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13. BERE

13.1 fEIX

BUN L&, 7L 7= &, B, FRKE. TEE LRSS
G STV BEDS),

13.2 @
FERNZMER IR V. BMICL > THES RV,

14, BRALOEE

141 EFZFEFOER

PTP @ D#HIPTP ¥ — b 25O L TIRAT 2 L9
/852 &, PTP ¥ — bORREKIZ L Y TS ETAAE
REEAHA L, HICEile B LT S0 EE L&
BHEZPFRT A2 e H 5.

15. ZOMOEE

15.1 ERERERICE D 153k

15.1.1 SEEIIHIFNC & BiAE T 20 - B Tl EIEES (%
20 VNI, SRR ORERDPEOETIHEND D,

15.2 FERRARABRICE D < 1558

15.2.1 v b (1.0~3.0mg/kg. K T#H*5) T. HTHOW
DR OCAETEBEIHEDM T AS, F-m = CIIEBIHE DR
T A58 5720

16. EYENEE

16.1 MigE

16.1.1 B4

ARRREE CORKRBIZ BV CORABERMEE 9flicy 71 A
AN TV 0.16mg/kg & REIHG L7 & & DY THE T X —
FIRKRDEBY TH o7,

Tmax Cmax AUCo120 kT 7 E* e
(h) (ng/mL) (ng - h/mL) (ng/mL) (%)
4.2%€2.9 44+45 274+198 1612 20+17.8
(¥ +S.D.)

12 R i b
% AR

16.1.2 FFisHE
ANERFRAEERE CPER 5.3 /) 128V TIE, A AR E
HT2.7~4 4 E ORI 58 CRTEE O I i 235 5 /210
MEINTDY 701) L AH TR VIEGHEOF—4),

16.1.3 /BiSHE
INNGRAERE CFIER 2.9 ) 128V TiE, A ICHAAE
T 1.3~2.5 BRI G- CTHIE O MR E SO N
7210 (MEATHY 70 A A T VEGHEOT— ),

16.1.4 EBEMEXB L
WGBSR EE By 70 A A% 7+ )L 0.05meg/kg
ERROEG Lo EORYEHE T A—FIZKOLEB) TH-
7212,

Tmax (h) Cmax (ng/mL) AUCo-12n (ng - h/mL)
2.4%+1.4 22+13 136105
(‘F¥#=S.D.)

16.1.5 270U LZRATEIVESZ 7O LXFBROESE
WNBBRMEE OGNy 70 ) AAH TRV EOFY 70 H A
WA FRAERG L2 EOEYHFE/XT X2 -2 1ZROLEBY) TH
5728, 1.2, 7.2.1 &)

b %if BTN B W )
£ - »
M <i§ﬁ»<$§i§£ﬁ><&;ﬁ»<$ﬁi&éﬁ> Cmax | AUCo-12n
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
el | - B - 118 | 1.08
+S.D. +0.50| =*=0.51

16.1.6 EMFHIFIEHER
Fra ) AAHTNbmg [V F] £ 7025 7% 7+)5mg
BLIOAF ==L D ZNZEN1 A TNV (Fra) s AL
LT 5mg) MRS I AE RS L Ciih g 7 a0
AABEERZHE L. Boh3YERE /ST 2 —% (AUCt.
Cmax) 22T 90%EHEX 31 THERTHENT % 47 o 7245 1. log
(0.80) ~log (1.25) OFFANTHD V)« WjFI O A W1 [7) 4 A3
FENW,



(ng/mL)

45
40 —o— FUU) LA TRV 5 mgl UK
35 —— JUSI7h7 )V 5mg
Mean=S.D., n=30
30
i}
i
i
B
8
0 12 24 36 48 60 72
- R (hr)
AUCt Cmax tmax t1/2
(ng - hr/mL) (ng/mL) (hr) (hr)
i;iig@ 277.32 32.2468 1.57 32.78
(4> FJ +142.82 +10.5116 +(0.57 +2.72
TG T 275.26 30.8589 1.72 32.48
7))V bmg +146.95 +9.8366 +0.83 +3.35

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

LA R ON2 AUC, Cmax ZE0/85 A — &1, HEE oI,
PRI OFRIAEL - WEHSFE O RERSEMFIC L o TR D WMDY H 5,

16.2 TRIR

16.2.1 fEFERAICTEFICL S5 7 0) 2 ZEWEHE/NT A — 7~
D EERGI L& 2A EEEROER 1.5 REISEOES L7
WA X B IE R I A 2 Cmax LY AUC O TA5A 51,
Tmax (ZIEE L7219 FHEAT— %),

16.2.2 WABBE KRG IEE BT A b T 7R % H\v 7z BEE 3R
WBHREREAT 2 5. & 7 1) & A & ARG R ORI L, Y
B A AT IRERER 0D 62% & HEE S 710,

16.3 9Ma

16.3.1 ¥ 7 0 A ZADIMIEEAF AT 98.8% L ETH - 7217,

16.3.2 FFRMI ORI 6 BT 7 1) A ZADFLiH 4T & Wt
L7z& A, P RIERE ORI N5 ORI RO by (hHE
ANT—%),[9.6 =]

16.3.3 7 v MIUCIZ# Y 7 0 A A 0.32mg/kg # HHEL /& 2
AL 5 BRICIIHETERIEIT & A EOMBICRAT L. FRICEIE. B,
LlES HURIR S 20 o 720 BAT L2 R IR I DR T & & )
VR L7 By RIS RIEE ORAT AR S,
FEDW ST D - 7218,

16.4 1&g

16.41 # 7o) n A3 E & L TN G B FE CYP3AL KO
CYP3A5 T &N 519, [10. K]

16.4.2 iFfEZE Ccold., R ORI IZFE & LTl x
FIVIE R OKEBRLIETdH - 7220 (FHEINT— %),

16.5 HEtt
E O FIR IR A I ZHEE S A, REUEO R T HEIEEEI 1%
UTFTHo72 MEAT—%5)e BB, ¥ 27010 LADIMAFHERE
WXERERED 2 \WILBITIC L D58 A 2T v,

16.7 EMHEEER
o) s AdEE L CEMREESE CYP3A4L TR SN S 7
&, CYP3A4 TR SN B MOEY EOPHICL Y ¥ 70 A X
OMAREEN AT LWRERH S5, 72, CYP3AL #FHET 5
B EOBHIZEIY 270 A ADMAEEDT 35 1T aeEA
Hhbo —H., ¥ 70 AAD CYP3AL TORFEZIAEST 52 &2
b, CYP3A4 TR &N A MBOFEYDIMAEE S FR S50
etEDid 522, F7-, ¥ 71" A ADIMAEEFREEE1Z 98.8% L
FEEVOTMEERER & OBRIED R IEH] & O FEAEH O FE
PeASd 102

17. BRRREIE

17.1 HsERULLMICREY 255k

(R HESEIE)

17.1.1 BBMICH T IEERICOIH]

(1) EREIHE 14EER (35 %)) . EAZEAFE 1458, 694)). E
PSS M AHEE B KER (82 #1))
HKERIE = CORERREE (1990~1994 4F) I0BWT, BRA%O—
Wi RIE, 186 BTN &, 1 EERBAEGER O 1 £ R EA

ERIZEFNZNIT.3% KU 93.0% Tdh - 720 MG 1L 74/186
B (39.8%) THE 101 [l 541 729)20-26),

(2) ERZEIHEKER
FF R TR AR Tl PEARSE 12 & 2 Mk G R AS IR BE 722 5 61 104 5112
Fru) AA (JEFHE - 7 R) S-S, 5581 (52.9%)
T THEM] YLD 7220,
& 71 n AR A 17 B2 12 803G L Clat L 7252 (1996~
1998 4F) . AL 94.1% (16/17 B1) . FEAESIEAIEEL L 72 FERFI
13 2/1761 (11.8%) TdH otz #2710 AAHNTLVPLDYY
Bz Bl (19 61) TOME TIZ. &6 TRAEEIIES HER S h.
FEHE ST FEI L e o 7213928,
(3) ENFEIHHAR (BHEiRSHEER)
P K —HUREGME - BT HLA BUkBs ko A RS R AR 12, 841 28
~7HE2SBE1IHAE Ty 7)) A A TV iZy 70
NAEWES TN G Lok R, BREEREL91.7%
(22/24 1) T 7229,

17.1.2 FFHEIC & (T BRSO

(1) ERHER
FKEREE F CORRRBRIZ BT, BN THEARS IR T % 5%
. gra) AR GEFHE - 7 7R V) G EN 24006 7
HEBERBAEFRIT65.6% Tho720 DI B SBUIHIFWEETD
o720 EMRISIE 4/24 B (16.7%) THERT [A[& 57205, Wi
NLBETEDOIBLD I HEREATTOAL ROV AFEIZL D
Sl LEREL L 720 72, 1990~1995 4512 FEI TR LR F R i
2T, Foa) AR QEFHE - 7)) sG-Sz 120 Blo
6 HHELFERIZ 81.7% Tdy - 723030
&) L AWk A 7B 12 B S LORET L7k g (1997~
1998 4E) . AEFFIL 100% . A IS A S L 72 FE B 4/7 Bl
(57.1%) Toh otz ¥ 270 AAHTELUDLDOY YR HF (10
B) TOME T, B TRALF O LSRR S, EUGD5E
HL72ERNE 1710 61 (10.0%) Tdh o 723233,

17.1.3 {OBHEIC B T BIEERICOME
DBAIZBIT S5 70 AR (FEEHE - 7 7 1 v) OFEHEIG O
IR HEATFERL STV B33 JLEANT— %),

17.1.4 FHTSHEIC B 1T BIEME RS OME
JERAHICBIT 25 70 ) A A QEGHE - 5 71 )v) OFHL O
IR EATEE S LT 5303939 (SLEAT— %),

17.1.5 FEISHEIC B T BIEERICOME
BERMICBIT S5 7 0) WA ([EEHE - 7 72 N) OEHSIE O
FIRIEATEE S LTV 404D (HLEINF— %),

17.1.6 NBFEHEIC 35 (T B3RS DI
INERREIC BB 70y A2 GESHE - 5 7R IV) OIS
PIFIIEATFER STV 249 WEAF— %),

17.1.7 BEERHEIC B (T B IR RIC R OB R 318 R O

[FBrtR 5]

(1) EIRNATEASE IR (21 61). EREHEIHARR G8H). E
5 MARLE B KGR (66 B)

KR £ COMEREE (1991~1996 4F) 1I2BWT ., BHiglEED
B a9 (GVHD) OFBix BIgZ s 7 1) AR (GEFHE -
HTN) BPG L7 125 Bl TRICERE Y RIT L. RS LE
& 7% grade I L b GVHD O F84E 1L 22 61 (17.6%) TH -
7:45)747)0

Zoran) nNAERZ 9 BNHES L CHET L 2RR (1996~1998
). grade T Pl Eo> GVHD O%31=813 33.3% (3/9%1) Th-o7z
48)O

[aERE]

(2) ERHRER
TR F TORRRE (1990~1993 4F) 1I2BWT., BB hHED
GVHD39 Blicxf L& 7 1) A A (JEGHE - & 7)) 28 L.
2 GVHD7/13 61 (53.8%) M OV GVHD12/26 B (46.2%)
AR E ORI E IR L7219,

(EBBMXER)

17.1.8 NS IHEEREBRRVCENEIBFESHHER[7.9 B8]
FREEE S ERE O BRI ESEE R KR E 62 B AR L, ¥ 7
T AAS TRVEE 326, 7T b AREE 30 B 2 RS L7z (M
W), 7 0) A AH T eVEIC B AR (DA AT I
L BUHEE) IZE1IDEBY THo720, F72, TIEOMHB MRS
PERGREZ 1LBNC. F 70 ) A AH TR % 2 8HkS L7z Gk
B . SR (DAL 272 & AE3Ek) 1£45.5% (5/11



Bl) Tdro 725, hiEERE L 1A 0.025me/kgl H 2 [0l % ¥
FfAEE L, ZOBEENT 73EF (10~15ng/mL) &£ 725 &9
FHEFRE L 729,

F - B EGEAERD & 7 1) o AREBE T OV EAE O HEG TR
MR BRI 2 BUBEO R 7 7 % 5~10ng/mL & LT
Zru) ANAN T )V ERE 128G LR, R 5
BIFHUER (DAl A2 T7ICXH0ER) &, 2111 61.9%
(13/21 #1) 0K 18 66.7% (6/961) VTH o7,

#1 DAI Ao 7=

LB /AEBIE (%)
5 7)) L ARE 75t R
DAI A3 712 & 2 Uk 16/32 (50.0) 4/30 (13.3)

¥ DAI 22 7B\ CHHER L, MfE, T EE AR R,
R DAl 4 HH S THUE LG [daE] & Lz,

H) 45 IR C O TR A 050

UTForB)HEEHEL AR ESHGREH?S 2 BRIk
HEFOAFLM BOAE/MEE) 13E2 3 AREHET &G L7,
EHMZEL, 1 ARG EO LRIZHE N 7i8EI SRR L
b 0.3mg/kg/HAHY & L7z,

bkt £5 MH b 7 7 5 EE 0 52 kg FH AR T
1 [alH *! #5-1 HH (12 KU 24 B | Dnew=Dola X 12.5/
JHHI #&5-4 HH fiE) ( (Cizn+Coan) /2x3)
2 [a] H *2

11 H oFEi» S 2, 3 Hi
A s, $5-7, 8
H) T2

X
M
BRI #2510 HH H |Drew=Doia X 12.5/C*

3 o] H *3 2 B H o A»S 1.5 HEL

#4515 HH AR (FHI. #5512 | Daew=Doa X 7.5/C*
HH) T1H5

38l H OFEI LR 3. 4. 6. 8. 10, 12 38X _

(BT I5 L 0) Ve TR Drew=Dold X 7.5/Ctrough

Dol : #Ei AT OG5 (F5-FIMGR 0.025mg/kg) o H M S 72 fED /NS
DMz UG AL, 0.5mg HATROEWVEE T 5,

BT FGE OG5

- 30=~ 50.0=~ 70.0=~ 90.0=~
HE (kg) < 50.0 < 70.0 < 90.0 =100.0
e (mg/M) 1 1.5 2 2.5

Diew * #HEIR OIS =, B SNAMEONEELTHE M2 WIEH AL,
0.5mg A TicbiLWiiL 35,
%1 Cuon AYE R T FRAE AWM I KB OB A Com & V725
Drew=Dold X 12.5/ (Casnx2.5) £ V. F 7z Cosn 25 1 T BRAE A Gl
TAERMOY 4 Cizn & V7230 Doew=Dota X 12.5/ (Ciznx4) &
D2mHBEOHEEHLT A, e T RMEAR SO R OG5
i, EE VBREOPEERA L CRFoRIC L Y HET 5,
2 PREIRA L SN S EOMA A 1 R EEES O 250 1
R DY, MR N7 7iEAREC 10ng/mL P EOWE 1213 H
EMEE T, $72 10ng/mL Kl OFA XN % 1 B &S
D25D1 LT 5,
%3 C*37.5ng/mL PLE 15ng/mL K DA 12 1%
ZHAZ0.6f5 (=7.5/12.56%) L-HEELT 5.

[ERURQYi k=S

CS 1B OFE A S 2, 3 HERBEEF R8I A 2 Holidh ~5 7
IEPE DI

C#* : 2 HOHAE A5 1.5 HULFBE SIZBI A0 b5 7
FEo 2 b BE 32 DM,

Crrough © 2 U FEIZBWC, HEGEE S (5~10ng/mL) % & L 72
M b7 7 ik,

P52 T ToRGEPE - BERS T2 — )y
#5
EET ﬂﬁF !ﬁﬂ ,Eﬁﬂ

L
[ R AR ] j i “F
24 51A

17.2 BBRGRAETS

(FeHEsEsE)

17.2.1 BBHEICH T 2IERRICOMFH [7.5 2]

(1) EARERAE
LD T (1996~2002 4F) 2B 2 1 FRRAAERER V14
BREESIT, A (1233 61) TIZFNZ198.6% %18 95.8% T
7252,

17.2.2 {OIBHEIC B 1T B3R RS DM

(1) EARERE - RESHIHAE
ORI B 2 LB — UGERHER (10 B1) o 12 HH Rk
HERF O 12 HBREAERIZOTND 100%. 12 3 B REE G5
HHRIL40.0% TH o720 T3 ERMEFRR O 3 ERRAEER
EOFRd 100%. 3 45 RIS SEHERIE 50.0% T - 7259,

17.2.3 Fif$HEIC & (T BIEHRISDMmE]

(1) HEFEARERAE
W DAL BT B B — RiEsEsl (12 61) o 3 4E Rk
RO SERBEARRIIVTNY 82.5%. 3 &£ RIS IEH
(3 75.0% Th o725,

17.2.4 FEFEHEIC BT B IR OIS

(1) 4SEFERARIERE
T OFAS L BT 2 B AL — REER] (35 BI) O 4 4 Rk
HFERIE 100%. 4 4F BAEEE I 78.3%. 4 4F BAEIEA UGS FH R
13 37.7%. 44ERFEA A VEEBLRIZ 95.5% TH - 725,

17.2.5 BHBHEICE I 3 EERRICR VOB HEEROWE (7.5
]

(1) {ERRERE - NNRENHEE

[FBitR 5]
T OFAN BT 5 grade T LA Eod GVHD @ BFEFH R (BhE
%100 HEF &) 1x. A (215 61) Tlk44.1%. /NE (117 61) <
1 40.8% T & - 725,

[aERS]
HH O AT BT 550 GVHD 123§ 2 AR 13, 56.8%
(42/7461) T - 725,

18. ZEhZEIF

18.1 {fERHF
Z ) AAETHRZERENS DY 7 FIVEEE A L7 5GE
JCHEVE IS EE AR CH LI N =a—1) YR ET LI LT,
A ST A 2RI R ONE RURE D IR AR50,

18.2 In vitro1ER

18.2.1 THIHIEIC L 5 THla» DA v 5 —a 4 %> (IL) -2 K
N v —7xur (IFN) -y O &% 53, HEEELERT a.
IL-18 JL N IL-6 S etk & ] - 25960

18.2.2 B LAk 5 B4 O BT 2o 5 2 I E A IEES < . R
PRI RS 3 2 FIRPEATR STV 55859,

18.3 MK B1EH

18.3.1 A RIEE TV (=27 A FNLD | 4 262 5y [63))
2B BRI A EAE SO 2 0 L. AR A I E S $ 5,

18.3.2 T v MHEAEFOMRAE K O 1 X FIIRA 2512 X A M 24 o ]
5. 2SR O B IMEE IR\ o 3 % B A SR % 3 56060

18.3.3 B MEIIRET N (A0 F v 8 [2BWT, &
W /16 RS 2 3HI L. AR 2 R S8 5,

18.3.4 ERAHET N (L ® 40 F5 | 60) [TV
(v b)) W HiBET NV (4 2) DROCEBMET LV ([
)N BT B BAEEGHEH RS 2 0] LA A R S5,

18.4 KIBRICHT B31/EH
RIEMBERET L (7 R) [2BWT, KB OMGEAL T M
fa 5@ IFN-y OFEAZIHIL . K mEs B8R 57,

19. BEKSICREY 2IE{LEFR

—REEIEFR
&7 1) 5 AR (Tacrolimus Hydrate) (JAN)

L%
(3S4R558RIE12514S515R16S518 R19R26259-5,19-
Dihydroxy-3-{(1£)-2-[(1R3R4R)-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-3 H-pyrido[2,1-c]
[14Joxaazacyclotricosine-1,7,20,21(4 H23 H)-tetrone monohydrate
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UAFIAEVAT I FIETE /—)b (95) 12T <, Kz
13EAEHE TRV,

EEEER

20. BBV EDEE
TN IO —wEREERIE, BT TRIFET S 2
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