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5 A EOG M O A et 78 5% (GVHD) O], _—F = v MK, e,
BARBMEZ M., ARIFEREE, 7o —PREMEE. 7 M —ME gL, IR
DORAMEBOBENRE SN TN 5, ( TV-5.(OMAERRER ) DOIESMR)

CEAZREIWEM & LT, BEE, RS, AR, ik BN R
e I P A S 0D TR PR R B ORRULE . AT R 2 B R B B E
(PML) . BK VA LV ABE, GElEd, mdevEm g s, i fEem,
MY AR ERARE . EMEES .t —F = MRIER (7 U —

ordmEshTng,
( TVI-8.(1)E R Z2EIVE & ATHIREIR | DIHZ )

1-3. HAORF|ZHEFHE /RO a ARY UREARK (T 4 2 2 NHKR. B RL) K
SNTZRIUZ R T D HH AR FORE L Ve L, B8 LIy n%s
bbb EoIvruARY) vE~Af Z7uz<w Y a AL LERAITH D,

( TVI-1.(2 B PRRBR CHeR S NI PR A | DIES M)




I-4 BEFERAICELTHE
Mg S EHEE

S AR A 15 A L
TR A O |

['1-6. RMP] DIaE[f

B REETA BT A
PRERE A - oD 5 B I %

(RMP) e
B0 U X7 R MEEBE LT | o
VERE S CU 2 BB .
I
"

W SSAME BT 2 (DB S AME AR 2 R 3R 5 o Bl u v iz o
To oL R 11 2 A 1 BAR, EEIRESE 104 5) ICESEARRIEE N
TR EERESEN KR ST,

BISAME AR 2 ( (B3 - BNEAEFRESITB W TABEEIC
B9 2 FaTaEn 2 5 o 2 EIR S OIS AME Iz oW Ty | PRk 24 4F 10 A 31
A, HRAHEE 1031 4 15 5) TSI AERLEE2 AWV IS E )

R 3 AGR S Tz,
-5 ABEHRVIRE -
FAEDOHIREE
(1) AEB&H A L7y TV-5.(6) 2). KRS E U THEMTEDNAE UL FENM L 727 4 -

BROWE | DES W

(2) W& - FERLOFR | %4 L
E 3]

I1-6. RMPODEE BEARSANA
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(2)

(3)

(M

(2)
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o-3.

o-4.

o-5.

Mm%

e 2
BFDHB%

— kB
Ma (aRi%)
F8 (SRR
AT L

BEXX(E
R

FRRY

SFE

L#8 (%K)
XIFHRE

. AICET 51EH

A —Z VN IR 10%
XA =T A®10mg A 7B, RA—TN®25mg BT I,
FA—F Ne50mg H 7L

Neoral®

SINNVT 4 AT 7 —~Fh (RAAR) THIFE ST LRk E Al
(NEO ORAL)

v rARY » (JAN)
Ciclosporin (JAN, INN)

ML

HC_ H
C
1
C
: o
H) CHE <H
~_ < HO., C
CH HIC\U‘TCH: H-“c/ “cH, LCH
T
Ve G T f | s i
H;c-N-C‘—CO-N—C'—(II-—N—C—CO—N—C'—— = N——CHr
I } 1 i
co i .:' qll o
HIC u | ! i ; |
CH-CHem € ; :
P ' .
HE | j : N-CH,
-N : :
HyC " M
I 1 M
0C-G—N-C0-Co—N-L——Cr—N—rC—C—N—C(0—C
H i H L'n i
Chi M CH 0 TH CH oy CHe
"""""""" _LH H3l CH) K
HIC CH) HIC CHy
H CH;
H3C p 0

Abu=(29)-2-7 2 / H&lik

4 MeGly=N-AF N7 ) 2o
AEa—D-Ala-MeLeu—MeLeu—MeVal—I}] Abu-MeGly-MeLeu-Val-MeLeu MeLei’l: NAFLOA
CH,0 MeVal=N- X F /L] o
(=5))

Ce2H111N11012 : 1202.61

cyclot-[(28,3 R4 R,6 E)-3-Hydroxy-4-methyl-2-methylaminooct-6-enoyl]-L-2-
aminobutanoyl- N-methylglycyl- -methyl-L-leucyl-L-valyl- -methyl-L-
leucyl-L-alanyl-D-alanyl- -methyl-L-leucyl- -methyl-L-leucyl- methyl-L-
valyl-}

fn4aik - TUPAC



n-6. 1ERA%. A4, I M 4 : 7 rAKRY > MEPC
s, B8 s

AR A s azw LY g K
ciclosporin microemulsion
cyclosporine microemulsion

Al &5 OL 27-400 MEPC
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(1)
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(3)

(4)
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(6)
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WIBEFE

SHER - PERR

R

T

AR (DR .
BhR. BE R

kiR E AR E 2
DEHRE

Z DD E R RIEE
BVED DEE

ZHTIZEITS
REM

BT DHERE
HERE. EEE

Il. ARSI

B9 5EE

HEDOKHEKET, T h=T1rU/L, A& ) — )L XTIz Z 7 —1 (95218 TS
LT, VEF AT UTRTRT L, KITITE A EBET R0,

7 AR Y OURRNE

e 7 AKRY gh D 5
wok Ol B A R (L) HRO&B
AB ) —)L <1 Fi b CTHTF 03
X ) —1(95) <1 iz T3
T h=FU/L <1 D TR T F
VA== Y IUN <1 R oD TR 091
W — L <1 R 6O TIRIT 0
JIFINLT—F ) 1.2 BT
N 2.4 BT
V2l N7 < N = % 2.6 e Ip e M
Vi V4 9.9 BT T 0
2-Fm R ) —)b 18.2 RRLET LT
/A= 63.3 RRRETIT S W
~FH 296 wHz< v
7K 32,000 FEAERT 0
0.1mol/L, Y& 31,000 Z & ERT RN
0.1mol/L. KEE{kF ~ U 30,000 EEAEE T
VAN 56,000 Z & AT 72N
pH7 R
x HJR. pH7.00 Y o Fethfz ik mERE BE
g R e 1 LR S B e L
Rl H 143°C (B R—GRBRIE ; BhaiilEds)
A% L7220
logP =292 (1-4727 % /—)b « KiEfEiK) »
Wi [a] D @ —185~—193°
(R " L7-b D 0.1g. A% /—/L, 20mL. 100mm)
PRAFSAE PRAFHIM " F B HE B
R SR 9% % B
wir | = m 361 1 iﬁ”gﬂﬁ“”ﬁ% Ik L
gﬁ%ﬁ = u]u]
A - T f P S 1]
40°C - T5%RH | 64 1 ﬁ’%*’“%&fﬁ’”% B L
B | oo L mso BRFr vy IHEHT AR |
ENHOE B BEX vy IFENTTAH |
(607512 %) S8 ress L
HRNRA OMERRBRE - AR (70 AR) > 12k d GRAMEINL A ~=Z kv

AEE, BALD U v LEEATE)

B0 EEE : BF v 7aexRV v ks (HPLC i)




v-1.

(1) FfzDRH

(2) HHEDOHNER TR

(3)

(4)

(9)

Filfiz

FHAlO—F
NEIDHE
FDih

V. ®AIZEYSHRAE

XA —Z VNHIK 10% : #% 1Al
XA —7/V 10 mg, 25mg. 50mg &I #h T LAl

XA =T 10 mg W7 IV

PER 2SI Zdx ® RzE (K)

o B @ R o ik £ : 8.9mm
BTN | DT Sy
T%ﬂ&ﬁjﬂ\iéé%%gégii ‘E@ () %Ejg?mn
Wb, i R Ues
A —F V25 mg B 7L

PR N A W 4 i R (K)
0 B~

i o F O YR | 8 BB O i

72 .
Db BT T | RO T, Q %%}';:één;r;
NTHRRARCE [ R b 0 R A 04
W %, RIZBORH E& :0.4¢g
60

F A=)V 50 mg 1 I

PEIR N & W s iz K& (K)

7% EARNIN 4% .
D 7D 7 @(%%?‘/Hﬂﬂg@ %f; : 21.9mm
b\7§§§‘)z/>\ - VR IZ BN B 0.8g
° BhHD,

FA—F VN 10%
PR O O~ TR AV O IR O T, BENH 0 FER2 BV H 5,

T RNAKE (FHA & LT

FA—T /v 10 mg » 7 &/ : NVR10
A —7 )V 25 mg 7 7/ : NVR 25mg
FA—F /L 50 mg 7 &/ : NVR 50mg

« XA —F AWK 10%DOEKEE : 168 mm?/ s (20°C)
« XA =T NVHNHIK 10% D E 5 1.0
- AT VNIR 10%R 00 7R A OSIIE L WIIROUT ) T e L INE &

By, KEMA THEEDR, RITbTNIEE L., MET D & S FEY 27
DI,

« 2 A —F VHNIE 10%DJEITH £ 1.46
« %A=L 10 mg. 25 mg. 50 mg B 7 EI/LORREERE « HAKR T ORE

IZEAT 5,

EARRANA



V-2. HH O
(1) BEs (GEHERK

7)) OEERVEHEM
#l

(2) EREFORE

(3) &

felo

NV-3. RERRROMEKK

V-4,  Hifi

FA—=F AWK 10% : 1 (50mL) 7 r ARV > (AfF) 5.0g%&H

(WA 1 mL %> 27 v 2R Y > 100 mg [ZF4S T 5]
XA =T 010mgh 7N 1A TeAF Y7 ARY v (BHE) 10mg =568
XA =T N2mgh TN 1 hTEAF I a AR (HR) 2bmg 2 &AH
XA —=FN50mgh SN 1A SeAH 7 ARY v (HF) 50mg &

& A —Z VNI 10%

TV VRSB ATV, e Y a—, =X —, RYFF
TF L Ufifbe <~ haTdzu— AR EHT 5,

O —F N Hh T

7R UEBRT ATV, Tar ) a— o ) —) R AFw
TF L Ufbe Ul ha T ae— L EEAT D,

Fm. BTFRARKICETF, ZVk Y, Lo s a—L, BT
v mEEMR N 7)Y K, KELYF o, @bk EEET 5,
(Z B bERIE 25 mg W TRV DOHER)

EARSANA
BEARSANA

B LR

L



Iv-5.

IV-6.

BEAYTHARMEDH

valyl- M methyl-L-leucyl-L-ala-

nyl-D-alanyl- methyl-L-
leucyl- N methyl-L-leucyl- V-
methylamide

DKM
ERERERYE k¥4 (e

N-[(4S,5R)-3-Methyl-5-
{(1R,3E)-1-methylpent-3-enyl}- CH, HC
2-oxooxazolidine-4-carbonyl]-
L-2-aminobutanoyl- -methyl- Hhe NHGH ol ket

005-95 glycyl- Nmethyl-L-leucyl-L- EH i o= | ;Ha

cJ

Meleu = ¥— A Fh A i ({ A
MeGly = 4~ 25 A J Lo Ha

Abu=(25)— 2 -7 I JE§g
Mel eu-n-Ala-Ala-MelLeu-Val-MeLeu-MeGly-Abu:

AV r7uaARY H

[{(2S, 3R, 4R,6E)-3-Hydroxy-4-
methyl-2-methylaminooct-6-
enoyl}-L-2-aminobutanoyl- V-
methylglycyl- -methyl-L-
leucyl-L-valyl- methyl-L-
leucyl-L-alanyl-D-alanyl- V-
methyl-L-leucyl- M methyl-L-
leucyl- methyl-D-valyl]
cyclic ester

H,C.
HyGn_CHy
% O .A“\H
Meleu=NV— 2 F)L A i Hy OHN 0

MeGly = V— AFRZY trir Ly
Abu=(25)— 2—7 3 /BB 3

Meleu-Meleu-p-Ala-Ala-MeLeu-Val-MeLeu-MeGly-Abu

A7 ARY A

[{(2S, 3R, 4R,6E)-3-Hydroxy-4-
methyl-2-methylaminooct-6-
enoyl}-L-2-aminobutanoyl- V-
methylglycyl- N-methyl-L-
leucyl-L-valyl- -methyl-L-
leucyl-L-alanyl-D-alanyl- V-
methyl-L-leucyl- -methyl-L-
leucyl- Nmethyl-L-valyl]
cyclic ester

H,C.

CHs
Iﬁ.
H, »

N

H:C

N
Meleu=N—AF iAo il é
MeGly = N\— A FL Y 0 H
Abu=(25)— 2 -7 3 J ?

Meleu-Meleu-p-Ala-Ala-MeLeu-Vak-MeLeu-MeGly-Abu

HENDFERETIC
BITHREM

& A —Z LVNHIK 10%

R DI T
FER
. feynt WA GHE L B L D
= 40C - 75%RH | 6% A ey ZACITRE O B 72 Do
iy faZzm—) =
o
E PR
al O g%QE B, P
i farzza—L | =°
5 =

TRAFIERE « et 7 A (i)




V-7. FRAEERVBEBERD
REM

V-8. fh¥l&EDEESEIL
(MELFHEIL)

V-9. AH%

V-10. &% - 8%

(1) FELALELEES -
QE. SEHIEKET
=R -aXICETS
i

(2) a%

Q) FREE

€ XA —7/V 10mg B 7/, 25mg 7/, 50mg W 7L

PRAFSRAE PRAFIIE HEHEH it s
PR
jJD EEI]LAH %ﬁ
S HixE dhninE b, MEE 725
=& 40C * 75%RH 61 H AREERER EALIZRBD b2 o
%ﬁ TH ) —)L 7o
a7z —
JE &
[E2/N
s e
%% HgwE B b, MEE 722D
1 25°C - 60%RH | 36% H | AAsEakin EAbILER W B 7R B
=% 5 ) —)v 7=,
%ﬁ faZxzm—
E

PRIFERE « PTP @t (WE 7 /v =7 A7)

& A —Z VIR 10%B &t 022 etk

- BRI RS
BES 8 HRIZEHWT, SMEL. 2k, v 7 AR U EEICRE AT
ROl

- A IR S
i (E.coli, Paeruginosa. S.aureus) & OVEH (C.albicans. Amger)
k3 N El%t%‘f*”‘fbto 2 RFfE I i?‘kilﬁ) WO LAV, 6%
BWTHAFEOHIEITFE D b o7z,

O A — T NI T RIVEETROZENM
WARIZ LD I TR AREAE LY KFONEMZEERTWDHTZ ) —)L
DT D720, IRHERTE TPTP 2260 vz &y

L

mYERe L

XA —F BT
TRHRBR TSN LTy,
ARSI IHRIR DR R % o4 L 78R 7 & LAl T, T RIIE R DRREIC LV E
RDICNEM N T D, RS ITERBRICE AT 5,

ML

A = VKN HIK 10%:50mL 1
Xy b (4mL) 1 A, BFEATHEE (A —7VAHKERHA IS T
~ FtEEXy FOEWE, & 1) Z[FEME

XA —F010mgH 7 100 B 7B (HET VI =7 A PTP)
XA =T N25mgh I 100 87BN (HET VI =7 A PTP)

XA —FN50mgH 7/ 100 7L (HET VI =7 L PTP)
BEMTIEYEE (XA—TN DTV ERASND T~ 4K) ZI[FER

L7

10



(4) BBROME FA—F VN 10%
i) BT T AR
Xy b AR ZurlLy U EF—) RV FLr (A MY)

FA—Z/L 10mg. 25mg. 50mg 7 7 &L

PTP :PVCTUIRAN, TIIKRAI

V-11. FAL&REINLIEM | - =#UIEEM /o0l . <Xy b (ImL)

3|

R T YR T v WAF—YR— TR
i A 0120-965-101
AT A ~4 9:00~17:30 (¥ H K OBEALAR B 2R <)
https://www.novartis.com/jp-ja/contact/novartis-direct
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N L T2 \WD T, BEDIRREE B 7208 HIRIE EOF SNBSS
DA ENAEHICOLEETDH L,

(FiLH)
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[WINTND, ZNHBRITA ROEFOHERESEIZ, RF OGN #HY) &

HWr SN D BEICRG IS X ) EEMRE LT,
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(7 O—EEREE)

5.2 B REE RN ANCKISIET 2 O OB I &0 K9 BE,
ST ENE R AR VE RNRIR ISP E 2 R THREICRD 2 &,

(FiL[)

70 —BREBERICH T AR OE —RJEIRIBRERLVE L HITHY . 2

BAT DR OEFBERETEHZENEE L=,

(B EFEMBENE)

5.3 AHZ B THRE LIZBEOEIEIC OV TIFEHRERN 2B LNT
20N,
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ARF A BEAE A M NS U 72 BRIR SCR T, AH &2 B T G- L 7ZBROF %)
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ZIZ L CREBROEEWIE 21T - 7o,

(7 FE—TEEEX)

5.4 25 A RARKIRCHZ 7 1 U A ASAFIZEOBAFIEE T+ e 58n
BFoNT, EORIELZ LD IBNAREHEDO 30%LL EIC & SEE %%
GUITHT &,

(FiH)

EANEERRBR Clx, BEFEEE COHRMA 0 Um0 BE . & D\ IF5En %

JiE & LE 9 BB MRRIEED 30%LL a5 5 EIEMR AR T b B —VERZ g R BE

IZBWTARR OB HER I N, AFOBRKOMEMNTEZHREL, AT 1

A4 RARFIROE 7 v ) AZANFEEOEFIEE CHRAT0THY . ol

WRAE 2 0 B DMEAREFE O 30%LL B4 5 2R HIZB W T ARAIOF

MMENTER S NIZT20, KERG- ORISR L 72 5 B 2 BRI EL# L,

N RD LD

5.5 BEHME 7 a7 ) UARIGHI ITEHERSGE 7 0 7 ARG RN
BhHETBHZ L,

5.6 BWitt 7 BLUNICEGEZBMT DI ENEE LU,

(FiHh)

5.5 AFNIOEGxG0E IVIG RJSfI X IVIG R FlIB) & & 2 b, A
OGRS R 5120, [EEZME LT,

5.6 JIEHEEMIRIEO T A KT 42 (2012 F&GETHR) Tk, IR O
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V-3. HZERUHA=E

(1) AERUVAEDHEHR

RERUVHEE

EfotE BE. BEIBFIM»SSY2O0RKR)ELTIAEI~
2mg/kgF1H2EIZH IFTRAKS L., L&I1IBE2
mg/kgT DRMET B, HIFEIZ1HE4~06ng/ kgZ1TH
LT 5N, ERICKYBEEERT S,

FF#stE BE. BEIAFASSIOXRKRYELTIHEN

~16mg/kgZ1B2EI-H T TRAKET 5. UREKRA
[CHEL. #FEFTBES~10mg/keZRE LT D
A, FERICEYBEIBRET D,

DBHE. FHABHE.
FEwshE

BE. BEIAmHASIIORKRYELTIAEI
~15mg/kgZF1H2EI(ZH T TROKET 5, UkEL
ICHEL. #F2X1BE2~6mg/kexBH LT 5
M, ERICKYBEERT S,

INGFEHE

BE. YP0XRKRYELT1HEI4~16mg/kgZ1
B2EIZH T TROKET S, LERAISHEEL. #
BEX1HE5~10mg/kgEBHE LT HM., FERICEK
YUBEEEERT S, L. @BEBE1BrinsTH
AXRY VEFFITERE EMIBL. NIRATEEE 4o
F-RIETEHEITRONRBROBSIZYYRZ S,

B 1E

BE. BEIBgMASS2O0XKRY) ELTIAS6~
12mg/kgZ1H2ECH 1T THROKE L, 3~61 AR
BL., TORBRIZEELFIET S,

NR—FzIv rRK
RUZ Do IE%
FMERESEX

BE. YyORKRYELTIAEMmg/kgZ1H2EHIZ
AFTROKSEMIBL. LRI AEICIBI~2
mg/kgF DOMERIFEET 5, HIFEX1IAE3~5
mg/kgFIBHEL T BN, ERICKYEEERT 5,

R

BE. 1BE5mg/kgZ2E AT THROKET 5, %
ErHonziEEIX1InBEICIH] mg/ked DBE
L. #BFEX1BE3mg/keZEE LT D, L. EK
Ik YBEEERT S,

BAETRMAMN

BE. YyOxRKRYELTIABEmg/kgZ1H2EHIZ
A TEROKET S, BH. BEEOKEICKYEER
BRY 5,

70— EfEIREF

BE., 90RKR)ELTTEORAE®182EIC

AFTRO‘ET S, GH. ERICKYEEERT

%O

(1) $EEIBHREOAEH
BRAICIZTBEL Smg/kgZzk 595, £f=. /©
BEDBEIZIXIBE2 Sng/kexB 59 %,

(2) R7A4 FIZERMZERIAEH
BAIZIZTBEZ3mg/kgZx 5T 5, £=. MR
DHEEICIFIBEdSmg/keZ 59 5,

EEUNEEHEN
fiE

BE, YU90RKRYyELTIBESMg/keZ1B2ME(Z
AFTROBET S, IRV AHONTIEZEEFRAIC
HEL. HBFE(Img/keZ2E LT D, GH. EK
Ik YBEEERT S,

7 FE—ERER

BE. KAIZEL20RKRY) v ELTIHEIMg/ kg%
TE2EIZA T TROKET 5, BH. ERICKYE
BHIgBT 50 1 HEbmg/kgZF BRIV &,

N o5 D 21 1A

BE. Y90XRKRYELTIBEMmg/kgZE1H2EHIZ
SHTRASABZEOKRES 5,

MR HEIZ S
Tk I D

BAERFHMORAZERVAEXIERAEICED
EEAT S

NI N GRE DY 7 v AR Y DO FERWIGAL TH Y | BAETR O/
T ITHERE L TV D LIV WERN T & AT - I8 IR EE R 03 ol

(Z2 D BERH LTV D,
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(2) AERUVAEDRTE
RE - R

7 MRS

BREHBRICT, 1. 3 XI5 mgkg HOWTnE 1 H 2ENTHIT T 48
MG Uiz, ARG CH D A EIEE A 2 7 B{bER o O (& R &P A =
TEALRIE, FHBEOBICHE S T L2, 1mg/ke/ B BE Tl 5-BRAARE O
HARELE L THRBIAR B2 bR, BRI TR, AEFFRLKOFEITEM
X, HEERGFOICEBEDS LT 2R S, A5 EORREBEREZSET
T 7RO AR A L S B O FEBLRD &@mgaﬁfm#otolxt;@
2 DO I HHEGARRER CIX, BltAHE%E 3mg/keg/H L3 E L, HEHEE - &
FEMEITHEV 2~bmglkg/ H O THEFME 217 2 GBI X 0 AL O etk
ZWEI LT, ZORE, WPFRORBRICE W T HIRRIEEH 513 3mg/kg/
H (2.75~3.5 mg/kg/H) T& Y. 3mgke/ H COHAMMENRE N, LRPEIZH
WTCHMENR o722 Enh | BBHELY 3mglkg/H L% ET 5 2 &1E%Y
I L7,

(V-5 AR (3)., (ADESMR)

FOMOBHEEX IR TIE, AFNC I 2HEFRERRIIE L TBLT, &5
L LT, EROBRKEELLTITRT,

BB, T, BB, ~—F v MR, B, BAERNRAIM, JRIFER
B 70 —BREERE

WA CTHRINTWBA R A—F VO RE - A&EZ S CENTOEYEIREER
DEAEN S, BARANIZ wT%%/74\:/&H HAETEREGTEHLEEZ
%nntw EIN AR IX A ARANICRIT D EE 2SR E TH 2 BB AE

RGBT, EIZLRME %LT%/T4\1/k®w@ﬁ%%%mLto
é% ’fér CEAT DR Lo R A INET S ET, T 4 2

T C I L BT o 1 3 e LR
C 07 5 AR s -
(V-5 BIPRAE (4) DIHSHR)

DA, WRE, B

DRAE, AR, Hﬁ%’;ﬁﬁ;&:ob\“Cti%%%iﬁwi‘@&f(/}\fi<\ BT IR R R AR &2
EPNTHEMST 5 Z &R R0, AN T D AR L CERNICEB T % ifE
SR BEACRA FEL 55 DB PR PR & ) 7R éﬂto

IINGFEAE

INBBREICB T AENTOY 7 o AR Y A AERITHRE SN TE 5T (2012
3 ARER) | AMECKEDIZBW T HEHFERIZIERF IR STV D 23, BIfE
FH A @ﬁmwtb&ﬁm)AXW%/ﬁmXT)/mmﬂbﬁzﬁ#&iém
TWA, LTEBoT, 78 xARY ~DH] Y iz OB MO lgss i &
FIERIC PRI S, IBROBRE & L CRGR Sz,

éﬁ'i@iﬁ 7 BT
NHHGHICHES S AR SN TR Y | ENICR W Taa R EE 5 EICT T 5
T)E%iﬁ%ﬁ (HEBERBR) (3FEHM S THRY,

JFJ?&%'@&& 7 IR
NHHFEICESSARB SN TEY . ENICBWTICN—=F = v MRS O IR
i’é‘@éi}: 9 BSR4 B RARBR (B E i) 13580 S TunZany,

FAERRMEE M (EEOD%UBE%%F’%‘) :

:E/I/ b RN DENERRBRICES T 2 34— F V0 (AR RMEAINIC
B 2 AR OATBRIER ) OREBIT — & 2 FV TRhRERN R DB H 7 2 FE i

Liz,

JIIRFIE D 2]
FERIEEIRER (CsA-004 RER) (TS ARSI TEY, %gﬁﬁﬁ%i%m
STV, CsA-004 #RBR CTIIAH 5mg/kg 2. 1 H 2 [FINZ531F T 5 HH
BOEE S, AFOFIER OZEERRIESNTZZ b, I—Jbﬁﬁ/ﬁli()\
HEZEHE LT,
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V-4.

AZERUVHAEICEE
THEE

(GheeLE)

11 oF 4oy (NRAKERXI ') DHEARFICE D #ix THE54
%A1, JFAIE LT 1:1 okt (mgkg/H) TUIV#x THRET 5
N, v ARY oMb EE (AUC, Cmax) . EH L CREIER%
WETHBZNNHH O T, Y0 X i T H iR E ORIE & O R
WA (g7 V7=, MES) ZHEENTH & & HICEFORE
EHOBEL, LECSCTCEREEERETAZ L, L, BEO
BtHE (O TH T4 12 2RAT2HORERE) LoEnH
BERAL TWBEEET, —BHICREMHERAR TS ER->ThH
IR EAL U CTERRZDIRREIZIE D AIREME D 72 W B CTId, B0 #a x iE
OEEIILL THLBEOMBARLE L, MHPEEROEEOIREIC
JGUCHEGREEZRAETHZ L, [1.3, 16.1.1, 16.1.2 B/H]

(FiH)

B BE I REMHEERA AR 312725 RSN RIEL L, HOREREA
TITFIR DO EALIZ K 0 fERRZ2IRBEICHE D ATREME N B B T- 0, Y # X B % 4
—INDO¥EEIT, Vo F 432 -HETHVEL Z1T) X oL
2o B, P T A2 VORINARETHATZRETIE, YorT 4 Ia20hm
ODARF—F MOV 2 7o E . IMHPIREO BRI XV BEIERRRELT 58%
nNRHLOT, Yoz aik i PREOHE, WRRE (E2 L7 F=
V. mEE) | BEORBEBISETLIEE=4 ) U7 BHENCITV, HEIS
CCHEGEAZHFHTHTHILERND D,

EB, VT 2aroR5EN THE - AR OMBAEL Y& MRS
NTWBEAIE, WINARRIREBICH D A[REMENH D . 1A —T L ~DU 0 #iz
WX DN RIRENSGES L, MHPRENE L RTINS, Z
DD, FHEOV T A I 2V ZHEH L TWABRFIIXA—T L1080 iz
EITHOGEIR. ATV ORGEIFIZ TH THE - AR CREShATW
DU REARE L L, lx OREICHE T 2@/ HEZBERFT 5 &
IEREEME LT,
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1.2 RRNOEHIZHT-»> T b7 7 (trough level) ZHIE L., &5
BE#EGTHZ L, [8.1 3]

7.2.1 JESBAEARE IR ST 2 BCIx, @BEREIC X 2EWEA OB KL O
I B 52 X DM SIS DI B2 B < 7o, iR E O JE % 5
FEEZIIHERNCATVD, Z20%IF 1 » A 1 EHZICHEEL, &58
T2 L,

1.2.2 R—=F = v MK OZOMOIEFEGNES L S AR, wofiE, FERNER
MM, %7 o —BEGEN, SFMEEFENE, 7 FE—EREER
BEICEGTHEICIE, BWERORBEZE <729, 1 » Al 1 BEl%H
ZICMHPREEZRE L, H5EEHET22 ENREE LY,

7.2.3 2MEMO)NREE ICEET o80T, FAlE LTRS 3 HEIICmF
BEZHEL, HR5EZHGTIENEE LY, [17.1.18 2]

(FiHh)

7 aARY OWIUTIZEEN, EERMTENS Dl iR E ORIk

W2 D, B PRENTEICL D HEORENLETH D,

7.2.1 JE#BHEABZ BV TE, B HFELCREE R, VI erAR) Y Oo&E
ARSI LD 20 BAE b 7 TR 508, & BER L 0 IEWEAICi3sE
MHEHER N+ 72720, IS RBLT 2R H D, —FH, v 77
EREWGEICIEBEESORMERANEET 2B N b 5720, BhbE%
IR, Z20%S 1 » A1 Bz BRI REZREST S L HEE L]
&Lz,

7.2.2 HORERB T, A EED EFIC X D B EES ORIV R B2 5
T B0, EEEMRE L,

BB HE T 7 TVI-1-(1). 1B EAR P EE)] OIES
T 7E  KEEGT 258 0REIE S ERIO M AFERE, 2 THPLC
1%, EIA ¥, CLIA i, CEDIA ETHIET 5,

7.2.3 2MEHID)IIF R BE KT 2 ERRER (CsA-004 RER) 12\ T, K&
SRS BE 28 AT RE 72 G PH I PR E L OV BRSO BEH 21 L Tk, 3
FEARIZEBWT S CsA-004 REBREFEOHTZTDHZ ENLEFE L &Il
L. JFAFS 3 B BICAAKIOMmS b 7EELRIE L, EBEZHET5 2
ENEFELWE, EEEME LT,

(V-5 AR (4) 1) OIEB)

(R4
1.3 3 #Hld> DT 4 Aol 2 A G b - S A e L 217
I HEEICIE, AFOUIR G B2 IKSERET S Z LB TREREELH
DN, BAHEE ORI OB S 2 fth OS2 il F O - 55
FeEE L TRGREEZHETD L,
(BiH)
g Ik, DPHEAIORE, BEORESEICLY, HENS V7 7 AR
U oRITERkE Th D, SHRFMRIEZ S L TSR TIE, 7 r AR
Y OFRGEPMESRESNDIHE L H DN, WEKRGIZEDEIEH OB LT
KA B G L DRSO RIF 2B <To, 140 B8 ORI S
EHEL. BREBEEZHRET L L O ER AW LT,
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(BETEMEIMm)

7.4 KK O 5RO EHICOWT, A RIA VEORFTOE
WaEBEL L, RPN OVGAIIMOEY) 5 RIEEEET D
Z&,

(FiHh)

BRI A FTIEBIE~PEIEDOBREICT 7 0 AR Y A BEMEHET 505

wiX 4~bmg/kg/H., RUNFTFEIX 3~4 » ARG EZRH AL Z EAFTE#H T

W5, ATG 0T 25AIEy 7 2R v 2 6y AU EERETHZ L L &N

THY., ENEKRRR (ETB115E1202 k) 2B\ THIEEIEF OTXTDH

WEREIL 6 » AMLLER G S T2 Lnh, 8~16 2 A% L7

LHEOREEHIRL., BIENA RTA LV EORFTOERE B E KK OFRE &

&U&ﬁgﬁ%%%ﬁé:kﬁﬁ@k%z\%%&@%%%ER#%%@&%

L LUCRtd L7z,

(F7O0—EEEE)

7.5 AFIOBFIL, @F. 1~3 » A TH LD, 3 » H UL Bkl 5
LTHHIRND LN WGEAICITREE2TIET 2 ENEE LU,
T, DRDBONTZHEITIE, TOHRPHERECTELIHEE TRE
THZLEREFE LV,

(FRH)

I aRARY CORT e —BIEGERHCT 2RI, EE 1~3 5 H TRO L

TWVWAR, 27 u—BEFEHOBARRKREE L TEREOE/LNRLY, —FH, &

JRARY AL DEWEH E LTEEENREINTWDLZ b, 3 » AL

EERELTHENA LN WGEICIE, BZEeMEEE L TAROR 5 2 1k

THZENLEELWEEZOLND, £, PEBPRBELIZGEAETH, RRICE

BB UBEERADL ZENEE L,

7.6 AREIOMEHRTNCRIBLE R LE VDRSS SN TWAEAIE, #
DOHEFFRICAR Z ERET 22 &, ERICED . BIBRERLE A
WEEEET A0, MEEIT ) SAICIIARIOERIE—Bdikd 5 2
L,

(FiLHh)

X7 —PIEBERETIE, Y7 AR COENEND E TIZET 1~3 »

WA=, FHLBNCRIB R E RV E CHIZRET D 2 &2k 0 ERNE( T

HBIEINRD D, £, RIBEKEALVE L RIZHEET AHET 7 a2 AR

DMBENRFSTHDHEEZONDLTD, HEEZHIEL, > Z7axRY DL

B AR T OMLER D D, Flo, WEOREIHIIREIC /2 D WREMEN D B

18



V-5 BREKAE

(1) BBERT—2/\y o —

o
(2) BRARZREEER

(3) RERGERHER

(7 FE—MERE %)

7.7 ZHEHMNIZTE AR EHIMICE EHDZ L, REIO®K G FI3AH %0
RN M2 EMICITY 2L, 8 HEORETHLHMEN LD
N WGEIZIT G 2R IET 5 2 &, ;%\1@@ﬁﬁﬁﬁu1zﬁﬁ

UNZRLLT %,

(FiH)

ENEERRBRICBWN T, 5% 8 HE TICHREDL RO Z il &
L7cBEFREIZ LD 2 b —LA[RER LV E CREBERUELZ, Ll

— D BE TIIRN BN A% T%ét@ﬁﬁ&%%mL&ifﬂﬁth%

Eﬁé&%#%%hé ENHY %@?ﬁﬁhowf%%ﬁéﬂto*ﬁ

BEfFIRHIC L 0 oo b — L AREZR UL £ TRIB ANk E L2 3a1id, A#Hl
BHIZXDEWERRBLOY 27 & L, T%ﬁ@@%%ﬁ@&ﬁ&TA%T
bbb, Fio, AFIEGFLEIERBEO Y 27 LIRFEICL 5% 7 v & hE
REEETRETHDLZ D, AFOBRGHMOBZ %R LT, AFIKE %8
SREME L2 WK D R AW LT,

IR DBIER)

1.8 AL 5 HMZ@A TR SHAICE, CRP, RIRKUMEH OIRIE
L C LA AT 5 = b A 5 B L C b
D B IR BT & B G R AR T (O )RR & A

A &,
(FiH)
CsA-004 RERICBWTAF OB GHFIZ 5 A& S, AERREO LD
ED . AFIOERGHRIIER 5 A E T 08U THDH, 7275 L. KAlO
5 HEO#& 51 iof%CRPwhﬁm%+\&%ﬂ@%%ﬂT iﬁwkrm
I AR A4y &l S =5 AAl%E 5 HMEZBz CRET 58
CRP °REFEDRIE~ — I — %%;@L %5®£7%Mﬁ¢~31%6 k
NHEREEME LTz,

EARRANA

LR L

7 FE—HERER  HEREHR

BT DO BIERR ALY N & — MR EBH 20 RIC, *A4—F /v 1mglkg/
H. 3mg/kg/ H X bmg/kg/H &N 1 H 20, 4K Lz (5 HEE
34, 37 KON 34 42 ¥E)  HEIEE R a7 OG5 REED & R EEm 0 28k,
BOWVEIEIX, 1mgkg # : —21.4%. 3mgkg # : —40.2%. 5mglkg #F :
—66.7% Cdh o7z, MFRHEHIHA 27 OB D O &G O (LR O
YIEIX, 1mg/kg #f— 10.4%. 3mg/kg Bf— 26.1%. bmg/kg Af— 39.4% Th >
2o BIEHFEBLRIL, 1mgke B : 9.7% (3/31 4) . 3mglkg #f : 47.1%
(16/3441) . bmg/kg Bf : 44.1% (15/344) Thoiz, £7-. 3mgkg HEIZE
T ERBIERIE, B (3/344) | WX (2/344) | 5UF (2/344) | x4
ﬁ%%%(%ﬁ%)ﬁET%okoKﬂk®I%@%% mf%ﬁw%mﬁﬁ
fEREEE (s L7 F=v 8N, %) ORIFEIX, Imgke H B,

3mg/kg/ HFFIZEE LT, bmg/kg/ HHETRimo 7o,
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(4) HRELAIEAER

1) ARG

1) B
R EEER 2

PR BREE 64 il (R 48 Bl 3B 16 #) ZX4ic, x4 —T v
YT 422 A OME - ET24~2 Bl O&KE L, A%t - &
EMEERE LT,

1 FFABFRITAEREZ T 94.8%, SEEBE T 93.3%THY ., 1 FAFRITVTH
1 100% CThH o7z, MRS OFRBRITANRE T 51.1%, SR T 53.3% T
Holz, BWERIZIME EH, BREESETHY ., BARREMER X ALP i L
oM REERE RS Eo L 2T a— L FRERED SN, H-ici
BEE AR RIIRD NS, Vo TF s I tRRRICERTE L E X
iz,

MYHBZE5HER
P oT 4 R arERETORENEBMEES 11 F (EET 8 i, AR 3
) ExRIC, FA—TNVEF T 4 22 ERE-ORE - HET 12 8RR
A5 L, Aok - etz s Lz,
U102z b 11 Bl TRALR OAEMERNRBO bz, BEWER IR EET
Ho . EEBREEER LT LT F= B R AR b
D, TR & AR DR IR b, T 4 2 2 v L RERICHE A
TEHhEBLZLNT,

REEIZCETAH T4 I %xBELT-well control led BERLEEGRER 22
T T 4 X2 THEFFRIE T ORBAEESE 110 61 (KB 62 i, SRR 48
B) & 2R, F—HEORA—F L& 12BMRO#%KEG L, o7 1 3
o (fkfese ) BE & bl L7e,
TREIZBWTHBEZENRO b=y, BIVER &K QR R R O R B =R
L BICHEENROLNT, YOI FEGIILRIATHIZ ENTELLE
Z BT,

2) HFiziE +o

VDR TN

OV T 4 2 2 ARSI B £ 72132208 LR - T2 12 4
RGBT, RA—TINEY T 4 2 ER—0ME - IR T12 BERA
5L, B - etk s L,
12 B TRAEAT O A SR N RO bz, BARAERE X BUN &
H.fmiEr7 L7 F=r bR g K EFSRRD SR, #riz o s
DRI RIZROLNT, Vo T s a2 ERRICERATEZ LB 2D
iz,

QBEIERZEORBUC LY 70 AAOEEHEICRIEO b A TR EE 8
Bl 2RI R A —T NG5 L= 2 A, BWERIZZE., RK. TR0
RO OLNTZN, o T 4 a2 ERRDBRFT IR LNT, T«
SV ERRRICERTES EE DN,
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3) ,[ﬁg*@ 7,8)

OFF—=TNEV T 4 2V OFRLBHEBEEZNRE LSk EE
B LLEGABR IC B DB 6 » A £ CoORGE CIX. EER LRSS
(ISHLT) OEJEEIEHETY L — K 3A DL EDOIEHCEERIL, 24—
JVEE 42.6%(80 f511/188 fi), T 1 X = UBE 41.7%(80 £11/192 H)) TH -
0o Fo. EFERIIFRA—TVRE 93.1%(175 61/188 ), T 4 I 2
£ 92.7% (178 f51/192 ) T - 7=, Bhiitk 6 » H £ TIZ 7.1%(27 151/380 i)
DEEFEDE L=, O X RKII g2 #), BumniE $1).,
EMEERQ ) Th o 72, UEADT— %)

QU BEEE 139 #lo 3 FIPFRAEE (7 aAR) »+T7HFF4T Y v+ 2
TuA R) ICKBEHNE IR, AriEErosiT 21 Bl 25 [ (BRE Y47
D 0.18 [|E) LERDIEHEE 7 ARY v +ATFaA N, BFEY-Y
0.84 [B]) [ZHARBBFEOWRDBNA LN, o, 1 FAFERIT 92%., 3
HEATERIT 8%, 5 HELEFERIZT18% ThH-oTo, —F. EHOZEMIZHON
TIIMERDIRIIEZ LA RYYE, BRSO RBIROIK T 258D 7,

UEANDT— %)

4) fhFgHE 9.10

O i RE 73 B O EE 58 BloF 131 BllcBIT 5 1 AR
L. ENE 8T% KN T6%., 2 FAFRILTENZI 8T% M N 7T3% Th -
77o ABEHIT 8%(11 #1/131 BNDEFEMNRIEL LI=A. F OFREIIHMUNIES
). RS B, 7 AL E L ARG ), SRR B 0 AR 85 3 E
EREQ2 B, KGEADHEQ BN TH -7, UEADT— %)

@A Wi XX WA R 44 B2 ATG (BUisfateE 7 a7 ) ) & (v
TJaARY) U+ THFFAFTY v+ 2T 04 K+ATG) LFIFEATGHE 7 n
ARV U+ THFAT) o+ AT A R) ITEELITE A G L
TofE . WiEMIC L D27 L— RO LL EOAMEfEISOFB R, ATG B
T 23%(51/22 ), FEATG HE T 55% (12 4511/22 f51]) & ATG #f CTH E (p=0.03)
W otz, £ 1ERD 2 FEAFERIT ATG BT 68% M4 1N 64%., FE
ATG BETIE 7T3% K%Y 68% CTh o7z, — . BAEE ORYYEH D\ L ENE
IS DR BRI I WAL CRIRCTH - 72, GrEANDT—%)

5) [FisiE W
OFEE R B EE 476 BHlo 1 F. 5 F LW 10 FAEFFRIX, ENEN
96.5%. 88.9% K& N79.5% Ch-olz, £=. BHEED 14, 5 K10 4
EERIL, FNEI 87.9%., 78.9% KN 68.4%., BHEE TIX., T Eh
88.4%. 81.0% KT\ 63.5% Ch o7z, BAHE DI L D72 RHRIX, XX
AR B (46 %) . BRIME(16%) ., HEMEEEE(13%) Th - 7=,
WNENDT—4)
QB RIRFERERTE 50 Blx ATG #E (L7 v ARY L +T7FF 47V v+ 2T
oA F+ATG) L3 ATG B (37 v ARY L+ 7HF A7) v+ 2T mA
R) WCEAEAICEN D AT G LR R, BEE 1 COBMIEIK
T 5 RAMAEMSOSIEERE & b 7e < . BRI T 5 ARSI ATG B
36%(9 111725 %), FE ATG & 76%(19 #1/25 #i) & ATG £ TH E (p<0.01)iZ
YIpinoT, HNEANDOT—H)

6) /INZIEIE 1213

WEAMZ BN T, NIBBAEICI T 2 2 7 v AR U OIS O zh R 1T
L TGS T,
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7) BEERE 0

R EHER

FRIFERE HBREE 516 Mk 36 4], FEMixER 15 61) %%z,
FA—=TNEY T 42 a2 ER-ORE  HET 24 EERO&S L, H%)
Mo eV A LT,

Iz %Y 51 BB CTEENBD LN, ZL—F 2 L Eo&dt GVHD ©
FAERIL, MEF T 22.3%., FEMBZEEM T 26.7% Th -7, BIERAITME
EHER, Z2EBETHY . BARREMERYIX0E Mg KT, M7 L7 F
= k5. BUN EFEERGRD SN, H- I L 22 DGR AT R0 &
N, s Ia v ERERRICERTE S B XD,

8) R—F v hjE W
R EHER

IR AT 5 _X—F = v MEBE 17 HlEext$lc, x4 —F /v 5 mglkg/H
(WIEE) %21 B 2 BN T 16 BERAO®KS L, A0k - et ah
L7,

IRFEVEREIEL DOPA1T 78.6% (11 Bil/14 BINIZ, 11 DOSFEIL 71.4%(20 [R/28 )
RO LTz, BIERIZ TR, RS Ccho., BKRAEMRET X BUN L
HooifnfE Mg (K FEENRRD Lz, il E R 2RI RITERD 5
T, Vo T I a v ERRRICEERATE D EE X BN,

VDR R TN

P T 422 EREFOR—F =y MEBEF 30 Bl EFRIZ, xA—T NV E
PoTF 4 IarbE—-OfE - AETI2HEBRAO®KE L, A0t - 28t
WE L=,

Y10 2 % DOIRFEAEEE OB IE 53.83% 16 #1/30 F)I. 1H7 oML
26.9% (14 [R/52 IIZBS Bz, BWERIZME LR, TH., @R ThHo., i
R R E T BUN E&. v -GTP LHEZENED SN0, Bz lcRi@Ees 7
LEEFTRITRO LN, Vo TF o Iav kiR TEEEZLN
7.

9) FrfiE
Rz EHER ©

HAEFRE 20 B &2t RICHR A —TF L 5 mg/kg/ B (WIHREE) % 1 H 2 [EIC
STTCI2EMBROETE L, Ao - BeMEERE LT,

HIWERATRIZ D 16 1T, PASI 2 27 O & 5 5% O O 53 I
Hiv, 2l b ERAREENRD bz, BEMIZME FFESTHY . BIK
MAEMERE L BUN L&, ALP EHZEPFRDO N0, HZIChEE R 51
RTRIIERO LT, Vo T o I a v bEBRICERTE S EE2 LN,

Yz EE5HRE 10

BT 4 R 2B RGP ORREBE 2T W 2RI, 2A—T VBT 4 2
2RO - ARETI2HEMRO&EG L, o - Zett2mat L,
B0 2 #%12 27 il PAST A 2 713 20% DL B L, & 9 FEDSEED
BOOLNT, BWERIZME ERSECTHY . BEREMET MG V7 F=
> b5, BUN b5, fAFfREE EFENED LN, Fiiz B L 72 DR
FTRIIERDENT, Vo T oI a v tRBRICERTES EE2 BN,

10) BERRMAM - FFEKE 19
R 5

FARBME M £ 721 3RFERG O RE 9 Fl xRz, x4 —F /L 6 mglkg/H
(PiEf b)) 21 B 2 BN C 16 Bk O&E L, Aot - ZetEs M
L=,

HIWERATRI SR 5 Bl 5 B, BHARRMEZMO 1 41T Minimal response, 77
FEREED 1 il CHMKR I O F A & BRI ROWENFRD bz, BIfE
MixZE, ELEFETHY ., BARBRAMER XmE Mg /X F, LDH EH%
DB LA, FTICHE E 2 DRI RIERO 6T, T 4 I
ERRICERTE 2 EE 26N,
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YR x5

Yo7 4 2 2 2R G OBARREE N F 721308 O BE 19 B2 k5
W2 RA—=I NV T Iar -0k HE&T 8 HHEEN&L L,
ARWE - et T B L,

19 FIRpITO V2B LY T 4 L2 EAHEONR AR T2 R TE
7z BIEMIZIEMECTH Y, WRMAMR I LDH EASETH 722, #r
TR & R D BRRFT IR 6T, b7 4 2 ERRICHEMTE 2
LEZ b,

O ORRY U ETILFOUKRING DEEKRRER
OEWE I /MA RS (ETB115E1202 3Bx) %0

HAEsE DL B oD ATG ARIEHE D AR B M AE 264 & L-[ENEEERBRIC
BT, ATG. 70 ZEY kO kR0 3 FlaPEH Lk
B EBHRILT70.0% (76110 Fl) Thotz, B, BRHYRITEM (IR
FEhOMERBOWE) NMEONZEBEEDEISE L EHR L,

@ENF O/MFEEERER (ETB115E1201 3i5) '

FREEE LA _E 2o ifn/MEEL 30,000/ 1 L R D ATG 1698 %2 52\ T= BRI HUE
ZH LU IITHERE UL ATG IBENZ T b WEARBHAMBE R E Lz
ENEFRRBRICBWNT, Y7 a2RY v BEHOBRED 75.0% (6 F1/8 i)
(2B BB AR 26 8 RFIZ MR F RSSO BEERGRO bivi, 7k, MRFIK
JEERIT 1 R EomERICekE (i MRERH3>20,000/ L B0 3L i /)N g i,
FEKAE, ~EZ 1 B UEN>1.5g/dL #EI1 (#G-RifEDS 9g/dL R DOHH) X
VAR M ERER I B O R EREAY>100%  (%5-RiE A 500/l Rl D)
IE=500/pLEMD 5 6 1 2L Ei%X) 2RO BEOEIG LER LT,

11) EEEHERY - X704 FERMER 70— EERE 19
SHEEEHRT R 0 —CHEEH
ik 5

AR ERT R 7 0 —PIEEROBRE 13 flaxRic, 24 —F (KA 1.5
mg/kg/H., /N2 2.5 mg/kg/H)%Z 1 H 2 [BIZ0F T 24 BRER DG L, 7%
Mo eV E LT,

FREBOUEIT 61.5%(8 #1/18 F)IC, AT v A FEEDRITRA 1 642K
< AfTRHD LN, BEMIZME EFETH O, BB A E R i
Mg OAR FERFRD SN2, F- ISR L 72 D ERFT RIZERD S, H
VT4 lariRRICERTESEE LN,

P Yz x5k

BT 4 2 2R ROERIERE R T a0 —BiEEREERE 18 F 2 X 51T,
FA—=TNEY T 4 I 2RO HETL B 2B T 12 #HH
roh L, Aot - Zete it L,

P10 a2 % FHREEOBINIRD b - T-, BERBAER IS 2
L7 F = ERERBED LN, Hii I E e DR RITIRO b
T T I EEBRICEATE S EE BN,

X TOA FEERMR DO —EIEEE

IR 55

2T uA Rt 7 0 —VBIEGEREOBE 12 6125812, 24 —F /0 (A
3.0 mg/kg/H. /IR 5.0 mg/kg/H) % 1 H 2 [BII53 1) T 24 @M D #5 L,
BIE - ZARMEERF LT,

JRE A DU EL, 58.3%(7 #1112 BN TRD LN, BIERAIZIZEETHY .,
BARAEMRT NG L7 F=r ERENRRO LN, FizchiEes 72
HERFTRIZBOONT, Vo T I arv IR TEEEZLN
77
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VDR I8

P T4 22 BREFORT oA FEMER 7 v —BIEEREBRE 13 4 & %t
B, FA—TNEY T 42 ER—OHE - HET 1 H 2 BICSTT
12 BB OEE L, Aotk - Bt Z et L,

IV ez %6 R E AR EN MR SN, BERIZME R THY | K
MRAEMRE XME 7 V7 F =2 B b REgE RS, VL EE EFRR
D OHITED, BB E 2 2R RITERO T, o T4 o &
FRICERTE D EE 2 b,

12) 7hE—MEER 20

AN DIREIEDT b E—EREREF ZXRIZ, 24 —TF /L 3 mgkg/H (2
~5 mglkg/H) %Z 1 H 2 [ENZ43 )T 8 MR 0L 2% 7T &R & Dk
Bra Bl L7-, REEEERAT DOR—ZAT A4 b OBLRORMZE (%
=T NEE-T T AR, LLTEER) OFHME (95%FFEXKM) 1£—30.3%
(—41.1%~—19.6%) Th V., EHGHMICHEEZIRD L (p<0.001,
KHEDIRN tFRE) o F7o, BEEBHRHEIHAARA 2T OX—2F 14 Unb Ok
LOREMZEDFME (95%(FHHEX ) 12—21.8% (—32.8%~—10.9%) T
HY ., BHEERICAEBEZENRD LI (p<0.001, SOVt BE) , LAk
L0, AA—TNHOT TR T 58 B 2 BEE LK OFHR#RE A 27
YESRGE S T,

FHmER i R=ATLy  R=RTAVPHLORE FACRORRE

B 5 EHEESD. FEfE+SE. EE  95%EMXHE  plE
HEEADT

FA=T)VEE 44 540%16.30 —63.0+343 —-30.3 (—41.1~—19.6) <0.001
7R EE 45 511+1613 —32.6+4.18

TR A 27

FA—=INEE 44 74211460 —41.4+4.08 —-218 (—32.8~—109) <0.001
7T R 45 69.0+12.75 —195+3.71

HIEEAT 4 HHOWKRATRL (G5 - 2 () . ©2, =2 #5, S8 %8 yproakisy
TEIC 4B (0-3) Tat (RKIE 96)

TIREIIA 2T 8 HFTDH RIS (BFAT AR JLIC4 BB (0, 13, 23, 3/3) Thsdb (K
i 100)
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13) JIIFHEDEMELE]

JINRIR OFFERGE 7 a7 ) > (IVIG) A FHIEBE 175 62 xR, ok
ra7 ) rOERNELG E T AT oo o0t (IVIG #) &,
IVIG BEDORBICINZ T, 24 —F /L 5mglkg/H (FAIE LCHEE3HAD 1
B H &G BRI b7 7EE2HE L, 60~200ng/mL % BiE & LT &
OFEAFREE LZ) 2 1 B 2 [ENI/T T 5 ARG 58 (24—
JVEE) L OIEERMILEGER (CsA-004 #Bk) % Fhi L7=,
HWEMATRIRAER (FAS) 1% 173 #il, ZeMEMATcI54EM (SAF) 1 174
Bl Lz, FEFEEE THhHEEAEZE (CAL) OADFEIA X, IVIG Bf
D 31.0% (27 Hl/87 B) Zxf L. A — T /VEET 14.0% (12 $51/86 #i) TH
D, 2A—FNEETHEIZED > 72 (Mantel-Haenszel #7E. p=0.0101) ,
WIENERSSH O 5 HLER*FIOEIG1E, IVIG B 13.0% (7 6H1/54 1) | x4
— J VAL 32.4% (23 Bl/71 B)) TH -7,

BIVEF R EMEE X, 1’4 —T VEETIE 18.8% (12 #1/87 #5) ThH -7, T7¢
BIWERIX, A —F VBETIIERRDZ 3.4% (3 B1/87 ) . KOVIIEKE 3.4%
(3H1/87H)) TH-T-,

KIVIG G- DOBAMARES DS 48 FEZICIRIR 37.5CRI & e o 72%,. O
JIIGHFR O FEFER DRI L & HITREA L, MORBBWEREBNGENTH

STEEE

(%)

CsA-004 #BRTlE, KERIERI NS nHE 22 %008 C i AP B E M OV B Ei o
TEAHMI L TR0, A — T AEGHI Tt T 7 R Z iR sk 72
Do TIER S DB & - 7225, ML b T 7 BEE DS HLE O#H & S - kB E
IZBWTY, BEELRAEIMEORMSCERREZRMEORSIIMR I N -
77o CsA-004 HBRIZBIT D, xA—TF NV EEWF (5 HE) ok 77
ERE & B BB ORI OV TLLTFIRT,

AHBRSNEEE 22 Mgk D 9 6, AR CHIE TX ZeWiEskiX 6 ik TH Y |
TS OfiiEk TIEHRBEIEIC L B M PR ERIE 21TV, R A — T VRO R
FD 26.4% (23 H1/87 #) NHEHPETH -7, FIRHEE SN 23 BlizE
J 5. M T 7 RERIE DT ORAEEED b RER ROMRE TOHE
OWNFRIX, 1 B2 60.9% (14 #1/23 ) . 2 HA 4.3% (1 #1/23%1) . 3 H
73 26.1% (641/2361) . 6 HA4.3% (141/2361) . 7 HD 4.3% (1 41/23
) Thol-, MR N TR £/2IZAE A OSHAIT. BIEOREIE R 4
H ORI THOIT, BEMROZEICHEEE LIEN N H - 72,

BhE 3 HEOMT b T 7IEENBEDOHPE LN kErE 18 4 (IR
10 4, TIRERE 8 4) ® 9B, AFIORGENFE SNT-HBREIL 4 4
T, W LHIEHBEIXBEZTHY, 53 HHD 2 HHEHOHESGHLHKEE
BRI TV, AFIOHERS I THON R T lBRE X144 T, 2
DB 4LNFIBETH- T,

7ok, EHMEEMEIE, DB, FERYES E ) BRI KT 2 KRR
IEENICR W T ER STV,

B
A By R FEE 7 M
MBI 5 2GR ERER T IEZ *R & Uiz 7 & Rt R G5 20
A B EIE R T E RS 39 Bl & %57 T & AR kPR R & St L 7o
. QMG A 7 B{bEIE., BERNICH L7 T vREEQ9 F)TiX 0.79+3.74
RA L FCEEESDHEM L 7=DIZxf L, 7 a AR Y #E20 #i) TlE 3.55+
4.68 A ¥ MMEA L, WREFICA B Z(=0.000) %587, 7T
2 ) R (AChR) Huiifliix, &G ANCH L7 72 REETIX 28.1=E
130.8%¥IM L 7=DIck L, 7 o AR UEETIE 34.8+142.4% D/ %3
O, WEEFICAH B Z@=0.00)213 A i,

SEANDT— %)
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2) REMHER 5% .
RGBT EOREME (BBHE. BN 10 £MEHAE) 29

B EE 1,323 B (AR 1,055 B, FEIRE 268 i) Z x4 1985 4 11
A XV 10EMCEMEINTZY 7 0 2R ) O AT Lz, CEHE
ZHIM - K 64F) ARBERBMEIEO A ¥ % Kaplan-Meier /£ THET L 72 /5 5.
BRifg 1. 3. 5. 7 &KUY 10 T, 1L 97.9%. 96.5%. 93.9%.
91.7% MK 87.8% Th 7=, 7=, SEEBEBHMEEOLEFRII, ThEh
95.5%. 92.5%. 91.1%. 89.7% & ()} 85.4% CTdH -7,

BIVER 13 33.6% (444 111/1,323 BIIZERD H AL, E/REIWER IXBEHERERH 15.3%
(203 #), JFHERE B 5.4% (72 B), BEIRIF 4.5%(60 fi), #=REk 3.7%(49 1),
% 3.6%(48 f5)). mAEMIE 2.9%(38 #). EILE 2.7%(36 #)5ETH -7,
INHOERERIZY 7 e ARY U FREEOZ VBB OBMICE | B
REEE, WIBMEICSOWTIL 3 » AURIC EH L, 20l 3 » A% G
I BER DA DIV,

(5) BFE - fFRRERIAER YoT4 T2 TRRFRETTERIESRS 29

Yo7 4 R 2 TRIR R 273 BBUEAE 30 BlZXRIC, *A—T L
YT 4R avER-ORE - HRET1IH 2ERAOKES L, SE5HRZ 1#E
il & 9% well controlled 2 ¥ 2 #E72 7= Ml ilBk & S50 L 7=,

MR 20 BIZFBWT AUC & N7 ZEOFEBEMIC W EN T D b, BIER
OFRBRBUZHA R OBNMIRD S o7z, - T, XA —F ¥
FAI 2 TRINARB 2T TEREICBWT, RYBEEDREL2 AT H &
DR ST,
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(6) JAEEER
1) FERARERE (—#

ERARMERAE. BE
ERARERE. £
RiELLEBEE) | ®
ERFERT -3 ~N—
ARE. HERTR
FRRHEBRDOAR

BishE

R
P T4 a2 DRSO 2 FEHIC Té@w?ﬁ&z?&m IE 8L
JEBIRIT 4.71%(13 $51/276 Bi) T, FrEM 72 E f”ﬁﬂ%@%%fﬁ BT, Y
DVHZ O N7 ZEREREO 1 HEHEE I 174.10i3.38 mg/ H
(3.18+0.07 mg/kg/H) 75 165.55+2.78 mg/H (3.00+0.05 mg/kg/H) &
AREIET L7 (p<0.001) , Iz #ZoOmy ~7 7ELAEICKT LR
(p<0.05) 73, AUC, Cmax [ZAEBEITRBDO N7, Tz, G0 #x

JEBNCB T DB DOAEEZAE LI ARIX 99.6% (275 /276 f5]) T
HoT,
; )0 i z i ) 2 1%
TR ) X
A PR i+ SE) | (PBM + SE)
i 7 7 262 97.80 + 2.56 91.96 + 2.51 *
(ng/mL)

Cmax (ng/mL) 41 502.91 * 43.20 546.69 * 30.41
AUC (ng-h/mL) 10 1,471.46 + 329.77 | 1,411.06 = 235.94
p<0.05 (HHRE : B0 #2 2 Al & U] #i 2 1% O L)

D5 HE
FeEfE HAGER A (REIEHICET 2304)
Eree=uun

75 B S A VR R x5 & éﬂf_o AR A O FIE R BUE B 13X 52.0%
(39/75 B) THoT-, AFHEIZ féazfoc WWEFH OFEFE & S IX, & &
OB REREE 2K 9.3% (7 #) . Ay v F = o8, R OVE I
EREORD 234 4.0% (3 H) f&;oto

Ak

75 BINEIERHT RIS & Siviz, BMEOEEIX, BAEOAEE R L OFEH
FOSHBURML & U, BN IX. Tl oftic, [EsgmEs] | [
RATBAER] OZNThOR gy b x5 e Sz, Hy%éﬁéﬁﬂ#,ﬁf@%@ﬁu@
EEOF®EIL, £EN 74 BITHY ., AFFIT 98.7% (74/75 ) Tho
7o THHBRIEM] 46 2B W T, AEN 46 ], AERIT 100.0%
(46/46 ) THY ., [HAFRAIBHIEF] 29 BT, A& 28 #i, 45
KIL 96.6% (28/29 i) TH-o7=,

fi#%5 4E

FeEfE A (BRWIEAICBE T 2R4)

7t

91 Bl &M 5 & éﬂto KA O BIEHFEBUEF =13 48.4%
(44/91 B)) TH o1z, KRBT D E2BIER & BEE L, kO A b
AH BT AV AMIENSE 11.0% (10 #)) | BEEREREEN 7.7% (7T #1) |
URFSRERF Y 5.5% (5 ) TH-oT-,

B

91 BUDHEIEMAT R & STz, BMEOEEIL, AGRI & OHEHE R %
BURIL E U, AT, Tepll oz, [—®IBEE] | W‘ﬁ%ﬁ?ﬁ‘%ﬁ
JEBI] . KO [HGR ﬁﬁ%ﬁﬂﬂj @%n%mmz/\m@& é;hto ol BlER
H#,Iﬁ?@if@ﬁﬂﬁi AN 79 FITHY ., AFFEIT 86.8% (79/91 )
Thotz, [—WIBEIEFI] 66 BIIZBWT, AE1FEN 56 fil. EHFERIT 84.8%
(56/66 i) . [RFBEFEFD 1 PNIFELE Lz, 72, [ARBTBRES ]
24 BIZBWT, A1FEN 23 Bl AFFRIL 95.8% (23/24) Thoiz,
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2) ARBEMHELTEM
FEDOABXIEEM

L1-8% -
B

(1) Z it

HERDOH

fEF5 48

R AR A (RIEAICB T 2E)

et

5 BNV G e S, BIERIE 2 Bl 2 G SN, BB LE
BUWERIL, =2 —Fv AT 4 AV T VHIRLAOFHEATH ST,

A2

5 BINEIMEMAT ISR & Sivlz, AZMEORIEX., APRDL L OS5 B
W& U, Ao, Te6l] oz, [—&IBEEG] RO [REiH®R
JEBI] OFNENDOXSBHRGE ST,

BRI COEFOREIT, £EN 5 Bl ThoTo, HHSUST 2 Bl 2
fERiE S lc, REBIER I W TRBMEL 5 flafl TAE L T\,
[—URIBFIERT] 4 BHCFWT, USRI 2 BlC 2 fRlRE Shvc, TRk
BEIEFL] 1 iV, HEHBOS D FEBUI R T,

7 hE—MHRE%

FeEfE HAGER A (BRWIEMICET 2504)

freesuiis

1,128 BN EMEMAT IS & Siviz, BIWERRBUEFIZRIT 23.0% (259 /1,128
) Tholz, KREIZKITDERBWEH &HBEIR (X, &Mt 37/1,128 #i
(8.3%) . FBwK 26/1,128 fl (2.3%) . HEEWEE 20/1,128 # (1.8%) . M+
H 1761 /1,128 B (1.5%) & ThoTz,

Ak

RN SIER D 9 b 974 FIN A DM RIS & STz, A&
T, A%, HYEMIC X ARFES BRARE L OSIEEHOT b e —MRk
J 2% O ENE LN NS IR EE OHER . £ ) FEEOBR IERS RS, &
BIERFORAGTHED [FHLGE, g, OdE, AL CUTERMERE) | B
b, HIEARRE) @ 5 B 6 K TSz, MAEFmIC L2880 (IR
] LLEDOEIS) 1X 90.1% (878/974 i) ThH o7z,

Z oM, BB, TR, BRI, X—F = ME, fif. FESRER
i, PREFERPE, A7 o —VUERRE, S RUEGEREAEIC oW TR, R
AR & DI BRI ORIEHFEBLRDLL, BTEH OIRICFI LT,

(V-8 IR OIEZ M)

TREBGME L UCHEME LB, BB, ~—F = > M, TR, wHEc
R HFFRIFAAEIIE T L, £72, EEHE 1003001 & (FAL 20 4F 10 A 3 H
1) 12T, FARRMEREM, RIFERR, *7 v —VIEERIEIZBIT 5 EFEARR
NS, TRRESUIR R RO THIEROHE] BNAGROEBVERO LR
T e, ARBSMEITHIBR SNz, ok, BRI T D RRIFAE ORI
DWNT, TV-5.(6)IRFEEMN 1)) OIEIZEFL LT,
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VI. EMEE(CEHT HIER

VI-l. EEZMNICEESHD | ¢V ==—J AfEEX—
tEYMXRITILEYEE /AR NN
& = DO

VI-2. FEE{ER

(1) YERRERSL - 1EFRHEE | O1ETERNAL - =& LT TR (~b —T ML SR )

& ERT

I ARY ATEL LTCTHIE (~AS—T ) [2Xkbd X —aA % -
2 (IL-2) 5DV A NoA VEAZRET 22 LICX Y, 90072 aEmEivER
oRrY, ZOEAMREITZ., YruARYUoNRT T o) v L EERE AR
L. T faESAL DS ST IAREICB W CEEREEZ R L TWDE Ly =
22—V VIR L, Iy =a—) v OEMbERET L Z &ICk b, <HIL
Yoma—U A EE—>Z I Lo TIY Vb X DERE KT NFAT @
HRVE RS OBNBAT L Shu, TL-2 ICRE\EEND VA A o OREANT
%‘IJ X 2}%50 25),26)

NNy =a—YrAreesd— 7 uARY AT

S~ MMT
I Cuna .1

CO80 (B7-1}
. CoBe 7.2
Cyclosporin A — Ty cas.
CsA P le i & iy T oA coss
Tt APC (HEVRRERY)
coas ‘ — . I ———
o182
4] &
oz

Cyciophilln
CyP A

(C1LA-

Tigha
! CN@Bel-240
MY o

NFATQO e
RUBIENS k cHE

B L

B‘;f?"luiégs {GsK3n GENE EXPRESSION
" HEATH)) —{ﬁrAT&XrQFAIE_,——J ILD—
St

.
MMNvCA: /

L

AP-1: Activating protein-1 e SN
: N THIREHIED A D =X L

CalM : Calmodul HILES 1) N . N . .
ON - Calineurin 5 Jbs=a—1 OHFIC &2 FE, T MIEREEN LTTa s F—E,
Emgm?mW?%F7a»me—» RAR Y N—=E CRLOZIEMAL L, RAT 7 FINA /b
yn : fgr/yes related novel gene . s N ‘ g
IP3 : inositol-(1, 4, 5)—tr iphosphate /vgg)z?iy;;%?;(c;\zﬂ?iﬁf‘%éo TORE, M7

473 b=, 4,5-3) Vg : e h o
NFAT : nuclear factor of activated T cells QCa2+IFE T CIEMH b EN=HINLET 2 R, Iy =a—
ok dospat i noctal Hinse * 1 )7 A RO BB SRS,
PKC : protain Kinase C o onoP @F LSz Ny =2 =V 3, IL-2 RIS T OIS AN T
PLCy 1 : phospho lipase Cy1 NFAT Ofiing Y7 == F(NFATC)# i) vk L. BWNIC
TCR : T cell Receptor TH#iRaZZ{K BATSH B,

Zap-70 : zeta chain-associated protein 70 @IL-2 WET N L. IL-2 BNELESNS
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(2) EERMITHHAER
RiAR

1. AL =Za—1)oA42EEXA—ELTOER

DOHINED 2 ARGFEMEI NS =2 — Y UIEMEREVER  (in vitro) 29
vom 74 )=y aARY CEINCE Y, BvEY 2 ) ARIFEEER AT
7 Z—BIEENE BEICIE S T,

1.2
# 1.0
%t CyP:v2mr7 40 A
+ 0.8 CsA: v ZrAFRY
x : CyP-CsA:¥2m 74V rA-v7nRRY »
7
7 0.6
¥ 4
| 0.4
£
% 0.2
#

0.0

4 *ox g

&
*Hov=a—Ur (40nM) . HAET =2V (80nM)
vrm74 YA (200nM) . 7 rAKY 2 (300nM)

GRERTIE) cAMP KZ7rT A X F—E¥D RIV T 2=y F® Y UEELENLICELET 5 A kS
7'F K (DLDVPIPGRFDRRVSVAAE) OtV 3R 4A, 2P T7~LL7= ATP TV
VB LTEWEEEE L LT, IRV 2 v, I =a— ) UFEE R, KR E
WML A vFax—va vk, WHEh 2P 2V hL, avia—L% 1 &
L7 R A 7 7 2 —BIEH 2 RE L7,

OhNnv=a2—1 %0 Lz T MENEEER T (NFAT & OV NFIL2A) 5L
WmIVER ™ (TAg Jurkat Mg *. in vitro) 20
Jurkat T H#IfIZ R AI By =a—U VOl 7 2= F Aa 1 L8
Ta=vy F BZBERIZEBELIE S L, NFAT & O NFIL2A {EMEA R S 4,
VI AR AL BREICEIMEE R LT,

120 120
% 1004 % 100
X i *x
= {
= m
I osed =
= = a0
o =
;;1_ B a- g 60
4 &
) 4o
’ (%)
20 0 PES J == pop
—e— N l—— o~
[ - v 0
o1 1 10 100 1900 [ | 1 10 100 1,000
vy ARY 2 (ng/nl) > ARY 2 (ng/al)
—O0— pBIY(EHE 7 ¥ — : AR
—e— (N (pBJ5-CNA B tFpBJ5-CNBZTAz Jukatf#MRIC I FF o272 LE, )
%k
NFAT-SX /N IL-2 Tae— A —E s
NFIL2A-SX COMT VAV IRAT 7 4 —BD U R—F —i#{aT

TAg Jurkat Flfz CSV40 TV THIR TREMIC R T A7 =2 b Lizt b THIEAIMEZ
A Jurkat OFEAH
pBJ5-CNA. pBJ5-CNB : X XI Ay =a—Y VOB 7=y b A, . BER~RY ¥ —
(EBRGE] 7 uRRY UAFEFRTAA )~ A  HOPMAIC L > TR L, W7 A H VR
A7 7 2 —BIEHEEEAIEIC LV IRE L,
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2.1) VINBR~D1ER
O~A Y= R LD, U EREEREMHIER
1) EBaiSmE., I k0T Y YUY SARIEITER

(~ v A SRR, in vitro) 27

~ 7 AR AE 2 ) v A (Con A) THE L, 3H-FY ., 3H-¥
UV O IAFBDOFEELE 7 0 AR Y 2 30 ng/mL KON 1 1 g/mL TR
FFLIERER, v 7 B AR Y ATRERGFIICED A B A I Lz,
2) U L REREEFEINHIER (= 7 AR, in vitro)

Con A L7 v AR UEFERHZIRIMLUIZGE. 7 a AR 35872 Y
2 SERHEFEINHIVE R 2 7~k L7228, B 50% 3 25121 6 FEI AN O s
VETHY . 24 BrRIBUBRTIZIEE AL ZOERIFRD bR, —
FH. YR rTIE )y RTIEAR GRS W THIHIERITER D b v/ n

>77,

@f v Z—uAFr-2 (IL-2) FDOYVA NIA »PEAMGIER
OIL-2 PEAEMHENEN (= A MM, in vitro) 29
7 uARY 2 0.1pgmL LLEORET, 5T A o (P81SFINMIZ L5, IL-2
PEA T HERL O FE AN BN S Az,
T aRARY R 1L-276E THE (log10 maintenance titre)

(u g/mL) vruRARY v *FHR
3.0 <0.3 1.3
1.0 <0.3 1.4
0.1 <0.3 1.4
0.01 1.1 1.3

OIL-2 PEAMBIER (= v A, ex vivo) 29

ruARY CERAOKGEETEE LIz~ 2SN S SBEL 72U R K%
WIZSH-F IV HIRML, ZORMYAHEND IL-2TEHEEZRIE LI E Z A,
FEERFIZT IV VR IABBENBD L, 7 rARY L5 IL-2 FEAM
HIERANRD BT,

(DPM) A 5% (A9 -7 )
14000 Y7z
12000 I :meantS.E.
100004% * p<0.01

. *% . p<0.001
2000 é ()
6000 /
4000 %
o

i}
B 100mg/ke 50mg/ke  10mg/kg

(11) (12) (11) (11)

@~V R —T HIFEIZ %64 2 BRI HIE A

1) Tk, BB ZIETIER (=7 AHIIE, in vitro)

AR AITHF AT R F o L B BIRAYIC T HfaR
Bifi 2 il L7

% n | B E | TAR | Bk
(ug/ml) | G0I%) | Gil%)
I RARY 0.1 83 17
THFATY 0.1 44 39
=z )L kB F U 0.01 48 57

*THUREGN L, EH ~ U A+ =0T vA

FBAEAEIL, X — P~ U ZAHAE+ U ARY o h T4 Faefvni,
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2) ~ =T M OBIRHNHEIER (B b—& U » BKIEAE:HE. 1n vitro) 30
B, JERERMY T L o IR I & B ICHIRE ENE Y L oRERO R
IR, 7 e AFRY > (0.064, 1.0, 2.5 g/mL) FEFCTHLAHEICRKEL
Rz 7z (p<0.001) ,

100 r o—o TFREMFT Lt —

o0 | ilibn e ks 2. 1
- [ — Rt —
+ 80 gkt k%
g 10 o—ao i
;ﬁ‘ 60 —s m%ggfiu Pear: 3
: | E
«g 50
& 40 T+ SEM
& 30
(%5} 20 b

i0

0 . . .

6.1 1.0 10.0 (zg/mL)

youfy g
. BEETIL~ADER (in vivo)
B (vHF, AX)  FF (AX) .0 (F%) Ll () B (A4
X)L (AR) L NEBRE (4X) ROERE (v, 7y b)) BiieT
B WWT, FEBHAE OEENR E 2 3EFHRO TR E b,
72, BHEMICE T S, BHEANEEKICO T (V¥ F) ROBESR
(Zv b)) BEDLNT,

P s KT B 5 B R ® OB R
(R ] VIO ARY AR HEOTRfEIE, IEREHETIHFIBIIXI LY 7 m AR Y Ui
25 mg/kg TIF48HLL &R L, BEREENRO bz, (p<0.001)
5 FEM=23), (i.m.) F, Y7 uRRY R ERELE HOBREEORICIZA EEITRD
7YX 3 | [ OEBMEEN=26)% LRI T,
SHRE Lz 7 m &
RY UEEn=22) & D
g
[MEBBREICET | v 7axR) v AAE B O P IEIX IR G O8HICK L, 5 mg/kg/ H L E#4
ey D HEKAFIZ DN T 2.5.10, HTIIENLTH21H, 28H, B1HLHER LTz, £/, 7B 2A
O] 20 mg/kg AU oOFG5E2FIET 5 L 2EMBNERIRE R LT,
(p.o.)
# e 58 (n=9), ] | EFAROD
2 mg/kgh(n=5). BRI EEREC) g
il 5 mg/kght(n=4), IR R 7~9 8
4% 3 | 10 mgkght(n=7). v uARY Y 2 mglkg A 7~18 9
20 mg/kght(n=6) v/ rARY Y 5mgkg H 16~30 21
2271 AR Y 10 mglkg/H 16~75 28
27 v AR 20 mg/kg/H 24~53 31
[FRAEIF AL VIR ARY BRERTH, 14H K O21 B ORISR T 2 PG, SAIFER 5
20 mg/kg BE, THF AT Y VBTN 7 b 2R Y U EETHD T BAFITER
R 5 (n=2) k. O (p.o.) ez, £72, MRS EAHER L QO DB, MR b A
it THEFASY R LT B 2 B 2K Y L BE TR IS BEIZER® bR 7,
m=9) XML Lz | 7T¥FA+TV
® AX 3 | ruRARY R 4~6 mg/kg G I Al 417 A3k AL H
(n=9) & DLt (p.o.) I 57 10, 12 11
- W d rmARY PR 6~125 37.7
iv.—p.o. TYFATY G/ 5~45 16.9 _*
* $<0.05
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Zi

at, | Wi e 4R - A Hom o# R
R LR fif] v RARY v v a AR Y RO R b RN B Y | MORETIE—
Ff 51 (=20). 15 mg(i.m.) B LB milER 2 RS otz
v uaARY 0, E e
2. 4 H &5 8 25 mg(i.m. )i S B O I E
(n=5), ¥Z7 B ARY JEfE B 6
i R SR @=6), | TYFATY -
THEFAT Y v+ 2 5 mg/kg w7 n 2R Y 15 mglkg 29
FIILTFL R=Vma (0\ 2. 4E|F'HEJ)
R ERM=E), | AFATL =Y | [ A
7 TH W | FHEFFFY 4+ H | mr {@7;;;;)/25“‘%“5 >68
FHF=+ T RS 5 mg/kg i
vovoE e B 5B TYFATY o+ 5
" (m=5), Y OKRAT | VI aRAT 7 AFNT L R=ynm
7 I RFE AR (Asta | NIFEE N -
036.5122) i & & 5 5 mg/kg TYTATI o+ ) 6
(n=6) & O M NG =+ Ta AR
I aR AT 7 I NFEE 5.5
[ [ Ff D B2 ON 0 il B8 THFATY L+ BRI RERE OO 3B 1 AETE H 50N 144 H TH - 72208, fhod
fit] 2 mg/kg (s.c.) 2BNTEIF L, ERFTR T, OB L DIEOZELNIEFIC
- DS +¥ 7B ARY v Z UL, ORISR T D EEITRD Do Tz,
R FHE LR 0=6). 25 mgrkg (.m.)
'E‘ vrmaARY U+ T 14 A FEIDOFH Bt BN 0% I Al L HE
N FFATV PR | UBERIE Y7 v AR L D=4 v | FERE 5,6,7,8,21,27
Jit P9 | (n=6) J >25 mg/kg (.m.) A v e 66° T 67T, 717,
® e B AT RS LR Lo | BV ey 122 124% > 263
- S o ARY > N N 5O
it ;;jjﬁii%%; ’ oS TN G T ;?g}ﬁ' 144%,>218,> 254
(n=3) WP Y AR & Y A
[TRIFE fiti B ] v ARY v AT BB O R RAE I IRER O R IEO20H 1)L, v A
17 mg/kg (p.o.) RY CEMBETISSA, THFA T Y UHFHRETINA LEE L
T u ARY L H 50 H [H 72o L UZEFEHAM. $EHE P0G O R BUREHASORE EE I D W TR RE
N B(m=6) UUMIABHE125F | [ CRIZRD bRAso T,
Jii S ruARY v+T T
g | axoe | FTATV OB | T mglkglTii A A7 B A7 B D T
" (n=6) S I BARY 19~ >359 135
i TYFATY LI RARY LT
2 mg/kg %%tfuy) P srs~>7a2 194
(p.o.)
14HH
(R AE] VI BaARY TEH M EHERF B 2o BRI G 8E D4 B I2% L. 18mg/kg
18 mg/kg(p.o.) DLEEBERCIIZNZNISH, b5 HEARBRIEENRD LI
JEE A Fi kBRI (n=5) EJlpe 7
FEHE 5-#E(n=5) 25meg/kg(p.o.) Fio. AFBBEOFRMEL, FEEGHEO13A I L 18mg/kgik 5
FTHEFATY T BEC36H S4B L. 25me/kgik GHECIES5H L A ZICER Lz,
. L R=>wu  0fHEE L R=vnmy
HE (n=7) 1.5mg/kg(p.0.) P— R IR | A AR
® A X 3D v ma AKRY v < B o i i
18mg/kgf(n=5) THFFTY JE A fii k) PEBE <1 13
il 7B XARY v 3 mg/kg FE 1 4 13
25mg/kght(n=10) T F47° )47V =) ey 9 23
v)uak J/18melkg 18* 36
vk V/25melke 55%* 85%*

*p<0.05, **p<0.01
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Zi

by EhiyFa BRI P 5B - R - A ®OB O %
(R s R it vruARY v AN R OV 1 4% 58 CO LT B EUIFER GRED A XLz L C
e HE(n=25) 25mg/kg (i.m.) HEICEL, SEAT203, 221, 432HMAEF L-, RORGREL
rmARY v 15 A% FERGREA R LT & 2 A HBO P REICHEZEZ o T2
h 25mg/kg/ H MK | 25mglkg (p.o.) A3, BB AAE D FTREREILR O 2 SRECH BB o T2,
I O 1 8 5 (n=25) MEHALR
A X389 I BARY EJEs o E AA7 A B O
% 25mg/kg/ H % 0 $¢ 5 VI aARY FER G 12.5+4.6
. =17 25mgrkg (p.o.) U a AR Y RN O%E 03 58 103.8+39.4%
rm AR RO BGRE 30.4+7.6
*p<0.05
[t skt fg EXS | Y7 BvAKRY » 40H HOAEGFRIIFAEBHEEEDL10%ICR L7 v AR U UEIX
(GVHR) Bh%h 3] 10 mg/kg 44% T, 100H L EDOAEFIZ Y 7 vu AR Y VRO | wﬂ)%ﬂ
e (im.) Too FARREAICGVHRORIER G > 7 u AR Y V5T
TR PR A B 28 H [#] D 80% LALLM 5 25% A 2B LT,
i | TR AR R 1 R AR
VX | e, VR TR AR
FFEMME S 7 v 2K TcEt R IR A 6.8H
fi# U PRt [ FR RS At o LA 15H
H OB ERE T o Lk Trna AR PR 40 H
(B4 Rt 1 32 KOS TraARY v v ARY IHESL L7-GVHRZ MG L, AEGFNMAEERE L
(GVHR)IG#E) 2] 10 mg/kg 7=
20 mg/kg
A iy T N
B pHemRsl | P meke vraxgyomn | 6| e | amns
e p-- (mg/kg) | (BhER) LY
. B L. W RE &
Zw k2o | BET I B 5 59 Xt A 31
10 10 i H 13-38 83
- 20*(10) 19 i H13-38 70
20 16 f£H13-90 80
50 18 i H 13-38 83

*13-16 H £ 20 mg/kg/ A T

17 F LA 1310 mg/lke/ A ISk U 7=,

4 BEREREBIZE T HEENER
O—=F = v MF ; ERIYA D7 Rk (EAU) ~OFEM (T v k) 0

HANS A LR (S Hs)
AU 10 mgkg HEHEGIZ XD 7 R BERIZFER

SHUESE Lewis 7 > FRUNMIRIT B 7 a 2R U o OEIvER

Lo THIERZEND EAUICBWT, Y7 Rr A
ZRAIE X7,

I RARY I BT JiL U 2 BRI E D

Bh&,/H BRotk | 7 F v K AEO | FEREATEE SHUH EAREN i
(mg/kg) (%) | FE Ex2 (10 u g/mL) (3 u g/mL)
popicisa 22 100 3.3 14.8+4.5 9.6+ 2.9 1: 1,000
0.5 8 100 3.6 19.5+3.2 27.9%+ 6.3%3 | 1: 2,750
5.0 8 25 2.5 18.2+4.2 48.5+18.6%» | 1: 1,100
10.0 12 0 0 2.8+0.8 47+ 1.6 1:1,208
40.0%9 12 0 0 2.0+1.0 99+ 2.6 1:1,830

1) R ES.E.

*9) BHEDT RUER DB HIRDH D)
*3) BRI L Tp<0.05
*4) 7o AR Y CEHISHFGET A %ISR, BmE SN O ERDRKISE T — v LY v

AEIHIRORE R CTH 5, Enzyme linked immunoassay

mg/kg, i.p..
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v nu

v ARY

AR UFEE

TR AWEIZEEED MIEDEH TH 5,

OrLHE ; AL ~OBEHEN RS REBHE X — R~ 7 X)
SO~ A (v AR UIEERE) T
7¢ & O RLERFA OFRRET RS B B AT D3

1I8M]) BERETIE, RO SRR E RS 2o Tz,

T, B ERET L by 7 a AR Y v E AW TR~ DS AR

FLicE A, REMALMIRTIZ

ARV UM

L B, REEE, FLEELE

v (5 F72IE 20

ERALDAFTED R S,
BEEMICALRIC LEERT 5 Z E R &z,



(3) ERRIREFMHE-Fit
R

OFAERRMEEM ;
HARBMEMBETEEHIICZOBSI L T VU o S8k o — o i3 ik
RO 1n vitro \ZB T Han=—FkEMilL, > 72 ARY AIZO TV
YRR =T X B o = —TRE I kR LT, 4D

@37 v —BREGER ; L GBM BRETA~DOEH (T v ) 2
PURBRIAZSEHE (F1 GBM) HiAE 5 X W ERR LIZBRET LICB VLT,
7 ARY (2.5, 10, 20 mgkg) ZPUMERS 1 HE LD 10 HRERD
Weh UofE R, R EAPEE., R NAGHEM:, M= L 27 a0 —/ 2%
T, BiRoOMET R eEs gz, ZOoERTAMERY 7 2=y Fok
ERARIZE O Il N HUARFEAEOMENZ L 5 Z EDRRB SN TV D,

*NAG : N-7TEF-B-ZLapI=x—+F

OEJEM I ; EEMEPEFERET L~OEH (7 v ) 9
Torpedo californicus (A~7 L xA) OFEGEVLORABM LT BTV
2V AR (AChR) Z A U CfER L 7 BEM I EE T LT » MK
L. PIEIREERE, SIS E B, M ONBMARERFIC S 7 v AR Y & fikf
BICIEREN S G LR, W o5EI W Th, R GREL ik L Th
Torpedo californicus AChR ik (BAEZ > /"7 HIZHT HHUK) KOHLT »
M AChR #itfk (H PR o lidsd Lz,

©®7 bE—1EEER ; 7 NE—MEERET AA~DER (v R) 49
AHlwT NE—MEEERET L~ T A (NC/Nga ~ 7 &) IZFEO#EE L7z
BRI WT, MBI THERA a7 NAEEREEEZ R L, £, £
D FEATEN RIS R BRAE & bl 3 2 & ARFI 51 CIRME 2 R TR 23580 b
7o IRELMARFOME CII B L I L CREO S A - BB ORERE
DU TRETH -T2,

TEMZEBLREH] ; B4R L
Friochrf] ; REAE R L
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VI-1.

I AR BE D HEFE

(1) sARLEMHS
e

(2) BRRABRTHEERIN
f-mEE

VIL EMEREICET HEE

\ 222N
HERESOG KO GVHD 2l 570, F72, v 7 v AR Y > ORI 2 8
T o0, mHRE (M7 7E%) Z2REL, YRR 2RET D
ENEETH D, BAERRIRREE, Bl O, wik (OF A
¥, ML ORGES) | BRI, BEOREE TR D,

& H ORI
FICEWERERO T2, 7 nZARY O T ZEORENEETH 5,

<B¥ . FFREO LT TEICET D IE#HR>

BHAAHIHIE, 200ng/mLE @22k oicL, &M

N—F = v MK PN N
Vb £ L - s Wbl ERT 2551, EROREZ RN S
HRIMES EOR | 5o amLa iz a0k 5103 5 = & el L,
[ fit kZ 7E13200 ng/mLAAE R /22 L, 49
WRRRBR 2 & O TR D2 s
AR B I SELTZHRER IR A, BEE T 7 EIX150~250

ng/mL% HZ LT 5, ENEHICOIE 2545121
200 ng/mLA#EZ 722 EREFE LY,

VA EN S, 1~25 AME S L TR IH
BLaWgAIE, b7 7{E150ng/mL% B x 72\ Ol
PCRRIEBEET 5, £2, 61 AU EHT 254G
1L, 100 ng/mLLATIZT5Z &,

IR A B O EHRBRA DN L b fiE
SELTEFRERIZ 2RV s, BARE B 7 7fEIX200 ng/mL%
MWL ST 52 &, £, MERHICR
WTIX150ng/mLA B 2 722 &, 46

k7 7{l13200 ng/mLZ 8 2 72\ 2 &, 4D

FHIE LT EG3H BolR E#HGERNICm S »F
7EAEHE L, 60~200ng/mL%x HEE L L TG &

27w —BhEERE

7 b —PER R

J 597

PR T A LN FE LY, 143

1) ZE LB BT % EyEhhE
(T 422Dy a AL —"—1EIC XD HEGRER) 49
B EEEDZE LT 18 IO BMBEI XA —T VI TV E L
CEH#EE 90.3 mg) . &Mmds 7 v 2R Y EEZ RIA HIC L0 HIE
L7c, 7 u AR VREOEHERIL, &5 1.1 FEE#IZ 979 ng/mL @
e PR (Cmax) &, #5512 K112 65 ng/mL O FAK i 1 £ (Cmin)
LT,
FF =T EV T 4 I 2 O MR ERER & Y dose normalized L 7=3K
MENRE /X T A —H B RITR LT (RA—T %5 1~1.5 Bkl d >
7 v AR PREDHK) 1,850 ng/mL F T EA L7 1 %, EYYEDIRFIZ
HAWe3EAIE o7 m AR L OEYMHAERORENEZ bR, ]
KIZRBHTHD) .
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(QnOgﬂém[‘) FA—Z (é:’faémL) FF T o

I~ S
Jiiig i
1500 P opsu0
I v
7 z
= 1
= ‘
e 1000 ; 1000 +
B y
- ‘/
E 500 Fﬂf s00 |
0 4]
[} :
B 5HEEE (o) BE#EE (hr)
RS A—X X F—F L PoF 4 I A= (%)
AUCozn/Dose 34.4+11.14 29.4+14.19 22.7+20.8
(ng-hr/mL/mg)
Cmax/Dose 11.00+2.944 8.61+4.701 45.6+47.9
(ng/mL/mg)
Cmin/Dose 0.749%0.427 | 0.701%0.420 8.8+17.0
(ng/mL/mg)
Tmax 1.1+0.21 1.6+1.57 -12.9+31.0
(hr)

FHfE+S.D.
ZAEH(W)=100X (XA —=F V=P T4 Ia) BT Iar

(3) hEE HAEMPEE (N7 7ME2%) OsufIX, EE, BEHFE (DFHZEAD | %%%
M, BEOREEICL Y B0, B FRENES WA, BHGERRR S
DIENEL D ENMBENTND

4) BE - tAEDEE | AF0opE

S HMENT —H 50
fERERR AN B 7 24 BllC, +A—T VBT ENL 180 mg KOV > T 4 2 20
7L 300 mg & ZEEIF E 721Xl % (960 keal : BN 54.4 g B F) H[nlf
HL, iy 7o 2R) EEL RIAKBCEVEELEZ, ForF a3
UTITERIZE Y AUCoasne 23549 36% 41 L. Tmax 7358 2 f53ERE L7223,
F A —F )V TliE AUCo-ashe O F-EEITH 15% 380 L2 DD, Tmax (354 E
BALR 72, o T 4 2 VICHARTRFEOEEN/ NI N LR LI
7o MLHRE DOHERS i ORI EhRE X T A — & & FRLIorm Lz,

ng/ml/mg) AF—F0 ng/ /e P FAiar
i i R
=g i —o— LIRS B | —o— IR 5
- 50 i 5.0
iy —— BHEEY e —— AHEY
By 40 F EHHE, n=24 wr 40 EHHE . n=24
= =t
=z 30 Z 3.0
% =
1 20 U 20
2 10 a
10 F L
00 L I 1 I i 1 " o-o ) N re
0 2 4 6 8 1012 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24
B 5 i%E5HE (hr) B L5 H%EFE (hr)
illis FA—T N YT 41
BEFELEM ZE G IR B AL (%) 2N IR B EALHE(%)
AUCo-4sn(ng - hr/mL) 3,5614+878 | 2,981+865 -15.2 3,076£1099 4174993 35.7
Cmax (ng/mL) 1,011+192 759+237 -24.9 6451248 6531266 1.2
Tmax (hr) 1.56+0.4 1.8+0.7 20.0 2.520.9 48*1.8 92.0
Ty (hr) 85+3.6 7.4£3.1 -12.9 6.9+29 8.3t2.8 20.3
EHfE+S.D.

B (%) =100X  (fofe—220E0F) /220
O L =TI N—=YVa—ALMM LIS, MHAREN BRI 5 L OREDN
o, (-7 AN OHZM)
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(M

(2)

(3) H

(4)

()

(6)

(M

(2)

2UF7I A

3
3t
3
f

Z Dt

BEMH REaL—
vay) fE

T A&
NS A—AEFHER

AR

UERR L
MY ER e L

SEANT —H B 24 11 400 mg & HEFE CE¥EE=S.D.)
o :0.46%+0.11 hr?
B :0.083%£0.018 hr!t
 JH SR
T122:1.60+0.35 hr
T2 8:8.78£2.29 hr (VT 4 A 77 —<tENEEH

SENT— 4« EEERL A 24 112 400 mg % Hilalf 5 (CF¥E+S.D.)
60.7%213.0 L-hr!
(VST 4 2 77—~ fNERD

SREANT — & fdEEER A 24 Il 400 mg & EAl& S CE¥E£S.D.)
382+68 L
(VAT 4 R 77—tk

G L

WRASCERAL = R AL A
TSR « IBITIEERR O BZ 1T & A BT 720, 59

RAFT_ALFEY T 4
HEANTFT—% (RN 12 62> 7 0 AR Y > 1.5 mglkg 2§, £330 4
—Z )V 5 mg/kg & H[alf G, MmAEERE : HPLC %) 50

SN AT XA ZE YT 4 1 38E£10%

2% 7 > b

SH-Y 7 AR U ERAOREG LEBEOMBNOMIEITRICRT ERBY TH
2o
ROh%, g, Bk #8I8., PRECShTEWRBELZ R LT,

HeZ > MBI D 3H-v 7 v ARV v 30 mgkg & 0% 5% OMBN DA (F
fiE)

(n=3)
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(1) &k — R BP9 @@

(2) %k — Re 8RR P @@
3

(3) EA~DBITH

(4) BEBE~DBITH

M (hr)

i 2 4 8 24 96
1 % | 0.060 +0.042 | 0.096 +0.032 | 0.087 +0.027 | 0.074 + 0.030 | 0.005 + 0.001
1 I | 0.054 +0.039 | 0.091 +0.040 | 0.068 +0.032 | 0.058 + 0.035 | 0.003 + 0.001
%] 0.003 +0.001 | 0.007 £0.002 | 0.013 +0.004 | 0.006 + 0.003 | 0.003 = 0.001

15 5 | 0.009+0.007 | 0.025+0.013 | 0.031 +0.008 | 0.083 + 0.049 | 0.046 + 0.006
¥ B L {£]0.014+0.009 | 0.051+0.030 | 0.046 +0.023 | 0.127 +0.077 | 0.029 + 0.004
it A | 0.042 +0.031 | 0.085+0.048 | 0.075+ 0.040 | 0.074 + 0.053 | 0.005 + 0.001
)4 J& | 0.037+0.024 | 0.114+0.055 | 0.090 £ 0.026 | 0.213+0.101 | 0.045 + 0.004
BYEFETRRGMERE | 0.050+0.035 | 0.231+£0.133 | 0.344+0.220 | 1.022+0.747 | 0.062 + 0.019
i ik | 0.155+0.102 | 0.251+0.101 | 0.195 +0.070 | 0.208 + 0.135 | 0.013 + 0.003
] & | 0.043+0.028 | 0.129+0.066 | 0.131 + 0.043 | 0.401 + 0.231 | 0.047 + 0.004
i fig | 0.233+0.162 | 0.506 +0.245 | 0.518 = 0.216 | 0.394+0.173 | 0.058 £ 0.014
ook B | 0.260+£0.172 | 0.562 + 0.254 | 0.448 +0.149 | 0.525 + 0.308 | 0.045 + 0.006
B %6 | 0.175+0.116 | 0.448 +0.224 | 0.383 +0.122 | 0.372 + 0.270 | 0.035 + 0.006
U o> % it ] 0.081+0.058 | 0.249+0.122 | 0.240 + 0.079 | 0.425+0.221 | 0.032 + 0.007
WE K MR | 0.186+0.133 | 0.455+£0.274 | 0.397 £ 0.164 | 0.468 +0.230 | 0.046 = 0.011
i fig& | 0.292 +0.183 | 0.550 +0.233 | 0.535+ 0.182 | 0.495 + 0.240 | 0.028 + 0.004
il B | 0.338+0.225 | 0.597 + 0.253 | 0.568 + 0.269 | 0.580 + 0.338 | 0.041 + 0.008
B fig | 0.351+0.212 | 0.656 +0.268 | 0.552 + 0.166 | 0.519 + 0.341 | 0.048 + 0.006
fiti 0.216+0.130 | 0.379+0.167 | 0.373+0.116 | 0.311 +0.182 | 0.021 + 0.004

¥ i | 0.529 +0.295 | 0.963 +0.404 | 0.803 + 0.226 | 0.598 + 0.335 | 0.074 + 0.006
H B & * * * * 0.137 + 0.051
* BB L (CE¥IfE+S.D.)

SRAL 1 PSS LT 1 glc o i, Sk T30 u glohi 4T 5,
(ANT 4 A 7 7 =< HAEDR]

B LIz < vy,

(RPN BRI S N AR O PR I K 0 sEBEICHEH S v, ) 59
EFe. HEZ > b 30 mg/kg HEIRE OFEIZBWT, MR SN EE 1

Th-oT,

BATd D,

HNEANT—2 (BRBHEE) 5
7 m AR 325 mg &4y 20 REFRTICRE DG Lot RHMA KR OSFE IR
OFMM (MIEF) S0 7 aARY REL RIA B IV RIE LR, 2L
ToOBENBRH SN, B, A% 1 B cigd R R Mt oy 7 o 2R
U REIIBRHRR LT CTh o7z,

il HIERER (oork )y [ o e

i phgomam | 7 VRE
FHARMMm (MmiE) 22[F % 55 ng/mL
FrAEVREM M (fiE) 48FE[I 4 14 ng/mL
FEAK SIFHI#4 234 ng/mL
JiER i (i) 2051 1% 57 ng/mL
ikt 2017 [H 385 ng/mL
RE3L 221K A1 1% 16 ng/mL

fllics, b FTTHBRAZERET S Z LA HE STV D 18914D,

BATI D,

ERBAEE 2BV T, 150 mg & G-EHT, 3.

6. 9RO AF T 7 r AR

VRT3 BRI mIE A R L, 330~570 ng/mL O#iPH CHER L7, 50

BATLITL W,
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(5) ZDHDMEB~DHE
1T1%

(6) MIFELMBER

VI-6. X3

(M gu RR AL & UMK A #E

NENT —% (in vitro) 52
sH-> 7 1 AR U 2 (25~500 ng/mL) % AV VG L 725, AR1fER
HIMERFIZH 15% 23 D AL, FE 0 ITIMAEFIZRO bz,

1259 50%.

MRS ~D 7 a ZRY DA (%)
o [ sk
A . R I ER
o | e
SH-YJo 7k )7 (ng/mL) U oSER | BRIER
500 33 4 5 58
250 32 6 5 56
100 35 7 6 53
50 47 5 6 41
25 33 9 12 45

SENT—H (in vitro) 52
90% LA E
A5y

sH-> 7 0 AR Y v (25~500 ng/mL. in vitro) %\ et Ltn‘hﬁ'%

B TIZ) REA LR 65%2BFA L. K 30% 08T /LT 2 Do miEE A
LHEE LT,
MIERAS~D 7 1 2RV D54 (%)
Hr 7 B 2RV ARIE | o0 | 950 | 100 | 50 25
(ng/mL)
REH 71 64 66 64 65
ﬂﬁo)ml = H 25 34 31 32 32
AN - E& LTIFCHDRSA, MG THR# SRS,
REBIRRES « F I, M1, M9, M4N ZTh 5,
M4ANGI M1 Mico

A A
4,.ND 1:0H 9:0H
M&9 Mic
A A
6:0H 1; ether formation
reduction double bond

4,ND
M1

= M14N
4:0H
1:c8
A 4
M4aN

Mag M1A




CH, /H
b

o W Fhik REALEBIE ERYAs
o CPL |°"’ M1 l-eta M17
lcn, CH, !\CH/CH’ CH, ™ " CH, CcH, Mic 1-eta;1-epsilon cyclized M18
CH,*N-CH—CO—N—CIH—C—#{—CH—COfo(lIH—Cfrllch, M4N N-desmethylated in position 4 M21
L Lo L L N
oo 0 H 0 ‘ M9 9-gamma M1
CHy | ! : co M19 1-eta,9-gamma M8
CH—CH,—CH L i : | M14N 1-eta,4-N-desmethylated M25
CHy ) ! g i N—CH; M49 4-gamma,9-gamma M10
o L N oL L‘ M4N9 4-N-desmethylated,9-gamma M13
“'ﬁH_T_CO_‘fH_N_CD_?”_T _‘:_‘CH_N_CO_?” M69 6-gamma,9-gamma M16
CH M CHy o o M it M1c9 1-eta,1-epsilon cyclized,9-gamma M26
cu){cu o & 4 o M4N69 4-N-desmethylated,6-gamma, M9
’ T 9-gamma
1o " ! ? 3 M1A 1-eta oxidized to an acid 203-218
Me[Leu —MeVal—MeBmt—Abu—-Sar
sMeleu
D-Alla Ala~—MeLeu—Val—MeLeu
8 1 6 5 ‘

(2) RBICEET 58FH| 7 7 o—2L4 P-450 3A %
(CYPE) O F
B, 5%

(3) MIELEENREDEE | vELREHEEZIT D,
RUZFDEE

(4) REYOFEEOEE | MNEANT—H (in vitro) 57
RUENL., #EL | AHEHM19. M1c9. M4N9, M1, M9, Mlc. MAN)DHKFEMEE, —&k Y o

& PRERBIIISERER, — R U o SERBINEERER e OV~ A b ¥ = RISERER 12 B ) TR
L7ze RV RERFNEERBR IZCBWT, A2 70 AR w9 B i,
M1 & M9 TO0.16. 0.14 Tho7=LIS, T XTO0.10 L FThHoT-,
VI-7.  HEitt TN 2 L CEPA~HEt SN 5,

SENT — % 59
sH-> 7 AR U Y 300 mg ##&H#E Lz & &, 96 BEfI# O JR RIS E
IREGED 6% Th-oT-,
ZDH L, REMET01% EDTNTH Y, FERH WL M1 2 1.1%. Mle
1% 0.5%TH-o7z,
% @ T—4% (T b, AX)
SH-v 7 a AR UEFOKG Lzl &, 96 W% o &P HERIL 67.6~
76.3% & m < RPPEIERIT 5.0~10.4% & 7o Tz,

SH-V 7 m AR Y UFEG5%ORT, FEPA~OPEIR

» | mER 7 % PryTRE
BeTaeht | WM | oneg) [ HRIRG) | WER | BRER(%) | %)
7 vk 10 5.0 96 67.6 96 72.6
e [m] 7w b 30 6.9 96 76.3 96 83.2
4 X 10 10.4 96 75.5 96 86.5

(VT 4 A 77 —<fNERH

SENT—H
SH-v 7 v ARV v 300 mg 2/ O8E Lz & &, IRPBEBIEEIL, 24 B
ETIZZED 76%MNHRME Sz, (96 FEfEEA 100% & L7256)

(VT 4 A2 77 —<NERH

VI-8. +rSURKR—E—IT| ZHERL
v S1EH
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VI-9. BRFICKBDBRER | EEEN  —HRERETICBATT 208 M PRED 10%LF T, MR ETiEkRE
BITFLALEHETEORETHATLLORERDH D, O

MEENT  1F & A EBRESR,

< HNEANT—H 6
HFBEAEE 4l 7 1 AR Y > 100~200mg % 1 H 3% 5 LizE 2 A,
B OL 7B ARY OB 7 YT T ACHBERHETALRR N>
77
F7o. BITICE > TRESNEZDITRGED 1% U T TH o7,

ELRE MAEHENT %SGR L

VI-10. B EDEEEET S| D VoF 1 2 2V ICWINARR Z R T BBIEEE SRS 2Ky Eke 20
BE (T4 2Dy mAF—N—IEIC L 5 HEEER)

P T 4 2 OmPREIIEEENKE <, WNARRANHE S LTWH
Do VT 4 X a VIR &I S VBB R 20 Bl kA — T v
wAERE L, &ty ra xR CREE RIA JEICE D RANE LR, 3
YT 4 X 2 THLNTARW ML R EHERS S IS WMINARICL 5 &
PN DHSRUFE L, AUCO-12hr & O Cmax O FEHEITE 2T 4 2 2
WK L9 RN 2.7 IS L7z, £/, b7 7{E & AUC OFERAPEIL =
F—INEEIZLVLELT,

IR B : dose normalized AUC1-5ne 2% 10 ng-hr/mL/mg LL T % 235 4

HefiE & U CHREFIMGTE THIE

{ng/mL) —5 N (ng/mL} VE LT 2
1500 - FA=7 1500 LR R
m fil
P iy
= b
7 mo | 7 1000
S .
® ;
) 2
B oo} i
£

BEEeE (hr)

INT A —H FA—F ) T4l A3 (%)
AUCo1zm/Dose 32.2+8.3 17.4%6.8 105.6+74.5
(ng-hr/mL/mg)
Cmax/Dose 10.49+3.00 3.93+1.87 248.6-239.8
(ng/mL/mg)
Cmin/Dose 0.77+0.26 0.58+0.23 38.3+26.9
(ng/mL/mg)
Tmax 1.4+05 2.4+1.1 -32.9+27.8
(hr)
TEHE+ES.D.

EAEHE(%)=100X (XA —F NV =V T 4 Ia)] YT 4Iay
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2) It fEs (IHHEe o2

SENT—H

T FEAL N LRSS 56, TFEREK Hia7aL) £7201F
T FEMAH HBHEHEH D) OFETTRA—TA DT BNV EITT T
4 12BN 300 mg HFEE L, RiLFY 7 r AR VREES RIA &
WWEVWHIE LT, Vo T 4 2 2 Iz L v . AUCh19he. Cmax
DIFEEDEE 2 ) 4 RN LT,

— 7. A =TIV TIEEA B L D AUCo19ne. Cmax OFEHIEITE %K)
1.2 1%, $ 0.9 EOEHEZ R L, VT 4 2 2 VITHAHIFERIC X BRI D
BN DI ERERO b,

FA—F )V (n=2) HrF 43Iy (n=3)
°5 g IRAV R Al 2R
PTAT it e | mittsanoee | AI0E ke e | mitgas e | ZIEE
AUCo-120r
3,183+690 3,735+2,223 17.3 297+108 1,195+730 302.2
(ng*hr/mL)
Cmax 623+14.5 533252 -14.5 63.1+39.8 240+198 281.1
(ng/mL)
Tmax(hr) 3.30%£0.42 2.13+0.07 -35.5 3.05£0.05 3.33+1.53 9.2
EHfE+S.D.

OTTERS T TR
AR (%)=100X (IEH-tfadH 0 — g2 L) 7 a7 L

(AT 4 2 77 —< NG

VI-11. 0t
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VI-1.

VII-2.

VI &£ (FRELDOIEF) CETHEE

ZEENRLETDEH

BRABEZDER

— D@

H

[EERBHEICB T2 AFDKREIE. RENFEERUBEEEDEERICH

BLTWAERMXIZZDIREDL ETITS 2 &,

1.2 7hrE—MHEBRIZETHARFIDHZREIX., 7 hE—MHEERDABEIZHE
BLTWAERNDE ET, BEAXIZOREICEDIERUVEREEZFTH
+ﬁ?ﬁb~ﬁ%bt:t%ﬁ%btif&%%ﬁ%?é:toMTI
2

1.3 KEFIFH T2y (AARXXITHTEIL) EEYMEMIZRAZETIEE
o N MATFRASEYTFANALLTWEDT, YoT43Ia20h5
AENZY Y2 BEICIE, 90K ) oomdEE (AUC, Cmax) @
FRICKZEMERDORBICEET S L, HIC. SHETOUYHERZF
I2IE. Yo T 22 00BEEFERIGHBVESICTEEE. FETD
&, TRV UTA A VERABRBREEODEMENL L TITS2 L,
—hH. REDSH T AT 2a0ADUYBRZ(ICOWNTIX, 9 BRKRY
VOMBPEENMETITEIENAHIDT, RAIELTYYBRZFTHE
W&, BICBEEETIE, AEFRRICE > THEERIENAREET 5 F
nh®H s, [7.1. 8.2, 16.1.1, 16.1.2 &:#]

1.
1.

(fiF#5)

1.1 BB G OB N EETHY . EMIZrrbAMEEZE LD Z &
DD, #eo T, EMBEIFEIEICEE T 2 MY 72 Mm%k & B BE 0F I+
IR A R OEMODO S & TITONDIVERH D,

1.2 7 FE—MEERICB T 2 RF ORI, BEFRECHORIRDE LN
PLORWRIEA LD B MERERED 30% L LIk SEIEOBEEZRIR LT
B, WS BB RIS AIRE CTH oy e Bl 21T\ 5 5 7 b B — g
ROWBBIZFELTZEMOL & TITOND Z ERNETHY, T2, BFD
F 5 M OERRYE & B T Z OFRICHaiB L, B L7 2 L 2l L
72 L TR RGBT IVNENH D Z LD, BEOHARTE LT,

1.3 XA =TI NMIV T 4 2 RIS EA T HIAITH D0, BAIEN
B SN TWATZONA T T ATV T o BRMELTWS, 20D,
Yo T4 a2 PORA—F MOV 2568, Vo T 2 2 OWRINA
AEThHOTBETIZIZ e AR yomfiRE (AUC, Cmax) 7% L&
L. BWEHRRET 2B8FW01HH720, +OREBEBLETHDL, Fi-.
BT 422 TRIFICHER SN TV DEIEE, 34 —F L ~DU 0 #z |2 &
DA S NORENFEAET HARRMEIIRE TE RN, G0z IchHiz>T
ITHEFICIEBE N MNE R Z L n, BEOHEAEZHRE LT,

FRZY T 4 a0 THEROHE] 2B 728 THERFL TV 5 B3 13
INABIREETH D AREMNDH D . A —T L ~DUI Y #2212 X 0 IR Bk
EASEESN, MHPRENE L BRI BENRH5, 200, aHE
DOV T 422 EZHALTODREICRA—TNLOY) 0 #az 247 5 HEIZ
1. XA = NVOEEERY VT 4 22008582 FESARNE S EEN
VETHD,

— ., FA=TNNEY T 4 2 2 U2 DAL, P EESMET
LTHERRBIZRDIBENND Y, BICBHEEE CITHERNISN R T 5]
RS D70, RSLERRNGEZRO TR 5 X ) EEERE LT,

= (ROEBFEIZIFERELLGLI E)

AAN DA Ui OB D & 5 [BE

Zrmal) hA GHBIZERS) | EXNRNRAZTFU BARRZF R
v HEY, TIRFLY, IV TFLENL, N T 47T — NEEET
DHEFE(10.1 =]

2.3 BT BIRICEEDH L BE T, a e Fr2RATOHEE9.2,
9.3. 10.2 2#]

<

>~ g

2.
2.
2.

2.4 AU FURER L2 2[10.1 2]

(fi#L)

21V 07 4 22V REICKDEZ, BREFOBRBIEROBERHY, ZOX
IRBED B L BE IR A =T N E2RE LG E, HOERDFEIT L R
TERH 5,
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MEER (LR IZEEE
THEIEETDEH

RZERUVAEICHEE
THIEETDEH

22 X7 U LA I uaARY ELZ 7Y AR THTEYNHIESET b
17— A P450 3A4(CYP3ADIZ L 0 s D72, BEAHEPUC L W A Az
HIREDS R RN S D, o, ¥ 70 AR TV I aARY vk
P ORWER D H®E SN TWAD 72D, JFHIC XK Y BIWER 2 58 S 4 5 "TREM:
Ndh 5,

EXNRAEF L, RANRREF L I aAKY L EEEAREF L, aR
RNAZF OO LY D OIEA O MIEFREN EH Uiz & OB
HHID, PFHICEY X AR ZF 2 a AR T ORIWERFRBLEE N
BN U720 | AT RE 5 00 RS 72 B R AN R B 2 FTAENE S B 5.

R Zy v 7aARY) U ERBUVZ U EDOHRICEI O R Z DR
BENRBIZES Lo ERNH L0, fFRHICE Y A2 o ORIER
FESEE SIS 2 REER S5, Fio, mAIOEHICEI Y 7 r AR
DI FHREEDH 50%IK T Lz & OFENRDH 5,

TUIVZAFLY : 7 BARY L ETIVRAFLUEOMHICED T AL
@ Cmax 7349 2.5 %5, AUC B’ 55 EH L7 L oHERH 5,

T3V TFLEN T a AR OFEKRT =4 h T AR—FZ —[HEIC L
D, 77T LENLDOIFEGARRIHI S, 77 T L ENAOIMFREN
AIrB8FEnrnd s,

R T4 TT—h I AR VOFET =4 b TV AR—F— K OEE
WREEEETF 7 1m—25 P450 3A(CYP3AHEIZ LY, =7 47 TF7— D
mAREN ERTHEEZEZ N5,
23MFIIARHTH HN, /e F & DPFHIC L D ARF O M P EEN ER
HZENRNHY. £, AHO P HEAMEERICEY v e F o OmPRE
NEHAL, aVveF U OERABERTIBZNRD 5,

2.4 -7 fRE/ERH (1) PR EZ0EE OIEZR

V. {BEICBET 5B 223752 &,

V. {BEICBET 2B 223752 &,
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VI-5.

BEREGEAMIEL
£ DHEH

8. EELEAARNIEE

(GheeLE)

8.1 KK HERED Y 7 0 AR Y L OWPUIBF I LV EANZERH DD T, 1
HHIEE O & WA ORIVE I QN I E OIRWE O RS O FE B
ERTm0, BEORNIZILS LTI REZNET D Z L, [7.2 5]

8.2 AFIMBY T 4 2 ar~DUV 2L, AFIEV T 42 (WA
WUEH T E) BDAEWFEMIZRE TN Enb T 7 AR o
MPEENMETT2BFNNHLH7-0, 20X 5700 #z I13FAIE L
TiTbhenz b, RTe2ETUV L 2551, MR E O E % bl
WZAT9 L EBICREFEOREZ +HBIE L, KBS U TRGEEZFEITT
5HZ L, [1.3. 16.1.1. 16.1.2 ]

8.3 AFNIV > T 422> (WRHIERXITN 7BV EAEWFNCRS LA
P AT AT T A RAELTEY, 7 u AR CEfH R
U THMHREICERD DD, AKFIES T 4 2 2 ZRIFFICHN
HZ LIRS 2k, [16.1.1, 16.1.2 2]

8.4 B - T - MREREFEESDRIERNR Z 5 2 035 5D T, HENZ KR

H (e E, 7LV 7F =2, BUN, ULt AST. ALT, 7

R T8, RRES) 7oL, BEOREEZHSICBETLI L,

(11.1.1.11.1.2, 11.1.7 &]

JEYYIE ORBLOIHEICH 0 EET 52 &, [11.1.4 /]

O INHIF & OFH T 2581, BE OGN X Vx5

R MED R TBPEY CONERAEDO RN H L DT, toETS 2

&, [10.2. 11.1.11 ]

8.7 AHNOHEIZ LV BB RERNLE L FHEREOHEN TR TH LA, &l
BREERLVECHIOBIERORBIZOWT b5 & B2 512179
Z k.

8.8 M E ERBHLONDZ ERH Y, Fitht: AENEEMRE, & ifn)E M
BIEICED Z EndH DT, EMMICIERE TV, MEEERZH 5
DITZSGATIE, BEANRREZ(T S e C@Eb 2@ s175 2 L, [11.1.3
%]

8.9 K~ 7 XU AMIEIZ LV FHWAEAEENHL LONLDZ ENHDHOD
T, FFICBMERZITNE~ 7 XV T MEIZER L, v 73V U7 AME TR
HONTGEICIEY IR U L EMBT 570 L, WMURAEZITH 2
L,

(R—F v MR

8. 10 iR —F = v MFAER (TR, 2L, HENREE, IEBENCHH, SR
SEIR, EARPEE. BENCMINEE ) OB R UTEANRE SN TWHDH D
THELTEHL, s o835 8, [9.1.7, 11.1.12 ]

(7 O—EHEFER)

8. 11 R RERMAE (7 V7 F =, BUN%%) OFBEETDHZ L,

(7 FE—MERE %)

8.12 V U IR A2 APFT 2 Z LB DN, WHIZHRICIEIT D0 EED
WEICLVEET D, BEOREZTEHINICELEL, AFICL->TT b
B PR R NS E SIS ) NEEIRD i L TV AR AT, B
PEY NEORRANZE D7D R E T D Z EREE LYV,

8. 13 IHEWE LA~ LR ARG T, ARFITRGANCHER L TR ZENEE L
AN

© oo
o o

(FEt)

8.1 ¥/ m ARY O HREIIEE OFESLEFONE, IFHEOHEED
BRTEHL, FLBFICI2MEAELROND Z b, BIFEM, 1Eif
FISDRBLE VT 57202y 7 AR »o 7 7EENEL, #5655
T O MERD D,
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8.2

8.3

8.4

8.5

8.6

8.7

8.8

8.9

RA=TFN LY T L2 AFEWFCRFETIIR WD, A —T v
NI T 4 2~ D5E ., IPRESMET L ORARRICAR
LBRENRD D, R, BHUEE Tl R E O TIZ L 0 HEHEEUR2F
BT DREMENR S DD, XA —TNANEH T 4 20 ~D0) #iz1X
BETHNETHD, LL, RUeB IOV BRI BLEL R T HEI1T,
10 Ha Z R I i R R E A BN CAT V) R OB A o 1Bl LI
hHhezfifgidosz e, (V-1 BEHENELZOHEE] OESHR)

RA—=TNEV T 4 2 2 NTEWFICEETIE RS, Y7 rAKRY v
aRED FURACHMPRENBRRLAEERH D, VI aAKRY
DHEFFED — a2 XA —TNERIETT T 4 22 T2 THRE LS
G, MAREN ERFIE T2 rREERH 0 . BIVEHSCHHEE D%
Blle CORMMEAELET D REMENH DT OEE 2l L7,

Y7 BARY OBRGIZEY B T - BT S O ERREIEM D%
BAMONTWD, Z07d, XA —FNVOEEITH T > TITHENTERK
ML FEm L, BEOREL FICBE LT ETRESRBO LN LEIC
X, XA =T N ORRE IR G ORI EHEURAE T 2 &,

( TVIl-8. (DERZ2ENWER & AIAEIR ) DHSM)

I ARY AT K DEEIH T CIIME £ 72X A NV AFITE G LT
<\ WikdD 2 WITIAE S O BEERIEIEZRBT LBENNH D, F
7. BEICBYYUEICHREB L TV D56, Z0oEREZ S 5128 LS 2 whHett
W DT DR Ak L7z,

( V-8, (DERZREIVEH] & WIHIER ) DS )

fh DG INHIA] & OFH L7254, BE OREIMENC X 0 B 72 EYE 235
L7720, EB UANVRAEDOER 7 AV AIEKG L, Vo ERREAET S
AREMEN D D, Z DT, EMEIAIO AT R EE S LET

HD,
( TVI-8. (DEKRZREIEM & OIHER] DOESHR)

MBI D7 0 AR Y ORI FEFFEHRE Tk, BIREERLVE
CHRIOFE GBI RTHBREIC S, 7 a AR Y UOFARECHERIL TR Y, ki
JE S GO RBIER O BMEE 2 i3 2 L RFRED, v 7 v ARV U HEHRE
DIFPRRIEVME A BTz, LasL., BB B RVE A ORIVERIFHK
IRELONAFIREMEN S B2, BIEHEXBETHILENH D, 6263

AFN OB HAZ 0 LR FEAMERERRE . ML FEPERAE 55 oD TP A Rt R
BENERSTDL LD D, TCOERDO—2L LTIELEFRFZLLNT
WHOT, EHMRICMERE 21TV, BRESRONHAITE, BEAK
572 EWU) AL E AT O BN H DT, R AR LT,

( TVI-8. (DEKRZ2RIEM & HER ] OESR)

AANDOFEAZ L0 PRI RIS DFEHA L R H DA, TOERKD—
DL LTER~YZ RV Y LAMIENREZ LN TV D, FIICBHEERII~Y 7 XY
VLADEBIHEE L, o, B 7RV AMIERHLNTEL AT~ S
I Latita o EOWYNRUE 2T O MENH DT TEE & W
L7z, ( TVI-8. (DERZ2EIWER & AIAEIR ) DIHSM)

8.10 X—F = v MFHIZBWT, Vo T 4 a2 2L LIRS —F = v

NPER (BUR, BN THEVREE, BB, SEARAARUER, B
BEAIN I 25%) DR ELITBIL LI EOWMENRH L Z b, 14—
Z B W TS FARRICTER 2 L7z,

( TVII-8. (DEKRZRBIEM & AHER] OESH)
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811 x 7 u—VIEEHOHARRE L L TEBEEDCENLNDY , /2, /A
RY X DEIMER & L CTRREE DR bahfw o%of\%mﬁ%%
MEM (Zv7F=r, BUN %) OZ#ENIERL, EEIZE=%) 7
THZLENMNETH D,

8.12 7 ME—MEERBEHE TN TIX, RNV THEEED BE D 6 Sy &Yk
ReL 720 UV AREEIRZMED 2 ENH D @FIEHRICTEELT D RA
DUFEIZ L VEET IR, AANCL>TT FE—ERERNLES N
WU REIERDS RS L TV A AT, AR A FEh L CEME Y o EDRR

LW EAT O MENH DT, EEEMR LT,

n

8.13 7 B —MERERBHE TN TIE, KB THERE D FH ) S B IR
iE & U CHA~ /LAY iéﬁT/*F%ﬁf%%@7%?%lKi
DALY E 2 0T 5 2 L% FENLIET FE— &)ﬁ%
@%ﬂg.% Lo TWDTIeD, AAREHIZ 26 ORRBYENTED bh
AR AT O LERH 5720, EEZME LT,
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VI-6. BHEDEREEIT D
BEICEYTHEE

(1) A6HE - BEEFD
HLBE

©

BEOEREETHEEICET IR

A EHHE - BMEEEOHLEE

911 EHEEEEDHDEE
EREREN B LT D BTN D 5,

9.1.2 EMEFENEE
E D _EF K OGERDBEAL R ERE Sh TV,

INIRLIEDHDESH
FEIHNC L BRYEN BT 2B FN0NH D,

914 EHEERIIZTOBREEOH I ESE
GIE RN LV EIT IR T 2B FN0NH 5,

9.1.5 PWA EZZ ST LIMEBRETDESE
[10.2 1]

Q16 FRIMILARTY Y TDEE
IR REREECITR YA N A~ — I —DF=H ) 7575 72 &, BT
KA NV ADFIEELL C FUFL OB OBECRER OFBICEEZ T 5
L, REMHIA ARG SN B BIFR ANV AX v U T OEREIZBD
T, BREFR ANV AOFEMAMIC I DR bbNDZEnH D, F
72 HBs HUREMEDBEITE VT, SEIF o0& 554%1C B BITFA
U A NVADFIEEIC XD IFREZRIE LTIERNRE SN TS, F
oo CHUFR AN AX ¥ U T OBRFITE T, S iiilF o 55 ih%
W2 CHRIFRDEACRHLIND Z DD D,

9.1.7 #ER—F v MROEE

B LR 2 S WS SN 255 2kE, 5 LRV L, [8.10 &

©

]

(fifn)

9.1.1~9.1.3
MEERHARNEE) KO TRIER ] OIICE#NH L HFHT, %475
BEIIRIERFEBR OB L D72 DICEHBEICR G T DLERH D Z Lk,
AT bRl LIEE 2l L7,

9.1.4 HMEBEF - 13FOMEROD BREIC XA —T NV Ee&KET 84, &
FOREERBENMET L, EEEESEITEZIIERT L8NS 5
72, BT AREITEEICRETAVNERD S,

9.1.5 [HHEMER] OEICEHEHNAH HHET, 4T 5B TITENWEARED
Bl D= DICEEICRGTOILERHDZ G, AEICHRHEH LER
Ml L7z,

9.1.6 FEMHFINEE iz BRIFR Y A VA (HBV) ¥ V7 OREICE
WC, HBV OFIEMEIIC L DR Z2RIE LIZEMN#RE S TnD, —
¢, HBs HUREMED BE 2B TREM A 512 HBV O FiEHE(L
WEDFRERIELZEOHMELDH D, ZNHDOZ EiE, S mblAl#&
HiZ kv HBV NFEMEIL L BRIFRZRBIE LD EEZ LN TV 5,
F72. C AR T A LA (HCV) $+ U7 OREITBNT, SEmikHl
DOBGBIEHIC C BFRPESL LTIERINRE SN TWD, 2D,
R TANAX Y U T OBEFICAAZ G T 25615, TFHEGERA M
HRIANA—T—DF=HF Y T H2ITH 2 E. FFRDORBIE - BALIZ
*HT A EE AW Lz,

( TVI-8.(DEKRZEIWER & FIHER ) DEZM)

9.1.7 MHE_—F = v MEERFIZBWT, Yo7 0 2 2B RE LRI
R—=F = v MERDEL LT EORENRH DO T, IHREESLTLE2E7
WEHIT SN DG A ERE, B LnE ), HEEEME L,

( TVII-8. (DEKRZ2EIVER & FIHIER ] OESH)
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(2) BHEEEERSE

(3) FrHREfEERE

(4) £JEREZEHT 2%

(5) 3E4E

(6) #=FLim

9.2 BEHREfEE RS
BHENETIBZENNL L0, HEICKRETSZ L, £/, 3
b U ERATOREITERS LAV &, [2.3, 10.2 0]

(fiF#5)
[EEREARAEE] KO TRWER) OEICE#HNH L HEHET, 4T85
WIZRWER BB OIED - OIEEICER ST HILERH D D, R
b ReE LiEE A i U7,

9.3 FTHREEE B
FFHERE N AL L. ARFIORH & 5 VIR T~ Ht S B IE 5 B Z 1
Dbz, HEICEFTHZE, £/, areFr2RATBOEEFIC
EEE L2 b, [2.8, 10.2 2]

(fiF750)
[EEEAMER] EO TBWEHR] OHEIZRELH D HHET, HYT45HEF
WIZEERRBLOBIED - DIZIEEICE G T AMLERH S Z b, RIAIZ
b RLE LiEE A L7,

EARRANA

9.5 44w
W f SRR LT % ATREME D & 2 LRI I3IRIR oA mtEdsfa it 2
ERD W SN D HZAICORKET L2 L, BMER (7 v b)) T
AR, Eo. HEEM OEELETHARESNATVD, b FThEA
WD 2 ENHESNTND 19, HIRPICAAZ G Sl ktkic ks

W, RERCE~OEE (RHAERE, LX) OBRELH D 9,

(fiFan)
vImARY R, B (T v ) oLERERBERBRICBWT, 15
mg/kg ¥ 5 CHEE, JEESORRIROIE M, 25 mgkg &5 THE (L=E
PRRRR) NHEShTWS,  ( TIX-2. G) BT AFMRER ] OEBR)
ek, WEIRICE T D00 7 EGRBR I XSG S L TUVR DY, B R A
TR - HPFEA LT AHRE T, 7 u AR VA ZEE LEHRERH
Do

<HE B >

WIMNZHBENT, Yo T4 I a v ERE3RAA— TN 2L LEBBMES
405 TFOEIRHAEIZIS T, 304 1 (75%) MAEWRHPE TaHIEA LT
W2V ARMRENL, RO HERNE < FHICEHBEEIK T E CIERE
OB RO ERD N ERME SN TV, 129

WM NT, 7 m AR Y VIR O LB EE DMER IR IR O Mk
MBI BARY UEBRE LI E 89140 7 aRRY VIRAFOBS
WBEDEPRPIZS 7 0 AR CORRERA R LI L 189, v r7r R
AU VIR OBEBHES ORHME L B0 CRREED 7 m AR v
BEZRHE L Z ERHREINTND M), Fio, KRR RHZ TR S
F%ES (NTPR : National Transplantation Pregnancy Registry) 75, 4%
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NEORAL® Soft Gelatin Neoral Soft Gelatin Capsules :
Capsules Each capsule contains 10 mg, 25 mg, 50 mg or 100 mg
NEORAL® Oral Solution 19954 | ciclosporin.
(Novartis Pharmaceuticals UK Oral solution :
Ltd) 1 ml oral solution contains 100 mg ciclosporin.
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Solid organ transplantation
following solid organ
transplantation.
Treatment of transplant

previously receiving other

Prevention of graft rejection

cellular rejection in patients | When Neoral is given with other immunosuppressants (e.g. with

Immunosuppressive agents.

Treatment with Neoral should be initiated within 12 hours before
surgery at a dose of 10 to 15 mg/kg given in 2 divided doses. This
dose should be maintained as the daily dose for 1 to 2 weeks post-
operatively, being gradually reduced in accordance with blood lev-
els according to local immunosuppressive protocols until a recom-
mended maintenance dose of about 2 to 6 mg/kg given in 2 divided
doses is reached.

corticosteroids or as part of a triple or quadruple medicinal prod-
uct therapy), lower doses (e.g. 3 to 6 mg/kg given in 2 divided doses
for the initial treatment) may be used.
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Bone marrow transplantation

Prevention of graft rejection
following allogeneic bone
marrow and stem cell
transplantation.

Prevention or treatment of

graft-versus-host disease
(GVHD).

The initial dose should be given on the day before transplantation.
In most cases, Sandimmun concentrate for solution for infusion is
preferred for this purpose. The recommended intravenous dose is
3 to 5 mg/kg/day. Infusion is continued at this dose level during
the immediate post-transplant period of up to 2 weeks, before a
change is made to oral maintenance therapy with Neoral at daily
doses of about 12.5 mg/kg given in 2 divided doses.

Maintenance treatment should be continued for at least 3 months
(and preferably for 6 months) before the dose is gradually de-
creased to zero by 1 year after transplantation.

If Neoral is used to initiate therapy, the recommended daily dose
1s 12.5 to 15 mg/kg given in 2 divided doses, starting on the day
before transplantation.

Higher doses of Neoral, or the use of Sandimmun intravenous
therapy, may be necessary in the presence of gastrointestinal dis-
turbances which might decrease absorption.

In some patients, GVHD occurs after discontinuation of ciclo-
sporin treatment, but usually responds favourably to re-introduc-
tion of therapy. In such cases an initial oral loading dose of 10 to
12.5 mg/kg should be given, followed by daily oral administration
of the maintenance dose previously found to be satisfactory. Low
doses of Neoral should be used to treat mild, chronic GVHD.

Endogenous uveitis

Treatment of sight-threatening
intermediate or posterior
uveitis of non-infectious
aetiology in patients in whom
conventional therapy has
failed or caused unacceptable
side effects.

Treatment of Behcet uveitis
with repeated inflammatory
attacks involving the retina in
patients without neurological
manifestations.

For inducing remission, initially 5 mg/kg/day orally given in 2 di-
vided doses are recommended until remission of active uveal in-
flammation and improvement in visual acuity are achieved. In re-
fractory cases, the dose can be increased to 7 mg/kg/day for a lim-
ited period.

To achieve initial remission, or to counteract inflammatory ocular
attacks, systemic corticosteroid treatment with daily doses of 0.2
to 0.6 mg/kg prednisone or an equivalent may be added if Neoral
alone does not control the situation sufficiently. After 3 months,
the dose of corticosteroids may be tapered to the lowest effective
dose.

For maintenance treatment, the dose should be slowly reduced to
the lowest effective level. During the remission phases, this
should not exceed 5 mg/kg/day.

Infectious causes of uveitis should be ruled out before immuno-
suppressants can be used.
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Nephrotic syndrome

Steroid-dependent and
steroid-resistant nephrotic
syndrome, due to primary
glomerular diseases such as
minimal change nephropathy,
focal and segmental
glomerulosclerosis, or
membranous
glomerulonephritis.

Neoral can be used to induce
and maintain remissions. It
can also be used to maintain
steroid-induced remission,
allowing withdrawal of
steroids.

For inducing remission, the recommended daily dose 1s given in 2
divided oral doses.

If the renal function (except for proteinuria) is normal, the recom-
mended daily dose is the following:

- adults: 5 mg/kg
- children: 6 mg/kg

In patients with impaired renal function, the initial dose should
not exceed 2.5 mg/kg/day.

The combination of Neoral with low doses of oral corticosteroids is
recommended if the effect of Neoral alone is not satisfactory, espe-
cially in steroid-resistant patients.

Time to improvement varies from 3 to 6 months depending on the
type of glomerulopathy. If no improvement has been observed af-
ter this time to improvement period, Neoral therapy should be dis-
continued.

The doses need to be adjusted individually according to efficacy
(proteinuria) and safety, but should not exceed 5 mg/kg/day in
adults and 6 mg/kg/day in children.

For maintenance treatment, the dose should be slowly reduced to
the lowest effective level.

Treatment of severe, active
rheumatoid arthritis.

Rheumatoid arthritis

For the first 6 weeks of treatment the recommended dose is 3
mg/kg/day orally given in 2 divided doses. If the effect is insuffi-
cient, the daily dose may then be increased gradually as tolerabil-
ity permits, but should not exceed 5 mg/kg. To achieve full effec-
tiveness, up to 12 weeks of Neoral therapy may be required.

For maintenance treatment the dose has to be titrated individu-
ally to the lowest effective level according to tolerability.

Neoral can be given in combination with low-dose corticosteroids
and/or non-steroidal anti-inflammatory drugs (NSAIDs) (see sec-
tion 4.4). Neoral can also be combined with low-dose weekly meth-
otrexate in patients who have insufficient response to methotrex-
ate alone, by using 2.5 mg/kg Neoral in 2 divided doses per day
initially, with the option to increase the dose as tolerability per-
mits.
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Psoriasis

Treatment of severe psoriasis
in patients in whom
conventional therapy is
inappropriate or ineffective.

Neoral treatment should be initiated by physicians with experi-
ence in the diagnosis and treatment of psoriasis. Due to the vari-
ability of this condition, treatment must be individualised. For in-
ducing remission, the recommended initial dose is 2.5 mg/kg/day
orally given in 2 divided doses. If there is no improvement after 1
month, the daily dose may be gradually increased, but should not
exceed 5 mg/kg. Treatment should be discontinued in patients in
whom sufficient response of psoriatic lesions cannot be achieved
within 6 weeks on 5 mg/kg/day, or in whom the effective dose is
not compatible with the established safety guidelines (see section
4.4).

Initial doses of 5 mg/kg/day are justified in patients whose condi-
tion requires rapid improvement. Once satisfactory response is
achieved, Neoral may be discontinued and subsequent relapse
managed with re-introduction of Neoral at the previous effective
dose. In some patients, continuous maintenance therapy may be
necessary.

For maintenance treatment, doses have to be titrated individually
to the lowest effective level, and should not exceed 5 mg/kg/day.

Atopic dermatitis

Neoral 1s indicated in patients
with severe atopic dermatitis
when systemic therapy is re-
quired.

Neoral treatment should be initiated by physicians with experi-
ence in the diagnosis and treatment of atopic dermatitis. Due to
the variability of this condition, treatment must be individualised.
The recommended dose range is 2.5 to 5 mg/kg/day given in 2 di-
vided oral doses. If a starting dose of 2.5 mg/kg/day does not
achieve a satisfactory response within 2 weeks, the daily dose may
be rapidly increased to a maximum of 5 mg/kg. In very severe
cases, rapid and adequate control of the disease is more likely to
occur with a starting dose of 5 mg/kg/day. Once satisfactory re-
sponse is achieved, the dose should be reduced gradually and, if
possible, Neoral should be discontinued. Subsequent relapse may
be managed with a further course of Neoral.

Although an 8-week course of therapy may be sufficient to achieve
clearing, up to 1 year of therapy has been shown to be effective
and well tolerated, provided the monitoring guidelines are fol-
lowed.
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Neoral Soft Gelatin Capsules
Neoral Oral Solution

(Novartis Pharmaceuticals Cor-
poration)

Neoral Soft Gelatin Capsules : 25 mg, 100 mg
19954 | Neoral Oral Solution : 50 mL bottles containing 100
mg/mL

85




hEE - SR

A% - BE

Kidney,Liver, and Heart

Transplantation
Neoral is indicated for the
prophylaxis of organ rejection
in kidney, liver, and heart al-
logeneic transplants. Neoral
has been used in combination
with azathioprine and
corticosteroids.

The initial oral dose of Neoral can be given 4 to 12 hours prior to
transplantation or be given postoperatively. The initial dose of Ne-
oral varies depending on the transplanted organ and the other im-
munosuppressive agents included in the immunosuppressive pro-
tocol. In newly transplanted patients, the initial oral dose of Ne-
oral is the same as the initial oral dose of Sandimmune. Suggested
initial doses are available from the results of a 1994 survey of the
use of Sandimmune in US transplant centers. The mean + SD in-
itial doses were 9+3 mg/kg/day for renal transplant patients (75
centers), 8+4 mg/kg/day for liver transplant patients (30 centers),
and 7+3 mg/kg/day for heart transplant patients (24 centers). To-
tal daily doses were divided into two equal daily doses. The Neoral
dose is subsequently adjusted to achieve a pre-defined cyclospor-
ine blood concentration. (See Blood Concentration Monitoring in
Transplant Patients, below) If cyclosporine trough blood concen-
trations are used, the target range is the same for Neoral as for
Sandimmune. Using the same trough concentration target range
for Neoral as for Sandimmune results in greater cyclosporine ex-
posure when Neoral is administered. (See Pharmacokinetics, Ab-
sorption) Dosing should be titrated based on clinical assessments
of rejection and tolerability. Lower Neoral doses may be sufficient
as maintenance therapy.

Adjunct therapy with adrenal corticosteroids is recommended in-
itially. Different tapering dosage schedules of prednisone appear
to achieve similar results. A representative dosage schedule based
on the patient’s weight started with 2.0 mg/kg/day for the first 4
days tapered to 1.0 mg/kg/day by 1 week, 0.6 mg/kg/day by 2
weeks, 0.3 mg/kg/day by 1 month, and 0.15 mg/kg/day by 2 months
and thereafter as a maintenance dose. Steroid doses may be fur-
ther tapered on an individualized basis depending on status of pa-
tient and function of graft. Adjustments in dosage of prednisone
must be made according to the clinical situation.

Rheumatoid Arthritis

Neoral is indicated for the
treatment of patients with se-
vere active, rheumatoid ar-
thritis where the disease has
not adequately responded to
methotrexate. Neoral can be
used in combination with
methotrexate in rheumatoid
arthritis patients who do not
respond adequately to metho-
trexate alone.

The initial dose of Neoral is 2.5 mg/kg/day, taken twice daily as a
divided (BID) oral dose. Salicylates, NSAIDs, and oral corticoster-
oids may be continued. (see WARNINGS and PRECAUTIONS,
Drug Interactions) Onset of action generally occurs between 4 and
8 weeks. If insufficient clinical benefit is seen and tolerability is
good (including serum creatinine less than 30% above baseline),
the dose may be increased by 0.5 to 0.75 mg/kg/day after 8 weeks
and again after 12 weeks to a maximum of 4 mg/kg/day. If no ben-
efit 1s seen by 16 weeks of therapy, Neoral therapy should be dis-
continued.

Dose decreases by 25% to 50% should be made at any time to con-
trol adverse events, e.g., hypertension elevations in serum creati-
nine (30% above patient’s pretreatment level) or clinically signifi-
carcl)t lggooratory abnormalities (see WARNINGS and PRECAU-
TIONS).

If dose reduction is not effective in controlling abnormalities or if
the adverse event or abnormality is severe, Neoral should be dis-
continued. The same initial dose and dosage range should be used
if Neoral is combined with the recommended dose of methotrex-
ate. Most patients can be treated with Neoral doses of 3 mg/kg/day
or below when combined with methotrexate doses of up to 15
mg/week (see CLINICAL PHARMACOLOGY, Clinical Trials).
There is limited long-term treatment data. Recurrence of rheuma-
toid arthritis disease activity is generally apparent within 4 weeks
after stopping cyclosporine.
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Psoriasis
Neoral is indicated for the
treatment of adult,
nonimmunocompromised pa-
tients with severe (i.e., exten-
sive and/or disabling), recalci-
trant, plaque psoriasis who
have failed to respond to at
least one systemic therapy
(e.g., PUVA, retinoids, or
methotrexate) or in patients
for whom other systemic ther-
apies are contraindicated, or
cannot be tolerated.
While rebound rarely occurs,
most patients will experience
relapse with Neoral as with
other therapies upon
cessation of treatment.

The initial dose of Neoral should be 2.5 mg/kg/day. Neoral should
be taken twice daily, as a divided (1.25 mg/kg BID) oral dose. Pa-
tients should be kept at that dose for at least 4 weeks, barring
adverse events. If significant clinical improvement has not oc-
curred in patients by that time, the patient’s dosage should be in-
creased at 2-week intervals. Based on patient response, dose in-
creases of approximately 0.5 mg/kg/day should be made to a max-

imum of 4.0 mg/kg/day.

Dose decreases by 25% to 50% should be made at any time to con-
trol adverse events, e.g., hypertension, elevations in serum creat-
inine (> 25% above the patient’s pretreatment level), or clinically
significant laboratory abnormalities. If dose reduction is not effec-
tive in controlling abnormalities, or if the adverse event or abnor-
mality is severe, Neoral should be discontinued (see Special Mon-
itoring of Psoriasis Patients).

Patients generally show some improvement in the clinical mani-
festations of psoriasis in 2 weeks. Satisfactory control and stabili-
zation of the disease may take 12 to 16 weeks to achieve. Results
of a dosetitration clinical trial with Neoral indicate that an im-
provement of psoriasis by 75% or more (based on PASI) was
achieved in 51% of the patients after 8 weeks and in 79% of the
patients after 16 weeks. Treatment should be discontinued if sat-
isfactory response cannot be achieved after 6 weeks at 4
mg/kg/day or the patient’s maximum tolerated dose. Once a pa-
tient is adequately controlled and appears stable the dose of Ne-
oral should be lowered, and the patient treated with the lowest
dose that maintains an adequate response (this should not neces-
sarily be total clearing of the patient). In clinical trials, cyclospor-
ine doses at the lower end of the recommended dosage range were
effective in maintaining a satisfactory response in 60% of the pa-
tients. Doses below 2.5 mg/kg/day may also be equally effective.

Upon stopping treatment with cyclosporine, relapse will occur in
approximately 6 weeks (50% of the patients) to 16 weeks (75% of
the patients). In the majority of patients rebound does not occur
after cessation of treatment with cyclosporine. Thirteen cases of
transformation of chronic plaque psoriasis to more severe forms of
psoriasis have been reported. There were 9 cases of pustular and
4 cases of erythrodermic psoriasis. Long term experience with Ne-
oral in psoriasis patients is limited and continuous treatment for
extended periods greater than one year is not recommended. Al-
ternation with other forms of treatment should be considered in
the long term management of patients with this life long disease.
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KEDOWSTLE | Pregnancy
(202349 A) | Risk Summary

Available data from published literature, including
the Transplant Pregnancy Registry International, ob-
servational cohort studies, case-controlled studies,
meta-analysis, case series, and case reports, over dec-
ades of use with cyclosporine in pregnancy have not
identified a drug associated risk of major birth de-
fects, or miscarriage. Adverse maternal or fetal out-
comes including hypertension, preeclampsia, preterm
birth, and low birth weight are increased in patients
treated with cyclosporine. However, patients receiv-
ing cyclosporine during pregnancy have underlying
medical conditions and may be treated with concomi-
tant medications that limit the interpretability of
these findings (see Data).

Embryo-fetal developmental (EFD) studies in rats
and rabbits with cyclosporine have shown embryo-fe-
tal toxicity at dose levels below the MRHD based on
BSA.

The alcohol content of Neoral should be taken into ac-
count when given to pregnant women (see WARN-
INGS, Special Excipients).

The estimated background risk of major birth defects
and miscarriage for the indicated populations is un-
known. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background
risk of major birth defects and miscarriage in clini-
cally recognized pregnancies is 2% to 4% and 15% to
20%, respectively.

Nursing Mothers

Risk Summary

Cyclosporine and its metabolites are present in hu-
man milk following oral and intravenous administra-
tion. Adverse effects on the breastfed infant have not
been reported. There are no data on the effects of the
drug on milk production. The alcohol content of Ne-
oral should be taken into account when given to lac-
tating women (see WARNINGS, Special Excipients).
Lactating women are encouraged to avoid additional
alcohol intake during treatment. The developmental
and health benefits of breastfeeding should be consid-
ered along with the mother's clinical need for Neoral
and any potential adverse effects on the breastfed in-
fant from Neoral or from the underlying maternal

88




| | condition.

N
i

F—=A 7 VT DR
(Australian categorisation system
for prescribing medicines in preg-
nancy)

C (202441 H)

<BE>SA—A LT VT OHFEOME © Australian categorisation system for
prescribingmedicines 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 with-
out causing malformations. These effects may be reversible. Accompanying
texts should be consulted for further details.

2) INREADEKREICET BIFR
AIZ BT AR O EDOT 2 AT 5B T ER VNS OEHOR
HIZLLTO LB THY | KEBMN LEORMLE LT D,

9.7/hNR

9.7.1 7 N B — MR R BE ~IARFNBE G X DR L OF IR fE ik
Z LA % CHE SN DGEEICOREZEETDH 2 L, NREITHT D AA
O EFERFBR T T/ I T 7euy,

JINRESF ORI RS O 9 BIKHARER, FrAERIE 4 » ARMOIRL
RAEARFNBE G L D IRE EOGWRMENERE RS &S5
BICDOH, BEORELZHSICBE LN ok 5352 L, RHZAEKR
F|IR, AR 4 » AREBOALIRICH T 2 BEAR RIS L T\
A

7B, MOBESHEEBIZOWTIX, IS EE OBNAZEEICITVD, BE
THBRIITEEOREZ o ICBLET 5 2 &, IRHAERER, Frial
SOEFLIRC R B BRI BR 13 3206 L Ty,

9.7.2 —fRIT/PRTOLEDORIFE (10~18%) 1THRA (2~6%) (T~
BEMER B D,

9.7.3 /MNREDORX 7 v —BREBRHCH G T 21X, BITEHORBIC+51E
BT L, —IZ/NRERANDORIEROBBLRIXFRE (35%H(]
#%) THDHN, F7a—BREGERHICHT DERRBROER (T«
2 HHIE RO T TORGE) TN (18~82%) (ZH~Vh
I (26~41%) THRBIENEWHEA DA DL, FR/MNETOLE (10
~18%) . ALP b5 (7%Ri1%) OFBINKAN (E : 2~3%. ALP
5 1%AE1R) IS\ o T,

it AL
KE DU CE | Pediatric Use
(202349 A) | Although no adequate and well-controlled studies
have been completed in children, transplant recipi-
ents as young as one year of age have received Neoral
with no unusual adverse effects. The safety and effi-
cacy of Neoral treatment in children with juvenile
rheumatoid arthritis or psoriasis below the age of 18
have not been established.
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2. RA—JIVERRREMBREERBHE (RERHET)

2-1. R 5 R

F B B % o & 6 H (%)
o EHE . Ly BAEFRMEMD *7O—+
RYLHER T | STTTVHAE i - FFHE BB

FTAilh 3 SR 451 5k 64 17 20 9 25
FRARREEEE RGN 37 11 7 8 10
‘BEEBREEEERERE (%) 57.8 64.7 35.0 88.9 40.0
I - BEREE
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Mmhp~Aruarsary) — 3/17 (17.6) — — —
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2-2. 1Y R x5 ER
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3. xFA—3) BIEREEHBHE (7 FE—MEERX ABRHET)
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4. rA—=5) BMERKHBHIE (BAETRMEAM AFERHFET)
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2(0.08)

8(0.46)
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