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15. ZDDEE

15.1 BRRR{ERICED < 1F]H
(GheestiE)

15.1.1 SBHIHIFNC & BREE2Z-EBH T BEE By >
I, RS OFERDENWE T DWENDH B,

(BBERL O < F)

15.1.2 AFIEA R RLFY— b, OB I~ FEHD S WIZHIINF o
Flz O U BR O A K O R HESE L Ty,

15.1.3 A TBIFTE BN O TR B 2 AF O L2 MEITHELL T
2,

W—T7 REK)

15.1.4 HGEF TOEKRRBRICBNT, 8B BE5ICLD 7L TF Y
V77 ADETFMASN TS, 7B, HilEOHREE 13556 12
PNT, MEEEKTIRROV L 7F =2 EROFHEKIZ2. 9 TH > /=,

15.2 JEERAREBRICE D < 1B

15.21 v bk (1.0~3.0mg/kg. R TF#%5) T. HTHROBAKRUKT
EEREDE AN E/- &R T ERE ORI T A380 5N,

16. ZEYENEE

16. 1 MAEE

16.1.1 EBi%iE
KRN E TORRRBRICBWT, ABSEBZEWICY 70 LA T
W%mmy@%ﬁﬂ%ﬁbt&%®¥%%%Nﬁx~ﬁmk®&8Ufﬁa
77,8

Tmax Cmax AUCo-12n ko 7 fil* o
(h) (ng/mL) (ng * h/mL) (ng/mL) %)
4.2+2.9 44+45 274198 1612 20+17.8
1 2MF 112 1 H e (E#+S.D.)
SOAARNFI %
16.1.2 i

INERFEERE CEIERS. %) 1ITBWTIE, A ARERE T2, 7~
4. 4EOROL R THREEDMEFRRENE SN GRRATOY 70y
LANTNAEEROTF—4),9

16.1.3 /I\pitE
INEUNBRSEERE CEER2. 95 1ITBWTIE, A AEEBETL S
~2. 55O OGS E THREEOMIEFREENMF SNz GHEATOY 70
U LAN T NGO T—4),10

16.1.4 BEAVDTF
FABET) v~ FBRFELRENCY 700 AZH T 3mga R OgE L L&
DIYFHEINT A—FERDEBVTHo7= GHEAT—5). 1D

Tmax Cmax AUCo-0 ti/2 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
AR % (CF#+S.D.)

/-, BNORRABEES O FEEICY 700 AZN TRV 5k 8mg%
%5 U7 & 2 AR AR ORI NN L 72,1219
7B, ENORABLEY 7~ F BEH T OBRKRRIC B Tl 2 RE
U 72326, & 7 0 I A #3558~ 161 O A5 i s A310ng/mLEA b
ZRUEEREFLFIDOATH /. 7 L7 F=r ERAEORWERIS M HE
MEWIREICL L RO S NAHEMICH > 72,19

16.1.5 JL—7RBR
AN — T AEREZEDBENCY 701 LA T ) 3mga ROk L&
D58~ 1651 O g fn i 134, 35ng/mL (1. 70~7. 30ng/mL) T
Ho7z

16.1.6 EBMEKBR
FNBENE RIS BESFNC S 7 1Y) LA S 7). 05mg/kgZ #1825 L
2 EZDHEYFRE/N T A—FIIRDEBD TH /2,19

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

* 16.1.7 ZRMUMRK - EEHRICEHT HBE MR

RANSFMMAR - REHRICAIT HEMRZEHE2SHICY 700 AR
N T EIA2EREORE L& E0FEid b5 7 #EI136. 55ng/mL
(2.52~11. 40ng/mL) TH > /=, DD FE#EE130. 0721mg/kg/ H
(0. 030~0. 156mg/kg/H) TH o7z, 755, FHIff bS5 7#EEH10ng/mL
PLEZRUZEBEIFITH > 72,17

16.1.8 #20UARNT I ESYHOY ARBRIDLEE
RABBREBEZEIWICY 70U AZAK TRIVEROSY 7 0 L2 ek % [F &

BH LU EEOEPFEINT A—FILROEBVTHo72.® [L2, 7.2.1
]|

h Tl KL gk 7))
?’“ f?‘ 7% c AUC C AUC
= mg/[a] max 0-12h max 0-12h
¢ (ng/mL) | (ng - h/mL) | (ng/mL) | (ng - h/mL) 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
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 1.41 113
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 118 1.08
+S.D. +0. 50 +0.51

16.1.9 S£MFMEEEHER
(#oaY ARER0. 5mg [b—71)

70y LA$0.5mg [h—"7) 1§gE 7057575 7%)00. 5mglh 7))L
Fr7aY AAELTO.5mg) 2. 7 OAF—/N—EIC K D EFER AR TIC

REEREORS L TP RELREEZNE L, 55N )ERe\

FA—% (AUC. Cmax) 12D\ COWEMR LI THREHRNT 217> 7285

H. log (0. 80) ~log (1. 25) DHIPHANTH U, WHEID LY FFREEN RS

Niz.19

(ng/mL)
6
—o— ¥ 70U AZEE0SmEg [h—"7)
5 ] —— . 707575 7)0.5mg
SEH+S.D., n=48
4]k
2
i
3
b3
13
2 4
1
0 O T T T T

0 12 24 36 48 60 72
5% ORE (h)

HEINT A—F BEINT A—4
AUCo-72n Cmax Tmax ti/e
(ng * h/mL) (ng/mL) (h) (h)

&0 KAG0.5mg [h—7) | 24.39+13.29 | 2.865+1.280 | 1.48+0.57 | 32.95+6.65
704575 7%)WN. 5mg| 25.30+£13.50 | 3.196+1.356 | 1.45+0.38 |31.95+7. 19
(F#5+S.D., n=48)
LA PEE N NCAUC, Cmax% D/ T A—# 13, P& O@EIR, RikO BRI -
B DRI & > TR DM S %,
(o) AREEImg Tb—71)
ooy AZ$Elmg [h—"7) BgE70r 57 h7)imglh 7wl (¥
70U AARELTImE) %, 7 OAF—/N—KIL DR AR IR
EFE OS5 LU TRMPRERBEEZEIE L, B5NEYEE/N T A—
% (AUC, Cmax) IZDWTIOHEHEXBIEIC THEHRIT 217> 724ER, log
(0. 80) ~log (1. 25) DHEPHNTH 0, WHID AW EARIZEMED TR S 7z, 19

(ng/mL)
10 1
—o—:H O LAAfEImg [h—"7]
—— 70457577t 1 mg
81 F4+SD., n=48
ER
Jiiiy
i
i
FE 4
2 4
03 ‘ ‘ ‘ ‘ ‘ :
0 12 24 36 48 60 72

5% O (h)



k%

HEINT A—=S BEINT A—F
AUCo-72n Cmax Tmax ti/2
(ng + h/mL) (ng/mL) (h) (h)
5701 A2 Elmg [h="1) 50.4+25.9 6.299+2.728 | 1.46+0.50 |30.62+3.35
Jur 5777 )img| 48.3+23.1 5.760£2.296 | 1.67+0.47 | 30.66=£3. 24

(F#5+S.D., n=48)

A1t PN TNZAUC, CmaxZ5D/8 T A—4 13, Wb O, A O EE K -

BRI DB I & > TR AR H 5.,

16. 2 WRUR

16.2.1 EFERAICTREICE DY 70U AREYEHEINS A —F D
BEERHNLEEZA. BEHEKUORZL SKHICR DS L 2SGE
13 22 IR 1T b A I Cmax i CAUCOE F A3 54, Tmaxi3 &
L7z GHEAT—%).20

16. 2.2 AEEMEKRIBREZITB TS b T 7E 2 W fHEM Y
BREMENT /NS, #7010 AR % RBRGREORORINEIZ. FHEH
AR T RIS 0062 & HEFE X 7=, 2D

16.3 9%

16.3.1 ¥ 70U A X DIMHEE F#EARIZ98. 84U L TH o 7. 22

16.3.2 A ORILFOHIICTH 70U AADANT I BT 2R L
EZA EFHMEFREORESOBITHERD 5N GLEA
F—4).Y [9.65H]

16.3.3 v MIUCEE#Y 70U L X0. 32mg/kgZ&EiEL/=E A, 5
SBIITRHFEEIXIZ EA EOMMMICEIT L., KRR, . O,
FARIRICE N o 7o BT L 2 BRI M IR E DR T & & BITHR
U7z 728, KK DMIANZEREOBITARD 5. BEHREDH
JAFEMN D 72,2

16. 4 {1t

16.4.1 #2700 LA R13FEE LU TEYCHIEEECYP3A4 K UCYP3AS TR
Wz, [10. B

16.4.2 fFEEFE TOMmP, KPR OEFHR#NIEE L THAF
KR KEBILATH o7z GHEAT—5) .2

16.5 HEft
R O KTV I HEM S . RAEAR O Rk ZR 1T 1%
TThHotz WMEAT—%), IadB. #2700 LAADIM PR
HED B WILBHTIC L BB % Z1T 5\, 20

16. 7 EYHEEER
ooy LRAFEEL TEYRBEERCYPIAATRHEIND 2D,
CYPAATRB# I NDMOFEY EDHHICE D 7 0 AR DI i
ENERT RN D D, £z, CYP3ALZFET ¥ Y EDHHH
K0 H 700 AZOMHPRBENMET T 2 EEND 5, —H., ¥
700 LARAMWMCYP3AATORMEHET S L2k D, CYP3A4TIR
MEINDMOEYOIMFEREZ LRI ED0EEND D, /2. ¥
78 A ADMEEEAREEHRIZ8. 8L LEEEND T, MEERED
BRI N ERH & ORI EARF O WTRENE DS B B, 22 2. 28)

16.8 ZDfth
(#o0O) LREEL5mg Th—71)

oo AZA$ElL.dbmg [h—7) &, #2700 L Z$0.5mg [ ~h—
7] EREMERIFE U & &, EHZEEINFEE S B I N, EYEN
IR & AR E NIz 19

(oOUnsRggamg Tk—71 #o0U AR§E3mg [—7 1)
ooy sA§E2mg [b—7) kU700 LA Z§E3mg [h—7]
Z. 70U AZfElmg [h—7 ) #fEMERGR - Uz & &, Iz
B[S SR X . EWFIICRS E AT I Tz, 19.29

17. ERFRRIE
17.1 B RVORSM(CET 558
(BB iEfAE)
17.1.1 BBHEICHE T iR RSO
(1) EANRTEAE IEEER 356D, BREAE THEKR (6961).
ERE M4ALLEER (8241
KR £ TOIRRE (1990~19944F) I2HhWVWT. BBHE
O—RKIFFEHRIZ. 186FI THRA I N, HERBEEGFRKLUE
BREAEBERIIZNENT. 34K V93,05 Th > /=, HEHIGIZ
74/1864 (39.8%) THEN101[E[A DI Tz, P 30).3D).32)
(2) ENEDHEER
T 15 Ak B C VR 72 351C K 2 ki v 2 0 IR S8 7 95 £67) 1 044571
ZHZ oy LA GERE - TRV BNEE I, 556
(52.9%) T TE%h LAEORFENE SN
ZrOU NABERZLITEICI2HEMB G L THRE L 2R
(1996~19984F) ., AZEH|Z94. 1% (16/1741). IEHK IHA T
WU EFNE2/176] (11.8%) Tho/z. ¥/ 0YLAh Tt
IMSDY 0 ZHE (196]) TOMRFNTIZ. &6 TERHEIX
EFEDHERE I N, EHORIIFEB Lo /21839

17.1. 2 FFBB4EICH 1T 23R RSO E
(1) EBrRER
KA E TOBMERABRICBW T, BN THEEITS T EFR
2%, FraoULA (FEHEE - TR k5 I nz24
BlD67 HRIEAFERIZ6E5. 65 ThHh oz, T DD BBFNIRKFN
BHETH o=, FEHRISIT4/24% (16.7%) TER7EH 5N
=05 WINB\ETETOIBDIEZBREATOA K)NVA
PRI L DL N UL 7=, F£7/2. 1990~19954FICEN
THRBIFBHZZT., Y7000 (FERE- I T
V) G I NZ12061 D60 A EGFERIZSL. 15T > 72,3930
A0 LR BERZTHNCI2 M %S5 U TR L2/ R (1997
~19984F) . EFHERITL00%. FHEHSISAFEI L 72w FIZ4/ 741
(57.1%) ThHole Z27OULRAANTRILDS DYV 2 H
(1061) ToOMMNTIE., 2FITBHEIFOLEESHFEIN, 4B
M RN T U A ERNE1/106] (10, 0%) TdH o 72,3738
17.1. 3 LBHEICH T B IEER SO
DEEICBTA25 700U L GEHE - 7 71))) OEKIED
PR FERIN TS FEAF—5),39~42)
17.1. 4 S4B IC B 1T B3R RSO H
B ICB T2 700 A2 GERE - H71IV) OEfEKIED
PN RDTERINTND FHEAT—5),4D.43).44
17.1. 5 BEBHEICE 1T 23R RSO
EBREICBT 2y 70U AR GERWE - 7 7)) OEEKIED
PR ERIN TS GLEAF—5),49.46)
17.1. 6 INBBHEICEH 1T B ER RGO
INBBEICBT S 700 AR GEHE - 7 TR))) OEEKS
OMHFNENHREINTND FEAT—4),40.48).49)
17.1.7 BHBHEICH T 2 ERRICRUBRER 3 E RO
[Frhig5S]
(1) ERBTEISE DHEEER (214)). EAN%REIE DHEKER (3841).
EPsE M ABLE B ELER (66451)
KRR ETORKRES (1991~19964F) ITBW T, B
BOBMEAMEER (GVHD) OFFiZ2HEMIIY 700 AR
(WG - 7)) 2H%E5 L1256, FRICESEZKIZ
L. BWHENNHEE Dgrade I LA EOGVHD O % 5E 1322 4
(17.6%) Td > 7z,50.5D.52)
0 LAZAERZIFNCES U THREL 2R (1996~1998
), gradeI L EOGVHD D F B #1333, 3% (3/9%]) TH >
7:053)
CRkRs]
(2) BREER
KR ETORKES (1990~19934F) ITBW T, B
HBOGVHD3MICKH L Y 70U A A GERIR - h 7w I) %
#EL, AMGVHD7/1361 (53.8%) K OMEM:GVHD12/264i
(46.2%) WELULEOIREZRL =Y
(BIERENIE)
17.1. 8 EMAIHASE 0 B BR RO E M SE I 48 LB AL BR
MR E DWRBEICBWNWT, 2501 REIDFGIZE> THRHE
A+, XFERMERIZE D AT O REITOIRED K iz 4 5w
HE M OE A6 ICBEEEA (X7 oA KA Hiay > X5
I —YHI%) WA, 70U LAN TN EHE LR 10
BITHINEDHREZRDZ, T2, GETEORED ARBEZ
RERBRSINTOWEERTHRGERNITEE B> ZHAlBA SN
7. 55)
27041 RAEAITEROZENHF SN T WD HIRFERE S L <3
RIEFERR O EIE MM AER T 2N R E LB LMHRBETIZ, ¥
OUARN TR Z28ERIFG L. fPHATOA REOHKSEZ
T REEEE Lz, AR TIE. Smeg/RH/4EOEAETA T
O REZERFEL. EROLESHFFTERVWEEICIZ, 270
1 REIOWEZITo> /. TOME. #2700 AT, ERO
REEMHFLEZEEXTO0A REOFEEZRD, B T2
ML OBEK THAAMO Z 7041 REEEER (FL Rovyo >
HBEE) 3. ThTh4 9img/H K U3, 81lmg/H TdH - 7z, °0
2T 04 KRR GREY (ng/H) OHEB

&0 LARE ATA N i TR DS D FEHOK
[n=40] [n=40] [95%ZHE X [1]

e 5-BLAIRE 13. 78 +3. 958 13.88+3. 545 —
P54 7 il —1.58

Lo 4.91+4.041 6.51+4. 889 [—3. 3420, 184]
BeEAL T —3.48

el 3.81+4. 066 7.23+7.319 [=6.010~—0. 953]
XTI RO E R (FH+S.D.)

KL 70 LAARE— T TR



17. 1.9 ENE DHIFEREAR

Z2704 REOHFIZE > TOREART4 T, MERIERER O EiE
M NERFLIOFNIC, #2700 ARN TEIL 2285 L6
MAHBRICBWT, 8FITHI (FEIQMGZRITY) DHKEERD,
IFITHA AT O REIDEEI Nz (k) .57

HFFQMGZ a7 DR
e 5-BALGIE BRI b
[n=10] [n=10] [n=10]
13.3£5.17 10.6£6. 17 —2.7%£2.26
(F5+£S.D.)
(&Y o< F)

17.1.10 ERNERHE 1 EER EEHBR RV BN E DEE R
BEORBEICBVTHY U FEODL EBHIFNTK D +072%)
RENGES N LB U FEREFIC, ¥ LR TR
ZR I AR BR T 168 M. 5B IAHA B T3 28 AR5 L 7=,
ZORER, ¥ 0V LR TV OBIMHABICH T 2 KEY
~FEa (ACR) DA A% T D205 EH O F (ACR20
YEER) 3. ISl Ti1349. 0% (50/10241) ., midnE1350. 0% (27
/5461) TdH > 2,5 ~6D

ACR20&:E%R  (JEmiinE)

#£1 DAIZ a7 h#ER
B/ REFIE (%)

E2A=DFN§ 4 PAAL i
DAIZ 07 1T & % g g % 16/32 (50.0) 4/30 (13.3)
XDAIZ A7IZBWTHHERRL, MfE, N CE PRSI R, RO 2R O4TE H 4

ThkELSEAE W Ll
1) #5 I ARG SR T O Ll 7269 69
UFoEBOHREEHEL, Dia< EHERGHEEHD S 25H NI REER O £ 45
7 EOR/MER) 3EAT, AREH T TR Lz, 2iMz2E0, 1HESE
DOERIZEE N S 7EENE SN2 < & 0. 3mg/ke/ AR & L.

GETTIRS M R 515
T I il R
o, gesone |G, Fer, i) o | DDz 5/Ct
Jeis % G $S126 Ep Tl | Do DT 5/C
3%15523:‘)??‘53%%5@&% %;17 Dg\ 8. 10, 1ZBIRFSEHUE | py X7, 5/Cuougn

. —H#& G
v e -
PATA N 1. 5mg 3mg
P15 T AH A R B 9/64 (14.1) 14/57 (24.6) 28/58 (48.3)
55 AR He e o - - 50/102 (49. 0)
it 9/64 (14.1) 14/57 (24.6) 78/160 (48.8)

[/ ()]
HOERIRE TN DA OKRS V1 H AR #H3mgTH 2.

ORI HE A
ACR20EGER  (Filhi)
—HRGEX
P IUI5E TLAH o fin 1 Al B 9/27 (33.3) - 11/25 (44.0)
5 TUAH 5 fln 5 A B - 27/54 (50.0) -

(et ol HERTER. (%)
MEBEICT 2 AKIORES N1 HARIE. EH15mgTh 0. JERICE 0 3mgE TR
WTh5,
W—TRBHK)
17.1.11 EANEE MR LE B A BR
AT O RAEI7ZT TR %K TR 1 B R R T B R %
WIS EZ AT 2 — T ABREFHFFEZNREL, #7004
A2 AT RIVEE28K], 7T REE3SHIC 285 L=, ¥ 0Y
LANTEINVEICBT 2 mKEORBIEHEAFT A I 7 XOB(LE
13—-32.9%TH V. FreEBERNA, REFNIESHEOHEETH S
IHREHE. fifk (C3) OEJPMEDOELEIZHK % —60. 8%,
16. 4% THo7=. B, VL T7F=>V U7 5> X (Cer) DEA
B3 —22. 0% TH > /=, 62

&0y LARE A
[n=27] [n=34]
REEHIEEF AT HOL® (1) mean+S.D. —32.9£31.0 2.3+38.2

THREARDOFEHMEDOLELE (k) HrRfE —60.8 8.7
(BELL, B3 o{L) (=73.7, —371.2) (—14.0. 90.0)

Witk (C3) DEMEDLE(LE (*) HRfE 16. 4 —2.8

GELMUSM L, 5530453f7) (10. 3, 27.5) (=111, 18.2)
CorDFEBREDLALH (§) HHRfE —22. 0%% —1.4
CGELIMSML, 55304 5r) (—33.5, —4.2) (—19.3, 16.9)
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¥OKCerlZ DWT DAL &7 01 L\ A RED FAGEFIENE2641,
(BBEERBR)
I NERNEIALERARERVCENELHETRER [7.1258
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R R O3 EE O A BB KB A ERE2H R REL., ¥
OUARNTRIVEES2E, 75 REE30HNIC 2 ARG L (Mg
). 270U LN TN BICB T 5%ER (DAIZaT7ICL
HUEE) BIRIOEBVTHoz, /. HEDHREBEEEKXR
IBREBELIFNC, #2700 L0 TRV Z22ABBEE L GEER
b)) . ER DAIZI7ICXHLEE) 1345, 5% (5/1141) T
Holz. Mk &b HEIZLEO0. 025mg/kgl H2[E 2 #)[EHE & L.,
ZOBEENS 7#E (10~15ng/mL) &725 &> ARME L
f: ) . 63), 64)
T/, BUMHEKRBROY 70U A ZBEERE K OEEOBGEE
EHERIGREFIC, 2ELBOHEN T 7EE %#5~10ng/mLE L
TH I OYALAN TN ZREIEBBE LR, Bk G5
BT HER (DAIRATICLDHEE) X, T h61. 9%
(13/2161) FU66. 7% (6/9%1) TdH > /2,696

Do : FRERRTO G2 (% 5-BIARHZ0. 025mg/kg) . FH S N7 fED/NIUREL P3S4z 2 U
BHAL, 0.5mghlH TROIEVEE TS,

1% 5-BRIARE O % 54
] 30=~ 50. 0=~ 70. 0=~ 90. 0=~
R (k) <50.0 <70.0 <90.0 <100. 0
BehE
(/D) 1 L5 2 2.5
Diew * AEIHZ O GE, HHINMEO/NERLL N AL 2 UEF AL, 0. 5mg%] %A T
HMEET B,

X1 CoonhVE B FBRIEARM XU KM DIFE, ConZ FAWZH ¢ Dhew=Dota X12. 5/ (Caan X
2.5 KU, FComhVER FRRAEAR I KB DYE, ConZ V2R 5 DiewDola X
12.5/ (Cinx4) XV2BHOHREZRET 2, HITER FRIEABIIRBDEHEIC
13 EEFREOEEEAL TEPORITL VEHT 3,

X2 PR R N S N R SR ORINGAE RS D23 D1EB A 256, M~ 7
FEHBEIZ10ng/mLEA EOBEITIIHEHREE T, E/210ng/mLAHOBEITIZIgMNG
Z1 A HEES D27 D1ET 5,

33 1 C#A17. 5ng/mLEA L15ng/mLAR D% 51213. EiL DM &2 HI20. 6f5 (=7.5/12.5
5 LEHEET S,

CS @ 1EH D#HEIN 52, SHRGENSIZH T 225010 b 5 7 #41E OE41E,
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() ERARERE
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TR DFEIC B B OB —KIAFERF] (106]) D128 2
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FEBIRIZ40. 0% TH o /. £z SERMAGR K OSERMAS
RIFNTNH100%, 34E RIS FEH HRIL50. 09T dh > 72,6
17.2. 3 WisHEIC B 1T B IR RSO
() BEEARERE
TIRTE DA BT DA —KIRRER] (1261) DOIFERFE
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W DR IC B 2 R —KIARREF (3561) DAERFEE
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18. EEXHEI
18.1 1L

U LAZE, THRZBERENS O T FIVEEEZN L IZRE
FUEERICEERBEHZETHININ I 22— VEHETL I LT,
HA N HA 2 RE AN R OF U RE S S IR E R 2R, Y
18.2 In vitro €
18. 2.1 THIHFNEIC X A THIlEA S D1 >y —a1F > (IL) 2K
4> —7xa> (IFN) -7 OHRE5T, JEEEERT o, IL-18
T OIL-6%5 D pE A B IS %, 72,7979
18. 2. 2 $uyE R LIS OB BN O B IS 5T B MEIE RIS,
R R T 2R R I N TN D, .73
18.3 BHEICX S B1EH
18.3.1 FFEHBEETIL H=Z A ). 1 X, Ty k) ZBIFD
Bt s e G 2 H L, AR TR S §5,7.70.7
18.3.2 T v MEANF ORI L O X FIRES 2512 & 2 MIlEZE4E o [ml1E.
I3 SRR D BN AT I Vet 3 2 B SEE RN R 2 T %, 7. 79,80
18.3.3 B AEIRETIL (RTA, v b)) IKBWT, B
BERGZEMHE L, EFEMMEZEESE 5,58
18.3.4 BTSN (B, 41X, Iy M), LBEETI (v
M. FBHEETIV (X)) RUEBEETETIL (f X) 2B 284
igEsiE S 2 MEI L. EFENME2EE X 5,8D.89~80
18. 4 BEIRICHT BER

BIFIRETIV (T b)) BT DRIEMES A b1 2 pEdz2 I L.
BAETSRE K OV - B RAE 2 HRET 5,89.89.90
18.5 BRICxT 2/EH

BLAETIV (XUR) 2B BH HEPEDNABUAREE K O H O
RS DR T EZAHIL . REREBRIFEOEMKTREAD LR %
i3 2,0
18.6 KiFRICxd 2/EH
SIEMEBRREETIL (X7 R) ITBWT, KBHEE O ML THI
M5 OIFN-7 OREAZIHE L. KIGHRIREZ BT 5.9
18.7 MIEMMRICHT S1/ER
FIEMERAETI (KT R) OIS 2 THINICE KR T 2 KE
RS R ORHEE 2 M3 2. £720 MGEETIL (XRTZ, 1X)
DEFRERET 5,%9.9.%
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FEMENEETI)L (v b)) iZBWT, Hi7yeFIlay o2R/K
FikoOEAZMH L. BREMNMIRBI OIRIEZ WET 5,9
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Wi OH
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HsC_ o
O ~
“H

—fkt - 0 AAKFY (Tacrolimus Hydrate)

k24 . (3S,4R,5S5,8R,9F,125,145,15R, 16S, 18R, 19R,
26aS) -5, 19-Dihydroxy-3-{(LE)-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-¢]
[1, 4] oxaazacyclotricosine-1, 7, 20, 21 (4H , 23H ) -
tetrone monohydrate

5 F3 ¢ CuuHeoNO12 - H20

¥ 822.03

PR BRSSO KR TH D, AY /) —IV Iy
J =) (99.5) RO THERIFRT L. N, N-VAFILH)L
A7 I RIS /=)L (95) TR T<. KiiFEn
ERF RN,

20. BV EDEE
7V ¥ O—BHBIIELG. HEBITRETD &,

22. A%
(#40Y LAR$E0.5mg [b—T 1)
1005 [104£X10 : PTP, EEEFIAD]
(ol AREEImg Th—71)
1008 [108£X10 : PTP, W RFIAD]
(#oaY LAR$E1.5mg [b—71)
305 [108EX3 : PTP, #WilEXIA D]
(ol AREE2mg Th—71)
30%E [108EX3 : PTP, E4&KIA D]
(o0 AREE3IMg Th—7 1)
304¢ [105EX3 : PTP, E1gHFIAD]
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