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16.1.1 AL EHEEDOZE L 18Pl 0B EE I, 2hET
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INTG A—F AF—=FN |[HrTa3Iav
AUCo12n/Dose (ng + hr/mL/mg) | 34.4+11.14 | 29.4+14.19
Cmax/Dose (ng/mL/mg) 11.00£2.944 | 8.61*4.701
Cmin/Dose (ng/mL/mg) 0.749+0.427 | 0.701£0.420
Tmax (hr) 1.1+0.21 1.6+1.57
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= N— TG U Ao (LH 2R 128 f4) . asifif > 7 b AR
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1 : dose normalized AUCisn7%%10ng + hr/mL/mgll F % & 3
HEME & L CERIMET & THIE) [1.3, 7.1, 8.2, 8.3 &:l#]

INTG A —F A —=FN T 3Iav
AUCo12n/Dose (ng + hr/mL/mg) | 32.2%8.3 17.4+6.8
Cmax/Dose (ng/mL/mg) 10.49+3.00 | 3.93*1.87
Cmin/Dose (ng/mL/mg) 0.77€0.26 | 0.58+0.23
Tmax (hr) 1.4+0.5 2.4=x1.1
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T U ARY AT N10mg[ TClE 4 — T )V10mgh 7+ )V
. ZOAF =N ) ENENLY TRV (V7 EARY
v & LT10mg) BERER A 12 A HL R RE ¥ 5 L T4 rp 4
TALRIEEZME L., SN 8YBRE/ ST 2 —% (AUC,
Cmax) 122\ T0%1E HA X M 12 CTREFTHIRAT 2 47 - 7245 . log
(0.80) ~log(1.25) OHEFANTH V) . WA D A=W 1 [7) 5514 25
éaénf:w)o

HEIRNT X =5 BEING A —F
AUCo-24nr Cmax Tmax T
(ng - hr/mL) | (ng/mL) | (hr) (hr)
I UAARY) v 55.3 21.0 1.45 1.93
# 7t 10mg[ TCl| +16.8 +4.1 +0.44 | *0.72
F —F)V10mg 56.3 22.7 1.25 2.02
717V +21.1 +7.0 +(.42 +(.84
(Mean=S.D., n=10)
(ng/mL)
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YO ARY A TEN25mg[ TClE A4 —F V25mgh 7t
. JUALF—N—EIL ) ENRENLS TN (Y7 EARY
> & L C25mg) R AT IS B L RE ¥ 5 L C &b ok
TALREEZWE L., 55N -EWEIRE S5 2 — % (AUC,
Cmax) 122V T0%E A X I3 12 CRERHIRNT % 17 - 7245 4. log
(0.80) ~log(1.25) DFEFANTH ) . WiFH] AWy 2- Ay [a) S VE A
Hanw,

HEINT X —F BHEINTG A — 4

AUCo-24r Cmax Tmax T2

(ng - hr/mL) | (ng/mL)| (hr) (hr)

T AR ¥ 224.1 96.1 1.33 1.81

71 7 N25mg[ TCJ|  +48.2 +24.8 | £0.35 | *0.66

* 4 — 7 )V25mg 244.5 108.2 1.06 2.12
% +53.4 +23.9 | £0.17 | *0.68

(Mean=S.D., n=9)

(ng/mL)
150
I.%1125 - L H ORAKY Lh T2 [TC)
o - R2A—5)L25mgh TtIL
<, 100 ~
B Mean+S.D., n=9
B 75
2
?} 50
>
i® 25
|3
0 i . : A N
0T1T2 4 6 8 12 24
0.51.5
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v & L C50mg) flHE R A BB - I F B R LT P G- L T Ax il R
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(0.80) ~log(1.25) OFEFHANTH 1) . WiH] D A= W1y [7] A5
sz,

HIEINT A —F BEINT A —F
AUCo 241 Cmax Tmax Tue
(ng - hr/mL) | (ng/mL) | (hr) (hr)

YIBARY) ¥ 627.2 214.1 1.32 4.04
1 7 NV50mg[ TCJ| *+145.4 +61.1 | £0.34 | *0.79

A4 — 7 )V50mg 615.0 209.1 1.45 4.26
717 ) +121.2 +45.3 | *#0.37 | *0.71

(Mean=S.D., n=19)
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Y+ ATUA F+ATG) LIEATGH (T 7 B AR v+ 7 HF 4
T) VHAT A REEZIZE ) A RS Lok, B
R 14E £ COBMEIH 4 2 2MHEH S IImE L b 2 <. B
HERBH 26 5 SR BOC IE ATGEES6% (961 /2561) . JEATGHEE
76% (1961/2561) & ATGH THE (p<0.0D) 12D % o 722,

(INEFAE)

17.1.7 S EERREER
HWAMZ BT, NERICBIT A Y 70 28 > QMG D
PRI LTS S Cwn b2 %),

(N—=F v ME)

17.1.8 ERNERFRHER
R GH) (166)) ToME Tld, teER ([ L) 1281.3%
(1361/16%1) Td - 72%),

(28

17.1.9 EIRNEERHER
FHAE G0 (1661) O 46 TR B DU FHENEDFRO Stz
FA 25D R FITOKRE TIE, 276146 TRy ED
[ A

(BEAREMAM., FIFERE)

17.1.10 EREEKRZER
TR AR BRI, REFEREEE OG- OF T, H
AR B MO 160 T Minimal response |, 7R3 Ek¥E > 1451 Tlify
MURPEN LGS A SN2 o T4 I 20 o0z
B9 CTld, 1861 Tl - RIE % 22 & FIRANR I LR S /-

17.1.11 EARSE I/ DHERER
HEEL EOATCRGEOHAERBMEMEFZEZ R E Lo
Vb by BT OENERREICBWT, ATG, Y278 ARY
YROTIOV b T RS O3F T LR BEI170.0%

(TB1/1061) TH - 720 B, ERFEILEM EHM IR 222 Bk
o) KRS N BEOEG L ER L 729,

17.1.12 ERE I/ DR
HrERE D b 2> D I/ EL30, 000/ 1 LR O ATGIBE % <213 7278
EHIEPIES L CI3ER LIATGEELS T O A WEHARE
BEMBEZE LR E L2V oy K37 oENBRRERIC S
WT, Y7 AR G hoBEDT5.0%(665)/34]) 12 Hr 5B
162638 W |2 MM SRR O WU E D RS Lz, B, M
B BG4 LR B oo i Bk 12 € 3% Lif M ERA$>20, 000/ 1 L3
IS /MRS IR R A . ~NE 7 0 ¥ o ilins>1 . 5g/dLEghn (#
GRifE239g/dLA O 4 ) 3R MEREG & O34, Bk
H3>100% (F% 5-HiMEA500/ u LA O 3547) X1 >500/ u LA O
I b, 1D EZS ]2 BO - BEOEE L ERL Y,

(% 70— GEREE)

17.1.13 EREEFRHER
FEESH I, HEEEAAE CEEFE((SwEIL L) 2
69.2% (9B1/1361) . A7 04 NEPMEEE CeEEDT5.0% (9
Bl/1260) T otz T4 20O M FITIE, 5
MR AL D18, A 704 FIRFEEZE DOI3BOVFho
FEB] T b R AHERF S 72,

(7 hE—HREX)

17.1.14 ERE I HERKER
WANDREIED T b E— R E REHEE RIS, A4 =T
3mg/kg/H (2~5mg/kg/H) % 1H 210112 4315 TSR AR 1453
57T REDIBASE T L 720 RREREEATT DN—
ATA IS OEALEORME (A — T V-7 7 v R EE D
TREER) O3 (95% 15 X ) 13-30. 3% (-41.1%~-19.6%) T
B0, FEEERICEEEDED 5N (p<0.001. FHED %\t
ME) o F 72, WAEHHPHAARA I T OR=ZF 1 2 Hh 5 DEALE
DB 72 D3 (95% A5 X ) 13-21.8% (-32.8%~-10.9%)
THY . BHGHEMIIAEEIED 5N (p<0.001. FIED 7%
WithgE) o LLEE ), 2 —F VO T I REICHT AT
7 FOREFE e OVRBIR A PH 2 O 7 S ASE S 7z

FHMIIEE ) N-ATA Y R-AAvpSOEIE  ZALER OB

Pegme BOPHES D, PHESE Tl B%EEKE pfi
FIEEATT

AF-IVEE M 54.0£16.3  -63.0£3.43

TILRE 45 51.1+16.1  -32.6:4.18 0.3 HLI~-19.6) <0.00
TRImEP R 27

M-IV M TA2%14.6 -414%4.08

F5LAE 45 60.0¢12.8  -19.5¢3.71 2.8 (R2.8~-10.9) <0.00

EIEREA 27 ¢ AT H OBRPT R GLBE - 708 G2) . 95, .,
5 - BEAL) 28 FT O HREG Z & 1Z4B B (0-3) THiEE (B

KAEIG)

TEFRHIPHA 27 87 T D BARES (F RS % k) Tk 124E:

B (0. 173, 2/3. 3/3) Tkt (K AiE100)
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18.1 1EA¥RF

7 uAR) v OEREF SN 2l EEEIC L 20T
E7 <L) BRI LR o B ICER L, Mm%
EIEWEH 2R3 Y270 2R VIZEICALS—=THIFE O
AL Z JHI$ 255, 7Ly —THIROE L% HE L 2w
ZEMIRENT WD,
B ARY) YRTHBICEWTY 771 ) v EEEKREE
L. THIBE AL D & 7 F IUREIZB W CEE R &% E % L7
LCWAANy=a— GGl Ay =a—Y YOl
LEHET 5, THISE o THY Y BB X 25 HFNFAT
OMIE S OBNBATSHIES L, 4 v =14 F-2121%
TENDLTA NI AV OREEDHIH S 5539,

18.2 ¥4 b T RIBIC K B U 2/ NBRIETEIFHIER
IUARY VA DTA MY X)L S e
1) ¥ SEROBEIE UG & IS 5 (7 AR vitro) ™o

18.3 1> 2—0O4F>2%50H 1 M1 > EENFER
U AR VITHIBEEEN - CTH DA v & —u 1 F »-2%
DY A M I A OFEEZIHT L EHIREINTWES (77 A
MR vitro. ex vivo)™: 37,

18.4 ANJVN—THIRR (X T 2 EIREVIFIER
YA AREY YIiFFEE LT, AVS—THITEOFHEAL % #0864
B05, 7Ly —THROEEALZ HEL 2w EATREN
T (e MR > 28EKkin vitro)™ o

18.5 BHEETFILADIER
T UARY) JFEWIIBNT, B(7YE A X)), (A ).
BEE(7HFE, Ty M), (T E), B Z) . B ), N
(A %) OETERH T O A% IAFWM 2 IEE S, B
2B BN RS RO T B (74 F) KO (T v M%)
RERTH,



18.6 RERMBCR&EM 7T N VER (EAU) NDIEA
T AR VMR AR (SPUE) 12 X o THI &2 Z &
N5 LRI H CRIENE 7 KK (EAU) OFE K OS5E UG %
WIS 5 2 EATRENTVE (T v MY,

18.7 BAARR M EMSKEER
FAERNEEAR MBS %&ﬁfﬂiﬂﬁ LML 72T vosskro— >
ST Oin vitroll BT A a0 ==l I L. > 7
OARY IZZOTY 58k 70— |2k b aa=— IR
EREAIL 720,

18.8 MIGBMBRETILADIER
27 1 AR PR B AR (GBM) ki 512 & D 1B L
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COENEAILERY 78 v b OSRERMRIRE O HIHINE O Pk
HEOWHNC L 5 Z EDURIBENTWDHY,

18.9 7 hE—HEBRXETIVADIER
I UARY) v ET ME-MEERET IV A(NC/Nga~w 7
IR L723BRIc B W, dfIEBEIC R TR R A a7
PHERBMEEZ R L7 F72. 20 FEATE R B & g
FTLHET 7 OARY UG HCTRMEZ R TEN D SNz,
FE B KR R A CIER IR & I L CRE OB A - BED
AN U CTHRETH - 722,

19. BRI T 2EEZHHER

— 9T - > 7 1 2K » (Ciclosporin)

1b%4% : cyclo-[(2S, 3R, 4R, 6E)-3-Hydroxy-4-methyl-2-
methylaminooct-6-enoyl]-L-2-aminobutanoyl-N-
methylglycyl-N-methyl-L-leucyl-L-valyl-N-methyl-
L-leucyl-L-alanyl-D-alanyl-N-methyl-L-leucyl-N-
methyl-L-leucyl-N-methyl-L-valyl-

SFR : CoHiuNuOr

SFE 1 1202.61

M R I7uAR) VIEHBOBETHL, TEI= MY,
ALy =)V j:l57 J =V (95) IR TEIT R ¢ <.
JVIFIWVIT—TI)IZ

eFEE=x

H_ ,CH,

Ala-p-Ala-MeLeu-MeLeu-MeVal — N
|
r CH; O

Abu-MeGly-MeLeu—Val-MeLeu —I

Abu=(2 5)-2-7 3/ ikl
MeGly=N-AF N7V v
MeLeuw=N-AF/vmA v
MeVal=N-AF )Y

20. BRV EDEE
WIRIZE Y B TR ALT B 2 N HHDOT, IRAERET
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22. A%

(7 RRY) >HT+EILI0mg[TCI)
1007 7"V (PTP : 10Cap X 10)

(70ORARY > HT+EIL25mg[TCI)
100% 7))V (PTP : 10Cap % 10)

(7 BRKRY>HTEI50mg[TCl)
1007 7+ )V (PTP : 10Cap % 10)
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