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(trough level) DIMHREZSZIC L CTRERBEZHLT 2 &,
RICHEER D 2 WV IZR S E R 38R0 IR ERIE 2 1T
HTEMEF LW, 2B, MH MT 7RED 20ng/mL =2
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11.1.1 2EBEE (0.1~5%Ki) . R7O0—EEREE (0.1%
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[7.3. 7.6, 8.1 BH]
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= (% 0.1~5%KiH)
DAFEE (ST-T 21, DEEEET. DAEILA, BIRES),
IDARZ, DEED D VIZ EZEHEORENR, DAFE. PUIE.
DRI H 5bNEZENDH B, (8.4 BHE]

11.1.3 PIRSRZREE (0.1~5%Ki)
AN B IR RS . I RORE S o R AR R R E
HobNBIENHHDT, RS, HfEE, i, S8
[EE, RERE. MEEOERY S 5 bN-EEICIE. HiEFE
IR CT. MRIIC K Z2EGEZE 2175 & &b, KAIZR
EXIEHIEL, MEOI Y bao—), EEEOERSEBEY) 2
WEEITH &,

11.1.4 BRNMEREE (0. 1~5%KiH)
WEZE, MEMNFOMMERENHSONDEZIENHEHD T,
COXIIERDH 6 bNIZHBEICIE. HRFENHRES CT.
MRI iZ & B ESRZHI 2175 2 &

* 11.1.5 Mi2ERH/NMERE (0.1~ 5%RiH)

TSI PR AEREREE . IR I N el SR IR 25 o AR R
INEBERD S5bNE I ENDH 5, [10.2 ZE]

11.1.6 AMEREAME. MIWRRAMESRBER (% 0.1~5%KiH)
\|IFNERE. JAMMEEM. FRIFRE (LI nLIEEARE)

1M1.1.7 AVDR (0.1~5%KH)

11.1.8 KIS EIRAEIREY (Stevens-Johnson fEIREY) (BEER
FH)

11.1.9 FIREEE. SUEFIRESEREREE (%5 0.1~5% k)

11.1.10 BEEE (15% 2L 1)
MEME. 7L 2. BFEED 2 0 IR B RRYLE S FIE L
WESTLZENDH D, /2. BEFAY AL AOFEIEREILIC X
LR CEIFROBILVEDHSDODNDZENDH B, BENED
SNTGEICIE. WE - (RE, HEMEOREER2THT &,
[8.6. 9.1.1. 9.1.3 =]

1M.1.11 ETHSRERERE (PML) (58E4H)
AEORBEHE P L CEERTRIIEZFOREZ +0ICHER
L. BiEE, SRmEE. MEER (R, DURRRE) . S38
EELDIERD H 5bNHBEIL. MRIIC & 5 E{SZHR O
BREMEEITO > L ebIc, HE5E2HIEL, B RNELZITS
Zé&s

11.1.12 BK O VABE (BEEAH)

11.1.13 UV NEEEOEMES (0.1 ~5%H)
Epstein-Barr 74 )L AIZBE#E L7V >/ SHEFEHER B H 5 0 Ig )
VONEE (EERERR @ BB V) VONEIERSE) Phobnasl s
WHHDT. ZOXIBERY D SbNHEITIE. BE - K
DM 5 B 21T 2 &o FFITHY 2/ SERIUAE OB
BV, FHEOFBEEIE V. /. BEOREBMEICXD.
EMEEREOTRENSSE L DB 5, (8.7, 9.7 ]

11.1.14 B (0.1~5%KiH)

(8.3 2]

11.1.15 FERFE R ORERFEDEAL (0.1~5%Kii) . BIIFE (15%
BlE)
(8.3 2]

11.1.16 FHEEERRE. BB (LW INLHEERH)
AST. ALT. y-GTP. Al-P. LDH OF LW\ EREL S i
HEEE, WEVHODONEIENH 5,

(EIERFERTIE)

1M.1.17 JU—€ (BEEARH)
FERD & 5 b HEITE. ADFREEITS 2 &

(REIUDIF)

11.1.18 BN (BHEAH)
FEE M. MRS O RIERP RO 5 NBEITIE,
AR OHG2HIET HE LB, HPPICHIBL > M U,
HgER CT BB R MR ES 2 £ M U BEE & O EAIZ R =
EZRICANT, BIBRERIVE VAO®RESEOMY) 2 E % 1T
22&,09.1.2 2]

11.2 Z0tthDEIER

op 0.1~5% o s i
5%LLE i 0. 1% S

BkE (BUN 1
EH. L7
F=—rv kR,
A =g
70T TR
&R REH)
(23.1%)

REBD
R ZIR

BARR. FRIRIE

BX
=]

=R RPN}
fE. & PRER M
fE. Ev 274
PAVFNiitn

7T R=
== B3
5 a — )L
=R IVY
MmiE. &Y >
BRIME. &2
a — )L [l %E .
BEhHLY A
MmE. &4 )L
DAVANII BN
K7 A IMmE
-5/ NURYN
e, &4
7 LAMEE. &
NUEZAVE R
NIMAE. FRAE

CK k&

HRBEE

MEER  [FM. SR
15, DB
R, mE
EF

PRAR

LU, RHR,
P T NS
AE, R,
R, BE
BHE

O F L, RIR.
G& 8 R R
B, PUREREE
{EER, AR
BH. 5 DR,
HE

E OB KA .
KHE

TR

I & E B
E. BIAR,
TH. B
BES. +2
BHEE. K
2. COR%E
=D, ME M
i BB i

i Mg, L

B HiIm

HLER

73I7—%

R, s

iF 1% B8 2
(AST E&.
ALT E & .
Al-P k& .
LDH E & .
v-GTP E
)

i

g

&,
E-EN
AN
E-EN
o

/MR
M/
H i Ek
=qiilE2

U 2 NEREAD [fFrhEkiEi

Juikizy

B ALHE.

bR 2o, BE

Mgk, BEK.
e FEE
EXCRi ISV N
RERD. 13
Th. A
wZ

WA M 5E 3 A
B AAE.
HEDE. KR
B

EIR . FER
R, 2T
HE. .

ZDAth [t

FBSEZ I IAF OAFSHE. BB O BHAE T O RIRHE &%
U ORBESEICEI VTN S,

13. BEKRS

13.1 fE4R
BUN EF., 7L 7F = ER, BD. FIRE, FEREASED
HESN TV,

13.2 W&
RENLBERIIL V. BITICE>ThHRESNEZ L,



14. BRLOER
14.1 FERIAHFOER
PTP @ DEAIZ PTP & — b2 6B M L CIRA T 5 & S48
B2 L. PTP ¥ — FOBRHICKD . B HARH REHE
AFIAL, BICRELEBC L THIBRARSOEE £ & HE:
HETHIEDD 5,

15. ZDMDFE

15.1 BRERERICE D < 1B

(Ghggtt@E)

15.1.1 SEMHENC X 210822 -85 Tk, EEEE (fRC
U URIE, EREES) ORERNEVETIMENDH D,

(BEEiV DX F)

15.1.2 BFE A MM LFT— b, hoH) 7w FEDH 2 W0ITi
TNF o 85| %0t L 72 BBOBME R L 2MEITHELL TR
[

15.1.3 AN LBEEIBEHMNE O FMERIC B T 5 KH O LML
LTWil,

QU= ABR)

15.1.4 AR F COBKREICBWT, 28 8%S5ICXD LT
FZUIVTITVADERDPHOENT WS, BB, HREZEOH
&= (135541) 2BV, SEBEKTHOZ L7 F=V LR
HERIL2.9%TH o7,

15.2 FEBREREHERICE D < B

15.2.1 vk (1.0~3.0mg/kg. FR&EE) T, BTROBEL
FOEFESHREDERY, L EAEHTIIEHEEOEREKRT
WERDH NIz,

16. E4EIRE

16.1 MosERE

16.1.1 BigiE
AR E COBKRHBRICBO T RABBEEE OflIcy yuy LaAhT
tw01&$&g%%D&%Ltt%@%%%%ﬁ?ﬂ~&@ﬁ@tﬁ
DTHo78,

(%)
20+17.8

AUCo-12n
(ng - h/mL)

274+198

b7 7 fE*
(ng/mL)

1612

Cmax
(ng/mL)

44+45

Tmax

(h)
4.2+2.9
(F5+S.D.)
12 RER R M A

SORERANFIAER

16.1.2 FFigiE
NEFFRMEREE CPEER 5.3/ L8V TIE. BRAICHAFERE T
2.7~4.4BE0ROKSECREEOMEHEENELNLY WEAT
DOF 7YY LAHTELBREROTF—4),

16.1.3 I\HTEIE
NRNEBESEE CFEER 2.98%) 0BT BAICHKAFERE
T 1.3~2.5B0ROZSECREED MFEFEENE SN0 JHEA
TOY 70 LAH T VBEROTF—4),

16.1.4 BAEIY O F
BRARE ) v FBE 1261cy 70 L RS TR 3mg AROHRS L
oL TOEMBRENT A —FIZRODEBY TH o710 FHEAT—%),

Tmax Cmax AUCo- ti2 F*
(h) (ng/mL) (ng - h/mL) (h) (%)
1.3£0.58 19.64+£6.32 |192.88+86.42| 34.89+8.69 | 25.1£14.4
(F#5+S.D.)
MAETRPA

7o, ENORAMEY Vv FBEICY /0 AAA TS5 RO
3mg #EO®E L L SO MAFEE AR VML 2121,
7B EINORABE ) 7 < F BE TOBRKRERICE T EE % RE
L7326 Bl ¥ 70y A5 8~ 16 Kl O P M E»
10ng/mL ML EZ2RULIZBEZFIOHTH oIz VLT F =V ERE
ORWERIZMARBENSEVISEICZ RO S NBIERICH - 7219,
16.1.5 JL—TFRABR
AL —FABREE 25 Fllcy 7 a) LA H T 3mg ZREOHRS L
el EDHE 8~16 FiZOFHMAEEX 4.35ng/mL (1.70 ~
7.30ng/mL) TdH 719,
16.1.6 EERIEXZR
BAESERBAEE 8FlIcy 270 L RH 7L 0.05mg/kg % &
BE LI EEOEMBREISTA—F IO EBY TH - 7219,

Tmax (h) Cmax (ng/mL) AUCo-12n (ng - h/mL)
2.4+1.4 22+13 136105
(‘F#5+5.D.)

16.1.7 ZRMERK - REERICEH T D EE MR
BN Z R 7% - REFHRICEMT 2EEMEMEE 25 Flicy 70y L
ZAHTEINE 1 H2EEO&S L EOFHMF NI 7 EBE R
6.55ng/mL (2.52~11.40ng/mL) Tdh o7z, TORKOTFHHEERIT
0.0721mg/kg/H (0.030~0.156mg/kg/H) THh-7z. 2B, FHI
T 7BED 10ng/mL Bl EARL-EHE I 3FICH 7217,

16.1.8 970U ALRATEILES IOV L RFERDLE
MABBEREOFICY 70 ) AZH FTELKRGY 70 L AER % F
FBEE Lz EOEMBREIST X —FIIRODEBY TH-7218, [1.2,
7.2.1 2]

s | IR H 7L B W (XL HTE)
IE
= | (mg/ | Cmax | AUCo C AUCo-
§ 0-12h max 0-12h .
| B | (ng/mL) | (ng - h/mL)| (ng/mL) | (ng - h/mr)| CMax |AUCoz
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
HE | - o o . 1.18 | 1.08
+$.D. +0.50 | +0.51

16.1.9 £YFHIEIFIERR

(970U LZAATEI 0.5mg [JGI)
Zoa ) LZAH TN 0.5mg [JG] &Fur5757 7L 0.5mg %,
JORF—N—FICEDZENER L AT (F270VLRAELT
0.5mg) R ABEICHERREEREORS L CamHiRZ LR % #
EL. Foni-EMEe/ T2 —% (AUC, Cmax) IZDW\T 90%(EH
KIS THREHRIT 21T - 72458, log (0.80) ~log (1.25) O#iFEMA
ThHO . WHOEMENRSEEDSHER SN,

(ng/mL)
45 ¢
alF —o— #7uY LAHTEN0.5mg [1G)
35k —e— U575 7tN0.5mg
% | Mean+$.D., n=29
3
4
7 2.5
u
] 2 H
L
Z 1.5
b}
Bl
0.5
00 ;
024 8 12 24 48 72
5% O (hr)
EBIHEIST A — %
HEINT A —H BEINTA—H
AUCo-72 Cmax Tmax T2
(ng - hr/mL) (ng/mL) (hr) (hr)
F7a) LANTEN | o) 61413.90 |3.0162¢1.3422| 1.33+0.38 |24.08+10.98
0.5mg [JGI
07‘7;::7777%” 22.47+14.85 |2.91011.4098| 1.45+0.41 |18.88+12.17

(Mean+S.D., n=29)

LMFEEN I AUC, Cmax H0/85 4 — 713, HEE ORIR, (AR
OPRAVEE - BRI OREBSMIC & > TRAZHWREDS S 2,

(970U LRAATEIL Tmg [JG])
ZruayLAh T Img [JG] £Far57h 7L Img %, r/u
AF—=N=FIcLDZENZTN I ATV (¥270) LRXELT Img) &
FRERAB I ERERORE L C2lPRE(LEREZRE L. Boh
7HMEEE/ N T A —% (AUC. Cmax) XD\ T 90%EHXHEICTH
BT 21T > 75, log (0.80) ~log (1.25) O#ENTH D . WA
DEMFHRFEAI TR S N2,



8 -
-t —o— ¥ru) LAA TV 1 mg []G]
- FursI7h 7t 1 mg
% 61 Mean+S.D., n=52
T st
4
o 4
Y
I
2 3
B
B

024 812 24 48 72
BE %O ()
EMHE ST A—%

HFEIST A —% SEIRT A=Y
AUCo-72 Cmax Tmax T2
(ng * hr/mL) (ng/mL) (hr) (hr)

yoa) LAH T

46.27+24.21 [5.9706£2.3613| 1.49+£0.54 |29.15+8.28
Img ]G]

Turss7hTen

Img 45.31+32.14 |5.4916+2.6148| 1.56+0.60 |27.23+9.51

(Mean+S.D., n=52)

LM EEY N AUC, Cmax H0/85 X — 413, #HEEE ORI, (KK
ORI - BESEORBEGICE > TELAHEEPH 5.

16.2 DRUX

16.2.1 BEEMAICTEEICE S5 70 L ZAEMBRE/ST X — I \DEE
AR L& 2 A, BEBROER 1.5 BEICREO®RS L5632
FfICHENEREIC Cmax KU AUC OE T A5, Tmax I3ER L7222
HEAT—=%),

16.2.2 AEBHARBRBEICB YA b T 7BE VL7 BEMREYEE
TP 6. ¥ 78 ) LAARBHRESROBOMINER. F90ICERE TR
D 62% LHEES N2,

16.3 91

16.3.1 ¥ 70 L ZDIMEEEAEERIL 98.8% U ETH 722,

16.3.2 FFRSE®OEIF 6 flic Ty 70 L ZADFITH BT 2K Lz &
25, FHEMEFBEONEFOBTHFRD SN (HEAT—5),
[9.6 1]

16.3.3 v MIMCHE# Y 70 4 2 0.32mg/kg #EELLET A 5
FHRITEIHEREIXIT E A EOMBICHAT U FRCEIR. i, DK, FUIRAR
ICED oo BATLA SRR M RENRNE EBITHE LIz, 58,
Khiths DMANTEBEOBITHRD 51, BETHEOHEKILED 5 722,

16.4 X4

% 16.4.1 ¥ 70 L AI3EE U TEMREEER CYP3A4 KT CYP3AS T

Rtasns®), [10. 2E]

16.4.2 MRS colMp, RbROHETHRREYIEES LTl FIUiE
ROKBBALAETH - 7220 (HEAT—%).

16.5 Pkttt
REH ORI ZIEH IR S 1, KRB RO RFPERRIZ 1%L T T
Ho12 WEANT—%). B, ¥70) LAAOMAEE IIBHED S
WIEBITIC K 2 EEZ T 20,

16.7 EYIMEEIER
Zruay AAFIEE L TEYNRHEESR CYP3Ad TREISN D720,
CYP3A4 TR# S NAOEY EDOHFHICED Y 70 L ADIMFEE
MW ERT AR H B, F/o. CYP3A4 #FET Y - OFHICEK
D raY AAOMFEESETT AR H S, —FH. ¥ 70 LR
» CYP3A4 TOREZHET 5 10k D .CYP3A4 TRETS NS thD
HYOMAFEEY FRSEHAHEESH D, 72,470 L ZADMEE
EOMBARIZ 98.8% EEE VDT, MEFER & OB RO &
OHEANERAOFHEE A B 522,

17. BRFRAGEE

17.1 BHUERUREMEICAET 2HER

(FErEfEsE)

17.1.1 BBHEICH 1T BIEERIGDIME

(1) EMFHASE D48558 (35 6l). ENRIASE I41855% (69 ). EAN%E
MAELLERERER (82 fill)
EBEE TOBKRE (1990~1994 4F) IBW\WT. BBHEKBO—KIE
ERIFRIL, 186 Bl Tt s N, | ERBEERRV | EREEBERIITN
ZN 97.3% K%V 93.0% TH -7z, EMKITIL 74/186 Fl (39.8%) T
FEA 101 [E] 5 728)30-32)

(2) EMEIERER
BB AERER T BRI X A IaE S REE 2ER 104 Blicy 20
ULA (FESHE - # T EN) G S, 550 (52.9%) T [A%] b
rop#EsEsNZP,
oy s ERE 176 12 8BS LR LR (1996~
1998 £E), AEERIZ 94.1% (16/17 B). i RKIGHSFEHR L 7= EHIE
2/17 61 (11.8%) THolze ¥ 270 LRSI TEILDEDTDHEZH

(19 Fl) TOBRTIE, SR THBBIIEEIHER SN, EERISIIHRR
Liaie o 72193,

*k (3) ENSELAEHER (BlEnixSHMTER)

U R F —HUAIGHE - 51 HLA LA O A FERERE T, B8 28~7 H
I 6#ME 1 BRETY 70 ) LAAN TRy 7 a ) L RS
TN EZRE UIER, BBEEBRRIZO1.7% (22/24 ) TH-o7-

35)

o

17.1.2 FFEHEIC S 1T B IEBRIG DM

(1) EAEER
AR E COBKRRBRICBV T, ENTEREIFBEFERL2ZT, 47
T LA (FEEE - H7RV) PEREENT 24610 6 71 A RREEFERIX
65.6%TH->70 TDI5 SHFUIRFBENRETH - 7=, FEHEKIEIZ
424 0 (16.7%) TER7EHLNTZD, WINOBEETZEDHIHBD 1
[ZFREATOA R/OVABEIC K DIERZ W UEBR LA, 72, 1990
~1995 FICENTEMAKTHIFBEEZZ T, ¥ 7uV LR (S - 77
L) S SN 120610 6 T HEBFERIL 8. 7% TdH - 72303,
yru) L AFERE 7 I 12 EEES L COiET L7z #ER (1997 ~1998
). AERIT 100%. B FIR UERNE 4/7 B (57.1%) TH
STce FTTVLANT L EOTDEZIAF (10 Fl) TOME T,
2RI THERFOEZ PRSI, EERISASFEIRLREFIE 1/10 4l
(10.0%) Td-7z389,

17.1.3 (DEHEIC S 1T B IEMEBR G DM
DBEICB 25 70 AR (SR - H 7 1)L) OEMBRISOIHINR
BHERSNTLEOD HEAT—%),

17.1.4 FHRSHEICSH 1T B IEERIGDIME
JifRBIC BT 25 70 ) LA (FHE - 7 7 2V) OEMRISOIHIE
PHERSN TV EDMNE) (NEATF—%),

17.1.5 BEREHEICSH 1T B IEMBRIG DM
EREICB 25 70 ) AR (SR - 7R )L) OEMRISOIHINRE
BHERSN TV HOD SEANT—%),

17.1.6 INISIEHBIC B (T B IEMBR IS DI
NEBREICBIT 25 70 AR (FESE - 5 7 EIV) OIEERIGOIMHEZ)
BERPRERENTNEHB0 (SEAF—%),

17.1.7 SEEBHEICH (T DIEHERIER U BHEF WE R OINH

[FRhtR 5]

(1) EMFIEASE DHEEER (21 ). EAKREASE T4EHER (38 Fl). EANE
MAELEERER (66 fi)
AREE TOMKRE (1991 ~1996 &) IBW\WT. BEEBEEZOBE
A®EFER (GVHD) oFMZzENIcy 7a) LA (GEEHE - 71 72
G U7 125 FlH, FRICEEZRITL., WESBREE LS gradell
Bl_ED GVHD OFAEE 22 6l (17.6%) TdH - 72505,
oay) L AERZ 9IRS L THE LR (1996~1998 4F).
grade 1 BI_E GVHD OFIRIE 33.3% (3/9 ) TH -7,

[amERS]

(2) EREER

BEFETOHEKRERE (1990~1993 4) ILBWVWT. BHBHEEZD

GVHD39 filicxt Ly 7o) LA (EEHE - 7)) 2%5 L. &l
GVHD7/13 5l (53.8%) KUgH GVHD12/26 il (46.2%) »EZILL
LoRREERLIZD,

(ERERREEIME)

17.1.8 EAFTHASE I BB N C'EINEE MABLLEREER
MR FERB OBBRICBV T, 2701 RRIOHREGIZE > THHER+2.
XIFEWERIC L D AT 0 A REITOBESREE 2 2 5 RIEEHEIE 14
BB ESEA (AFaA FAL o) Y2255 —PAEI%) ITmi, ¥7
Y LRAA TV EHRELER 10 FICHNSEONEERD /2. 7o,
SRR O R ABRGE 2 K% < SN TWIIER CHISE R A AT E
Lo 72l A B N0,
2704 RAITEROZENBLN TV AHIEHERE D L < IXHRIER
BOEEHENERE ZNRE LSEIHERBTCIX. ¥ 70 A2 Tt
L% 28EMES L. BRATOA FRIOBREEZ /I RBEEHE L
7oo AREETIE. Smg/fRH/4EOEEGTAT UL REIZEE L. RO
REPMERTE L VLIESICIE, AT70A FHIOEBR {770, ZOREE.
& 7aY) LABTIE EROREZMER LIzEE AT 04 FHIORERR
O, BEXRTH 12 BBEROBRESKE T 4 BEOA T 04 NEERER
(FLR=vVuy#ER) &, 22 4.91mg/HE 0 3.81mg/HTH
>7257,

AT OA FPHE5RE* (mg/H) Oifts

LA DINS A A < FRFE DTy DEHH
[n = 40] [n = 40] [95% (5 REX ]
5 AR 13.78+3.958 | 13.88+3.545 -
BEKRTHI -1.58
12 4.91+4.041 6.51+4.889 [3.342-0.184]
BERTHI -3.48
43 3.81+4.066 7.23+7.319 [-6.010~-0.953]
(F5+£S.D.)

%L R=vVoriER
WKy O AAR—T T AR

17.1.9 ERE MAEFEREER
A7 04 FRIOBREIC &> TORRA+5 T\ MIRIERER O EAER I
BE 0B, #70) LAh TR % 28 BEERS L-ENAHRERICS
W, 8HITH T (At QMG Aa7) OE=ZRD. IFITHARAT T
A RHEIpEE SN (HRERAE) 9.



A5t QMG 2 a7 O

5 hnEE A ZLE
[n=10] [n=10] [n =10]
13.3%£5.17 10.6£6.17 -2.7£2.26
(*F45+S.D.)
(BEiY oI F)

17.1.10 ER%EIE IS RN U ENSE DBLLEEER
WEOEBICBVWTIRY 7 FEODLL LD 1AL+ azhRp
BonkroHEEY Y FEEIC. Y 70U AN TSIV ERIETHE
ABETCIE 16 A/, SBIERE TIE 28 HARMRES Lz, TOREER, ¥70
VLA T VOEMMERERICB T 2 KE) 7 v F%¥2 (ACR) OB
PEFHE 515 T D 20%c8 B OEIE (ACR20 eiEX) &, FEEIRE TIE
49.0% (50/102 ). Ele#E1250.0% (27/54 ) T - 725962,

ACR20 &R (JEEmE)

e —BRGR
TR 1.5mg 3mg
BRI IHAEREHR | 9/64 (14.1) 14/57 (24.6) | 28/58 (48.3)
25 A He Rk B+ - - 50/102 (49.0)
B 9/64 (14.1) 14/57 (24.6) 78/160 (48.8)

[ BI/AERE (%))
IEEBRE IS B4 70 AN TRILOERS N | BRI GER 3mg Th 5,
K FEHO R LB B

ACR20 HER (S##E)

—AREE
B 1.5mg Bt
1.5mg 3mg F CHEBT 3mg
B TS E AR 9/27 (33.3) - 11/25 (44.0)
= I 2 e - 27/54 (50.0) -

[ E B/ REBIEL (%))
MEBEICNT A2y 70 L2 TRLDER SN 1 BREIE.
0. EERICK D 3mg £ CHEATH 5,

V=T ABR)

17.1.11 BRI MAELLEBEAER
AT uA REIZG TIREERE CRHGED RERFT R R O REENES
HE2ETINL—TABREE 63flaxtREL, ¥ 70 LAH T ILEE
28 fil, 7 & AREE 35 FlIC 28 AR S Lize ¥ 710 A RN TEILEEC
B ABKEOEBEEEAST A I TH*OBARIZ-32.9%TH 0 .\ HifE
HBRFR. wEXNESEORETHS | HREAR. Mk (C3) ©
ERMEOELRIZZ X —60.8%. 16.4%ThHo>7z0 B, JLTF=>
775 A (Cer) DEERIF—22.0%TdH - 729,

AHE 1.5mg Th

E AT DAV S 75 R B
[n=27] [n = 34]

REEEEAST A I T H*OEIE (%) 232.9431.0 2.3438.2
mean+S.D.
1 HREAZOEHEOZE(LE (%) HR{E -60.8 8.7
(88 1 W5z, 58 3 U453 r) (-73.7. -37.2) (-14.0. 90.0)
WA (C3) OEREDEILE (%) FRIE 16.4 -2.8
(58 1 U5, &8 3 U5 in) (10.3, 27.5) (-11.1, 18.2)
Cer OERIEDZELE (%) HRIE -22.0%% -1.4
(55 1 U5, 28 3 DU i) (-33.5. -4.2) (-19.3. 16.9)

MERBIEBEEE A 2713 | HRERE, JRAFMEE, Mg~ L7 F =>4l dsDNA
filk, itk (C3) OSHHORAIT (% 0~3H0D 4B #5745,
HHCr IKOWTOHRY 7 1) L ABEOFHIEFIEIE 26 il

CERMXER)

17.1.12 EA%E MAELLBEERR CENSE DB FSRRER([7.12 88R]

PEEIIEEOEAEEEERBRAEE 62 flaxtREL, ¥ 0 L
A5 7R IVEE 32 B, 75w AR 30 i 2 ERIRS L (HeEstsh). ¥
I0Y LA TEVEICBITHAWER (DAl AT ICLHHEE) IF
1lOEBYTH-7M, Tz, BEOHAEBBERERES 11 FlIc.
Hou) WAK TN E 2 BERES L. GEEMRE) . &R (DAL A
IT7ICKAHUEE) 1345.5% (5/11 ) TH-7%, WakEebHER
1 [60.025mg/kgl H 2 A& WEARE L. Z0%EE NS 7H#E (10
~15ng/mL) &722 &S ARRAMLIE,
o ENE-ERED Y 70 L AREE L OCEEO SIS RS
REFHIC, 2ENEOBE NS 7#ES 5~10ng/mL ELTy 7Oy L
AANTeNERE 12EBRES LIER, BRIEE5HICB T 2HER
(DAL R T7ICEAHEE) X, ThZ2Nn61.9% (13/21 fil) O RO
66.7% (6/9fl) O TH-7z,

#1 DAl AI7HER
S EFIE (%)
yoay LAR 7oA
DAL 237 12 & B e e 16/32 (50.0) 4/30 (13.3)

KDAL 237 ICB WV CHHEREE. MmE. FEHECENHEETTR. B0 0
4ERECHRE LGEE (] &L,

) S ARRER© O R BFEIE S
UToEBAREFEL DEL EHREHBAD S 2 BRILRERD

_8_

BHEM BOAR/MEE) 3E2T. AREE N TRE L. 2 %8
C. | HR580 ERIEZEE RS 7 BESE 6% < £ 0.3mg/kg/ B
HEHEE L,

AR M - 5 7 OBl PR A%
1 [EE*! #5 1 HE (12 %0 24 B |Dnew=Dola X 12.5/
BRI %54 HE 1) ( (Cran+Comn) /2X3)
R | HEOBHHS 2. 3 BiE

i (RANL %57, 8 H
H) T2HH

2EEOHEA»S 1.5 HEL

= $
Al #5 10HE Drew=Dold X 12.5/C

3[EE*3 N - _

515 HE bREEEES (RAIL 5 12 |Dnew=Dowa X 7.5/C#
HE) T18S

3B H O ERERE (BF |3, 4. 6. 8. 10, 123EKF _

LT e kT R Drnew=Dold X 7.5/Citrough

Dod : FEIRTOR SR (1 5HHERFE 0.025mg/kg) . FH S MBS TE =
frzPUERAL, 0.5mg AATHROLEVEE T 5.

HERBE OB S8
30=~ 50.0=~ 70.0=~ 90.0=~
e (ke) <50.0 <70.0 <90.0 <100.0
BE5E
(mg/[E) 1 1.5 2 2.5

Drew : #0558, HHSNBEO/NUELNE (& MWEHA L. 0.5mg &
TERLIVEET %,

%1t Cuon PEE FRERME I RBDOBZE. Coan ZH V2§ Dnew=Doax 12.5/
(C2anx2.5) &, %7z Coan 2ER FRMERM I RBOBE. Cion ZAVER S

Dnew=Dold X 12.5/ (Ci2nx4) &0 2EIHOARZHET 5, HICE R FRMER X
WRBOBEICIE, ERTREOEELZRALTRHORICLVEHT 5.

%2 REBEH SN SROENS S | MEERSO 250 | 282558, [+
bS5 7 EEAEEIC 10ng/mL ML EOHEICIZARFALE T, £/ 10ng/mL K5 &
1INy % 1 B HEESD 250 1 £ 5%,

%31 C#A87.5ng/mL Lk 15ng/mL KifioB& i3, EROAREZHIC0.6 5 (=
7.5/12.51%) LizH@EET %,

C3 1 1 BB, S 2, 3 HIEBERICBIT 5 2 Sollf ~ 7 7 BEOFHE,

C* : 2 BIBOHH» 5 1.5 HY LB SICBIT 20 T 7iBE., 2 Sb 2581
ZDFHE.

Crrougn * 2 EALIBEICB VT, BEBER (5~10ng/mL) A&M LM b5 7 8E,

#5 2B8% COREEFLE - FEZ P a—)L
o> @D /,/H

(BFRMERK - REBERICEIH Y DRIE AN

17.1.13 ERZ RN - REHRICEH T ZEEMEMRICH T 2 EMEE
B (BEOZHERERA —TVHER) [7.18 B8]
SHMEFK - LEFHRICEHT 2MEEMAEE 25 FIc. 2704 FAl
EOBRATTY 70U LRN T % 52BMIEE Lz, 2ORER, #5
S2EBRICBT 2 2EFRRUOEEBAEFRIIETNLTN 88.0% KV
76.4%TdH > 729,

17.2 ERFTRBES

(BtEEE)

17.2.1 BRIEICHITF ZIERRIGOIFE 7.5 SHR]

(1) FERRERE
HRBOFAE (1996~2002 F) KB 5 1 FRBEERKS | FRHE
EFERIT A (1,233 f) TlRENZN 98.6%K TV 95.8%Tdh - 7=
67)

17.2.2 DIBHEIC BT B IEER LD

(1) ERMRERE - REMSRIFE
MR OFRE BT 2 0B E—RIGEREG (10 1) o 12 BRBEEER
BO 12 EZMAEZRIIVITND 100%. 12 8 RREMHERIGHIRIE
40.0%THo7z. Fioy IERBEFRRV 3 ERBEERIIVITND
100%. 3 FEZRIEMERISHTRIL 50.0%TH > 728,

17.2.3 BHESHEIC BT B IEHER DN

(1) HEERAMERE
MR OFEIC B 2 M IEEEG] (12 61) © 3 ERBEFERK
U3 EREEBERIINVIND 82.5%. 3 FERBEEMSHIREIL 75.0%
TH -7,

17.2.4 EREHEIC BT B IEER GO

(1) HEERMERE
WHREE OFHELIC B 1S 2 B E—UORIRES] (35 61) o 4 FREEFRI
100%. 4 EREEERIL 78.3%. 4 EREIEMMITHIRIL 37.7%. 4
FEREA VA VEERERIL 95.5% TH > 7270,

17.2.5 BEEHEIC ST ZIERRISRUBIERWBEROIH 7.5 8]

(1) GERRERE - \RISRIFE

[FR51% 5]
HIRG OFHEIZB T 5 grade 1 DL LD GVHD O RREFEHER (F54E% 100
HEFE) (&, A (215 61) Tix44.1%. /N (117 ) TlX40.8%T
Ho7,

JaERs]
HERZOFAEICB T 28 GVHD IZR T 2 ERRIZ. 56.8% (42/74
) TH-72,



18. ZEXNFIE

18.1 {EFRtER
Zora) LA T MBZEEED S DY 7 F & E /i Ul B FUEF
FAICEBELRBRETHA NN 2 —) VEEET S ET YA AL
BELEAMFI R O 2 IS SiifI e 2 R 972,

18.2 In vitro{ER

18.2.1 THIFIRIEIC k2 THRa» S DA vy —aA F > (IL) -2 RUA >~
=7z (IFN) -y O&% 567, BESELET a. IL-18 KU IL-6
FZOEEBIFIT 7)),

18.2.2 RBERDIN OB BEMIOE O 2IHIERIZT < RERAM
Bz a2 @IRE AR E N TN 5P,

18.3 BHEICX I B1ER

18.3.1 FFFERBEET IV (W=2 4PN, 4 XD v () (2B
LM MEEEREAE RIS ZIH L. A EHREZEE S5,

18.3.2 v FEERFOMER A X FIRERIC K 2 MlSEHEORIE, H2
MRS O BN AT I 10t 3 2 B RE R A2 G T 278D,

18.3.3 BERMEERET I (w7 AR, Fv +8) 2B\, B
BERISZMEIL, EEHRZEESE5,

18.3.4 BEBMEETIL (ks 428, S &) DBEETIL (T
k) 8O, MFEETIL (f X) D ROBEBEETIL (£ X) DB 5H
TEEEEE RIS 2 L, AERREEESE 5,

18.4 BAERNICXS B1ER
BEIRET IV (S5 8) IZBIBREWYA Mo VEEZIIHE L. B
REROE - WBRE2UWET 2599,

18.5 BRI B1ER
BRETIN (¥ R) 1B 2 _EH DNA FiAREE R O ORARL
%Q{&T%?ﬂlﬁuu REABRREOB(RUOREAD LF 2 M3
%9,

18.6 KIBRICx T B1EMA
REEMBEBETIL (7 R) ICBWT, KEBEEOERL T M 5
O IFN-y OEEZIH L, KBREZERT 5%,

18.7 ARSI B1ER
RIEMRRETIL (w7 R) OFfEICE T2 T MR 2 RERIS
FORHEL 2T 29, 7z, MBEETL (YT R, 4 X) DEFR
%Eﬂl%?‘é%)'%)o

18.8 EEAFENEICKT BERA
FREGEIEETTIL (v M) KBV, 7 FILa) VZEERED
EAEZIEIL. BREMMINELORELZSET 57,

19. BAMRSDICET 3IBEENMHR

—i% ¥ 70y LRKAW) (Tacrolimus Hydrate)

k24 : (BS4R5S58RIE12514515R16518R19R26a5-5,19-
Dihydroxy-3-{(1 £)-2-[(1 R,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-3/A-pyrido[2,1-¢]
[1,4]oxaazacyclotricosine-1,7,20,21 (44,23 H)-tetrone
monohydrate
C44HeoNO12 - H2O
822.03
HEOHBEXIIEREDOHRTH S,
A5 ) —=)ELTY ) =)L (99.5) 1D THETPT < NN-
TAFANLT IRRIELTY =)L (95) IZETRT <L K

ITIZEA LB T 20,

a1
DFE:
B R

OH

20. BURVL EDER
7O —EERERIE BRI TRET S L,

22. &
(870U LRATEIL0.5mg [IG])

100 7 7&)L [10 77t (PTP) X10. #EAIAD]
(70U LRATEIL Tmg [JG])

100 # 7L [10 7 (PTP) X10. #EAIAD]
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