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Tos 3
= o
ad -5 7BE {n\ed\an
E04 205
£

ol ®
Iho.3 10<
= N
o -
|| 0.2f 0 'hé
« n
INEARS -
p
n
ESS]

-2 -1 0 1 2 3 4 5 7

wiEE% ()

5605 : n=100~243
I AP FE S VAL © n=50~238
3 WHBBHEEICBITS NI 7IEREER

(it —%)
(2) FF#ztE
NENFHIFBHEE R A S L ETars7h 7
EHRGLEEZOAUCK Y N 7 7IBEIZROEBY TH-
729 MEZEOAROMPEE IR Ta 7T 7a 7L LD
ERNEITIZH > 720 [7.2. 7.6 2]
o1 0Tt TE—
25 ——JOj57

= N
o oS

NS 72 (ng/mL)
3

oL—t— v 1
o 1t 2 3 4 5 6 7 8 9 10 11 12 13 14

FioRe 3=k
Full Analysis Set TD 31 = SD.
7Y 7y— it 1 HEIE n=16, 2 HH AR n=47~63
Jur77 itk 1 HHIE n=19. 2 HHL#IE n=42~56
X4 FEFBHEE BT S N 7EEHERE FHEA
T —%)

16.
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#2 FHHBREZE TOAUCK Ut 7 7
GHEAT— %)

7o TE— AL/
(n=45) (n=32)
58 (mg/kg/H) 01180023 0.112+0034
WA | AUCyy (ng-h/mL) | 1459710303 | 26382+ 15336
b5 7 (ng/mL) 421+331 898+590
58 (mg/kg/H) 0.221+0.097 0.176+0079
14H | AUCyy (ng-h/mL) | 32419%11907 | 28699+8803
b5 7i#E* (ng/mL) 882+318 853=285
B8 (mg/ke/H) 0.209%0.095 0.165+0.076
638 | AUC,, (ng-h/mL) | 36428+11052 | 301.10+60.76
b7 7i#HEE* (ng/mL) 996+353 970+321
(F¥fE+SD.)

%7747y — (10 1E#&S) (354NN ERE, Turs

7 (1 H 2[#%5) %28 B 5 128 M 2k
TRBZEOTAEI BV THBEINRAEE 2B 2 B0 o
BHELE NI TEREIROEBY TH-72",

0.3

~ =75t75-—BA5E a3
m -5 7RE { median 20
¥ at
®
£ =)
0.2 10 E
i} o
" ‘/H_;——L/% 2
s
£ Jiid
|:::[ 0 B

N
! 0.1 N
« a
™
iN)
N

0
0 1 2 3 4 5 7
)

i%B%H (A
5605 - n=3~11
[ A RE R SE IS n=2~13
5 WHIFBHEEICBITS NI 7IEEER
(BT —7%)

1.3 40V 3 A = B&
ZEME., WEOOBHEEIZBWT, Jur77 787+
VB ARENZY VI Z 72D~ 5 7iRER 70 s 5 7 L1F
VEAAREE R RT3 A2 H - 720 JREIAF— %
aite). (1.2, 7.33]

#3 LEHBHEEIIBNTTO I 7056
IR Ty —~YINRRIZEED T TiRE

Ty 7 75Ty ="
A0l g [boveet| msw | 7R

(mg/H) (ng/mL) (mg/H) (ng/mL)
FEINERIE | 35| 323168 371£162 329+167 371+138
MEIVEH | 66 | 58+351 673199 59+3.34 6.08=180
MEIVERHE | 60 | 518+328 728+193 518+328 6.70=194
IR | 62 | 52348 T11+254 52+341 553%1.78
Iy éﬁ%@ 18| 53327 59%29 54%340 53+26
WEILORHE | 45 | 527%317 828+251 527+317 T24+2.32

MYJDILR T ~140 HOME
XTI Ty— (LH LIS (3HG24RRERRE, T 7
77 (10 2E#&S) &2 5 H &5 1200 R

A 4NBBIERE

ZE/NBIFBALE S (18F)) [2BWwW<C, Yurs 37487
AL ARFNY VIR 2 BOAUCIK Ta 7T 7 T
LA TH 72" MHEAT—%), [1.2. 7.3 2]
NRIFBAEEE CPEERSI®R) 128V Tid, AHF & [FE—
W E Gt Tar S 7h Tl RS LzEae. ALK
AR T2 T~ 4455 O FF ¥ 548 T AR o HLiE i
EXELNY JHEATHOTO YT TOF—5),
NN R CEIEERIE) 1[2B W TiX, RH & H
—BS R EL IO T T TN ELES LA, A
AR E IR CL3~2505 D FfE O3 5 m CRFEE O M4 h
AR S P JHEANTOTO T T TDF—4),



6.1.5 BBETEHE
%%%ﬁ*%(w%)cKﬁ%&%Ltt%@ﬁ#%&”
FGA—FFRDEBY TH o727,

#4  HHBMEBEEOEWBRE T A -5

b= Tmax Cmax AUCyay | b7 7iREE
(mg) (h) (ng/mL) |(ng-h/mL)| (ng/mL)
346+339 323%239 1664860 |21756+10001 | 6.03+265

CPFHME+SD.. n=13)

16.1.6 7A757AT I ETOYT S TEND S
Wk D 1 72 WK B Cmaxtt i ONAUCH o SFEI 1L #
NZENLISK LS TH » 720 TUY T T TN Tay
7 7 JERL O R RS I MEGE LT e g

16.2 IRIR

16.2.1 MEHE IS TAFIC X 2 RAEYEAE S5 X — 5 ~D
Em%ﬁﬁtf& A, FAAME L O ERLR RO
G L 728 A 3 B E I I RE EICCmax L FAUCOK T 23
A%n\TmquELt”(ﬂEA?~&%

£5 FILTI—OEYWEIIKIITTAFS A IV T ORE

B’554307 Cmax (ng/mL) AUC,.. (ng-h/mL)
g 888+401 2026+787

B ECRT 1R 727+189 (0865%) | 179.7+57.3 (0.900%)
PEER 639+379 (0.722%) | 1501%713 (0.734%)

B EL %1 585 653+187 (0.771%) | 1298+466 (0.646™)

(54 5 mg, “FHHE=SD.

MBI G20 § 2 AT 1L

16.2.2 RFN 2 LI G- L7 L EOAUCIE Ty 57 h 7
E AR G R TRISS BT L7222 (BREAT— %)

#6 UITY—OFEYEHEIC

n=23~24)

JlZ S35 RR O 2

Eraenin il Cmax (ng/mL) AUC,... (ng-h/mL)
7% 7y — () 7.29+2.368 178+588
757y — ()| 6471798 (0.893%) | 115+50.6 (0.636™)

sar757 (i) 230+801 254+1196

Turs7 (%)

923+3814 (0.385%)

168+92.1 (0.648%)

(58 5mg. T £SD.. n=23~24)
MGk 2 P
16.3 9%
16.3.1 RANDOIMAEE 15431398 8% L ETH - 720
16.3.2 JFR Mt D32 7L1w 6 B TAK O FLIT AT 2 Bt L
7o A MR O OBFTHRD S
MEANTOTa S 7057 —%), [9.6 K]
16.3.3 9 v M| %ﬁd&7UUAX%%@hﬁﬁ&Lfk
Z A, SAERICIESRRIEIE L A L OMIRICRRIT L, fh
21 =N - Eﬁlﬂ% @A o 7o BAT L 72 Ui
RIBEOIRT & & B IZHR L7z By K. AR ;MJ;&
TR OBATAFED S, FERED N S IE A - 727,
16.4 L3
k16,41 RFNLF & L CEMAHEEECYP3A4K "CYP3AST
R#sNns, [10. ]
16.4. 2 fFrRfEE Colih, JRp R OB I E L L
THLA F VAR L OKBRALIE TH - 727 (FHEATo T a s

TITDT—4)o
16.5 HEitt
Y ORI ZNEH A IZHRIE S . REUR O R HE:

RIZLBUTTH-72% BHEATOTO YT TDF—
5)o BB, KK OMA P LEHEED 2 WIZEMIZL S
HBRZIT R\,
16.7 EMHEEEA
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TR~ 2 B (B A6961, /NB18H]) TOMEST
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LG N 0 PRE AR R T O R 513982% . RAEHIAG
FOGFEBHE13161% CTH o720 707 T TRELIEH] 225 D
) 1) 3 2 BI1036112 B 1T % ARFKN 5 B 1h 2408 14 185 15 o0 B HE
HAF SR T OB E A5 201399.0 % . BARE A SO B B2 1311
% Tho72Y, [7.6 5]
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17.2.2 FFREHEIC B |\ B IEERIC O]

(1) BEERRERE
RZOFAENZ BN T, FHld 561245 OFLHE 1 SF1ERE T
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HHI3208% TH o720 7THZ T TRIEH] 6 D))
2 BI11780 D 5Bk 4 2438 67 15 C 0 B A A7 35 T OS2 A%
AEAEHIE100.0% ., B SUGEHRII26% TH - 721
(7.6 2]

17.2.3 FhfBHE(C $ |7 B IRIERICDINHE]

(1) BEEARERE
HIRZOFEIZB T, ALY Y i 2 61 7 o AR F$ 5
BAAG248 P2 B i COIEM D D FEFITFLD S vy, &f4:
FLTBY., BHliOAEE MRSz,

17.2.4 FEREHEIC & 1T BRSO

(1) BEFERRERE
MRZOPFANZ BT, BRAEY Y 5 2 G108 AR K15
FAMG24 A A I CEBIAEFE L TB Y. 26 CHEERIE A5
L7275, PIBMEOAE PRSI,

17.2.5 BEETEHEIC & | DM RIC R U HE A 178 ER D]

(1) BEFERRERE
HREOFAEICBNWC, 7077 7RIOEH 2508 ) #i
Z 54BN O A F 12 5- B4 1628 F2 K5 55 C 0 BRE A A7 2131000
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%, FHFIBYGVHDRBIZIX1T5% CTh o720 2B, 4841
STAFIY Y e 2 F TICEBIEREDSEIE L Twet,

18. FERpEIE

18.1 fEFRKEF
y ) AR, THRSZHEREN SO Y 7 FVnEx i
L7 U B EE R BR CTH A NN =a—) v &
fHES 2 2 & T A M A VEAETRE O ZIED %
PEPIHIE A 2%

18.2/n vitrofEEB

18.2.1 THINAHEUC X 2 THIEA S DA > 4 —10 4 % > (IL)-2
BOA vy —7 20y (IFN)-y DI 5, [EEEIE R
a~ IL-1 8 R OIL-6Z e b i+ 5% %),

18.2.2 G R LI o & BEMA NG S5 0 B 5 (2 0 5 2 PR L 55
< SIESARIILI S A B AR ST W B,

18.3 B3t ¢ B EM

18.3.1 [MATEIFRBEE TV (H=s 4 FLY £ X7 5y
N9) 12 BT BRI SR AL UG 2 0 L. AR & AT
E&45,

18.3.2 7 v NFENTOIRME K V1 X RS SRIC X 5 M 2R
OWAE, 5 BT E o BN TN 2 xd 3 4 S G e R L 2
ﬁj—é&% \«41)0

18.3. 3 BH M EIMET N (2%, 79 M) 1I2BwC,
AR A G E RO 2 0 L. AR A2 IERE SE 5,

18.3.4BBMEF L (L™ 42 79 19 LBHE
FU (5 M, WBHETL (1 2)® ROBEERE T
V(A4 2N BT 2 MR B AR SIS & I L, AT
RIER SE 5,

19. BRI ICET 22N R

—f%% ¥ 7 a) A AKFWY (Tacrolimus Hydrate)

1b#44 © (3S, 4R, 5S, 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

Hist

55 F3 1 CulHeeNO12 - HO

GrF-HE 82203

Bl 130~133T

SEAREL C 100080 (1-4 2 % 7 —V/7K%)

PR T 2T A AKHINE I O G R S OBy
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EBT

20 . BURW EDEE
A 7V I X ) RERFEE R X T ADT, TV
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22 ‘A%
(9517 %—hH7T+tI0.5mg)
100 7))V (104 7&) x 10, ZEHFIAD )
(JZ€7T2—HTEI1mg)
1004 7V (104 7t n x10, EEKIAD)
(5T H2—hTtIL5mE
204 7N (104 7R x 2, EEEHIAD)
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