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R o0 4 0 AT S B 1l v R B & C & 5 7215 10~20ng/mL &
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8.3 ERIMUME. PRUESE O IEHERERE & O JSBIEE DS E T, SN R
WA (Mocds, ZClEERE, 7 35—, RS 2470 2 bR
FHOREE T T 5 2 & FICRSIHICIEZ0RBICT5
HEETHI L. [11.1.14, 11.1.152 8]

8.4 FAFG I OARE, IR, OB, FolE, OEE (o
FRAEACT . BENE 2 &) SO LN TWEOT, HHICKELT
OEM, LTI = XA EIT) 2 CEEOREE L (B
By LI L, [11.1.220]

8.5 HIMEAFH TS 2 LA 5 DT, EMMIC UL HIE & 1T\, i
FEEREDD S b E 10, BEAGEE T % L) 72 il %
92k,

8.6 EAYED B IS EET 52 L .[9.1.1,11.1. 108 ]

8.7 MWEEDRAEINIHNC L Y YA T B Ko ERL ) v i
OFENMIEEISEO TR H 5 DT, +oEETH 2 &, [10.2,
11.1.132H]

8.8 AHIOFEGZ X Y FIER B A IVE VAR EORESTETH 5
A5 BB REEANVE CHORWEHOREBUIOWTH T S 2 Bl% %
T 2 &,

(BRERAE)

8.9 BAEF®IE EIAIE L 75 AR B A AT 5 2 &8
WE L, Fo, Y7 uREY UAEEICES ST B RER TR
BHUAEATIRED &9 A& R RS . R & S Auud <o 2
W2y 7 aAR) YERRIEL, RANCYIDIRZ 5 2 &,

GEEMXEE %)

8.10 AFN DG, WEEER 2 OWEHE TN T 5458 L T A Rl
DHETITH T &,

9. FENHELHITIREICHATIEE

9.1 AHHE - MEEZEDH 28E

9.1.1 BPEEDHDHEE
EYYEDEAL T 2 DB 5, [8.6. 11.1.102MH]

9.1.2 FFRIA N AX v UTDEE
e BRI AT A NVAY—H —DEZY ) VTR T I b
BEIFF 257 A )V A DG HEAL R CTUFF %2 0 AL O i 5 R IR D Z6 3
WZHERET A I Lo RIEIHIHK 23S SNZBIEF LY A IV AF v )
TOHEZIIBNT, BRFLEY AV ZADOFFIAIC X B F£25H 5
bNDLZENH D, F/o. HBsHUFREMEOBZ T BT, SR
HI DY G-BIGE BT 46 4 VA OFRFIEALIC & BIF %2 565 L
THEBISHRE SN Tnb, 72, CRIFR7A VAT Y ) 7TOEHE
IZBWC, SR OFe 5 BIA I CRIF ROBALA A S NS &
DD [11.1.102M]

9.1.3 CEFFRERRERV AN IAEIBREShIEE
CRIFF BRI A )V A2 B G- HMhH. KA ORI LIEL
o FERIEE SCB Y . CRIFREHEIGY A VAFEIZ L D
o A v ZBHAE N T ORK O F 8 FE LT 2% B b
HADH Bo RHFNZMH L T 25 BEICCRIFRIEHET Y 1 L A3
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0.16mg/kg# fELHG- L7z & EOIYERE ST A =5 12RO L BY) TH-72Y,

o BHTIZE o ThHRES LRV,

Tmax Conax AUCo-121 kT 7 fE* e
(h) (ng/mL) (ng - h/mL) (ng/mL) (%)
4.2+2.9 44 =45 274+198 1612 20+17.8
3¢ 1215 [ B 1 O FE (F#=S.D.)
SOREARNATH
16.1.2 fFigtE

NEFR RS CFERKS.3) 2BV TE, AR ERE 2.7~
4 AMEORRI S8 CRFE O MG P IREAE S 120 (HEATOS 71
BAN T NGO T —5),
16.1.3 /iZ#HE
NENERAEEE CPEER2.95) 1B Wik, AR EIRE T3
~2. 50RO S8 CRBEOME T RESH SN JHEATHY 71
VAR T NEGBEOTF—%),



16.1.4 EEMKE X
B NS R S B E8BIIC ¥ 7 1) A A H T H0.05mg/ kg% FETHE S L
72 EOFYFRE T A —F XKD EB) THo 72,

Tmax (h) Cumax (ng/mL) AUCo12n (ng * h/mL)

2.4=1.4 22+13 136105

(P +S.D.)
16.1.5 270U LAAT I ELZ 7OV L AFER D ILE
BNEBRBEIGNCY 7 0) L AH TRV RS 7 1) 2 AWk % F R
B L7 EOFEWBRERT A — 5 13RO EBY) Th-729, [1.2.7.2.13]K]

H TN Lpa Yo (kL 5 7 0v)
el i e AUCrm | C AUCo 12
w5 | (me/l) (ng/mL) | (ng - h/mL) | (ng/mL) | (ng - h/mL) Crax | AUCrzn
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
T | B B B B 118 | 1.08
+S.D. +0.50 | *0.51

16.1.6 E£YFHIEZFHEHER
%70 WA 7N 5mg [VIRS] & 7075775 7)lomgh, 70 A%—
N—ElIZkhZFnZn1h 7N (#2700 528 L Tomg) BEHE AR 125
B AREOES LT g 2 0 A AREERHIE L, 55N/ EEE <5
A—%4 (AUC. Cumax) 1Z2VTI0%MEHEDK B THERHIAT 21T o 7245 R log
(0.80) ~log (1.25) OFEPANTH 1) WF DA AR FISFEAER S 47zt
Mk % 7 1) A ZADOEYEHE ST 2 — 5

HEIRT A —F BHEINT A=Y

AUC: Cinax Trmax Tz
(ng * hr/mL) (ng/mL) (hr) (hr)

Fru) AR TRV
5mg [VTRS]
Targ7h TN
5mg

314.51+149.92 33.85%10.58 1.71+£0.78 | 32.71+6.51

310.10+158.73 35.31%10.48 1.67+0.77 | 33.58+4.21

CPgfE = B2, n=20)

MH %y 7 1Y) A ADREREEHER
40 -

—e— ¥ 71 AAH T ) 5mgl VTRS)
o FUY T T H 7 )V5mg
I+ AR, n=20

30 ¢

Mo FE (ng/mL)

0 12 24 48 80
1511 (hr)

AR NI AUC, CoadE D235 A — & 13 B O FIR | AR O FRIU A% -
S DFRER G & > TRE 2Tl DH 5 .

16.2 DRI

16.2.1 EEERAICTEFICL DY 700 A ASEYBEENT A — 5 ~OFEE
Mat L7z 2 h, AEBLR AR SEMICRO%RS L3 122

NEBEI Coac L FAUCOE F A S5, Tl FEEE L 729 BLEIATFT— %),
16.2.2 ARG REEIZBIT D b T 7 IREE %2 H 7o B4 [ 380 B HE 17
Wds. ¥ 700 AR % EHEGRBOBOBINMEE, T LT IRSER
D62% & HEE S 720,

16.3 9%

16.3.1 ¥ 7 1) A ADMBEE A EIL98.8% L L TH - 7217,

16.3.2 JFRHEH%OZILFEHNICTY 70 ) A ADFTHBITZMET L2 2
5 ISR O R0 OBATHRD S (REAT— 5 ). [9.650]
16.3.3 T v MIMCHE#% Y 7 0 1) A 20.32mg/kgx HHEL72& 2 A, 54rRI121E
BOREIZIE & A S OMBRICRAT L, FRICEIE, i, OB, TR S 2o 7,
BAT L7 BT i IR T & & D ISR Lze 2B, K, B~

R OBATH D S I, HREDOW JIZB H - 7219
16.4 3
16.4.1 ¥ 70 A AFE & L CHERBTEFECYP3A4AR OCYP3AS TR AT S 1L
29, [10.31]]

16.4.2 AL ToOMP, b R OB RBIE T & LT A F ViR R
OIKBALIRCTH - 7220 (HHEANT— %),
16.5 Httt
B ORI EIE R S v, RZE(RO TR PRI X 1%L T Tdh -
72 BNEINT— %) =B, ¥ 700 AZDMALE ZEEED 5\ I3ENT
2k E’?ﬁls%,—ALT&b\
16.7 EWIHEER
Zrm) AAGEE L CHEPAHEERCYPSAATRH SN S 728, CYP3A4
T“{Jt%‘%é NAMOHEY L OPFHIZE Y & 70 ) AZADIMFEED LH§ 50]
REED B Do T7o. CYP3AAR FHET L2 L OfFHIZEI Y ¥ 70 22D
MWREﬁﬁTﬁéT%ﬁﬁ%%c*ﬁ\77DUAZ&O@MMT@N%
EHET LI LICL), CYPSAATHRA# S N DB O % 54 &
LMD D 52, Fhz, ¥ 70 A ADINHEEHAMEEFIL98.8%LL L
EOOT, IMEERNA L OFANED TR IR X OMFEAEH O EEMEN D 5172,

17. BERERAGIE
17.1 HHHERVORELMICE T 258
(FeEsaR)
17.1.1 BIHEIC S BIEERIEOMmE]
(1) EXEHE AR (356)). ERBPE IARR (69%). ENFELIAL
BB (826)
TR T ORGRER (1990~19944F) (2B W T B RAE O — IRIGHR 1L
1866 THE &A1, 14E R Fiﬁfﬁom:ﬁiﬁfi%h%hws%&v
93.0%Cd > 720 TG I374/18661 (39.8%) THEI0L[EA & 72942,
(2) EIREIHAER
BOH IR CIXBEAFIEIC X 2 MR BHES R BE 2 BIL04BIIC & 7 1) A
A GESHE - 7 7o) Hh s, 5560 (52.9%) T [A%N] Lo piig
G Ao (VAN
&y ) A AR 17BN 1208 PG LR L7z (1996~19984F) | £
FHR1394.1% (16/170) « 3G AFEBL L 725 60122/1761 (11.8%) T -
72 20 ARG TLNDOOEDIEZE (19F]) TOMTIE, 2T
FERHER LA A AT S AL, JEABRUSIZFEBLL e o 72199,
17.1.2 FrHEIC 6 BB RS OS]
(1) ENRE
R CORBRRABIZB VT, BN CHERRIFBEFRNZZ), s70
VLA GESHE - 5 7N) DG SN7224B1 067 A SRR A #1365.6% T
Holze TDI) HLIFUIHIFMHERE TH - 720 FFHBUSI34/2460 (16.7%) T
ERTEA SN2, WTFNRLBETZO) bOLEZHREATT AL K29V A
WEEIZ X DS LB L 720 72, 1990~ 19954 12 [N CAE ARS8 43 -7
fMiAzZy, ¥ 27a) 84 (FEHRE - # 7 2n) 25485 317212060067 A A:
FERII81. 7% Td > 7229,
& o) o AR A TENC 1284 5 U CRET L 72458 (1997~19984F) . £
HHIL100%. FEH G A FEH L 72 BZ4/760 (57.1%) Tdh o7z, ¥ 70
VAR TEN2H0E )z E (106]) TOMETlE. 2B TRIFO4
HEHHERE S, HEMABUS S8 EL L 72 ERNIX1/1060 (10.0%) TH - 7233,
1713@%&&366@%&#@%%
LRI By ra) AR (FEH - 77 R)V) OIEHEBUS OB EAS
méﬂfwé“”(%HAT—9%
17.1.4 FHISHEIC BT BIEMERISDME]
BRI BT 25 7 a) A& (FEEHE - 7 78 )v) O RS O FI ) A
FEFRE N TV B33 (MLEINT— %),
1715%@&L$W§Emﬁr®mﬂ
R 12 B 700 NA GESHE - 5 7 RV) OGO FIHIR) A
ﬁ%éﬂfwé”m(ﬂﬂAT %)
17.1.6 NSRS BT BIEIEREOIE
INGRAEIC BT A8 700 A A (EFHE - 5 72 v) OGO IR
PHER SN T AT (JHEATF— %),
17.1.7 SRERBHEIC B T B IERRIC RUBHER X8 ERO M
[FBAtRE]
(1) EIRNETHAS IHHER 18]). ER%ESE I#HEER (386]). EREIMAEL
B (6661)
ARGEREE CORRHER (1991~19964F) 2B\ T, BRI L O i
F (GVHD) OFBixHENCY 700 A2 (GEFHE - 7 7)) 2351
7212560, FRICHEZ KIZ L. HEESLE L 4 Dgrade T ML LEOGVHD®
FAE 122261 (17.6%) T o 72419,
) A AR A BN S L CHET L7248 (1996~19984F) . grade T
P EDOGVHDDFEHH1333.3% (3/961) TdH - 727,




[BERE]

(2) BN
JKEREE F TORRRER (1990~19934F) 2B T, B HifHEAOGVHD39M

WXL g 7 0) A A GEGHE- 7 7R )v) 285 L EEGVHD7/1361 (53.8%)

Ewlx PEGVHD12/2661 (46.2%) HERLL EORFZ R L 72,

(BREMXBX)

17.1.8 ERE THALKRBRROCENSE TEESHRHB [7.988]
FREERE A O MR RS R IG B BB A RE L, ¥ s a ) AR
TR VEER2B). 7T b RS0 2AM S L (REGRER) . ¥ 70 AR
BT VBB AUER (DAIZA I TIZ X AUEE) 3EIOLB) THo
729 F oL EEOEEREESG T KEEIENC. ¥ 70) AR TRV
Z20AMPEG L7z GEEMAER) . BEE (DAIA I TIC XL 2UERE) 1345.5%
(B/1161) Td -7, Wtk & b HEIX1E0.025meg/kgl A 218l % 41 8] & &
L. ZO%HEENS 7 (10~15ng/mL) &7 5 &5 HR#L 20,
T 7o, BMARERBRO ¥ 7 1Y) o ABBE T OHE O HER TR %
BEIC, ZADEOHE NS 7HE%5~10ng/mLE LTH 70 L AH T+
W a i R12EBPE S L7 R, e 52 B 2853 (DAIA I 7 &
BHUER) 1.2 NEN61.9% (13/2161) ] 166.7% (6/961) VT -7,

#1 DAIR I 7

S/ (%)
y o u) LA 77 R
DAIA I 7|2 & Hess ™ 16/32 (50.0) 4/30 (13.3)
MDAIA I 7BV CHHER S, M, TS RS R, IO & EFG 045 H
ETHYE Lax [kl &L
) 5 MARGRER C oo Fi i i i 21050
DTorByHiaBe L, Ak & SF5-06 H A S 28 BT HRSER o A5
St (BIOAMA) 3229, AREHET TG L, @iz me, 1H
#5Eo FRIZEE N 7 7IESH O N2 < L $0.3mg/kg/HAHN & L7z,

F e b o M b 7 7 B O E R PR
}glﬁ X;H AHH BH1IHH (12 U24BHfE) | Drew=Doax12.5/ ((Cizn+Caan) /2% 3)
ot ?fi',ﬁfai’ ﬁ“ﬁéézﬁ*éﬁ
?;ﬁﬁﬁf%%lﬁﬂ? ?J_/ﬁl TGB#S 10, 12383 id Drew=Doe X 7..5/Curous

Duia = FREIAT OG- (B 5-BIAARE20.025mg/kg) o ST S M7/ N BLT 45 A0 % 1Y
FEHA L, 0.5mgHlA Tl b EWliL 3%,

B3 Bas OG5
M (kg) | 30=~<50.0 | 50.0=~<70.0 | 70.0=~<90.0 |90.0=~=100.0
b

(mg/I) ! L5 2 25
Daew 3517'5'1???:0)1%'?%9 A ESNAAEO/NEE LT B 2 UFETL A L, 0.5mgZl AT d
Wil T2,

%1 0 ConAVE it T BRAE ARG AT KD A, Com% FIV 7238 5 Doew=Doa X 12.5/ (Can X 2.5)
L0 F72Comd SR ]‘]Eﬁ?‘(%llik(%@i \Cuizn& V723X Doew=Doa X 12.5/ (Ciza
x4) X2 HORAREEFNT 50 IIZERTRERB LI R OB A1, ERT
FRAED Al 2 ARA L CRAORUZ L YT 2,

%2 éﬂfa"ﬁfﬁ%mé?{tf:ﬂ‘%—i@féﬁﬂﬁﬁ“lﬁ@iﬁ@Zﬁ@l%iﬁi% e I b7 7
FEDIRE IOng/lelLﬂ)i%AL:liﬁ%;ﬁﬁﬁﬁ“if~ % 7210ng/mL A O 35 412 1 B s

Z1H HEESO253 01§ %,
%31 CVT. 5ng/mLUJ:15ng/mLﬂ%«ﬁ0) BTt RO IR A H20.66% (=7.5/12.5f%)
LRSS 5,

C+ 1 H o2 52, 3HARME I BT 52001 b 7 7 iEEE DT,
C* 1 2[ H O A 6 1.5H Lh #1251 2 I b 5 7 i85, 2058 2 4132 O3k,
Crrough * 2HLIEIZ BT, BEGREN (5~10ng/mL) %ML L =i b 7 e,

52 £ TOHRGRNE - FEX T V2 -1

%45
B F'H pET

FH 2 P PR 1M
e b i)

17.2 BIERGRAES

(FeHEtEs)

17.2.1 BBHEICH T 2ERRICOME [7.58 8]

(1) ERARERE
THEOFZE (1996~20024F) 1281 5 VERRAAFE L O MR R A 5T
B (1,23361) TIEZFI2198.6%/% 1095.8% Tdh - 72,

17.2.2 {DOFEHEIC B 1T 2 IEHE RIS D]

(1) FEARKREE - REESPIREE
TR ORI BV 2 OBAE—KIGHIES (106)) D128 AFEEGFHFE L V12
SEFEREAFFIT T I D 100%. 1238 FRHE M EUS 53 31340.0% TH - 720

F 7o, SERMEAEFFER O FERBEFRITN TN L100%., 3T RAFEHH UG
FEHLHIL50.0%TdH - 722,
17.2.3 FhfsHEIC BT B IEHE RIS DM
(1) HEFEARERE
RO BV 2 IR — SIGHOER] (1261) O34 BT O34
PRAERIT TN 82.5%. 34 RAIEHM UL BHEXT5.0% T - 729,
17.2.4 BERBHEIC BT B IERRISOME
(1) HSEFEAKRERE
T OFAN B 2 R — RIGHRRER] (3561) OAF BRAELFE212100%.
AAF B EAE RN 78 . 3%, A4 SRR SURSEBER1237 . 7%, A RFEA A
>R 1395. 5% Tdh > 7259,
17.2.5 BHEH%HEICH (F 2EERERUBEAMEER/OMF [7.588]
(1) ERAKERE - MNESRIEE
[FrhiE]
T OFAEIZ BT B grade T U EOGVHD O BAE S (FBHEF£100 H I 25)
X, A (21561) Tixdd. 1%, /NE (11761) Ti340.8%Td - 725,
[a&ERE]
TR DOFTAN BT 2 ZPEGVHDITN 3 5 BX)313.56.8% (42/741)) Ta >
7:5570

18. EEpEIE

18.1 1EAHF
y o 0) ARG, THIRZ B0 502 7 F MEEE N L 72 miE fuErE i

WCEELRBECHLI NN Za—) Y &HESFT LI ET, 4 Mh A VEE
Wﬂ&v%ﬂ_#iﬁﬁmﬂﬁm%mT”o

18.2 /n vitrofER

18.2.1 THIFEHIEC X A2 THIla» 504 v ¥ —a A %> (IL) 2k UA ¥4 —
Z7xuay (IFN) -y DA% 6F ., EEEERKT a . IL-18 L OIL-6F DL
P 257,

18.2.2 SR DAb o> 5 BN 55 o0 845 ek 5 2 HRHIE 1255 <
V2R 2 BIREATR STV B8

18.3 BHEICX T 16

18.3.1 FFMHIFRHEET LV (B2 A HFLO £ 20 5y [02)
Ml RHEAG SOG Z M L, A2 TR S 45,

18.3.2 7 v MEANOMRMEK A X MIRFE I L 2B oRIE, 55245
BB BN SR 3 2 BT IR R S 2 AT B 500

18.3.3 B MEERET IV (729 59 M) 2B, B xES
FOG a3 L. AR A R S 25,

18.3.4 FRMHET T (e e® 4 X9 59 b)) LEBHEETIL (T v
b)) O T TV (£ X) DREOEBEETIL (£ ) 22855
i EHEAG SO0 2 I L, AR A IR S5,

18.4 KIBRICX T 21ER
FIEWBRBEET N (w7 2) 1I2BWT, KBHEOHELTHE 2 S 0
IFN-y OEAEZIIHI L. KB RmEEZRRT 2™,

19. BRIRSICEET B EB{EEHIER

— gy © & 7 1) A AKX (Tacrolimus Hydrate)

154 1 (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 - BRSSO ERTH 5.

AZ )= VXIETE /=) (99.5) D THEITRT L N N-V A F bk
VAT I RXETS /=) (95) IEFRT L, KICIFLALE TRV,
s s,

VSRR

2B A%




20. BRVLEDEE
T3 O —wRERH %R, BREETCRET A L

22. Ak
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