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2 7V 0.16me/kg & AT Lo L S OEYERE ST £ —
FEHROLBY TH-7:9,

Tmax Cmax AUCo120 b g 7 fE* F
(h) (ng/mL) (ng - h/mL) (ng/mL) (%)
4.2%£2.9 44+45 274£198 1612 20+17.8
(F#H+S.D.)

12 IR B I o
HOR AR

16.1.2 FT#siE
ANERFRA RS CPER 5.3 5) 128V TIE, A AR E
BT 2.7~4 .4 ORI 55 TR O MG hi 2348 5 729
MEATDY 710y A A H T VGO T—5),

16.1.3 /NG5 HE
NN RS R (CPIS4ERE 2.9 %) 12B W TIE, A HAEE
T 1.3~2.5 BRI 58 R O I g A S
7210 (WEANTOH Y 70 AAS TRV 507 — %),

16.1.4 BEBMEXBR
BN E R 4 8 BIcy 7 1) A A S 7V 0.06me/kg
ERROHG L2 EOEWYFHENT A =S IZROEBY THo
f:n)o

Tmax (h) Cmax (ng/mL) AUCo12n (ng - h/mL)
2.4+x1.4 22+13 136 =105
(*F#+S.D.)

16.1.5 270U LZXATEIVELR OV L AFERODILE
WABBMEZG OB 7 0) LA TRV KY 7 0) L A
WA FEHERS Lo EOEYBE T A -5 1TROLEBY) TH
57212, (1.2, 7.2.1 ZH]

b1 %iff nTEN L W )
ey - -

M (iﬁﬁ)(éﬁiﬂéﬁ)(&ﬁﬁ»<$§iﬁ$ﬁ> Cmax | AUCo-120
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
s | s | 2| 1654 | 23| 133 |oss| 060
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
s | 1 |62| 37 |68| 26 |110]| 07
o | 1 | 41| 6 |38 | 31 |o00]| 1.05
10 3 20 230.8 42 320.0 2.10 1.39
el | - B - 118 | 1.08
£S5, £0.50| =0.51

16.1.6 EHEHIFIEHHER

Forua ) AAHTeN5mg [V K] & 70y 5 7% 7+ 5mg
BLIOAF ==L D ZNZEN1 A TNV (Fra) L AL
LT 5mg) MRS AHE RS L Ciih s 7 a0
AAREERHE L. Bon8EYERE/ ST 2 —% (AUCt.
Cmax) 122\ C 0% EHEX 31 THERTHENT % 47 o 7245 R, log
(0.80) ~log (1.25) OFFANTH V)« Wil O A W1 [7) 14 A e
FENnW,

(ng/mL)
45
40 —o— FUU) LA TRV 5 mgl UK
35 —— JUSI7h7 )V 5mg
Mean=S.D., n=30
30
i}
H,.: 25
i
% 20
15
10
5
08
0 12 24 36 48 60 72
G-I (hr)
AUCt Cmax tmax t1/2
(ng - hr/mL) (ng/mL) (hr) (hr)
A A [fg 277.32 32.2468 1.57 32.78
N +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 EE R N2 AUC, Cmax ZE0/85 A — 1, HEE oI,
PRI OFRIUAHL - BRSO MBRGMEC & > TRZ 2 TREEDN D % o

16.2 TRIR

16.2.1 BB AICTEFIZL L5 701 A AEYBRE/ ST A — &~
D EERG L& 2AEEEROER 1.5 RIS L7
WA X B IE R I NA 2 Cmax LY AUC OETA5A 51,
Tmax (ZIEE L7210 FHEAT—%),

16.2.2 WABSE ARG ISEE BT A b T 7R % HVv 7z REE 3R
WBHRERENT 2 5. & 7 0 ) & A & ARG R ORI L., Y
B A AT IRERER 0D 629% & HEE S 7219,

16.3 9

16.3.1 ¥ 7 0 A ADIMIFEEAF AT 98.8% L ETH - 7210,

16.3.2 FFRMI ORI 6 FII2 T8 7 1) A ZADFLiH 4T & Wt
L7z& A, P HIEE ORI 5 ORI b/ (4HE
ANT—%),[9.6 ZH]

16.3.3 7 v MIUCIZ# Y 7 0 A A 0.32mg/kg # HEL & 2
AL 5 BRICIIHETRRIEIT & A EOMBRICREAT L. FRICEIE. B,
Ul FURIR I E o 720 BAT L 22 i o T & & b
g L7e e, KRN, AR OB ATDSE 0 S, i
FEDW ST D - 7217,

16.4 X

*16.4.1 ¥ 70 ) A A3 EE L THEYMHBEE CYP3AL K TOY
CYP3AS TR N5, [10. ]

16.4.2 FfEZE Cold., R ORI IZFE & LTl x

FIVIE R OKERLIETdH - 7219 FHEANT— %),



16.5 HEiftt 17.1.7 BEEISHEIC & 1T BRI RO HE 338 5k O i
FCH D IR ZRETT S HRME S A, RELE ORI PEIEERIZ 1% [FRAt 5]
DTFThHo72 BHEAT =)o 2B, 2700 L ADMAHEE (1) ERETHAE [HEHER (21 8). ERRAFE 18R G8f). @
ZEHERED 2 \VIZEITIC & 2 HEE T v, A MR &R (66 #)

16.7 EMIEEIER FREEE £ CORIRRER (1991~1996 4F) (2B T, FHifsHizO

Foma) sAFFEE L CEYRHEE CYP3AL TR# SN L2
@, CYP3A4 TR SN LMD L OFFHICL ) ¥y 70 AR
DM REEN FA SRR H 5, 72, CYP3AL 2 FHET 5
B EOPHIZE Y Z70) A ADMAEEDT 5 1 gelEAds
Bbo —J. 70 LAAH CYP3AL TORHEHET L Z L1

AR x g £ (GVHD) O Fiz HWiZy 7 a) A A GEFHE -
T RV) B L72 125 Bl PRISEEE RITL . WRSLE
& 7% % grade 1ML E o GVHD O % fEld 22 ] (17.6%) THh o
7’:44)-46)0

y ) s 2 MR 9 BICHG L CORES L 72/ 28 (1996~1998

L. CYP3A4 TR SN MDY OMAELE % FH S5 ). gradell DL Eo> GVHD O3311% 33.3% (3/9 1) Th-o7z
etk 520, F72, #7100 A ADIMAEEFAEEZ1Z 98.8% L 4,
FEEVOT, MR & OBRIED R EEH] & O EAEH O FE [BERE]
VDS 51622 (2) ERHER
17, EEEERLE KR ;@ E;Tﬁi*xwﬁ <199o~19s(33 ;) mjb W, %%i%a‘iﬁm
e A e GVHD39 Bl Ly 7m0 A A& (GESHE - 772 v) 285 L.
lgéggfﬁokéﬁ“ﬁtéﬂﬁ ¥k GVHDT/13 il (53.8%) T OMMEE GVHDI2/26 B (46.2%)

WHEMUEORFEZ R L 729,

GEEBMXER)

17.1.8 ENEIHERHRBRRUCERNE IBESHRER([7.9 28]

PR AT ESE O HEG RS R B 62 Bl R L L, ¥ 7
T LA TRIVEE 326, 7T R AR 30 B 2 EERG L 7s (kE
bR, #2701 A S TRVEIZBI AEER (DAL A2 72
X BUEE) 3E1DEBY THo729, T2, EIEOMGTEEE
PRI REE 1L B 2 7 a) A RS TR % 2 BE#HS L7 (GE
B . ER (DAI AT 72X A%#ERE) 1345.5% (5/11
Bl) THo720, MmEEEE b HEIE 1 0.025mg/kgl H 2 0% )
EfEE L. ZOREENT 7#E (10~15ng/mL) &7 5 X9
HEFRE L2,
T2 BN ESRER D ¥ 7 1) & ABEBE K OERE O MG
R 2B # 2, 2 APDEDO HEE N 7 7 % 5~10ng/mL & LT
Zru) AAN T ERE 12 MBS L2RR, w5
B bR (DAL A3 712X H#E) 1. #N2EN61.9%
(13/21 B1) 9K 1°66.7% (6/9 Bl) 0T -7z,

#1 DAI 2o 7igER
s /AEEL (%)

17.1.1 BHHIZH T BB OS]

(1) EINRTHASE 145 (354)). EREEE IHAR 696). E
PEE M AL BB (82 Bi)

R E TORREE (1990~1994 4F) (12BWT, BBAH%EO—
WAL, 186 Bl THiET AL, 1 4EBREAAER L O] 4Rk
HEEIZFNZNOI7.3% R 93.0% Th - 720 A IF 74/186
B (39.8%) THEA 101 HH 57282325

(2) ENEELHEKER

S G ER T LI BRI X 2 Skeia 2 IR #E 72 5E 51 104 6112
Foru) hA (FEFHE - 7 7 ev) G S, 5560 (52.9%)
T TH%] Y EOREDE S 7220,

Fran) s AR A 17 B2 12 B S L Ot L 7R (1996~
1998 4F) . EFEZIZ 94.1% (16/17 B1) . A SUSAFEBL L 72
12 2/17 % (11.8%) THotzo ¥ 270 LA TELPLDYY
Bz 6l (196]) TOME TIE, &F TRIERIIES DR S,
M SUSIEFER L o 721920,

(3) EINSE IR (BHEmRSHEER)

P B F—HoRB M - BT HLA PUkB ko AR AES 12, Bl 28
~7THHI2OBM L HEE Ty 70 A AN TRV iy 70

AAGRHAES TEN 245 L0, BRMEREE 91.7% 5y u) s AR 77 AR

(22/24 ) T o722, DAL A3 712 & 5 Wi 16/32 (50.0) 4/30 (13.3)
17.1.2 FHSIC 51 3 EH RIS O % DAT A 2 7125 CHHMERSL, AE, T P
(1) EIREER B & AR 4 L H 2 CHss L7 a s (k) & L7,

ARG F CORKRABRICB W, EN CTAMAEIRT IR T %
. Fra ) AR QEFHE - B 7)) sG-Sz 24510 6 4
HREEGFRIZ65.6% THo720 DI B SHNIHIFHIEHTH
o720 HABUGIE 4/24 6] (16.7%) THEAT &S NIZH, VT
NIBETEOILDO IEEZREATOA ROV AEEIZ L DHE
LW UL 720 72, 1990~1995 45 |2 [l A C AR ER 45 B RS Al
BT F o0 AR QESRE - H TR V) S St 120 Blo
6 7 HATERIL 81.7% CTdp o 722930,

Y o) A ABEk A 7 BIC 12 IS L CHE L2k (1997~ MRS | b7 7REORERA | R
1998 1), A A E 100% . HEHLIUIEATEBL L AR 4/7 S apg |7 HE Q2RO D Du 12,5
(57.1%) TdHot20 ¥ 7T LAD TR LDOE )26 (10

TE) S IARBER T o e F Hiie) 50

DToEB)HEZHEL AR OGBS 2 H IR
IO AL RO/ 13223, ARSH T oy L7z,
S ZE L, 1 HRS5 RO LRIZHE NS 7#ENEO R &
3 0.3mg/kg/ HHG & L7z,

N L ; . 2 [l I #2 LI HOHED S 2. 3 Hik
B1) COME T, LB CRHITOEEAHER S 1, B RE5 WAL E510HE  EEA &EL 2 7 8 11 Do Dusx 12.5/C5
BLL 72361 1710 B (10.0%) T 723032, H) T 2Kk
17.1.3 OB HEICEH (T 2 IEEICOIH] 3 [ *3 2\ HOFES 25 1.5 HEL
LRMICBT 25 7 1) AR GEHE - 7 7 0V) OISO B3 150H LB R, 83 12 Duew=Daax7.5/C5
HIAN AR S TV 330 (JLEAT— %), R
R GHEIA =) 3 [0 B O FET IR |3, 4. 6. 8. 10, 12 AR X

17.1.4 FHiSHEIC B 1T BIEHE RS OIS
BRREIC B 55 700 4 A EGFHE - 71 7 1) OEM SO
FIREATEEL STV B30 (JLEANT— %),

17.1.5 EISHEIC B 1T BIRME RS OIS

Dnew=Dota X 7.5/Ctrough

(LZEIIE L T) [ESIAIvE g

Do : #EARTOF G5 (F5-FMARE 0.025me/kg) o FH S 72O/
UTEMZIERLAL, 0.5mg HATROEVEET 5,

e s ., . % G OG-
JERAEICB A5 70 LA GESE - 7 7 1) OISO 302%55% 52 ;ji}ﬁ 700=< T 90.0=<
IR SN TV 53940 (HEANT— %), FE (kg) 2500 2700 2900 =100.0
171 6 ']‘E%*gﬁﬂd‘sﬁ' Zﬂﬁﬁ*ﬁ&frﬁ@#ﬂ?ﬁ“ ?&5_% (mg/) 1 1'5 2 2‘5

INIGRERC BT A5 7 a) A A GESHE - 7 7 V) OFEERIGD
PIFIEATER SN TV BDD FLEAT— %),

Duew : ifita DI 58, S N/EO/NEEITHE A &2 ST A L,
0.5mg A TR D IEVEE T 5,
¥1 0 Cron 2VE = FBRAE AT I RKMO YA, Comn & FV 72305
Drew=Dola X 12.5/ (C2nx2.5) £ 0. F 72 Cosn 257E 1 T BRAE A
AR MDA, Cian & 72305 Dew=Dola X 12.5/ (CranX4) X



D 20HOMEZENT 5. LI EE T RE R G o34
Wik, B NREOEMEE AL CRFORICE Y HEHT 5,

¥2 0 FREIRE SN GmOMING A 1 R RS0 250 1
M Z DA, M N T 7D 10ng/mL VL DA
BT, F72 10ng/mL KiGOFE 121385 % 1 18 H 8w
D25D1ET D,

%3 : C#*237.5ng/mL LIk 15ng/mL R DO¥A121%, EELOH
BHIZ0.6%5 (=7.5/12.5%) LI-HEET 4,

il

C% 1 M B2 2, 3 HFBREIZBIT S 2 Sl b5 7
VRO ME

CH* 2 HOHE 25 1.5 HU LB SIZB T L0A T 73
JEo 2155 5 %A 1EE O,

Crrough * 2 LIREIZ BT, BIZREE (5~10ng/mL) %L 72
M~ 5 7,

HHER TV 2 — )

$e5- 2 W CoRG R -
#55
5 A4 Hisins

(Emg AR T i i X
24 5H
17.2 RUERFTHRALTE
(FEHETEIR)

17.2.1 BBHEIC S T BIEEEEOMEH [7.5 B8]

(1) FERREHRAE
TR OFA (1996~2002 4F) 2B 5 1 FRBAEER L4
PR RIZ, BN (1233 61) TIEZNEN98.6% K11 95.8% T
& o 7250,

17.2.2 DBHEIC B T BRI OIS

(1) FERRERE - RESHIFAE
TR ORAENZ BT B OBH—JIEFES (10 B1) o 12 8 F 5%
AU 12 SRR AR TS 100%. 12 8RR SUG5E
BIERI2 40.0% CTHh o720 F72 3 ERRATERLO 3 ERFEAFE
VLD 100%. 3 4FEBRHEH UGB 50.0% TH - 7252,

17.2.3 W#SHEIC B 1 BIEE RIS OIS

(1) FHEEARERE
R OFAEN BT 5 M —KIGHEES] (12 61) O 3 F R A
FRF O 3ERBEERITOTND 82.5%. 3 4F AR SUS I
RIF75.0% Th o729,

17.2.4 BERHEIC B 1T BIEHERISOMEH

(1) HEFEARERE
TR OFANC BT 2 A — KIGHEER] (35 B1) O 4 FERFEA:
FERIZ 100%. 4 4F A1 78.3% . 4 4F BAEIEAE SUSIE B
13 37.7%. 44EBEFEA > A VEEBIRIE 95.5% T - 7250,

17.2.5 BHBEICE T 2 EERICRUOBHER B EROMEHE (7.5
B

(1) EAREHAE - NNRERIAE

[FBitR 5]
i OFAIZ BT 5 grade T LI E > GVHD 0 BREFHR (54l
100 B 1x. A (215 61) Tik44.1%. /N (117 B1) <
13 40.8% T& - 725,

[aERE]
TR BOFAELICB T 550 GVHD I+ 5 HREF L. 56.8%
(42/74 1) TdH - 725,

18. ZExhEIg

18.1 fERHF
a5 AT HISBREN SOV 7 FIUREE i L7k
FLH I EE A BECH LI N =a—Y) Y EHEST L2 LT,
P A N T A RELEIR B OV AR S S HIE I A 7R 950,

18.2 In vitro1ER

18.2.1 THIHIELIZ X 2 THIEA»S DA >4 —af x> (IL) 2 K
UA s —7xma>r (IFN) -y OA%L LT, EEELRNT a .
IL-18 KO IL-6 Zppad: & ]9 55759,

18.2.2 Sk LML B BN LS O R5E 265 2 BIFIERIZEE < . S
Y AR 2 BIRMEATR ST 557058,

18.3 #HEICxT T B1EM

18.3.1 R HE TV (=2 A FNO0 1 26D 55 |62)
2B B BRI AE SR 2 ] L. A A R S Y 5,

18.3.2 5 v NHAEFFOMEME R OV 1 X PIRKEZR1C & 5 ML 2= o [l
15 53 BN B 0 BN BTt |20k 3 2 BT AR R % A5 4 56365

18.3.3 BHIA X E IR/ ET N (7 20 5 hD) [2BWT, B
R R RS2 IH L. AU T E S5,

18.3.4 BRMMETFIL (L v 4 269 F v [ 66) [LEHET I
(v b) O, figHETFTLV (X)) DVEOEBIEETIV ([
R) TN B BRI SRR SOG % 0] L AR 2 R S 5,

18.4 KIBRICX T B1EH
KREMEBEEETIL (7 R) I2BWT, KEREOEAL T M
fa 5O IFN-y oI L. K RmEL RS 57,

19. BRI ICET 2 E{EZHERE

— R FR
&z an) 5 AKMY (Tacrolimus Hydrate) (JAN)

a4
(8S4R5S58RIE12514515R16518 R19R26a5-5,19-
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-3H-pyrido[2,1—c]
[14]oxaazacyclotricosine-1,7,20,21(4 423 H)-tetrone monohydrate

FFR
Ca4HeoNO12 - H20

FFE
822.03

E2/N

AL ORI REORETH S,

S AF = VIETE =) (99.5) IZHOTHEITRLT L. N M
TAFINVARVLAT I FRIZIY 7 — (95) 12T <. KIS
1FEAEBET R,

eFEEX

20. RV EDFEE
TV KU —@EREERE R ETRET A2 Lo

22. AL
204 7N 107 7l (PTP) x2. &EHFIAD)

*% o3, xEXMW
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