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NG A—4F 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 1.6t1.57
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1 : dose normalized AUCisn7%%10ng + hr/mL/mgll F % &% 3
HEME & L CERIMGT & THIE) [1.3, 7.1, 8.2, 8.3 &:l#]

NG A—4H AF—=FN |FrT4 I
AUCo-12n/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 2.4x1.1
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v & L T10mg) R A 12 A HL R RE ¥ 5 L C 4 iirp 4
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HEINT X —F BHEINT X — 4
AUCo-24nr Cmax Tmax T
(ng - hr/mL) | (ng/mL) |  (hr) (hr)
T aAKRY v 55.3 21.0 1.45 1.93
71 7% )V 10mgl TCJ +16.8 +4.1 +0.44 +0.72
4 —F)V10mg 56.3 22.7 1.25 2.02
B 7N +21.1 +7.0 +0.42 | £0.84
(Mean=S.D., n=10)
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v & L C25mg) BEEERCAS T A A R P - L C e R
ALK ZME L, BoNEYHRE NS 2 — % (AUC,
Cmax) 122 T0%E A X 312 CRERHINT % 17 - 7245 4. log
(0.80) ~log(1.25) DFEFANTH ) . WiF] AWy HY 6] S VE A
Hanw,

HEINT X —F BHEINTG A— 4

AUCo-2mr Cmax Tmax T

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

T aAKRY ¥ 224.1 96.1 1.33 1.81

7 7k v25mg[ TC|  +48.2 +24.8 | £0.35 | *0.66

* 7t — 7 )V25mg 244.5 108.2 1.06 2.12
17k +53.4 +23.9 | *0.17 | *0.68

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

(ng/mL)
150
m%llzs L H ORAKY h TEIL25me TTC)
o - RA—F)L25mgh TIL
<, 100 ~
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B 75
2
?} 50
>
= 25
|3
0 o . : A N
0T1T2 4 6 8 12 24
0.51.5
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# 7 NV50mg[ TCJ| +145.4 *61.1 | *0.34 | *0.79
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B 7 +121.2 +45.3 | £0.37 | *0.71

(Mean=S.D., n=19)
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R 14E £ COBMBEIH § 2 2MHEH S IImE E b 2 <. B
HERBH 6 5 SR RS IE ATGHEES6% (961 /2561) . JEATGHEE
76% (1961/2561) & ATGH THE (p<0.0D) 12D % o 722,

(INERHE)

17.1.7 S EERREER
HWANZ BT, NERACBIT A Y 70 28 ¥ OHHTIED
PRI LTS S Cw b2 %),

(N—=F v M&)

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

(28

17.1.9 ERNEERHER
FHAE G5 (1661) O 46 TR B DU HENEIFRO Stz F
FA 25D R FITOKRE TIE, 276146 TR ED
MEFR SN2 B,

(BEAREMAM., FIFERE)

17.1.10 EREEKRZER
TREFH AR BRI, REFEREEE OG- O6 T, H
AR B MO 160 T Minimal response |, 7R3 £k o> 1] T gy
MURPEZFEILE S A SN2 T T4 I 2 o0z
B9 Tld, 1861 T - RIE % 22 & RN LR S 7z

17.1.11 ERE I/ IHERER
HEEL EOATCRGEOHAERBMEMEFZEZ R E Lo
Vb oy BT OENERREBICBWT, ATG, Y27 ARY
YROTIOV b T RS O3F w T LR, ZEI1L70.0%

(TH1/1061) TH > 720 7B, ERFEILEM IR 222 Bk
o) KRS N BEOEG L ER L 729,

17.1.12 ERE I/ DR
HrEE D b 2> D I/ EL30, 000/ 1 LR O ATGIBE % 213 7278
EREPIEE L CI3ER LIIATGEELS T S A WEARE
BEMBE LR E LTV oy K37 oENBRREICS
WT, Y7 AR SR BEDT5.0%(665)/34]) 12 H 5B
162638 W |2 MM SO R O W E D RS Lz, B, M
B RIS 264 LR B oo i Bk 12 €3 Lif NI ERA$>20, 000/ 1 L3
IS MR IR AR . ~NE 7 T ¥ o filiAs>1 . 5g/dLEghn (#
G-RifE239g/dLA O 54 ) 3R MEREG & O34, Bk
H3>100% (F% 5-HiMEA500/ u LA O35 4) X1d>500/ u LA O
I b, 1D EFY ]2 BO - BEOEE L ERL Y,

(% 70— GEREE)

17.1.13 EREEFRHER
FHESHCIE, HEEERAEE CEFE(TS®EIL L) 2
69.2% (9B1/1361) . A7 04 NEPMEEE CeEEDT5.0% (9
Bl/1260) T otz T4 IO M FITIE, 5
MR AL D18, A 704 FIRFMEEZE O3B OVFho
FEB] T b R AHERF S 728,

(7 FE—1RE%)

17.1.14 ERE I HEKRKER
WANDREIED T b E— R REHEE /RIS, A4 =T
3mg/kg/H (2~5mg/kg/H) % 1H 218112 4315 TSR AR %53
57T REDIMASE T L 720 WREREEATT DN—
ATA VIS OELEORME (A — T V-7 7 v R EE, D
TEER) O3 (95% 15 HEIX 1) 13-30. 3% (-41.1%~-19.6%) T
HY ., FEERICHEEEDED 5N (p<0.001. FHED %\t
ME) o F 72, WACEHHPHAARA I T OXR=ZF 1 ¥ Hh 5 DLEALE
DB 22 D3 (95% A5 HE X ) 13 -21.8% (-32.8%~-10.9%)
THY . BHGHEMIIAEEIRD 5N (p<0.001. FIED 7%
WithtE) o LE L), 2 —F VO T I REIHT AT
7 TR FE e OVREIRAPH 2 3 7 S ASE S 7z

FHMITEE ) N-ATA Y KA pSOEIE AL OB

BGB BOPESD. YHESE. T BUEEXH  pfE
HEEADT

=7V 4 54.0%16.3 -63.0%3.43

77 AR 45 51.1+16.1 -30.6%4.18 03 HLI~18.6 <001
TEARHPH A 2 7

A=TViE 4 74.2+14.6 -41.4%4.08

772 RH 4 69.0+12.8 -19.5+3.71 2.8 (R2.8~-109) <000

EIEREA 27 ¢ AT H OBRFT R GRLBE - 770 G2) . s, .,
5 - B 28 FI O R G Z & 1Z4B B (0-3) TRiE L (B

KAEIG)

ERRHIPHA 27 87 T D BARES (F kT % k) Tk (24E:

B (0. 1/3. 2/3. 3/3) Tk (K AiE100)
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18.1 1EF¥RF

7 u AR v OEREF SN Al EEEIC L 20T
7 <L) BRI LR o B RICER L. @R %
EIEWER 2R3 ¥ 270 2R LZEICANLVS—THIFEOE
AL Z JHIT 255, 7Ly —THIROMWE L% HE L 2w
ZEMRENT VD,
B ARY) YRTHBICEWTY 774 ) v EEEKREE
L. THIBE LD & 7 F IUREIZB W CEE R &% E % 7
LTWE AN =a—=)  IZEEL. Iy =a—1) vOifk
LEHET 5, THUISE o THY Y BB X 25 HFNFAT
O E S OBWNBATHHIES L, 1 v =14 % -2121%
TENDLTA NI AV ORELEDHIH S L5539,

18.2 ¥4 b T RIBIC K B U > /NBRIETEIHIER
IUARY VA DTA MY X T S e
1) ¥ SEROBEGE UG & IS 5 (7 AR vitro) o

18.3 1> 2—0O4F>250H 1 M1 > EENFER
U ARY VITHIBEEEN - CTH DA v & —a A F »-25
DY A M A v OMEAEZIRT LI EDRENTWES (7 AW
MR vitro. ex vivo)™ 37,

18.4 ANJVN—THIRR (X T 2 BEIREVIFIER
O ARY VIFFEE LT, ANS—THITEOFHEAL & #0864
B05, 7Ly —THROFEEALZ HEL 2w LTRSS
T (e MR > 28EKkin vitro)™ o

18.5 BEETFILADIER
T UARY) AFEWIIBNT, B (7YE A X)), (A ).
BRI FE, Ty M), (TE) B Z) . B X)), N
(A %) OEFERH T DA% I AFWM 2 IEE S, B
2B BN RS RO T B (74 ) K OHE#E (T v M%)
RERTH,



18.6 RERIWECR&EM 7 K VEX (EAU) ADEH
T AR VMR AEVEPUR (SPUE) 12 X - THI &2 Z &
N5 LRI H CRIENE 7 KK (EAU) OFE K O5IE UG %
WIS 5 2 EATRENTVE (T v MY,

18.7 BAARRMEMSKEER
FAERNEEAMEE S %iﬁfﬂiﬂﬁ LML 72T vosBkro— >
W& AT BRI Din vitroll BT A a0 == EZHIH L, > 7
OAKY SIESOTY Y85k O— 2|2 & 520 = — R
REAI L 72,

18.8 MIGBMBRETILADIEA
27 T AR PR B AR (GBM) Fufk#x 512 L DB L
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C OVEMIZAIERY 78 v b O SRERARE O BN E 0N Pk e
HEOWHNC L B Z EDURIBENTWDHY,

18.9 7 hE—MREBRXETILADIER
YruAKRY) Y ET ME—EEEETFIVY Y A (NC/Nga~ ™7
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THEY 7O AR ISR &R TEIAEED H5,
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19. BRI T 2EEZHAER

— 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 ORI uAR) VIEHBOBETH S, TEI= MY,
ALy =)V j:l57 =V (95) IR TEITR§ <.
JVIF NI =TI

eFEE=

H_ ,CH,

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

Abu-MeGly-MeLeu—Val-MeLeu —‘

Abu=(2 8)-2-7" X / gl
MeGly=N-AF N7V v
MeLeuw=N-AF/vmA
MeVal=N-AF /LY

20. BURV EDEE
WIRIZ LY B TR ALT B 2 N HLDOT, IRAERET
PTPEEDF FHRAETLH I &,

22. A%

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

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

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