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IAEZE, MMM O MIMERELND Sbi b 2 EDH 5D T,

SO L) BAERD D B bNIE I, MR A CCT,
MRIIZ & 2 W{EZ W 2175 &

tO
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1.5 AR NMERE (0.1~ 5 %Kil

MR PRBEERE A L VR 0L AR A P58 TR 55 D IR
WUNMERED S bbb bE I LD b,

JL6RMERE A, M/MRIRDMEEBER (%01~ 5 % Ai)

EREMIRIE. AMMEEM. FRFIE (VI HEARD)

A 7407 (01~ 5 %K)

1.8 BEHEIERAE1ERE (Stevens-JohnsonfEI&EE) (BHEEAHH)
A9 MPIRREE, SMMFIREEEEREE (4501~ 5 % Aim)
A0 BRE (156% L)

MR 7 A VAT, B D 2\ I35 PR GAE AY 5B 3L
BHEST LI EN DB, T2 BRIFEY AV A DOFEHEAL
W& BIFRRCHIFRDOEALR D S PNDL e D L. FH
AR LN E I, E - R BUEMEORGEEAT
52k, [8.6.9.1.1, 9.1.3&H]

A ETHZEMAERE (PML) (HERE)

KA O G P K ORI TIRIEBE OREY 0 Blg
L. EkEE RMBEE FREER (AR, DURE ) |
SEEESOREIRDD S bN A E. MRIC X 2 WS
Q0N M RER R o s WAl N N 2 o S | S DI 35 )
BrftH 2k,

A 12BKY 1L RBGE (BHEEANHH)
A3 U D SEEOEMES (0.1~ 5 %K)

Epstein-Barr™ A )V A 2B L 721 >/ SHEFEMR B 5 Wit
) UsIE COIEERR ¢ S8E, ) Y ONESIERER) b S bbb
CERBHEDOT, TO L) BIERDD 5 bN/EITIE,
& REFEOBY) R ELITH 2 Lo BRI v ERkBUED
BEFBICZ BT, BBOWREMED BV 72, BEORIERD
&y, EUEEEHOTRENEEALZ LD S, (8.7,
9.7 2]

A 14 BER (0.1~ 5 % Adi)

(8.3 ]

AN FERR R UFERRDOEIL (0.1~ 5 %Akm). SMmE (15

%2\ 1)
(8.3 2]

116 FHRERE. #E (W9 S BEA)

AST. ALT. y-GTP. Al-P. LDH®O¥ L\ ERHE %445 IF
PEREREE, ¥EDH S5 bNDLZ DD D,

(EERMHE )
A7 70—+ (EEARB)

SEIRDSH S b aicid, AL 2179 2 &,

(B 7 < F)
A8 EE MR GHEEARED)

FEBN, WL, I R DI SRR R ASRR O b 22 11
KR OB AR IET 5L & B2, HRPI/BL >~ MU
A, BRERCTHRAR Je UMM A 35 2 S0 Lo e & D8l
e ZREIZANT, BIBREARVE L HORGED#EY) 74
WEZITH T, [9.1.2 5]

2 Z DD EIEA

5%MLE
HiEE (BUN
A
F= v bR
VA=
2T 5 A
T REH)
(231%)
=V DRENII
JE R
i, K</ A
3 L

0.1%AKi | HETY]

R, FRIKIE

0.1~ 5 ki

REHD, MR, %
JR

Bl

7Y R=V A, B3 CK L5
L AT 0= VIiE,
&)V ERITIE, 1K)
VERIE, H2u—
VIE, BA Vs
AE, KAV
2 AE (B2 ] E
K+ b7 A,
&H ) v AMIE, &
M) 7)) RILE,
JRAE

R

£




5%LE | 01~5%KM | 01%Kdm | HHEAH
5ags | T 5 | CRHE, SRR, B, | TRk
DENER, ME
KT
Rl | R Lo, AR, & [ 3w, ]| BB,
R ET: NECOE - E NN v B
A%, B BE | KRR, T
B FmE, 8
i, ki
B ) O,
ik
ekl R g EEREE, & T iokdbl
AR, T HALE
e, BHiEE, 2 1
el aF N TN
DV‘]}{\ u‘L‘ HE
M BRI
il 73I9-¥ LA
JFRE | R AR SR
(AST 15,
ALT L &,
Al-P I &,
LDH L %,
y-GTP L
)
ki B MM S, | 1) v 2 SERI | B ek,
MVMRRA . B | & »
L. HIMERR
b
| %%, A, 29
. BE
Z 0 FK BB MR | TRPBEE SRR | P, 56
YRR, | AR, | R IR,
REMDNZTY ., | FE. | £ O
R#B% HRW AN
g6

FEBURPBLIEAF OB, A3 BRI OV R T O IR

15. Z Db DEE
15.1 BERRERICE D < 1B
<J'ﬂﬁb/\1§>

w11%fﬂ%ﬁ’ LipE A T - BB T, B

B (FR2Y) VoNBE, RIERESE) OBEFEIEVETS
i&*ﬁvhéo
g o~ F)

15 1.2 KK &AM ML — b, oty v~F#DH 5
WIZPUTNF o 45 % G L 72 BR oA wh 1 Je Ve 4Pk
TESr LTz,

15.1.3 AL BIHS Bl &
T L TR,

Qv—TZBR)

%% 15.1. 4 /KGR £ TORRHABRIZ BT, 288F 512 LD
IVTFZo )T T ADKTE AL T WS, 7
B, HilRBEOFE (135560) 1B WT, SEBIEHRT
oz L7 = EAOREIERIZ29% TH - 72,

15.2 JERGERRER ICE D < 1B3R

15.2.1 9 v + (1.0~30mg/kg. K F#HK5) T, B¥FH
DY T KT EBI DT 25, T om s Tl
Bl RE DT AL T A5 5 7z,

16. F=4EH5E
16.1 MePEE
16.1.1 B#tE (7.5 0]
(1) ABE:E CTORKBHBRICBW T, ABBMEE I Ta s
7 75 72 0.16mg/kgk FEH G L7z & & DY ERE/ ST X —
FIREDOEBY THo72",

OFAMEE B 2 KH %4tk

Tmax Cmax AUCo-120 k5 7" FH*
(h) (ng/mL) | (ng-h/mL) | (ng/mL) (%)
42+29 44+45 274+198 16+12 20+17.8
e 1 2MRF I B L o 2 (F#+SD.)

MO IR AR

(2) TRBEOMEICBW T, NEEBAEE 56 (CFIEHR 9 %)
27u s 57 (PP 5-8E0218me/kg) % WA 1 IR & SIS
Bl G Lz S OEYBAE ST A —F IZROEBY ThH - 72,

Y Tmax Cmax AUCo-12n FX
%ﬁ& Ufﬁﬁﬁ{ﬁa) Kﬁjz'fﬂ \-%O wiTw éo (h) (ng/mL) (ng'h/mL) (%)
B 1 IR | 16+05 51=24 247+85 119+37
BT 1% 28+08 28+11 205=78 100+39
AR AR (F#+SD.)
— (3) M OMAEICBVTELNBIEMH OGS &L T 7l
o — KOEBY THo72,
| — _ oo
— B
— 0 A ® » kS
— 2095757e10.5mg/1meg £ 0% E
— B 020 z
(Q — k] 3
— it oo =
A — 0

13 BEKRS
13.1 MK
BUNES., 7 L7 F = L&,
REIHE ST,
13.2 L8
kL :ikay i SR

Bl TIRE TR

o ﬁ*ﬁ‘b:l Ofﬁ%i\bé\ﬂ&\/‘o

14 BRLEDIEE

14.1 FHZFBEDEE
PTPH % @%ﬁimw/~b#%mbﬁtfwm¢
HEH4gET L L, PTPY — MOk N
ST EERFEATIA L, I i%ﬂ%b Lfm
RRASEOEELRAGEZHET LI VD 5,

2 1 0 1 2 3 4 7
(gEA=E =
Q3
CO~15ik5 R om0 16 ~#5R chafs

---A-- ~ 15 MIRE —e— 16/~ MPiRE

16.1.2 FFgtE [7.5 2]

(1) /ANERFBMEE CEEEIDI®) 128 W TiE, BAIZE~E
EIRE C2T~4 ARG O G TR DI i E S S
72 (MENTOTa T T 7 TRV GEDOTF— ),

(2) WRHEOTEI BTSN B OXS &L N T 71
KOEBYTHo7Y,
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—BA#58® (me/ke/B)
(w/8u) E

(REd=E-

C~15@#%58 [0 16m~%58
oA ~15EMARE —e— 168~ MFIRE

16.1.3 /5T 4E
NBNGRRE S CFIERKZIR) 1I2B WV TiE, A
T TLI~25 DR L4k 58 TR O IMEE P E S 5 h
729 WEATOTU T T T H TGO TF— ),

16.1.4 BEEREHE (7.5 2]
GG O G REMIHORGE L N T 7HIZKkOEBY) TH

27270
050
[ 30
W 040 [
2 205
£ 030 - B i
Eo . AOSE SN
W | A e 3 & ~
020 2
”lj 0.10 | {" 1 =
0 N I S T T S T T A A
0 1 2 3 4 5 6 7
HEREH» > DR
Q3
CO~15@ik58 [0 16E~HR58 .
B ~ SRR —e— 16H~ MR o =
16.1.5 EEMHENAE

GRS F TORRBERIZ BT, N EE I AE EE 9061 T
075 7% 7l 3mgk IS Lzt & 0fkh 8 ~16M
DFI R 134.19ng/mL  (0.65ng/mL~2244ng/mL) T® -
7o BB FEMIMAIEED Ong/mLLL EZ R L EHIZ26TH
Of:”]o

WREZEORLEIZ BT, 7ur 57 (77 - k) 3mgx#it
% G- U 72 T 5 2 ) i ;R 539 B o i T SR T 12 B UF 2 391

PR 134.73ng/mL (BRHRA LU ~14.2ng/mL) TH o720 B,

PRI EE A 10ng/mLEL 2R L 22 X176 TH - 721,
16.1.6 E&I 7~ F

BABE ) v~ FEELRGNC 7T ST T TRl 3mgx R

H L7k XOEWHIE ST A—FIZRDOEB) Th 72" (4LE

ANT—=%)o

Tmax Cmax AUCo- ti2 F*
(h) (ng/mL) (ng-h/mL) (h) (%)
1.3£058 | 1964+6.32 |19288+8642 | 3489+869 | 251*144
A AR (P +SD.)

F72. ENORAME ) v ~FBEITa 7T 7h 7eV15k
U3 mg# FEI3% G- L7z & & i B (3 F & o B b pE v adin
Ltzo)zno
B, ENOBABEEY v~ T BE T ORI B\ i
JE & 5 L 7232680, ARAH: G- 8 ~168FH % 00 T34 i b i FE A%
10ng/mLLL LA RLBH I 8BIOATH /2 7L TF=v E
FAEOFEWER A REE D BN IGE 125 RO SN DN H 5
720

16.1.7 V=T XBL
BNV — T A G EHBBN T T ST T TR 3mgx fE
5. L7z & & OF 8 ~ 16 0TI i 134.35ng/mL (1.70
~730ng/mL) Td-7:%,

16.1.8 B KRB L
BN A 45 8 B 71 7 T 7 H T v0.05me/ kg R
OG- L7z & EOEWEFE ST X — 5 13RO E L) TH - 7122,

Tmax (h) Cmax (ng/mL) AUCo 12 (ng-h/mL)
24x14 22+13 136105
(P +SD.)

16.1.9 ZRMUFHL - EEHRICEH T ZBEMEMA
18NS SR 9% - B G 4\ A BT B IR MERN 2 B 25001 0
77707 vE 1 H2EHREORS Lzl 2o ~ 7 7
J£13655ng/mL (252~1140ng/mL) T > 720 ZDEEDOFIgH

5.8130.0721mg/kg/H (0.030~0.156mg/kg/H) Th o720 B
SEIh b7 7R E A IOng/mLEL E AR L2 EBHIE 3B TH -
7324)0
16.1.10 7TAY S 7 H 7T I ETOY T TBR DS
WRANEBMERE BN TO T 77 TRV RO Ta s 5 7 k%
FHERS L7z EOFEYEE T A S IZROLBY TH >
722, (1.2, 7.2.1 ZH]
BTV TP A
sl | B e i

& |(mg/kg/m)| Cmax |AUCom | Cmax | AUCr
(ng/mL) | (ng-h/mL) | (ng/mL) | (ng-h/mL)

(kL H 72 v)

Cmax | AUCo-120

1 0.03 10 42.7 18 94.4 1.80 221
2 0.02 10 702 9.3 68.6 093 0.98
3 0.06 27 1654 | 23 1133 0.85 0.69
4 0.02 14 1056 72 418 051 040
6 0.02 99 61.5 14 69.2 141 113
7 0.03 13 92.0 13 1038 1.00 113
8

0.02 6.2 36.7 6.8 276 1.10 0.75
9 0.02 41 326 38 34.1 093 105
10 0.04 20 2308 | 42 320.0 2.10 1.39

SEIE ~ B B B B 1.18 1.08
+SD. +050 | #£051
16.2 IRIY

16.2.1 EHEAC TEFIZ L L RASEY B/ ST X — 7 ~\OpEx
MafL7ze 2Ah, AEBLCAEBLSERISREORS L25a 1
ZEE 2 A 2 Cmax K NAUCOAR T 254 5 41, Tmax |3 iE
LAY BHEANT—%),

16.2.2 I NEB R REE 2B 5 b7 7IREL W7 BRI
WDEHRERRNT 2> & . A& B GEFORELIRIE (L. TR
IR D62% & HHEE S 2™

16.3 D

16.3.1 ARFAI O IMAEE G A#13988% UL 1 Tdh - 720

16.3.2 [Pl t2 03230 6 Bl TARAOFLT T RITERGET L7z & 2
2 CEIMSE PR DRI ORATHEED H 2 JHEAT— )
[9.6 ZH]

16.3.3 5 v MZMCE# Y 7 1) A A032mg/kgx HHE L 2L 2 A,

DRI REIXIE & A EOMBIZRAT L. BRICEIE. B, O
Mg HURIRAZE 2o 720 AT L 72RO T & &
W L7z By R, ADEANIEREEORBITOSEED i, i
FHREDW J 1T IR o 727

16.4 X3
16.4.1 AFNIE & L CHEMAHEFERCYP3A4TRH# S b, [10. Z
il

16.4.2 FFRAEEZ COlF . SR ORHIT R Ic £ & LTl #
FIAET DKL CTH - 722 JHEATF—% )0

16.5 HEittt
R O FRE Az HRIE S . RELR O R RIS 1
BT TH o720 FHEANT— )0 5B, KF MR L E
FREED 5 WVIZBITIC L AL Z T v,

16.7 EMHEEER
KANEEE L CHEMABIIEECYPIAL TR X N5 720, CYP3A4L
THRBEN A MDY & OBFHIZ X Y AF DM EED FA$ 5
WHEMED D S F/2. CYP3A4AZFFET 23 & OPFHICL Y AR
HOMPEEIMKT T AEENER D L. —F . KHIDCYP3A4T
DR FMEST L2 L12E ), CYP3A4THRA S A MO D
M LA SELWREMENH 5. F/20 RFO MRS
F13988% LA I VT, MAEEH & OBRIEL RV IEH L O
MHEALEHOWREMED D % o

17 . BRIRF#E
171 BSMERURSMICET 55
(FetEsEs)
17.1.1 BREHEIC B 1 B RIS OINE]
(1) EFRATHASE I8 (356)). ER®BIIE IR (696)). E
R MARLE &R (82131)
TR TORRAER (1990~19944F) 1I2B\WT, BERIEH%EDO—
UIEFR I, 18661 THES S, 1 ERMBAEGFERL O] ERE
HAEFRITFENENITI% L V93.0% TdH > 720 JHM IS 1374/186
B (398%) THEAIOL[] & & 417210
(2) EREMERR
FOF B R SR TR BRI X 4 ke 5 95 s TRk 73 i 151 104450 12
Ty 57 (EFHE - h 7 ev) S-S 5561 (529%) TIA
W MEo#EN»E S P,
70 7T 7 R R 1TENZ 12 B G L TR L 7R (1996~
19984F) . A #1394.1% (16/1761) . FE#E S A ST L 72551
132/1761 (118%) Thole TUTTTH TP HDE Y
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2B (1961) ToOMFETIE. O CRAE LA G AHERE S, 5 UG
FEH L Ao 7273,
17.1.2 FF#E4E(C & 1t 23R4S O INH]
(1) ERHER
HKERIE £ COREER (1990~19914E) 12 BT, [EWNTEMEER IR
MFEMEZF, 7ar757 QR - 7 7 Rn) HHE5 Sh7z246 0 6
# H BREEAFERIZ656% Th o720 ZDH L SBUIFIKIERETH - 720
HAELU 3472400 (167%) THER 7 A SNA, WTFNLEETZED
ILDIEZREATOA ROV 2R L D ERZV LB L2, £
72. LREO R & S 1990~ 19954F (2 E P C AR R TR Al % 52 1T
Turz g7 (EEHE - T eV) S EN2120000 6 1 A EFERIE
81.7% T o 72%%,
Ta g 7 R T ENC 128 MG L CRRE Lo RE R (1997~19984F)
HEAEERIL100% . FEHSASEH L 7ERNE4/76) (571%) THo7z. 7
Oy o707 boU )iz g (86]) TomE Tid., &fl TR
DB DR S L AEREBUSIZ ST L 2 o 72579,
1.3 0BHEIC B 1T BIEMERICOINH
LEBIICB 270757 GEFHE - 7 7)) OISO Ifs) 5
MR EN TV Y™ JHEAT— ),
.4 BhRBAEIC 1 B IEMERIC D HNH
B 270757 GEFHE - 7 7)) OIS O If%) 5
RSN TRV PEAF—5),
1.5 BERBAEIC B 1T B IEMERIC DO HNH
BRI BT 2707 T 7 GEE - 7 7)) OISO B4
MR EN T JHEAT— %),
1.6 /NBTBAEIC 5\ B IEFERIC DN
NGBS BT A T a7 GEGHE - H 7 2v) DR RUR O ENE%)
EAERENTOET™ FLEAT—%),
17.1.7 BEERZHEIC £\ DIEIERIC KR UBAER 118 EROIMH
[FRitE5]
(1) EIRETHASE T4E:E (216]). ENEEALE T1EHE (386). ERED
1EEE 8B (6611)
HGERE F TORRRER (1991~19964F) 2BV, HHBMEOBMA
wHEERH (GVHD) o FHi% Bz 7ar 57 (ESE - 7 7EN) %
P L 72126B0, FRICEESY RIZL, BESLE L % baradel MLk
OGVHDOFEIEIX18H] (144%) Td - 722",
7u 7T 7ER A 9 FNIEG L TR L 7oA (1996~19984F) . grade I
LLEOGVHDD3EBIERI2333% (3/9%) Ta -7,
LamEEs]
(2) ERHR
KGRI F CTORURRER (1990~19934F) 128\ T, FHiH#E#%OGVHD39
BICKT L7075 7 QESHE- 7 7)) 235 L ArEGVHD7/134 (53.8
%) JOMEPEGVHDI2/26%1 (462%) 2SARIM EORE %2R L 72"
(EEFMHENE)
17.1.8 ENATHISE T AR R U ERE MARLL &R
MIRRFERR OB IZB VT, AT 04 FRIOHEGIZ X > THREAT5
SOFEMWEIZ &) 270 A R T O HS N 8 7 42 B 75 RE 7 ) AE 14
BUCIEAESEK] (A7 a4 FHI, i3 Y2275 —PHI%) 2miz, 7
07575 T eViE LR, 100 CHiSowss o, 70,
ZIE 57 RO E R ABSEE = A% { ST ER TSR 251 fg
Ll olfld Hon?,
AT 8 A FHITIERDLEDTGE S LT Rz b L ik IEm
o EEMHEDESSE 2R E LABNIMHRAE TR, Jurss a7k
LV ER2SEMPES L. B ATOA FRIOFG 8% 75 L AREEE L7,
KA TIE, Smg/fH/ 4 BOEAETATOA FHIZFE L. EROZE
EDVHEFFTERVEAICIE, AT 04 FHIOWMEZIT-72, TR, ¥
700 AABETIE, EROLEZMFEL2EF AT 04 FRIOHE %2
O B GHCTAN 28 K O G TR 4 BB O A T a A NG (7
L F=vo REE) 1E, 2En491mg/ H % 0881mg/ H CTd - 727,

AT a4 PTG (mg/H) O

1

~

1

~

1

-

1

~

Z ) L AR 75 kK PALFE DT D7
[n=40] [n=40] [95% 15 HHIX ]

P 5 BlaE 1378 +3958 13883545 -
P GH T -158

12387 49124041 6514889 [-3.342~0.184]
PG#T —348

ppope 3.81+4.066 723+7319 (6010~ —0953]

7L R R (K £SD.)

¥y ra) AAM- 75 RE
1.9 BN MRFF SRR

AT HA FRIOFEGI L > TORRA 5T W I bE o EAE 7 )
SERFIORIC, 7a s 7% 7Rl &28EE G L2 A RERIC B W
T, 8BICTHIJI (BARIQMGAa7) OW#ELED. IBITHAAT T A

FHIDSRE S 7 (hREEHD ™,

1

)

AFQMG A a7 DR

Epeaiil Gl TR ZAb
[n=10] [n=10] [n=10]
133+517 106+6.17 —27%226
(F#H+SD.)

(g o~ F)

17.1.10 BN HAEE T S E SRR UEIAEE I AE b8 KEk
WEOFRFIZBWTI) v~ FHEOL &S LHNZ LY o R%hEs
BoNahozME ) v~ FEBEIZ, Tur I 70 7V EERIETH
B CIX16 M, 55 MAHEEE ClE28E %5 L7z ZOfE%, 7ur o
T T VOEMAHRBFII BT 2 KE) 7~ F%45 (ACR) DA
fli5 i TD20% L FHEH OEIE (ACR20ELHEHR) (X, FEE#IHE T1349.0%
(50/10281) . T 1350.0% (27/5481) T o 727,

ACR20%EH (FEmiind)

N R
AR 75K 15mg 3mg
T TR ERERR | 964 (141) 14/57 (24.6) 28/58 (48.3)
&5 A L kg™ - - 50/102 (49.0)
t 9/64 (14.1) 14/57 (246) | 78/160 (488)

[t bl /B g (%)]
MIEEWE T 270770 TR VORES N1 HHEEZ, #% 3mg
Thbo
e TR B R
ACR202#=8 (mkng)
—Hi%5a*
Bz 15 15mghfah
ME | 3mg TR
P IIEE TLAH e o B 9/27 (33.3) -
£ UAH o i 5k Bk -

3mg

11/25 (44.0)
27/54 (50.0) -
[l /Em %L (%)]
MERHE NS TS 70 TV ORBENZ 1 HHEZ, @%15mgTdh
DL ERICE Y 3mgE THETTTH S,

Qv—T2BR)

17.1.11 ENEE MRS ER
AT A NHEIFET TG KR8 C R B S B PRI 5 OV S0 54 1Y B
WEET LV TABRBECSH ZNRE L, 707578 7 LIVEES
B, 7T REESHNC28BE G- Lze 70T T T h TRIVEIZBITA
A OB BTG EIEG R A 2 7 F ORI -329% TH V) . FRBEEE %
i, SEFEHEORIECH S 1 HIREHE. fitk (C3) o%EjlE
DEALFIL K &£ —608%., 164% ThHh o720 BB, Z VLT F=27)T T
¥ A (Cer) DZALEIE -220%Tdh -7,

L= DIPAVS i B i M ED
[n=27] [n=234] 95 % {5 HX [
RAFEBEAT AT 40
P (%) mean+SD. 329+310 33%382
1 HIREH RO FENfE D 608 87

LA (%) HokfE
(55 1 PUSAL, 55 3 DU 53 Ar)
Hifk (C3) OZEHIMED

(~737. —372)| (~140, 900) |L 71180~ ~487]

(55 1 PUZPAE, 25 3 PUS3AT)

o 164 -28
it (%) okl ) (85~267)
(851 DU4MEE 2 3 T4 (103, 275) (-111, 182)
CerD FEHMEDZALH (%) %
T - 220 ~14 e
e (=335, —42) | (193, 169) | [ 7305~ ~34]

MEBGEHIEEFE A 2 713 1 HIR& P, JRPRMERE, 7 L7 F=>.
PLdsDNASLIE, #ifhk (C3) OSHHD AT (F4 0~3 KO 4ER) »

bbs
HHCerlZ DWW T DAY 7 1) 4 ABEOFHIAE LKL 2661
CEBMERBL)

17.1.12 EAFE MELEHBR R VOCEAFE NEFEEREE [7.12 0]

PR U OB TEE S R R EEe2B R L L. Tu s T T
ST VEESE, T T REEI0FC 2 AEEES L (LR . Sa s
7 TRV BIT AUER (DAIZ 2 TIZXAWEE) IER1OL
BYTh-72%, F72, WEOEAMEEBEEAE ZEELFIC, Taos
T T7h TN E 2HEEES L GEERRE) . EE (DAIAITTIZ
X B IERE) 13455% (5/1161) Tdh - 72%, Wakle & A3 1
0025mg/kgl H 2@ % A& E L, 20% BT 7% (10~
15ng/mL) & 725 &5 H&#E L2,

F7o. BMALEREO ¥ 7 0 4 ZABERE L OEREO G EREMEA
BB, 2HUBEOHE NS 7% 5 ~10ng/mLE LC7a s S
TH TN IR G L7 R G B AU (DAL
AT TN K BUERE) 1, FN2I61.9% (13/2161)% 2 166.7% (6/9%1) 5
Tholz,
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F#1 DAIR I 7isEs

G/ E (%)

o) b AR 77 kR

DAIA I 712 & 2 U™ 16/32 (50.0) 4/30 (133)

MDAIA T 7B CHEE RS, M, AL IS L, BERT O 4R
fifio> 4 HH & THUs Lza 4t [dak] & L.

1) 55 TUAH 39T o0 JH 8
DTobs)HEzBlE L, 2% L bGHH»S 2 HMI3IRERO 5
St ROA/MEE) 3EZT, ABREHRTTRE Lz, &fiMz@Et, 11
PO FRITHE b7 7REAE 51 < £ 503me/kg/HHIL & L7z,

T T mg;&éﬁ’g P
%Eﬁ‘ﬁ 3‘;'7 gpg |BF1HE (ZRU2ARME ?58;%;)1/2 2 3)
w2 S o i
rZﬁlnul}H $510H B (1;;“? mgﬂﬁl?\ %82H\ 53> Hfzﬂ HH;; | Drew=Dua ¥ 125/C*
%3 e 1

Doa © ARENHT O G4 (35BS 120.025mg/kg) o S S L/ HO /NPT
FEEIERA L, 05mgZlH TR bIEVEE T %,
G BIGRE O3

_ 30=~ 500=~ 700=~ 900=~
R (ke) <500 <700 <900 <1000
ERaen

(/D) 1 15 2 25

Drew © BT OFE G0 SEHH S N7 O /NPT AL 2 UFEA A L. 05mg
FNATROIENMEE T 5,

¥1: CnAVE R FBRAE A S KB OB A, Con® FIV: 723K 5 Doew=Doa X 12.5/
(Comx25) XV, F/Conh B F R ARG UIRMOYE . CrnZ FH W
72385 Daew=Doa X 125/ (Ciznx 4) £ 0 2 HOMHBEZHH T 5, HIZE
TR R SUE R OB A1 iE, ERTREOLMEAAL TEFD
RIZLWAEBT 5,

%2 GRS N SN HGROBING 2 1 BHMEESO 2501 %282 58
AL I b T 7 RSB 10ng/mLEL E OB A ISR, E 2
10ng/mLA OB A I ING % 1 H¥ERESO 2501 L3 5,

%3 C* 7 5ng/mLEL F15ng/mLAB OB G121, T M &% HI12066 (=
75/1250%) L-HEET 5,

CP: 1HHOME NS 2. 3 HEGAITIZBI) 2 2 5011 b5 7 O
i,

C*: 2 HMHBOME 25150 M FHEEFAIC BT A1 N7 7, 24555
B3 OF M,

Crrougn = 2 FLABEIZ BT, HZRES, (5 ~10ng/mL) &ML 721 + 5 7
e

B 2B X TORGEME - FERT T 2

k.

|
[P 5 5 ) e i
[r2 ] [24 W57 EEEIEE] (2 FA]

(ZRUEHE - EEHRICAHGT SEEMRM)
17113 ERNZEMHL - EEHRICEHTIEEMMARICHT 2EMEE
BER (BEEOZREERA — 7O HER) [7.18 2]
S5 ER S - BRI R\ AR 2 VR R S BB 25001C. AT a4 R
COBHTTCTUS T T h TRV RS2EMES L, ZORE, #1552
JAHA BT B SRR OIS T A AR IE 2 2 88.0% b 1MT64% T
5729,
17.2 BLERGERAESE
(& tEtEE)
17.2.1 BREAEIC & 3 2 E@RICOIMF] [7.5 1]
(1) fERRERE - NRIFRRE - RESFIFRE
T ORAE (1996~20064E) (ZB1F 5 1 4FERRAEFRR O 1 4FERFE
FEIE, A (1.23301) TlEZIL211986% K 18958%. /N (2056)
TIFZI2N99.3% K 197.3% Th - 729,
17.2.2 FF#AEIC &\ 2 3EERICOIF] [7.5 ]
(1) EARERE
W OMA (1993~20034F) 125172 6 7 A SBRAEFRIE, WA (244
B) TIET741%. N (5041) TIZ879% TH 727,
17.2.3 DBBHEIC 1 BRSO HNH
(1) EHERERE - REBFFIEZE
T OMAN B 2 OB —KIGHES] (1061) 128 BARAAE K
U2 FFEAERIE VTN E100%. 12:8 FFEFEHE FUS 583 #213240.0% T
BHotze Tl SERMAEFRLVIERBEERIIVTNDS100%. 3
A BRHEA OIS S HER1350.0% T - 72,

17.2.4 BHBHEIC 3 1T 3 3E#ERT D3
(1) FEGERRERES
IO B 2 A — KGR (1261) @ 3 FREEFER
O 3AERFEAEZFRITNTNDG825%. 3 F RIS FEIEIL75.0% T
o729,
17.2.5 BEREAEIC & 1+ 2 IEFE RIS DI
(1) HBEGERERERE
T OFRATN BT 2 BB — R GHES] (3561) O 4 F R R AL
100%. 4 4F BAE A ASEI3783% 4 4F BREAE IS S BHRIE377%. 4
ERIEA A VHRERIZ955% Td - 727
17.2.6 BBEZHEIC H T D IEIERIC R UBAER MEEROME [7.5 2]
(1) fERMRERE - NRIFRIRE
[(FRh# 5]
RO (1999~20044F) (2B1F S grade I L EOGVHD O 2588
O(BAEBI00H ) . A (21661) Tidd441%. /AR (11761) T
13408% Td - 72",
B, AKRREE E CoERBEE I, HLA®M A [F L M HEA%64.0% % 5D
TWweolzxt L, lBEOFHE TIZ21% TH - 72,
BEEE]
HWi O AT (1994~20044F) 12 B1F 2 A PEGVHDIZ K 3 5 B R Z 1%,
56.8% (42/7481) T 72",

18. ExhHIE

18.1 fEFHER
Z o) AR, THIIBZHRSE OO 7 FIMEEZ Jr L 72 Rk
VERICEEABETHLIIN Y Za—) VEHET LI LT, Y4 A
A 2 FEREII R O 2 AU D BB E R 2 RS

18.2In vitrofe A

18.2.1 THIFEHIE . X A THa 50 v ¥ —a (%> (IL)-2/0A > % —
7xay (IFN)-y DA% 5§, EHEENT a. IL-18 K OIL-6% 0
A P 5™

18.2.2 53 5 DAL o & B S5 o WG L2 0t 3 2 IR 155 < SR
L0 B EIREEASR ST v ™,

18.3B4E(ZX ¥ 3 1EH

18. 3 1 A EIFREET L (A=2AFLD, 427 59 1) 12BIF2
MR SOS Z2 300 L. A2 ER S5,

18.3.2 7 v MEANFOMRE L A X PIPRGE SRS & 2o I8, 75250
Fe Koo BTN PR L k9 5 BEBIARERD R A 5 278,

18.3. 3B HEERET N (w7 A%, 59 ) oBwC, Bl tE
FRIBEIHEIL . AFHEEIER S5,

18.3.4HBMEF L (e, 429 59 1 9) WBHEEFL (Fv MY,
MiRghiE 7L (4 2)™ ROWRBHET L (£ 2)% 12851 5 BHilkE G
HESS 2 HH L. A TR S S5,

18. 4RI RIS T B 1EH
MEIRET IV (T v 8) 2B EEMT A M A iEEZ IR L, B
B R OV - S s RS 5%,

18.5 BRICH T B1EH
BRETIV (77 A) 2B BT ESDNABUARRE A % O O 5
OIRT 230 L. SAEREE IR O BAL T ORE I O L5 % 505 50,

18.6 KEBRICH T 2 1A
FAEMBEREBE TV (Y 2) 1I2BWVT, KIBHEO G AL THIE A &
DOIFN-y OREE % LY K Jemae & 8+ 5%,

18.7 EE MMM (3T 2 ER
MEMEMEETIV (7 A) OB 2 THIEIZER 3 % 2% K5
B OHALZ 385 70 F 720 WiBEETV (7 X, 4 %) OELF
REWHET Y,

18.8 EEMENIEICK T 2 EA
EEFHESIETTV (5 b)) I2BWT, IU7EF Va3 ) v 2EEPik
OFEEZIHIL . H SN, O 3RIE & S+ 217,

19. %R ISR 2 IB{EFRIFR

—f%  F 7)) L AKF (Tacrolimus Hydrate)

b4 ¢ (3S, 4R, 5S, 8R, 9E, 12S, 14S, 15R, 16S, 18R, 19R, 26aS) -
5, 19-Dihydroxy-3- {(1£)-2-[ (1R, 3R, 4R)-4-hydroxy-3-
methoxycyclohexyl]-1-methylethenyl} -14, 16-dimethoxy-
4,10, 12, 18-tetramethyl-8- (prop-2-en-1-y1)-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
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1 822.03
M1 130~133T

H:0

SECAREL 1 100000 L (1-4 27 & 7 — v /7KF)

MR m ) A AR s O R SUERE REOR R T
Bbo AY 7 —NETy 7 —) (995) |ZHRO THELT
TN N-VAFNVEVAT I FXIEZy ) — v
(95) IZHEITFRT <L KIIFEAEHE T2V,
20. BURW EDEE

AEIET VI L) MBERFEZ I o T0AHDT, TV I8
BHZIIRAERTTRET A L,

22. 3%
(70957 H7+EI0.5mg)
1007 7w (107 7k)L x 10, SEHIAD)
(7095 7HTEI1mg
1004 S (104 7Hu x 10, EEFIAD)

23. FE Xk

1)
2)

3

=

4

jg

5

N?

6

=

-3
~

8

<z

9)
10)
11)
12)
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