE U CRIE~BITT
LHIERBOLNTND Y, Flo, "X ALV T
YRR (v VA, Ty b, UHF) TERETEE
59 BN EnT0D, ]

(2) =L -

B A~OB LB D Z EREE LR, R %
BPEAT G ICIIRLERT ST, W
AR Y A= idEmERR (9> 8 THAHA~B
TT5ZEBROBATNE Y, ]

7. MRE~ADOERA

RHARER, #rER, LR, SR EmhRicx+5
féﬁm%ﬁtrw&mo il REBRIT, )

8. ARES
iz, =R
BV T SIE O EAR R, R, B, &
AR, TEA, MEM, MEESRERME. MR, B, O F
VW, AR, KR TETH D, [ TEERIEARRE
Bl 0Q). @)EBR]

WE :
BEOIHAEZR IS Z L, mMiEH VYT A REA
N NEOELFIRAE ATV, BB UK
HOWEEITH L, [ TEEREARNEE] ©Q).
(4B ]

9. BALDIE
(1) fHEFAERAL :

1) BHm ORISR ORI ER LanZ &,
2) RFBHELTHEMALRNZ &
3) AILAMCITEA LanZ &y

(2) R : AFNICi =T, Bim. 505l
WEIICEBETDHZ L,

(3) WA : AAUEAL, BHIMFE~OMNELBET D720
I FEW®I ZE, 2, BHHEZO YV YU —A
wWiTETsZ &,

M)%ﬂ&ﬁﬁ-%%(WW%)%E@tb\%ﬁwﬁ

WZHAEBESEDZ &, FRT, MEOFD L En
&wﬁ RGFESEDLZ L, TT—. o THIRLEZS
BT, BT AES DL YEDRER N H
LN ERHDLOT, ERKEEZZZT D%,
WU eliEx LD oW ETL L, [ HHER

5.1 OHEB]

10. Z0HDERE

(1) MEmET Vv EE~ T 22 HWT 40 AFICHZY
Y (/T BFELIALCE N A
WAl & B4 LI BT BB W TR IG5
BT AR MR O A T AR R AR BT & D
WERD D, L, REAEZ~ T ACHCE®BA
L7 FERCILE BRGS0 H AL T2,

(2) AFNC L BIEFETH D ITIEHE T 1%, TR



18 WfIE (8
AR R

S, BRSNS DN L ORERD D,

(ERwEE]

13 B> B AR NE S MRS A2 1 A 1, 4
TSR L2RB T, mEFR oW R A — R E R
WRE AR o a b B AT VT, 1ZE A
E OB N ERE NRM (424 50.0 pg/mL KT
30.0 pg/mL) K Th oz, MIFEF I LR MY A—1
BENEEINTZHERE 2 fITO Cuxld 561 KW
159 pg/mL, AUC.id 28.1 O 311 hepg/mL Th o7z,
MAERARH A X T a VBT AT VRN E &
SNT=HERF 1 B TO Craxld 39.6 pg/mL, AUC 41X
41.24 hepgimL Th-727

TR R U A O FENRI O MBI, A
ERET 1~3 I TER SNz, FMEPRENERSH
TR HF ISR D Coa 1L 26.4~151pgimL TH 0 |
AUC 1T 27.9~736 hepg/mL T o7z, RE A XV LT
o EA BT AT VO EEAH O AP ERE T, AR
ERT 5~11 fITER SN, FiEPRENERSH
TR AE ICRB T D Cro 1T 30.3~910 pg/imL T& 0 |
AUC o013 15.91~4732 hepg/mL TH - 727,

(S R Rl

A AN PR AR, TR Y A — il
A (1B 2EEBA) RORFREY oo d ok
27NV (1R 1 BEEA) Zxfidie LCEB L2
U LIRSV T, N=A T A U DB TR
(4 #1F) @ PASI (Psoriasis Area and Severity Index) %2
HEONEEARITTEO LB THY . AFO LA LE
AT, SRS & i L TR R A R LT 8,

VTR KU A= RERABS
KF,/ _E ALY | TR Darg=0=
voTuvF VBT | A BEIRE [ S !
AT VELEIRE (227 f51) FlRE

(226 f51) (223 f51)

N—=2 T4 h
LA T (4
W) D PASI % -64 3% (24 7)
R aF F (S
(+SD)

-505% (321) | -53 6% (26 4)

(IS W D A—AKRY, N5 A KR T a A o igr X7 )L RLEIRE
vs VIR B Y A — VBIAIRE, VIR N Y A=K S RE AL Y

Tu A VBT AT VREARE vs NE AL DT a e R AT VELEIRE,

WY p<00001)

[FshFE]
1. (ERBF

AN B Y A —/UIEH e 2 I 2 DZARITHA L.

ARRQSEFEANHEIE R . MRS AR . MR b FREE
. RIEVEY A b A CHEIHER R OB~ 7 Nt
ERZRTZ e ShTng o9,

Fm, RERAEZY VT a g BT 2TV IEER
DOFFEaNTF a4 RZFREICHES LT, EHEET5Z &
WZE 0o 2T a4 REE RIS, RIEMREMEY A M
A oA, WNTHEE DT ICAM-1 K OWERHR AR Y
NR—=F A2, vIuAtXv i —1F 2, FHER NO Al
REGORIEMEAT =% —OFRBFEME L, RIEME
AT L T—H—DFEAZRTERDL LEZ LD W,
2. HtH%ERA

HNYR BNV A = eRERE ) T T A

TAOMAPEHIZLY, B b 1AL =T Hila

(Thl) KON IL-17 BEAEME~S—T il (Thl?) O4y
LR ONEM LA A REICIEI L, £72. £ ThyThl7
AR D 346 e OFEMEAGIT 63 2 MR ERNE A LR B Y
F—=NVERIIREAZ Y VT a o o fpr AT VM
Beh L i U CHBEICRD > 7219,

(FRESICEY SBEFMHAR]

AR Y F—ILKE
—884 - IR N A — KT (JAN)
Calcipotriol Hydrate
{E24 : (5Z,7E,22E,24S)-24-Cyclopropyl-9,10-secochola-
5,7,10(19),22-tetraene-1a,3B,24-triol
monohydrate

e

‘L ‘H;0
Ho | Nan

SFX : CyHpO0s5 + H0

SFR : 43062

¥R AeoEREEORER
AH )= =X J)—)b (95) F7=i 2-7'm
R =TT, IrEL S a—
JNZRREIT T L, B F L, Y rrn
A B UFEIEZ 0 a L ATRREITICL <,
WEIRT 7 4 U ROUK (0.1% YV U EEkdE )
hU T LERR) 1IFEE A CRIT R,

REABTIOSTOAEF VI RTIL
— B R AE VT oA B ATV
(UAN)  [HJ]
Betamethasone Dipropionate
{24 : 9-Fluoro-11B,17,21-trihydroxy-16B-methylpregna-
1,4-diene-3,20-dione 17,21-dipropanoate
wiEst

o
|L\ _CH,
L4 -

Op o~ O

B HC ! Mo en,

HOW | ] e e
Hil H —H

. -’-"n.I.w?*-H}e'|"---»’i\::n;

1
F H

o o -
o~ R M

SF3K : CxHxFO;

SFR : 504.59

R AE~EAAORKREOBRERT, ITBWIE
AN
T 14AVFXF U EE I ma kL
DT RT L, A X ) — LR TR



1.8 WHfAE (%)
KA hCHRE

<, &= (95) IZRoRvEITIc< <, ¥
ZF N =T UIZETIZ L, KELIEFA~F
P AT E A EET R,

HIZ K o ThR&IZET 5,

(a%]

15gx 1, 15¢x 10, 30gx 1

(EEXH]

1) Dwyer, C. et al.: Lancet 338(8769),764,1991

2) Cunliffe, W. J. et al.: J. Am. Acad. Dermatol. 26 (5),736,1992

3) Russell, S. et al.: Br. J. Dermatol. 130(6),795,1994

4) & HIE#RIZ) S ERE 11(1),57,1996

5) B INEEZIZA> - Jis A 3ERE 8(6),705,1974

6) RARNIEZIE A ¢ FL L ERIR 11(6),1672,1977

7) LEO Pharma A/S tEP9 & 8}

8) LEO Pharma A/S tEP1 &k}

9) Binderup L. et al.: Biochem Pharmacol. 37(5),889,1988

10) Kragballe K. et al.: Arch Dermatol Res. 282(3),164,1990

11) Kobayashi T. et al.: J Eur Acad Dermatol Venereol. 5(2),132,1995
12) Peric M et al.: PLoS One 4, 6340,2009

13) Hegyi Z et al.: J Invest Dermatol 132,1416,2012

14) Ahluwalia A.: Mediators Inflamm. 7(3),183,1998

15) Umland SP. et al.: J Allergy Clin Immunol. 100(4),511,1997

16) Lange K. et al.: Skin Pharmacol Appl Skin Physiol. 13(2),93,2000
17) de Jong EC. et al.: J Leukoc Biol. 66(2),201,1999

18) LEO Pharma A/S tE-PN &}

(TiRFER 5]

TR RER DN ENC X E LTH FRUICTHESR T
S,
W fngsmE U st < T MR D
T100-8185 L ALHRTALH X KT 1-6-1
7 1) — & A /L 0120-850-150
& 03 (3282) 0069
FAX 03 (3282) 0102
AT 9:00 ~17:30 (k- B - LA K L
Otk A 2R <) Hrzeoe

mMmREEY ) DAt

HOLAR AU XK FET 1-6-1

I

LA 77 —#hA et

HORR T XS AHT 3-11-6



1.8 WHfAE (%)
KA hCHRE

1.82 ZEe - MR, AL - AE. FALOEE (V) RUZORERN

1821 #Ee- MR (V) RUEDRERRL

1.82.1.1 e - IRDE
=5 MR R
1.8.2.1.2 EE - HERDEDHRTEIEM

AFNX, IEMRE X 2 DR THDL IV TR B Y A —LkF 522puglg (VAR R
F— & LT 500puglg) LRIBKREARLVEY (LUTF, ATRANR) THOLHIRZAZY U Fay
FUFET AT V0643 mglg EEAT HEEHITH D,

AHND 2 SOBLERTIEE BT, FEMEERGROE —RIEE L L TR STV D,
HARTIH, AV R MU A— (A X TRER Y7 X OfE 50uglg) & LT, _EAXY
YT A VB AT ML () T e ®-DPEE ] £ LTHREN TV D,

CINDIEAINERDERMFEZ RS &, IO AEIXEEREIC LT LR LI
TN TNDZ b, EX I DAL OAT v A RAHAIOFHIZDF D ATREHEIZ DU T
IZLART L VR ST & 72,

FThebb, Znb 2 FOPHRERTIE, EER e X 2 DAMNHAND X 2 2 AL o Ba5E ]
TEM & AT v A FAMANS X 2 HIRIE « S0 ENER OFIERINC & - TRWHERHE- 27 L,
IHIT, AT uA FARRINENERE X X2 DeAMNHANS X 2 B O RIIE 2 Bk U, TEPER v
Zv DAMHBIOPEHICE Y. BIEROBEERH D AT oA RARBIOEREZRLE S 2 &M
TEXDHEEZDLNT, FEBIC, IEHERE X 22 DAVHAIE AT 1A RO OO O] A
IZOWTIE, ERACTEBOMEN I TnD [1,2,3,4,5,6,7] . KFIOELERR Th DV
TARBMI AN RORE ALY T a e g 27 VIEEEIC B AR K OWCK TlRl—& & o Bl
MRS, EO%hEe - ZhFR. AL - ARICHLRERBEBVEALNL T RN L, BARAR
BTN TH . LEO 90105 (IEN -2 R A2 "3 2 & S HIfF SNBSS IC B~ 72,

AAR NS EVERRERE 2605 L LEWNS 3/ - E et (MCB 0903 iER) <if, 4%
Bl By 0 B AR & bhile U CRERHPRIIC A B2 R &2 7 L, ARWEIEARI O & BLE A5y D H
MEEAT & LT, KV RLSHEBLT 5 2 AR L, S TERRRCT L, B O NS ERRIVICE
FODHLUEET L, BEENTHOON TWAHNRBIEOE RIEETH DIV R MY 4 —
N7 anFarTuf NG L CTOBERUEL R LT, £lo, ZaMEOm T MBI
RO BRI T,

U bXv ., AFNISEEEREEORIRICBWTARITH Y . ZEEICRIER W EE LR
BT END, FHEMEREEIRE - R E U CRRHFET A LIIRN L EZ D,




1.8 WHfAE (%)
KA hCHRE

1822 H&E-RE (V) RUZDORERR

1.8.2.2.1 B - AEDE

\E. 1H 1\, EMICEESmAT 5,
<ﬁ&’mEL%L¢5ﬁmL@EE>
1HEMIZ 90 gz 2HITITHLR N &,

1.82.2.2 A% - AEDEDHRTIER

AFNX, EUREEZIZCOKE, B F2IcBWC, 1A 1[nhEERAR CHREiRmos i &
L TR BERER ST\ 5,

AA NS RS 2t & L2 [ENGS 3 M —H B MbRsGBR (MCB 0903 #Bk) Tik, &
Ao 1A LEEERMA L EOANEEZ, FELERDHEA (AR M) A—A8CE 1R 21H]
WA M ORI AR T F R AT )VEE 1L H 1 IEERAN) 2R3 E Uil L7z,

FHEFMEE Th DIRRAE TR (4 W) O m-PASI OZ{b# (LOCF) O FEHJfEIX
EO%N%%FM%&ﬁwvﬁF)ﬁ%”ﬂ%ﬁ#%M%&U~§%&//v7mtﬁ/Mi
AT NAREREN-53.6% Tdh o7, LEO 90105 fif & H/L 7R b U A — L#kERE, LEO 90105 #f & X
BRAZ P TaF BT AT VB RO LR OZE (BWEFXE) T2 Eih,
—-13.2% (-18.1%~-8.2%) K U-10.7% (-15.7%~-5.7%) L. TN O OETIHHFICEETH
>7= (WP p<0.0001) .

o, AFITROONRIERIL, BAR, WHOBNETHY . BELRBWERIZZR S et
WCRREI X 2R o T,

U bEXy, AROME - AEE HAE 1 H 1, BEICGHERAT 5, | ERETHI LITE
BThbHEEZD,

<HE - MEICEET 26 H EoEE > OfRERIL

AEIO ML - AEICEESTAEA EorEE L LT, T#EKIC 90 g 2B 2 2 fIZfTbiens
Lo | BRELR,

ARFN O E NG RBR A (MCB0903 785k, MCB0904 #&ER) 7» 5 I EEARBWEHIZRD b
LEMEICIE E 72 2 FGT o7 (L HE S0 o5& 027 g~74119) . £7=. AHOD
CCSI (¥ rEfEd) (i M1 #EMIC 100 g 2 2RI TRV &, | BNitdEish
TWb, IBIT, KEIDENESD 1 2 THAHBICTRSATND AR Y A—L (KRR
v 7 A OB IZRBWTIE, BEMEOBANS TLH#EENC 90 g 282 A Z2ThRenz & »
LS Tcnag, %910@%@% YSTHAHARZ AR o a e F g 27 VT3 HE - B

B2 B D HIRRITER T B TUV7R0Y,

U bz &t AFEIOFBRICH - ZEEoBLE10 THE - AEICEET 568 Lok
B ANV R MU A= L EFEEEO TLEBIC 90 g B2 2R ZIThRnwZ &, | 25T 5
NP DY




18 WfIE (%)
ARy R

1823 FEALOEE () REZORERM
B LD (%) L
HE (ROBECEEALEVC L) | I T
1. AFIORSIC R L CGRIEVED & 25 8% (o iR
2. KB - BUH - A EA—F - A LR RERYE R OB L R | O B B AT
e, L BA%) [CALORERMET 2 BZNRD B, | 1 R
3. WG (R—Fx oy MRS | 2 FERIEMEDL OB - ol [ ?K@ﬁgiﬁ
OB S AL, BESBET S BTN H D, ] b
X —o
2, 3: _XHFZAH

AV A=R<
Vg AT LR
FllzBnWTER

LENTWHER
FEEEBLRT
L7,
1. EEHRE (ROBEIZIFESEICFERTIL) VA WE
(1) EmHLLY AMIEROZFDOEFNDOH5EE [REOEHIZ LY &5l | —/VRAIOEA

MiFA /LD Maz ERSEDLARERH S, ]
BHRE MR T LW D EBE [IEI V> U MEx BR S5 iethn d
%o ]

)

XEEBEICE
#H L7,

2. HERERNEE

Q) RANTIANT RNV A=K e RXEAZ S T aed T AT

WVOEEAITHY, VKRNI A=V ERE XA T e R

T AT NVRITORWERNEIT 5B ZNnH 570, AFOw#EY) 724 H

ERETHZ L,

AFNIIEER X I DsxEALTEY, iEILVY T AMER LR

LEREMER B D, FT-. EANAT T AMIEICE, BHERENME T 5 /]

BEMER & 2 DT, AFIOMHICE L Iy mv s v b RO (7

L7 F=r, BUN %) Oz EWm Bt 2~4 %I 1E, 0%

FEE) IT79 28, RBIALOEICEFEVNRD bNHGEITITIER

BICRDETHERZHRIETLZ L,

(3) AAID 4 WA M2 TG LIZEEOF IE K OV BMEITHEL L TV 720
[ TERPRAAE ) OESM] . AR L DIEEICHT- > TRz +71
BETH L L, BREERHEZME LN &y

(4) AFOWMERGICEY . F21X, BPIRFERAICH 5 BE KR OEE Y

THERENME T UAHI DR WA A HENN T2 FIREMEDS & 5 B T, & W

T AMIERH LD ENRHDHDT, BRENRDOLNTZHEIC

X, EbIEAE I, My a RPN EOA{E

MRREIC L DBIEEITO 28 Y, [EAAT U AMAEDFERIZ DN T

X Mg OmHSH]

FJEZRE, AT aA RO RFTREITER B L3 WO T, KRS

SH. BEES. MESTNL O R B~OFE I, JEROREEL+0BET D52

L,

AANIRIB R ERNVEC 2GR LTEY ., F—wEICxT 2o

BARLECRIEORITEET D Z &, KEFZIZESICHEZ 2 IREFHO

)

(®)

(6)

Q) : AANTBLA
HThHv, Kk
DTHEINT
WA RIERIZD
VN T MR
HI-0IZREL
72

(2) : AT B
U A — L #H D
W XEESE
\ZRCE L7z,
(3) : AFDEMN
%O BRI
BWT, 4 HEH
w8z DM AR
BRIZ72 Wik
E LT,

(4) : IR b
) A — LA o
W XEESE
WZREEL L 7,
(5). (6) : 4 2
VA A=
TR AT L
BUHN D s SCE




18 WfIE (%)
ARy R

i (FrlosEE (ODT) ) 2k, RIBRERLVE Al 2T
L7258 L RAERD S oD Z E0NH DD T, FlRGEA k&
R WK B <> ODT Z M fyeld 5 = &

(7) RENI ANV AR RN A= %2EA L TEY, ODTIZHT DLtk IfT

P HE|CTHEH L
77,

(7) : TR B

LTV, GZEHRREA S B OISR, £, BB TR | ) 4 g o
JEH 5 ORI E S, SEMORWERARER LT 2B 2NN | fjft w452
5, ) \ZFCH L7,
3. fHEEH FIVIR U A
PERRE (BHRCEETS L) — VA O
SEE A = FE=NED - N 4 s i%%i}%ﬁ:%ﬂ
FEHI 4, % BEARIELR - $hE Ak W - fERRIR 1 HLT
B4 32 DROZOFER | 44> 7 L UE | FNTER )
TATFHhHILY R— | Db EL
L. BNy R F— | BB D,
Vo BT b—b,
S Al v A N
T ARY KA L B Mg H L
TAEDO EFB, U
AR N K DB
BEOETFICL bbb
ho3< 25,
4. BIVEH (1) : E P EGERR
AR E TOENERRBRIC IO T, 239 Fid 9 61 (3.8%) (2 9 oIl | RICB VW T, &
DR BT, K7gBIMER X7

BIWEFONRIT, BEE 2 1, BEMERE, LROEl, aEbk, g
RERLH . BRI~ R WS R % L Th - 7=,
(1) EXRENWER

1) BANYTLME (DR bYA=V BENCB T D MiEICo & HEER
) mALY T AMIEE NSV T AMIEIC L D EEZZ BN DEEER
SER (R, TR, BECRIR, e, 8. VKT bbb
N ERHD, BENROONTZGEIIX. FEH2FIEL, ED L
T AME, RFP BT MEFE O CFRIRE TV, MBI Ul
REDOWEZITH Z L,

2) AMERE (WP R MY A —VBENC T D WEIT o X HEERE)
MiEDNT T LD EREZEST-RAEBERENH EbND Z ERH D, L
W7 V7 F=rEA, BUNEAZEORENRRD LN GEITITHEH %
ik L, HURAEEITH Z L,

(2 ZotoRIEA
PITFO XS REWERMR S b b -HE1ciX, RIS U Tl e L@ 417

5T L,

= B g B

B T AL - T

T 2 BEOEL |70 b, IR, . TR, ek, &
BEREER L. SR, RS OND A, BERMER
K. IR, R M

REORE | Bak R (a el %) . R

i 3 LU, ) | A LA

MoT=Bn, Iv
VAR NY A—
BUA DU SCE
» [EHKRZRREIE
M1 OEIZFL#E
ENTWDHHES
AR L7z,

(2) : ENERRFR
BRIz B\ THs:
SNT-RIEH %
L7z, F
7o ARHF st
EEREER, E 7=
ES NI N,
F— VAL X
BRAHS T
il N L S
7 L B HAC

10




1.8 WfcE (%)

KA hCHRE

= OO
RSN 4

JRIELPETESS |
[SES IS

GBRAE, BEIERE, SERIEZ. SRS
%K. AT uA NS (BREZEN. BMIEILR, &
W) %%

i Ak

JTRERE 52

AST(GOT) |- 5. ALT(GPT) 5. y-GTP -5, LDH
b5 ALP L5 U re s BR

P Mk

BUN L&, &7 v 7F = bH, RP7LT7F
= k5

M

BERRD . AMEkES . ~EZ o e,
PSERIEA . BLERIZ . AFhERED

N

Fiffi~ L~ X

TR - E
BB

TR - B RCERERE OS] S

Z Ot

AL
s

RN T L ER MGV T N B gD
v EF RFY AT, M3 10,25(0H)2D3 -,
MmiE Y AKTF, M3E 10,25(0H)2Dsf& T, #fiED U
N R

* KRN OWARATER, ETINV TR MY A=A REAZY DT a e o AT LV
HIHAITRRO DN TV D RIER OT=, SR,

bE
2
3

5

ZDOXIRIERND B

Z DL IERD B b b
(Z8E LRWEEITE, AFIOERZ IS 2 &,
4 RENEAIC L

pEIIE R kd 5 2 L,
IO &S IERDP LS H OO GE MR T 5 2 L,
GAZid, W ZapEAl, FUREAE 2O L, AR R0

(ODT DHFAITHE Z VLT, )

D, ZOXIRIERRH SbNT=GBEITTOHEAEZE LT, BIBERERLV
EVEERLRVWERICOIVEZ S &,

NRERAEZY T aEF e AT VAN O T REE ZITRESNT - 5 JRHPH O,

ODTIC XV FBL L7z Fg, G- PIic &0 SrERIE R BRIk D ERIEN H 5 72D,
He 52 P DERITEE ORBEBE L 2B SRLICEET 52 L,

WOLILTWD
BIE ] &2 8 R
BHE L Crtdi L
77

5. EEE~OfEH
— I E RS CITAEMENME T L TWADO T, [HHMBEICR S22 0K
ICHEETHZ L,

— BT &
TIXAEBEERE N
KFLTWAZ
LD, mE
~EHT 54
D — B 72
ELTHREL
776

6. Efm. PEfR. BRIBE~DOFEM

(1) Ewmss .

TERR E T IFIEIR L TS ATREVED & 2 0m AT L CIIE LZan 2 &

NEFE LV,
TR b U A — i3 EY

Ui o I BT 5 2 aEITfMESL LTy, v
iR (7 v b)) ThRBREZEBELCTRE~BITTS

LEBRBOOENTND Y, o, _XFRXEY L XBYRER (w7 A
Z v b UYR) CTHETTEMSY NS T D, ]

(2 =¥

LI~ DM 5 2 L BRE L0, RLeBPRIIT 550

IR ZRET SEDH T &,

(DR B Y A= ixiinr (7>

B THLHA~BITT 2L RRHERTNS Y, ]

DN NY A
— VLR K O
BRABT T
=il N L7 e
T VELH D BAF
XEESEBICTE
#H LT,

7. NRFE~DFEH
A RER, BrER, LR, SR EINRITHT 22 a3 LT

b\fcﬁb\o

(FEHREBRIZ 7220, )

I BEITH
ERAE X L AETi
ML TWARWnZ
EMMBERIEL
77

11




18 WfIE (%)
ARy R

8. MEKRE

e, SR -

AV AUE O FE7RER T, BRI, B, BRI, TR
R MEM, MEEEAREG. KSR, UM, O F V. B, VIR
Thb, [ TEELREAKNEE] OQ). @)HESHK]

LA
EOHIZHEAEZRIET 2L, MIEILV TN RPNV T LED
AALFHIRAE 21T\, BB U THESEORE 21T 9 2 &,
[ TEEREARER] OQ). (4)EBMH]

BTN A
— VL D TRAF
XEESEBICT
# LT,

9. WA EoER

(1) fEFERAL
1) B ORZE R UOREBEIZIIEH L2nwZ &,
2) IBBHELTHEA LW &,
3) AELAMTIIMH Lanz &,

(2) R : AFNCfibi 7= T, B, EROFEICMNRNE I ICEETHZ
i

(3) % : AFIMEHEL., HESE~ONELZBT DD, K< FE2ES Z
Lo Flo, BHEZO Y v U —OARITRET 52 &

(4) FFIAATEE : 34 (NIREE) Bhilkoi=s, EHORE I FOEESES
ol BT, NROFO L ENRWETICRFES S L, T, R0 T
WAR L7=35A2iE. @by v AMESE D EHEORIERNH Hbhnd
ENHDHOT, EFEEEAESZZ TS, HWUIRLEE LD XD EET
5 &, [ NEEES) OEBMH]

NIRRT ANDES
fHxeE, Iy
AU A—
BB N K A A
o7 ae A
vigTm AT L
H OB CEE
S EBICHE L
7=,

10. Z0OMOEE

(1) MEET Ve R~ A& HWT 40 BREIZHOZVER (Fk8 /07
V) BB LAV UR b U A VRS A AT LT SEBR T, IRV
B RE R 6 (S L B2 AR R B B O A B 7 M S 3RO BTz & D
HENRHD, LinL, [‘ilAlZ~ 7 A ZHM T8 L7 525k I3 e iE
B IR B TR,

(2) AANC L DEFEF S DO TIEFE P 1L, FoRETERL R E, R M RS
NN E DENRD 5,

Q) : TR B
U F— L 8E D
N CEESE
(ZFCHE L7z,

(2) : A DOWEH
DA FE KDY
NRERABS Y
Ia vt BT
ATV B D s
X EEZEIC
AlEk L7z,

12




1.8 WACE (%)
KA FOHCE

1.8.2.4 &M

1 Kragballe K, Barnes L, Hamberg KJ, Hutchinson P, Murphy F, Mgller S, et al. Calcipotriol cream
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2 Ruzicka T, Lorenz B. Comparison of calcipotriol monotherapy and a combination of calcipotriol and
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Nouv Dermatol. 1994;13:746-51. (%5 5.4.24 IH)
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calcipotriene ointment and halobetasol ointment compared with either agent alone for the treatment of
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FUF— —KF
(3 4) (5Z,7E,22E,24S)-24-Cyclopropyl-9,10-secochola-5,7,10(19),22-tetraene-10,3p,24-triol

monohydrate

1912 INN

WHO Drug Information Vol.4, 1990 : r-INN List30 {Z calcipotriol & L CHB# < 7-,

1.92 ARAAZJUOTAOEAVEBIXTIL

FHABERARER[G HICLLTO XL 5 2 s T g,
H R (BARK) _"EAZI VT abt e ATiL
(& 4) Betamethasone Dipropionate
b4 © (35 4) 9-Fluoro-11p,17,21-trihydroxy-16p-methylpregna-1,4-diene-3,20-dione 17,21-
dipropanoate
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3.2.8.1 — 1R

¥ =2 | =) 45 ST/

AHES |HBRES HEEORE 5%

32S.1.1 - Calcipotriol monohydrate Nomenclature B

32S.1.2 — Calcipotriol monohydrate Structure 24

32813 — Calcipotriol monohydrate General Properties A

3.28.2 &

BHES |HARES L= B

AHES |[HBRES HEEDRE 5=

3.2.8.2.1 — Calcipotriol monohydrate Manufacturer(s) 224

32822 — Calcipotriol monohydrate Description of Manufacturing SEA
Process and Process Controls_

325823 — Calcipotriol monohydrate Materials Used in the 24
Manufacture of Calcipotriol monohydrate

3.2.82.3 | RD 00209165 specification (Jfj. LEO) =Tl

32823 AP-00252-01/101 — DK | Residue on Evaporation 224

32523 | AP-00050-03DEPNO- |[JJj TECENIQUE [ ST A

751DK

32823 [ AP-00093-04/101 - DK |[Jij 1dentification of [ b~ [l STl

325823 AP-00020-04/101 —DK Identification, Assay and Determination of Related | ZEAff
Compounds by

32523 | AP-00042-05/101 - DK |[Jij Determination of ||l vl E

32824 — Calcipotriol monohydrate Control of Critical Steps and SEA
Intermediates

3.2.8.2.4 | AP-00036-05/140 —DK | In process check A Quantitative Determination of] - SEA
hlﬁ

3.2.8.24 | AP-00037-07/140 — DK | In Process Check A2 Determination of and SEA

in

32825 — Calcipotriol monohydrate Process Validation and/or 224
Evaluation

3.2.8.2.6 — Calcipotriol monohydrate Manufacturing Process 24

Development
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3.2.8.3.1 — Calcipotriol monohydrate Evidence of Chemical Structure | FAff

3.2.8.3.1 — Calcipotriol monohydrate Physicochemical Characteristics | ZEAff

3.2.8.3.2 — Calcipotriol monohydrate Impurities A

3.2.54 [REOCEE

2521y = = = & = E¥1ﬁ/

EHES |HBRES BEESDRE 5=

32841 RD 00283554 Specification SEATH

32.84.2 | AP-00050-03/DEPNO- | [ TECHNIQUE | it

751DK

3.2.84.2 — EUROPEAN DEPARTMENT FOR THE QUALITY OF A
MEDICINES CALCIPOTRIOL MONOHYDRATE
Reference spectrum

3.2.5.42 | AP-00026/101 — DK Calcipotriol anhydrous/Calcipotriol monohydrate S
Determination of Organic Impurities by

32542 AP-00025/101 — DK Calcipotriol monohydrate Identification, Assay and Efi
Determination of Organic Impurities by

32.84.2 | 101C-LRS-09005 Impurity C* | Reference Substance, | i} AT
Certificate of Analysis

32842 | — Impurity C* , REFERENCE =T
SUBSTANCE SPECIFICATION

32.842 | 101C-LRS-10120 Impurity D*  Reference Substance, | i i
CERTIFICATE OF ANALYSIS

32842 | — Impurity D* , STAh
REFERENCE SUBSTANCE SPECIFICATION

32.54.2 | AP_000674/44101 Calcipotriol monohydrate Determination of Water A

3.2.5.42 | AP-00019/101 — DK Calcipotriol anhydrous and Calcipotriol monohydrate AT
Determination of Residual Solvents by.

32843 — Calcipotriol anhydrous, Calcipotriol monohydrate SEATH
Validation of the analytical procedure for determination of
organic impurities by AP-00026

3.2.5.43 — Calcipotriol monohydrate Validation of the- method | Al
for identification, assay and determination of organic
impurities, AP-00025

32843 — Calcipotriol monohydrate Validation of the analytical SEATH

procedure for determination of calcipotriol organic
impurities by i AP-00025, Amendment
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32843 — Calcipotriol monohydrate Validation of AP_000674, 24
Determination of Water in Calcipotriol Monohydrate by
32843 101VR-LRS-03001-5 Calcipotriol anhydrous/Calcipotriol monohydrate A
Validation of AP-00019, Determination of Residual Solvents
3.2.8.44 | RD 00283556 Calcipotriol Monohydrate Batch Analyses SEA
3.2.845 ID 00283554 Calcipotriol monohydrate Justification of Specification A
3285 BERNTZEME
sy - Eoaiiil)
AHES |HBRES BEEORE p
&%
3285 — CALCIPOTRIOL MONOHYDRATE, REFERENCE SFA
SUBSTANCE SPECIFICATION
3.2.85 — — CALCIPOTRIOL HYDRATE, =Tl
Reterence spectrum
3285 — Calcipotriol monohydrate, Reference Substance.- AT
Certificate of Analysis
3285 101C-LRS-10122 Calcipotriol monohydrate, Reference Substance, - 24
Certificate of Analysis
3.2.85 — r Sample Name: CALCIPOTRIOL HYDRATE, ST A
3285 — r Sample Name: CALCIPOTRIOL HYDRATE, STl
3285 — Sample Name: CALCIPOTRIOL AT
HYDRATE,
3285 — B s:0'c Name: CALCIPOTRIOL STl
MONOHY DRATE. [JJjj
255 | — i
3.2.56 BREUERR
o i/
AHES |HBES BEBORE el
3.2.8.6 — Calcipotriol monohydrateContainer Closure System 224
3.2.8.6 — Primary Packaging Specification A
3287 REM
sy - Eoaiiil)
AHES |HBRES BEEORE p
&%
3.2.S8.7.1 — Calcipotriol monohydrate Stability Summary and 24

Conclusion




1.12 HfH&EE—&
FARRy FHRE

. e i)

ANES |HBES HEBORE s

3.28.72 — Calcipotriol monohydrate Post-approval Stability Protocol | 4
and Stability Commitment

325873 — Calcipotriol monohydrate Long Term and Accelerated SEAh
Storage Conditions

32873 — Calcipotriol monohydrate Additional Stability Data E i
Temperature cycling

32S8.73 — Calcipotriol anhydrous/Calcipotriol monohydrate AT
Additional Stabilii Data Stability in solutions containing

32873 — Calcipotriol anhydrous/Calcipotriol monohydrate SEAh
Additional Stability Data Stability in solution

32S8.73 — Calcipotriol monohydrate Additional Stability Data SEA
Photostability

328 RE (REARJOTOEF VEIRATIL)
ANZABJ o DTOEAVBIZTIVORESEZHERE (MFEHES
#E MF &%) DIFA, UTOEHZRE
3.2.8.1 — 1R
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32811 | — ik
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3252 W&
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3.2.8.2.1 -
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3.2.P1 HWE R UNR
2 = =t = & g E¥1ﬁ/
3.2.P1 — Daivobet® ointment Description and Composition of the A
Drug product
3.2.P2 HEFRDRERE
252l = = = A4 =] §¥1ﬁ/
ENES |HARES HEEDRAE 5=
3.2.P2.1 — Daivobet® ointment Components of the Drug Product Ehi
32.P22 — Daivobet® ointment Drug Product SEAH
32.P23 — Daivobet® ointment Manufacturing Process Development SEATH
32.P24 — Daivobet® ointment Container Closure System SEAH
32.P25 — Daivobet® ointment Microbiological Attributes SEATH
3.2.P2.6 — Daivobet® ointment Compatibility AT
32P3 &
ﬁ‘h = == = ii B §¥1ﬁ/
HES |HBES BEEORE i
3.2.P3.1 — Daivobet® ointment Manufacturer(s) Ehi
3.2.P32 — Daivobet® ointment Batch Formula SEATH
3.2.P33 — Daivobet® ointment Description of Manufacturing Process | ZAff
and Process Controls
32.P34 — Daivobet® ointment Controls of Critical Steps and AT
Intermediates
32.P3.5 — Daivobet® ointment JP Process Validation and/or SEATH
Evaluation
3.2.P4 AInF O EE
SHES | HpES e i
HES |HBES BEEORE i
3.2.P4.1 — Specifications (Paraffin, white soft) SEATH
3.2.P42 — Paraffin, white soft Analytical Procedures Statement SEATH
3.2.P4.2 — Paraffin, liquid Analytical Procedures Statement AP_000643 | ZEAf
Quantitative determination of] by-
3.2.P42 — Paraffin, white soft Analytical Procedures Statement SEATH

AP 000643 Quantitative determination of
by-
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3.2.P4.2 — Paraffin, white soft Analytical Procedures Statement A
3.2.P43 RD 00190110 Paraffin, white soft and Paraftin, liquid Validation of AP- FEAT
00615, Assay ofi
3.2.P44 — Batch Analyses (Paraffin, white soft) LA
32P44 — Paraffin, white soft Justification of Specification AT
3.2.p4.1 — Specifications (Paraffin, liquid) SE A
32.P4.2 — Paraffin, liquid Analytical Procedures Statement SEATH
3.2.P44 — Paraffin, liquid Justification of Specification A
3.2.P4.1 — Specification (all-rac-alpha-tocopherol) STAG
3.2.P4.2 — all-rac-a-Tocopherol Analytical Procedures Statement AT
32P4.1- | — all-rac-a-Tocopherol Specification, methods, validations, A
32.p44 justification
32.P4.1 — Specifications JP (PPG-11 stearyl ether) Daivobet Ointment | FfAff
32.P42 — PPG-11 stearyl ether Analytical Procedures Statement A
32.P4.2 — Polyoxypropylene-11 stearyl ether Analytical Procedures SEAH
Statement AP_000637 Assay ofh by
3.2.P42 — Polyoxypropylene-11 stearyl ether Analytical Procedures 2EAMh

Statement AP_000640 Determination of] _ by

3.2.P42 AP 000637 QC-LEO IE

Polyoxypropylene-11 stearyl ether (Japan) Assay of S
% by

3.2.P4.2 AP 000640 QC-LEO IE Polioxiimﬁilene-ll stearyl ether (Japan) Determination of | ZAff

by [l
Polyoxypropylen

e-15 stearyl ether Validation of AP-00132, | F4ff
Determination of ﬂ by.

3.2.P43 101VR-LRS-04009-2

3.2.P43 ID 00010616-001

Polyoxypropylene [ steary! ether|JJi] Vatidation | Frff

of the Analytical Procedure for Assay of

32.P44 — PPG-11 stearyl ether Justification of Specification A
3.2.P4.4 — PPG-11 stearyl ether Batch Analyses Ehi
3.2.P4.5 — Daivobet® ointment Excipients of Human or Animal Origin | ZEAff
3.2.P4.6 — Daivobet® ointment Novel Excipients Efin

3.2.P5 HEDEE
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3.2.P5.2 | AP 000606 QC-LEO-IE | Taclonex® / Daivobet® Ointment Assay and Identification of | ZEAff
Calcipotriol by [l

3.2.P52 AP 000607 QC-LEO-IE | Taclonex® Daivobet® Ointment Determination of AT
Calcipotriol Organic Impurities by

32.P52 AP 000608 QC-LEO-IE | Taclonex® Daivobet® Ointment Assay and Identification of | ZFi
Betamethasone Dipropionate

3.2.P52 AP 000609 QC-LEO-IE | Taclonex® Daivobet® Ointment Determination of LA
Betamethasone Dipropionate Organic Impurities by-

32.P52 AP 000610 QC-LEO-IE | Taclonex® / Daivobet® Ointment Assay and Identification of | ZEff

by [

32P52 | AP00049-02-DK Determination of Viscosity ||| || G_ A

32.P52 101C-APO-10049 , Reference Substance,- SEATH
CERTIFICATE OF ANALYSIS
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CERTIFICATE OF ANALYSIS

32.P53 1D 00000269 Daivobet® ointment Validation of the analytical procedure | ZEAff
for assay of Calcipotriol, AP-00007

32.P53 — Amendment Daivobet® ointment Validation of the At

analytical procedure for assay and identification of
calcipotriol by [JJij. AP-00007

3.2.P53 ID 00000271 Daivobet® ointment Validation of the analytical procedure SEAH
for determination of calcipotriol organic impurities by

-, AP-00013

32.P53 — Amendment Daivobet® ointment Validation of the SEAT
analytical procedure for determination of calcipotriol
organic impurities by - , AP-00013

32.P53 RD 00004313 Taclonex®/ Daivobet® Ointment Validation of the analytical | £
rocedure for assay of betamethasone dipropionate by
, AP-00010
32.P53 — Amendment Daivobet® ointment Validation of the 2EAth

analytical procedure for assay of betamethasone
dipropionate by [JJJi|j. AP-00010

3.2.P53 ID 00000270 Daivobet® ointment Validation of the analytical procedure SEAH
for determination of betamethasone dipropionate organic

impurities by [, AP-00011

3.2.P53 — Amendment Daivobet® ointment Validation of the Efi
analytical procedure for determination of betamethasone
dipropionate organic impurities by-, AP-00011

32.P53 1D 00000267 Daivobet® ointment Validation of the analytical procedure | ZEAff
for assay of] _, AP-00012
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analytical procedure for assay of| , AP-
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32.P53 — Daivobet® ointment Validation of the analytical procedure Efi
for determination of| ﬁ,
AP_000398, AP_000521

3.2.P53 — Daivobet® ointment Validation of Microbiological Quality | ZEAff
Test Methods,

32P54 — Daivobet® ointment Batch Analyses Efi

32P54 00000800-003 Daivobet® ointment Analytical Procedures, History SEAH

32.P55 — Daivobet® ointment Characterisation of Impurities SEATH

3.2.P5.6 — Daivobet® ointment Justification of Specification(s) SEAT
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3.2.P6 — BETAMETHASONE DIPROPIONATE, REFERENCE AT
SUBSTANCE SPECIFICATION

3.2.P.6 AP 000742/44101-DK | Betamethasone dipropionate Determination of related At
substances by i

3.2.P6 — Betamethasone dipropionate, Reference Substance, - SEAH
Certificate of Analysis

3.2.P6 — Betamethasone dipropionate, Reference Substance, - SEATH
Certificate of Analysis

3.2.P6 — Betamethasone_dipropionate_ A

3.2.P.6 — Betamethasone_dipropionate_ S
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32.P7 — Daivobet® ointment Container Closure System, At
Specifications

3.2.P7 140-JXT-2009-010-1 Primary Packaging Specification AT

3.2.P7 — Daivobet® ointment AP-00557, AP-00558, AP-00569 SEATH
Statement

3.2.P7 AP-00557-01/140 — DK | Test of] of Tubes Primary Efi
Packaging Materials

32.p7 | AP-00558-01/140 — DK | Test of || | N ©:imary Packaging | F:Afi
Materials

32.P7 AP-00569-01/140 — DK Primary Packaging AT
Materials
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3.2.P8.1 — Daivobet® ointment Stability Summary and Conclusion SEATG

3.2.P8.2 — Daivobet® ointment Post-approval Stability Protocol and SEAT
Stability commitment

3.2.P8.3 — Daivobet® ointment Long Term, Intermediate and SEAH
Accelerated Storage Conditions

3.2.P8.3 — Daivobet® ointment Additional Stability Data SEATG
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Cyclopropyl-9.10-secochola-5.7,10(19),22-tetraene-1.3.24-
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42.1.1.1 REP-PAL-2(.-01 Unique effects of calcipotriol in combination with SEAMG
corticosteroid on differentiation and activity of human Th17
cells, a part of Daivobet® MoA project

421.2 Bl R SR ER
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42.1.2.1 REP-HND-Z‘ -03 Effect of betamethasone, calcipotriol and the combination HE
on molecular biomarkers for skin atrophy in fibroblast and
keratinocyte cultures, Daivobet® mode-of-action

4213 TN REHER
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42.1.3.1 20040440PGR Calcipotriol hydrate: SEAMh
Behavioural Irwin test and effect on body temperature
following single oral administration in the rat

42.1.3.2 20030645PCC Calcipotriol hydrate: SEAM
Evaluation of effects on blood pressure, heart rate,
electrocardiogram and body temperature after single oral
administration to conscious dogs

42133 20030646PCR Calcipotriol hydrate: SEAM
Evaluation of effect on respiration in the unrestrained
conscious rat following single oral administration

42.1.34 20040441PGR Betamethasone dipropionate: SEAT
Behavioural Irwin test and effect on body temperature
following single oral administration in the rat

42135 20030647PCC Betamethasone dipropionate: SEAM

Evaluation of effects on blood pressure, heart rate, body
temperature and electrocardiogram after single oral
administration to conscious dogs
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4.2.2.1.1 | VR/04/05 Determination of calcipotriol (MC903), betamethasone L]
dipropionate and betamethasone 17-propionate in mouse
serum using LC/MC/MC (XOP 00808-1)
4.2.2.1.2 | VR/02/13 Determination of Calcipotriol (MC903-000) in mouse L]
serum using LC/MS/MS (XOP 036-262-1)
42.2.1.3 | VR/08/07 Partial Method Validation Report FEAHh
Determination of Betamethasone Dipropionate and
Betamethasone 17 propionate in Mouse Serum Using
UPLC/MS/MS API4000 (XOP-03226-01)
422.14 | VR/04/03 Determination of betamethasone dipropionate and L]
betamethasone 17-propionate in rat serum using
LC/MS/MS (XOP 00651-01)
42.2.1.5 | VR/08/06 Partial Method Validation Report 0
Determination of Betamethasone Dipropionate and
Betamethasone 17 propionate in Wistar rat serum using
UPLC/MS/MS API4000 (XOP-03225-01)
422.1.6 | VR/03/01 Determination of calcipotriol (MC903) and ST
betamethasone-dipropionate in minipig serum using
LC/MS/MS (XOP-00012-01)
422.1.7 | KLM0074 Calcipotriol and MC1080: A
Validation of an LC-MS/MS Method for Measurement
of Calcipotriol and MC1080 in Rat Serum
4222 A
e | srenmm e i
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42221 205018 The absorption, tissue distribution and excretion of [*H]- S

calcipotriene and [°H]-betamethasone (Dovobet®) in the rat
in vivo
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42222 AME/03/01 Absorption, excretion and metabolic profiling of *H- LM
Dovobet in minipigs
42223 TK/02/02 Toxicokinetics of Daivobet in minipigs.Quantification of At
calcipotriol and betamethasone dipropionate in serum
samples originating from the study: Daivobet -A 4-week
Dermal Toxicity Study in Minipigs
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422.4.1 MET/03/01 Determination of the in vitro metabolic profile of [*H]- 2t
calcipotriol and/or [*H]-betamethasone dipropionate using
the post mitochondrial (S9) liver fractions from mice, rats,
rabbits, minipigs and humans
4225 Heitit
R 4.2.22.1 B
GRS 42222 B
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e R L
423 HiEHER
4.2.31 Hog 55 R
e R L
4232 RiERGEEHR
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4232.1 TTOX0010 Daivobet - A Preliminary Dermal Toxicity Study in Mice B
42322 LOP0051 4 Week Dermal (Non-Occluded) Dose Range Finding Study | &%
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in the Mouse
42323 LOPO0058 13 Week Dermal (Non-Occluded) Dose Range Finding SEAM
Study in the Mouse
42324 TK/04/01 Toxicokinetics of Daivobet® in Mice. Quantification of SEAT
Calciportiol and Betamethasone dipropionate in serum
samples originating from the study: 13 week Dermal (Non-
Occluded) Dose Range Finding Study in the Mouse.
42325 TTOX0202 Daivobet: A 4-week Dermal Toxicity Study in Minipigs STAfh
42326 48576 Daivobet: A 9-Month Dermal Toxicity Study in Minipigs 2t
42327 LOPO51 Betamethasone dipropionate: Toxicity Study by Dermal SEAT
Administration to CD-1 Mice for 13 Weeks
42328 TTOX0208 Betamethasone: A 4-Week Oral Toxicity Study in Rats STAfh
42329 TTOXO0301 Betamethasone: A 13-week Oral Carcinogenicity Range- et
finding Study in Rats
4233 BEIEEMERR
4.2.3.3.1 In Vitro SR E&
PY RN = =4 = H =} gq”ﬁ/
BEHES | HRES WEEDERE sz
4233.1.1 | 339/84 Betamethasone dipropionate: Reverse mutation in five At
histidine-requiring strains of Salmonella typhimurium
42.3.3.1.2 | 339/86 Betamethasone dipropionate: Mutation at the Thymidine At
Kinase (tk) Locus of Mouse Lymphoma L5178Y Cells
(MLA) using the Microtitre® Fluctuation Technique
423.3.2 In VivoRE&
T e SH{f/
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42.3.3.2.1 | 339/85 Betamethasone Dipropionate: Induction of Micronuclei in At
the Bone Marrow of Treated Rats
4234 A RIEER
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4.2.34.1.1 | 95639 BMS-181161: Three-Month Dermal Range-Finding Study 5
in Mice
4234.12 | 01-2731 BMS-181161: Dermal Carcinogenicity Study in Mic SEAT
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4.2.3.4.1.3 | LOP052 Calcipotriol: Toxicity Study by Oral Gavage Administration | 2%
to Han Wistar Rats for 13 Weeks
4.2.3.4.1.4 | KLMO0053 Calcipotriol: Carcinogenicity Study by Oral Gavage A
Administration to Han Wistar Rats for 104 Weeks
4.2.3.4.1.5 | 96712 BMS-181161 solution: 13-week dermal range finidng study | 2%
with ultraviolet radiation in haireless mice
4.2.3.4.1.6 | 1202-031 BMS-181161 solution: 12-Month Photocarcinogenesis SEAT
Study with Ultraviolet Radiation in Hairless Mice
4.2.3.4.1.7 | LOP0072 Betamethasone Dipropionate: Carcinogenicity Study by SEAM
Dermal Administration to CD-1 Mice for 104 Weeks
(Amended Final Report)
4.2.34.1.8 | LOP0071 Betamethasone Dipropionate: Carcinogenicity Study by FEAM
Oral Gavage Administration to Han Wistar Rats for 104
Weeks
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42.3.5.1.1 | RTOX0301 Betamethasone: Effect on the fertility in male rats (oral SEAHh
administration)
4.2.3.5.1.2 | LOP0080 Oral (Gavage) General Reproductive Performance Dose B
Range Finding Study in the Rat
4.23.5.1.3 | LOP0079 Oral (Gavage) Fertility and Early Embryonic Development | 3
Study in the Female Rat
42352 F-REREICET HHER
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4.2.3.6.1 LTOX/98/05 Calcipotriol BDP ointment 3.2: Six weeks dermal A
tolerability study in rabbits
42.3.6.2 LTOX/99/02 Calcipotriol betamethasone: Six weeks dermal tolerability A
study in rabbits
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423.7.6.1 | 931005A4 Py A% Single dose toxicity study in rats S A
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4.2.3.7.7.1 | VBE00001 A Range-Finding Study of Four Weeks to Evaluate the BZ
Potential of Topically-Administered Calcipotriene Solution
and Calcipotriene/Betamethasone Gel Formulations to Elicit
Toxicity in Crl:SKH1-hr-ISL Hairless Mice
4.2.3.7.7.2 | VBE00002 Nonclinical Photosafety Testing to Characterize the SEAM
Potential of Topically Administered Calcipotriene Solution
and Calcipotriene/Betamethasone Gel Formulations for
Four Weeks to Modify Photobiological Responses in
Crl:SKH1-Ar Hairless Mice
4.2.3.7.7.3 | VBE00003 Evaluation of the Potential of Calcipotriene Solution and PEAM
Calcipotriene/Betamethasone Gel Formulations Topically
Administered for 4 Weeks to Modify Ultraviolet Radiation-
Induced Cutaneous Inflammation in Hairless Mice
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