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4.2+2.9 44+45 274+198 1612 20+17.8
3¢ 1205 ) B M0 PR A (‘P +S.D.)
MORAERPAI R
16.1.2 FF#54eE

NBIFRHEEE CEMERS.3M) 2BV Tid, R ARERE 2.7~
4 AR ORI 55 CRRRE O MG IR 572 GHEATH S 71
LA T NGO T—%),

16.1.3 /\iZFHE
NN RS CPEERZ.9%) 2BV Tid, A AAERE TL.3
~2. 5 ORI Gm CRBRE QM TRE S H 5 1Y JHEATH S 71
) AAN TENFEGREDT—5),

16.1.4 BEMKBRX
BN R AR ESBIC & 2 0 ) A A K T V0.05me/ kg FEITH S L
7o EOFEYBRE ST X =Y ZROEBY) ThHo721,

LU LN REEN
T AREES

INZE-NEIEEN
Eol WEH, 5
HoA i ke
eI 7I9—¥ LA
A IR i
W (ASTL
A, ALTE
5. Al-PE
5. LDH.ES

7 -GTP 15

Ty ANEE GEI . | WO AR
R 3 B, 5o Twax (h) Crax (ng/mL) AUCozn (ng - h/mL)
A 2.4+1.4 22+13 136105
WIS WA EE R, | R M= r, e (F¥#+S.D.)
FAAR, T H 1t

16.1.5 27O LZXAT IV ER O L ZAFER DIEE
BANBRREZIGINC Y 70 1) A ZH TRV LY 7 1Y) A AR % F e
H L7k EOFEMBEE ST X —F 13RO EBY TH 722, [1.2.7.2. 18]



h T eV Bk o (kL7172 )v)
izﬂ B C AUCo12n C AUCo12:

w5 | (me/B) (ng/mL) | (ng - h/mL) | (ng/mL) | (ng - h/mL) Cran | AUCo12:

1 2 10 42.7 18 94 .4 1.80 2.21

2 1 10 70.2 9.3 68.6 0.93 0.98

3 3 27 165.4 23 113.3 0.85 0.69

4 1 14 105.6 7.2 41.8 0.51 0.40

6 1 9.9 61.5 14 69.2 1.41 1.13

7 2 13 92.0 13 103.8 1.00 1.13

8 1 6.2 36.7 6.8 27.6 1.10 0.75

9 1 4.1 32.6 3.8 34.1 0.93 1.05

10 3 20 230.8 42 320.0 2.10 1.39

| B B B B 118 | 1.08
+S.D. +0.50 | *0.51

16.1.6 ARSI RER
¥ 1) AAH T ENEmg [VIRS) & 70757572 Vbmgk, 7 0 A+ —
N—FEIZE ) ZENZENLA T (70 s AL L Thmg) fEHERASFI2H
ARHARE S LTl 4 2 00 A AR A W5E L, 155 N8y sig o
A—% (AUC, Cmas) (ZDVTCIOAZIHIR I CHERTHIAAT %47 o 7245 5. log
(0.80) ~log (1.25) DOHPANTH V. WHIOEY AN FSEATER S 72,
M5 7 1Y) ZADSEYFE T 2 —5

HEST X =5 BEINT A=Y

AUC: Cinax Thmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)

7 u) ARG TR

+
5mg [VTRS) 314.51+149.92

33.85%10.58 1.71+0.78 | 32.71%6.51

Ty 570 TN

310.10+158.73
5mg

35.31£10.48 1.67+0.77 | 33.58+4.21

CF¥fit + B2, n=20)
M1 % 27 1) 2 2 D EEHER

40 ¢
20| —e— ¥ 711 LAH 7V 5mg[ VTRS)
o ST T T T )VEmg
3 P+ B, n=20
g
) i
£,
mOT
2=
&
E il
10 H
0o
0 12 24 48 80

w511 (hr)
M ONZAUC, Coad2 D785 X — & 13 bR 38R A3 O 3RIa] 4 -
R D BERSEMEIC X > TEZ B UREMEDDH 5
16.2 DRIR
16.2.1 BRI TEFIZE LS 7 0) A REYBHRENS A — 5 ~DFEE
MEt L7z 2 ah, AlEHEKOAERL SIS L2254 132281 1t
AN Coax L FAUCOIE T A 5, ToalFEE L 721 FLEAT— %)
16.2.2 WAGBME RIS EF BT B b T 7 HIE % HIv 72 5 42 ] 3 B RE 1
WiAo. #2700 &A% EHIEGREORORINEE, P& AR
D62% & HEE S 72,
16.3 9%
16.3.1 & 7 1) A A DIMAEE P A31398.8% L L THh - 7219,
16.3.2 HRMEORAGEOHIZTY 7 0) A 2D H BT 2RI Lz 2
2 PGS ORI 5 ORBAT IS SNz (BHEAT—4) . [9.650]
16.3.3 7 v MIUCHEERY 7 1) A 20.32mg/kgZ Ml L7- 8 2 A, 55kICIE
TATERIZIE & A EOMBIIRBAT L. SRR Wi, OB HFURBIC =25 72,
AT L ORI A O R & & DI L7ze By KL AN
MG OBATHRD S, FHHEOM IR - 7217
16.4 X4
16.4.1 ¥ 7 1) A AT & L CHMRHTERCYP3A4K UCYP3AS TR EF S
58, [10.5M1]
16.4.2 PR EE Colh, R R OB R#Ix I & LTl 2 F ViR
UKRBILIETH - 729 WHEAT—%),
16.5 HEittt

AR O FFERF LA I HEME S A, RELE DR B PRI 1%L T Th -
720 (MEINT— %) B, ¥ 7101 A ZADMAEEE L EEED 5\ ILEHT
IZ X BB EZ T v,
16.7 EWHEEER

Zom) AAGEE L CHEWAHTERCYPSAATRI S NS 726, CYP3A4
TRFESNBMOZEY E OHFHIZL Y ¥ 2 0) A AD M EED LA 2

R D 5, T72. CYP3AAZ FHET L2HM EDBHICEIY ¥ 70 A 2D
MAEEAMKT 5 205D 5. —T. § 711 5 AHCYP3ALT O H
EHETHZLICLY . CYPSAATRH S N o oS o Mg B4 &
LMD DH B, T2 2 01) A ADMSEEFKEAEI398.8% LI L &
WO T, MEEENE L OBHMED TR CIEF & OMBAEHOTREMEA S 5162,

17. ERPRAXIE

17.1 B RVURLSMICET 255K

(FoAEsELER)

17.1.1 BISHEICH T BIEHERIS DM

(1) ERRTHASE 1485 (3561). ER#%EASE I (694)). EREIMAL
BB (82651)
ARG F T ORIRHER (1990~19944) 125\ T BRMHIAZ O — UGB R,
1866 THat S L. 14E RREAF R K O 14F R A B R IEZNEN7.3% RO
93.0%Cd > 720 HHHMIIGIX74/18661 (39.8%) THEI0L[EIA 5728272,
(2) ENFEIHERE
BB AR C I BRI X 2 MR IE RSN BE 2R JEBI104BIIZ & 7 1) A
A (ESHE - 7 7o) 2SS, 5561 (52.9%) T THM] Dok
VN CEoY (AN
& 7)) A AR 17BN 1B TS L CHET L7z (1996~19984F) | 4=
HEHRIZ94.1% (16/1761) . EHESUSAZEH L 725 60122/1761 (11.8%) TH -
Joo Z7 0 AAHTRNPEDOYYEZBE (196]) TOMETIX, &flT
SR A DHERE S I, TR DU G FEH L 7 0 o 721227

* (3) ENFEIHERER BHEfiSHHER)
P F— BRI - FTHLAPURR MO AR R R R 12, 28~ 7 H il 4
SHBIEIHAE T 70 ) AAH TV LTy 700 A AERLES 7%
P L 7ot e, BRI EERI1391.7% (22/2461) Th o722,

17.1.2 FFISHEIC B T B IEME RIS DM

(1) ENHE
TR E CORBRABICB VT, BN CHEKRETIBERNZZ), 270
VAR GESHE - 1 72 V) 25455 SN 722461067 A RREAFHRI1265.6% T
Holze TDI) HLIFUIRIFNTHETH - 720 TEHUSI34/2460) (16.7%) T
HERTAIAR SN2, WINLBWETZED ) bOlAZKREATT A K7V A
FREEIC X D g LR L 720 720 1990~ 19954 (2 [ PN CAE AR B 43 A%
WMxZF, #7800 A8A QEFHE - 7 72N) 25 En721208 067 4
HEHIF8L.T% T - 7229,
& o) o ARERL A TENC 1284 5 L CRET L 724528 (1997~19984) . 2k
FHHIL100%. 3G AFEH L 7 5E134/76) (57.1%) THhHotze ¥ 0
VAR TENHSD Y ZE (106]) TOBRETIE, 4B TRAIFO &
EDWERR & L, M RUSASIEHL L 225EI31/1060 (10.0%) Td - 72302,

17.1.3 {OISHEIC 1T B IR RIS DM
DBIICBITZ 5 70 A& (FEEHE - 7 78 )v) OFEHME RIS O FIHIEAS
MERENTVAEB O (FEAT—%),

17.1.4 FHRSHEIC BT B IR RIS DO IH]
WM BT 55 7 1) A A (FEEHE - 7 7 8)b) OFEHE IS O EIHIFA
MERENT VBB (EANT— %),

17.1.5 FEMSHEIC & T B IR RIS DM
BERAIC BT 2 4 20 ) A A GESHE - 7 7 2v) OIEHEIS O A
MEREN TV LY HEATF—%),

17.1.6 /NS BT BIBIER SO IEH
INGRABIZ BT A5 2 0) AR (GEEHE - 5 7 Vv) OFEHM S O IR R
AR ENT VBT (FEAT— %),

17.1.7 BB ICH (T 2IEERC R OB TE RO

[FBhtR 5]

(1) ENHHE IARR (216). ERBPE IARR (38%). ENELMAL
BBk (6661)
FRFRRE E CORRHER (1991~19964F) (28T, FRIRHZ ORI b 1
55 (GVHD) O FBizHmIZy 7a) a2 GRS - 7Rv) 24#%5 L
72126560, FRICHEEEZ RIZ L. HEESLE L 7 Sgrade T L EOGVHD®
FEAEIX2261 (17.6%) T o724,
&) N AR 2 9PN HE S L CORES L 72 (1996~19984F) . grade T
VL EOGVHDDZIHIL33.3% (3/961) TH - 7247,

[aERE]

(2) ENHRER
TR E ORI (1990~19934F) 128V T, B OGVHD39S]
WAL 70 AR GEGHE- 7 7 RV) 2855 L 2GVHD7/1361 (53.8%)
T OMEPEGVHD12/2661 (46.2%) AU LD RER L7229,



GEBMHXBX)

17.1.8 ERNSE IHELERBRECENSE IHEFESHRAR (7.92E]
SRR A EAE O MR R KR EG2BI A IR L L, Fru ) ARR
TRVEER2B). 7T AREE0FNC 2 B G- L (EGAER) . ¥ 2a ) AR
BTNV BT AEEE (DAIR I TIC L 2E0EE) 3R1IOEBY) ThHo
729 F iz, EIEOHEETEESERG BB, ¥ 70 AAS TR
20 L7z GEEMRE) . EE (DAIA I TIC XL 2UFEE) 1345.5%
(B/1161) TdH - 722, Witk & b HRIE1E0.025mg/ kgl A 210 % 1 [F & &
L. ZO#%HEE NS 78 (10~15ng/mL) & 7% 5 X5 HHEHEH L7217,
F 7. EIMAERERD ¥ 2 1) A ABERE T O TAE O SR TR A 4
BHEI, 2O HIE N S 7 #5~10ng/mLE LTy 70 L AN Tt
VAR RI2EMA S LA, G B 2SR (DAIR T TIC L
HUERE) 13,2 NEN61.9% (13/2161) K 1%66.7% (6/961) VT -7z,

#1 DAIR a7

B AEBIE (%)

& ul) AARE AR

DAIA I 712 & Uik pE™ 16/32 (50.0) 4/30 (13.3)

HDATA I 7128 CHHEREL, MfE, T LS LB AL, B0 4 1 RF T O 43 H
STHU L7hEE (W) & L7,
1) 45 TUHERBRC 0> F R )
DIF O L BY HEEZBIE L, A7 < & b BB 2 5 28 BN o &5
FfF (EOEAGR) $ZZY, AREHTTHRS L7z, &HME@LE, 18
HGEO ERIIBE N7 7IRE;H SR < L $0.3mg/kg/ S & L7z,

HiMfES s b5 7 O WER SR 7
LA FHGIAH (128 0245#ME) | Doew=Doax12.5/ ((Cizn+Com) /2% 3)
JEH. $254H B pasy SACINIER new=Dold . 120+Catn,
2[n] | #2 1 H OFEI A 52, 3H R _ s
B 5100H | RN 4257, SHE) comgs | DD 12.5/C
3] H * 20 HOFRfE2 51 .50 DAL

#5151 s (RBI, #5120H) s | DD YO

M HOFHILARERERS | 3. 4. 6. 8. 10, 128K 3IdH
(LEIZELT) 1/ T Ik

Do © FAHETET OG5 (Be5-FIAAI30.025me/kg) o H I S 72BN LT 55 v % 1Y
FEHAL, 0.5mgHlA Tl b EWliE 3%,

B RN OR 5B
E (kg) | 30=~<50.0 | 50.0=~<70.0 | 70.0=~<90.0 | 90.0=~=100.0

Diew=Dola X 7.5/Cirougn

5
(mg/[A0) 1 1.5 2 2.5
Duew © Wi OFG-dke S S NAEO/NEUT DT 2 ME A L, 0.5mg%l A T b
LT 5,

%1 CinNE R F BB I KB OB A, Com® FI 723 0 Daew=Doa X 12.5/ (Cam X 2.5)
£ F 72 ComSiE R T BB A L KM D5 A Cron & IV 723K Doew=Doa X 12.5/ (Ciza
x4) L2 HOREE MY 5o 2R TRERBSUIRMOR &I, i T
FRAED A2 ARA L CRAORUZ L YT 2,

X2 HERE N S NG RO SR B RS O25 01582 26, I~ T 7
FEDBEIZ10ng/mLEL L OB G AT EI 3, F 7210ng/mLA O35 4 1213 B
1A HEESD257D1E T 5,

%31 C%7.5ng/mLEA_E15ng/mLAI O A2 1, BT ORI % H.120.66% (=7.5/12.5)
L7-HEET S,

C*: 1ol H oA 52, SHAGBIFEIC BT 2200 b T 7 i EE O3,

CP 2 2 H oA 5 1.5H DL ERBR SIS BT I ~ T 7820 2 %6132 OF i,

Cuougn * 2T LEIZ BT, BEREE (5~10ng/mL) %P L 721 b 78,

#5208 T TORGEWET - BHEZ TV 2 — )L
15
R DA S

R AR
17.2 WERGHRAES
(FeHEsEE)

17.2.1 BBEICH T 2EHERISOME [7.562H1]

(1) fERRERAE
T OFA (1996~20024F) (2 81F 5 1 RIEAAF R O ME R AL,
B (1,23360) Tix22198.6%K 1895.8% Td - 72°Y,

17.2.2 {DIBHEIC & (T B 1R RS D

(1) FERARERAE - RPFIHAET
RO BT B OB —UIRHAES] (1051) D128 ARAEAFHRL 12
TR AAE AT VTS 100%. 1238 RAEHE OSSP E1340.0% CTh - 720
70, SE R OBERBAEEFIT I 100%. 345 RS
FBIFIE50.0% CTdp o 7%,

17.2.3 FH8HEIC & (T B 1EHE ST DT

(1) HEERREHALT
RO B B MR — YR FAES] (1261) O34F A= O34
FREARII VT 82.5%, 34ERMIHASUSFEBIAILT5.0%TH - 729,

17.2.4 FERSHEIC T B IR RIS DME]

(1) BEFEARERE
RO AN BT B BER R — RIGHHER (3561) DA FARAFHI100%,
QAR ARG AEFE1LT8.3%. A4E BREAEA UG FEBLEIE37 . 7%, A4ERFEA A Y
VHEBLERI395.5% T dh o 725

17.2.5 BEEHHEICH (T 2EERCRUOBHEAMBEROIH [7.52MH]

(1) ERAKERE - MNEASHIEE

[FrhiE]
TR OFZEIZ B 1) B grade T U EOGVHD O BAEFEBI = (FHEF£100 H HF A7)
X, A (21561) Tixd4.1%. /MR (11761) Ti340.8%Td - 725,

[akERs]
TTHRIA DTN BT 5 EMEGVHDIZX 3 2 A #hE13.56.8% (42/74%1) Tdh -
729,

18. IR

18.1 1ERA#F
Z o) ARG, THIRZBES D502 7 F MEEE N L 72 miE SR
WCEERBECHL IV Za—1) Y2 AET LI LT, Y4 M4 VL
PP N2 AU ) S 2 7R 379

18.2 In vitrofER

18.2.1 THIFAHIBEIC X A THIBA» S D4 vy —a A F > (L) 2K 0A > ¥ —
Z7xuay (IFN) -y DA% 6F, EEELKNT o IL-18 L OIL-6F DL
b 4 257

18.2.2 SuIER DAL OB B S o 84526k 3 2 I IEES L R
V2R 2 BIREATR ST B8

18.3 IS 16

18.3.1 FFMHIFRIEE TV (D=7 A FLO £ 20 59 v2) (2B 5%
M RHEAG SOG Z 3 L, A2 TR S 45,

18.3.2 7 v MEANOMRMEK A X MIRFE RIS L 2 MBEMEORIE, 55245
N B D BN TRt 3 2 Bl AR R R & A9 % 870

18.3.3 B MEEHRET IV (w729 59 M) 2B, B RES
FOGx ¥ L. AR A ER S ¥ 5,

18.3.4 BFRMHET T (e e® 4 X9 59 b)) LEBHEETIL (T v
K) 00 liBEE TV (£ ) VROBEBIEE TV (LX) P28 5B
kA SO 2 3] L, AT A ERSE 5,

18.4 KBBRICxT B1ER
FIEMERRBEET N (w7 2) 1I2BWT, KIBHEOHELTHI 2 S 0
IFN-y OREAZIHIL . KIGRREL RS 2™,

19. BRIHRSICEET B EB{LEHIER

— gy T & 7 1) A ZKHY (Tacrolimus Hydrate)

124+ (3S,4R,55,8R ,9E 125 145 15R 165, 187, 198, 26aS)-5,19-
Dihydroxy-3- {(1£)-2-[ (1R, 3R, 4R) -4-hydroxy-3-methoxycyclohexyl]-
1-methylethenylf 14, 16-dimethoxy-4, 10,12, 18-tetramethyl-8- (prop-2-
en-1-yl)-15,19-epoxy-5,6,8,11,12,13,14,15,16,17,18,19,24, 25,26, 262~
hexadecahydro-3//-pyrido[2,1-c][1,4]oxaazacyclotricosine~
1,7,20,21 (4H,23H)-tetrone monohydrate

53 F3 0 CuHeoNO12 - H20

e 822.03

PR - BRSO R TH .
AZ )= VXIETE /=) (99.5) D THEITRT L N N-V A F bk
VAT I RIETE /= (95) 1T <. KICIEE A ETEIT RV,

s srsv.

20. BBV EDEE
T Eu—aEEEKE, BREETTRET S L,

22. Ak
207 72 [10% 72 (PTP) x2. $EMHIA D]
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