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INBIFR MRS CEEES. 3) 1P\ TE, A RRERE T2 7
~4. MEOR OG- ETHREEDIMEHRENMFSNZ GHEATOY 70
Y AAH TGO F—5),9

16.1.3 /N\iEHE
NN RS CEYEER2. 95 KBV TIE. AR ERE T
1. 3~2. 5fE DR N 5 B CREE DM RENE SN GHEATOSY
789 AAN TN GHEOTF—4),10

16.1.4 EEMKBR
B BRI B F8HIIC & 7 0 ) A 7). 05mg/ke % /& #3251
T & EOIHEMBRE/N T A—FIRODEBV TH - 2,10

Tmax (h) Cmax (ng/mL) AUCo-12n (ng + h/mL)
2.4+1.4 22+13 136105
CE#H+S.D.)




16.1.5 #o0UARATRIVESY O LARFERIOLEE
RABBHEEWNCS 70U AZA TRV KRGS 700 LAk Z R &
BH LU EEOEPFE/NT A—FIROEBOTHH .12 [1L.2, 7.2.1
2]

T Bk e CBRL/ 79 72 L)
e e A AUC c AUC

= mg/[[] max 0-12h max 0-12h
| (ng/mD) |(ng - W/mD) | (ng/mD) |(ng - ymD)| Cmax | AUCo-izn
1 2 10 42.7 18 94. 4 1. 80 2.21
2 1 10 70.2 9.3 | 686 | 093 | 008
3 3 27 | 1654 | 23 | 133 | 08 | 069
1 | 14 | 1056 72| 4Ls | 051 | 040
6 1 9.9 | 6L5 14 6.2 | L4 | L13
7 2 13 92,0 13| 1038 | Loo | L13
8 1 6.2 | 367 68 | 226 | 110 | 075
9 1 41| 326 38| 301 | 093 | 105
0 | 3 20 | 230.8 | 42 | 300 | 210 | 139
v | | B B i | nes
+S.D. +0.50 | +0.51

16.1.6 HEMFHIREERR
o0y LAgEdmg [h—"7] gL 707575 7)) bmglh 7w
Fr7OYLAAELTEME %, ZOAFT—N—JEICXDEERARTIC
M EREROES L CamPREERBEZRAE L. 55N/ 8me\
F A—4 (AUC, Cmax)IZ DWW TN EHEXMHEIC THREHRNT 21T - 72552,
log (0. 80) ~log (1. 25) DHIFANTH V. MHIDEMFHIFEHI RSN
7. 13)
(ng/mL)
40 ‘
‘ - 550U ARG Smg [h—1)
—— . 7075757 5mg
Y5 +S.D., n=32

35 1
30 4L
25 {I¢F

20 1

HREEER

15

10 1

12 24 36 48 60 72
FEHORER (h)

HIEINT A—F BEINT A—F
AUCo-72n Cmax Tmax Tz
(ng - h/mL) (ng/mL) (h) (h)

o AAmg Th=") | 244.2+101.6 | 33.17+8.99 | 1.30+0.49 |31.61+3.93

7075775 7%)5mg| 240.6+91.9 | 31.58+10.36 | 1.53%0.65 | 30.31+3.71

(E¥g+S.D., n=32)
£ PN CNZAUC, CmaxZ5D/8 T A—4 13, Wil O, A O HREE K -
W2 DB G & o THRIZ D TR B B,

16. 2 BRUR

16.2.1 EERAICTREICEDY 70U AREYEEEINS X —F D
FEERHFNLIZEZA. AEBEROREZL SRR O#HEG L 5E
1328 jE I 1T N B 1T Cmax ft CAUCOAE F 214 54, Tmaxid EE
L7z GHEAT—%).19

16.2. 2 FRABEISBERIBRBEICBIT 2 b5 7 EEZ MW= RHERIEY)
BREMAT NS, F 7 0 LA ERERGROKOWRINER. EHE0
I HE BT IR 0D 62% & HEE X 7=, 19

16.3 9%

16.3.1 #2770 U A ZDIHEE F#E A RIZ98. 84 L TH 5 /2,10

16.3.2 FFBMEZOBRAFHICTY 7 0 AR DA FBITERFIL
A EEmBERRECKESOBITHRD SN GtEA
F—4).Y [9. 6]

16.3.3 v MIUCEER#Y 70U L X0. 32mg/kgZEHEL=E A, 5
SERITIEHRREIZIFZ E A EOMBITHEBIT L. RFrICEIB. M. Ok
FARBRIZE N o 7o BT L U BRIZ M IR E DR T & & BITHE
UZze 738, KK DNIMANZEREOBITARD 5. BEHREDH
JAZEM D 7210

16. 4 {3t

*16.4.1 70U ARZEE L TEDHEEFRCYP3AL KL 'CYP3AS TR
TIN5, [10. BH]

16.4.2 FFMEEE TOMmp, R OMEAHREIEEE U THAF IV

EWROKBILATH o7z GMEAT—5),19

16.5 HEft
R DO REBEIEI PRt X . RGO R kR IZ 1%L
TTHhHotz GNEAT—%), 2B, ¥ 70U LAZDMAPEEIIEH
HEDH D WIEBITIC K D82 21T, 20
16.7 EYHEEIER
00 LAAFEEL TEMRHEEECYPIAL TR S NS 2D,
CYP3AATHREBINAMOEYEDHHICIDF 7O LA DI
ENERTDAREN N D D, £72. CYP3ALZFYET M & DPEH
&0y 700 AZDMFPBENMET T 20 feENH 2. —FH., ¥
700 LAZAMMCYPIAATORBEMET S L2k D, CYP3ALTH
MENDMOEYOIMFIEEE LRI EDAEEND D, £ ¥
70 AADMEEEREESERIZ8. 8L EEFEND T, MEERED
BIRIPE AT IR & DM EAER O ATREME AT 5, 102D, 22)

17. ERERFIE
17.1 BIERVREMEICET SR
(B HEfaLE)
17.1.1 BBHICHE T 2iER RSO
(1) ERBTHEISE D HEEEER (354). EMREISE DEEER (6941).
EPsE M AR LLBELER (82451)
R E TOMKRE (1990~19944F) 12BNV T, BB
O—KIFFEHRIZ. 186FI THRA I N, HERBEEGFRKLUIE
BREAEBRIIZNFNIT. 34K V93,05 Th > /=, HEHIGIZ
74/1864 (39.8%) THEN101[EA DI T, P 28).20.20
(2) BN DAER
PF BB R B TIRBEGE 31T & 2 ki 16 5 0 IR 3 7 0 451 1 0 4 451
H 7O LA (FERE - DTV NG IN. 556
(52.9%) T A% DIEORENE SN2
Oy AAERZLITHICI2EEESG L THRHEL 2R
(1996~19984F), A 21394. 1% (16/1741). Ik IHA T
BUEFNZ2/176] (11.8%) ThHol. F7OULATTE
LIS DDA E (196]) To#HEF TIZ. 2 TBEEIZ
EENHERF SN, BRI RB Lo 2, 12.20
17.1. 2 FFBHEICH 1T 2R RSO EH
(1) BARER
KRR E TOBMERABRICBW T, BN THEEITS B EER
. FroULZ (FEHEE - TR ks I niz24
BlD67 HBREAFERIZ65.65ThHh oz, ZD D BBFNIRFN
B TH o /2. IEHISIE4/2401 (16.7%) THENTEA SN
20 WIFNBEETEFDOIBDIEZREATOA RJUVA
PRI L DL N UL =, /2. 1990~19954FICE N
THERMIFBHZZT., 70U LX (FEHE- HTE
V) G I NZ12061 D60 A AEGFERIZSL. 15 TH > 72,2829
A0 AR BERZTHNCI2EM %S5 U TR L Z/R (1997
~19984F) . EFERITL00%. FHEHSISAFEIH U 7w FIZ4/ 741
(B67.1%) ThHotze 7OV AZANTRILMNE DY DX F
(10f) ToOMFTIE., 2FATHBHEFOEE RSN, H
MR T U 7 ERNE /106 (10. 0%) TdH o 72,3031
17.1. 3 LBHEICHE T iR RSO
DBHEICBTSY 70U LA GEFWE - 7 7EIV) OEMKIED
HEIBN SRR EIN TN D FLEANTF—5),32~3%)
17.1. 4 FHIBHEIC B 1T BB R IS DINE
B HEICB T2 700 A GERIE - 7 T72)) OERKED
RS ERIN TS GHEAT—4), 39,3637
17.1.5 BEBHEICE (T BRSO
EBREICB T2 70U LA GERWE - 7 7RIV OEMEKIED
HHFID R ENTVD FLEAF—4),38).39
17.1. 6 NGB ICE T 2B RICOIH
INGBIEIZB YRS 70 AZA GEFWE - 7 7RIV OE#HKE
OMFNENHEREINTND FEAT—5),40.4D.42)
17.1.7 BHBHEICH T 2IER RIS R OB X E RO
[FBhtR 5]
(1) EBRBTEISE DB (214)). EANEREIE DEKER (3841).
EPsE M AR LEBELER (66451)
R E TOMHKRE (1991~19964F) 2BV T, BRI
BOBHAXEER (GVHD) OFFZ2EMICY 7Ol AR
GEHWE - 1 7)) 2HE L1256, THRICHEZKIF
L. BENVLEERSgrade I LA EDOGVHD O FIEIZ 225
(17.6%) TH oz, 49.45
70U LAZABERZIFNCES U THRHLZHER (1996~1998
), gradeI DL EOGVHD D7 HI #1333, 3% (3/9%1) TH-
f:°46)
CAEERE]
(2) BRRER
R E TORRKRS (1990~19934F) ICBWT, BB
BOGVHD3MlICKH LY 7O LA (EHHE - h7BI) %
50, AEGVHD7/134] (53.8% KUMEHEGVHDI12/264]
(46.2%) MWEHLULEORZERL 4D
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17. 1.8 EINE N HLEBEHBREVCENENHIFTHRHAER (7. 95 8]
A VI EE QA E BRI RBEEE 2 MR EL, ¥
OU AAN TRV, 75 REESOFNIC 2R G L (g
B, 70U LZAATEIBICBIT2HER (DAIZRITICX
DWEE) BERIOEBVTHo -, £/, BEIEOHAEMEEENEKR
BRBFELIFNIC, ¥ 270U LA TV Z228MZE L GEER
). ER DAIZ I 7ICXHLEE) 1345, 5% (5/1141) T
Holz. WM& HHEILLE0. 025mg/kgl H2[a Z W) EIHE E L.
FO®%HEERNT 7EE (10~15ng/mL) &5 X5 HEHEG L
7= ) N 48), 49)

F/2. BIAHRERBROY 70U AR R ERE N OEHE O #iE7EE
EHEREREZEIC, 2EUBROEE NS 7##E25~10ng/mL&E L
TH I OYALAN TN ZREIEBBE L SR, Bk G5
BT %ER DAIRAT7ICLDHEE) X, T Zh61. 9%
(13/2141) % 1'66. 7% (6/9%) Td o7z, 4949

#1 DAIZ 17 #ER

S AEFIER (6

o0y LAR A

DAIR a7 IC &k S ekEREE* 16/32 (50. 0) 4/30 (13.3)

XDAIR A7 IZBWTHEEREL, MmfE, AL ST R, O 2R T O 4E H
EINYELSHEE W) &Lk
TE) 55 M AHRASR T O F R S 49
UToEB0HEZREL, Do &b G H» S 2RI IRER O RFS
e (RO 3AAT, ABREE T TR L. 2MMzE0. 1Rk
D LEBRIZEEE T 7RENSE SN2 < £B0.3mg/kg/ HES & Lz,

i 5 7

SBRERS DR

AT

1E A%

L 540 H 5 1H H (12 % U 24085 fif) Diew=DotaX12. 5/ ((Ci2n+Camn) /2X3)

2R R H ORI, 52 3HEEES | . _ .
BAL 5100 | O, $57. 8HE) T | Prev=Doux12.5/C
3] 59 T F B 5 1 SELL LG | L

PrE15HE GRA, 35120 ) T1R Diew=Doax7.5/C*

[ H OMELAMEER | 3, 4. 6, 8, 10, 12iEKf

GBI C0) | UL/ 7 Daew=DotaX7. 5/ Curougn

Do : SHERTOHGE B 5HARAHZ0. 0256mg/ke) . F SN2 ED/NEUREL P — Az 21
BAHAL. 0.5mgXlATROITEWEST 2.

B G BR O 58
30=<~ 50. 0=~ 70. 0=~ 90. 0=~
A (k) <50.0 <70.0 <90.0 <100.0
%55
(/D 1 L5 2 2.5
Drew : RO GE, FHSINZMEO/NIILARE ML 2 S HA L. 0. 5mg%ld T
HLWEET 2,

X1 1 CoonVE i FRRME A XUI RO L, ComZ T S Diew=Dola X12. 5/ (Caan X
2.5) K0, F/=ComAhVE B FRRIEARM XTI KMDEE, CionZ A7z 5 Doew=Doud
X12.5/(Cran X4 K02l H OB AR T 2, i8R FRME AR IR 05 E
i, EE FREDOEEERAL TEPORICKVEHT S,

X2 1 R S N B G RO LR H RS D25 D12 A 26, P ho 7
IREDBEIC10ng/mLEL EOBE I BHREE T, £/210ng/mLAMOHEITITH
hnsr & LE B RS D253 D1ET S,

%3 1 C*A7. bng/mLEA F15ng/mLAMO B AN, B O EZ 0. 665 (=7.5/12.5
) Lifigsd 2,

CS : 1 H DN 52, SHEESEM I BT D28 DI kT 7 #41E O SFEAEME,

C# : 2[01H DN 5 1. SHELL ERERIF I BT 21 - 5 7R, 2585 555132 DF
1,

Crough * 2BLMFIZBNT, AELMEE (G6~10ng/ml) Z%iL 721 b 5 784,

52 £ TORGBHHE - FHEXr 22—

i

L
EEC R N
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17. 2 BLERFGEAES
(BHEFAE)
17.2.1 BBHEICE T 2ERKRLEOINE [7. 5518]
(1) ERARERE
TR OFE (1996~20024F) 2BV % 14E BREEFL K R14E
BREEARIT. BRA 1, 2336)) TIZENZFN98. 6% 195, 8% T
H o7z,
17.2.2 LIBHEICE T BIEER SO
(1) EAMRERE - REHSFIHEZE
TR OMEIC BT 2 0B —KIGFHEF 1061 D128 A5
AR O BRI E BRI N TN H100%, 1208 RS RR
FEHRIT40. 05 Th o7z Fio. MERMEEGRRVIFEREES
RITNTNH100%. BRI SSFEB HRIZ50. 0% TdH > /2,50

17. 2. 3 Fh#BHEIC BT BB RISDHNF
() BHEFEARIERE
TR OB BT DI —KIGEER (1261) D3FERFEE
BFR K OIFEREAEBERIINTNH82. 5%, 4FE RIEIEM R FEB
1375, 0% TH > 77,52
17. 2. 4 BFERBHEICH T BIERRIEOIF
() BEEARIERE
TTHRTE DFRAIC BV 2 B — KIBHHER] (3561) DA RFEE
FRIZ100%, AFEBREAERBRIZTS. 3% AFE BB S FEIRIZ
37.7%. AMEBRFEA A VEEHERIZ95. 5% TH o 72,5
17.3.]5 SHBEICSITIIERRERUBERMEEROMIGE [7.55
o
() ERARERZE - NNESRIRE
[FBhR 5]
TR DA I B Dgrade I LA EDOGVHD D BHEFE LR (BhkE
100 H R s) 1. BRA (215641) Ti344. 1%, /A Q174 TiZ
40. 8% TH > 7z,
AR E]
TR OFEICBIF 2 2MEGVHDIZ KT 2% EIE. 56.8% (42/
460 TH o7z,

18. EESHEIE
18.1 ERH&R
ool LA, THRZBEERSENS DS T FIVIREEZN LIRS
TUEERICEERBETHI NI 22— P 2HETH LT,
HA N HA 2 EE AR R O U RE S s e 2R T, 5D
18.2 In vitro{ER
18. 2.1 THIMARNEIC L ATHIlEA S D1 > ¥ —a1F > (L) 2Kk
14> —7xa> (FN) -y DHE5T, JEEEERT o, IL-18
T ONL-6%5 0 pE A B HIHI 5, 50, 57).58)
18.2. 2 SuyE RIS D& BlAIIRESE O BFEI W3 2 MEWERIZTH <.
SRR T BRI R SN TN 5, 59,57
18.3 BHEICXT B1EM
18.3.1 FFMEIFBMETIL W=V 4FI)b. 41X, Ty ) BT
Bl s B SR 2 TH L. AR 2 EE S 8 5, 59.60.60
18.3.2 T v NEAEOMRME R O X MIRE 251 & 2 MIlaZE 6 o EE.
53 ZEAE SR O HE NS IR X 3 2 SSElR ERh R A S B, 626,64
18.3.3 BlEFWEEHRETI (RTA, Tv b)) ITBWT, BhEH*
BERISEZNMHL, EEHME2EEXIE 3, 09.60
18.3.4 BBHETIIN (B, 1 X, Iy ). LBEETI (v
M. BEETIL (f X) RUCEBEETIL (1 X) KB 2%
figgn it 2 MH L. AFEM 2 EE S 5,00.60~7)
18. 4 KEBRICxT 2/ER
RIEMGRBTTIL (X TR) IZBNWT, KIGKEOIEEC TR
M5 OIFN-7 OEARZMHE L. KIGRIEEZ T 5,72

19. BT ICET SELZNMR

ik OH

H3C

-O
O/
s T

H H
CH3

—f 1 & 70 L AKFY (Tacrolimus Hydrate)

k24 . (3S,4R,55,8R,9E,12S,14S,15R, 16S, 18R, 19R,
26aS) -5, 19-Dihydroxy-3-{(1E)-2-[(1R, 3R, 4R) -4~
hydroxy-3-methoxycyclohexyl] -1-methylethenyl} -
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, 26a-hexadecahydro-3H -pyrido[2, 1-c]
(1, 4] oxaazacyclotricosine-1, 7, 20, 21 (4H , 23H ) -
tetrone monohydrate

T2 1 CuaHeoNO12 « H20

Sy T 822,03

PR HAORREIREREOM A TH S, A /= XidTs
/=) (99.5) IZhH THEITFTRT <. N, N-PAF)ViR)L
LAY 2 RMXEIY /=)L (95) 1B T<. KiZiFEh
EET IR0,
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