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16.1.1 BAEEBHREDZE L7180 0B R EH 12, 2 E TR
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A —N— TS Lo (1H2M28 0 5) . 4y 7 b 2R
) VR ARIABEICE DlE L CHLik L7k R, BG4
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NG A—=% AH FrFa 3oy | B (%)
iﬂé?ﬁ?jﬁé{ﬁf§;> 34.4%11.14 | 20.4+14.19 | 22.7+20.8
Cmax/Dose (ng/mL/mg) | 11.00£2.944 8.61+4.701 45.6+47.9
Cmin/Dose (ng/mL/mg) | 0.749+0.427 | 0.701x0.420 8.8+17.0
Tmax (hr) 1.1=0.21 1.6x1.57 | -12.9%31.0

(F#fiti+S.D.)
*16.1.2 2714 I 2 THEFREPOBRBMERT, ¥ 71 3=
IR R 2R T2068002, 2nNFCIRAL Tz r 713 2
VEFBEORK LI T4 I avE s aAF —N—ETHS L
72EE (LH2[E128:0 %) . 4xifiirh s 7 0 AR Vi 2 RIAZHZ X
DlE L CH L 7oA R, BSR4 ) O3 BHREN T A —
FIFEROEBY TH 72" (TIUREE : dose normalized AUC, 5,
7310ng-hr/mL/mgbh T % 2 £ FL MM & | CHEBIIET & CTHI%E)
[1.3, 7.1, 8.2, 8.3&M4]

INTA—F A FrTF4 Iy
AUC(th(/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+1.1
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ZNZENES.4%. 81.0% U63.5% T - 720 BHiHEDIETDF %
JEE L OSBRI REE (46%) M (16%)  BEPEAER: (13%)
Tho12,
17.1.8 S EERREER

R E RS LB B D08 2 ATGHE (Y 7 0 AR ¥+ 74 F 4 7)
Y+ 2704 F+ATG) LIEATGHE: (Y7 a Ky ¥+ 7HF+
TN+ ATOAN) AEEAICE D A ERET LR R, B
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J12(0) THotze T4 I nLO ) BICIE, HEE
FRBEFHOI8F), AT oA FMEELEOI3FD S L, AF704
FIRIAPED 1B % B 23D R AR S 2™

(7 FE—MEBER)

17.1.17 BN DR
WADREIED T b E— M H REE %R, KHI3meg/kg/H
(2~bmg/kg/H) #1H2ENZH5F CMMREL#RSG§2 7L RE
DB Z Fhi L 720 R FIEEAITONR=AT4 VP50
BALROBERMZE (KFEE-75 R B, DTRB) OFEE (95%
EHEIX ) 13-30.3% (-41.1%~-19.6%) T&H . HG5EHE A
BAEDVED BN (p<0.001. HIED % WHETE) o F 72, A
T A IT DON— 2T 4 V5 DEALEDBER 2O I E
(95%IETAX ) 13-21.8% (-32.8%~-10.9%) T v . &5HH
WCEBEEDED SN (p<0.001, MISO 2R WtHE) . EX b,
RANFED 7T 2 KRB 3 5 F 575 BAEE N OFRRELPH A 2 72
FEDSIREE X 7205

i E Wi RN=AFGA Y N=AF4 7 HbOEH EEORME
K5 THH=S.D. THHHS.E. Tl BREERXE  pfE
FEHEATT

R 44 54.0£16.30 -63.0+3.43

75tAH 45 51.1:16.13 -32.6+4.18 30.3 (41.1~-19.6) <0.001
IR A 2T

R 44 74.2+14.60 -41.4%4.08

TEARHE 45 69.0£12.75 -19.5¢3.71 21.8 (-32.8~-10.9) <0.001

BIEEA DT AT HOFRIT R GGLEE- IR G, 5, . 55
HEAL) 287 FTO S EER S AR (0-3) THEAL (RAME96)
TR A 37 82 O HEIG (SHTh 5 1) T & 1248 (0,
1/3. 2/3. 3/3) Tt (RAME100)

17.2 SLERGEHRAES
(BH#HE)

17.2.1 $5315RAE
T4 I 2 P ORFNOY DI ZIEFN BT L)) IR 2 HD
BIVEF S ER134.71% (1361/27661) <. $FEA9 2 FEH O SEHIZ
RO otz. YV BEOMSF ~ 7 7HNEREOLH k5w
12174.10+3.38mg/H (3.18+0.07mg/kg/H) #*5165.55+2.78mg/
H (3.00+0.05mg/kg/H) £ AEIZET L7z (p<0.001). LU0 i
ZHBOMAp b7 7L AT L (p<0.05) A%, AUC. Cmax
ICHERZIED SN a0l 720 UINIRZFEGIC BT 2 BAE
DEZE LR E LIAR)E1399.6% (27561/27661) Td - 72,

- N L)Y e 2w )0z

lﬂﬁ O s ) | (FHM=s B
M+ 7 (ng/mL) | 262 97.80+2.56 91.96+2.51"
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 (thsE « G0 20T & )Y #2200 1)

18. ZERpZEP
18.1 {ERAHF
AFN OB L ERE N 2SI L 2 50T AR, U Y
ISERIS 0 LRRER I 2> D i (AR Ly R0 22 SRR B E H 2R

o RANTFEIZANN=THIBOEEALZ FHIT 225, 7L v
B —THITOWEEALZ HE L RV AR ENT WA,
AANITHHLIC BTy 7 a7 409 v EEAEZIE L. THIFE
HALD Y 7 F IMEEICBWTEELREE TR LTV ALY
Za—) VIEA L. AV = a—) Y OiEE LR IHET A, &
TS & o T Y Y B X 2GR NFATO ML E % 5 O %A
BATHMHIES N, 41 vy —af F 2R EENDITA M HAL
OFELEDHIF S ™,

*18.2 ¥4 bY x P RIBIC K B U 2/ NERIETEMGIER

RENE<A N Y 2 X YRS S 7)) >/ SEROHEGE G
RIS 5 (v ARG in vitro) ™

18.3 1 > 2 —0O4F%22%DY 4 bHA > EEMFER

RANI TR - CThH LA v ¥ —0 4 F y-250% A4 b A
YOREERIEIT LI EAIREINT WD (v AWML vitro.

ex VI'V0> 43) ,44) R

18.4 ~NJLN—THIRRICXE§ 2 RIRAVIFIER

AFENEEE LT AWS=THIBOEEAL 2 M5 255, 7L v
F—THROTEEALZ HE L 2w EAVRENT WS (& MKMW

1) > 782Kk in vitro)™

18.5 BHEETILADIEA

ARFNZIPZ BT, B (THF A X)), (A 2), F6# (¥
PE Ty )b () (42 (X)L N (%)
DORFEREHE T DA S EFNH 2 L E S &, FHBMIcE 5
BT E EOG0 TR (73 F) ROVEHE (79 ) MR ER
@—45) -53) .

18.6 RERMWECREMET FVEX (EAU) ~DER

ARFNZHEE T MR (SHUR) 12X - CHI& R S b EBEIVE
CREE 7 Mok (EAU) OFSER MRIERIS & W1H3 2 2 &
ARENTVE (T 1),

18.7 ZMBERBBIEX — N7 ANDIEA

WREE ORI % X — N~ ACRIET 5 LIRS~y 2T
etk b, KRR, FLIEMEE 2 & ORI A ORI A 2 R
DIZxt Ly AHIFE G~ 7 ATl S NS OB A T S 0D,

18.8 BAARRMEMIE(ER

FHEARRMEEMES BRI X D BSZ L 72T Bk o — i3
EIMETSAIE D vitrolZ 3513 % a0 = — Rz #IHl L. A5 2
DTV ¥8ERk7 0= 2125 B a0 = — R & A L 72

18.9 HIGBMB R ETILADIEA

AHNIPARERAIL KL (GBM) $UE# 512 X R L 72 27
VT MZBWTRBEAPRE, RENAGHE M., mMEI L A7
O— U Z KT S8, BIEOMEIT LAt sE 5, ZoEHIL
HIMERY 7t v b O R ERIRE O3 I O Prik e £ o Bk X
BT EDGRIBENR TS,

18.10 7 FE—M BB R ETILADIER

KEZT P —MHEEEETIVYY A (NC/Ngavw ™ &) 2R
B L2aBRICBW T, oBBRICERTERERA I 7 PHERK
xR L7ze T, 29 HEATEY NS0T IR & LT 5 & ARHIT
5 CARAE % 7R B 250 & L7z R ELRHRE S AR C L3 R
TR L CEEDOUL A - BEORERENRLE TRETH -

.58)
- o

19. BRI ICET 2REFHHME
—RRAI BT

27 a AR >~ (Ciclosporin)

2%

cyclo -[(2S,3R 4R ,6F)-3-Hydroxy-4-methyl-2-methylaminooct-
6-enoyl]-L-2-aminobutanoyl-N-methylglycyl-N-methyl-L-
leucyl-L-valyl-V-methyl-L-leucyl-L-alanyl-p-alanyl-V-methyl-
L-leucyl-N-methyl-L-leucyl-N-methyl-L-valyl-|

FR

CGZHIIINIIOIZ

ATE

1202.61

{2

HEOHET, 7Mbb, 2% =L idxsy /) —) (95)
KCBOTHITRTL, VZF VI —FIVIEITR T, Kicige
AEET RV



FEER
H CHs
H:C. N OH
-H
’*Ala—D—Ala—MeLeu—MeLeu—MeVal *ITI \r Abu—MeGly—MeLeu—Val—MeLeu—‘
CHs

Abu=(25)-2-7 3 J WKk
MeGly=N-AF )71 > >
MeLeu=N-AF)lOA >
MeVal=N-AF LN >
20. BV EDER
PRI L OB TN AL L72) . EHFT ALY/ — VhdESRT
LT ENHLOT, IRMEHE CPTPUED T FHRET LI L,

22. D&
(oBRRY>HTEII0mg [ R])
1004 7w [107 7k )v (i 7 )V 2 =7 APTP) x10]
(oaRRYHTEIL25mg [ K])
1007 7)v [64 7))V ([EHE 7 )V I =7 APTP) x 20]
(oBRRY>HTEI0mg [HR])
1004 7w [64 7 )V (WHE 7 )V I =7 LPTP) x 20]
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