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WEAORMEDWE T, FFRRIZBVDRH D,

Y L7g

FREEE © 49.2 mm?/s (20°C)
e 59 0.93
JEPTER K 1.47

RN

HR5E44 T 43 2 NHIKE 10%
HpkSy | 1R (50mL) o7 a ARV > (HR) 5.0g

[NHIE 1mL 1327 5 2R Y > 100mg ([ZH4 T 5 ]
WHNA TAT MR ERa U, =¥/ —), RUERIVH

FE LR
L7

L7

L7




Iv-5.

EAT HAREEDH
2

TR WE

L4

005-95

N-[(4S,5R)-3-Methyl-5-
{(1R,3E)-1-methylpent-
3-enyl}-2-oxooxazoli-
dine-4-carbonyl]-L-2-
aminobutanoyl-/N-

methylglycyl- N-methyl-

L-leucyl-L-valyl- V-me-
thyl-L-leucyl-L-alanyl-
D-alanyl- -methyl-L-

CH,

HaC
O
N NHCH;, o ;

CHs O peLey SN—RAFNaAL Ty é ﬁ
MeGly = V— A F A2/ Y v Haf
Abu=(25)— 2T X J BB
MeLeu-p-Ala-Ala-Mel.eu-Val-MeLeu-MeGly-Abuw

leucyl- N-methyl-L-
leucyl- N-methylamide
[{(2S,3R, 4R, 6E)-3-Hy-
droxy-4-methyl-2-me-
thylamino-6-octenoyl}- HiC
L-2-aminobutanoyl- V-
methylglycyl- N-methyl- !
L-leucyl-L-valyl- me-
thyl-L-leucyl-L-alanyl-
D-alanyl- V-methyl-L-
leucyl- - methyl-L-
leucyl- Nmethyl-D-
valyl]

cyclic ester

[{(2S,3R, 4R, 6E)-3-Hy-
droxy-4-methyl-2-me-
thylamino-6-octenoyl}- oG
L-2-aminobutanoyl- V-
methylglycyl- N-methyl-
L-leucyl-L-valyl- M me-
thyl-L-leucyl-L-alanyl-
D-alanyl- V-methyl-L-
leucyl- methyl-L-
leucyl- methyl-L-
valyl]

cyclic ester

/A=

RY UH Meleu = ¥~ A FAmf Lu HN
MeGly = N— AFN T Y v
Abu=(25)— 2 —7 I JBAER

MeLeu-MelLeu-p-Ala-Ala-MeLeu-Val-MeLeu-MeGly-Abu

AV 7aA

Y A Meleu = ¥~ AFAmA &> HN
MeGly = V=2 Fr 7Y v
Aou=(25)— 27 X J BaRt

MelLeu-MeLeu-p-Ala-Ala-MeLeu-Val-MeLeu-MeGly-Abu

V-6. HEADHFEEHTIC
BITHREN hn
H
S
TRAFIERE - Bt 7 AR (F i)

PRI PR R BRTE H
P45 NN <IN

B
BT, A

M R

o4

65 A Bk

40°C - 75%RH

BB 1% D22 e

- WAL RO R
BREN 8 WZIZIHWT, S, IRV, 7 r AR Y U EEFICKRE Bk
RO LN T,

- AR IR
W (Ecoli. Paeruginosa. S.aureus) M OE W (C.albicans. A.niger.
S.cerevisiae, Pstecklil) %HFL, EEEEBRT L=, 2 F%ZICIIFA LA
EARO LT, 6 HZRIZBWTHAEROHEIHITRD Lo Tz,




v-9.

v-10.
(1)

(2)

(3)

(4)

FELER VBBRED
TEM

bl & DECE XL
(MELFMEL)
petunh i

w5 - A%
FIERNDELEES -
EE NPT
BE - AR[CET D
1%

2E:3

FHEE

BHROME

CBERREESNDIEM

&

. ZDih

L7

EH AR L

AL

KRRt L

50mL 1 JfiE<> F (4mL) 1K, BEMTEEE (o7 0 2 0 NHKEE
RAEND T~ HEEXy bW, % 18) %[FEHA

AR AYA

i B ETT T AR
ExXy bR Ty (Yo —) [ RUxFLr (BXRY)

- RECERS Ny . BNy b (1mL)

R S SNTART T T4 YR TR
s 57 0120-965-101
AT A ~4 9:00~17:45 (L H R OURFEIR H 2 FR <)

https://www.novartis.co.jp/about-us/contact-us/movartis-direct#ui-id-1=1
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BB ESYIES

A X (IFNRIZFHE
THIE

V. AREICEAT HIEH

4 hRER TR
O TREDIERFEAEIC & 1T DB RIS DN
BIiE, FTIHE. (DIBHE. MishE. FERiE
O BREMBAEICE 1T HEFERIE K OFBHE A i 5 X m D 11
OR—Fzv bt (RERKDHDHEE)
OREHUEE (RBNELHD 0%LULICRIIZDH DN IEHAEMEDS
AN
&) .
fRattec i, FomMEAIRE. BAETEITEE
OBAFRMAMm (FfE) . FREFHKB
Ox7N—tCERE HEEBREHLHIWVWEIRTOLS FICERMZTT S

&)

(BAETRMEMm)

5.1 KAl % 16 BRLLEMKHE L TG4 2 56 N ARG TAFIER G-k
BRICHR L2720 BREGT 258 0L O ZEMHEIZOWNTIE, +
Gy TRRHH S HESZ L TV RN DT, BE DIRIEE A 7208 HIRIR EO AL
PERERT D LW Sh DGR ORRETH T L,

(fiFs)

YT 4 X 2 TEl SN AR BRIk D ZhE ek EE R AR Tk, #&
W Z 16 MTHEBL TWD, 207D, 16 BUL Lk 51 258 L OHE
e H4 B BE OARFNOF FAME KR 22OV T OFEl 43S LTV
DT, TOEETHEH LT,

(%7 O—EREER)
5.2 RIBBEFRNECANLISTT D DOOMEN Rz # V) K4 BE,
SXEIE BE ARV CANGRICIRTUE 2 R ICRD 2 &,

(figt)
T 7 v —RIEERE T DR OH BIERITRIB E RV HTH Y |
NIRRT R OERPI 2R LT EREELNTD,



V-3. HBEERUAE=E

(1) RERUVRAEDHEDR

(2) RERUVHAEDRE
g - R

é)"_.
anp
o

BiERUASE
Bi5HE BE. BiE1HaMAS2OXRKRYELTTIHE I~
12mg/kg 21 B 1 EAIX(E2EIZHIFTERAOKEL, L&
1 B 2mg/kg $ 22T %, #HF=EE 1 HE 4~6mg/kg
FIZELTHN, ERICKYBEEERT 5,
Fr#&4E BE. BE1 HaMrs vORKRYyELT1HE 14
~16mg/kg # 1 B2 EIZHHTRATET 5, LEKRA
IHEL., #FEX 1 BE 5~10mg/kg 2L TS
M ERICKYBEERT 5.
IDFEKE. hFgHE BE. BE1 B sis0RRYLELT I HE 0
fEFE 4 ~15mg/kg # 1 B 2 @IZHHTROKET S, kKL
IHE L. #FEIX1 BE2~6mg/kg ZIZEH LT DM,
FERICK Y BEERT 5.
EHEEHE BE. BiE1BeiADS0RRY) v ELTIHE 6~
12mg/kg 21 B1EXIF2@EIZHIFTHEAOZESL, 3~6
HARE#RKEL. ZORBLICHELDIET S,
R—F v MRE BE,. o0RKRYVELTIHESmg/kgZ 1B 1[H
XiF2EIZH T TROKSZMABL. LE1 HAEITT
B 1~2mg/kg TORMEXIFIEET S, HiFE(X1HE 3
~bmg/kg ZREL T HH. FERICKYBEERT 5.
Er BEBE. 1 BE Smg/kg # 2 BICHHTROKET S, %
BrHoni=zi581E 1 »AEIC 1 B Img/kg 2=
L. #F=(X 1 BHE 3mg/kg 12E LT D, GH. ERK
ICKYBERET S,
BAETBEMAEM BE, V0RKRYVELTIHEG6mg/kgZE1B2[H
IZHFTROKET S, Gh. ERICKYEBEEET
%,
T, BRPBAEVWEEOANBITABRMNENS
SNDAREMENHD N D, BRE L TRFBLABAN 6
HAXRBDEEEZRNRETEHENEFLLY,
+70—€EEREE |E&E. YVARKRYVELTTREOAEFX 1 B2HEIZS
FTTROKET S, B8, ERICKYEEEET 5.
(1) AR B HE D AEHI

BAIZIEZ 1 BE 1.5mg/kg %59 5, £f=. MR

DBEIZIZ1 BE 2.5mg/kg 259 5,
() AT 04 RIZERMEZETRIEH

BAIZIZ 1 BE 3 mg/kg %595, . MNED

BEIZIF 1 BE Smg/kg %53 %,

(W% 1 mL i3y 7 0 2R Y > 100 mg (A% 5)

ARSI G EE T DJEBI D 22072 BB K OVE SRR IC )
Tk, B O E B4 25 \CEHN T HERRAREZ EiE L, IFEME i, BN
T A CE O NEMIC RS AR I N,

FTo, DB, MR, FEBRIZEF DM T B e RR R A [E
WTEMT D Z & NN, WINTI T 5 R R &K OCE NI BT 5 sk
JERTREE B E S O RF IR X 0 AR S vz,

INBBRICE T DENTOY 7 v AR Y U HERITHRE I TE5T (2012
3 ARER) | AAECKEICB W T O ERIIEFICTROEN TV DA, RBIE
HEOCHB OO Z 70 ) AANLY 7 a AR ~OH) Y #ax Bl Hs X
TWb, LIRS T, 27 AR ~OH 0z OB Ol &
FIRRIC Tl S 20, RO & L TRR SN,

N—F v ME, BERREE N, @, 7 —BEE IOV TIE, V5.
Ma R RAE(4) DDOEZ SR,



V-4.

AZERUVHAEICEE

THER

(Zheek@E)
1.1 KR OEGIZHT-»> Cldfd b7 74 (trough level) ZHIE L, #5
%Hﬂﬁé L, [8.1%H]

s EE I 5T BRI, WER G X DRWEH ORI LT
%E&% L MRS DORIEABS T2, M E O RIE & AL
IFBEENCATV, Z20%IE 1 » Al 1 BEZBRICHEL, &5 22T
Nl
1.2 /\“*?"::/ e, B, BAARRMEN., 27 v —BEEMEEIC
54% BUWERORBRZ <=0, 1 % A2 1 [\l% B2 i
f“%ﬁﬂcb %ﬁﬁ%nﬂﬁn‘@“é ENEFE L,

wF
o

i

m—kn

B ORE

(Fg)
7 AR Y 2 OWNUZIIERA, AR TEN S D A OIEF A
Pz Lt EHN M PRERNEICE 2 MEOFEH NP LETH D,

1L1ﬁ%@ﬁ%ﬁmﬁw1@\&5%%@%%%%\vyuxfj/wﬁﬁ
WIS L D ZOEE NI 7R 2508, & B XL 0 IRWGEICIEm
FE I E R 23R +A&tb ARG BT B AREEN H D, —FH . b
Z 7 HENE WG I REESEORWERANBEATIBENARH LD, B
%ﬁ%@ﬁ@ %@%%1wﬂ 1% BZICmHREZRET S L9
TR A MhiE Lf:o

7.1.2 HOMAEREE TR, M EED FRIC K 2SS o IE RSB 2 85
T 5D, FEEEWL L7,

FTHREZBT 2 B b7 7EE TVI-1 i6R EAR R PR ) DS

X b7 71ﬁ RAERE- %56 OB G- ERTO M PR,
412 T HPLC {4, EIA %, CLIA ¥, CEDIA E% CTHIES
Do

(fEasTHE)
72 Sﬁ%éwi4%®ﬁfﬁﬁﬂ%ﬁ&AbﬁtyﬁﬁfWﬁ%%%ﬁ
i, AROARGEZRSBFEET DI ENAEREAELH D
%ﬁ$%@k ELXOMFH SN Ao mmklfofEE - &5 &%%2%5
FLTE%&%%@?% L,

(fiFa5)

il Cix, PRI ORI, B OB RSN 7 1%
KU v ORIIHEX TH D, %ﬁ%%%&%%mbfwém Ti vru A
R ORHEEMIKEEINDIGAELH LN, BEEGIC BIEH D%
B OMEH & 51 LD HEMOSORBRELZ T2D, +55 %@% EXP
PFHIEEZBE L, REEZWHTTL L O EELZME LT,

(BEFBEMEMm)
1.3 HEHIRNIT 8~16 HMZBZE L. RN A LN WIEA I ho#EY)
IR EEE T DL,

(fRs)

YT 4 2 TEE SN FAERBEAIMICR T 2 KRR TIX, &5
8 M X VAN S, MK I XV S I ENRHED 5 2
DAL, B AZ 16l & LTHEML TRY, k53 25506HH
M- BRI OWTOFHEIIE 0 ThW-HitdE LT,
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(%7 O0—EEEE)

1.4 AHIOHFIL, BE. 1~3 » ATHLDbNDM, 3 » AL kiS5
LTCHRERD bW EIiTE 52 HIET 22 EREE LU,
T2, DIRBBA NGB, TOENHERF X 5 HEE Tl
THZLEREFE L,

(fi#50)

IR ARY O T v —VIEGERICRTT DR, @E 1~3 2 H TRD S
NTWan, x7u—BEFEHOBRRERE L TEKECE/LRHD . —
F. e ARY K BEER E L TBEEN/RREINTND Z D,
3y AUEERE L THRIERLESNRWEEICIT., ZetE2EE L TAFD
BEEZTIETHZENREFT LWVWEEZOND, F2. RVBRIALIZGAT
b, [FERICZ 2B UEERADL ZENEE LU,

7.5 KRFIOME RN R TR NLE RN S SN TWALEASIE., £
DHEFFRICAAKZ ERET 22 L, ERICEY, BIBEERLVE A
I ERET 52, HWEET O GAICEABOERIT B4 52
&

(fgan)

F7 B —BIEFERETIE, 7 e ARY COENRBND E TIE 1~3 » A
WINDTZD, ENLIRNCEIE RERVE Al ZET 5 Z LI X D IERAE
LT 28FZNR1H5, £, BIBKESNLVECAIZEET I HAIIY 72 A
RV OMENRR+ D THDLEEZLND D, BEEZHIEL, 7 v AR
VY OUEEERFTH2MEND S, £, BEOREMENREIC 72 5 FHE
PENRDH B,

V-5. BRERAE

(1) BRIRT—% /Ny r— | & L2n
:/s‘

(2) ERRRZEEER BREMEE OB 4 P0IBT, KAIOHMEFRELE S 2 5D 4mglkg/ H % JiHI

ELT 7 HME&ES L. —BER, e, IR, IR, RE, OEX, Mk - R

A 2R LR, 26ICiE 27 L7 F =i FR-2307-, 161I3EMHE

RIS OHEITIC L A b0 EEZ BN, 1 HlI 7 a AR o OBFHEOREL

R LT, 22

PEBHEE  BRBR% 9~75 s ARRE L., TYFATY v BIBRERLVE
VA R E U IR 252 1 T D 19~34 1D BHER
#, GEREBM, AEREBEE 2 6)

(3) RERNERHER B - BRESAE
MRRENRERKETH Y . HESOSHERRBRIT I L Then,
OG- B2 252, TIREKRRZ FEH L T\ 5,

(V-5. HRRpAE (4) 1) M)

11



(4) HRELAIEHER

1) AZNERGEEER

s BAE, N—F = v M, FAERBRMEE MOV TIEER A D 70 < KA B
KB O £l XHEE T 5720, ENICET 2 EIERCEATH ELUSHBRITE
fi L Cueuy, Bl CIT i il B HEBME RS, X 7 0 — Ve TI3%
W5 “AHRERE ATV, BEEEZRE LTV D,

AR AR e OV AR A BB M D W THIEFE D DREFIR D 722D BN TR
THE MG & i L TR,

BitE

Y54 2 NI
BB 238 B (KRR 145 5], JEIRR 93 i - 94 BAERE) Zxfgel L
T, oG O 5% 57 7 BEArxr B 283 #il (ZEIKE 199 1], 3B
B84 B) L LEERET LA R, AFIR GO 1 FAERITIEIRE(79.2%),
AR (93.2%) HICEE BB ICHE LABICE WRENM S b, 2. &
FH 512 &0 BB BB AR VE A O & OVARE B 80D BHEE 3 B O AR A
DOF AN TRENT,
F 7o, BVEHEHESON 2 BEAF T FREE & LEEORRGT U 7oA S, BB, LRI L
W1 HIH70 ORBEFHONTIICBN T, Yo T4 20 BERNEE
W einotz, 2
s UTF R 2
oG 2FAE LT, WG E 12 mg/kg/ H #BMERTH 220 LFRIFE X
DEARE L. 2 MBI 2mg/kg/ A3 D&, 4 mgkg/ A ZHFiEE LT,
FiH oA BEOKREED 1/3 ZFIRN&KE S L1,

o PUF 4L a v (STH) : LSBT 9 DT 4 N LB
(%) BE 77 ® W8 E(CON) - 199RERIRS (%) BE 17 At T - SARBE
100 ‘\_-as.zsm 100
]‘t#
80 +77.4CON 80 *79.2SIM
60 1 60 L1
1 +47.6 CON
40 4 40
20 20
0 0
0 90 180 2170 360(H) 0 90 180 2170 360(R)
*%% P<0.001 sx% P<0.00]
AR O £ 25 R ih R BEARE oA oD 2 25 R th

12



45 SR NL = A T AN = A T
HH TIT LS et | gk | U7 L5 \meene | o
X | A 57/145 40/94
%iﬁﬁ S (39.3) . (42.6) .
PED PN 14/33 141/199 11/28 72184
5 Vel (42.4) (70.9) ** (39.9) (85.7)
i N 43/112 29/66
3 | VEARIH (38.4) o (43.9) .
T X Bl Kk 75 259 U E*** 46 129 Ui >+
[m1%k, EREE K 75/145=0.5 |259/199=1.3| tE ** 46/94=0.5 |129/84=1.5| thaiE **

YoF 4 2 KT

() : % *xx:p<0.01 *kx: p<0.001

BRI ICB W THHEGH] (EIRBRA 49 B, SEEBBH 9 F) KON
F 6080 2z 56 (IRERBA 24 ], SEAREBA 23 F) OB
K OV BVEIZ DWW TRl 21T - 7o 5, Bl 5401231 5 180 HRER DA
ERITAEREBA TIX 97.8% CHEEBM CTIX 77.8% CTh-oTo, Fiz, 91V
oz B 5N B W T A RB B RE N OFEIRE B & 120 THAZS DIHERF S
niz,

) FREAEICT. BBEowHKGEIT 11 BH& 12meg] 705 1 H&E9~12
mg| &, O,
(X-10. FHE/BE., HiMifERAREAD AR OZONE, OHESHR)

¥ HE 10.12)
OARF=F NPT 4 22 OFBUOBEERE 2R L LSk HEM

REF LSRR IC BT 2B 6 » H £ CORETIZ, EEROMBHES
(ISHLT) OEJEEFEAETS L — K 3A DL EDOHEHEISEHRIL, 24 —T v
BE 42.6%(80 f511/188 fi), > T 1 I = UBE 41.7%(80 1/192 #i) TH > 7=,
T, AFERIIRA—TVEE 93.1% 175 $1/188 BI). T 4 I 2 U BE
92.7%(178 B1/192 ) TH > 7=, FhEt% 6 » H FTIZ 7.1%(27 $1/380 %) D &
FRFEC LT, EOERFRIIBHERFEME(12 F), R4 #), HEkfE
QBN TH -7,
IENDT—4)

QLBHEAE 139 Bl 3 FIGFHEE 7 a AR o+ THFFAT Y v+ AT

aA R) L2 EMEE T, SMEREKSIE 21 flic 25 B (BEHED
0.18 [a]) EfEkDiBEE (7 uARY v +2T7aA4 K, BEHTY 0.84
[\]) (A FEBUBEE ORI NA LN, Fio, 1 FAEGFRIT 92%., 3 F4F
1Y 85%. 5FEAEFRIZTT8% TH-Tz, — . EMOLZEMIZ W TIINER
DOIRIEIEIC L JEYYE, BRSO RBR O T 258D 72,
IENDT—H)
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Hﬁﬁg*@ 13),14)

OF RS 73 Bl O\ i EE 58 HlOF 131 FlickiT 5 1 FAFR
I, TN 87T% KN 76%., 2 FAFRIIZNETN 87% KN 73% CTH -
Too ABEHFIZ 8%(11 $11/131 B DEFE NI Lz, £ OJFIRIE R IE (3
B, RS B, 7 AL L RS2 ), SRR AN B O R 55 38 IE
BEQ ), [EAPHEQ B TH -T2,

UEADT—4)

Q@R Wi T i s 44 Hlad ATG (FilsMiatE 770 ) B (7
D ARY U+ THFFATY o+ 2T F+ATG) L3E ATG B (71 A
RV HTHFAT Y o+ AT aA R) ITEELIZED T B U7k
B, AERICE S 7L — PO L EORMEEEKSORIRIL, ATG BT
23%(5 $1/22 #). FE ATG BET 55%(12 #1/22 #i) & ATG B THE (p=0.03)IC
Dleoto, Fo, 1HFEKRO 2HFAFHILATG T 68% K1Y 64%., FE ATG
HETIL 73% KN 68% Th-T-, —F. BAEEZ DRYLE & 2 W M EE O
FERIIWBECRETH > 72,

UEADT—4)

fEFSHE 19
OFER RIFFEEERE 476 D 14, BHEK 10 FAFRIL, TNE1 96.5%,
88.9% K WNT79.5% Th~7-, £7-. BHIFED 14, 54 K10 FAEE=RIX,
ZNZEI87.9%., 78.9% K (1 68.4%., B CTIlX, TN <1 88.4%. 81.0%
KON 63.5% ThHhoT-, BHEZLDOILT O FRERIL, O I . e
(46%). WUMIE(16%), EMEMER(18%)Th -7z,
FrEADT— %)
QR FIRFEAEEE 50 fla ATG B (27 v AR U +T7 FF A7) v +2X7 1
A F+ATG) LIEATGEE 7 ARY v+T7HFFF TV o+AT0A4 K) 1T
EVEZ |20 AT LR L7/ R, BAEfR 1 - COBMBEICX 3 2 2t
AR IXMRE L © 72 <, BRE ISR 5 2MEEREISIE ATG B 36%(9 5
125 %), FEATG £E 76 %(19 $1/25 f5]) & ATG B CH E (p<0.0DIZD 72 o 72,
NENDT— %)

BHELIE

YT 42 2 N 19
RSB EE 21 Bk L PR G- 21T WBE 21T o T2 R R, AF TR
IrHA, AME GVHD OB b h - 7= 6 DlE 52.4%(11 /21 i), 7 L— K
1 LLFCiE 81.0%(17 fl/21 ), Z7'L—FK 3 Lot oiden~7=, GVHD
B 11 BICRYE 4 B, 1B 7 B LIRIRER G- 21T WO e LZfE 5. B2
# 63.6%(7 Hl11L F)THYH, LB EEFD D E 72.7%(8 HI/11 H)) TH-
7o T2, Do T 4320 BEHEA D MUY — MRERICTHER LR
K. GVHD FhRiERIEChH -7,

AN AP SNEVZ - b
JFHIE U CRAERTH XV 3~5 mg/kg/ H Z#§ RN G- L, ROBGREEL 72
VIR 6~12 mg/kg/ H 2Rk N &5 LT,

« AN BMLFY— MREHE
BAft% 1. 3. 5. 7T HH., LI#R#E 118, 10 mg/m?2 & FIRNEES L7z,

VAR NG b V2
HRIAEEL 13 61 COTLBe 501 9 B, WD & OB) 0 2 BG4 4 B1) 12
BOTHRE 21T o iR, L 561 T1L 88.9% (8 fil/9 B A3 A6, Y1V iz
Be BT A T A DSHERE ST,

N—F v MR

HoF 42 NEK 19
AR, ORENT 7 2 HEE. REER, SMEEEE%E %2 BER E 35—
F = v MEERE 36 FUIAFIZ TG UI2ms R, BRI U CidssrEEs, %
JIE3RCBGEEM AR b, EFRIT 80.6%(29 $11/36 i) Th - 7=,

BOREEZMHEI X—F =y MEEEIZ, Y70 2 0Kk E5E 10

mg/kg/H & A/ F 2 1 mg/A % 16 G L, “HE MR 2 I L 7ohs
R Vo7 12 0FAERRD LN, 29

14



YoF 4 arh ALK 19
N—F v MEBEE 9 BBV THRE L7oRER, Frifikbalickir o e
FELL E | OEZRIE 80.0% (4 $i/5 1) T, WA HEI Y i x e 541 Tl 44
THRDBMEFF ST,

) FEEICT, X—F =y MO G EIX 11 B 15 10 mg/kg 755
L, 1 AEIC1~2mgkg &) %, 1 H&5mgkg % 1 H 1[FX
X2 [ENCAYTBRMA L. 1 » IS 1~2 me/kg R IR LH b
niz,

(X-10. FHEME. HiMEERARED B LOZONE, OHESMH)

H
Stk iR, W EE 133 Bl LT, T 432 3
mg/kg/H & 5 mg/kg/H « 8 MG X 0 LT L2 /5%, 5 mg/ke/ B RE
OHERAUEREEICEN TV, 29

) ARBIOTHE KR U CTRB I TWA ML - HEITEY . 1 H&E 5 mgkg
Z 2N RS, 1 5 AEIZ1 H 1 mgkg $oOEL., HRE
IFHEYE 1 A& 3 mg/kg,

DL O/ ERERE IS T 0 X 2 U SR 5 mg/kg/H &R
Fa g A5 CHCER] (RBEICHES) & 4 BREES L. —HERRRE
T LR, T 4 2 2 O AERRD b, 20

[E PN G R R BR, BOREARE IO 2 AR O FERI T = 5 VERE 84.3%(295 1]
/1350 B), MEEVEFRE 83.3%(20 /24 f5), WoEMERLAE 77.8%(14 /18y
B), BESREME R 92.9% (13 #i/14 f51]), &7t 84.2%(342 #1/406 i) T - 7=

23),148),149)

7 A—EEREE

BRI AR, 7 v —VIEMEEEE 132 B (FEREIFRE R 7 v —BiEfE
B 63 5, A7 vA NEPuER 7 v —BEfRE 69 fl) Zxtg b LT, o7
4 a2 EHER (KA 3mgkg/H, /NNES5mgke/H) SIKHERE (A 15
mg/kg/H . /IR 2.5 mg/kg/H) 24 W 512 X 0 FlRGET U7, A8
TITHEHEIZEBW TN, AT BEEICAERREZTRD SnenoTz
N, AT oA FEPMETIIAEAECBOCORNE, AWTR G EHARRENE
BIZEINL TV, 29

) AFIOF 7 0 —PREGERHCR L TRR SN TWD A - JHEIEE.
BEAIEREA A 1 B & 1.5 mg/kg. /N2 2.5 mg/kg
AT uA FEBUME : AN 1 B& 3 mg/kg, /ME 5 mglkg

BAEI PRI R 7 m — BRI 7 0 2 2 &N 2.5 mg/kg/H . /M 1.5
mg/kg/ B R ONAT v A REEHIER 7 0 —PIEBREICE A 5 mg/kg/H. /N2 3
mg/kg/ H % 24 BFEG- L, I RExRE Lz “EHEMRREBREZE L1z,
AFNDOHHZITEN 46.2% (12 1511/26 F1), /N2 61.2%(30 f511/49 ) ToH > 7=,
Fo. AT A RO BEICHT 2B/ 33RITMA 60.0%(24 #1/40 )T
/N 65.2%(15 $1/23 i) T - 7=, 27

KT 4 2 27T 2019 4 4 HIZENICTREEHE L T 5,
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2) REMHER

(5) BFE - WERIFER

FF#tE 0
IR 35 T % FEAE B D 4l
(a) A=

WA TR Z S mE Lz 24 Bk LAINE & ZRMEIC S W CRE 21T -
7RG 1A, 2 N 3 FABFRITIIC 95.5%., 1 F, 2 FAEFER T
95.7%. 3 FAGFEIL82.0% Th-o7T,
JFRAHERETT 2> & B A& R & T o 5- 811X 200~1,810 HC, &KX 5 4
ThHoT,

(b) fEAERG
P 5 R R RS S I D IR Dy o T2 IERINE 54.2% (13 f511/24 B) T, Atk
FEMESOSIE 41.7%(10 BIDIC 10 A1, BIEHEHGT 16.7%4 F)IZ 7 [ 5
iz,

- WERERRE 10 B A RIS, VT 4 2 2 VIR S & Smglkg/ B (i -
& 2~Tmg/kg/H) % 24 HRHILL ECEY 40 HED#EG L7z BH#E 58RI E
WT, FHERRD b, 29

- HEERRE 12 Bl ARSI, YU T g R 2 W G & 2. 5mg /kg/ H A G L
e BB HRBRIZI VT, 20~64 EMCEY 41.83 )& 5 L7z 10 I
—HARELHES Lz 2flonThn s G HERRD bz, 29

7 O—CEERE
BRI R 7 0 — B REERE 79 IR VAT v A REPIER 7 v —BiEfEit %
REUT, T 4 2 2 ERHRA 1.5~3.0 mg/kg/ H ROV 2.5~5.0 mg/kg/
H - 52 B E#HE LR GSRBRICIHV T, HEEER TSR
ZHIL, AT A FEPIECIIENE S TH e 2 UWENRA S L ha AR
B b, 39

REBEOREME (BBHE. BN 10 E£MHAE) 3
B RS 1,323 B (ZEIRR 1,055 B, FEIRTE 268 i) Z x4 1985 4 11
A X0 10EMCERBEINTZY 7 0 AR oM ARG T Lz, CEHYE
Z2ME ¢ K0 6 4F)
RSB DA T % Kaplan-Meier 5 TR L7285 8, BAEZ 1. 3, 5.
7R ON104ER T, FNEIN 97.9%. 96.5%. 93.9%. 91.7% K1 87.8% TH
STz, Fio. BERBBHEEOEIERIL, TNEHR 95.5%. 92.5%. 91.1%.
89.7% X 85.4% CTd - 7=,
RIVER 15 33.6% (444 511/1,323 BIIZERD H AL, E72RIWER IXBEHEEESR T 15.3%
(203 %), JHERE B 5.4% (72 B). BEIRIA 4.5%(60 i), Rk 3.7%(49 #1),
%E 3.6%(48 #), EARIMIE 2.9%(38 ), @it 2.7%(36 #)%ETH -7,
INLORIERIZY 7 0 ARY VR EEOZ VBRI OBRIZE <, B
RefEE ., mAFMIEIZ DWW TIE 8 » AURRIZ EH L, 20X 3 » A% O
D BRI ST,

EIPERARTER TIE, 5%4 3 2 BR IS0 L TUVh7eu,
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(6) JAmEER

1) ERARERE (—#
ERARMERAE. BE
ERARERAE. £A
BiELLEBHE) \ &/
ERFTERT—FN—
ARAE. BERTR
FRARAEBRDOAR

2) ARBEMHELTEME
FEDABXITE
LERE - ABROM
£

(1) i

il P RS R A LS X 2 SR R D BV E I S8 BLIR DL BV E I OB O IR ZFed L
. ( TVI-8. REIfEA) DIHZM)

Yo7 IaryAHRbEL Y7 m AR Y CRFIODBE, M, BBED
PR R L TIORT,

D% HE

FeEfE AR (BWIEAICBE 3 24)

freeeuin

75 BN AAVEMAT RIS L S vTe . AR A O RIHE - S BUE B R IT 52.0%
(39/75 Hl) Thotz, RFEIZEIT D ERRIEROFIE & HE T, &iE K&
O HEREREE N 9.3% (7 #)) . BAZ, P27 L7 F=2 8N, ROEInL
BB 3% 4.0% (8 fl) Thotz,

Ak

75 BINE MG E STz, BRMEOFEIEIL, B LA R & OMEE
FOGFBURIL & Uiz, BB S TOBBELOAEDOFEL, £EN 74 #
ThHY., AEERIT 98.7% (74/75 #l) Thoiz, [HHEBMILES] 46 #liZ
BT, BN 46 ], £ERIT 100.0% (46/46 #l) THY . [AEAITBHE
JEFI] 29 iz T, A& 28 i, AFFIT 96.6% (28/29 ffl) TH -
7

%% &

R A AEAE (REAICBE T 25E)

e

91 BNt G & Sivlz, RFHAORIEHRBBUEHF F X 48.4%
(44/91 B)) TH o7z, RFEICEIT D EREIER L HEEIX, FREOY A b
AHa A )VAMIENRS 11.0% (10 ) | BEEEEEN 7.7% (7 #) . &
O HERER 28 5.5% (5 f) TH-o7-,

AE

91 BINANERHT RIS & vtz AMEDIREIL, PR DL OEME G FE
BURIL & LTz, BB COAEGFOREIL, FHFEN 79 FITHY | AfFER
X 86.8% (79/91 #l) ThoTz, [—WIHFIEH] 66 Flick\\T, AEHEN
56 fil, /71T 84.8% (56/66 i) . [RFIHFIER] 1 FIIET LT, F
77, [AGBIBMIER] 24 FlIZIB VT, EER 23 Fl. £FERIT 95.8%
(23/24) ThH-o7z,

R A

el AR A (BRI AICBI 3 25 4)

L

5 BN e g & Sivie, BIERNT 2 Bl 2 s &z, BElL-
BIWERIZ, =2 —F AT 4 AV T2 VIREOREATH -7,

AHE
5 B MR R & S iz, Ao fET, AR ORISR B
R e Lz,

BB S COAETFOREL, AFEN b5 Bl ThoT-, ST 2 Bl 2
S SN, RRBIESICBOTBIKEIT 5 BB THEE L Tz,
T—WiBHIER ] 4 FlizWC, IR 2 Bl 2 G sz, TRE
TRHIER] 1 BB\ T, RIS ORBLIX e -T2,

M L

DRI L
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VI. ExhZFEE(ICRET 51HE

VI-l. EEZHICEEHD | Iri==a—J oAb H—

EEYMXIZILEYEE /A= N
HE : BEOHHLEMORIEE « IREIL, KIORMNIELZRBITDH L,
VI-2. EIEER

(1) ¥ERRERSL - 4ERHERE | TEREAL - =& LT THM (~ b 3—T M8 AY)
TERBEFF -

S ARY ATEEL LT T M (~8—T fifa) kb F—a (X2
(IL-2) ZDHA S hA LPEEERET D Z LICX Y, 38 A7 ER 2789,
ZOFEAEREIL, Y aARY N a7 4 ) AR ETER L, T MaiE L
DY T FIRIEICB W CEERZEZ R L CWA Ly =a—) SHEE L, AL
Voa—Y o OiEMEEIRET S Z EICL A< N ma— S e EX—>,
ZHUC Lo THLY U BRIC X DERENF NFAT OMME RS OB THNELE &
. IL2 12 FEEIND YA DA o OEANIIR D, 32,39

ALZa—Y oA VEER— PO DRKRY IERKERF

MHC
~ Class I, I

CD80(B7-1)
—coseiens

Cyclosporin A
CsA ’ a1 cpse

o0y (LFA-3)

APC (HiRIZFHR)
T Ciopniin i
b4 UM § I
- CD11B-18
. -
Ca

cD2
(LFA-2)

L 2mEOMR

O\
Caz- e

_ -
- .
i (~4000M 10minid £) a2 {2
THIK . = <=

/ re
WTOR
#HEITLY
N“F“cgﬂs LE]
By~ CNB
J
HIH

pT0S6k cde2/cdk2
]¢Dﬂﬂﬂm DRt || OBt o‘aﬂ&ﬂ:

XFOqF

By Rt
e

ﬁﬁﬁﬂ
ﬁ' )
s~ ﬁﬁ

NFATC 4

— P4

bea —— Grar>—®
= oD

BEIasat (os-3> GENE EXPRESSION
Cuear B (D 0

o

MMTV CAT

AP-1: Activating protein-1 THIBAFEMHIED A D =X LA
. i D) 1)~ N R .
G o afmod MU, OFURIC & 5 BBIE, THIIZAHERN LTF 0o s % — 8 KAk )
DAG : Diacylglycerol 7L L5 £a—L SN=BCRLO) AL L, A2 77 F LA )2 b — L (PDO S —
Fyn far/yes related novel gene j‘_g_%{}@@éﬂ”éo FORER, BNV T A A F PR EE(Ca2t)
IPs : inositol-(1, 4, 5)-triphosphate @ﬁ)éiﬁ?;éo - g e N R
47 =)Ll 45-31) VRS Caﬂﬁ\? j:TT@Tiﬂgéfzhtiwu% Va i, hv=a—Y (3T
NFAT : nuclear factor of activated T cells ®%&‘/ ]‘AﬁfoB)%@fﬂEé]@éo - i e
PIsK : phosphatidylinositol 3-kinase P ST e =2 = ) 1 IL%@{E%Q&%”EEE%NFAT@
PIP. : phosphat idy| inositol-4, 5-diphosphate _ MIMELY 7= = FNFATOZ Y “BE{L L, BAICBATSE S,
PKG : protein kinase C ' OIL-2 72 I L, ILr2 A SN D,

PLCy 1 : phospho lipase Cy1
TCR: T cell Receptor TH#EfaZZ{K
Zap-70 : zeta chain-associated protein 70
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(2) EERMITHHAER
RLAR

1. Ao zZa—)oA4 2 EEA—ELLTOER

OINEY 2V ARFHEI N Y = 2 — ) UIEMIREVER  (in vitro) 32
vom 74 V=7 ARY CRINCED, IRV 2 ) ARFEER AT
7 X —BIEMERE BIZIHE S iz,

1.2
# 1.0
%t CyP:v/m7 44U A
* 08 CsA:v7muARY v
z CYP-CsA:¥7m7 4 Y yA-¥YIuRRY
7
7 0.6
’d
] 0.4
¥
5 0.2
3
0.0
i x x X
o)

x

*H=a—Yr (40nM) . HALET =V (80nM)
a7 4 YA (2000M) |, 7 AKRY > (300nM)

(B T1E] cAMPIKFE7 0T A % —F¥D ROV T 2=y hD Y ER{LES
NACBIHE T 5 AR~ 7F K (DLDVPIPGRFDRRVSVAAE) O &
VUikHAE, 2P TV L ATP TV Vb L7 2B L L
T, WINVEV2 VY, Ihv=a— U UAFET, FEANZHRMLT
A FaX—va g wHENWE 2P, 2 FL, arbn
—&m 1L LSRR T 7 X —BIEEE B LT,

QN =a—Y %N Lz T HIlNEREIR 7 (NFAT & O NFIL2A) &Mk

WHIER™ (TAg Jurkat @™, in vitro) 3%

Jurkat THIfRIZ A X I ANV =a— U VOfiiE 7 2= N A, LRIV~

2=y BEABREICEESES L, NFAT KO NFIL2A &R R S L, &

7 a AR A K BEEICESIEE R LT,

120 120
% 100 % 100
* X
= e
E 80 5 20
0 3
;; 60 Z so
e &
% * 0 % 40
° (%)
20- —O0— pBJS 204 —o— pBJs
—e— CN —&— CN
0 - . 0
0.1 1 10 100 1,000 0.1 1 10 100 1,000
27 uRRY Y (ng/mL) T 7uaZXRY Y (ng/mL)
—O0— pBJ5 (HB N ¥ — : xtiR)
—e— CN (pBJ5-CNA F, ('pBJ5-CNB#TAg JurkatffEiZ 2 b5 27 =2 L )
sk
NFAT-SX i/ NIL2 e e—H T
NFIL2A-SX CRUWT VAV IRAT 7 2 —BD L R—F —BIET

TAg Jurkat #ifd : SV40 7— Y THIRCTLEEMIZ N T A7 =7 Lzt b T fllaA MR 7 A
v Jurkat O FFEAHD
pBJ5-CNA, pBJ5-CNB: FXI BNy =a— U Ly Offly 7 2=y FNA, . BHRIAXT ¥ —
(EERGIE) 7 a0 ARY UIFEFTA A/ ~A 2 RO PMA (k> THIBE L, 57 v Uk
A7 7 4 —BIEEEECNEIC LV RE Lz,
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2. 1) IRER~D1EH

O~A Y= R LD, U EREESEMHIER

1) EBERirWmE., IV AN U DR IASZIHIER (=7 2 A,
in vitro) 3%

~ U AMMRE 2 1)) > A (Con A) THREL, 3sH-FIv >, sH-v
VYO ABRDEBELE 7 0 AR Y > 30 ng/mL O 1ug/mL #EET
et L7 R, 7 v AR Y TR R TR ELY JA R Z ] L7,
UVN%%%Wﬁ@%(vvzwﬁ@\meﬂ

ConA Lty 7 a AR U EFERHIEM LSS, 7 AR 388070
OSEREEFEINHIVER 2R L7223, Ffi 50%%%@“6 ;t 6 R LLN O UsIn
NMETHY . 24 BB LIBETIZIEE AL ZOERITRD SN o 7,
*ﬁ\Vbvy?if/VFT@%&ﬁﬁﬁK%wfmﬁﬁm IRH LN
TphhoT-,

2)

QA v H—uAFxr-2 (IL-2) SOV A bhA v pEAMHEER

IL-2 PEAERNRIVER (= 7 ANMIE, in vitro) 39

I ARY 01 pg/mLUL EORET, JET 4 L P8ISFNKIZL 5, IL-
2 pEAE T MG O BEFE S IIH] S iz,

v uARY UEE IL-2PE/ETHI(og10 maintenance titre)

(u g/mL) I a AR *f iR
3.0 <0.3 1.3
1.0 <0.3 1.4
0.1 <0.3 1.4
0.01 1.1 1.3

IL-2 PEAEMIHIVER (= 7 AL, ex vivo) 39

VIO ARY CERAOBEERMIE Lo~ AMEN S L2 ) L oSERD RS
BRIZSH-F IV 2INML., ZOWIAHEND IL-2 {EEERIEL- & Z
5. AREGFEOICTF IV UVIRVARENED L, 7 ARY vick b IL-2
PEAMNHIWER 2358 B 7=,

(DPM)
14000

12000 T
10000
8000 1
6000
4000
2000

0

[ E RS )]
LY UTF4I 2
. meantS.E.
:p<0.01

: p<0.001

) [ EREK

* HI§

-~ %
*

100mg/kg 50mg/kg 10mg/kg
(12) 11 (11

* R
(11)

@~/ 3—T Hifal ﬂ?é%ﬂi‘ﬁ’]i‘fﬂﬁﬁwﬁﬁﬁ
1D T, BB RIETER (=7 AMHIIL, in vitro)

I ARY NITHFA LY R F LB RIS T M ar
Bl 2 4 L7z,
W B E T * B *
(u g/mL) (#niil %) (Fitil %)
7B ARY 0.1 83 17
TYFATY v 0.1 44 39
oL b F o 0.01 48 57

*T R IE, W~ U A M+ = T80 A

B, X — R~ v 2 A+ YRR Y o 0T A Refvniz,
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100

2) =T MR OBREINHEIER (B b —&Y Vo EREGHEE, in vitro) 37
FERAY, FEFFRAT 7L o RIS E LI & ISR EME Y o RERDFE
IR, Y7 e AKRY > (0.064, 1.0, 2.5 g/mL) FEFTHLHREICK
LRz (p<0.001)

o—o FFREJT TV —

90 At % E
% — EHEEYT LY —
X 80 HIRGEAE DAY
% 70 o—o e

i 60
Moot

L

o—e HIIEEE ) Bk
DFE

éfj 40 i)+ SEM
A 30
%) 5
10
0 ) . \
0.1 1.0 10.0 (ug/mL)

LIRRARY VIRE

3. BEETILADER (in vivo)
B (g, AX) (M),
X) . AX) ROBH (v, v ) BHEETVIZBWT, [FfE
B OAEBYIM £ I3 AEGF B BROEEN RO b,
Fo. BEEBMICK T D, B X E ERIGO TR (T3 %) R OVEHED)
B (v ) BDRDOLNT-,

D (7F) (el () (Bl (o

Bt

P K -

e, | VTR AR 15 e ®oOoBRO® 2
(1) e 5 ] ruARY | AEFRBEO TR, FERGHETITIRICH LT
25 mg/kg g ARY CRETIZ43B L EER R L, FERIERENR
P B HEE(0=23). (i.m.) oz, (p<0.001)

38)

H B RE (n=26) &
SHREL-v 7 R
AU UEEMm=22) & D

Fio, VI mARY CFREREE A CBEFEORIZIE
ABEITRBO LN o T,

X b
[AIfEEBMICET S| vZ7aAxR) v [AFHBEOPRETIERGEHEOSHIZH L., 5
MEEFIZONTD 2.5.10, mg/kg/ H UL BB GRETIIZNEN21H., 28H. 31
® el 20 mg/kg HEEEREL, $72, V7 uAR) oS5 %91k
o) (p.o.) T 5L, EEMYBMERKIEE R LT,
it HFHHEM=9), . o | ETFRED
i S{ X 39 |2 mg/kght(n=5)., I AR i
5 mg/kght(n=4), e G at 7~9 8
10 mg/kghf(n=7). Y7 uARY > 2mglkg/H | 7~18 9
20 mg/kght(n=6) 7 ARY > 5mglkg/H | 16~30 21
7 v ARV 210 mgkg/H | 16~75 28
2 a AR 20 mglkg/H | 24~53 31
[FIFERT A YIaARY Y | BA%KTH, 14H K O21 H ORFRIZE T 25 IFHEE
20mg/kg X, BEAIFERGRE, T T AT VRECEERY 7
P FHEEEREO=2 LT (p.o.) ZRY BT T RAFCR TN, F7-. W
PF A7V U REMn=9) HBEZHERF L TSI, RIS b A bR
4;m)%%%&btv7m THFATV > | b7 aARY B THEROIREILRD S o
% ARV UBEM=9) LD | 4~6mgkg |7
P (p.o.) G I AR E | SEREF R
i W H FEH G 10, 12 11
" iv.—p.o. LraARY AR | 6~125 37.7
THFAT) EGHE | 5~45 16.9- *
* p<0.05
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A

P R -

e | ENADTE R 1k 7] e B ik g
(RO ] SRR v | v a AR ) ARSI B b R b U |
FER G HEMN=20), 15 mgim.) |MOBETIE—B LG EGER 2RI Rho7z,
Y7 uARY L0, 771 Se Ml A 17 B 3R i
2. 4 H M #& 5 8| 25 mgG.m)idke | | JERE 6
L (n=5), 7 r AR ) v 7 r AR Y 15 mglkg 929
g G M=6), | TYFAT V| [ (0. 2. 4A )
747“*7“02“75U /+)< 5 mg/kg > 7 a AR 225 melkg 68
T S j{ﬂ;7 L R=ymy o (Hfe i 5)
B (n=6) | AFNTVR= | [FHFFT Y o+
THYFATI o+ vy XAFILTFL R=V 6
VA= S = 5 mg/kg FTHEFA T o+
il (“/“giiﬁf@j?%ffﬁj R HIHF=E T U R BT 6
n=5), Y I BMAT| YT HBATT | [V y kAT 7 I NHEE 5.5
7 2 FiFE R (Astal I FE(A
036.5122) i fic & 5- 5 mg/kg
(n=6) & DL
[FIFEL L ONDTBAE] | 7470 > |0« BilRRERAE O 3B 13X H 573144 H TH
- DBHE 2 mg/kg (s.c.) |=7223, foO2BNTALF L, ERPTR TIX, OB
FHHRHEMm=6), +3 7 AR v T LB OZE N IEFICZ L <, RIS
N vruaARY U+ 7| 25 mgkg m.) | THEFFRD LN T,
YF A7) O HEE| 14H RO . S ] "
" (n=6) D s mx || PR b HEAF B
Bifi [ a2 « 0 ikl AU 25 mglkg O [ A | FERE 5,6,7,8,21,27
B 7B ARY + 7| (m) ZHAIT e ek v+ | 6677677, 71T,
i ??;]‘7" VU OREEE ARG, L ATV e ga97 )y | 12971247, > 9263
=3 N 22:5 3 S N
n Do il | 7 ;ff“;;?');j 144*,>218,>254
*o Y UREICE DL T BRI L DT
(R it R A AR | AL BB O RAEIIIE R O S E IR 020 B IZ%E
17 mg/kg (p.o.) | L. ¥ 7o AR VEMEETI35H, 7HF 47 Y
v m ARY HM 50 H fi] CHERBET194H SIER L7o, L LRSI,
i #(n=6) VARSI 125 | 500 O S BURIH-CRR BE IS D VW TR TRER] T2 1368
VIR ARY 4T HET H LIRS T,
) | H° VL ] TR " %
B oA X 43 (‘H‘n:?;)zi‘7 U PFHBE| 7 mg/kgl 2 I K7 H A EEE%@
i FHEFAFUY | o axr > | 19~>359 135
2 mg/kg v ARY U+
(p.0) M >75~>1732 194
14HH
(R R At Y7 aARY IR IBEEAER B Ao el 23R B G RE O 4 B %
18 mg/kg(p.o.) | L. 18mg/kglh L& HRETIZFNZEN18H, 55H &
[ 245 ot BB (n=5) F 721 HERIEENBED il
FEE G (n=5) 25mg/kg(p.o.) | £7-. AFAEOFRMEIL, FEBREGHEDOISHICH L
TYFATY +T 18mg/kg G-HET36H L IE&K L, 25mg/kgf H-HET
F=vuo rfHEE 7L iF=ynr ||[38H EABITIERE LT,
(n=7) 1.5mg/kg(p.o.) T TEF MR | ZE07 A 5o
e S s m A EY e S QB ded | s
B | 4% w 18mg/kght(n=>5) THFATY H%/ﬂé*ﬁ'ﬂﬂ%ﬁ <1 13
7 v AKY 3 mg/kg EETT 4 13
AFLTFL R=ym
I aARY .
18mg/kg 18 36
VI BRARY o -
25mg/kg 55 85

*p<0.05. **p<0.01
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E=4"4 .
| st SRR IE Bl ;ng% ®OBm W R
[ g B | 7 v AR > |40H B OEFRIZFEFEBREEED10%Z5 Ly 7 o A
(GVHR) TBih ] 10 mg/kg AU UREIF44% T, 100 LA EOEFIT Y 7 v AR
= (i.m.) UUBEORIZRED bz, £ Mk GVHR
" B BRI B 28 A [l DRIELEY V7 a AR Y L EIC LD 80%Lh L
Bh Gt R BER 1% (R L RS 5 25% AR A LT,
A | HERE, TRERE EHATE R
#% B 7 0 AR TR FR G 6.8H
i U B HRE, IR R R Ak FR R 15H
" B O T O vy ARY LA 40H
i
[(BHE R S E ERIG] Y7 ARY > |7 AR A3HESE L7-GVHRAZ I L, A7
(GVHR)IRH ] 10 mg/kg MZILE LT,
20 mg/kg IR ARY RO | H | B | AR
H BRBAL%13H B 50 mg/kg (mg/kg) ¥ | BHi%) | ofRiE
R by ruraARY % (p.o.) Ik & 5 59 POt 31
B | 5 (e L, mESEE 10 10| #H13-38 | 83
% 45) | fRET 20*(10) 19| £ H13-38 70
20 16 | 45H13-90 80
fi 50 18 | f#H13-38 83
*13-16 H £ T20 mg/kg/H T, 17H #1310 mg/kg/
B2 Uz,

4. BEREREBICHITHEEAER

O_—F = v M ; FBRIA CREET RUER (EAU) ~OfEH (T v k) 9
M RIEPETR (SHUR) 1L - TEIEEZ S D EAUICEB T, v 7 X
AV 10 mg/kg #EHEHIZE D 7 RUBERITERICHIE Sz,

SHR%E Lewis 5 v FRISICHT SV BRKRY L OMGIER

raARY Js AT AL U 2 BRI E D

Beh&/ H Bt | 7 F v R IFED FERLE H AR SHUH e
(mg/kg) i (%) R OpE*2) (10 1 g/mL) (3 1 g/mL)
xF AR 22 100 3.3 14.8*+4.5 9.6 2.9 1: 1,000
0.5 8 100 3.6 19.5+3.2 27.9%+ 6.3%3 | 1:2,750
5.0 8 25 2.5 18.2+4.2 48.5+18.6™» | 1: 1,100
10.0 12 0 0 2.8+0.8 4.7+ 1.6 1:1,208
40.0*9 12 0 0 2.0+1.0 9.9+ 2.6 1:1,830

*1) HEFEE L S.E.

*2) KREDT RUBEK D & HIRD H D)

*3) XFERAEICIE L CTp<0.05

*q) 7 m AR Y CRGIISHURGRETH % ICB MG, BE STV D AADRUSE T — 0 Lz Y o i ofs R T
® %, Enzyme linked immunoassay (2 & 2 HEIX6MEEDIMIED KL TH 5,

23



(3) EAREGMAE - FHK
R

OQWifiE ; ALl ~DOBEHEER (BT EEBHE X — K~ U X)

RO~ A (7 a AR CIERE) T, Ak, REEE, FLIEEE
R EOHREEA QMM RN A LN, Y raARY v (5 £721F 20
mg/kg, ip.. 1HM) BEHR T, EZREOMBFIIREAE R IR0 o7z,
T, WM EETAX L IMMEY 7 v ARY v Ek AV TR~ B R
SLicE A, ERAMITIZY 7 a 2R Y UREEELOIFEN R S,
v a AR CREEICAEIICS LERT 2 2 LR ST,

O AERBRMEE M ;

AR BRI EE TR I OB L2 T U o 8Bk v— 3o i ik
RO in vitro \ZB T Hav=—FREzMilL, > 7aARY AIZDOT Y
VRERY =N K B a v = — TR 2 R LT, 4D

@37 v —BREGERE ; L GBM BRETA~OEM (T 1K) 49
PURERIBRILENE (BT GBM) PUiABEGIZ X W AERK L2 B R ET MITHB W T,
v ARY (2.5, 10, 20 mgkg) ZPUMEHRSG 1 % LD 10 HREROD
Beh U7csE R, IRIPEAPEN, R NAGHEME, Mifa L A7 o — U EEZIK
T, BEOMSIT LASES Yo, ZOFERIZALEKY 7 2=y FD%k
ERIRRE OIS ICHUARPEAOMBNZ L 5 Z E DRI TN D,

*NAG : N-7E2F/L-8-ZatI=4—+F

TR FEBUER] 5 9B R L
Friochef] ; BE9 &R L
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VI-1. meEEOH#HE

(1) ARLENS
e

(2) ERERABRCTHREIN
f-mAEE

BRECSANTINCEER

B
>
=

500

VI. EMEREICEET HHEE

BiE A

RSOOSR O GVHD 2 il 4 5720, £/, 7 v AR Y > ORIWER 28
THO, MPERE (M7 7ES%) Z2HE L, @URRkEREEZRET D
ENEETH D, BARRZRIGHRENT, Bl o, Wik (BF A
B MR OGRS | BRI, BEOREHETRZR D,

SNSRI

FICEWERB D=0, 7 aARY O T ZEORENEETH 5,

<BE  BHEABO T 7EICET D IEHR >

IBIE b7 7E50~200 ng/mL TR, {H L 150 ng/mL

ULECHERF SN D & BHREREORAEHENmL 2D &

DH|ENRH DD T, ZOHEEZZBIZ L TLERKET

EY R

5z e | N7 7MEIZ200 ng/mLAEB LN b, 49

FEEEsBR 2 8 O o BN D e N2 & v | FENL LT
s g | TIRIEAROA BAR b7 7 fEIZ150~250 ng/mL% H %

AR RAERL | ) 5 " R I 7 5 801213200 ng/mLZ 8 £

RN EREE LY,

VIR EN S AD, 1~25 AREL L TR BHBLL 72

WIGAIE, BT 7150 ng/mL % x 722\ i PH CREEE

5295, £72. 61 AU EEHT 2581, 100 ng/mLLL

N—F = v M§F

7 PR

FicFHZ &,

HE -

1) ZE LB EE BT 2 3EmEhE
(RA =T DT T A — =BT LB HEEER) 5D
B BREOLE LT 18BIOBBMEEF I v T 4 L2 v I Te AV e &
HL (CE¥&5E 90.3 mg) . &ffFy 7 n AR EEE RIA EICXD
WE Lz, 7 ma AR AREOYEHHERIL, &5 1.6 FFE{ZIZ 724 ng/mL
O E I R E (Cmax) &, #4512 FFEHIC 59 ng/mL O fe K1 o
(Cmin) %/~ L7=,
PoT 4223 A =T DM P EEHER KT dose normalized L 7234
BRENRT A —H ERITR LT (24— TS 1~1.5 Befiigicaint s 7
0 AR Y YRR 1,850 ng/mL £ T EF U7 1%, YWE DRI W
TEAE v AR Y L OEYMHEAERHORENE 2 ST, FRIREAR
HTHD) .

KT 4 2 2 AT 2019 4F 4 AIICEWNICTRREHE L TWD

: s
G *A—IA

BRECSANTNCEER

K5 %R (hr) 5 %meM (hr)
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(3) HhEE

4) B - FRRXOZE

i

INTA—H AR XA =T
AUCo-12n/Dose
(ng-hr/mL/mg) 29.4+14.19 34.4+11.14
Cmax/Dose
(ng/mL/mg) 8.61*=4.701 11.00+2.944
Cmin/Dose
(ng/mL/mg) 0.701%+0.420 0.749+0.427
Tmax (hr) 1.6+£1.57 1.1+0.21
FHE+S.D

3) WHIE L 1 A Dt (SNEANT—Z) 52
AR BERREEN L E LTz 10 BIOBBHEEEICY 7T 4 2 2 VN E O
t%mW%&5L@¢WﬁE,4wﬂ4m%@ J B AT —/—EIZ LD
HYENEEA e L7-, 2l 7 o AR Y VEES HPLC EICk v lEL
f_ft% %#@@3557\7% A ﬁﬁfo‘?;ﬁ muy)roﬂfcﬁi))’)f;o

MY T 4 2 2T 2019 4F 4 HICEWNIC ORKREILL TV D

(ng/mL)

1200

@

m 800

=

5

o

3

b

2 4001

é é A é é ; é é HU fl f2
(B%RS)

IRNT A —H W H R H 7L
AUC (ng * hr/mL) 3,282+ 883 3,491 +627*
Cmax (ng/mL) 7831302 687+300*
Tmax (hr) 2.4+1.4 3.2+2.0*

SE¥J+S.D.
*HEZ7 L students’ test

BAEMm AR (h7 7% o®iBIx, RE, 1HEFE (OFREAD) | 1HEH
., BEORREEICL Y B0, EHMIC m*&f#mw%é\mwﬁwi%
DRENEL 2D ERMLENTNWD

REOFE

SNEANT — 5 59

TEEER AT F 24 BllC, oF 4 2 2B 7EAL*300 mg KONFRA—T L H T
L 180 mg A ZEERFE IR (960 keal : 5l 54.4 ¢ &) HERS
L, &7 AR AREZRIAEICEVIELE, T 4 22Tk
BERIZEYD AUCo4sn 2349 36% M L, Tmax 2349 2 fHERE L7, x4 —7F
NV TCIE AUCoashe OFEEITH 15% 0 L7z DD, Tmax 1356 EELR 7
L TorT 42 aVIiTHRTEFEOREN/NINW ERRD LN, Mo EE
DOHERE L IR ENRE N T A — 2 % FRtloR LTz,
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(ng/mL/mg) 5
(ng/mL/mg) B FYIas ng/ms/(x)ng A=
w 60 Biso | —o— IR
ﬁq, 50 —o— ZEHR L) —o— miis
Y —— BH%KE i ; 40 | T n=24
%o 40 f FHE. n=24 a
" o
?g 30 ?{' 30
v 20 | 22
Mg
7 1.0 m— § 10
E i A i i e n 9
00 i - J 00
0 2 4 6 8 10 12 14 16 18 20 22 24 02 46 Bﬂg;;ﬁ;“(hlf 18 20 22 24
BE%EME (hr)
FE PoF 4o I XA —F )L I
R A mie | R | | BEF
AUCo4sn(ng-hr/mL) | 3,0761,099 | 4,174+993 35.7 3,514+878 | 2.981+865[ -15.2
Cmax (ng/mlL) 6451248 653+ 266 1.2 1,011+192 759+237| -24.9
Tmax (hr) 2.5+0.9 4.8+1.8 92.0 1.5+0.4 1.8+0.7 20.0
T2 (hr) 6.9+2.9 8.3+2.8 20.3 8.5+3.6 7.4+3.1 -12.9
TFHE+S.D.
ZEALFR(%)=100X (& —Z25WF) /2251
K oT 4 22T 2019 4 AIICENICTEEER L WD
TV =T TIN—=I T a—RALRALESGAE, MABREN LT EOWENDH
%, ( TVII-7. #EAER] OHEEH)
YR E R
IND A=A
(1) fE¥Ax MERR L
(2) WRUEEES SNENT —F - BB ERE 6 6112 600 mg Z HiEl% G 5 (EXME+S.D.)
0.698+0.261 hr!
(3) HREETEHN 571‘.)\7‘ 2 EFER N 24 1112 400 mg Z Hilalfe 5 (CE¥EES.D.)
:0.71+0.49 hr!
B : 0.101+0.026 hrt
o VAR
T12.:1.2240.46 hr
T1/25:7.33122.01 hr
4 vIU7PS2R SEANT — 4 fdEEEER A 24 BIlZ 400 mg & Hial 5 CE¥EES.D.)
135.3+t54.1 L-hr1!
(5) RHEE SEANT — & fdEERR A 24 Bl 400 mg & H[A1% 5 CE¥E+ES.D.)
714+350 L
(6) Znith
B&EMA (RExL—
ay) R
(1) #gWA*x MEE L
(2) IWSA—REHER | L4 ERRL
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MHN I RIS R L LT lglcoxmd, MEkN T30 u gl 45,

VI-4.  RYR WA - s A
IGIHIEER  IBIHFIRER DB Z 1T L A E%iT 720, 59
NAFTRAFTEY T 4
% 30%
<5~89% ; BB DOFRE/R 2 X EEAN, BRI OEENKE N, 560
VI-5. %' BE T v b
SH-v 7 m ARV k&G L7-BOMBN S mIE TR T 80 TH S,
OG5, TR, B, &R, EEICB O TEWVREZ R LT,
WSy MZBITBH-2oaRARY 230 mg/ke RO/ S2OMBEAS T F B
(n=3)
M (hr)
s 2 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
it #E | 0.054+0.039 | 0.091+0.040 | 0.068+ 0.032 | 0.058+ 0.035 | 0.003+ 0.001
b4 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
¥ OB K| 0.014+£0.009 | 0.051+0.030 | 0.046+ 0.023 | 0.127+ 0.077 | 0.029+ 0.004
i Pl | 0.042+0.031 | 0.085+0.048 | 0.075+ 0.040 | 0.074+ 0.053 | 0.005+ 0.001
£ & | 0.037+0.024 | 0.114+0.055 | 0.090+ 0.026 | 0.213+0.101 | 0.045+ 0.004
B E B AN | 0.050+0.035 | 0.231+0.133 | 0.344+ 0.220 | 1.022+ 0.747 | 0.062+ 0.019
i figg | 0.155+0.102 | 0.251+0.101 | 0.195+ 0.070 | 0.208+ 0.135 | 0.013+ 0.003
ilc] % | 0.043+0.028 | 0.129+ 0.066 | 0.131+ 0.043 | 0.401+ 0.231 | 0.047+ 0.004
i figE | 0.233+0.162 | 0.506+0.245 | 0.518+0.216 | 0.394+ 0.173 | 0.058+ 0.014
FH b/N & | 0.260+0.172 | 0.562+ 0.254 | 0.448+ 0.149 | 0.525+ 0.308 | 0.045+ 0.006
=l # | 0.175+£0.116 | 0.448+0.224 | 0.383+0.122 | 0.372+ 0.270 | 0.035+ 0.006
Uo» % iR ] 0.081+£0.058 | 0.249+0.122 | 0.240+ 0.079 | 0.425+ 0.221 | 0.032+ 0.007
M i I | 0.186+0.133 | 0.455+ 0.274 | 0.8397+0.164 | 0.468+ 0.230 | 0.046+ 0.011
gL i | 0.292+ 0.183 | 0.550+ 0.233 | 0.535+ 0.182 | 0.495+ 0.240 | 0.028+ 0.004
= ] 0.338+0.225 | 0.597+ 0.253 | 0.568+ 0.269 | 0.580+ 0.338 | 0.041+ 0.008
B fig | 0.351+0.212 | 0.656+0.268 | 0.552+0.166 | 0.519+ 0.341 | 0.048+ 0.006
fifi 0.216+0.130 | 0.379+0.167 | 0.373+0.116 | 0.311+0.182 | 0.021+ 0.004
jixs figg | 0.529+ 0.295 | 0.963+ 0.404 | 0.803+ 0.226 | 0.598+ 0.335 | 0.074+ 0.006
H W (=4 * * * * 0.137+ 0.051
*oEEH e L (CE¥E+S.D.)

(VT 4 A 7 7 —~<tENEFRH
(1) Ifni%k—fxREPT & E W\ LT < Vv,
(BN BRI A N BRI O P REE A L 0 fEEAICHEH S5, ) 59
EFe. HEZ > b 30 mg/kg HIEIRE OFEEIZB VT, MIEIZ NN R E I E )
ThHoT-,
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(2) %k — ReHE RS Pl dE @
3

(3) Eit~DBATH

(4) BEBE~DBITH

(5) ZDHhDMEB~DHE
7%

(6) MIFEEMBEER

BT 5,

cHNEAT —F (BREAEE) 60
7 a AR Y 2 325 mg Z ik 20 RERFRTICRR DG L7, RHAR O ER
ORI (MIF) FOL 7 rARY VRELZ RIA VEIZ X0 JE LIER, L
ToRENMIB SN, 2P, A% 1 WETIEEERRM LT 0> 7 1 2R
UV VEREITBRHERU T Th o7,

T E RE R
T E R A (V7 aARY U uARY PR
5% OREBINER)
FEARRRE ML (1) 2251 7% 55 ng/mL
BV R M (ifiE) 48IRF[HI 14 14 ng/mL
K 8IRFfHI 1% 234 ng/mL
JEsA i (i) 2017 [ 57 ng/mL
JiERE 204 385 ng/mL
5] 2215 % 16 ng/mL

flicd, b M THREZEET S 2 ENHE SN TN 149146,

BiTT 5,

EBAEEE 1TV T, 150 mg G- EAT, 3. 6, 9FFMBEORFF Y 7 v AR Y
VRT3 REEIR IS mE A R L. 330~570 ng/mL O#iFH CHER L7z, v
BATLIZL VY, 50

NENT—% (in vitro) 57

SH-> 7 v AR Y v (25~500 ng/mL) % WG L 72fER, sRifmER Iz
50%, HIMERFITHK 15% 23T iAE i, R0 ITMmEPICRBO bz,

MEES~ADLARERY DN (%)

F o Bk
5 I '
SH-y/uAk v 15 U L RER HERT R ARMER
% (ng/mL)
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

NENT—H (in vitro) 57

90% LA E
Esy
ey

A

sH-> 7 v ARV v (25~500 ng/mL, in vitro) % HAVEREL72#ER, M
BT REA LR 66%MHA L. K 30%037T /L7 I OO i
EREA LTV,

MFRA~NDL Y ORRY > D (%)

Hev 7 B AR Y AR 500 250 100 50 25
(ng/mL)

U REH 71 64 66 64 65

fth oo I 35 A 25 34 31 32 32
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VI-6. X3

(1) REMAEEOCKBERE | BB . EL LTIHFTTbR D2, METbR#sn s,

B RERREE « EREMIL. M1, M9, M4AN 22 Th 5,
M4NGE9 M19 M1ic9
A A
4,ND 1:0H 9:0H 9:0H
Mé69 Mic
A A
6:0H 1: ether formation

reduction double bond

9:0H .
Mo VoM M 4NO o iiaN
4:0H
4.ND 1;c8
v v
M49 M4N M1A
CH,\ﬁ A
O
CH_ _CH, Hp
“ScH o How__CH_ (|:H:
b o et ™ e, ST L Brin i RRAL AL I
CHy— N -CH—co- cln—c—rlq—cu—co—N—cu—c—rlq—cu, M1 1-eta M17
& - - 'é - !!i - g Milc 1-eta;1-epsilon cyclized M18
CHy i ! i co M4N N-desmethylated in position 4 M21
CH—CH,—CH L ; | ; | M9 9-gamma M1
CHy CH— E i i N~—CH, M19 1-eta,9-gamma M8
) | o I L o L L‘ M14N 1-eta,4-N-desmethylated M25
m"f“_"_co_cl”_"_co_f"_'f _’:—IC“_N_W—‘I:“ M49 4-gamma,9-gamma M10
CHh H CHy e O /C”} (He M4N9 4-N-desmethylated,9-gamma M13
Py o CH cﬁC{cu M69 6-gamma,9-gamma M16
e P M1c9 1-eta,1-epsilon cyclized,9-gamma M26
10 " ! 2 3 M4N69 4-N-desmethylated,6-gamma, M9
MelLeu—MeVaI—MeBmt—Abu-—-Sar 9-gamma
sMeleu Mi1A 1-eta oxidized to an acid 203-218
p—Ala Ala—~MeLey—Val—Meleu
8 7 6 5 4

(2) REHIEHA5T S8R | F b/ o—2L4P-4503A %
(CYPEH) OnF
B, 5%

(3) MIELEESNEDEE | vEhREBEEZIT 5,
RUZFDEIE 10~27%150)
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(4) REYOFHEDEE | /NEANT—F (in vitro) 62
RUENLL., BELE | A3 (M19, M1c9. M4N9, M1. M9, Mlc. M4N) OMBEMZ . —IK
= U U RERRIGERER . k) L RERRIBGRBR R O~ A b Y = CHIGRER I BV T
BE Lz, U VOREREIMERRICB VT, K427 aARY Lzt T 5t
IZ. M1 & M9 TO0.16. 0.14 ThHh-o7-LS, +XTO0.10UFTH -7,
5%
SEANT—X (BB 13 4])
Mmoo EEHY M1, M9, M4AN O 7 v ZARY ickt+ 3 AUC ki,
%%, 1.03, 0.50, 0.06 TH-o7z,
TSI OARY M1 M9 M 4N
(n=13) (n=13) (n=13) (n=5)
Tmax (hr) 2.7£1.9 3.4+2.8 2.8+1.7 2.7£2.0
Cmax (ng/mL) 670+290 357+132 951+109 85+37
AUCo12n 3,006+1,207 | 2,867+1,02 | 1,461+706 | 224+145
AUCH. v — 1.03+0.39 | 0.50+0.16 | 0.06+0.02
SEHiE +S.D.
1) AUCLt : (%fﬁggﬂ%@AUCoqzhr) / (7 RARY ‘/@AUC(thr)
B GE  JaAA—R—ET, T avERaoREL, 2mb s o
2R R OEERBHIM1, M9, M4N)% HPLC 1 THlE L7~
VI-7. HEitt VIR 2 L CEPRA~HE S D,
SENT— 4 69
SH-> 7 m AR Y 2 300 mg A& Uiz & &, 96 Wi o JR U #RiE
ITRE5ED 6% TH-7-,
DB, REMEIL01% EDLTNTHY . FERBEWIT ML S 1.1%. Mlc
1£0.5% THo7-,
BE @B T—% (T b, A4X)
SH-v 7 ARY v EROKBE L L &, 96 Kl 0P P RIL 67.6~
76.3% & & < . RHPHEIERIT 5.0~10.4% & D 7o T,
H-2 0B RKRY UFEE5E#DRD., Eh~DHE#HE
B b B b2 % % Ko e
B WL 92 - s LS IRIUASE
A e BRI |y | BEIESE | gy | 6)
. 7w b 10 5.0 96 67.6 96 72.6
% 7wk 30 6.9 96 76.3 96 83.2
4 X 10 10.4 96 75.5 96 86.5
SNENT —H
3SH-3 7 1 ARV 300mg Z % N4 G- L= & & R GG, 24 B £
TIZZED T6% DM = ut=, (96 FEfEEZ 100% & L7=%6
VI-8. +rSYUARKR—E—IZ| PHIEAOHERREZHT S,
B9 S5 1EIR
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VI-9.

VI-10. BRENERZEHI S

VI-11.

BNEFICLDIBREERE

NEEEZAT « — I T IS RAT T 2 NI IR E D 10% L F T, BRR ETikrE
BITFLALEBETEORETHA T LORERDH D, 6

MEENT 13 A EBRESR,

c SNEANT —% 66

FBMEAEE 47 r AKRY > 100~200mg % 1 H 3[E#& G L= & 2 A,
BIH%OY 70 AR) COIMF 7 VT T ACHEBRMETR N>
77

F7o, BT L o TRESNTZDIIHREED 1%L FTHo 7,

ELRE MIEHENT : %R L

YT 4 2 VSRR AR SR 5 EMBE

B2 (XA =T N ED T T A —sN—JEIT LD EGRER)
Yo7 o 2 OMPREIERERRE VD, 27 4 2 VIR R
EHIBT S NT-BBEERE 20012, Vo T 4 2 a2 SRR E IR A —T
NhH TN EEREL, 2f7aRXARY VEELZ RIABEICEDHEIEL
77
* I B A5 - dose normalized AUC5he 73 10 ng * hr/mL/mg UL T4 5%
FEEAE & U CTREFIMES THIE
XY T 4 2 EVIE 2019 4F 4 HIZEWNIZTRRERE L T 5
AR T3y (g A=
? :
21000 Z 1000 -
& 500 2 st
&
0 0
BB (br)
NG A—=H YT 42 FA =TI
AUCo-120/Dose
(ng-hr/mL/mg) 17.4+6.8 32.2+8.3
Cmax/Dose
(ng/mL/mg) 3.93+£1.87 10.49%3.00
Cmin/Dose
(ng/mL/mg) 0.58+0.23 0.77+0.26
Tmax
(hr) 2.4+1.1 1.4+0.5
Z Dt MY EE L
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3

ViI. ®£% (FRALDOIEESF) AT SHHEAE

HABEZDER

1.
1.

1.

I3
of

1 BRBEICET2KF DR X, RENFHEEIRVUBEEEDEEIC
FELTWAEMXIEIZFNDIRENHL ETITS 2 L,

2 RFNIFAA—F I EEMEMICEAEFTIEHL . FA—FNIENA1FT
RASEYUTA4HAEMELTVWEDT, REMDRA—FILIZHY#RZ B
BIZIE, 2 0RKRY oomiEE (AUC, Cmax) O LERIZKBDEIERD
RBITEET S L, HIT. BHETOYUYVBIBIZEK. AFOEkSE
FLERIGHEWEKSICTBHE, FET DL, TRLERBIERARREZEF
DEMEMNE ETITS 2 &,

—AH. FA =S LERFI~ANDPYYBEZIZTDOWNTIE, UKD
mMAEEMETTH2ENAHAIDT, RAIELTUYVBRZZIThAENT
L, BICBERETIEZ. BERRICL>TE#RRIENARET 270N
»5, [8.2. 16.1.1, 16.1.2 58]

(Fgt)

1.1

1.2

s AL IR OB N EETHY | AmiZrrboREEAE L L 2 &
W%, HE-> T, SEIHIRRIEICEE T 5 MR 2 ek & BiE R OEEIC
TR FFOEMO b & TITON D BENRD D,

AA=TNVEFY T A L av Ry EAT HIEATHH M, BHIFH
RIS TWDIEEONNAFTXA TV T o mmELTWD, 207
WD, Vo T A4 I 20 dOERA =T NIV BE, YT 4 220D
WA ARBE CTHoT-BETITII7exRY) vy omPFiEE (AUC. Cmax)
NEF L, BHERAREBRT2B8ZNNHL1-0, +OREENLETH
. Flo, Yo7 4 a2 TRFICHEFF SN TV DAEHE, 34 —F/1~D
B0 #2212 X VAT S OREN AT DA REHEITE E T W=, 1Y
B2 IZHT> TUIRFICHEENLE R Z D, BHEOHEZHE LT,
FRCH T 4 2200 THIEROHE) 28X 728 THERFL TV 5 B
WA BARBETH D AREMER H VD . A — T/ ~DYI Y #1212 L0 WA
BRRENLESN, MARENELL LRI I2BEZNARH D, 0,
EBHEOY T 4 I 2 ZFEHALTWLEREFEICEXA—T VOV Lz 21T
IGAIIE, FA—TNOEREENRY VT 4 2 2 OR5EE BRGS0
LOBEENMLETHD,

—F . RF—=FGANEH T 4 I a2 AEAT. MR EE M
TLTHERRICRDZBZENDR DV | FRIBHEEE CIXEMIC S FE BT
LAREMER B D120, RTE /R WIEEZRWTHET 5 X 9 EE A2k L
Yl
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VII-2.

BERABEEDER

A (FZNRIZEE
THIEEZDER

AZERUVHAEICEE
THIEEZDER

2.
2.
2.
2.

2.

22 (ROBFIZEFIE‘EELGWNI L)

1 RAN DAk LisEoE OB D & 5 BFE

2 Z7m ) LA UHAIZERS) | EENRRAEZTF 0 BANRZRLF
Ry, TUAXLY, TAFTFLENL, X=FLE)L, FTI53/F
Ve, RXeT 47— aeE5HRoEE [10.1 8]

3 g X BRI EE DS 5 BE T, a e Fr2IRAFORE [9.2,
9.3. 10.2 &K ]

4 ET 7 F ULV & [10.1 2]

(FF)

2.1

2.2

2.3

2.4

v

v

Vo T4 22 REICR DB, BEEOBBIEROBRENRHY . Z0D X
IRBIED DL BEICH T 4 L2 alEkE LSS, HONERN
THRREMEDR D D,

Zr7aVAA T 7aARY 2 ral AR TCEYRBESET N
— A P450 3A4(CYP3ADIZ L 0 E s b 729, BAHEHUC L VA AE Iz
HFIREN LRI DRREMENSH D, F-, ¥ 70U AR ZEFEV 7 AR »
CHUORWERARNHRE SN TWA =0, JFHICX Y BERNERE N 5 ]
BN S 5,

EANRAEF Y BANRARFF L 7 aARY eI RRZTF 1
ANALZF DRI E Y 2 b DA O MIFHIREN LA Lz & O
HERHDTD, BEHICEV R EZF L n AR ZF U ORIWEAREL
BEEEDMEIN U7z 0 | RRRUT A RE % O S 22 BIVE I SR BL 2 ATREMEDY &
%o

RevZy v 7aAR) RV EZ U EDOHRHICED RELZ Dl
FRENZIIZEFS L2 0@RERH D720, FFRICE Y R 2 DHE]
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Sandimmune® Soft Gelatin Capsules
Sandimmune® Oral Solution 1983 4¢ Sandimmune Soft Gelatin Capsules : 25 mg,100mg
(Novartis Pharmaceuticals Sandimmune Oral Solution: : 50mL (100mg/mL)
Corporation)
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Sandimmune (cyclosporine) is
indicated for the prophylaxis of organ
rejection in kidney, liver, and heart al-
logeneic transplants. It is always to
be used with adrenal corticosteroids.
The drug may also be used in the
treatment of chronic rejection in pa-
tients previously treated with other
immunosuppressive agents.

The initial oral dose of Sandimmune (cyclosporine) should be
given 4 to 12 hours prior to transplantation as a single dose of
15 mg/kg. Although a daily single dose of 14 to 18 mg/kg was
used in most clinical trials, few centers continue to use the high-
est dose, most favoring the lower end of the scale. There is a
trend towards use of even lower initial doses for renal trans-
plantation in the ranges of 10 to 14 mg/kg/day. The initial single
daily dose is continued postoperatively for 1 to 2 weeks and then
tapered by 5% per week to a maintenance dose of 5 to 10
mg/kg/day. Some centers have successfully tapered the mainte-
nance dose to as low as 3 mg/kg/day in selected renal transplant
patients without an apparent rise in rejection rate. (See Blood
Concentration Monitoring, below)
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KEOWSISCE | Pregnancy
(2021 %6 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). Sandim-
mune Oral Solution (cyclosporine oral solution, USP)
has been shown to be embryo- and fetotoxic in rats
and rabbits when given in doses 2-5 times the human
dose. At toxic doses (rats at 30 mg/kg/day and rabbits
at 100 mg/kg/day), Sandimmune Oral Solution (cyclo-
sporine oral solution, USP) was embryo- and fetotoxic
as indicated by increased pre- and postnatal mortal-
ity and reduced fetal weight together with related
skeletal retardations. In the well-tolerated dose range
(rats at up to 17 mg/kg/day and rabbits at up to 30
mg/kg/day), Sandimmune Oral Solution (cyclosporine
oral solution, USP) proved to be without any em-
bryolethal or teratogenic effects.
There are no adequate and well-controlled studies in
pregnant women and therefore, Sandimmune (cyclo-
sporine) should not be used during pregnancy unless
the potential benefit to the mother justifies the poten-
tial 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 Sandimmune (cyclosporine) during preg-
nancy, 90% of whom were transplant patients, and
most of whom received Sandimmune (cyclosporine)
throughout the entire gestational period. Since most
of the patients were not prospectively identified, the
results are likely to be biased toward negative out-
comes. The only consistent patterns of abnormality
were premature birth (gestational period of 28 to 36
weeks) and low birth weight for gestational age. It is
not possible to separate the effects of Sandimmune
(cyclosporine) on these pregnancies from the effects of
the other immunosuppressants, the underlying ma-
ternal disorders, or other aspects of the transplanta-
tion milieu. Sixteen fetal losses occurred. Most of the
pregnancies (85 of 100) were complicated by disor-
ders; including, preeclampsia, eclampsia, premature

68



labor, abruptio placentae, oligohydramnios, Rh in-
compatibility and fetoplacental dysfunction. Preterm
delivery occurred in 47%. Seven malformations were
reported in 5 viable infants and in 2 cases of fetal
loss. Twenty-eight percent of the infants were small
for gestational age. Neonatal complications occurred
in 27%. In a report of 23 children followed up to 4
years, postnatal development was said to be normal.
More information on cyclosporine use in pregnancy is
available from Novartis Pharmaceuticals Corpora-
tion.

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. The alcohol
content of the Sandimmune 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 Sandimmune, a decision should be
made whether to discontinue nursing or to discon-
tinue the drug, taking into account the importance of
the drug to the mother. Sandimmune contains etha-
nol. Ethanol will be present in human milk at levels
similar to that found in maternal serum and if pre-
sent in breast milk will be orally absorbed by a nurs-

ing infant. (See WARNINGS)
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A=A T VT DB
(Australian categorisation system
for prescribing medicines in preg-
nancy)

C (202241 A)

<HBE>S>HA—A T VT OHEOBE © 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. Accompa-nying

texts should be consulted for further details.
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Pediatric Use

Although no adequate and well-controlled studies
have been conducted in children, patients as young as
6 months of age have received the drug with no unu-
sual adverse effects.
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~FES v v 4(0.17) — — 4(0.90) — — 2(0.14)
~FZ T e HE — — — 1(0.23) — — —
~< ~7 Uy M 4(0.17) — — 4(0.90) — — 1(0.07)
~~ h7 U R — — — 1(0.23) — — —
AR M ERE 5(0.21) — — — 1(0.06) — 1(0.07)
AR ERFOE N 3(0.12) — — 1(0.23) — — —
M i Bk E s 0 8(0.33) — — — — — 3(0.20)
A i Bk E i 3(0.12) — — — — 2(0.48) —
I MBI — — — 1(0.23) — — 5(0.34)
MR 2(0.08) — — — — 1(0.24) 1(0.07)
i Hp = R e i 2(0.08) — — — 2(0.11) 1(0.24) 1(0.07)
TR T R o bR 5(0.21) — — — — 1(0.24) 1(0.07)
w7 37— 8N 11(0.46) — — — — — —
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