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BDF, Rt~ 7 A COMESREE~DOA XYV a o &I L ABEET L (n=10) ZH\ T, 0.1
~1%% 7 1) LAAE . 0.12%F ALY UEREBRT AT AHE R 01% T V7 a X Z )
0 A VBT AT OVEE & BUGTE I AT EA L, A5V v R e RS Sk A 1ER
AT Uz, BEBRAARECIXEEH 24 FERRICRIER)S (BFOE XM nEigsn, ¥ 7nal
I ABRERECIT IR ERAFANI ARG 240 U, Z OIEIRIZHR 53~75%% R L1z, fiAT A K
HUB IIASGIZRT U Com B MiER 2R L, ¥ 7 v U AAEE XD IS0 7208, i &
T4 RIIEFE~ 7 AOFOREZ 2 &8, BERSIHERICRZEEHEER BT
DEZEZ BN, 270 ARAREIZIER YU AOEDRE S ELE 5 22027219,

BB RFERELEY 7 e ) AR IV b It a X Bl VR LT X G RER Y
JEEPIHIT D Z ERME SN TWD 1Y,

)RR - IR Y VRGO

BALB/c RifE~ 7 2 TORE T R O BB ~DR5ESEE % & Lo Freund’s incomplete adjuvant i
W TSN L DAEET L (0=8) ZHAVWT, 0.1~1%% 7 0 U AAKE, 0.12%XF XXV
HEPRT AT VRE KN 0.1% T V7 a A% 7 a e d Vo 2T )VERE & FOsah 3 R4 108
L, VUL U U RIER SR D EH 2 /G LT,

HERATE CIXFE S 24 BB ICTRIERUS N BIER SN2, Z 7 1 ) W ARCE I & 7240 V5
R L. FOIEIRIIH 80~90%, XX A X UEEBRT AT NUMERRNT IV a A XY 70
B A R AT VERE T & K 98%, # 83% CTh o7z,

15



2) in vitroiRER

ABRAE R 1CsoP(ng/mL)
- RYRH T TNTaARLY
FRH L R g 7o
T AT ) T AT )
THIENS DY A R hA PEA
DR M ERERS DY A =N
A VEEA (1 CD3 - $i CD2 Hifk
D)
IL-2 0.02 0.27 5.54
IL-3 0.02 0.17 1.76
IL-4 0.02 0.16 2.09
IL-5 0.07 0.08 0.89
IFN-y 0.11 0.72 3.26
GM-CSF 0.07 0.10 0.76
DN R 2 DA NI A | TR
PEAE (Con A HIIEL) 19
IL-2 0.04 0.26 1.89
IL-3 0.04 0.08 0.83
IL-4 0.08 0.08 0.37
IL-5 0.46 0.07 0.59
IFN-y 0.10 0.09 0.63
GM-CSF 0.18 0.07 0.56
NEGS L & O REER B D e A4
I VEHER O A N A A
DEZEIEGAIIa e R & 3 L iizpfE =3 1.8Y —o -9
(Ft IgE HUikHilE) 1
)R M AFHERLER b A & X ik t bk 3.1 1000ng/mL 1000ng/mL
(Ft IgE HLikHilE) 20 THESh THEL)
IR b A &2 X Ll 7 vk 1000ng/mL 1000ng/mL 1000ng/mL
(B HI) 2D THES) THES) THEL)
AT ELERYE B i A 7 v b 32 1000ng/mL 1000ng/mL
b A& 3 bR (BURURIT) 2 THELD THEL)
S)AF R FEERME B it gp A 7w b 12.0 0.5 3.5
TNF-a FEE
(P IgE Hiksngg) 2
I BRER o i T
" . N 10 ~ 100ng/mL T 100ng/mL 100ng/mL
X*ﬁ@ﬁ%@ﬂw%w FCP W Lk % 42~ 45 ) )
(calcium ionophore %) 12
T TN AR O PUR R RE
A A A LRk =N 3.0 222.4 — 9
RAE R JEIRA D VBRI 19

a)50% inhibitory concentration
b)ICso fiEl
o)A SE Nt

Q) E AR IR - FriThEh

M ER e L
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VI. E¥EhReICRE I 518 H

1. mPREDHTRE
(D AELEDGTmMPERE
Y LAy (RIS TER 2R3 A Tld ey

Q) EERFABR CTHRAIN-MPEE
NREZA GAEAT—%) 2
WEHBETOEZUMERHIR WS, 3L LTEZ 7 U LAREE 01% 2 EBH LT — &% ZLLFICE
ﬁ\j—éo

INRT D —PER SR A 39 Bl 2 A A L 0 3 RECT. XU A ARE 0.1%% 14 B REXE
B WRAOC4BRIZLIALIE., 288225 13 BEETIXL A 2 EEBA) Lz, FORE, itk
DOEHBATHEIK < 2RERE 92% Tl IR E X Ing/mL LLFTH D | 17%13E &R F(0.025ng/mL)
AT THotz, F/-. 70 ARXAOEEBATHIZBAERE & & BIEMT 2HEIIH - 7225, B
DA HYREE(Co) X OV Ai 14 24 W] O R PP (Crin) DN D 2 7 0 U ARADOERIT RN EBZ D

iz,
REZHMFOEMERE/ NN A—4
AN AR R ER AT B | HE A WA Cinax Trmax® Co? Cunin AUCo-24n
i (cm?) [Hif8 (cm?) £ (H) (2) (ng/mL) (h) (ng/mL) | (ng/mL) | (ng * h/mL)
1 2.3 0.44 4 _ 0.12 5.17
+1.2 +0.76 +0.17 +8.82
=1500 1001 +443 16 4 — — — 0.29 — —
+0.28
14 2.1 0.20 6 0.16 0.11 3.34
+1.0 +0.19 +0.16 +0.08 +2.50
1 3.8 0.99 23 o 0.95 17.48
+1.3 +1.37 +1.37 +25.74
>1500 0.96
2317+466 14 4 — — — — —
=3000 +0.90
14 3.7 0.83 4 0.67 0.59 15.44
+1.1 +1.34 +1.12 +1.08 +28.80
1 4.8 1.03 4 . 0.78 11.03
+1.1 +1.13 +1.18 +11.88
~ 3000 3903534 | 9 4 — — — 096 — —
=5000 +1.58
14 4.2 0.98 25 0.32 0.41 11.35
+1.0 +1.03 +0.30 +0.40 +8.66
a): POE, b): BATATMPRRE, — @ BT (CE¥)EES.D.)

) NE TR S AT 0.03%E TH 5, Fio, AFIOEGE I TWAHE - AT MEE, NAICiE 1 B 1~2
B, A BEICEBAT T 5, B, 1 HH 0 OBMAEIT Sg T TET 0, FRICL V#EERET S, TH D,

17



2) REAGE RS Y
INRT N E— PR SR B 104 112 0.03%4KE & 1 [l K 5g. 1 B 1~2 [A18A7 L 52 # 4 £ Cifn s
ZHELIEZATRDEBY THoT,

REERAFOMARE
1. H R (ng/mL)

TR 7B B HIEB% R D+
IR | W $2% N.D.% <19 1=~<3Y | 3=~<5 | 5= | R/ME~ECOKIE

4A0H 52 0.070.26 | 48(92.3) | 3(5.8) 1(1.9) N.D.~1.50

1 A 104 0.04£0.17 | 99(95.2) | 4(3.8) 1(1.0) N.D.~1.39

2 i 101 0.03+£0.13 | 97(96.0) | 4(4.0) N.D.~0.93

12 381% 98 0.012£0.06 | 97(99.0) | 1(1.0) N.D.~0.59

28 % 96 0.02%0.12 | 93(96.9) | 3(3.1) N.D.~0.86

52 % 97 0.0120.05 | 96(99.0) | 1(1.0) N.D.~0.54
N.D. : & =R (0.50ng/mL) A Al (%)

b)HIE &N/ 2fFlDFH) (ND.% Ong/mL & L CHH)
(3) P&

MER R L

<BE>BREEMICB T 57—
PR AR C ORE O Al « TR O BRARBRBAE O 43T TIE, i b T 7R EEAS 20ng/mL % 2 2 HH A3
RWHE, BERRER LT <R 2 LBbhros TS,

DHEE - HRAEOZE
M ER e L

2. FMDEERIIS A—4
(1) 47 7 3%
TR L

(2) AR 28
LR L

(3) B SRR
LB L

DoV T7I0RA
NER R L
<BEZ>HIRNEGREOT—4% (T h, 74)
Ty hWROTH PDIZE ) AR Imgkg ZERNELGLIZEZA 227 V772 CEHE
+S.E. ) (34 % 1.47£0.03L/h/kg(n=5). 0.26+0.03L/h/kg(n=3)TdH > 7=,

G) N hBEHE
MU ER L
<BESTHIRNBEGREOT—% (T > b, 7%)
T NWEORTH PINZH 7 v Y AR Imgkg ZFIRNEEG- L2 & 2 A, EFRETCOSMER (CF%)
fE+S.E. ) 134 % 17.3+1.8L/kg(n=5). 5.27+0.43L/kg(n=3)TdH > 7=,

®) Z Dt
AT L
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3. BEH (REalL—Tay) f#H

4.

) iiwsp: >

RUERR L

Q)N A — 2 EHER

RUER R L

R 4R

MU ER L

<BESAAATRATEYT 4 (T b, TH)

T v O K OB B % s L BB R E0=5~7)IC 0.5%% 7 1 U L A& 100mg/10cm? % % £{5E T
HEEM L7 2 A, AUC MOEH LERERGIZE DX 70 AADV AT I v ITXA T T 4
ISR T 4.7%, HIBKRET 624% Th o712, £lo, 7XOMEFEEE (0=3) 12 01%¥% 278l AR
OB 100mg/10cm¥/kg Z B ENETHERA LI E ZA, VAT IV I T XA TE DT 412094% Th 72 2,

<BE>SWINFE (T > k) 20

T v NOREE R OHERB ZRE LZBERE (h=3) |2 0.5%"“C-% 7 v U A ZE 320mg/kg % % EHET
HERAT L2 & & DOREVEF~OPEROEFH N D, @ M OHBEER G S OWIN R % 4.6%,
56.0%EHEE ST, 2B, T v MEFEE (0=3) ~OHMEA CTIL5.6%& HEE Iz,

5 7%

(1) % — fixi B P9 @ i

MR L

<BE>HNBATIE (T v ) 20

B EBRE L7277 v MAEBREEIZ 0.5%1C-% 7 1 U L ARE 320mg/kg & BEHE CHIEEAR L7z &
X OB S REIREIXLL T O LB Th D,

ey, O REIR E (ng eq./g
WA 30 4y 2 R 8 R[] 24 IR 72 BERE
KA 8+2 9+1 8+0 101 10+1
/NI N.D. 7+3 N.D. 7+1 N.D.
B+ S.E.(n=3) N.D. : BHBRALLT
(2) % — R BRBE P9 & B 1
A ERR L
<HBE>

BRERICB 57 —% GMNEAT—%) 2D

Zrnl) AR EfRARE SVt 8 4 OVEABAEEE « B 4 51, BN 11, BN 1
B IR 2 1) D 53 et 3o 0 M BRI S AL 7 BRI AL & s B R I 00 SR BE 1 2 AL 24 9.0 £ 3.4ng/mL
(8 ), 6.61.8ng/mL (7 f5i) T o7, Fiz, FHMBEFIRE L, £ E 4 0.40+0.20ng/mL (7 #)
0.09+0.04ng/mL (6 f5l) T -7z,

Bk T 57 —4% GEAT—%) ®

Hrnal DA SRR OSE 3 Bt E COFHMmEETERE 1T 1.46ng/mL (15 1) | JFFH5 i

BT 0.7Ing/mL (13 f) | FE/KFEEEIX 02ng/mL A5 2 61) T, 20 & & HiA RO ik

FE*1X 0.54ng/mL (7 B1) | BERHUREE (1 6) XHERRLL T CThH o7z UEAFBRES) .

s Mg - @ TI@E ., 21 (wholeblood) & CHLHEEHIENTONTND, ~= F 7 U v MiEZDSE
PRZ X 2D B2 0, IEFREZSMIBEDOR 1/10 TH 5,

Q) EiA~DBATH

LR L
<BESBMERICBT 57 —4 GHEAF—4) ®

508 ) AR ARG SVEEERONE 3 A% E COTHMEEE " LdengmL (15 ) T, 20
L X TIGMALTRIER 0.790g/mL (6 B1) & FHAMIETIRHE* DITE LS Tho 1o GHE AP
#) .
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* MAE A - FN T . 2l (wholeblood) (& THLEERIENITOILTWS, ~v 7 U v MEZDS
Iz X0 208508, MEFREIXEMRE DK 1/10 TH D,

4) BEHRA~DIEATH
MU ER L
<BE>BRfEBRICBT2T—% GHEAT—%)
SMNENEFE 1T, B TPICAANISmE ST (<0.1ng/mL) . 2D & EOMBEHFIRE "X 3.3ng/mL
ThHoT,
K M AE LR - N TIL@RE . 2L (wholeblood) & CHLHEEMIENRTHONTND, ~v F 7 U v MEZ%DSE
PRZ XD 2D B2 0, EFREXSMBEDORK 1/10 TH 5,

(5) Z DDA~ DFBITHE
MEERR L
<BEB>Hk~DA (T v k) 29
AERBERELET v MREBREIZ 0.5%4C-% 7 v U X AHE 320mg/kg % BEHE CHR|
B LTz & & Ol - RN BURRBIREIILLTO LB Th D,

@ JEFTRERR T (ng eq./mL X% g)
’ ' A% 30 4y 2 FfE 8 M) 24 W5 72 B
I 4 26=*5 13+2 N.D. N.D. N.D.
i 44+5 28+4 N.D. N.D. N.D.
KA 8+2 9+1 8+0 10+1 10+1
7N N.D. 7+3 N.D. 7+1 N.D.
TR 135%+53 27290 271+38 127+42 N.D.
R ER 22+8 30+7 23+1 14+4 9+1
IN— L — R 53+12 91+22 88+ 10 33+11 1242
BETHR 7326 199+48 115+7 39412 101
E TR 10228 211+70 112+13 32+7 N.D.
TR 147+49 281+78 168+13 55+ 14 17+1
IR iR 495+138 548+78 155+4 N.D. N.D.
it Ji 48+16 92+26 11610 91+36 23+3
Ll 499+ 147 556190 199+16 8319 312
fiti 1469+97 1134+137 310+24 81+21 25+2
JiF i 361+142 528+122 199+18 76+30 51+3
5 Mk 446+113 50186 170+7 65+15 34+4
I 815+289 1036203 282+30 66+25 N.D.
il 312+111 575+137 232421 61+18 162
[N 249+91 355+88 207+25 87+25 25+2
A 54+22 55+19 8311 28+10 7+2
H s 60+27 90+27 55+6 11+4 N.D.
s, 534+151 490+82 184+12 70+3 23+4
B 110+44 17142 63+ 14 N.D. N.D.
R & 47+15 92421 7241 41+15 12+3
=51} 6+2 9+2 111 12+6 111
FIRAG 61+21 101+22 91+9 25+7 8+0
PIPANCT 95+38 214+50 183+27 58+19 15+3
H 160148 288+79 13113 8124 42+1
TN 123+57 209+82 1218 7832 262
N 57+19 140+50 93+7 87+31 58+4
Jii 34+15 73+25 89+18 10636 10018
i Al (AR EER) 71£27 100+ 14 73+3 33£12 10+1
B2 G (AR 14655653208 16052+6110 1311131 729+135 313+78
EHME £ S.E.(n=3) N.D. : BHRFRLLUT
(6) MBELKEEE
b MMEEA L ORERIILLTOLEEY THD 0,
mPEQFESE
WEE sy 1B (ng/mL) B AREA (%)
ke ] 1.0 >98.5
SEEREBNTIE (in vitro) Hal KA 10 99,0202
e N _ ] 0.5 99.2+0.5
ST (in vitro) H-dihydro-% 7 &1 J LA 50 99,0402

A4 £ S.D.(n=3~8)
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6. 3

(1) R BER L B U R B
MU ER L
<BE> (Tv b, SEAT—F)
Ty FOEEI s aY —hE UC-% 7 1Y) A% NADPH £ F CHABIC)SSES &, 137 O-
i A FIARDAERNTRD ST, ZOMREBHEMEIX, FFI 7 vy — A~ 12700 & FEF ST
ST, Flo, T MT05%“C-# 7 v ) ARAREL 14 HREIKESRM Lz & EORKEBMEZ 1 KOV 7T
HORRE (BAE) T OREIAREEDHIEIZB W TS, BEFED 90%LL LN RELIKETH - 7= 3D,
L7zBoT, #7278 AATT7y FOBEEFTIZEAERBEZZ T RN ENEZ BN,
B, SMEAFBREE oM, ROREIZITEE LTHRA FAETH - 7208, B REmix
ELTOKRBILIRTH T 32,

QRKBIEAET 5BRCYPH) DN FiE. HTE5EE
T & LT CYP3A4 TR S D 3¥(in vitro),

QWEEENRDEERVZFDES
M LA

G REVOEEDERR VBN, FELE
M ER e L
<BE > (in vitro)™
Z v MFI 70 =22 XD in vitro FIGFREZ AW TCRE S S EEORH#HD > B, FREH T
HD13NMLD O-i A FIVARDOIIIEME T ¥ 7 v ) AR CIEFITTHN -T2,

1. et

MR L

<BE>HHFE (7> k) 0

T v NG R OAENE 2R E LT HEIERE (n=3) 12 0.5%“C-% 7 v U A RA#E 320mg/kg & %5
ECHEEA Lz & X0 168 K] £ TOR KL OFEF ~O e gkl R, /S T% % 0.4%, 4.2%.
IR JE TH % 2.4%, 53.6% Ch-ol=, £i=. 7 v MEFWEE (n=3) ~OHFEATETIEE %0.5%. 5.1%
ThHoT,

8. FSURKR—E2—ICEAT B1EHR
Invitro BB OFER, #70 ) LRI PHEHEOEE THDI EEZBND ),

9. BNHIZLDBRESR

MM ER e L
<BESBIERICB T LT —% GEANT—%) 2

BT OB IIMEIRALL T TH Y . BITICL VERESI AR,

10.HENEREETHESE
MM ER e L

1. £ 0t
B L
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VI. &£ (ERALOEESF) ICHYT HEE

1.

L1AXKOERIE. DMROT7 FE—HREXDBEEITHEEL TVWSIEMNDL ETITI I &,

1.28%. AohCREAZERALTVWSUVLAICERYT 5HRICE. IFREAGELRY. BEEEFD
BMERAMNRIRT HAREMLS HDHD T, HoALHMREZTL., EE. HAoMBREZMELTLS
UbADHEZHER LR, FFOEAZFEKRT S &, [2.1 B8]

(fi0)

1.1 /NROT b E—MERERBEFICASZ L0 #EYNEHT 572012, /BNEOT b & —H G % OIE# A
WCHIBLTWAEROL E TARIZHEHT S Lo, M85 OEICHREL, HEEZRETLIZLEL
7=,

1.2 AFIOERREBRICEB N T, Blomn g 7 o ) AR MPEEIIHRE S TR, L., AEIORE
WL & 2 FTREMED & 5 J2 G OB LDER I ARFI 2 L7856, #7 v ) AR MAFHRE
NEeE L. Z7v ) AAROA] - EHAZ &G LB EAE TR BTV D B EES O RIER 2 3
BT HAREMEE BETE e, Lo T, {\E. WONCREAFE L THD S A TIRREDHE
BRI LW EnG, ¥7a ) ARMFRED EFICE 22 ERIERORBZRET 5720, b
DEML~DOEREEEZ L L, T REBMRE LTS 720 14 oEICHLEHE Lz, E5. Ho»n
R ZTER L TOD S A~D IS 72> Tk, AFIEARTNCSH 52> U b dign e 2% CALE &
1TV, WEEHER LRIERZRG T2 &,

2. ERARLEZNDER

2. BB (ROBEIZIZBE LA &)

2.1

2.2 HEOBEE, BEOREA Y U AMIEORE [9.1.1, 9.2.1 ]

2. 3 FAlIEERAL R E 2 23 R (Netherton JEMERESE) DB RIS & < o ASH o i H i B8 73 &)
<72Y, BEEZEZORMERNBIET A EERH 5,]) [9.1.2 5]

2.4 IKHAEREIR, FrAER., ARIT 2RO NE [9.7 28]

2.5 RHFIDO ST % LiBEUE OBEERE O & 5 B

2.6 PUVA WL OSEIMRIRE 2 P O BFE [10.1, 15.2.1 2]

(fiF7n)

2.1 TVIL1EERNE EFOHEM 1.2) OEZHR

2.2 BRFUIR COROH - ERAIOBEGICEWTEREE, @00 U AMENEHEEICADNLTND Z &0
5, MEOEEE, BMEOREAIIVUAMEOSHLEBE T e L L, BEE &) v ALEOH
HEET B EOEREETIHRECETIEE] ICREL,

2.3 Netherton SEMERED BE CAFMEHBZICZ 7 1 U AR MAEEN FH L, BREZ D IEFNHE X
Nl EnD . RIITHE Y THEEN @I E 3L TV D Netherton JEERED X 95 72 B 121X
] & 2> DAF FHHIR N 43 & % 2 Hl-, £7-. Netherton JEMEREBRE DR EDWRRE L LT AR
BIE] 22T 252NN TWDHDOT, HEOEKE D FINHW & 2 X5 TR RE
2T HEE (Netherton JEMERELE) OB ARl L7z,

2.4 ARFNOEEFRARBIIENI & B2 2l Eo/NRZRSRE LT 0, RHAKRER, Frall, dLEAx
2 FEAR T DR TIIM AR 2 < . BRI L TWARVWOTHEA LRV &,

2.5 —RIZ, B D IEFNOSITIC X 0EBUE A2 £ U BEIC, Rl—R)o a2 88 T 28ANFHEE SN 5EA.
TUAX—ERZZTAAREMENELS, v a v 7 R0BEERBENZ2EL2BZRARD 5,

2,6 TVE R~ T AT 40 BREIZHTZY UVA KOV UVB G L, 2% 12 38 MALE R 2500
THIET D LRBEWY OT XL FIEE N RAET D08, ZORBRICEB W TEAMRIER & 1T LT
AFN A5 & REEREORAERNRESL Z LIRS TS (X, 2. (7)F DMK 3))
DIEZM) .

NN

U

T

3. MBEXRIFZRICEET HFE L ZDER
[V 2T RICENES SRR 22T 5 2 &,
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4 RERUVRAEICEEYT IR ELZNER
'VAREROHREICEET ER] 22RT52 L,

5. EEREXMIB L ZDER

8. BEEREANIEE

8.1 EHEDKZ Y L IXBAAHEN LTI O 28541%, MPRENEL 2D AREERH DD T, K
FIERHBAED 2~4 K 1 B, ZOHIFLEICG L CHEBHBEREZITV., RENRO LN
BRAIIE, EbICERZ R L, BORAELRITY 2L,

8. 2 AN DORIEMHEIC L D IBERRBENAY 27 N5, RHOENEERGEEHEICENT,
P oNE, 2 A OEMES OWE 137 < . B OMWIMNEEMRICB W TH, AFIofHIIC
LBV AT O ERITRO N hote, —FH, AFMERAGNZ ISV CTRIEM:IEA S Tid iy
2N, MY VN, RENADFEBRNRE SN TWD, AKFOFEHICHT->TiL, ZhbDiEHz
BESUIFRICRH U CHBAL, Lo 2R L ECERAT 2L, (151, 1721 B8]

8. 3 BENE N OV HEEIE TO KM FHRBRIL RN D T, BEIEK CNEBIEIZITHRWNT &,

8. 4 AFAME T H Y E~DIRB 2 R/NRBICE EH D b, £, ABET T o 7R T v 7 Dffi i %5k
FBHZ L, (1521 28]

8.5 JERYIEAFED 7 M — MR EREBFIIIHER LW L&A T 508, xS HEHTS
BAITIR, YEAL 2R T CEE T 20, XUEH S0 U ol e i@EAl. i A Vv AF] HLEEA]
WCEBWBEAITY. bLAIING LD EZEE TS Z L, [9.1.3 2]

8.6 ., —MPEIC R RN (BVE, 1T TOIE, &, € RS NEEEICRO LN A, @
W EBOWEE EHITRILLRL R DDOT, FERIENH D Z Lo TEEICHS#AT 5 2
L,

(fiF7n)

8.1 X7 v U AARKROA| - HEHA 2 G LB ES CIXEEE, @0 v AMENSHEEICALNTE
D, INBEF¥ 7l AAOMPRE ERN/RKRERERTHDH, BEEOKRZE L IXBAA N AH
FIZO- 285812 70 ) AAOMPRENEL RHAREMENRH D Z 0D, HEORENES ¥
U AZADMFBITNEWEEZ SN DA 2~4 #HEIZ 1 B, ZOBIFISLED)6G U T E B
BEMEEZITH Z &,

82/ ) AAIIHEMHEIFITHY . BOAl - FHATIRY A EEOEMEEEO Y A7 R3H5H Z L2
MHNTWD, AANIAARICTHY . VAZIHMEWEEZ NN, KNEBRIIHAS 2 TIER2WE O
DX Y ANAREEHEHA LT N E— M EERES CEEY VN, RERAOBRRERD D Z
EMD, BEIFERICFOBRAEITOEHE L ETCHEALTWEES L oTH LTV, T 5
HIEE LT, FEEICBWT, EEEEORBUIRI 2 BHEE U7 fre i HEGERE OO R R,
MRRIGE DME N 2o T2 2 L0, BEHIRRREN AU A7 &3l U= s E S 2E 0w X 7l
AABEOFIC L DHENAV A7 ERBZBO N o7=Z b, BEY L oNE, FENADHR
ERHDHEFTTIEIRL, TNHORARLEDD T EndETEINTV5,

8.3 AHITOBEENE K NEEIEIC L AR HRBRIT 2R < BaMEITMNL L TV,

84 TINE MR~ 7 AT 40 WRENZH7Z D UVA LT UVB Z MRS L, 2Dtk 12 ML E i 2 3% 1
THIZET D ERBE O T XU EIEENEAET 208, 2 ORBRRIZEB W TEIRIBE & 01T L T
AHNZBATT D & RSO/ ERMN R E L Z LR ENT WD, F1o. WO LENRIRETRIL S
JEBIEDOY) AT 77 7 2 —ThHHI b, HE~DREZELHR/NRIZE o, BT T v T 1EART
TOERATET S Z & (TIX. 2. () F DM OR N 3)) OEZBR) |

8.5 AANIEMHIER 246 L TR, KIERIYEZ LD BE Tl L SRGYENEET I BZNRH 5,

8.6 ARAIMFZIZKIT 2 FHIEHIE OB BEHEII N2 @ &L ZL< ITKEBOREITHWBE L 72
L2 Enn, BEORLZEFRMT D OREMMEN DL L ab b Lo toailTs2 8, &
7o, BB I ANIRERCHE TR 5 2 03 b D,
7eds. E A HI & E ORISRt T 25 A IR S L <35,

23



6. HENEREHIHBEICHTIIR
(D EHHE - RIEEFOHLEE

L. HENEREATVBBICHT IR
9.1 BHHE - MEEFDHLHESE
9 .1.18H YD LMENEE (BEOEH)VLMEDEEZR)
wA U T AMSEAHEES S TREED B D, [2.2 B
0 .1.22FICRBERDIARENESE
PRI 23 <, RO A X0 . RFIOMAREN LR 2 RN B 5, [2.3 B
9. 1.IREBRREEHSEE
PUSRIEN IS D820 5, (8.5 5]

(fiF)

9.1.1 VI2ZAGNE L 2D 22) DHEEZZRTLHZ L,

9.1.2 ALEE & FEHI ORI & D BHEIIIIRE TIERWVR, BHEIZRZEZRO D & 9 IRLEED B T,
R B DRIRIAE DR RRI 3 7 < 72 D ATREMEDN D D0 £ D K 9 70 BH ITAH 2 IR IR L2 1]
T EMPREN LR T D EENH D N6, HEIENTLZ &,

9.1.3 AANIREMBEMZA L TRV, BERIUEZ tf 5 8F CIIAFRIMENEET ST dH
Lo RS T 258 10R, ERYEL 28 TR 270y, Xdd 52> Uil 22 HiE .
OANVAH PIEEANC L DHRETO. bLBING LOHHEZET L Z L.

2) BHReIEERE

I HENEREATVBRBICHT IR
9.2 BHREEEERE
9.2 1 GEDBREENESE
ERLRNWZ &, BEESEES LIRS D S, [225H]
9.2 2BREENEE (FEDOBTEZTNDEEER)
BREE SRS D RN D D,
(FiF)
BEEENEES SRS H 5 Z L BREEORSE (HEOFRERE 2R (ITEEICHH
T5Z L, NI2ESNELZOE 22) OHEEZZRT LI L,

Q) FriRefEE8E

). HBENERZEITHEFICEHTHEE
9.3 FF#sREIEE B E
9.3. 1 BEDHEEZTDESE
FMEREME T L. AR oML g ER4 2 A fetEn s 5,
(fiF#5)
BRI EN-% 7 0 ) AR I TR END 720, SEOIFEED & 5 B Cldim hiEE s -
HI2R[6EMHENH D Z D, BEEIHEHTSZ L,

D ETEREEE T 5F
BE STV

(5) bE 4%
I . BENERZEITHEFICEHTHEE
9.5 17

SR SUFIEIR L T % ATREME D & 2 LI EO A IER fEBRIE 2 LR S &l S 5 56
WCORERT D2 &, BER (V9F, BAks) TRGPIEM, RIEEERRO bz & O#H
HRHDH, v b BOKRS) ThREZEET L ZLARESHLTND 2,

(fifgast)

7 v b OUEYRAT - SENRGIET, FRAFRRE A, JE EE T K O LN N # G- L 723k Tl 3.2mg/kg LA
TOBEETWHTN BBTIER. IBFEEEERO N2 om0, v X OMIFEERASICRA
FH U7zl Cl, 1.0mg/kg BE CIRFICERBEFIREOHMAEO b Tnd (TIX. 2. (5)ATHHA
B OEBM) . o, w84 VLEABHEESE - BN 4 51, RN 1B, R 1
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Bl g2 B) 1o #7270 ) AREROKE LR T, WEE2ER T2 L0335 Tna (VL
5. ()i — FRAEEAMT @ tE ] DIESMR) -0, KRIEIZEEHE L,

(6) =34
I HENEREART VBEICHT IR
9.6 #RELIF

B EOARIERORARBROARMEZ BB L, RAOMEUTT I E2MTT22 L, £ P TRA
HABATT 2 TREMED B 5 2,

(i)

SNEANFBREF TH 7 a ) AR ERE SR O 3 B % E TOYHHAAEE X 0.79ng/mL
Thote (VLS. QYAH~OBITHE] OmBR) |

(N MR

I HENEREATVBBICHT HIE
9.7T/NR%F

AR, HrER, FLIRSUE 2 BRSO IITEHN L2 &, 2 RO IRE L SR L
U 72 BRI 20 L Th7pwy, [2.4 B2

(FiF)
AANOEEAGBRIZE NS & HIZ 2 Lo/ ZdG L LTl Y | KA KRR

N [ Y N
2 AT O TOEHRERIL I, LIz o T, ZEMIIHL L TWRWO T, RHAKRER,
AL ARSI 2 RO IZIIERA L2 L e LT,
(8) B hE
FEEN TR
1. "BEEA
(M HHAZE EFNHERA
10. ¥ E 1 H
101 FRZE (HFALEBWI &)
AFIE FH H11Z PUVA JRIEZE O SAMNRIRIEZ T2 &, (2.6, 15.2.1 &[]

(fgsL)
TIE JIEE T AT 40 HEICH7Z 0 UVA KON UVB ZRRE L. 0% 12 B MELE I 2 5% 0T
TEIET 2 LRBRE O T XTI EEE N AT 208, Z ORBRRICE W CTERIMRIRET & 3047 L C

KN A5 & REERORAERNRE S Z LIRS TV (X, 2.(7)F DO 5N 3))
DIEHM)

NN

Q) BREEEZDER
BE STV

8. EIEA
1. &8E A

WORWERNRNH HboNDZ ENHDHDT, BEEZ+HS5IITV., BENED SNGEIIIMEH 2
1T 57 CHMUI R EEITY Z &,

() EXAEIER & WHAELK
FEEN TR
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2) £t EIER

1. 2Z Db DEI1ER

5%LL 0.1~5%ATi A AR
1 ERAL D Ehw(e Ve V&, LA&b
BRI D | 58) (36.5%) B (B, (1
T YR (16.3%) . F 9 FERL
PG IRAEED | M MERYYE (BFEk, (mi B MEERAE ()
PERBIE %) (16.3%) . VA
JVAPERRGE  (HAES . B
R UKERREIBIES)
Z DD SE, BB SUERREE . BT, B
B g R FEIE 9% RTBE, 1 SARB S 2%,
i P
FEE LAA o LA O RYE (E5E | 98, HHERK
JER J. U UoSHikSE) Y

E DRI ABIFERT 5 2 83D 5, @H., Bfitt—REICRIL L, KBolEL L HIZRB LR RD
B, EXIERAYMT T 2 2 LD D, WMEOHIESFRET 25 61%. KD LIIHIETH 2 &,

HE2)Z DX D RIERNH &b HAEICIE, HWURPEAlL Ly AV 2A SIEEAIELZOH L, EREHSH
ICHGE LR WESITIE, ARIOEREZPILT5Z &,

3B LS ORYEA T L, BIET D25 A IIIAROERA LT D &,
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& L5 RV S B L B OV BRIR B A 52— B

AR E TORRKRARR TIX

iz 18 41(5.1%) T - 7=,

iR /N

29 %l (1.2%) .

L J g(ntuﬁjﬂ_:)é@fﬁ((ﬂl

AR L LTZRATI
Nie, ERBIER ARG E 68 Bl (2.9%) .
T ORFERL 28 11 (1.2%) ThH -7,

. /IR 356 B F 220 11(61.8%)1Z
T2 BIVEH I3 9E 130 #1(36.5%). 2V 58 #1(16.3%). EFER

L 2,373 iR 262 5] (11.0%) |
&I 48 1] (2.0%)

PRAG A 5
30 11(8.4%), % 9 FEIRK
(GKFRIR

%—f [=] UEE 'ﬁzﬁﬁ ﬁ)utu&) Ehf;.o
28 41(7.9%). AmxYutt
200347 H)

*ﬁﬁ{ /Eé %—f =) @Bﬂl ﬁfﬁﬁ ﬁ)wu&}) 5

Rt B IE 30 B (1.3%) . 2K
(HEARBREWE : 2021 4 12 A)

WA CE Eo RIVEA 4 =3 = =3 = ARRERZ D
fix 4 (MedDRA PT) HE 0.1%0 HRE 0.03%D PR E
FKFREREZ DI FKFBIRRZ DI
L2 VRN R G (I 5L 1,230 #i % 356 {5 % 1,586 13 %
BIVE S 01% (G PRRA E B 5rde) 819 66.59 220 61.80 1039 65.51
2R 308 R TR (LL T K Busk) 203 16.50 8 2.25 211 13.30
308 R BVR% 367 29.84 51 14.33 418 26.36
1FTY 1 0.08 0 0.00 1 0.06
3 1 A RIS (LL T 20 203 16.50 8 2.25 211 13.30
18 LR SR 252 20.49 112 31.46 364 22.95
388 P EB A0 T R A 1 0.08 0 0.00 1 0.06
108 A N Y 2 2 0.16 0 0.00 2 0.13
0 R S R 2 0.16 0 0.00 2 0.13
PR 388 FH ERAL D R 117 9.51 28 7.87 145 9.14
PR P R 5 1 0.08 0 0.00 1 0.06
R 77 6.26 30 8.43 107 6.75
o 6 0.49 4 1.12 10 0.63
FRiNE 3 0.24 2 0.56 5 0.32
i 5 0.41 18 5.06 23 1.45
NS 1 0.08 0 0.00 1 0.06
I 25 1 0.08 1 0.28 2 0.13
FZJE NS A 0 0.00 1 0.28 1 0.06
B R 0 0.00 1 0.28 1 0.06
F2 R 1 0.08 0 0.00 1 0.06
S R RITEZS 4 0.33 4 1.12 8 0.50
RGNS R 98N 1 0.08 0 0.00 1 0.06
ANEE RS 1 0.08 0 0.00 1 0.06
EREES 1 0.08 0 0.00 1 0.06
TAVAMEEYSE | B~ LR 19 1.54 9 2.53 28 1.77
HRIE 5 2 0.16 2 0.56 4 0.25
(R YRR R e e 2 0.16 10 2.81 12 0.76
F [ 3L 9F S 3 0.24 3 0.84 6 0.38
HRY KIERET S 26 2.11 10 2.81 36 2.27
B MR YE H o 6 0.49 0 0.00 6 0.38
KGO 1 0.08 0 0.00 1 0.06
I =¥/ 48 3.90 16 4.49 64 4.04
MEETESTE 0 0.00 1 0.28 1 0.06
SIERRR B SYERRR G 2% 3 0.24 0 0.00 3 0.19
iR iRz 0 0.00 1 0.28 1 0.06
i A T2 4 0.33 0 0.00 4 0.25
B 5w p 30 S i 5 0.41 0 0.00 5 0.32
BRI R 2% T KR S 3 0.24 0 0.00 3 0.19
VL NEigk 1 0.08 0 0.00 1 0.06
EAIFEDS 0 0.00 1 0.28 1 0.06
KRG LA OIBYE | L RIEDORIE 2 0.16 0 0.00 2 0.13
SR SEIR(LLT: 98%) 4 0.33 0 0.00 4 0.25
FH R (LLT: g8 1 0.08 0 0.00 1 0.06
T UL — RS 0 0.00 1 0.28 1 0.06
AR o> F 5 ik 1 0.08 0 0.00 1 0.06
AR 1 0.08 0 0.00 1 0.06
AR 1 0.08 0 0.00 1 0.06
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WA Lo RIVEA 4 A=RN -S4 AR N -S4 ARRERZ D
fix 4 (MedDRA PT) HE 0.1%0 HRE 0.03%D PR DA E
FRIRFZ DRI FKFBIRRZ DR
R A B 0 0.00 1 0.28 1 0.06
A 1 0.08 0 0.00 1 0.06
ZITE 2 0.16 0 0.00 2 0.13
JI\H B E 1 0.08 0 0.00 1 0.06
A A P ARAE 1 0.08 0 0.00 1 0.06
i AL A A 1 0.08 0 0.00 1 0.06
TI=YTINTAAT=T—E 0 0.00 1 0.28 1 0.06
AN
y —TNBINNTRT=T—E 1 0.08 0 0.00 1 0.06
0
A N 1 0.08 0 0.00 1 0.06
I =27 2 WD 2 0.16 0 0.00 2 0.13
U B ER S 0 0 0.00 1 0.28 1 0.06
L ER B 2 0.16 1 0.28 3 0.19
MedDRA PT:ICH EBSERHFEE HEAGE
LLT:ICH [EFEERHGEE TE:E
® i DA
WA SCE o BIVER4 AR - AR =Y M tE DA FF
ik (MedDRA PT) B 0.1%D HE 0.03%D
Tk t% DA il O A
L2 R VESFAT R GE (1 5,383 4 % 2,373 il % 7,756 %
BIE B (BRI AR A S 5 ) 1637 30.41 262 11.04 1899 24.48
E=nd A A RIEURS (LLT - 2 82 1.52 10 0.42 92 1.19
i FH A BRR 573 10.64 21 0.88 594 7.66
L 1 0.02 0 0.00 1 0.01
3 1 A A RIURR (LLT - 2 82 1.52 10 0.42 92 1.19
i VAL ] 673 12.50 46 1.94 719 9.27
2 9 FERk 388 BBALE D PRI 182 3.38 28 1.18 210 2.71
M P R MR A 2% 1 0.02 0 0.00 1 0.01
MR ELA% 1 0.02 0 0.00 1 0.01
RIS 0 0.00 1 0.04 1 0.01
B 71 1.32 17 0.72 88 1.13
o 1 0.02 1 0.04 2 0.03
i 15 0.28 68 2.87 83 1.07
T 0 0.00 1 0.04 1 0.01
INEES 2 0.04 1 0.04 3 0.04
a5 1 0.02 0 0.00 1 0.01
B R 5 0.09 0 0.00 5 0.06
S R RITEZS 3 0.06 4 0.17 7 0.09
YN 3R e 58 3 0.06 0 0.00 3 0.04
B R 1 0.02 1 0.04 2 0.03
7 A ARG | R LR 1 0.02 0 0.00 1 0.01
SiE BT~ L~ R 62 1.15 12 0.51 74 0.95
AR HL i~ L~ X 1 0.02 1 0.04 2 0.03
HRIE 5 7 0.13 2 0.08 9 0.12
£ b & DEARE I 5 BRIIE D 1 0.02 0 0.00 1 0.01
f=i%
AR YRR R e 2 0.04 30 1.26 32 0.41
NIV B 1 0.02 0 0.00 1 0.01
F [ 3L 9F S 5 0.09 5 0.21 10 0.13
K 1 0.02 0 0.00 1 0.01
H RV KIERETE S 65 1.21 22 0.93 87 1.12
F A~ LA 17 0.32 8 0.34 25 0.32
L YT TR EVRE 2 0.04 0 0.00 2 0.03
i 4 0.07 0 0.00 4 0.05
SHER 1 0.02 0 0.00 1 0.01
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WA Lo RIVEA 4 A=0 N = A=0 = &t
Fiveos (MedDRA PT) HE 0.1%D HUE 0.03%D
il O IR O
S S 111 2.06 15 0.63 1.62
M E S 7 0.13 0 0.00 0.09
SRR 5 SUERRR B 14 0.26 2 0.08 0.21
iR iRz 2 0.04 1 0.04 0.04
AR 0 0.00 3 0.13 0.04
a3 B & i 6 0.11 0 0.00 0.08
308 R 3 0.06 1 0.04 0.05
il R 2% B R g 2% 20 0.37 3 0.13 0.30
HLEE i A EARLBE 12 0.22 10 0.42 0.28
1 AR 5% RS 0 0.00 1 0.04 1 0.01
308 S i AT N 0 0.00 1 0.04 1 0.01
B LIS o &Y | SRR 1 0.02 0 0.00 1 0.01
i AHEEME Y » Bk 1 0.02 0 0.00 1 0.01
X = JiE 1 0.02 0 0.00 1 0.01
LN W 1 0.02 1 0.04 2 0.03
FROPR o ZE ke 1 0.02 0 0.00 1 0.01
EIEAETS 0 0.00 1 0.04 1 0.01
TN 1 0.02 0 0.00 1 0.01
G 1 0.02 0 0.00 1 0.01
i 1 0.02 0 0.00 1 0.01
FEEL 0 0.00 1 0.04 1 0.01
TRALER 0 0.00 1 0.04 1 0.01
5K 1 0.02 0 0.00 1 0.01
PRIREEN 1 0.02 0 0.00 1 0.01
AR )7 1 0.02 0 0.00 1 0.01
IS 72 . 1 0.02 0 0.00 1 0.01
NS 0 0.00 1 0.04 1 0.01
FE 07 0 0.00 1 0.04 1 0.01
SR B RN RS 0 0.00 1 0.04 1 0.01
7 R JE S 2 0.04 0 0.00 2 0.03
SRR BZ G E 1 0.02 0 0.00 1 0.01
h MRS 1 0.02 0 0.00 1 0.01
B I 1 0.02 0 0.00 1 0.01
e 2 0.04 2 0.08 4 0.05
T8 F R SRS 0 0.00 3 0.13 3 0.04
i LR B 0 0.00 1 0.04 1 0.01
IS 0 0.00 1 0.04 1 0.01
108 F A AR 1 0.02 0 0.00 1 0.01
308 SN B2 v 3k Ao 0 0.00 1 0.04 1 0.01
8 A AT HA af. 0 0.00 1 0.04 1 0.01
5lom& G 0 0.00 1 0.04 1 0.01
i e EHINIE T L L ¥ — 0 0.00 1 0.04 1 0.01
ML e UL e 80 2 0.04 0 0.00 2 0.03
$S X R N =
:i;ii;&%T ST 1 0.02 0 0.00 1 0.01
;Z"Eiéﬁ.ﬂ?: S RTEAT = 3 0.06 0 0.00 0.04
l;éﬁgf S hTe AT =T 2 0.04 0 0.00 0.03
i, L i K SR RE SR 0 2 0.04 1 0.04 0.04
fifqﬁjm YRAZ 75— EH 1 0.02 0 0.00 0.01
%ﬂgqﬁjm JmAT 7 2T 2 0.04 0 0.00 0.03
JFBER L5 1 0.02 0 0.00 1 0.01
JTtnE B 6 0.11 0 0.00 6 0.08
w7 L7 F =50 1 0.02 1 0.04 2 0.03
L7 V7 F = 880 1 0.02 0 0.00 1 0.01




WA Lo RIVEA 4 A=RN -S4 AR N -S4 iR t% DA &
S0 (MedDRA PT) B 0.1%D HE 0.03%0D
TR % DA iR % DA

. 71 PR B N 4 0.07 0 0.00 4 0.05

LA A V3 w7 ST 1 0.02 0 0.00 1 0.01

i~ 7> NN 1 0.02 0 0.00 1 0.01

M7 Y o 2880 2 0.04 0 0.00 2 0.03

PR 8 B R 2 0.04 0 0.00 2 0.03

IR ILEREHE N 1 0.02 0 0.00 1 0.01

~E S e 1 0.02 0 0.00 1 0.01

i Bk s b 3 0.06 0 0.00 3 0.04

H i EREHE N 6 0.11 0 0.00 6 0.08

U R ER S 0 1 0.02 0 0.00 1 0.01

U 2 oRERER 1 0.02 0 0.00 1 0.01

s VR B N 2 0.04 0 0.00 2 0.03

RN oSl 1 0.02 0 0.00 1 0.01

Oy 7R 0.1% D FEEIR 1999 4E 6 H 16 H~2009 4 6 H 15 H
Tahty7#E 0.03%/ MNEHOFEEHM: 200347 H17 H ~ 201347 A 16 H
MedDRA PT:ICH EESERHFEE HEAGE
LLT:ICH EFRERHFEE T EE

9. BERBRERKRICRIZTEE
RE I LTV

\

10. BEES

BRE STV

<BESBIEBICB T 5T —4% GEAT—%) 339

SAETOBMMEIC T AR OFR G T, BRI LRGED 30 £ TG L7 CIREER AN
BHRERAE (BUN, 7 L7 F =) L&, B, FEE, FEEEEAZOERPA LR,

NEALEDIE

14 BALDIE

141 ZFIEARFOIEE

14,11 BG LIS DAL CRilRSE) K OSB3 Liﬁb\: k Fo, IROFEAMICHEMT 2551
RICASZ2WE DITHEET 22 &, T IRICA - 25812130 {Eﬁfﬁ%mbf)é kﬁ)%é@fﬁ
HIZAK TR Z &, 7o, et LRI %%U(E—ﬁ(@ﬁ)ﬁﬁﬁ"é Bl EREEE 2 LA
WEZITHEIETH L&,

(fiFa)

RN DSRS0 57 Ji& LA DTN BRI A ] S 7=k BRIT A < L #lo TR S 72 A ISR & 4
U2 AREMENTRE T W ditd Lz, 2B, VI XOREFENIC M%&éinWﬂ7m)AXM
B U, IRk 2 B 2 55 U725 . ARSI E IS v b o LB 2 b (TIX. 2. (6)
JOPTHRE M RER ) DIEBME) |

12. ZDDEE
(ERRFERICE D IER

15. ZDHDFE
15. 1 BREREAICE D < 1B

FEWIRR2 8N AY 27 5§ 572012, WS CT/RNET b — MRS REBE 55 L Lt
%(mﬁﬁ@ﬁﬁ%nm~hﬁ%>ﬂﬁméntoLAﬁ <HAM] 44,629 A - FIZI W THEMEIEE
25 6 BN S, Fln K OMER OB BT 2 I3 2 THIFEA R 5.95 FllTxrd D AR HE(L R
i 1.01 (95%151E X[ 037 - 2.20) TH-o7= %9, [8.2 ]

(FiF)
M8 HEp FARRITER 8.2) IZREH L TWDARAIE BAA D A7 IZHET H1EmE LT, #27nl LA
30




B ORI ZRFENA Y R Y LR ZFHIT 5 72 OIS C Il S 7z KEE e fiin < E 7K Ch
% APPLES D At % Gl L 7.

* APPLES (A Prospective Pediatric Longitudinal Evaluation to Assess the Long-Term Safety of Tacrolimus
Ointment for the Treatment of Atopic Dermatitis) : ¥/ CIhE S dv7z/NE T b E— M G R EBE 23t 5 &
L 72 10 FEE O KBIBLEFIFIE T U | KE FDA 7> HKGBICER U CRIE A A K OV By PEEEVEIE T O %6
B ZZIZOWTHRE R SN2 Z &0 b AR Z A L TW T BRIGEE R O KE T2t L v &
i Siic, ABFFROENRERN S, 227 1 ) ARREFERBICONRADORERIT, v v Fr7Ihik
Ny I TIT0 RT—=EN6TRINLEEDOTHY, ¥ 7 v ) AZRREOHEIC L 2 EHMRTN A
U 27 O EFOERGITEMT b gnoTo Lm0 bz 39,

(2) FEERIREABR(CE D 15K

15. ZDHDFE

15. 2 JEBGEREAERICE D < 1Bk

15.2.1 7 e R~ 7 AT 40 BFIZH720 UVA KON UVB ZMRE L. F 0% 12 B ML E
Mz T TBIET 2 ERBREMOT X CUTEEEE AT 50, ZORBRRICB VTSNS
FRIRGE L WAT L CARZBAMT D & REESEORAERMMN R E L 2 ERRI TS,
[2.6. 8.4, 10.1 &[]

15.2. 2 = 7 R8AR 3 AJRMERRBR T W IR E ORI DWW 2 U OB RS H v,

15.2.3 7 v (1.0~3.0mg/kg, R F#E5)T, FFHOBAD K OR FHEEREOIK T2, £70mHEH
TITBETHRE DX T 2580 b7z,

(fig7n)

15.2.1 40 H[EIZ72 0 UVA O UVB Z MU L. Z D% 12 B EAE I 2500 TSR 5 L3
TORBREBWI LGB N RAET 2T VE ) WE~ 7 AORBARIZEBWT, 0.03~1%% 7 1 U
I ARG DA DN SRS ER |2 K D IR O AR IO B L 5 2 DB nE et Lz &
A, ERHMVRIRET L AT U CARBI Z AT T D & R EIEG ORBARIN R E D Z EAURI LT 40
(IX. 2. (N OO FeERTENE 3)) OHZBM) |
AR RINT LSRRI I CT R T O~ R EEE A R AE S AMBO CEEED L DT
HY ., FHEHERILT LM TIEZR Y, L L, SRARERIIREESEDY A7 77 7 4
—ThoHcd, FRFERE & bIC TE5) AR OHIC TPUVA JFIEE OSEARIFRIE L 5
Mo BE ] sk L,

1522 ~ 7 ADEREHEFED 40%FH 4G ENLIZHZ 7 1 U L AHRE 0.03%., 0.1%% 2 EFIEAT LS AR
R LT EZBRICEB W T, B ORMN AT R SN0y 5 7208, 0.1%8E T il H i FE O Fise
WZHEESSHNIBEO U U S EEOHMAFRD Sz ® (TIX. 2. @)D AFEMERER ] OESH) |
AFNIOHEIEMHEHO b & T, &5 OREMHIA I T 51T E @i P E 2N B3 5 alaett it
FEAERNEEBZLNDN, BMWEROMER SRR LT,

1523 7 v MZH 7 v U LA 1.0~3.0mgkg/ H % 2 #M, @l P E 2R3 K TG LR BRRIC
BWTHEMAREEZ G L & 2 A, AEKRFMICHER LIRE OR300 & O 15T
DIRTAA B AL, 3mg/kg/ H £ GHECEHERBE NERFBOK FTHEANED bz Z &2 b, fdk
L7240 (TIX. 2. S)AFE A EMERER 4)) OEBH) |
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IX. JFERIRERBRICBE I HIEE

1. ZIEHER
(1) Fh T B

VI SRR 5 HE ] OS]
(2) R EEHER

Z v MR IEIZ 03%% 7 1) A ACE 200mg 2 1 B 18], 21 HFEGEEAm L CREEMIEHOA
WMAERTILIZE Z A, #7270l ARMEIIREEMIER 2RI 2D o7 9,

&7 ) NATERIRN S 3.2mg/kg, & 0% 5 32mg/kg £ TOHRGEIZEBWT, (KM R, HHAD
BR L OCEIERE ., BHEEE. MIRICK L CRAMEDFMEZ /RS o722,

27 ANAOKROEE (+fEENEE) T - fEEREIRR~OH L 72 ERNTREO Hivien->
7o, ERARINBE G- CIIRRERA X CRER AN, )£ PR, OFaEas D & OVKEREYIR ML 780 2378 8 &
Nic, Fo, PR R~IL~ U 2 BREB &S], 7 v MRE TR, LSRRI Er DL E UFH
B RMER WU, Ty BRI WHL T v MNBKS IR TTED RO bl B,

(3) F D th D ZFEIBHER
M ER e L

2. HSMHHER

(1) a5 SRR
7w FOXTE LT RE 10%MH Y O K OBaR G EIZ 0.3%., 1%% 7 1 U 5 AHRE 8g/ke & 24
RERD B EIRAR LC 15 HRRICHIR LT, SRR < —fRIRAE, RBIER & OVdias 0 AR AOEIZIC b
BB IN T, RVEFEEITZ 70 ) AL LT 80mgkg LA ETH -7, 228, 1%REREE
B2 D M) R JBE 72 AR T NN 23R 80 H a7z 4,

(2) RER G EHEHER
7 v FROT ZOXE LIEEHEFEICS 7 m ) LA ARG ZE ARG Lt mEf L,

EULZ)s PR (5 HIH) WERE (WUEBA &) M
- = FREZ(4 . 6 WEfH/R) 0., 0.1, 0.3, 1% 0.1%
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Protopic

PROTOPIC Ointment, both 0.03% and
0.1% for adults, and only 0.03% for children
aged 2 to 15 years, is indicated as second-
line therapy for the short-term and non-
continuous chronic treatment of moderate to
severe  atopic  dermatitis in  non-
immunocompromised adults and children
who have failed to respond adequately to
other topical prescription treatments for
atopic dermatitis, or when those treatments

are not advisable.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2011/050777s0181bl.pdf
(2021/11/24 BAE)

1 1) 2016 4= 4 AIZ LEO PHARMA #HIZFEJE,
7E2) 0.03%KE IFEN TIH/NRIZOZER SN TN D
K=
ESES lironed JErett %gﬁ Y | &8 BNRE - ZHARED
Protopic 0.03% ointment is indicated in
adults, adolescents and children from the age
of 2 years.
Flare treatment
Adults and adolescents (16 years of age and
above)
Treatment of moderate to severe atopic
dermatitis in adults who are not adequately
responsive to or are intolerant of conventional
SEY 2 Protopic Leo iaboratories 2002 4 WP 0.03% thefapies such as topical corticosteroids.
Ltd. ™D 4 A 0.1% | Children (2 years of age and above)

Treatment of moderate to severe atopic
dermatitis in children who failed to respond
adequately to conventional therapies such as
topical corticosteroids.

Maintenance treatment

Treatment of moderate to severe atopic
dermatitis for the prevention of flares and the
prolongation of flare-free intervals in patients

experiencing a high frequency of disease
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exacerbations (i.e. occurring 4 or more times
per year) who have had an initial response to
a maximum of 6 weeks treatment of twice
daily tacrolimus ointment (lesions cleared,
almost cleared or mildly affected).

Protopic 0.1% ointment is indicated in adults
and adolescents (16 years of age and above).
Flare treatment

Adults and adolescents (16 years of age and
above)

Treatment of moderate to severe atopic
dermatitis in adults who are not adequately
responsive to or are intolerant of conventional
therapies such as topical corticosteroids.
Maintenance treatment

Treatment of moderate to severe atopic
dermatitis for the prevention of flares and the
prolongation of flare-free intervals in patients
experiencing a high frequency of disease
exacerbations (i.e. occurring 4 or more times
per year) who have had an initial response to
a maximum of 6 weeks treatment of twice
daily tacrolimus ointment (lesions cleared,

almost cleared or mildly affected).

(0.03%) https://www.medicines.org.uk/emc/product/1612/smpc

(0.1%) https://www.medicines.org.uk/emc/product/1608/smpc
(2021/11/24 FAE)

£ 1) 2016 4 4 AIZ Leo Laboratories Ltd. | Z 7EJE,

1 2) 0.03%8KE L E N TI/NRICOBERE LTV D,

40




2. BNCE T HEERIIEER
(1) E3RICBES HiEsMEHR (FDA, A—X bS5 7H58E)
HARDRA CED 195 fid). [9.6 #3237 OHEOFEHEIILLTOLEY TH Y. FDA CREGR{TC
), A=A NT VT HEEITRRD,

9. RENDEREHI HEBICHT HEE
9.5 1E4m
PRI SUTIEAR L T % TREME D & % Lot ITia i L OF RIS ERIEZ LRI L Hl S 256
WCORERT D2 &, B (T¥F, Boks) CTHETEIEM. RIEEENREO oL O
ENdHDH, v b &AL THELZBBT L ZENRESTND Y,
9.6 =FLim
IR EOBRRMER OBRAREZEOARMELFBE L, RO TP 2 RF4 52 &, B TR
AT D ATREMED B D 2V,

gt 7 JH

FDA D533

Pregnancy Category

A=A N7 VT DA

(An Australian categorisation of risk of drug use in pregnancy)

C(2011 &= 11 H)

C(2018 F-6 H)

2% . HOWME
FDA : Pregnancy Category
C : Animal reproduction studies have shown an adverse effect on the fetus and there are no adequate and well-
controlled studies in humans, but potential benefits may warrant use of the drug in pregnant women despite

potential risks.
http://www.accessdata.fda.gov/drugsatfda docs/label/2011/050777s0181bl.pdf
(2021/11/24 HAE)

A —A ~Z U7 D435 : (An Australian categorisation of risk of drug use in pregnancy)
C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful
effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.

https://www.tga.gov.au/prescribing-medicines-pregnancy-database
(2021/11/24 HiAE)

(2) INRE(ZBE T 508
HADORMXED 197/ N5 OEOFTHFHIILLTOEEBY THY . KE DR TEL OHED SPC
LB,

I . BEDNDEREZEITHEEFICEHT IR
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& LR RRBRIT M L T e, [24 K]
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9.7 /pR
9.7.1 2 EMRBEDHIR
R LW &, RHARER, AR, SR UL 2 RO R 2 x5 & U7 R BR 330
LT, [24 8]
9.7.2 2B LD/INRE
X RERED 0.03%[AIZEH L, AAFNIEHA Loz & mAEED EFICX 0 RIERN
THAREMENRH D, (2.4 BK]
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Pediatric Use

PROTOPIC Ointment is not indicated for children less than 2 years of age.

Only the lower concentration, 0.03% of PROTOPIC Ointment is recommended for use as a second-line
therapy for short-term and non-continuous chronic treatment of moderate to severe atopic dermatitis in
non-immunocompromised children 2 to 15 years of age who have failed to respond adequately to other
topical prescription treatments for atopic dermatitis, or when those treatments are not advisable.

The long-term safety and effects of PROTOPIC Ointment on the developing immune system are
unknown (see boxed WARNING, WARNINGS and INDICATIONS and USAGE).

http://www.accessdata.fda.gov/drugsatfda_docs/label/2011/050777s0181bl.pdf

(2021/11/24 FAE)

gt

RLAPAR

Hi[E D SPC
(2020 4= 8 A)

4.2 Posology and method of administration

Posology

Flare treatment

Paediatric population

Children (2 years of age and above) should use the lower strength Protopic 0.03% ointment.

Treatment should be started twice a day for up to three weeks. Afterwards the frequency of application
should be reduced to once a day until clearance of the lesion.

Protopic ointment should not be used in children aged below 2 years until further data are available.

Maintenance treatment

Paediatric population

Children (2 years of age and above) should use the lower strength Protopic 0.03% ointment.

Protopic ointment should be applied once a day twice weekly (e.g. Monday and Thursday) to areas
commonly affected by atopic dermatitis to prevent progression to flares. Between applications there
should be 2-3 days without Protopic treatment.

The review of the child's condition after 12 months treatment should include suspension of treatment to
assess the need to continue this regimen and to evaluate the course of the disease.

Protopic ointment should not be used in children aged below 2 years until further data are available.

https://www.medicines.org.uk/emc/product/1612/smpc

(2021/11/24 FAE)
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