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(BREBIEDEZS)
. BRI L HRIE0 Y20y L2E LT 1 H0.06mg/kg %
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HB. FIZ, BEBBHEICBWT 3FIdD 51T 4 FlO R Al
R AE DR ZRIGEIHIELE 2T HE 10T AR ORI
BEBARELRETHIENUELEALH I, BERED
REK O S NS hoBHF oOEE - 58542 ER L
THET A &,

(FTistE. BRENUBHRZE)

7.5 MIRBORAEICBNWTC, KR SN -HBICHANERHER®SE
LIZBEENRONTWADT, BEBREDKRICEET A L,
[17.2.1. 17.2.5 =}&]

(B EEREhE)

7.6 7 L7 FZMEDPRESETO 25% L E ER LBEICIE. K
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12 R AR EE
SOREFNFIAR

16.1.2 FFigtE
NREFFRERE (FEER S5.35) KBV TR, RAICEARERET
2.7~4.4150ROKSECRIEEOMEHEENELNLY WEAT
DY 7T LANTELEREROT—4),
16.1.3 I\iZF2HE
NENGHERE (FEFER 2.9/%) IBVWTIE, BAICHRGERE
T 1.3~2.5B0ROZS5ETREE O MFEFEEHEZ SN0 SHEA
TOY 70 LAN T VESEOT—%),
16.1.4 BBMEXBR
BANESEREAEE 8Hllcy 70 L ZH 7L 0.05mg/kg Z &
BE L EEOEYEEISTA—FIZROEBYTH- 721,

Tmax (h) Cmax (ng/mL) AUCo-12n (ng - h/mL)
2.4+1.4 22+13 136+105
(F#£S.D.)

16.1.5 970U LRATEILET IOV L AFEFIDLHE
BABBEEZ OBy 70y AZ ATV ROY 70 ) LA %R
HEHRS L EDEMEBEINT XA —YIIROEBY TH 7212, [1.2.
7.2.1 ]

e | B9 R nTEN L He (KLY 7 T L)
g%- (mg/ | Cmax | AUCoizn | Cmax | AUCo-12n Io AUCo.

E) | (ng/mL) | (ng-h/mL) | (ng/mL) | (ng - h/mL) max 0712
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
THE| _ - - - 1.18 1.08
+S.D. +0.50 | +0.51

16.1.6 EMRHIEEFEEAER
Zruy LAN TN 5mg [1G] &Far57h 7L 5mg %, /0
AF—=N=ickDZERZN I ATV (¥270) LRELT5mg) &
RSB RBERO®RE L CRmPRE(LEREZRE L. S50
7 EEMERE/) ST A —% (AUC, Cmax) 122\ 90%EHEXEEIC TH
AHARIT 21T > 724558, log (0.80) ~log (1.25) O#EENTH V. WAl
DEYENREENIHERR S NP,

(ng/mL)
45
40 L+ —-o— ¥ 7uYLAH TN 5mg [JG]
-~ U5 757t 5mg
4 35
m Mean#S.D., n=30
B 30
k4
7 25
=i
Y 20
N
Z 15
B
Z 10
5
024 8 12 24 48 72
5 %O (hr)
EEIEEIST A — ¥
HTEIRT A — % BENRTA—Y
AUCo-72 Cmax Tmax T2
(ng - hr/mL) | (ng/mL) (hr) (hr)
FIRILINTEN | 007 39+ 142.82| 3. 0468£ 10,5016 | 1.57+0.57 |32.78+2.72
Smg [JGJ
;27577770—&» 275.26+146.95|30.8589+9.8366| 1.72+£0.83 |32.48+3.35

(Mean+S.D., n=30)

I EEN NS AUC, Cmax H0/85 X — 413, HEEOBIR, (AK
DOFREUEEL - RS ORBEGIC L > TE L S REEN D S,

16.2 DRUX

16.2.1 BERAICTREICE Sy 710 A AEWHEIST XA —F \DFE
R LA, BEBRUARR 1.5 BEICEORS L BEIEZEE
I HAREREIC Cmax KU AUC O RA A S5, Tmax IEE L7
HEAT—%).

16.2.2 ANEBHERBRBEICET 2 bT 7BE AV BEMEYEE
AT 6. ¥ 70 AR EEBRESRHOZOMINER ., FE0ICHEE TR
D 62% EHEE S N7,

16.3 91

16.3.1 # 70 A ADIMFEAMEEGRIE 98.8% L ETH - 7219,

16.3.2 FASHEEOFAF 6 FlIc Ty 70 LA ZADHITHBEIT2HE L &
25, FHMEFEEOKESOBITARD 5N JHEAT—5),.
[9.6 fE]

16.3.3 5 v MCHUCHERE Y 70 42 0.32mg/kg #BELEET A, 5
DRIIIHETREIXIZ & A EOMBICHEIT U, FICEIR. . DIE. FRE
IR0 7ze BAT L7 EREIEMARBENE RE EBITHER Lz, 7B,
KM NN ITRBRE OBBITARRD 5N, HEREDHEKILED - 7217,

16.4 X35

16.4.1 ¥ 70 AREZFEL L TEYREHES CYP3A4 KT CYP3AS T
R#tsh s, [10. 2]

16.4.2 FAEEE oM, REZOETHREYIIEE UTH X FILE
R OIKBALEATH 57219 SHEAT—%),

16.5 kit
REW ORI IR ICHER S N RE(UEORPHEERIZ 1% T T
Ho720 HEAT—%). B, ¥70V L ADMHEEIIEKED S
WIEBITIC K 2 EEZ T 20,

16.7 EYHEEIER
Zrua) LARFEEE L TEYNHESR CYP3Ad TR NS0,
CYP3A4 TRE SN A MO EDHFICE Y ¥ 70 LA AD M HEE
M ERTAHAEEEDSH S, F/o. CYP3A4 #3782 Y & OHFHICK



Dy 70l LAADMAREPMET T HFREESH 2D, —FH. ¥ 70 LR
7 CYP3A4 TORMBZIHET 22 &1L D . CYP3A4 TRES N2 MthD
EYoMm-iEEE ERSERREBENH S, /2.y 1) AROMEE
EEHMBEERIT 98.8BL LT T, MEBEEH & OB R EEA &
OHENER O RIEEED B 51022,

17. BRERARE
17.1 BERTREEICET H5HER
(Tghatal)
17.1.1 BRIEICH T BIEER LD
(1) EINFIEASE D485 (35 f) . ERKEAE IHEEER (69 6l). ERSE
MABLLESERER (82 fl)
AR E TORBKRAB (1990~1994 F) I2BWVWT. BBERO—IXIA
BRI, 186 flTHEI SN, | ERREFRRV | EREEBFRITN
ZNO97.3% KTV 93.0%TdH -7z, IEMEKITIE 74/186 Bl (39.8%) T
HEA101 B 51728232
(2) ERsEIEER
RoE AR ER T I B IC X B kA » REE i\ 104 flicy 2o
ULA (GEEHE - 1 7R0N) PSS, 556 (52.9%) T [E%h] B
ropEsBsNZY,
Zoray AAERE 17 FIC 12 8E#%S LT LzER (1996~
1998 4F), AEERIZ94.1% (16/17 ). $EMERISAFER L - EHI1E
2/17 61 (11.8%) THolzo ¥ 70 LAHTHILHSDOY) 0 2 M
(19 61) ToOMHETIE. 20 THRBEEIIESPHER SN, FEERISIIHER
Lo 7z1220,
17.1.2 FFSHEIC BT B IEHER GO
(1) ENER
AR E COBRREICB W, BN TERRIHBEERZZ . ¥7
Ty LA (EEHE - HPe) pEESNT 24610 6 1 HBREEFERIE
65.6% TH-o7e TDIE SHIIRFEMBETH > /2. HEHMEITIE
472461 (16.7%) TENRT7HASNZA, WFNLBEETEZDS 50 1
[ ZRERATOA ROV AFEICIDHEEZ VL LUER LA, 72, 1990
~1995 FICENTEMKBOIBEEZZT. Y70 LA (FHE - 1T
) pEESNE 120610 6 1 AEFERIESL.7%TH 782,
Zoa) L AR 7 BN 12 BEEHS U OEET LR (1997 ~1998
). EEFRIE 100%. EMERISHPFEE LEGNE 4/7 61 (57.1%) T
Holzo 7TV LANTEILDSDOYDHZA (10 ) TOBETTIE.
LI THRER OB SRS . ERRISAHE L ZERNE 1/10 F
(10.0%) TdH-7=3030,
17.1.3 (DSHEIC BT B IEHER LD
DBMEICBT A5 70 AR (FEHK - 7 7 2) OEMRISEOIHIHR
PRSI NTNEDD SEAT—%).
17.1.4 FHRSHEIC B3 ZIEERITONF
I B 54 70 LA (S - 71 7)) OEMRIGOMFEHR
PHEREN TN HHIID SLEATFT—4),
17.1.5 BERHEIC ST B IEHER LD
BERMEICBT A5 70 AR (FEHK - 7 7)) OEMRIEOIHIHE
PR SN T 53 (SEAT—%).
17.1.6 I\IBTBHEIC BT DIEHER I DN
NEBIEICB A 7a) LA (SR - 7R V) OISO
EPERSNTVROD (SEAT—%),
17.1.7 BEREHEICH (T D IEERIGR UBHER B EROINH
[Fr51% 5]
(1) EINRIHASE D4E5ER (21 ). ERKEASE I1EHER (38 6l). EASE
MABLLEERER (66 fl)
AR E TOBKRE (1991 ~1996 ) ICHB\T., BEBEKROBHE
FfEFR (GVHD) OFFiZBEMICy Z7a) LA (FEFHE - H 7 kL)
ZHE L7 125 flf, FRICEEZRIFL, WEPLEE LS gradel
Bl kD GVHD OFEEIR 22 (17.6%) TH - 794,
Fruy) L AERE O FICEE L THRE LR (1996~ 1998 4F).
grade T Bl k> GVHD 0% EKIF 33.3% (3/9 1) TH-7-%,
LAERs]
(2) ENEER
AT TOEKRAE (1990~1993 F) I2B8WT., BHEBHERD
GVHD39 filicxt Ly 7 a ) LA (FEHE - h 7)) 2H%5L., &t
GVHD7/13 il (53.8%) R UMEfk GVHD12/26 fil (46.2%) »E%
Dl EDZhEER LD,
GEBMXBR)
17.1.8 ERE MBLLEEEBRNR CEANSE NEFESREER7.9 8]
PR Y IIEIEO SR HIEEE RGBS 62 flExRE L, ¥ 70y 4
AHTeVEE 32 Bl 7T AREE 30 Flic 2 EBERES U (BB . ¥
IO LANTENVEICBTA2HER (DAl AATICKAHUEE) &R
1OEBYTH-72%, /. BECEAMEBEEEREE 11 Flic.
Foa) hAH T E 2BREE L GEERHEER) . ER (DAL 2
TTICKANEE) 1345.5% (5/1161) TH-7%9, mzssbHE
1% 13 0.025mg/kgl B 2 A% FEMAEE L. FOBEE NS 7#E (10
~15ng/mL) &7%5% &5 HEHAS L,
F 7o BIELEBRBEO Y 70U L ABBE R UOEEOMIAEEE KRG
REBEHEIC, 2BELEOBE NS 7#EZ 5~10ng/mL & LTH 70l L
AN TV EBE 12EMBE L-ER. BREERICE T 2HRESR
(DA 2T 72k 2ERE) 3. Th2N61.9% (13/21 fil) ®RV
66.7% (6/961) O TH -7z,

£1 DAIRITHER

SR /AEFIE (%)
& 7a) L AR A A

DAI 23712 & B o™ 16/32 (50.0) 4/30 (13.3)

KDAL 227 ICB W CHHEREE. mE. FEECENRETR. B0 2AH0H D
ATHELTHWE LB L [BE] &L

) SRR COREREES 9

UTOEBOHEZHE L DL LLBRERIBHD S 2 HRIGIRERE D
BEHEME BOA/MER) IE2T. AREE TN TR Lz, 228
U, | HRERO LRGER L 57 BEE6 L < &b 0.3mg/kg/H
LEE=R Oy

=am N A~ 7 B . .

FEREHS DR FlEHRE5 %
1 EE*! #51HEB (12 XU 24 Ff |Dnew=Doax 12.5/
Al %5 4HHE FEMiE) ( (CrantCaan) /2%3)
S EE® 1 HEOHEEH»S 2, 3 HiE

n MBI (AN %5 7. 8 H|Dnew=DoaX12.5/C*
JRAI %5 10 HE H) ©2
3EE 2 B H o> 5 1.5 HEL
B5158E EREmEs (RAL 5 12 |Dnew=Doax7.5/C*

HE) T 1K=

3 [l H o A & DA R B e 3. 4. 6. 8, 10, 12Ars _
(BEIZE L C) gk T Dnew=Dold X 7.5/Cirough

Do : BERIOREGE (R5HIAFHE 0.025mg/kg)e TS N7 EO/ MELIRE =
{I&VHEFA L, 0.5mg A TRBITVEET 5,

5RO S
30=~ 50.0=~ 70.0=~ 90.0=~
2 (kg) <50.0 <70.0 <90.0 £100.0
®E5&
(me/ ) 1 1.5 2 2.5

Dnew : FAfiE OS5 R, BHHSNEO/NUEUFE M2 UEAA L, 0.5mg ZH
THRLEWEET %,

%1 1 Cron PVE R RIRERSE KRB OBFE . Coan AWV Drew=Dola X 12.5/
(C2anx2.5) &0, &7z Coan HER FRMEARMBIREIOBHE, Cion ZRHVR S
Drew=Doa X 12.5/ (Ciznx4) &0 2[EIHOMHE2HEHT 5, HICER TRERRX
WWRElOBZEICIE, ERTREORELRALTERHORICLVEHT 5.

X2 REBREE SN REROEINS D | HEEESD 290 1 28X 554, [IH
bS5 7EEAEEIC 10ng/mL B EOHAICIZARRALE . £/ 10ng/mL KifDHE
I3y 1 EEESO 2501 £9 5,

%31 C#287.5ng/mL BLE 15ng/mL KO HE 121,
7.5/12.5%) Li:F&EEd %,

C* 1 BB, S 2, 3 HIEBESICBIT 5 2 SolF ~ T 7 BEOFHE,
C* 1 2 BIHOFAF NS 1.5 B LGB SICBISF b7 7 BE, 2 Hb25813
ZDFfHE,

Crrougn * 2 HLIEICB VT, BIEEES (5~10ng/mL) AW L7 MH b5 7 8.E,

%5 2B CORGEFM - BEASF V-l
——— @D @D D
B

EROREZHIZ0.6 15 (=

e

L.-<
] EEEE
17.2 SHEREHRES
(EtEsEs)
17.2.1 BRBIEICH T BIEERIGOME 7.5 S
(1) ERRERE
TR DBEE (1996~2002 FF) 1B 5 | ERMEGLRRY | FRM

EERIT R (1,233 61) TEZhZN 98.6% %1 95.8%Tdh > 7-
50)

o

17.2.2 [DIBHEIC ST BIEER G DI

(1) FEFRERE - REFSRIE

M ORI B B OBE—UIERER (10 6]) O 12 BRFEFE
RO 12 BRBAEERIIVITNDG 100%. 12 #HREIEMERCHITERIE
40.0% THo7z. Fiz. JERBEGERV 3ERBEBERIILITNDG
100%. 3 FEREIEMEFISFHIRIZ 50.0%TH > 725,
17.2.3 FSHEIC ST BIEER G DI

(1) WSEERARERE

M OFEIC BT 2 BE—VCEEES (12 61) O 3 FRBEFRK
C3FERBEERIIVTND 82.5%. 3 FREEMKICHHERIE
75.0%TH - 7257,
17.2.4 BEREHEICH (T D IBBRIS OIS

(1) WEERARERE

MR OFEIC BT 2 BB E—UGEEIES (35 6) © 4 FRBEEFRIT
100%. 4 FRBEERIT 78.3%. 4 FEREIEMISFHIEIL 37.7%.
4ERREA VA VBEFERIE 95.5% Th o 725,
17.2.5 BEEHEICHIT ZDERRIERUBIER MBEEROME (7.5 S5]
(1) FEFREERE - RIShIEE

[FBAI% 5]

MR OFEICBIT 5 grade 1 DL LD GVHD @ ZREFHHER (B 100
HES) 3. BA (21561) Tix44.1%. /MR (117 ) Tl1& 40.8%
TH -7z,



B S]
HREORAEICH T 22 GVHD ICT 2 68FRIE. 56.8% (42/74
Bl) TdH o7,

18. EEFNFIE

18.1 {EFRtER
Zora) b AT MBZEEED S DY 7 F &%/t Ul B TUEF
RICEELBECTHAIINY 2 —) VREETLIET T ALY
FELEANEI R O 2 IS G iFIER 2R 959,

18.2 In vitro{ER

18.2.1 THEfARIBIC & 5 T a5 DA ¥ —aA F > (IL) -2 ROA >~
—7zxzuyr (IFN) -y O&7% 567, BEELET a. IL-18 KU IL-6
HOEEBINFHIF %59,

18.2.2 RBERDIN OB EEMISE O 2IHIERIET < RERM
Bzt 2 BIRE AR E T 5557,

18.3 BHEICX I B1ER

18.3.1 FFFERBEETIL (W=7 AP, £ X0 v (D) (2B
MRS EZIME L. AEHREZEES Y 5,

18.3.2 v FEERFORER A X FIRERIC K 2 MSEFEoORIE, H2
MRS O BN AT I 10t 3 2 B RE R A2 F T 56269,

18.3.3 BHEAMBERETIL (w7 25, Fv o)) [2BWT, BEH*
BERISZMEIL, EEHEZEES S5,

18.3.4 BEBHEETIL (b, £ X0 Sv ) DBEETL (Fv
N) O, BEETIL (1 X) OROBEEETIL (£ X) DICBT 55
T RIS 2 L, AEREEEESE 5,

18.4 KIBRICx9 B1ER
RIEMBEEET L (w7 2) IZBWVWT, KBKEDEEL T Mlad 5
O IFN-y OEEZIH L, KREIHEEZERT 572,

19. BZIRSICBT 2 EEFHIFR

—f%% 1 ¥ 70 LAY (Tacrolimus Hydrate)

k24 (BS4R5S58RIE12514515R165,18R19R26a59-5,19-
Dihydroxy-3-{(1 £)-2-[(1 R,3R,4R)-4-hydroxy-3-
methoxycyclohexyl]-1-methylethenyl}-14,16-
dimethoxy-4,10,12,18-tetramethyl-8-(prop-2-en-1-
yD-15,19-
epoxy-5,6,8,11,12,13,14,15,16,17,18,19,24,25,26,26a-
hexadecahydro-3/-pyrido[2,1-c]
[1,4]oxaazacyclotricosine-1,7,20,21(4H,23 H)-tetrone
monohydrate
Ca4HeoNO12 + H20
822.03
HEOHBEXIIEREOHRTH 5.
AE ) —VELTH ) —)b (99.5) IZHH THEF T <. NN
DRAFIARIVLT I RIETH ) =)L (95) IZEFRT <, K

IIFEAETB T 20,

DF
oTE
L2 7N

20. BRV\ EDIFR
T IO —AEREZIE. BREBTCRET S L,

2. IE
20 717 [10 178 (PTP) X2, E&HIAV]
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