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ANERIZ KT B R R A DO R A EIEER TH D . FIZ~ LT e
DOIEMALZIET 5, 7 e AR 0%, T Mgz a0 Ut
BAEKREER L., T MEMILDO S 7 F I BW CRERRE 2 R1- L
TWABINY=a— ) AlEAE L, Iy =a—1 vOiE b HET 5,

( TVI-2.(2)#sh % HAH T 2R BRAE | OES M)

SRS D ML B NIBBAEIZ 30T 2 HEHE RS D K& OVE BER AR 35 1T
2RSS e O AR 675 9 (GVHD) O], N—F =~ i, §fiE,
FAERBMEM, RFEHRE, 27 o—BEGERE, 7 FE—MEAE % )RR
DB OBENBE SN TN D, ( TV-5.(OREERIRER | DIHZ )

CEANRENEM L LT, BEE. RS, AL, itk B B REREGRE
e I R R S 0D PR AR R B E | UL . AT R 2 M B B
(PML) . BK VA /VARE, SRR, mdevEs g iR v Ee i,
MRS ARRRC BARE , EMEREE .t —F = MRIER L 7 U —
BRHESNATVD,

( TVI-8.(DFE R ZREIVEF & AR | DIHZ )

1-3. HRBOHFIFHEYE | - 1RO 7 ARY UREAGGH (o7 4 2 AR, Rl 7)) 122
SRR D IR F O E 2D < L, ZIE LRy BI B35
bbb EHrv xR vE~vfruaxv Ly a b LBAITH S,

( TVI-1.(2) B AR BRBR CHERE S 7z PR ] DIEZH)




-4 BEBEFEHRICEALTHE
MR EHEHE

JE E A B9 5 S8, P %A L. 2R
s EHEET A F oA V%
S T - O - A

['1-6. RMP] DOIEZMH

I fEIHEE T A N T A
PR E oo B8 I A

(RMP) e
0 T X7 RMEEEE UC |
(ERk S UCU 2 BB a
I
m

WIGAME B9 D@ (s ol AR D B R 3L 0 Bl O 220
Ty PR 11 2 A 1 AfF. EBEEE 104 5) 1RO T AEKGRCEE
T4 B A EE ) 1) DS RGR S Tz

WISAMERICE T @ ( TH7Ic3EE - BREARESICB W TAmHEEIC
B9~ 2 F RGN 2 52 1 7o 3 0@ G AME i oW T Wk 24 £ 10 A 31
HfF, BAEA 1031 5 16 &) ICHERSE AR UEL AV TIHEREMESLE S

BRDERB S NI,
-5 RBEHRUTE -
AL OHREE

(1) RBEH B LA [V-5.6) 2). KRN L LCHMTE 0P U E R L7 - ¢

RO DESM

(2) ®B-FERLOHR | ZLU LR
FIH

I-6. RMPOIBE BARWANA




M

(2)

)

o-2.

M

(2)

3)

e
BAFDE%

— k4
mE (@R

F4 (agiR)

AT L
BB R (X
TR
SFRRU
STE

LZ8 (%K)
XIEKE

0. 4#ICEAd 5IEE

FA—Z Lo A 10%
FA—F910mg H 7L, KA — T A02Bmg BT,
R A —F L850mg 7L

Neoral®

ST 4 A Ty —=fh (RAAR) TH%E SHTZHT LR DAl
(NEO ORAL)

v rARY L (JAN)
Ciclosporin (JAN. INN)

BA=RAA

HC, _H
1
C
-
3} CHe «H
~_ < HO., C
CH HIC\U‘TCH: H-“c/ “cH, r,’Hc“,
H H
Ph §morw e I
H;c-N-C‘—I:O-N—C'—tl:-—N—C'—co—u—c——c—u-—cm
I } 1 i
co " q.l c0
HIC M, : ;
CH-CHrw
HIEC i N-CHy
-N : :
HyC " M
I 1 M
0C-C—M-C0-C—N-C——Cr—N—C—C—N—C0—C
Fhcs I i » ! "n 1
Chi M CH 0 TH CH oy CHe
"""""""" _LH H3l CH) K
HIC  CH) HIC  “CHy

Abu=(29-2-7 < /

; MeGly=N-#F L7 U &
A Melaw Vel ow V= =Ny elas VMl — yp P B0 200 D T T
CH, 0 MeVal=N- A F L3 Y
(A=)

Cs2H111N11012 : 1202.61

cyclo\-[(2S8,3 R4 R,6 E)-3-Hydroxy-4-methyl-2-methylaminooct-6-enoyl]-L-2-
aminobutanoyl- -methylglycyl- -methyl-1-leucyl-L-valyl- -methyl-L-
leucyl-L-alanyl-D-alanyl- -methyl-L-leucyl- -methyl-L-leucyl- methyl-L-
valyl-}

m#lk : ITUPAC



W H 4 : v 7rAKRY > MEPC
VIBRARY v A 7 aw Y g B
ciclosporin microemulsion

cyclosporine microemulsion

L& E : OL 27-400 MEPC

n-6. EAA. B4,
s, 58S




m-1.

M

(2)

3)

(4)

(%)

(6)

(N

MELFEMEE

SR - PRI

R

TIE 1

AR (DER) .
BHR. BER

BRiE B AZBE E 2
DERE

Z DD EZRIEE
BV DERE

ZHTFIZBITS
REM

B S DHERR
HERE. EEE

Il. AXhASIZ

B9 S5EE

HEOKRERT, T =1V, A& ) —)LXF=F ) —(95)IZHR s TS
LT, VEFNLZ—TUIRITROT L, KITIEEAERIT R,

v a AR OV

I aARY 1ghEVED

R - 5 ¥
moK F DI B Y Be(mL) H R D25
AR ) —)L <1 RO TV
=% ) —1(95) <1 R8O TIRIT 23
Tt hr=FrU <1 W& TEITOT W
VA== Y WN <1 2D CTERT 090
Wl — F L <1 Fi 6D TE TR0
JxF LT —F )L 1.2 Iy B
N 2.4 Iy B
VAR A = N =R 2.6 BT
TR 9.9 BT
2-7 X)) —)L 18.2 LB T T W
/A= TN aN 63.3 RRTIT L W
~FH 296 Tz
7K 32,000 1EE AT RN
0.1mol/L. ¥if2 31,000 1EEAEET 2
0.1mol/LL KFE&{kF+ KV 30,000 1EEAEET 2N
7 A 56,000 FEAERT N
pH7 R
% R, pH7.00 ) » FetEfEEik wERik . B
i AR e B I RS R e L
RS K0 143°C (B R—AEERYE 5 AlSIEE)
M L7g 0
logP =292 (1-4 7 % / —/)v « KIEER) »
HiYE [a] D @ —185~—193°
(FIEPIHR L= D 0.1g, A ¥ /—/L, 20mL, 100mm)
PRAFSAE PRAFIA B F B B R
= R
wir | wom | sensy | PRTTIIHETTAR
SR 2n
AN w A5 T = 1)
40°C - T5%RH | 6 A ﬁﬁ%*%ég§ﬁ7xi Bl L
T o~ . mxo EEFX Yy S ETT A |
%ﬁgﬁ 50 C 75 A)RH 2 7'\7 ﬂ %Sﬂ#ﬁ R’”ﬁfcﬁ L/
(60507 2) P AL

ARy ORERRRBRYE : RJm T 7 m 2RV ) (128D GRIMRIL A~ kL

WEE, RAED Y U LEEANE)

BRSr DERE : AR 27 mARY ) 12k b (HPLC i)



v-1.

(1) FRDRAH

(2) HFOHNER TR

)

(4)

()

-1

BBIo— K
W DMt
Z 0t

V. ®E|ICE8¥ 5EE

A —Z VNI 10% : #% A A
XA —7/V 10 mg, 25mg. 50mg H 7 &L #jh T LA

FA—F 110 mg B T

PRI N B W 5 iz KxE (%)
s o | BEO~ ARG
el Y YT S R : 8.9mm
i L2 T R B 0 B FF% © 6.7mm
;i%ﬁhkb BRllB0RH EE0.2g
o éo
FA—T )V 25 mg B TN
PR N B W 41 Iz KEE (1)
TR 2 5~
BEEQOIR | 18 6B o BAE 14
Db BB T | ROWT, Q P
LCHRAICE |2 e 0 R i
WD B, RICBOLR S RE U4
50
XA —7/)V 50 mg W7 &L
R N B W 4 % KEE (5)
" o | PR L~ R T
2§2§£§§ R IORIEING) E% 1 21.9mm
Rt | T MR Q %% : 8.5mm
B | VERRICEY B H:0.8g
° R B,

A —Z VN IR 10%
PR - P A~ SR A OR DR T, MMER D O BRI BWRH D,

HTVNVKE (THA & LThed)

FA—F /v 10 mg 7 &/ : NVR10

FA—F /L 25 mg 77/ : NVR 25mg
FA—F L 50 mg 7 7 &/ : NVR 50mg

« XA —F LN K 10% DO EEEE © 168 mm2/ s

(20°C)

- XA —F VNHIK 10% D HE £ 1.0
« FA— TN 10% K% O 72O 558« WU 72 VINE %

By, KEeMx THREEDLR, ITbTNcal L, KHET 2 & imEmE2R
AN TAN

« FA—FVNATR 10% D EITE : £ 1.46
« XA —7/1 10 mg. 25 mg. 50 mg 77BN DORRERE - HARIKEHFOHE

AT D,

BARSANA



-2

KF DR

(1) A GEHERK

(2)

3)

) OEERVEM
#l

AR REO AR

i

XA =T NVHNHK 10% : 1 (50mL) 7 uexRV >y (HRF) 5.0g % 5H

(WH# 1 mL 1> 27 v 2R Y > 100 mg [ZHYS 4 5]
I A =T NM10mgh 7N 1 hTeAF I a AR (HRFE) 1I0mg a2 &8
XA =T N26mgh TN 1A TP AR (HE) 2bmg =58
FA =T NB0mgh TN 1 hTeAF I ARY > (HRFE) 50mg 25 H

& A —F VNI 10%

JUv ) UEiR= AT, FaL SV a—, =X ) — R FF
TF L Ufbke v M, ha T oue—LEEAT D,

O I —F)VH T

JVEv ) UEiR= AT, FaL SV a—, =X ) — R FF
TFLUfbe~Ul, haTvza— L EEFT 5,

Fm. ATBEARKICESFo, UYL, Fub LY a—L, B{kF
v WEEIENEE RV U R U R, KE VYT, ZBbESEEET D,
(ZTFE8RIL 25 mg B BNV DOBRER)

BN BrANA
Y LR

GARBYA

GARBYA



IvV-5.

IV-6.

BAY SAREMEDH

SR

FEREEWE k¥4 e
N-[(4S,5R)-3-Methyl-5-
{(1R, 3E)-1-methylpent-3-enyl}- o, Hie
2-oxooxazolidine-4-carbonyl]-
L-2-aminobutanoyl- N-methyl- Hhe NHGH o] esH

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

cJ

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

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

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:

SV razRY v 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- methyl-L-
leucyl- N-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 AR VA

[{(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- -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

HANDFEEHTIC

BlroREM

& 14— VN IR 10%

LSS PRATAH] JEH A i R

PEIR
o o B L, PRS2 D
= [40C - T5%RH | 6n A | T ZALITTRO AR
iR fhaa7Zxza— 7

TE B
& PEIR
ﬁ ﬁ;;g L b, R 72 %
17| 25C - 60%RH | 364 | 077 ZALITFR D B IR -
S faZxzw—)L =
RIFIEHE « fe 7 AR ()




Iv-10.

BRERUBRRD
Rl

fthFl & DEEE XL
(MEFHEL)

ptanicd

&% ag
() EEABELES -
B SEAEHN
BE - AEICHET S
%35

(2) a%

) FRE=E

)

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

RAFSRM: A7 HEHEH R
PER
o R Bk
e YEix e AL B RS 2B
=% 40°C - 75%RH | 6#x A | AaEEillR EALITR D SN2 o
; =& ) —)L 7.
" farZxzm—)L
i
IERIN
s TR A
% HgwE i B BEE R D
= 25C - 60%RH | 36#» H | ArtEibR EALIZRD N2>
! =y )= 7o
%z faZxzmr—)L
K &
PRAFIZHE : PTP @2k (i 7 /v =7 A7R)
@ I —F VIR 10% 5% D22 ek
- MBI SRR R
BREF 8 HMZITHBWT, A, 128V, 7 e AR UEBEEICRE BB
WD LR T,
- R FA RS

##E (Ecoli, Paeruginosa., S.aureus) K OB @ (Calbicans. A.niger)
ZPERE L, AR ABRET Lz, 2RFHIZICIIFR EARNRO b7, 6 HE%IC
BOWTHAEEOHHIIRE D Lo,

O = — TV H e ILREH%ORENM
WIRBIZZ D BT BARIL LY, REAIOWAEMIZEENTWDEZH ) —)b
NEEFET 5720, RAERECTCPTP oY HE W &,

M L7g 0

MR L

RA—F L h IR

Ta BRI 5E50E L T ey,

AEITHIR O IEZ FIE L=k B KT, I B AFIRORREEIC LY E
RODNCHNE DT D, REITAERBRICESG T 5,

BARANA

2 A= VA HW® 10%:50mL 1k
Xy b (4mL) 1 A, BEMTHEEE (xA—TFVANHKERHA IS
~ FHEEXy FOEWE, & 18 ZFER

F* A —=F010mgh 7 100 77BN (FET VI =2 A PTP)
F* A —=F N25mgh 7N 100 77BN (HET VI =D A PTP)

XA —=F50mgH 7N 100 87N (WiE7T V=7 A PTP)
BEMTIRYEE (XA —FN D TEAEZRMEND T~ 4K) %I[FIRE

EA=RAA

10



4) BHROME

| AIBREEhDEM

. ED

5

A =7 VIR 10%
i TS i
vy b R TrELY PV F—) [ R FLY (ERBY)

XA —7/V 10mg. 25mg. 50mg ¥ 7 &L
PTP :PVC 7 VIR AN, TIIRA L
CHREEEH R L EXy b (ImL)

FokE T4 ATy~ T4V RYR— T RS
AR5 0120-965-101
SEATIER]: H ~4& 9:00~17:45 (HL H B OBiAEAR H 2 B <)

https!//www.novartis.co.jp/about-us/contact-us/mnovartis-direct#ui-id-1=1
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V-1.

v-2.

EER TR

MEE X (IR ICHE
THIE

V. BEICEAT 5IEH

<FXFA—=FSNWHhTtIL, RA—FIILNRARKRLE>
OTEEDIERBHEIZH 1T DS DHNH
BEXNE. M. ORAE. fmisHE. BERRE. NERE

OBREBIBICH 1T DR RIE R VB HE F >33 8 £ i D Il
OR—Fzv bR RERDHDER) . RULTOMDIEFREMESE SR

X BRFARTHRFTITHY . BAETOEETIDOHLEFHEDF
AR IS RABDIERRRIES E S ELIZR D)

OSENUNE (RENL2HD 0%LULIZRAILDH D NITHAMEDS
B) . RAEMEE. EEIRE. BEEETE

OBAETRMEM., FREFHKE
O 70— CERHE HEBREHLIVWERTOS FICEREETTS

a)

O25AEEMBHE MBRBHEDARICEWNT, A704 FHlOKE
AHRT+7. RIFEMERICK YVEBTISE)

O7 FE—MEEX (BIFARTHALMREATONLGVESE)
OB+ S Sk RIS DI

(F235)
DHIIAR AR E O S OGO ) 13 PRS2 W ila <o
EAICIRE STV D,

<FA—FIHARDH>
[ OllismDant (BEETHY. BEBREEORENRRNHDBE)

FA =T (BTN, NAKR) VT4 I=2r (WHIK) OREEXIE
MPIFENTNRR D,
(I1-1. BARROREDHESM)

(BEFRMEM)

5.1 ZWAA RTA VEORFOERESHZIZ, KFNOBG )38 & f] W
SINHBFICEETH L, £, FMRHITARAE G F LRI L
T2 O ET 256 0K NEEMEICOW T, +2 727l
ST L TR WD T, BEDIREE B2 0 DIRE EOF SN EE T
B EHMENDIHERIIOLEESTBH L,

(BH)

HARBMHEEMBZEOSI|AT A R 2016 kil (LT, A4 F) T, &

JEN D HEIEDBE TH > THRIEHRENRDONDFTAN S 254, MmEkED

DSELTIE ST/ MRS 50,000/ w LA FOBEITIT Y 7 v AR v OFH 3 HE

WINTWD, ZNHBRITA ROEFOERESEZIZ, KElORE R EY) &

HIRr SN D BEICHRG SRS L) EEMR L,
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<?~7El TIEREE)
IJEXR/Z TRV CHNSBOGIET D b O ORI FFIE 2 0 R 9 B
B EE ALV CARBRICESUWE 2 R T REICIRD 2 &

(E%EH)
A7 1 —BREGREIC T DR O H —EPERIIRIE R E R LT CAITH Y . %)
RATG RO 2R EST D EREE LD,

(25 HEEHENE)

5.3 AKH| & B THE LIZEROA I SV T AR 2 <A 6T
7200,

(BEH)

ARA 2 EE 7 ) RE AT U 72 BRI SCRR T, AA 2 Bl Tl LIZBR O A 4)
PEIZOWTRZERIRIL & 72 D i 72 <. BIARROBEE (¥ 7Y AR) b5
BT L CRBROEEMIE 21T > 72,

(7 FE—HKEX)
5.4 7\7114’ ROFRIFSC 2 7 1 U I 25 A O BEAFIR IR T 50 72 s
FHIT | BORIEZME D BOSBEREFEO 30%LL L2 M S Z X
%Kﬁ‘éi &o
()
E WA TId. BEATRIR TRUERD A5 AT WR D BE | B 5 WVITFRVR
SE % PE D BB MEREAED 30% L0 LA 5w 2 EAERM A Y b & —MER R EE
IZBWTAADOA PR S e, ARIOBRIKRKNEMN T ZBREL, 2718
/1’ RARFI SO 2 7 v ) D2 RFIEOBEFRR CHRATITHY . 2ol
WRAE 2 5 BB MERE D 30% L L& 56 585 EHICIS W T AAOF
DVENHER ST oD, ARER G- OXIG L 70 % 4 2 BARRIZ R L 7,

OIEFED A

5.5 #EAMGE S v U ARSEIOTEERGRE 7 v 7 ) ARG RIEHIC
BHETBHZ L,

5.6 ®Fitk 7T HUNICEEZBBT 22 ENEE LV,

(FEH)

5.5 AAIOFGxEIE IVIG RIafl i IVIG A Fllp] & % 2 i, AFH
OREXNSEEH R T 5720, EEEZME LT,

5.6 JIEHRZMEIIEEO T A K74 > (2012 H&FThR) Tk, JHNIRE 0%
JEGILIAN~DIGHITE 7 9% B LLNIC IVIG OGNt END Z Ln
LFELWVWEEINTED ., CsA-004 RERICBWTHLR2WIRH S 7%/ H
MW@MHr$%%ﬁ%tbtoxﬁ@ﬂibwﬁﬁﬁﬁﬁﬂ%%%
THID, EEAEME LT,
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V-3. FZERUHA=

(1) RZERUVRAEDHESR

RZERUVAE

Bt BE. BEIAgAsLsaRKRY)VELTIHEI~
12mg/kgZE1H2E CH 1T THROKEL., L&E1A2
mg/kgd DRET B, MiFSIXIHE4~0mg/keF1ZH
EF5H. ERICKYBEERT S,

FF 548 BE. BEIBARALLYORKRY) U ELTIAENS

~16mg/kgxE1B2EIZH T TRAEET %, LIEERA
ICREL. #EBFEIX1BE5~10mg/kgZEHE LT B
M, FERICKYBEEERT S,

DFBHE. FhAEHE.
ZE

BE. BEIARIASLYPARRYELTIAEZEI
~15mg/kgZF1H2EIZHITTRAOKET S, UEER
ICEEL., #EFEXIHE2~6mg/kgZiZHE LT 3
M. ERICEKYBEEBT 5.

UNZEES

BE. Y90RKRYyELT1HE14~16mg/kg %1
B2EIZH T TROKET S, LERBRAICHEL. #
BHEX1BE5~10mg/kgZEE LT HH. ERICEK
YBEERT 5, L. BEBE1 BN VY
ARRY VEFFITERE*EHIBL. RIRATEEE -
F~RIETEDEIHEONCROBEICYYERZ 5,

BB HE

BE. BEIAFANASIYORKRY U ELTIHE6~
12mg/kgZF1B2[EIZ5H 1T TRAKSE L. 3~61 AR
L., TORBRICEELRIET S,

N—FzIzv &
RUZ Do IF%
SMRE S EH

BE. 20X R)ELTIEBEmg/kgZ1B2EZ
SFTROBSFFEKBL. LEI»AEICTIHEHI~2
mg/kgF DOMEBRIFEET 5, HIBFEX1IBAE3~5
mg/keE2E LT HH. ERICKYBEEET 5.

BE. 1HE5mg/kgZ2EBIZH T TREAKRSET 5. )
RAHONBEXTH» AEICIET mg/ked DiBE
L. #EFEFXIBEINg/keZRELT D, BH. ER
[S&YBEEERT 5.

BATRRMAM

EE, U90XRKRYELTIBE6mg/kgx182EH I
D TROEKET S, BH. EFOREICLYER
BRYT 5,

7 0—IEERE

BE., 98RKRYELTCTEEORAEF#T1H2EIC
AFTROKRET S, BH. ERICEYBETEERT
%,
(1) SEEEHE O AEH]
BAIZIXFTBEL. bmg/kgZ18 595, £,
BOBAIZIXIBE2 Sng/ket it 59 5,
(2) AT O4 FIZERMEETTER
BAICIXIBE3Img/kgFx 75T 5, 1=, MR
DGEICIZIBE5mg/kgF %59 %,

EENEEHEN
fiE

BE. YO0RKRY v ELTIHEmg/kgZ1H2EIZ
KHTEROKBET S, MRVHONEGRIFRAIS
HEL. HEEEng/keZRELT D, BH. ERK
[S& YBEEBET 5.

7 FE—MERER

BE. RAIZIZY2O0RKRY & LTIHE3mg/ke %
1820 IFTROKET S, BH. ERIZKYE
HiEET 5,1 HESmg/kgxBZ RN &,

NI s D 2R

BE. vo0XKRY)ELTIHEmg/kgZ1H2EIZ
ST TRASBRZOKRET 5,

HRETEHEIZ1 S
Iz RIS D HI

BAERFHMORAZRUVAEXIERAAEICED
EEAYT S

NI OB ERE DY 7 o AR Y O FERWIMGHRAL TH Y . BRI O/
THITHERE L TV D LTV WEENZ &b | TR - R TR G- 2 Hl

W2 A ERHE LTS,
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(2) AZERUVRAEDRE
R4g - R

7 PR
BREHBRICT, 1. 3 x5 mgkg HOWTFhng 1 H 2N T 48
MG Uiz, AR CH DK EIEE A 2 7 B bR K O i iR &t 2 =
TELRIT, AEOBICEE - T L7223, 1mg/kg/ H#ECTIXE 5B AR O
HAEL L THRBA S EB 26N, BRI TIX, AEFFELLOFEITEA
X, A ERFNCRBLEN ERH T 2 MR Sh, AF L ORERERESET
ERWVERRRAEE R E ZEORBLFEN, smg/kg/ A Camrolz, LEXD,
2 DO T FHEGRER Tl %#mg%&@&gat EL FEE - HE
SO 2~bBmg/kg/ H O CHEFEI 21T 5 £ 5B L0 Aok OVt
ERET LTz, TORE. WTIORBRICE W T HIRRIEEL R 581X 3mg/kg/
H (2.756~3.5 mg/kg/H) TH Y. 3mgkg/H COFMEDRR I, LEMEIZD
WTHREN -T2 D, HEHEZ Smg/kg/H EFXET H I L I13%Y
EHIr L7,

(V-5.HRRAE (3), (WDIESM)

ZDMONREITZNR TIX, AANC L 2 HERERRIZIEM L TE6T, &5
& LT, KBoOREZ LT ITRT,

B, B, BRBAE. N—F = v MR, R, HARER M, R
B, 7 a—BREGERE

WA TEREINTWD XA —F VO RE - FHEZR S ONZEWN T O Ry E) e R
DREFENS, BRANZBWTHLY T 432 R—HEBTRETEEEZ
%htt&’) E N FEAR R IL H AR ANZBIT 5 EEREINERTH DB RE

GoSEJN _;rif L THT 1 2 =2 & OlaER 4 32 L7z,
?5 B ’f’}if ZRAT DR ORI EZINEST DT, o7 a3

kwfﬁf CBAFL TWIZRIBEICOWT, YT g 2 a v LR—HEIC
:%Hé*%ﬁ%ﬁﬁ%imbto
(V-5.BR RS (4 DIHS M)

DA, iR, ERAE
b%ﬁ\%%w\%%%Kow1@%ﬁ@ﬁ@@f@&<\%t@ﬁ%ﬁ%%
EWNTEMT 2 ENKEER -0, BN 2 KRR K CENIZE T 5 1
%ﬁ%%ﬁ$%£@hf&@iwﬁ L&,

/NG

NGBAEIZR T AENTOY 7 o AR ) AEAEEIIRE SN TE 5T (2012
3 ARER) . AMECKEDICE W T HEHAERIZIEFICR LT D0, BIfE
HAEOHBADOZHZ 70 ) AANLY 7 a AR U ~OH) ) #x B3 HE X
TWb, LENR-T, Y7 ARY o~ 0 #i 2 O LBV DML O s fl &
FIEEIZ PRI S AL, TBEORINE & UCER ST,

éﬁﬂiﬁ H M TIE
INFHFBICESE AR INTE Y, ERNIZBW TSR EIERH®DIEICd 2
ﬁ%ﬁ%(%gﬁﬁﬁ%)i%%éhfwﬁwo

é‘FJ@ZE‘e@E&“ 9 B4
NHHGHICES S AR SN TR Y, ERICBWTIIRN—=F = v MRES O
Gl & &5 IR A3 2 B RRRER. (I BEBUERE) 13 ShTun,

FAEARME N (EEOHIRZAFER)
Iwhm/fﬂﬁ®lW%fﬁ&K%Hé*ﬁ—?wﬁ%(EEKEﬁEEK

B BAFNOEGRAIERE) OIERFIT — & Z2 AV CHRERN R O BN & % £
I/‘]Lu.o

W99 0D L)
A FEEIEE (CsA-004 #ER) (CHESZKRINTEY, Wa&ﬁﬁﬁ@%%
SHILTVZRNA, CsA-004 #RER TIIAA 5mg/kg 2. 1 A 2 FNZ43F T 5 AM
RO S, REIOFHER NLEEDPRIESNLIZZ &0 b, FJDEH%‘&U“
MEZHRE LT,
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V-4

RZERUVRAEICHEE
THIE

(GhEELE)

11 HoF 432y (WHEXID 7EL) DB ARANCEI Y #x THR53
%A1, JRAIE LT 1:1 okt (mg/kg/H) TUID#z THRET D
N, vr7uaARY oMmbiEE (AUC, Cmax) 28 EH L CREMWEA%
BT IHIBZENNH DO T, Y0 X AT Tl PR E ORI E & OEE
A (g2 V7=, MES) ZHEENTH & & bICEBEOREE
OBl MWEISCTERSEEARE T L, L, BEO
BltGHE (D TH T o 22 Z2RAT2B0%EE) LvEni
BEZRAL TCWDHEET, —KIICHREMEERNR TS ER->TH
IR AL U CTERRZDIRREIZIE D AlREME D 72 WS CTid, B0 #a x i
OFEEITZ THLEFEOMMGHAEL L, P RE R OEE OREEIC

U CHREEZHETHZ &, [1.8, 16.1.1. 16.1.2 2]

(FEH)

AR T MEIER N AR08 72 b LSS A REL L, B Ok E
TR OEACIZ X 0 fERRZIRREIZHG 2 FIREMER S 2 72D, U0 #a x WF D 3 A4
—INDOERGET, VYo T 432t HETUVHZE24T) X HoEHE L
7o 28, VYo T 4 22 DRINARETHATZEBETIE., o420
HAA =T NMCEI D 2 7oA. M REO ERICEVEWERAN BB T 25%
NWHRHHOT, G0 ZEI% CIHREONE, BAKRE (M7 L7 F=
V. MJES%) | BEOREZBRIIET =) 7 EHEEINCITV., LB
CCHREEZRTTOIMLERD D,

S5, T a2 roEEN THIE - i O#HAEL Y &< MRS
NTHODEAIEL, WINARBEIREBICH D ATREERH D . XA —T L ~DY) Y iz
R DR ARRENSGE S, MPRENRE LS LR T28EBH 5, 2
D=, BHEOYV T A I 2V EHHLTWLEFIZRA —T L1080 iz
EITHOHAIE. A AT 05 EITZ < TH THE - AE) IERESATY
LHMHABEEZREL L, lx 0BRFICBIT 28GR ELZBEERNT D X
YRR A MR LT,
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1.2 RENOB G H Tz > T v 7 74 (trough level) ZHIE L. &5
BARETL 2L, [8.1 3]

7.2.1 EEaBM RS IR 5T 28X, BEREIC X DEIERAOREHE KO
KA ERGIZ X DS ORBEZ o, I REOWNE =B
FEEZIIHERNCATVD, Z20%IF 1 » A 1 EHZICHEL, &5&
EREITHZ L,

1.2.2 X—F = v MNEKOZOMOIEEGMES &) R, wit, BAERR
PEE M, %7 v —VEEE, S5 EEREE, 7 PSR
BEICHEGT DB, BWEAORBRZFG<=H, 1 » A 1 [Bl%H
M REEZHEL, H5EZ2REITD2ZENLEE LV,

7.2.3 2MHO)NFHREE IR ST 58T, FAIE LTS 3 HEIZmH
BEZHNTEL, H5BEEZHAGTL2EN/EELY, [17.1.18 ]

(FRHR)

Y7 a AR Y ORI IIEERN, BRI CEN S Y | i HP R O TG Rk 5k

WZ ED, EMMARIMFREREIC LD HEORENLETH D,

7.2.1 BESBHEEICB W TCIE, BEFHESCEREE R, VAR rokh
HMEICL D ZORE T 7EIZR R D2, & B L 0 IROIEA I3z
MHEEARR 070720, SNSRI H D, —FH., vF7
ERE WA IIIBEEEORERAN BT BZNNH L7120, BHLE%
RN, Z20%E 1 A 1 BlE BRI REZREST S X 0 EE 2R
L,

7.2.2 HOMEHEBETIT, MAPEEO LFIC K 2 BkEESoRIEH R 2 865
THD, EEEMMELTZ,

BIRBICHBT 2 B b7 7% TVI-1-(1). B9 LA 2 h iR | OIES MR
X T UE . KERST A5 ORERRSEATOMFEE, iz T HPLC
1. EIA 5, CLIA ¥, CEDIA ETHIET %,

7.2.3 2O EEF I T 2 EERAE (CsA-004 RER) 2B\ T, &&=
SRS 2N AT RE 72 G PH C i R E L O BT OB S 2 L TR Y, E
FERIZEBWTH CsA-004 RBREFEDOHTEAE T2 Z LN E L & fir
L. JFAE 3 HAICARIOmMY b7 7EEZAE L, R5BEZHET5 2
ENEFELWE, EELAMRE L,

(V-5 REAE (4) 1) OIS

([ 1E)

1.3 3 #ld DT 4 Al OGEmiH 2 MG DR e S A MR IE 21T
IHEIIE, AHOMPR G ERAEIRET 2 Z LR AREREELH
DM, BAHEE ORI L OO S D o e mbilF o - &5 58
FrBE L URGEEHE T L,

(FEH)

IR <, PFHERIORE, BFEOREFEICLY ., HshDy 7 e AR

U>rORITERkA ThoD, ZHRFMRIELZIN L TOLHMiR T, Y7 unARY

YOBRGEEMESRESNLDHE L H L0, WEKRGICIDEEHOEHEKL D

R BRI L DRSO RIFE 2B 7o, 0T 3 ORRECHF KA

EHEBL, BEEZMETO IO EEEHRE L,
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(BEFBRMEMm)

1.4 KENOEEER ORI OWT, BT A FI4 LV EDEFONE
WMESEL L, RDHELNRNEEIIMMOEY) R inRIEE B BT 5
NP

(FEH)

BBHA FTIFBIE~TEIEDOREICL 7 0 AR 2 B 54 505

X 4~5mg/kg/H . RWAFFEIE 3~4 » AMKREG2RA5 Z LaidiianT

W5, ATG ¢TSI 7 axR) a2 6y AL ERETAZ L E &N

TEY, ENEKRR (ETB115E1202 #RAB) (2B W CHIERIEFOTTD

WEREIL 6 » AL BRGNS T2 &b, 8~16 M Z A% LT

HEOREEHIRL, BEIA FT7A VEDRFTOERESE AR ORG-&E

KOG 2 M5 Z &N & B 2, HELAPHEZBIRT 2BE0RE

LR LT,

(7 O—EHEER)

1.5 RAIOHRIT, @, 1~3 » HTHobhb23, 3 » HLU LGRS
LTHERND LN WG AIIIEEEZRIET 52 EREE LU,
Fo. RV BOLNTZHAITIE, TOENHFREFCE 5 HEE THE
TAHZENREE LY,

(FEHE)

I aARY O T a—BREGERHCHT AT, #@E 1~3 5 A TR LI

TWAHMN, X7 —BEMEREOBRREE L TB#MEEOELLRH Y, —FH, v

IJaARY AKX DEWER & LTEEERRESINLTWAIZ EnD, 3 » HLL

FEELTHRENA LN RVEAICIE., B2 EE L TAROKRE 2 d ik

THZENEELWEEZOLND, £72. RV EHALLEHETH, AL

A ER LBEEZRADZENEE L,

1.6 KX OERBNCEIBRERNLE CRINMESERE SN TWAEAIT. #
DHEFFEICAKZ LS D2 &, ERICED . BIBEERLVE A
X EET D8, EMEAEIT O LA ICEAKOEHIT R IET 5 2
L,
(Fifh)
F7a—PIEERETIE, 7 a2R) COMENENS E TICET 1~3 5 Hx
MBI, FNLARNCEIE RERLVE A2 ET D 2 LI L0 IERNET
HZBIFNRD D, T, BIBEERLE LA A BETAESIT Y70 2EY v
DIRP AT THDHEEZLNDIZD, HEEFIEL, 7 RARY O
BEMARETAMNEND D, £, WEOREMGENMRIEIZ /R 2 RN B 5,
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V-5, BREREUE

(1) BERERT—2 /8y 47—

DX
(2) ERPRZFEHAER

(3) RERGEFRFER

(7 FE—ERE#)

1.7 HBEHEITTE SR Y EHRHIC
Fe O Ve oMl &2 ERICAT
NpWGaIid&kbGz i+ 2

w5, AFoFEETIIARME
ZL, 8 AMOBRETHLHENAD
L io 1 FOIREMIREIE 12 #HfH

&
?

DINEBZET 5,
(FRHR)
EW%%ﬁ%txwf\&5%8ﬁifm%%@§<ﬁﬁ%®%mﬂ%$b&
LIEBEFRRICE D oy ba— L fRBRe LUV E CRENUFE L, Ll

— D B TIIR R AR5 T%ét@ﬁﬂ&%%mkﬁifﬁ%bhﬁﬁ
ERDHEENELNDZERDHY %@%ﬁ@_ob\fwﬁu}déﬂto —5.
BEfFIRIRIC L D a2 b — L AfRER LUV E TRENWE LG A1, A4
BHIZXDEWERBBLOY 27 #BFE L, T%&@Dgﬁﬁ@ﬁﬁkﬁm%f
HbD, £, AABEETHLEWERARBEO Y A7 LIEFICLD% 7 4 v b &2l
MEEETRETHDLZ LD, AFOBRGHBOBZE/RL T, AL ZE
SREME LW D IEE A LT,

B D 2D
1.8 A#lz 5 HIEZ B2 THET 2561213, CRP. REMXUEE OIRER
J& LT DMEMEAHERIHWT 5 Z &, $ﬂ%5ﬁ%&5bf%ﬁ%
DRSO DR WE AR L G Ak oY R IBIR 2 RETT
52 &,
(BEH)
CsA-004 FERIZIS W TAA O EGHIMIL 5 HIA & S, ARMEDRFED bl Z
D AFOFREHEIZEA 5 M & T 2008 WETH L, 722l AFD
5 HHOEGIZ L > TH CRP OREMEALC 3 R DG ST, iﬁ@%f@
MF ATy LW SIS AIC, KflE 5 HHZBA TRET 55
CRP RREAEFEDORIE~Y—N— %% XONER &5®%T%MH¢A%T%5 k
MOIER Z M LT,

BARRANA

AN L

7 bE—EEE & - B ERR

TRRIRTIE D BIER ALY N B — PR R BE 2RI, 24 —F /v 1mg/kg
H. 3mg/kg/H XL bmg/kg/ H &=+ 1 H 2, 4 HEEE L2 (KHER
34, 37 LN 34 4T h) , EIEER 27 O 5BMERE) b R AR O 21k
FOWLMEIL, 1mgkg # : —21.4%. 3mg/kg #f : —40.2%. 5mg/kg #f :
—66.7% Cd o7z, MIFEIFHA 27 OEGBALARED b Fof& FFMIE D 2 L H D
PIEiE. 1mg/kg - 10.4%. 3mg/kg #f— 26.1%. 5mg/kg #f— 39.4% CTh -
oo EIEA BRI, 1mgke B : 9.7% (3/31 4) . 3mgkg B : 47.1%
(16/34 4) . bmglkg Bt : 44.1% (15/344) Th -7z, 7=, 3mgkg FEIZH
T FERBEWERNE, FEL (3/344) . WK (2/344) | BUF (2/344) . 54
PENRGIE (2184 44) 728 Thole, AHlE OREREFREZ GE TE R WVERIKRAE
mEEE® (LF 7 v F=2#Em, %) OBIFIL, 1mgke B B,
3mg/kg/ HEFIZEL LT, bmg/kg/ HEECTRo T2,
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(4) 1REEHIEAER

1) AR

1) B
IR SRR 2

PR EE 64 il (FEKE 48 fil. SBIEE 16 #1) 2%, x4 —T v
BT 42RO HET24~52 BB OKES L, Ao - &
BPEERE LT,

1 FEAERITAERE T 94.8%., HAEABT 93.3% THY . 1 FEFRITIVT
1 100% TH o7z, FEHESOSDOFBRITEMRB T 51.1%., FEAEE T 53.3%T
Hotz, BWERIRME LF, BEESTHY, BEREMET X ALP E L
Sy MHREEE LS, miE=a L A7 a—b EFERRO Gz, Hiilchi
AL R BIRFT IR bNT, o T a I a v I TExs2EX
Sy A

gy R5HER Y

VT 2 araRGhORENEBAEEE 11 F (EEFE 8 . FLIKFE 3
Bl) ZRMRI, FA—TNEF T 4 X 2 ER-OME - T 12 B
A5 L, Aok - Zattemst L,

Y1V 2 %S 11 BlEf TBRALTE DA AR D b, BIERIEERESE T
b BRARAEMEREE XL v F =0 bR PR ER SR b
DRI E R DERFT IR T T o4 2 2 v L RERICEH
TEhLBERLN,

BEMICE TR T4 a0EwBELI=well control led BRI LLEEHER 22

P T 4 R 2 THERFEIE T OB BREE 110 B (EKE 62 fil. B 48
Bl & 2QBEZT. A—HEOxRA—I 0% 12 BBREO&ES L, o742
= (Mkpeke ) B L el L7z,
BEEIZBWTAHBZENRD LIV, BIEH & O R A 525 O R E
FEBICABERROLNT, UIVBMIBEIIRRIITOI ZENTEDHLEHE
2 BTz,

2) FFig4E 0
Yz K5

OV T 4 2 2 ARSI SR B £ 7213220 Lig - T AT A A 12 6

RBIZ, XA —FNEY T 4 I 2 E—OME - HET 12 BERD
5L, Aok - atkE s L,
12 BB TRAELIT O A B NRD Sz, BIERAERTIT BUN L
H, miE7 L7 F=r bR/, G K EF5RRD b=, #izlciEs
RAWRITRITRDONT, Yo T4 I a2 ERRICERTEEE 2D
iz,

QBEMWERZEORBICL Y X 70 U ARAOE GG CRIEO H AT EE 8
Bl R RICA A =T N EHERG L2 2 A, BIERIZZE. ER. W20
BOLNTN, o T 4 2 ERRDEBRTTRIRO T, T o
Ra Vv ERERRICEETE S LB BT,
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3) IL#EHE D9

OFA—=FNEF T4 22 OFROBHEBEEEZNRE LSl —HEE
IR LR BR I BT DB 6 & H £ TORGE TIX. EBR LRSS
(ISHLT) OEEHEENETS L — K 3A UL EOHHEISIEHRIL, %4 —T
JVRE 42.6%(80 f41/188 i), V27 4 I = VB 41.7%(80 f1/192 ) Toh -
7o Flo. AFERIIAA—T AL 93.1%175 B1/188 fl), o T 4 I =2
B 92.7% (178 /192 B) T > 7=, BhftZ 6 » H F TIZ 7.1%(27 £51/380 )
OBFENIELE L=, ORIk e (12 #), BriiE@ #1),
MRS B) T - 72, GrEADT —4)

QUBERE 139 HlD 3 FIgHHEE 7 AR v+ THFA4 7V o+ A
TuA R) L DEHNE I, AriEEROSE 21 B 25 [\ (BEYT-
D 0.18 [A) LEkDIBWEE (7 ARY U +RATuaA( R, BEYEZY
0.84 [A]) (ZHAFBUBEE O N A LT, £, 1 FAEFERIT 92%., 3
FEELFERIT 85%., 5 FEEFERIZ 8% THH-T-, —F. EHOZEMEIZ OV
TITPER DIREIEIT A RYYE, MG ORBIR O T 20D 7=,

GEANDT—4)

4) fhifstE 910

O F Al B 73 B ) OVt il 5 58 B DR 131 Bl 5 1 AR
X, ENEN 8T% RN 76%, 2 FAEGFRITZNEIN 8T% KN 73% TH -
77o ABEHIZ 8% (11 B1/131 BNDEEMIET LI=A, Z OJFIKITHBULES
B, DR ), T AL F L ARG ), IR 0 kR 85 30 E
BEREQ B, GBS DHEQ ) Th -7, GrEADT — %)

O i SOI WA RS 44 Hla ATG (Biigfiask 7a 70 v) B (v
IJaARY) o+ THFA T v+ AT A R+ATG) LFEATGH (7o
ARV AT HFFAT Y o+ AT aA R) ([CEELIZE T G L
TR AERIC L D 7 L— R UL LSRG DORIRRIT, ATG B
T 23%(5%1/22 ), FEATG BT 55% (12 151/22 f51]) & ATG #f TH & (p=0.03)
W leinotz, Fim, 1THEKD 2 FAELFRIT ATG BT 68% LT 64%., F
ATG BETIX 7T3% MDY 68% CTh o7z, —F. BAEL ORRYLEH 5V L EM:
JEE DR BRI TR TH 572, ANENDT— %)

5) fERHE W
DR R RE B 476 Bl 1 4, 5 R 10 FAEGFFIT, ThEN
96.5%. 88.9% K WN79.5% Ch-oT=, F7-. BHPED 14, 54K 10 4
EERIL, ENTI 87.9%. 7T8.9% KN 68.4%. BHEE CTiX, ThEth
88.4%. 81.0% K " 63.5% T -7z, Btk DI DO ERJRIRIX, LI
M B2 (46 %) . BRIMIE(16%) . HEMEAEEE(13%) T - 7=,
FFEADT —4)
QW R EE 50 Bl 2 ATG BE (37 0 AR Y L+ T7HFF 47V v+ AT
A R+ATG) &3 ATG B (70 ARY 4T HFA47 Y v+AT0aA
R) (CIEAEZIZEN O AT BRERE L2 0, B 1 A TOBMERIC KT
T AHRAMEMROSIIMAE E 70 < BHEBIIRHT 2 2RI ATG #f
36%(9 B/25 #). FE ATG #f 76%(19 #1/25 %) & ATG Bf CTH E(p<0.01)(Z
Liginotz, FEADT —#)

6) /INEFIE 1219

WA T, MERBAEICE T 52 7 v AR Y OIS OIHHI R
LTS TS,
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7) BEETEHE 10

R ERER

HR RS BB R 51 01 (MfxE T 36 . FEMZER 15 61) Z %5z,
FA—=FNEY T 4 I bE—ORE - BET24EMRRO®RE L, H%
M- eV RR LT,

U0z %Y 51 Blep TEENRRO LIL, ZL— K 2L ED&AM GVHD @
FIEFRIL, MfxEH T 22.8%., FEMHEEH T 26.7% ThH -7, BIEMAIZIME
AL ER, Z2EETHY, BRREFERT T Mg (KT, ygs V7 F
= kH. BUN ERENRBED SN0, Fi-ICMfE & 72 DR ITRED 5
N, s o EEBRICERTE EE X LN,

8) R—Fzxw hfF v
iR 5 ER

IERZ AT D5 _X—F = v MEEE 17 x5z, x4 —7 /v 5 mg/kg/H
(W) 2 1 H 2 BN T 16 BERAO®&RE L, g0k - 22t am
L,

AR AERIE DO P 13X 78.6% (11 Fl/14 BT, F ) DBEIX 71.4%(20 HR/28 HR)
RO bz, BWERIE TR, BRECTHY ., BEREMER X BUN L
Fo i Mg IRTFENRD N, FclcfiE s 72 DR LIER S H i
T T oI ERBRICERATE S EE BN,

Py z B ERER

Yo T4 a2 EHREFOR—F =y MEEE 30 B ERRIZ, xA—T NV E
PoF 42 tE—0ORE - HETI2HEBROKRE L, Bt - 282
Rt Lz,

Bl 2 % OIRFEAERIZ OB 1T 53.83% 16 #1/30 B)IZ. 177D kEIT
26.9% (14 R/52 IR b vz, BWERIXME LR, TH#, ERThHo., i
RRAEIEE X BUN L&, v-GTP EHSENRD S8, Hi-chE e 7
HEEERFTRIIED LNT, T o Ia v ERfRIERTES EEZBN
77

9) H2fE
FiRE 5HER ©

HRERE 20 Bl &SI F A —T v 5 mg/kg/H (WM& E5E) 2 1 H 2 [\
T2 MRS L, Ao - et EmE LT,

FWERAT RIS D 16 #1 T, PASI 2 27 O & 7 5 5 K O O S/ 7
v, &l LEHRUEENREO b, RIWERIXME ERZETH 0 | IR
MRAEMEY X BUN L&, ALP EFZERNRBD LN, Bl lClfEE 72 5
KAFRIZZRD ST, o F o Ia v bR TEEEZE 2N,

Yz xERER 10

Yo T 4 2 2 RGP OGRS 27T Bl 258, 2A—FVEY T 4 3
2V ER—ORE - AETCI2BEBROES L. Aot - a2 i Lz,
Gl 2 %12 27 Bl PAST A2 7IEEY) 20%LL A L, & 5 FEOSEN
BOLNT, BWERIZME ERSETHY . BEREMET IXME s V7 F=
v E&H.. BUN E&H P REE ERSEMRFEO iy, Fi7-ICRE & 72 DR
FTRITFEDLNT, Yoo 3o tRfRICERTE EE2 N,

10) BERRMAN - RIFERE 19
FRREHER

FHAERBME M F 721 3RFERE OB 9 il kt51c, x4 —7 /L 6 mg/kg/H
(WIE5a) 21 B 2 BN C 16 @Rk n&E L, Aot - Zetts K
L7,

BTSSR 5 610 5 5. BAERRMEZ MO 1 41T Minimal response, 77
FEERBED 1 Tl OFEA S E & AR AT ROSENRE D bz, BIfE
Aix%E, FELA%ETHY, BARAEMR T ILMmE Mg KT, LDH LF4%
DRBD BTN, FiolZMEE 2RI RIERO T, o7 I2v
CRRICER T L EZ DT,
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Yz R E5RER

BT 4 R a2 ERETORARBMA N F I ITARFERE OB 19 § & x4
I, XA—FNEY T 42 EE—ORE - HET 8 BREREOEE L,
HWE - BEMZRF LT,

19 BB TV B LY LT 4 2 2 ERIEORRAHR T2 LN TE
oo BWERIZERSETHY . BAMEERTIT LDH ERAETho72h, #r
TICME E 2 BRI RIS bNT, o7 4 I a v LRRRICERHTE S
LEZON,

DHORRYETIILROUKRING DEGRKRRER
OEWNE I /ARG KRS (ETB115E1202 55xR) *©

HAESE L oD ATG ARIEHE DO AR B M AE 265 & L [ENEERRIC
BWT. ATG. 270 2EY LRI/ hayRAZ0 3 Faefhl Lk
B FHRIT70.0% (7610 6)) Thot-, 7ok, FHRITEM (EmIERK
FEOIMERKOS%FE) NMELNT-BEOEG L ERE L,

O@EWNE 0 /MHFEFERE (ETB115E1201 #tBR) '

HREESE DL B2 I/ MEE 80,000/ p L A ATG 169 % 52 1T T 23 ia it
L IEHREXITATGIEENZ T SN2 WHARBERMEE 2R s L
ENEERRBRIZBW T, 7 B ARY V& 5FH0EED 75.0% (6 #1/8 1)
(2 BB 26 W FHZ MK FHI S ROBENRR D bz, k. MK
IS 1SR EofmERIz ks Ui/ ML A3>20,000/L BN SV i/ N5 ifi.
HRFE, ~EZ v B ED>1.56g/dL N (R EAMED 9g/dL KiiD%6) X
VIR M ERER I B O D AR EREAY>100% (% 5-RifE 2 500/mL Al O % E)
IE>500mLEMD 5 5, 1 DLl B3] B0 7-REORIEG EER LT,

11) BEBEXEE - X704 FERMER 70— EEREE 9
CEABHRIR IO —EEREE
iR 5 ER

HEIERE R 7 0 —PIERBEDBE 13 FlexfRiz, x4 —F710%A 1.5
mg/kg/ B, /N2 2.5 mg/kg/H)%Z 1 B 2 BN/ T 24 MR DG L, A%
PE - e ERT LT,

FREEOUEIT 61.5%(8 #/13 F)Ic, AT A FEESFEITMRA 1 64
K EFITRD BT, BWEMIZME EFSTHY . 0K AE R 1
Mg DI TENRD LI, BB E 2 BRI 5,
VT4 2 ERBICERTES EE LN,

Yz HRE5RER

PoT 4 2 2 EREFOERIFRA R 7 o —BREEREEE 18 Fl 2 351,
XA —=TINEY T 42 ER—ORE - HET1 A 2ENIST T 12 #H
o5 L, Ao - ‘et e Lz,

Y10 #a 2 % b R B OBEINTIZRD b oz, BERA MR TG 2
V7 F =V ERENRBD NN, MBS 25 8KRIT LIRS b
P BT EREBIERATE A EE LN,

OXTO4 FiEMR 70— EiEEE

FHRREHER

AT a4 RIEUER 7 0 —BREGE OB 12612 5102, x4 —F /0 (A
3.0 mg/kg/B. /IR 5.0mg/kg/H) % 1 H 2B 1) T 24 MR O#E L,
Bk - etk ERE L,

JREADOUEIL, 58.3%(7 fil/12 F) THRO bz, BERIZZEETHY
AR RAEERTIINE 7 V7 F = ERERBO LR, HicRE s e
HERFTRIZROONT, Yo T s Ia v ERBRICEATE EEZLN
77
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Yy 2 5

VT4 a2 GHORT uA MEFUER 7 v —BIEMEERE 13§12 %
RIT, XA —TNEY T 42 EA—OME - HET 1R 2 BIZSTT
12 WA B G L, Atk - Zet 2 ma L7,

LI 0 # 2 72 O IRE AR IR DR Sz, BUERIZME EF-TH Y | R
MEMRE Z0WE7 L7 F=2 b7, bR EF, UL fE EFDER
OB, BB & AR DERPT RO T T g I a2 L
HRICHERTE D LB 2 60,

12) ZhE—HEEX 20

RANDREIEDT N E— R ERBE ZXHGI, x4 —F/ 3 mgkg/H (2
~5 mg/kg/H) Z 1 H 2 [ENZH T 8 HBRRAKE T2 77 AR L Ok
Bra £l Lz, EEIEERAIT DOR—=ZAT A IS OBLROFEM 2 (R
A —FNEE-T T v AREE. LUTEER) OFBE (95%E X)) 1£—30.8%
(—41.1%~—19.6%) Th V., BEHEHMICHEENRED b (p<0.001,
KHED RNt FRE) o Flo, REBPFHHIAAR 2T ORX—ZX T 1 1D D%k
LOREMZEDEHE (95%F X H) 12 —21.8% (—32.8%~—10.9%) T
b, BEHEHMICEEENRBO LN (p<0.001, REORWtRE) , LAk
X0, XA—=FNABEOT T BRI KRT D8 B HIEE L ORHEE A =27
YGEDRGE S T,

R Bl R=RFLv R=RTAUHLOE(E FACROBRZE

fias o EHELSD. FHELSE. TEHE 95%IEHXE pfA
BiEEAaT

FA=F)VEE 44 540%16.30 —63.0£3.43 —30.3 (—41.1~—19.6) <0.001
TIv Rk 45 51.1£16.13 —32.6+4.18

s AT

FA=TNVEE 44 T42£14.60 —41.4+4.08 —21.8 (—32.8~-109) <0.001
77 REE 45 69.0£12.75 —195%3.71

BIEEAT 4 HEOWKTRL (8- FE (RIE) . 8, &, 55, 58b %8 aiogkas
TLITABME (0-3) THEEME (RoKiE 96)

TIREIHA 2T © 8 h IO (BT HUR) ZEIZ4 BB (0, 1/3, 203, 3/3) ThMk Kk
i 100)
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13) JIIFFEDEME

JINRR OFERGE 7 17 ) > IVIG) A FRIEBE 175 62 xRz, ok
Jua7 ) oOBIRNELSEE T2 ) voROofkgotaiE (IVIG &) &,
IVIG BEDIGHEITINZ T, A —F /L bmg/kg/H (RAIE LT#HE 3 HAD 1
[\ H & GERcft ~ 7 7EE2HE L, 60~200ng/mL % BiE L LG
O ZREE L) & 1 H 2RI/ T 5 HMRO&ET 58 (x4—7
NEE) L OIEEREEGAER (CsA-004 RBR) % FhE L 7=,
HWEMATRIREAEN (FAS) 1% 173 i, ZRMEMATIS4EN (SAF) X 174
Bl Lz, EEFEEE Th D EBREE (CAL) O&UFEIAIEL, IVIG B
? 31.0% (27 H1/87 f5l) =xt L. A —TF/VEEL 14.0% (12 f51/86 i) TH
D, XA —FNETHEIZE) > 7= (Mantel-Haenszel #7E. p=0.0101) .
WIHIRIRBOGE D 5 BB oE &1, IVIG & 13.0% (76154 61]) . *A4
—Z )V 32.4% (23 Bl/71 f5) ThH o7,

BIWERSSHMEE 1T, A —F VB TIE 13.8% (12 B1/87 ) Tdh-o71-, T2
BUWERIX., 2 A —F VRETIIERRZ 3.4% (3 B1/87 ) . KOVIIERE 3.4%
(3 %l/87 ) ThH-7-,

XIVIG # 5O BAERE S0 6 48 RFZ I 37.5°CAR & 2o 721, B
JIIRFR O FEIER DRI & & HITHEA L, MOBBWERBANSTENTH

ST2%E

(%)

CsA-004 FRBRCIL, K EPEHEET N A6 7o dt B <o R R E & OH &R 0
EHAHEWILCR D, *A— T AEGHBE Tt T 7 RE 2R ke
o TIER & DB & - 7203, ML b7 7IRENBE O Z A - kR
ICBWTY, BEELRAIMEORMSCEKRRLEMEDBEITHR I N2>
72o CsA-004 RBRICBIT 5, xA—F NVEEHH (5 BRE) oiff 7~
EHIE & 5 BFHE ORPIZ OV TLLTIZART,

ARSI % 22 fizk D 9 B, B sk THIE TE W iiskiL 6 sk TH Y |
IS ORER CIEFIAEIC X D AR ERE 21TV, R A — T AV EEO#ER
FD 26.4% (23 B1/87 i) NHIHPETH -7, FHRHEE SN 23 Flick
T 5. 1 7 ZRERIEDO D OREERID O JEREROME E TOHK
OWNIRIE, 1 H2360.9% (14 /23 ) . 2 B2 4.3% (1 #1/2361) . 3 H
73 26.1% (641/23%1) . 6 H24.3% (161/2361) . 7 HH 4.3% (11/23
Bl) THotl-, MIEERRA N LR £/-IZAER OEAIEL, BIEOHIER Y
HORIX AT T, BIEEBREOZMHEICHEEE LTIEGNN S - 7=,

#E 3 AEOIMP ~ T 7IRENEOREZ AN HRE 18 4 (LIREHE
10 4, THRMERE 8 4) © 956, AKFOGENFHE SNT-HREIL 4 4
T, WINLRE#BITAETHY ., 5 3 HAD 2 BIHOESEN LS
BRI STz, AFlIOABERE I TON R o lBRE T 144 T, 2
DB ALPFIBETH T,

ek, EFTEEMMEIE, DNEBME, FERGEMES L O IRR Ik 5 iR R
VEEPIZ B WD TS S 41TV L,

5%
4 By P ERTE 75 T ) iE
MBI D EF TR E 2 %5 & Uiz 77 &R sk R ik 20
e RENER EERE 39 Hla I RICT T 1 ARk IR R & S L 72
F. QMG A= 7B bEIR. WAL 7T A9 F)TIE 0.79+3.74
RA LV FOEHESDEML7=DIZxt L, v 7 v AR Y UBE(20 fi) TlX 3.55+
4.68 A ¥ MR L, WEERICH B Z(=0.004) 258D 7=, E-iiT7 T
2 U2 RE (AChR) Buikfiix, #EGRIICH L7 78 HRRETIE 281+
130.8% M L7=DIZxt L, 7 B ARY VBTl 34.8+42.4% DA %38
D, MEERICA B2 (p=0.0) M A b v,

FFEADT — )
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2) BEMHER 53
R EOREHE (BBE. BN 10 £MHARE) 29

BRAEEF 1,323 il (AR 1,055 #i, JEARE 268 ) 2 x5 1985 4F 11
AXY 10 EMICERINTEY 7 e AR O HRGEE T L=, CES#E
MM - F64F) AREBAEEOA1FR % Kaplan-Meier % THiat L7255 3.
Bt 1. 3. 5. 7 KO 10 T, ZNZH 97.9%. 96.5%. 93.9%.
91.7% KN 87.8% Th o1z, T, SEEBBEMOEFERIT, TNEN
95.5%. 92.5%. 91.1%. 89.7% &% 1) 85.4% ChH -7,

BIIVEF T 33.6%(444 1511/1,323 BDIZFRD B v, F72EIVEAITBHEEERF 15.3%
(203 f51l), JFHEREFH 5.4% (72 1)), BEIRIF 4.5%(60 f51l), #Hk 3.7%/(49 1),
%F 3.6%(48 B). BASMIE 2.9%(38 #l), mEILE 2.7%(36 F)ETH 7=,
INSORWERIFY 7 v AR VEGEOZOVBIEEOBRMIZE < | Bk
RefEE ., ®AEMIEIZ DWW TIEL 3 » HAUPBRIZ LA L, 20X 3 » A% B
DI DEBMN I BT,

(5) BFE - RERHER YoT4 220 TRRFBRETTIERIESRSE 29

BT 4 R a2 TR R 2R3 T BB EE 30 Bl & kt5ic, x4 —F 1Y
YT AR avER-ORE - AET1I A 2EROKRSL L, SFEEHME 18
fil & 9% well controlled 2 ¥ 2 FEAZ 7= Lhilge ik ik & F2hiti L 7=,

RN 20 BT AUC & b T ZEOMBEMIC S ENZRD S, BIEMH
DREBURDUZBFIH OBENTRO S hroTz, (o T, FA—F T
T4 2 2 TR R 2/ RTAFICBNT, BBk ERE2HETHZ L
DHER ST,

26



(6) AEEIER

1) FRABRERAE (—i% | BHE"
FEARERE. BE | FhlE
FEARERE. £H YT 4 2 2 NHARAA~DOU Y a2 JEFNCI T D010 # 2 % ORIWERRE
AAELLERE) ( & JEFIFRIT 4.71% (13 §1/276 #1) T, FFEMREERAOEIUIGBD o1z, Yl

ERFERET—2~N— D ZH%OIMF: b7 7EBERED 1 B IES&REEIL 174.10+3.38 mg/H
ARE. HERTER (3.18+0.07 mg/kg/H) 75 165.55+2.78 mg/H (3.00+0.05 mg/kg/H) &
ERBBORNE HEIIKETF L (p<0.001) ., Iz o s b7 7EL AR T L

(p<0.05) 73, AUC, Cmax I[CARBETRO N7, Fiz, YU Hx
JEFNCIIT DB OAEEZER L LI-A431% 99.6% (275 f51/276 #]) T

»HoTz,
; BV #4 2 Hi 81 Y #ax 1%
TH ) X
A R i+ sE) | (THIE - SE)
i b7 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 (HHRIE : Y0 22 A& U] i 2 1% O L)

IDFSHE
FrefE ARG RE (R AICBEd 507
wEeE

75 Gl N LM RIS L S Te, ARIHAE O RIE I BUE G 1L 52.0%
(89175 #l) TH-oT-, KFAEIZKIT 2 ERBMERAOFE & AEE L. &iEX&
O HEREREEN L 9.3% (7 #1) . BAE, 27 L7 F=28m, KOAIm
BRHOD 3% 4.0% (38 fl) Thotz,

A

75 BIRNE MM RIG & STz, BRIMEOREEL, BHEOAF KRR O
FOGFEBURIL & U, A2 EfETIE. T2fl] oftic, FHsBsREs] . 7K
RATBRIER] OZTNZTNOR G bR E S, REBIER S TOBMLO
EEOHIX, EEN 74 HlITHY ., AFEFRIL 98.7% (74/75 ) Th-o
2o THRBRIEG] 46 BlicB W T, £FN 46 #l. £EERIT 100.0%
(46/46 f5l) THY ., [HARBAETBAELERF] 29 FllcWT, E5ED 28 i, £5
RX 96.6% (28/29 #i]) Th -7,

k=2l

FEEME A AER A (BWIEAICBE T 250A)

7oty

91 BN Z MMt & Stz ARFHAEORIEH I BUE®F 1T 48.4%
(44/91 ) ThHoT-, AFWEIZEIT 2 EREMEM & HEIX, HERLOYA b
AHa A )VAMAENS 11.0% (10 #l) . BEEEEES 7.7% (7 #) . &
OFHSRERE Y 5.5% (5 f) Th-o7-,

Ak

91 BINANERHT RIS & Siviz, BMEOEEIL, ATRTL & O SOS 5
BURMLE L. AEMEMENTIZ. T2l oftic, [T—wisEEe] . [TREiaE
JEGI] . KO [AGRETBAIER] OFTNETNOXGRRE Sz, KB
R COAETFOR® L, A£FN 79 FlTHO . AFRIL 86.8% (79/91 #l)
Thot-, [—WIBFEERF] 66 FllCIBWT, AMEN 56 i, E1ERIL 84.8%
(56/66 1) . [RGFIBHEIEGID] 1 NI Uiz, £7-. [AEBITBHEIES ]
24 BlZBWT, AEFEN 23 B, AFERIT 95.8% (23/24) THol-,
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2) AREREMHELTERE
FEDABXIEE

Lf-:RE -
=

(1) Z0fk

AEBOB

BERsAE

R B A (R B3 2 34)

et

5 BINL AT R L Sle, BWERIT 2 BliC 2 fFlE Shi, BILE
BERIE, =2 —F VAT 4 AV T2 UfIR L O TH T,

Azt

5 GIRNANIEMT R & Shvle, ARMEOFRRIE, BRI OFEHE PG 5 8L
WL & Lo AREmdr i, Tepl] ofic, T—&IERER] kOt [ hR
FEGL] OFNENOXGHRRRE STz,

BB S COEFEOHEEIT., £EN 5 HlThoT-, ST 2 #li 2
Rl Stz EBIZRIFSICB W TR 5 #lefl TA% L Tz,
[—WIBHIERF] 4 BB\ T, MRS 2 Bl 2 HdRE S, TRuA
TERUER] 1 IV T, BRSO BULR -T2,

7 RE—HEE R

e AR A (BRI AICB T 254)

e

1,128 BINLRMEMNT G & Sivle, RWERZEBUEGIHIL 23.0% (259 /1,128
ffil) Tholo, RFEIZET D EREEM LRBF L, &mifn+E 37/1,128 i
(8.3%) . EBWK 26/1,128 #il (2.3%) . LW 20/1,128 # (1.8%) . I/t
5 1761 /1,128 B (1.5%) 72 & Tho7T,

Ak
LRVEMATRISIEGI O 9 B 974 BINA MG L Shiz, RFREIZBW
T, A0, HYMEMICE D ARFES BAR L OSIEER O T b ©—MR
J 2% O FLIE FE N ONCFRIR S O HER . & D FEE OBRR ERS E S, Ak
B ORATHI S THFHLEE, UG8, O%E, A2 CUIERMER) | &
b, HIEARRE] @ 5 Bt 6 Xy Cilis iz, MATHRC L2 HE (I
W] LLEOEIE) 1% 90.1% (878/974 i) ThH -7,

T, BB, TeM, BB, ~—F = v MiE, . BAEREER
M, FRIFEREE, 7 v —VREGERE, 2HAEER I EIC W T, Rk
AL X 2 SRR OEIERRBURILL., RIWER OIEIZELHE LT,

(V-8 MIVERH OIEZH)

KRG L UCEM LB, a8, ~—F = v MiE, FBHE, i
KT DHERFRA TS T L, £70, ERHE 1003001 5 (FAK 20 4210 H 8 H
1) 12T, FARRMEREM, ARIFRE, 7 0 —VIEGRIFIZI T 5 HEARR
DEE S, [BEESUTER) RO TRHEBEEOCHE] NEROLBIRD LN
e, AREMFHIBREINT, B, BEBMICKHT 2 FHFHEOERIC
DNTC, TV-5.6)TRFEEH 1)) OmEIZERT L,
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VI. EhEE (T SI1EE

VI-l. EEZHICEEHD | ¢y =a—) A bEEX—
tEYMXIZILEEE /A= R NN
& = DAt D S EE I

VI-2. FEEER

(1) EALZRLL - EAME | OEHERA : & LT THMIE (~ L S—T M R=IRNAY)

& ERFEF

ARV NFEEE LTTHINE (L X—THIR) (kb F—a k-
2 (IL-2) DA NhA VPEAZBETDHZ LICLY, BAREEIMEIER
ZoRT, ZOEAREIZ. YRR UoRT a7 1) v L BEEEREER
L. T MRIEHILD S 7T MREICB W CEREARZE Z2R-L Wby =
2=V VAL, Iy =a—) oMb EET S Z LICk D, <v
Voa— A e B2 —>Z ko THLY gk L AR ERF NFAT O
IR R 2y ORENFBAT AL S, TL-2 ([CREESND VA DA > OpEART
il &5, 2520

IV ma—U oA e d— o raARY NEREE

S~ MHT
T Coana [, 0

CD8O0 (B7-1)
—~ D6 (B7-2)

e B! ca5e
T UCAM-1) CO5S
—— (LFA-2)
T APC (IRERRRRY)
CD4s ‘ — .. R 7——**_'_I
€0152
4) &
[=F3

Cyclosporin A
il =02y

Cyciophilln
CyP A

(C1LA-

T4 -

iy 0o s (om0

[ /
J

NFATQO e
RUBIENS k cHE

AFOE i ¥ Bt

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

Ao
MMNvCA: /

L

AP-1 : Activating protein-1 =i —
- S THIBEEMEIED A B =X L

GalM : Calmodul AILEDY N = . 5
ON - Calaineurin b oo a1 o OFEIC L AT, T MIZEEEN LTFrsrFF—t,
EAG : Eiaiylglycelzrold°)7°/l)b7'Jt’l:l—)b RAKRY =¥ CPLO)EIEMHALL, ZAT7FVNA /v b
yn: fgr/yes related novel gene —NVPDD Y — o F— =R IE D5, FTOME, ML
IP3 : i itol-(1, 4, 5)-triphosphat . X . ° N

et T A ARG R 5.
NFAT : nuclear factor of activated T cells @Ca2+FE FCIFEM b SN2 NVET 2 i, Iy =a—
E}SKEDEOSpEaE?gV:inOSiEO: i‘gig?‘sﬁ hat V@ 7ax=y F AROBZEEEELIES,
e e sl St s ) TS, LM O
PLC 71 : phospho |ipase C¥1 NFAT OfiiaE S 7 == NINFATC)Z i U b L. BN
TCR : T cell Receptor THiRaSZZAIK BATSH® B,

Zap-70 : zeta chain-associated protein 70 @IL-2 BETFARE L. L2 BNEAE SN S
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(2) EMERMITDHHER
RRHE

1.ALYZa—) o4 EER—E LTDER

OINETY 2 ) AMARFEHEI N Y =2 — Y AEWEER (in vitro) 29
a7 4 )= aARY) VRIS ED, ALED 2 ) AREER R T
7 X —VIEEN A I Sz,

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

i3 xox g

&
P =a—Ur (40nM) . HNAET =Yl (80nM)
vrm74 YA (2000M) . 72 AKY L (300nM)

(RBR 5] cAMP KF7 a7 A %> —¥D ROIV T 2=y FO U U ERALENLICBE T 5 A
~9 K (DLDVPIPGRFDRRVSVAAE) Ot U L iK%, 2P ¢7~L L= ATP U
VBB LTEME R E LT, IRV 2V v, = — ) UFEET. £EKE
TIMLTA v Fax—va b, BEEShi 2P 2T hL, v ba—LE 1 &
LIFAR R A 7 7 2 — BRI A E LT,

OhNnv=a—Y %5 Lz T HlBNEREK 7 (NFAT & O NFIL2A) 5MH{b
PHIVER™ (TAg Jurkat M ™, in vitro) 26
Jurkat THIJIC X X I ANy =a—) Oy 7 2=v b Aa 1 &FHEY
TJa=vy b BEBREICHEBL S5 & NFAT & O NFIL2A {58 S 4,
vraARY AKX AEICEIEE R LT,

120 120
i 100: i 100
= = ]
I osed =
o= = 204
7
;;1_ 5o g 60
W 5
%) 4o
’ (%)
20 0 PES —o— pyj5
—e— N l—— o~
o - Y 0
o1 1 10 100 1900 [ | 1 10 100 1,000
v rARD Y (hg/nl) > ARY 2 (ng/al)
—O0— pBJS(RH A~y #— : HH)
—e— (N (pBJ5-CNA B tFpBI5-CNBZ TAz Jurkeat#RIC o F TR 7 4R LA, )
*
NFAT-SX /N IL-2 e — X —iEn
NFIL2A-SX CWT NH YRR T 7 B—ED L R—Z—BIET

TAg Jurkat iz SV40 7=V THIR TREEWNZ h T A7 =7 h LIzt b THRA MR~
A ¥ Jurkat O FEAHNI
pBJ5-CNA, pBJ5-CNB: FAI ALY =a— U Oy 72=v N A, | BRI ¥—
(FEBHIE] V7 AR FETTAA ) <AV ROPMAIC L > TR L., W7 v b Uk
A7 7 HZ—BIEMEZEERIEIC L0 BRGE L,
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2.1) DINER~D1ER
O~ bV =R LD, U BREEAEMHIE R
1) ERERImE, FI P ROT U VT iABRIIHIEH

(= v AEHIBE, in vitro) 27

~ AR E 2 8 > A (Con A) THIE L, sH-FIY>, 3H-V
VYV OB ABRDEELE 7 0 AR Y > 30 ng/mL &K 1 u g/mL EE CH
FFLTRESR. 7 o AR AR BRI Y A 2 )i L 72,
2) U L REREATEINEIER (= U 2 A, in vitro)

Con A L3 7 mARY VEFERFICEM LSS, 7 AR 37y
VOREREEFEMGIER 278 L7223, A 50% 0] 35 12id 6 BRI AN o i
VETHY, 24 BHHBUBETIIIZEAEZOER IR N> T-, —
Ji. YU T I E Y RTIRE RS RN W THIFIER IR O v h

>77,

Q4 v —uA X2 (IL-2) FEOVA A »EAMTER

O1L-2 FEAEMEIER (= v AHINE, in vitro) 29

v/ AKRY > 0.1pgmL LLEORET, EET A P815)HNKIZ LS, IL-2
FEA T HERL O FE A BN S A7z,

VI BRARY VRE IL-27E 4T (log10 maintenance titre)
(1 g/mL) VI BaARY xR
3.0 <0.3 1.3
1.0 <0.3 1.4
0.1 <0.3 1.4
0.01 1.1 1.3

O1L-2 FEAMEER (=7 A, ex vivo) 29

7 uARY CEROKGERE Uiz~ o 2 g S o8 L2 ) v oRERO R
RIZSH-FI VU 2L, ZOWMVAHLEND IL-2TEHEEZRIELIZEZ A,
HEIRGFIZT IV UV ABENBDY L, 7 v ARY A2 K5 IL-2 FEEARN

HITEANTED iz,
(DPM) E77: S8 (AU - -7 h)
14000 Y7z
12000 I meantS.E.
10000 —% * 1p<0.01
8000 % . *% 1 p<0.001
% () =B
6000 /
4000 %
2000 é -
i}

B 100mg/ke 50mg/ke  10mg/kg
(11) (12) 1) (11)

@IV =T I 63 2 SR A3 /E

1) TR, BMIEEIC KZTER (v AHIIE. in vitro)
I ARY AITHF ATV oReae F oL By EIRKIC T Hjasy
B 2 B L7

= Wy w= gyt Bl ™ *

(u g/mL) (#nii %) (B %)
LB ARY 0.1 83 17
TYFATY 0.1 44 39
EN R 0.01 48 57

*THIABEAN X, EH~ v AR+ = ) VA
B, X— N~ 2+ VAR Y v B T4 REHAWE,
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2) ~ =T MR OBRAIIHIEA (v h—k Y U RERIRAEE. in vitro) 30
FREW), FERF RV 7 L o MR (LI & DISREEE Y R Bkoi%E
IR, 7 2R Y (0.064, 1.0, 2.5ug/mL) FETFTTHAEICKEL
Rizn7e (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
. BEETILADER (/in vivo)
B (vaF, 4AX) \F (UX) 0 (F7%) Ll () o i (A4
X)L AX) L NEBE (4 X) RUOERE (VX Zv b)) BREET L
BT, FEBHEA OEEWRM T 2 I ETFHROERE ST bz,
72, BHiEMICE T 5, BRAXNEERICOFH (73 F) ROBEESR
(Zv b)) BEDLNT,

P wem ik 1 B womo® 2
[ FE R A A ] vraARY v AFBEOFIEIX, JEEGRETIIIRIICK LY 7 B AR Y Vi
25 mg/kg TIZ43ALLEEZR L, AEAREENRED N, (p<0.001)
I 5 RE(=23)., (im.) Flo, VI ARY G B OBEBEOMICITAEEEITRED
7YX 3D | H OB Mn=26)% SRR ot
SHRE LiZv 7 m A
AU U EEM=22) & D
g
[FAEEBREICBT | v7axFY v A AE H B O B IR 5 RE D8 B ICxt L. 5 mg/kg/ H UL L# 5.
e B ARKIFICONT 2.5.10, Tz Zn21H, 28H, 31H LR L, /2, v 7
D] 20 mg/kg RY L ORGHEPIETS & REWBIERRGZ R LTz,
(p.o.)
# A 5 REm=9). o | RO
2 m/kghEm=5). SAHIHIA EEHEC T
i 5 mg/kghf(n=4), IR HRE 7~9 8
4% 3 | 10 mg/kght®m=T), L7 uZRY - 2 mglkg A 7~18 9
20 mg/kght(n=6) v r7uARY Y 5 mglkg H 16~30 21
7 m 2R Y 210 mg/kg/ H 16~75 28
L m 2R Y 220 mg/kg/ H 24~53 31
[[FIFE R Ait] TrmARY v BREHTH. 140 R O21H O SICI T 5 ITHEEEIT. AR S
20 mg/kg BE, THFAT Y URHICHANY 7 0 AR ) TR T BRI
I 5 (n=2) I O (p.o.) iz, £, MR G REMER L QLA RIS, MEEENIC LA
i THEF ATV R LFICH > 27 1 AR Y RETIROIETR® Dhas o7z,
=9 &ML L | 7THYFATY
% A X 3 vrmARY R 4~6 mg/kg Sl Al AR SR H B
(n=9) & » kil (p.o.) P Gt 10, 12 11
Wi Wb vraARY CEERE 6~125 37.7
iv.—p.o. THFATY %GR 5~45 16.9 ¥
* p<0.05

32



EZi

5 hfE AR FE 55 R K - ik B & S
[IFF L ] vraARY v v 7 AR ARSI R bERD B 0 | AORETIE—
FEBE 5 HE(M=20), 15 mg(i.m.) B LB mifER 2 RS o Tz,
v ARY 0, E e
2. 4 0 [ & 5 B 25 mg(.m.)HE i S Il Al A AF BBk il
m=5), ¥Z7rARY IR 5 6
e Vil G M=6), | TYFATY -
THFATY v+ A 5 mg/kg w7 ARY 15 mglkg 29
FLTFL =1 (0\ 2. 45&5)
R 5 (=6). AF LTV = . TN
B | 7w | FHFrTU s | ny 6@7%\;;%)/25 mefke >68
SHE= T aRAs 5 mg/kg -
DV S T R A £ THFATY o+ 6
- (n=5), Y7 ukAT7 | v r/uaKRAT 73 AFNT L R=vrrv
7 2 NFE K (Asta | FFEEAE N -
036.5122) i i % 4- 5 mg/kg TYFATY ~+ \ 6
VI BRAT 7 I REEER 5.5
[1R 0 B OV il B THFESY s« JRIRFREAE O 3B TR 151X AE A7 H 573144 B CThH o 7223, o
Hi] 2 mg/kg (s.c.) BT AT L, AERPT L TIX, DB UDIROZAEIER I
- LA + 7 AR Z L, fERSORICRRT 2 BEEITR O Doz,
N e 51 Mn=6). 25 mg/kg (i.m.)
L vImaARY U+ T 14 A0 B E SIE A LR
PFFATV OB | UBEIZY 7 v AR i D=IA V| FE G 5,6,7,8,21,27
Jiti P 3 | (n=6) U 25 mg/kg (i.m.) . e VImAR )+ 66* T.,671, 711,
% - L SR HA T A & L BN gy 122%,124*,>263
: sru AR Ak
i ;;ﬁ73if;¥%ﬁ§ e LBt T ;;”;;U;:’ 144%,>218,>254
(n=3) UL LA T RIS K AR
(R iR 4] VI BRARY v AATF BB R HRAEIIHER O S Ml fiE D20 ICx L, 71X
17 mg/kg (p.o.) RY VHEMBETI3SH, 7YF A7) UPFRABETI94H LR L
v u AR H 50 A A Too UL UZEFIIR, EHE OGO S BRI SORE IS DU T B
#(n=6) DB I3 BA% 125 H | BRI CEIGRO Dotz
Jiti SruARY T T
% X 36 PFAT Y ORI 7 mg/kg|ZH SPE P Al AFHE AEAF B 3o g fiE
" (n=6) B AR v 19~ >359 135
] THFATY raARY AT Y
2 malkg FodT Yo 7 P a5~ 732 194
(p.o.)
14H M
1= AR RS A ] rmARY v B MAEHERE B 3o R i LI G HE D4 B Ik L, 18mglkg
18 mg/kg(p.o.) PE#ZSHETIEIZENENI8H, 55 H EAERIEEN/RD LN
JiE At R EE (n=5) F0x 77
e 5 (n=5) 25mg/kg(p.o.) Fio, AFAEOPIEE, ERGREO13H K L18mg/kghk 5-
THFAETY o+ BET36H LIER L, 25me/kgft 5RE CTIE85H L AEICER LTz,
» L k=Y OB L R=ynm
B @="7) 1.5mg/kg(p.o.) PR EW BR[| A7 A O
% gz |YZmARY - H ¥ gl i
18mg/kghf(n=5) THFATY At PR <1 13
Fill xRy v 3 mg/kg G 4 13
25mg/kght(n=10) T4 FE7 V47V =) ey 9 23
YJuAk J/18mglkg 18* 36
Vynak ) /25mglkg 55% * 85% *

*p<0.05, **p<0.01
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EZi

5 hfE AR FE Beh g 1R - #H e 53 i S
[[R1FeE /) e At T ARY v AN K O O % 5B COALF BEITIER GRED A X2kl LT
FEBE 5 RE(=25) 25mg/kg (im.) FEICEL, 39T203, 221, 432BMATF L, RO&LEREE
B ARY 1% Atk G ILR LI & ZAAGFRARO T REICEBE AT R o1
h 25mg/kg/ H AN K | 25mg/kg (p.o.) 28, 4L LA ORREME IR DR SR T EICE N T2,
5 O 0 5 7E(n=25) I PR
£ %39 B ARY EJe SIE P A 17 BB fE
2 25mglkg/ AR AL | v 7u 2Ky FEH 5k 12.5+4.6
i (=17 25mg/kg (p.o.) Ly AR UHANEOR OB 103.8+39.4%
L aARY UROBGRE 30.4+7.6
*p<0.05
(B xtfE ERIG | Y7 aARY v 40 B OAEFERIIEFEBEEED10%ICx Ly 7 o AR Y R
(GVHR) TBh%h ] 10 mg/kg 44% T, 100B L EDOAELFT L 7 0 2R Y VEORITHED BH
= (i.m.) T2 FZ BFEMICGVHRORIER S > 7 m AR VEEIZX
TR PR BE 28 H ] D 80% LA_E7 5 25% A 12w LT,
i | MR % AR
e | 77T | e HpihE 77 B
RIS 7 v AR CsE L bR 6.8H
picH U HRE, [RIFE RS Aot PR 15H
H B HAE T o kg v ARY G RE 40H
(B 7 g £ S I ARY v a ARY IS L7-GVHRZ I L. EFEHBE2ERE L
(GVHR)IB#EZH] 10 mg/kg 77
20 mg/kg
AL iy r 7Y N
% &5_ L. (ﬁﬁﬁj%% (mg/kg) ;5( (@ﬁéﬂﬁ) 0)‘439%1@
v b o | BRE I B 5 59 xR 31
% 10 10 | #H13-38 83
- 20*(10) 19 f#H13-38 70
20 16 5 H13-90 80
50 18 3 H13-38 83
*13-16 H £ T20 mg/kg/ H T, 17HLI#% 1310 merkg/ HIZH T 7=,
4 BOREKREICHITHEEER
OR—F = v Mi ; EBRAIE CREMET Rulidk (EAU) ~OFEF (F > k) 0
MR EMEPUR (SPUR) (Lo TEIEEZ NS EAUICBWT, Y7 Xx
AU 10 mgkg # A GIZXL Y 7 RUERKIZERICHEIE ST,
SHFS e Lewis 7 v RIS T 57 v AR Y OMFEITER
vrmARY v JRERAT A U L NERRE AR AT+
hE,/H Ro¥k | 7 F v R GEO | HREAFHER SHUH FUAA
(mg/kg) B % (%) | F& EEx2 (10 2 g/mL) (3 1 g/mL)
*f TR 22 100 3.3 14.8+4.5 9.6+ 2.9 1: 1,000
0.5 8 100 3.6 19.5+t3.2 27.9%+ 6.3%*3 | 1: 2,750
5.0 8 25 2.5 18.2£t4.2 48.5+18.6*3 | 1 : 1,100
10.0 12 0 0 2.8+0.8 4.7+ 1.6 1:1,208
40.0%9 12 0 0 2.0*x1.0 99+ 2.6 1:1,830

*1) REFEERLS.E.

*2) BEEDT RUER DB HURD I D1

*3) IHRFEICH L Tp<0.05

) v a AR Y CEEIESHURGET B RIS, 5 SN TWAAERDREKGIET—V L)
NETHIEOFER TH D, Enzyme linked immunoassay (2 & A HIEX6EEDMIE DL TH D,

QWifiE ; ALl ~OBEHER (EEREREBHEX — K~ 7 X)
SO~ A (7 m AR CIERE) TiE, sk, RLINE, ALFAEE
72 O ORMBRFT AR SN, Y7 AR > (5 £721F 20
mg/kg, ip.. 1HM) BEGRETIE, ZREOMBSEIIREE R IR0 o7z,
T, BMIEEEETAZL LY v AR Y VBT~ DS B R
FHL-E A, BERAMMITIZS 7 g ZARY FESEN OFETEN R S 4L,
v a AR CREBEIZACIIRICSE LEERAT 2 2 E03RIg S iz,
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(3) FRARBRHE-FK
B

OFARNEMEE M ;
HARBEMEE M EEFREIRIC L VBN Le T U 2Ry v— o i3 M bk
MNED in vitro \ZB T daa=—FkEMEI L, > Z7aAXAFRY NI T Y
VRERY m— 2 K B a v =— TR 2 R L7s, 4D

@Ox 7 v —RREGERE ; L GBM BRETA~DOEH (T v k) 2
PURERIASLECHE (B GBM) HiiAE 512 X W ER L2 BRETVIZE VT,
vr7uAKRY Y (25, 10, 20 mgkg) ZHMEERS 1 H%Z LD 10 HERD
G U-mE R, RPEAZE, R NAGHEM, iE= 1L A7 o0 —/1Ez K
Tag, BiEoMMBI AerdEI Yz, ZOEMTANLEKY 7 2=y D%
BRI OINHIE N HUAREAEDOIHNC K 5 Z EAVURIB I TV,

*NAG : N-TtEFN-p-7rapI=F—+F

OHFIEM M S)IE ; BIEDEDIEEBRET L~DIEH (7> k) 9
Torpedo californicus (3~ 7 E LT A) OREBHRENLOHB LT TV
2V %R (AChR) #%fE L CIER L - BIEMBEEET VT v MO
L. AR RE, RSB %,. K ONBIGRERFC Y 7 g AR Y v &k
ICREREN S G L2 R. WIThoBEICB W TYH, FERGREE i L T
Torpedo californicus AChR $itfk (BFE % 7 EITxtT 5508 LUHLT v
N AChR #Ui& (B CHUE) O Jifliixmd L,

®7 FE—MRER ; 7T FE—MRIERET LA~OER (w7 R) 49
AHZET FE—PEEERET Vv T A (NC/Nga vV R) IZfEA#EE L2k
BRICEBWT, SRR TRERA T PAEEREMEEZ R L, £z, £
D FEAT Bh R Tk BRE & belie 3~ 2 & KB G- CIRE 2 7= T m 23580 B4
7o RERALAR SR CIIXFREE & I L CREZ O UD A - BB OREFRE
DL TREThH o7z,

TR ; S EkRR L
FrivehRi] 5 XA &R L
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VI. EMEIEICEET HHEE

VI-1. mAREO#R

(1) BRLAEMG L ZE2iNeE
i iR E fEAESOG KON GVHD 2l 2720, E72, v 7 v AR Y > ORIER & 8

FToHOE, mhRE (K7 7E%) 23E L, EUekEEE2REST D
ENEETH D, BAERRIRREIE, Biilka O, mR51E (OFHEEA
B, MR OWEGES) | IGRE, B OREBETRAR D,

L JERRRTREDLY)
TICEWEARB O, 7 aAR) O N7 7EONENEETH D,

<BE FZRBO T ZEICET HIEHR >
N F oy | PREARIHIE, 200ng/mLABA R L SIC L, R
SR & & 5 [ WO VT 2561F, EROBRIEEZ 22D L
- 150ng/mLAMA VL IIZTDHIENEFE LV,
(12 fi k7 7{E13200 ng/mLE B2 72\ &, »
HRIRRER 2 B O IR DI &b fif
SNELUTEHRAE IR S BAE b T 7 1L 150~ 250
ng/mL% A% L35, HENREHICOIE 256121
200 ng/mLEB X 72N ENREFE LU,
%ﬂ,ﬂ;ﬁm%miﬁé&)\ 1~2% AL L TRHRMH
s — \ BLLZ2WGAIX, M7 7{E150ng/mL% 8 2 72\ Vi
FTRCIEGW | pcmimmsT 5. £, 62 AL LERT A BA
£, 100 ng/mLLTIZT5Z &,
KRR 2 B O HRBR A DI &b b
SELUTEHREEI T 7S BAEE T 7{E1£200 ng/mL%
Bz2WEHICilfi+5 2 &, 2, MHEFEHCE
W CIE150ng/mLAE 2 /22 &, 46)
7 hE—ERER kN Z 713200 ng/mL&#E 2 72\ 2 &, 4D
FHI S LTS5 3 HolE &G ERICm T ~ 5
IR 7 TEAEHIE L, 60~200ng/mL% HiE L L CHEE
ZRETLZENEF LY, 1

HARNRMEHZ M

e By B §755 M )

(2) BRERRBRTHERE SN | 1) D€ LEBBMEEEICRIT 2 EyHhe

f-RE (T4 a0 o AL—"—1EIC LD HEGRBR) 49
AL BHRE DL E LT 18 BIOBBMEE XA —T NV e v aHkhb L
CEH#F 58 90.83 mg) . &l 7 xR ViEEZ RIA I X 0 HlE
Lz, ¥7 v AR AREOFEHERIL, 5 1.1 FEf%ZIZ 979 ng/mL ©
e MR E (Cmax) 7, #4512 K12 65 ng/mL @ HAK i H i % (Cmin)
LT,
FA=TNEV T 4 2 2 OMPEREHESE KLY dose normalized L 723K
WENRE R T A — X B WRIZTR LTz (A= T NV #E 1~1.5 Kiff#Icmf
7 a AR PEENK 1,850 ng/mL F T EA L7 1 HE, BYUEDIREIZ
FAWEERIE v 7 a AR o EOEMMEERORENRE 2 N0, ]
KIIABHTHD) .
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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 E 500 -
0 4]
[} :
B S %EE (hr) Fe5#EFR (hr)
RTRA—H XA =T PrF4Iav A= (%)
AUCo12m/Dose 34.4+11.14 99.4+14.19 22.7+20.8
(ng-hr/mL/mg)
Cmax/Dose 11.00+2.944 8.61+4.701 45.647.9
(ng/mL/mg)
Cmin/Dose 0.749+0.427 0.701+0.420 8.84+17.0
(ng/mL/mg)
Tmax 1.1+0.21 1.6+1.57 -12.9+31.0
(hr)

FHE+S.D.
BILR(%)=100X (XA =T V=P T4 322)] BT 432

(3) &t BAEMmARRE (b7 7E%) ofiIX, EE, BEFE (PFREAD | 1HEH
fil, BEOREEIZEV AL, RMICLFRENSWVIEE, Bk ES
DIENELSRDZ ERMBENTWVNS,

4) BE - AEOEE | AFopE

OHNENT —H 50

TEEER AN BT 24 B, A =T H 7 &L 180 mg KOV > F 4 2 20h

7L 300 mg & ZEMERFE 71T R (960 keal : fEN 54.4 g B AH) HiEI#

5L, &fyr7axR) JEELY RIAEBCEIVELEZ, YT a3z
IXERIZLE Y AUCo4sne 23559 36% 801 L. Tmax 258 2 fF4EE L7223,

F A —F )L TliE AUCo-shr DFEEITH) 15% A L= DD, Tmax 135 E

BAEN IR, o T 4 2 2R TEFEOREN NS ERED LR

7o LA DHERS M ORWEhRE T A — & & FRlloR LTz,

ng/ml/mg) AF—F0 ng/ /e P FAiar
i A T
Al g5q | —o— EfFR 5 & i i —o— RS
Ly —— HEEY Ly —— By
wy 40 T T =21 wr 40 | A n=24
7 =
=z 30 Z 3.0
¥ &
1 20 U 20
2 10 a
1.
& B 10
00 L I 1 I i e "'y O-o N N e
0 2 4 6 8 1012 14 16 18 20 22 24 0 2 4 6 8 1012 14 16 18 20 22 24
B 5 2hFE (hr) BE#EFE (hr)
bailhizd FA—T )V T4 Iav
BEHEEM ZE G IR B ZALE(%) ZE NG IR 2% AL (%)
AUCo-ssnr(ng- hr/mL) 3,5614878 | 2,981+865 -15.2 3,07621099 | 4,174+993 35.7
Cmax (ng/mL) 1,011+192 | 759+237 -24.9 645+248 653+266 1.2
Tmax (hr) 1.5+0.4 1.8+0.7 20.0 2.5+0.9 4.8+1.8 92.0
Ty (hr) 8.5+3.6 7.4+3.1 -12.9 6.91t2.9 8.31+2.8 20.3

P+ S.D.
ZEAE=R(%)=100X (ffk—ZENERE) /228

QL —TTIN—YTa—RERHALEEE, MPRENEFHT L LEOHREN
H5, (IVI-7. HHE/ERH] OEER)
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M

(2)

)

(4)

(%)

(6)

M

(2)

FEYIRE SRR
INT A=A

AT ik
MRk A 328 FEE 3E 30

HREEEH

VTSR

&
3t
b}
il

Z Db

BEME (KEal—
ay) R

R A A
NS A= EHER

R AR

AR L
AR L

SNEANT — % : R A 24 #1400 mg & HEFE CEHEE=S.D.)
a :0.46=%=0.11 hr!
B :0.083£0.018 hrt
- VH IR
Ty a:1.60%£0.35 hr
T2 B:8.781£2.29 hr () ASAT 4 A 77— kNG

SAEINT — & fdEFHER A 24 H1IZ 400 mg & HiE#& 5 CEEIfE£S.D.)
60.7£13.0 L-hr!
(VT 4 A2 77 —<tENEEH

SAEINT — &« fERERLA 24 11 400 mg % HilE# 5 (FHE+S.D.)
38268 L
(/3T g A 7 7 =< IER

LR L

WL - BB YEA R
WaltEER - IBHFIREBR D BZ T L A LT R, 59

INAFTT_XAZE)T 4

SAEIANT — % (R A 12 61lc> 7 v AR Y > 1.5 mglkg Z§HE. Fi2id x4
—Z )V 5 mglkg & a5, 1P ERIE : HPLC ¥%) 50

M NSA AT XA ZE VT 4 2 38210%

BE T > b

SH-v 7 v ARV U EREOEE LEZEOMBANSHAIXITRICRTEBY TH
2o
RO&5%, T, Blig, fE. BRSO TEWIBELZ R LT,

HeZ > MBS 3H-v 7 v AR U > 30 megkg & 1 5%OMBEN DA (F
fE)

(n=3)
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(1) % — R B P @

(2) mi&— AR EE

k3

3) Fit~DBITH

(4) BEBR~DBITH

i3

o ¢ (hr) 9 4 8 24 96
il % | 0.060 +0.042 | 0.096 +0.032 | 0.087 + 0.027 | 0.074 +0.030 | 0.005 + 0.001
il 5% | 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
b .1 0.009+0.007 | 0.025+0.013 | 0.031 +0.008 | 0.083 +0.049 | 0.046 + 0.006
¥ B E {K ] 0.014+0.009 | 0.051+0.030 | 0.046 +0.023 | 0.127 + 0.077 | 0.029 + 0.004
it B | 0.042 +0.031 | 0.085+ 0.048 | 0.075+0.040 | 0.074 £ 0.053 | 0.005 + 0.001
53 J& | 0.037+0.024 | 0.114 + 0.055 | 0.090 + 0.026 | 0.213 +0.101 | 0.045 + 0.004
APPSR | 0.050 £0.035 | 0.231+0.133 | 0.344 + 0.220 | 1.022 +0.747 | 0.062 + 0.019
oL fig | 0.155+0.102 | 0.251+0.101 | 0.195+0.070 | 0.208 = 0.135 | 0.013 + 0.003
Jia % | 0.043+0.028 | 0.129+0.066 | 0.131 +0.043 | 0.401 + 0.231 | 0.047 + 0.004
i ik | 0.233+0.162 | 0.506 + 0.245 | 0.518 + 0.216 | 0.394 +0.173 | 0.058 + 0.014
ook R [ 0.260+£0.172 | 0.562 + 0.254 | 0.448 +0.149 | 0.525 + 0.308 | 0.045 + 0.006
B i | 0.175+0.116 | 0.448+0.224 | 0.383+0.122 | 0.372+0.270 | 0.035 + 0.006
U > 3% it | 0.081+0.058 | 0.249+0.122 | 0.240 +0.079 | 0.425 + 0.221 | 0.032 + 0.007
ME K R | 0.186+0.133 | 0.455+ 0.274 | 0.397 +0.164 | 0.468 £ 0.230 | 0.046 + 0.011
Jiii M@ 0.292 +0.183 | 0.550 = 0.233 | 0.535+0.182 | 0.495 + 0.240 | 0.028 + 0.004
il 0.338+0.225 | 0.597 +0.253 | 0.568 +0.269 | 0.580 + 0.338 | 0.041 + 0.008
5 ﬂﬁ 0.351+0.212 | 0.656 + 0.268 | 0.552 + 0.166 | 0.519 + 0.341 | 0.048 + 0.006
fii 0.216+0.130 | 0.379+0.167 | 0.373 £0.116 | 0.311 + 0.182 | 0.021 + 0.004
i i | 0.529 +0.295 | 0.963 + 0.404 | 0.803 + 0.226 | 0.598 +0.335 | 0.074 + 0.006
H B F * * * * 0.137 + 0.051
* o ERR L (CE¥IfE+S.D.)

KHAL 1 FIZEME L LT lgleoid,

Liz< vy,

(RPN B AL P S A 0D P AR (S

ERE. H#EZ >~ b 30 mglkg @Iﬁlﬁilﬂ&ff

Th-oT,

BAT4 %,

SEANT =% (BBHEE)

AR 325 mg % 4tk 20 FREfE] AT
DA (fE) &

FLHEA T30 1 glTHI S T 5,

(VT 4 A 77 —<tNEED

REBIRICHRH S LD, ) 59

BWT, Mgz

IRROEE Lt
D7 aARY SEEE RIA EICLY /ﬁ'J/E L7zhE 5,

BE AP B 1A

t%&oﬁi

T@/yﬁr#*ﬁﬂjéﬂﬁo e, A% 1 EBETCIEEAERERELF O o D7\‘l‘
) //’ITZ‘}_‘_‘ i*ﬁlﬂjgﬁﬁ‘U\‘Ff&)ot_o

SHI[ = /EIJEH#FEE (/711?% M N R

(EUKE’@W T&"’é—?"ﬁ@%&]@ﬂ#ﬁaﬂ) MY U//}lj‘z}_;
REAEMMm () 220K¢ [ 1% 55 ng/mL
BV AR M (i) 48IRF[E] 1% 14 ng/mL
FK 8P H % 234 ng/mL
AT I (1fiy%) 20RF[H] 1% 57 ng/mL
ik 205 385 ng/mL
REFL 22/F[H % 16 ng/mL

fitiz b, & FCThadzm

BAT9 5,
CREZiN

BT, 150 mg F 5K

[ELAT

WT 57 LRSI TS 139-14D

6. 9RFHZEORA 7 o AR

VIR 3 R ISR EEE R L 330~57o ng/mL O#iPH CHERS L7, 50

BATLIZ< U,
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(5) ZDDBEHBE~DH
7%

(6) MBPEQKEE

VI-6. {tit

(1 E:%CEHMTL&UREM%

NEANT—H (in vitro) 52
BHy&mzf)/@&%mmgmm%%m&ﬁbt%% R I ER
HIMERHFIZH 15% 23D iAE L, R0 ITMmEPIZRO bz,

(279 50%.

ML ~DY 7 r AR Y v D5A (%)
5w A i 5
e | ek
o U 3 <ER TER
SH-v97 )/ (ng/ml) VR |
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

SNENT —H (in vitro) 52
90%LL

sSH-v 7 m ARV > (25~500 ng/mL. in vitro) %ﬁw@ﬁiijﬂﬁ 145y
B CIL ) RE A LA 65%2NEE Ly 4 80%0N 7 VT I Do i

LA LTV,
MAERL S ~D 7 a AR > ONF (%)
BH-Vy(H AV R 500 250 100 50 25
ng/mL)
UVREH 71 64 66 64 65
o> i e 2 25 34 31 32 32
R« E& LTHTITONS 2, /M THIRE 5,
FRBHRES « E72EWiX, M1, M9, M4N ZTh 5,
M4N59 M1 M1C9

A A
4,.ND 1:CH 9:0H
MB9 Mic
F A
6:0H 1; ether formation
reduction double bond

4, ND
4:0H
1:c8
v 4
M4aN

Mag M1A




CH, /H
b

H o, W R AL AL L I 4 1
N A T"’ M1 1-eta M17
Ilcn, CH, \LI:H/ ) CIH, i " e, ?u, Mic 1-eta;1-epsilon cyclized Mi18
CHy— N -CH— CO— N——CH—— N——CH — (0 —N—CH—C— N—CH, M4N N-desmethylated in position 4 M21
L Lo L | A ~
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 Hti ! g 3 N—CH; M49 4-gamma,9-gamma M10
o L L oL L‘ M4N9 4-N-desmethylated,9-gamma Mi13
“"i*‘_“"_m_‘l’”_"_m_‘f”_'f e M69 6-gamma,9-gamma M16
W H Ot o o M £ M1c9 1-eta,1-epsilon cyclized,9-gamma M26
cu){cu o & 4 " M4N69 4-N-desmethylated,6-gamma, M9
’ T 9-gamma
o I I 2 3 MI1A 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 4

(2) RICEET BEEHR| 5 27 o—A P-450 3A %
(CYPE) O F
B, 5%

(3) MELEBEHREDEE | YIRLREEEEZIT D,
RUFDEE

(4) RE¥YOFEEDEE | NEANT—F (in vitro) 57
RUGEMLE., FELE | AHEHOM19. M1c9. M4N9, M1. M9, Mlc. M4AN)DHIEM L, —&k Y

B PNERBIIIEEER . TR U NERBIIISERER K OV~ A b Y L HIEER I 5 TR
L72e RV RERBMERERIZEBWT, K27 a3 AR x5 i,
M1 & M9 T0.16. 0.14 TH-o7=LIF, 3T 010 LA FTH o7z,
VI-7.  HEi IR 2 I LR A~HE S NS,

SAEINT —Z 59
SH-v 7 v AR Y > 300 mg Z#fRAHE Lz & &, 96 K% O R B FIEE
TRGED 6% Th-o T,
DL, KREMKIZ01%E DTN THY, EFERHWIT M1 2 1.1%. Mlc
X 0.5% ThH-o7,
5% W T—4% (T b, 4X)
SH-v 7 ARY ek h Lz b &, 96 R o #E P HEIE 1T 67.6~
76.3% & @< . RHEHEIEEIT 5.0~10.4% & V7o Tz,

SH-v 27 a ARV VEHEHORF, FH~DdEitE

. Py 7 % preTR
Begaths | WORL | once) | BRIRCR) | WER | BRERCR) | R %)
7 vk 10 5.0 96 67.6 96 72.6
% ] A 30 6.9 96 76.3 96 83.2
4 X 10 10.4 96 75.5 96 86.5

(VLT 4 A 77 —<tNEERH

SENT —H
sSH-v 7 v AR Y > 300 mg #fEAEE Uiz & &, JRPBEBIEIEL, 24 FEE
EFTIZZED 6%t s, (96 FFHfEZ 100% & L7256

(ST 4 A 77 —<tENEEH

VI-8. FSUARKR—R—IZ| 4 EERL
B9 51ER
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VI-9. BRFICKHBRER | EFEEN - —HRERETICBATT 208 M P RED 10% F T, K ETiEkRE
BIIFEAVEEBETEORETH T EORERH D, 60

MIEBNT  1EE A EBREI N,

< SMENT— % 6D

ERE 4BlCy 7 B AR Y 2 100~200mg 2 1 H 3[E#& G L& 2 A,
BN HOL 7 a AR L OIMF 7 )T T A CHEBREITIAR LN
7.

Fm. BT L > THREENT-DITEGED 1%L T Tho1-,

ELEE MBREDR - %9 B e L

VI-10. BHEDNDEEZHIT S| 1) Vo T 4 I 2 MIRINARREZRTBBIMBEE ICRBIT 2 Rp#Ehe 20
BE (T o2 arbDsa At —/S—EIZ X5 HRGER)

YT 4 a2 OMHPREIZFEERENKE < BIRBEIRHRE ST
Do BT 4 L 2 VRIUR B &Rl SN BB R 20 Bl kA —T v T
BAEEE L, 2P 7 AR CREA RIA EICL 0 HE LIRSS, &
YT 4 X 2 THLNTAR L R EHERE S IS, WA RICK S &
biLdBE N %EL, AUCO-12hr XU Cmax D EHEIIE AV T 4 I 2
(AR L9 5 RO 2.7 fFICHN L7z, £72. M7 7fEE AUC OFEBEMEIT*
F—=INREIZLVSE LT,

KRULA B 5] - dose normalized AUC1-5he 28 10 ng-hr/mL/mg LA T % S5 %k
Y & U CIEBIRR RS THIE

{ng/mL) —5 N (ng/mL} VELT 2
1500 - HA=7 1500 PoTAay
m fil
P iy
= b
7 mo | 7 1000
S .
® ;
5 2
B oo} i
£

BEEeE (hr)

RS A—H FA—=F PoF 43Iy ZALHE(%)
AUCo-12n/Dose 32.9+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)
SEHIfE£S.D.

ZAEHR%)=100X R A—F V=P T 1 Iar)/ $rT1lav
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2) WEmEE (O E)

SNENT — X

TFERAL N L FAEEE 5 61c, THERM (B2 L) E2iX
T FEHMHAH RS Y) OFRGTTRA—TI NI TV ETITY T
427300 mg G L, 2l 7 v AR REL RIA 15
WWEVWHIE L, o T 4 2 2 TIEHEHEERIC LY. AUCo1om. Cmax
DI 2 K 4 I L7,

—Ji. FA—=F N TIEEHERIC L D AUCo19m. Cmax O FHIEITSE 4 £
1.21%, 0.9 fBOE#Z R L, T 4 I 2 AT~V X 2RI D
AN DI LR LT,

FF—F)L (n=2) YT 422 (n=3)
5 — IV IV
STATT | pedae x| IS 0+ ﬁf/“f WEPFOEG 7 L* | IO 2 0 &(f/“)*
AUCozur 3,183%690 3,735+2,223 17.3 297108 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) 3.300.42 2.13+0.07 -35.5 3.050.05 3.33+1.53 9.2
SEHfE+S.D.

OTEEBR T T
ZALFR(%)=100x  (I-tfad v — IS 72 L) 7 BEvHiE e L

() ARAVT 4 A 77—~ NG

VI-11. Z0fth
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VII-1.

VII-2.

VI. £t (FRALDOIEF) BT SHEE

Z2ERNREZTDOER

ZEENBEZTDER

— D

H

[EERBHEICE T E5AFOHREF. RENFIEREIRUBEEEDEEICHE

BLTWAEMXIZZNDIREDNDE ETITS 2 &,

1.2 7FrE—MEBRIZBITH2AXRFDREX, 7 FE—MHREXRDAERICHE
BLTWAEMNDE LT, BEAXIZTOREICEDIERVEREEZFTO
oL, BEL-ILEHBELELTEREZMBI S E, [9.7.1
2]

1.3 RFNEH T4 32y (NARXITHTEIL) EEYEMICRZETIEHAE
L N AMFTFRLSEYFAHNALELTVADT, YoT43Ia0hb
AFNZPPYHEZ BEIZIE, 00K >omdEE (AUC, Cmax) @
FRICKZRIEADHRBISEET S L, 2. ERETOYYIRZK
ZIE, HoT4 20N BEEFERLEVWKSICTERHE, FETD
o TRBYUT A VEARBREE OEMENL ETITS 2 L,
—h. BB T AT a0ADYYBRZIZTONTIE, 9 BRKRY
VOMBPEENETTEHIEMNHENDT, RAELTHUIYVBRZZThE
W&, HICBEREETIE., AETRICE > TERRIEAKET 55 %
& s, [7.1. 8.2, 16.1.1, 16.1.2 Z:H]

1.
1.

(fiEt)
1.1 JEERBIIIBROEHENEE TH Y | AmrrboMEEEL L 2 L

W%, Ho T, S IHINRIEIZ BT 2 MR ek & B OB+
DIREREFFOEMO b & TITON DL ER DD,

1.2 7 FE—MEERICBT DA OEGIX., BEFRETCHDRDIENRE LN

FLORWIEZ FE O B RERERID 30%LL LIZ K SEIEDBE x5 L7
D72 AR 7R BE IR nTRE T H oy R RBBIE 21T W5 T b E— S
ROGHITKHEE LIZEMOS &L TITOoN D 2L BLETHY . £2, KHO
AR ERIEZ BE I L OFB Rt L, L2 L 2L
T2 b TREGZBRMTOMER DD Z b, BEDOHARELT,

1.3 XA =TI NIV T 4 I 2V LRIy E BT LA TH D08, AT

WHEIN TWATEDNRA T T XA TV T o mA LTS, 20728,
P T4 L2 DERE =TV VX D56, o T 4 2 COWIRHR
REThoTmBRETIEYZ7aARY o iEE (AUC., Cmax) 2 E5H
L. BMERARRBATIHIBZENRH D720, +OREBNLETH D, F1-.
YT 422V TRIFIHEFF SN TV AEE, 34— ~DYI 0 iz |2 &
DA SO RENIEAT DA REMHIXGE T ez, UIV#zichiz>T
ITRHCEE DL R Z LD BEOHEEZRE LT,

BT 4200 THIEROHE] 2B & THERF L TV 2 838130
INARRIRETH D AREMERH VD . FA—T L ~DY) 0 #1212 X0 RIXA Bk
ENREIN, MPRENE L LR IT28F8H5, 20D, GHE
DY T4 a2V EZFEHALTCOWDLREICRA—T VO #2217 5 A
1. XA —INVOEEENY VT 4 I 20 0ORE5EEE RIS R2WVWE S EEMN
VETh B,

—F. RA—FANEY T 4 I 2 UV AR, I EENMET
LTHERBIZZRDZBZNARDH VD | FRICBAMEE CIXHEESS BB 5 A
BEMENRD D720, R0 EELRWEEEBRWTHEET D X ) EE A L7,

*

EE (ROEFIZEHEBEELAWNI E)

AHND RT3 LI BUE OBEERE O & 5 B

Zrual) LA GHAIZRS)  EXRRZF B ARRET R

oA, TVAXL Y, TAFTTLENL, RX=FLENA, FI77T7L

B, N7 4 7T — M EEERORF[10.1 2]

2.3 g ixBRicEEOH HEHE T, areFrz2zRATOEE[9.2,
9.3, 10.2 &[]

2.4 AU FUERER L0 L[10.1 2]

N — i+

2.
2.
2.

(fRsn)
21V T 4 L a2 HREICKDEE., BEEOBRBUEROBRENHD, 20 K&

DIRMPREDH D BB ICAA =T NERE LIZGE. HOMERDFEIT 5 AThE
HRH 5,
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MEE X (IR IZBE
THIEELEDER

BEARUH=ICHE
T E5IEEZFDER

22 #7mLA v ruaARY T a ) AR FRICEDREEESET
17— 2 P450 3A4(CYP3ADIZ X W REF SN D72, BiAfbtic X v Az
FIREN EAT MRS L, £/o, #70) ARITIET 7R AR &
MPLOBWERNHE SN TWD 72D, PRI X 0 BIVER D HEE X 45 e
N 5D,

EARARF Y MARZEAF L o a AR L L EXANRA T 1
RAZF o OB LD 2D OIEAN O MRS R Ui & O S
HAHED, FHICE Y EZAARZ T a ANRRAEF L OFIVERRBSEE N
HEANL7- 0 . RE R S O EE R REIWERA N T 2 AlRetEn H 5.

R v r7az2R) Ry 2o EOHICEZY R Z oDl
BRENZISICEF LEZEO0MERDH D0, fFHICL VR 2 o ORIVER
FESEE NN D RN 5, 2, WAIOFHICEY Y7 e AR o~
DI HFRE K 50% K T L2 L OFERH 5,

TURAFLY V7 BRARY T IURFLUEOEHICEY T Z2F 1L
® Cmax 7389 2.5 5, AUC 3 55 EH L7 o@EDRH 5,
TAFTTVLEN : VIO AR) VOFET =4 v TV AR—F—fLEIC L
D, TAFT T L ELOEFOIFBOALRZHEI S, 7 AT 7 L EALDIBERS)
YN U WA S oy gW/AY SR

NR=TF LN, FIVTLEN I aRR) VOFT =42 T AR
— X —MAFEICLY ., T DEFNOHFBOAZLDIH S, s Ol iR E
NERATLIBZENLH D,

R T4 TT7—=h VI BARV OFHT =42 b T AR—F— KO
YEEZETF b 7 v — 24 P450 BA(CYP3AHEIC LY, "~T7 4T F7— D
mHRERS EHTEEEZXLND,
23MFIIRHTH LA, a/LeF o ALY Ao MmpEEN FE1
BV, T, Ao P HEEAMREERHICEY 2 ve FromPRE
NEFL, e FoOERANERTIEENEH D,

2.4 VI-7T. MHEAEA (1) PR L 208 E OHESM

(V. {BIRICET2HA) 22052 &,

(V. {BRICET2HA) 22052 &,
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VI-5.

ERGEXRIEIREE
£ DHEH

8 EELEKRMIE

(Ghee @)

8.1 KA EHED Y 7 0 2R Y OWIUTEEICLVBEAERHDLOT, I
HE FE OO i OV A O BIVE R I ONC I FR B DR\ A OFEHE RO O FE 5
BT, BEORBIIG U LB EZRET 2 2 &, [7.2 3]

8.2 RKIMDHY T 4 Iar~DUIVHZIZ, RAlEH T 4122 (WA
WX H 7)) BDAEWFERIZRETIZZRNWZ &by 7 r ARY o
MARENMETTA2BZNRH A0, 20X 580z 1IFHIE L
THbRNWZ &, RUEETU B2 28541, MR E O E & 4
IZAT9 &L bICBEOREL B L, LEIDSC TR EZRET
HZ &, [1.3. 16.1.1, 16.1.2 B[]

8.3 AFNIV T 4 =2y (WHIEXIIH 7)) L AERFENICEZE TITAR
2 FT_AF VT4 nmELTEBY, 7 axARY v EHEN
R THLMPREICEND DD, AKFEY T 4 2 =2 U ERFFICHW
HZ L3S 2k, [16.1.1. 16.1.2 2]

8.4 %% - it - EMSREMEELORWERANK Z 2 Z 03B 5 DT, HENZHHEE R

H (MEREREE, 7v7F =2, BUN, vU,rer, AST. ALT. 7

RT—F, RRE%) 275k, BEOREE+QICBIRTLZ L,

[11.1.1.11.1.2, 11.1.7 /]

JRYYE OB+ ET 522 &, [11.1.4 /]

o IElAl & O3 2581, BEOREIMHIC L 0 RIS

D R B Y CORERAEO RN H DD T, FoEET LS

&, [10.2. 11.1.11 ]

8.7 AHIOPEHIZ L 0 I ERLE LRI EORENTTRETH S0, &l
BEE R NVE CHIOBIERORBUZOW T H 5] &S B2 +01217 9
Nl

8.8 MELFENHOLNDZ LNHY ., rIWiPtEsE IV MIEREGERE, /& i E
IEICED Z EnHHO T, EMMICIERE 21TV, MEEARZH 5
NG EIIE, BIEANREEZAT O 7o Sl 2@ 2175 2 &, [11.1.3
2]

8.9 K~/ XU AMIEIZ LY PR REENH LLONDZ ERHDHD
T, FFICBMEERIIME~ 7 R U MECEREL, v~ 722 7 LMETR
HONTEGRICIE~Y IR U AEHET 5728, WU RLELZIT) 2
L,

(R—F v bR

8.10 MR —F = v MFAELR (B, JEL THENREE, BT, SR
JEIR ., EARPEE. BN 25E) OB R UTEANME SN TVWDHOD
THEELTHEAL, Bz 0854252 &, [9.1.7, 11.1.12 ]

(%7 O—EEERE)

8. 11 KM REM A (/v 7 F =, BUN%) OLBIEETDHZ &,

(7 FE—HEEXR)

8.12 VU HIEIRZ APET 2 Z £ D D08, WX AKICIHET 20 EED
WEICL VKT S, BEOREZTHNCEEL, AFICL->TT b
VR R NS E SN BIC ) CEIEEN R L WA EAL. B
PEY L SIEDOBRAZE O DA E BT 52 ENEE LV,

8. 13 JHENE B M~ L ARG 1T, AFI T GANCEE L TR ZENEEL

&
o o

Y,

(fign)

81 v 7 uARU OMHFEEITREDFESCEFONRE, FHKOFESED
BN TEEL, TLERFICL2BMAELAOND Z D, BIFEM., 1
KIEOREE T+ 57078 AR >0 R 7fEEEL, &55
FIHET AMERD D,
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8.2

8.3

8.4

8.5

8.6

8.7

8.8

8.9

RA=TNEY T 4 X 2 FEMFERICRFE T RN, x4 —F L
MEF T 4 I 2~ Z D56, IPREMMET L THERRICR
LBENDD D, FFIC, BREE TIXMPERE O TIC X v HEM#RIS 35
B D aREMENH DT, XA =T NNREH T 4 22 ~DOY D #Z
BETHRETHDH, LL, RO/ TUVRIAPBEL - THE1T,
10 A 2 & i h R EERNE 2 BEIRNICAT UV B ORI 2 A0 Il LIk
HGRzMET L2 L, (V-1 BERNELZORBE | OHEMR)

AA—=TNEV T 4 L 2 NIEWFERNICRETIE RS, Y2 AKRY v
EHEEN FURATHLMPRENERDAREERHD, v I/aRAKRY v
DHEFEFRED 22 A —FNVERFZY T I 2 Iz THRELES
Ay MFEREN EREMS T T2 Al 8EER B 0 | BIVER OSSO 3
Bi7p COMBEEZAT D AREMEN & D 7o OiEE 2 LT,

VIR ARY COEGIZED B T - PEEREREES O ERKZ2RIER O
BRHONTND, 20D, 3A—FNVOEEIZH > TTHENTEEK
Az FEm L, BEORELZ HICBIE L ETEREFERRD SNZHEIC
X, 24 =T NVOBEF TR O IE7: PO R EEITO 2k,

( TVII-8. (DEKXZ2EIWEH & FIHER ] OEZMH)

7 a AR AT X D REIE T CIEME E T AV AR LT
<, MigH B VITRIIES O BERERIEZ BRI T 8T R H D5, £
7o BEICREYE IR L TWAEE. ZOMEREZ S HIZEL S 5 ATgetk
NHDHT-OEEEBRE LT,

( TVII-8. (DEXRZEIER & IR ] DESMR)

fh DG INHIA] & GFH L7235 A, B OGN X 0 B A B YE 23 5
WLV, EB VA NVAEDERE T AV ATEGE L, Vo NEREAETD
AREMEN D D, D7, RIEIEIFIOZH O IE 0 R EE S LB T
H5,

( TVIl-8. (DEKRZEINER & WIHER ] OTEEMR)

BERAEICBT 27 n AR YOS s LRSS Tid, BIBRERLVE
EIOBEEBITHIRERC AR, 7 AR Y UOFHBECHRL TR Y, Y
SE S & O T-RIVEH OFEBURE &tk § 5 L RIRED, 7 v AR Y AR
DIFPRRIEMHA A A B, LasL, GBI ECE AR /VE Al O IVERIEK
RROND AR H D720, BISHEBIET OLEND D, 6269

AFNOFEHAZ I 0 Al % BB RERE GERE, o I MERKE 5 0 AR R
RENRHATDHIZ N D, TOERO—DL LTMELEANREZ LT
WHDOT, EMRICIIEREZITV, BEN L ONGAITIE, BEAE
5.7 CHEYIIMLE 24T O MENDH DT, R AN LT,

( TVI-8. (DEKZ2EIWER & FIHHER ) O

ARENOE G LD PIEMREREENREIRT 22 LB H L0, TOHERNO—
DL LTES 7RV Y AMIENRBZEALN TN D, FICBMEERIT~ 7 2
ULADEMIIEE L, £o, K 7RV AMUERZ DTG BT T
FT U LEAiFE T DM EOWYRILEZ1T O MERH DT, EE iR
L7, ( TVI-8. (DEARZRENER & AR ) DHESM)

810 X—F = v MEIZBWT, Vo7 4 2 2HRE LEBICHRER—FT = v

NREER (B, BN, 1EEhREE, BN, MEMROMEAEIR, BAkREE
BEGAMIIE 2248) DB RETITE(NL LI OMERH D Z LD, 24—
FTIAZEBWT G [RBRICER 2l L7,

( TVI-8. (DEKZ2EIWER & FIHHER ) OEHZR)
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811 R 7 u—PIEBEROHARKE L L TEBEDEA NS, £/, 71X
RV CEDEWERH E L TEBRENRRO LN TS, o T, FRICEHEE
B (7L 7F =, BUN %) OoZ#EcEEL, HEICE=XV 7
THZENMETH D,

8.12 7 ME—MEERBEHEIZEBW T, RENY THEBEED R EED O GGk
Rel/ah, UL HIEIEZMED Z LR H D0 F I ARICHE AT 50 EH
DUGEIZ LI VR T AN, AFNC L > TT FE—MREANLE SN
WU O REREIR N ER B L CW A AR, AR A FE L CEME Y OB
W EAT O LEND D20, EEEME LT,

8.13 7 M —MERFEREH TN TIE, KA THRRED R E ) b B IR
SiE & U CTHAMA ARG KD R VKERRBEEROHGT R KEIC X
DACYEMENRINZ 2 G0 2 Z &N % < 2637 FE—MRER
DEALRFIZH 22> TV Do AFIEG I 2 b DREGUEN RO b
BT AT O BN H 5720, EEZWE LT,
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VI-6. BHEDNDEREZHIT S
BEICHYT IR

(1) AHHE - BEEZFD
HdEE

I HENEREAT VBEICHT HIE
9.1 GHHE - IEBEFDOHDEE
9.1 1 EEEEE D H D EH

EMSEEN B LT D BZENNRH 5,

0.1.25MEFENESE
MED L5 L OSERDBEALBHRE SN TV D,

9. 1.3REEDHLHEE
SPEIHNC L0 RYYENELT OB ZENNH D,

D1 AEHEERIIZOBREEOH S EE
FEIHIC L 0 T IR T BENAN D 5,

9.1.5 PWAEEZ SO RIINBREEZDPDOESE
[10.2 ]

9 1.6 FRIMILRT Y TDESE
JFHSEER B ERLIF R VA N A~ — I —DFE=H ) 75175 70 &, BAF
RTA N ADOFIEMALS C FLAT 28 O B O 5 LRER DR BUIEE T 5
b, ENRAI RS SN B AFR VANV ATY U T OEREIZEBD
T, BAFR A VAOFEEGICE DR RNO OIS Z ENH D,
72, HBs FURRMED BT\ T, iAo 58614 12 B AU
TANADFIERALIZ XD REZRIE LTZEFMNHE SN TND, &
7o, CEFR A NAF ¥ U T OEBFIZEBWT, Al o5 5B bh 1k
12 CHRIFR DAL A LND Z ERH D,

9.1.7T#HBA—F v MNROEE
B LS 2SR n i s a5 ExRE, ELRVWZ L, [8.10 &

]

(fiFsL)

9.1.1~9.1.3
MEEREARNERE] KO TRIER ) OIS L2 FHT, %475
BENZRMER B O LD IZOIEEIZR G T 20ENHDH Z Linb,
ARIEIC b Rl LIEE 2 Mkl L7,

9.1.4 BEMEEFIZZFOBEFROS D EF IR A—T N2 RET DA, B
FOREEREEIMET U, EEEESETEZIERT 280085 5
72, AT HEEIIIEEICERGTOIVLERD D,

9.1.5 [HHEAEM) OBEICRENH L2 HET, %4 T 5HBEIIIRERERO
FEIED 7= DICEBIZRET HIMLENH DL Z LD, REICHIEH LIEE
Ml U7z,

9.1.6 fEMHIFIAE G Sz B REIFR Y AL 2 (HBV) X U7 ORBEEIZE
WT, HBV OFIEMAIC L AR ZIE LICEFMR#RE I N WD, —
J7C. HBs HURFEMED BEFIZB WV TR sl Fl 5% 1 HBV OFEMHAL
WCEAPHRERIELIZEORELH D, 26D ik, MK
G2 XY HBV BREEME L BRFRZRELZbDLEEZL LN TS,
F7-. C BFR T AN A (HCV) Fx U T ORFITBWT, S
O EEIE%IZ C BUFR BB LIIER N RE I N TS, 207D,
HRETANAX Y U T OREICAKZHE ST 51T, FEEREMSC
HFROANAST—D—DFE=H U T EITHIRE, FRORBIE « B
K9 DR AW LT,

( TVI-8.(DEKZEIWER & FIHER ] OEEM)

9.1.7 MR —F = v MEREICBWT, T 4 2 2 02 &E LBk
NR—F v MNRIEIRNEBAL LI OHERDH LD T, KR LR E25R
WEHIMT SN DGR ERE, BELRVWE D, EEEME L,

( TVI-8. (D EKZ2EIWEH & FIHHER | OEZR)
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(3) AFRElEERE

4) kJEREEHI HE

(5) 4EE

(6) =FLim

9.2 BHrEEE EE
MEENETIBZENRNL L0, HEICKRET S L, £/2. 3L
b F U ERAFROBREIITERS LI &, [2.3. 10.2 2HE]

(i)
TEEZREARRER) KO TRIMEM) OBICRENH 5 FHT, LT84
CIZRIMER B OB L DT OITEEICR G T H0ENRHDH 2 Lb, AHIZ
bRCHE LIERE 2 L7z,

9.3 FTHLREEE B E
JFESRE DN AL L, AR O H D WITHH A~ HEt 8N BIE+ 5 B
NHdHI-D, MEWCHREGTDHZE, /2, 2L F U 2RAFTOREFIC
TG L2 &, [2.3, 10.2 ]

(fift)

MBI SARRERE ] KO TRWEM ] OISR H 5 FHT, ZU T 588
(ZIXREER RO D72 DITEHEICR G T LB R H L Z &b, KHIZ
b RCH LIEE 2 W L7z,

B RPN

9.5 44w
TEAR SUFAEIR LTS W REME D & % PRI 1R L O A TS e Rt &
EFD W Sh o GAICOREET L2 L, BHER (T v ) T
FIGAER. Elo. HEMOREELETHHRESNATVD, b N ThEE
WY D 2 ENHESNTND 19, IRPICAAZ 5 Sl kikic ks
W, RELOR~ORE (IKHAERE, ZXTF) ORERDH D,

(fiFL)
I aARY AR, B (T v b)) OATERBAERBERRICEWNT, 15
mg/kg # 5 CHEE, BEEMOMRIEOETHM, 25 mg/kg &5 THE (L=
HRRHE) BNlEINn W5, (TIX-2. B4 AEFRERER ) OEZMR)
ek, HERIZE T B 0 7 BEGRBR L SEHE S ATV R0 S, B RS
TR - HEZFET2BE T, V7 ARY VEFIZHRE LIZRERH
5,

<SR F >

WACEBNT, Yo TF 42 arFhil3xt—I 12K L BEBHEE
405 FOIIRFAAEIZIB VT, 304 1 (75%) MAENHE THBITA G T
WS RIRENL, REEOHERNE | RFICEHSREIS T H T RHE
DOBHEFFEAEDERAE N ENRE SN TN D, 128

WM RB T, 7 v AR Y VIR OLBEERE TR I R Ok
MEY 7 ARY) UEBHLEZZE 18910 7 AR VRATOER
FERE TR FIZ 7 o AR ) VOB EREZHER L2 L 189, 7R
R IR OBBREE ORK L IBIROMEE CRIEED Y 7 a 2R v
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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
Immunosuppressive agents.

Prevention of graft rejection

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

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 1s 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 Behget 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 is 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 is 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 1s 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
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Kidney,Liver, and Heart

Transplantation
Neoral i1s 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 iIn 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-
car(l)t lg;ooratory abnormalities (see WARNINGS and PRECAU-
TIONS).

If dose reduction is not effective in controlling abnormalities or if
the adverse event or abnormality 1s 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-
aples 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.

e oM RN TIE. BADRRER L B 5,
O RNEE - BB K OHIE + T B A TRRS TR,

86




XO-2. B IZB 1T 5K
ZiEER

1) EE~DREICET H1FH
AIRIZBT DAFN DR EDE RAAT HEFHICHT DR Hlkm, X3 O
HOLBIZLLFO LB THY | KEGMLEDS ADEC L TR D,

9.5 tEiR
SR SUTIEIR LT D aTREME D & 2 MR I3TE IR L oA iR tE2s fa etk
Z LRD SN D HRICORKET DL, BWER (T v )
TN, £z, MELROGEEMEC A RESNATVD, B FT
e zmimn 32 Z ENME SN TN D, HREPICASZ S Iz
PEIZBW T, RELKOCRE~ORE (RHERE, ERXTH) O®E D
0%,

9.6 1RELIF
RILLRWZ EREE LW, BT ~BITT 5L OBMERH D,

Hi gt FLHEAN A

KEOUWSTE | Pregnancy

(202146 A) Animal studies have shown reproductive toxicity in
rats and rabbits. Cyclosporine gave no evidence of
mutagenic or teratogenic effects in the standard test
systems with oral application (rats up to 17 mg/kg
and rabbits up to 30 mg/kg per day orally.) Only at
dose levels toxic to dams, were adverse effects seen in
reproduction studies in rats. Cyclosporine has been
shown to be embryo- and fetotoxic in rats and rabbits
following oral administration at maternally toxic
doses. Fetal toxicity was noted in rats at 0.8 and rab-
bits at 5.4 times the transplant doses in humans of
6.0 mg/kg, where dose corrections are based on body
surface area. Cyclosporine was embryo- and fetotoxic
as indicated by increased pre- and postnatal mortal-
ity and reduced fetal weight together with related
skeletal retardation.

There are no adequate and well-controlled studies in
pregnant women therefore, Neoral should not be used
during pregnancy unless the potential benefit to the
mother justifies the potential risk to the fetus.

In pregnant transplant recipients who are being
treated with immunosuppressants the risk of prema-
ture birth is increased. The following data represent
the reported outcomes of 116 pregnancies in women
receiving cyclosporine during pregnancy, 90% of
whom were transplant patients, and most of whom
received cyclosporine throughout the entire gesta-
tional period. The only consistent patterns of abnor-
mality were premature birth (gestational period of 28
to 36 weeks) and low birth weight for gestational age.
Sixteen fetal losses occurred. Most of the pregnancies
(85 of 100) were complicated by disorders; including,
preeclampsia, eclampsia, premature labor, abruptio
placentae, oligohydramnios, Rh incompatibility, and
fetoplacental dysfunction. Pre-term delivery occurred
in 47%. Seven malformations were reported in 5 via-
ble infants and in 2 cases of fetal loss. Twenty-eight
percent of the infants were small for gestational age.
Neonatal complications occurred in 27%. Therefore,
the risks and benefits of using Neoral during preg-
nancy should be carefully weighed.

A limited number of observations in children exposed
to cyclosporine in utero are available, up to an age of
approximately 7 years. Renal function and blood

pressure in these children were normal.
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Because of the possible disruption of maternal-fetal
interaction, the risk/benefit ratio of using Neoral in
psoriasis patients during pregnancy should carefully
be weighed with serious consideration for discontinu-
ation of Neoral.

The alcohol content of the Neoral formulations should
also be taken into account in pregnant women. (see
WARNINGS, Special Excipients)

Nursing Mothers

Cyclosporine is present in breast milk. Because of the
potential for serious adverse drug reactions in nurs-
ing infants from Neoral, a decision should be made
whether to discontinue nursing or to discontinue the
drug, taking into account the importance of the drug
to the mother. Neoral contains ethanol. Ethanol will
be present in human milk at levels similar to that
found in maternal serum and if present in breast
milk will be orally absorbed by a nursing infant (see

WARNINGS).
/\;E,E
A=A LT VT D3
(Austrahe}n.categor.lsgtlon. system C (202145 A)
for prescribing medicines in preg-
nancy)

<BE>A—A LT VT OHFEOBE © 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.
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JINFEIR D2 RS O 9 BAKHARER, FAERIEL 4 » A RO
WRAIARFNBE G X DIBE OB REN G E LR S &Cpllr s b5
BICDOH, BEORELZHSICBE LN o& 5T 52 &, IKHAER
B, AR 4 » AREOILIIZ 32 BRRRREBR XS0 L T e
AN

72k, OISR B OWN T, EIGEE ORBIRZEEISITV, &5
THBRIITEREOREL 0 ICBlET 5 2 &, RHAEREIL, HiaR
SOFFLIRI R4 B B ARRBR 1T M L TV,

2 —RIZ/NRTOLZEORIE (10~18%) (TR A (2~6%) 2k~
BB 23 5,

3 /NROF 7 v —BIEGERICE ST AT, BIER ORI +01E
ET5Z L, IR ERADORWEAORBLFIZFEREE (35%h(
%) ThHN, 270 —VERIHT 2 EHRRBROME R (o7 4
L2 VNI E O 72V TORGE) TIERRN (18~32%) IZH~/h
W (26~41%) THRIENEVMEMAA B, FRINNETOLZE (10
~18%) . ALP L5 (7%Ri#) ORBINKAN (£E 0 2~3%. ALP

EH 1%RE) ICHE o T,

H RLA N A

KEOWRASCHE | Pediatric Use
(2021 %6 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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