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= LT

CfbF & DEEEL | RUEHEL
(BRI Z1t)

. BIEIGFOBEMR S | HEsux Mg 7k
D R B E

. AR OFIRS | kv~ b T Tk
N E OB &

]

B B O M B ATV RITABET A
VAV S /¥ | A4 2 i IV
Fyrov T TNIZTAL




V. BRICEHY BDIEB

1. % BE- 3 R | @7V —tIVHIH
@578 - R ITIHHEIEPUE O TRl B
PRIEVEE S A N B RIEIER D% 00 VN E, <> MV Y >0 S
2. B - H | \7UV—tlaimrdHs

JHELVRAIZIEZ 7 ) e LT 1 HE 009mg/kg @ 7 HEFRREHHTEEZ 1 39— & F 5,
B3 - B TAEEREOEREEXIZ S BHIRIMIER D+ U N, <> MUY >
INEDBE

D) 7 H e A

WHE, EAZIEZ 7 ) e LT 1 HE 009mg/kg # 7 HRHFHBEAGHERHEL, 3~5H
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5o Tz b HHEHIT W, A ed 23 HMRET 5, Thela—x& L., &h5zik

(% - BEICRIET HERLOER)
1. AT —tILEmE ;
LD 12— ARG TEIELRRVEAE, 23— AHBEG TRV E (8612 a— |
AR Ak FERTHEEIRLS NS WHEMEZ W), i
2) 2 a—AHFEG I, 13— A BHEG-TEMAHE SN IIEPNI TSR, FHRFRO SNBE |
| Y, Db 1 HUEoMEEZ BT 2L,
2. BEHK |
LD TS - FEROUE AR OBENE I S A Kl B ISR Y F L) VosE, <o b
VALY > SIECBI LTl AAO 1 He, S50, 25002 % 5l ) ok - |
HREDHESNTBY, H5CBLTE, BEE LAV E I EET LI, §
2) 7 HBEFHSSIEEET 2 B3, 1 HEZ 24 B0 THRSERIEEL, She 7HI |
HHELTITY 2 &
3) AHNIRAZILABRE FH LT, MoOBEHEHL L ORLE IR UHHES |
‘ AV TORBHEAITETLZ &,
| 3.1 EREORENS
1) 7 H R
AFloFEE (009me/kg it 0.09mL/kg) %Eﬂﬁﬁﬁ5m~vmeLXDﬁﬁﬂyi
ZICMATHEST B2 &,
2) 2 WRI SEE - 5 H M H S
AHoEE R (0.12mg/kg X1¥ 012mL/kg) % AP AN 100 ~ 500mL A D) HiE/ Ny 7
A CHRBYT 5k,
KA % TS D Yptr, AT A V. MOFRBILHEH L v &,

(30
L AT — kv HILE
1) EPIZBIT B ERREBIC BT, A7 Y —t )V AIEEE 10 #H2xt LAA] 0.09mg/kg/ H.
7 HHFHREGETE (13 —R) ORK2a—AFL52ME LS, ARhetesniz7
BHIVITND 1 I—ADADEGTHY), 1 I—AHTIRDPHELSN L o722 FII2B W
TRa—A2zERTHMRBESN Lo U EX VAR D 1 a—2AH5 TR HIRF
TERWIEBINORR LI % 8T 5 720 1ZRLH L 720
2) 13— A#THRIZ, KMIMIZBIT AT —w)VAME (HCL) Mo, LM
SN, IEE R EMBEREA IR S 5 & A ZRERIC B VTR, LAY, A
R OG- 2R 5 2 Lo WHORRRAEBRIC BT, 5. FRBICH LT AHlD
PG 2T ORIRDPBD 5N TV,
EMNIZB 2R RBICB T, R Br % HCL MAHEAT 5 Tt w4
BT ONTHIT 8~ 29 HOWMALETH Y, 72, AFIGROBBEIHIZ X 1 K
A L 72 KA ML O U ERECR MM S O RF I HER 2 T L7z & 2 A, [IEANICB W T
X 30 HEfERCHEL C& -2 L2 Z L, HIRGOBIZIZ30H 0 »H) Mok
ZBWTET HOHEE L R Lit# L 72,




2. B &- 2 | 2 &5
(D3%) 1) ARFNOEE - FED S B, MEEEE T AR Bl IEr o F U v o8E, <~ bVl
Fa v ¥ o5IE ] i, [7 HBEESGE T EE ] RO [2 WEM T HHE - S HEH S o=
WY OFEFEDFHREINT VWD, LD T, HE5OBIZIE, 31 Hoks5E, 1Hd
720 OF R, 5 HEEEREL, BRSELLTVWEIERTAI L,
2) [7 BB sG] 2179 B3, 1 Ho$55 0.09me/kg % 24 BRI A TR S5-4 %,
Ik, 7T HEGERL TIT) .
3) AFNIMHA & DBAZARBEEZ ERL TRV T, K& OBRAEFR LEES A ~ T
DFEME AT B &,
3. EAZALZ W B 72 O A IR B A A VTS 5 2 &,
5% 7 N REREIE. AFIOGREIRET 52 AL T 5,
3. B kK B | (1) BRRME

1) AN7U—tlaMmK"
BRG] 10 B3B3 B BRI T D L B Y TH > 720

2T (CR) 5 (PR) AR (SRR U5 i)
5 Bl 2 5l 700% (7/10)
2) B% BMXITAEEEORBHEX IS B MptIERSF ) VB, vk
JUHRRRY) >/ \jE 2

@ 0.09mg/kg/ Ho 7 H HIHHE ST
BB 41 Bl BT B ERRBGRIZ L T E B Y TH - 72,
2T (CR) it (PR) AR (SRR U5 i)
6 Bl 18 1 585% (24/41)
@ 0.12mg/kg/ H o 2 BER s EHE - 5 H R 059
HEAEB) 18 BN BT AEERRERIZI U TO LB TH o7z,
&% (CR) W% (PR) AR e O i)
2 41 7 %1 500% (9/18)

(2) BEREMFIRBEROREOHED 2 4 9
1) 7 BEFEHRRERE

KA OB G-FlUG 2R\ GO AP PRI, /MR ~NE 71 ¥ 2R O, Hifk
E % TOHRM R ORI 5 ORIEHE 2 REOIRS (LB &fl, TER: A7) —
LIVHIE (HCL] B1) o 25 ORWEHN TRAKEIZES £ TOHEIE 13 ~ 17 H (hefi)
THH, HMEITOHMIEE~ 135 H (Pdfl) THorze AF—FIZENTE_S 1
72K CAK A G- SN 72 81 B (D AT U —RIVEIF 10 F) D 1 a—AHDO 7 —
Y Thbo 7z, MY LG DHEAT S M7ATEMEEIER V% 2 VoSSR 45 B2
WTHR G T — ZIEITIAT L 7R R 2 R E@IRT . a— A& Hiad EFEBIR], il
AN IRARME £ TORMIZIZAEZ RO 2 WA, FRZILIMGEAD 12 B TIARIEI RIS
B L 79EBI23 7% < R COMBAER T W R D 5o

BRIHRBROCE T D REETZEE TOHRBRVEES TOHED
(881 3—R kB : BRERRAEREM. TR A7 —t)IlahkEE]

SER [ o [WEMECo | HES S0
HH (%) Bt BAEA W TH] | e ]
4o 50 2437 1,168 155 8
T Wi (625) | (20500 | (o193 | 64y | (350)
HCL 8 1,655 652 15 8
(80.0) (270-5,276) (39-1484) (8-30) (5-50)
4ol 17 120 53 13 135
ws o @) | a5 | @osn | G | (619)
HCL 2 57 3.75 8 115
(200) (54.60) (3738) (83) (815)
o~ 21 105 95 17 9
~NE'EZREY | T (259) | (81-123) | _( (58-109) | . (7-36) | .. (3563) .
A HCL 2 855 6.4 15 295
(20.0) (8.1-9.0) (6.1-6.7) (15-15) (6-53)

BB el (FEPH)
B RS54 81 BT oMEEE, TR AT Y — VPR 10 BT oEE
* HAL PR (/ul). VMR (X 104/ ul). NEZBE VA (g /dL)
* sk BIBLIERITERICB VT, JCOG DRIVERHERME TR ST 7 L — FIUIBRGRIEO W R Eic bl
WLz &




3. B K
(DD %)

54

&

FRIFEIRRAICE T D HEBEEESZ TOHRBAORIEZ TOHBO
(551 3—A~F 32— MEBEEFFRIF ) VN ERE]

FH FHOE | ¥%a—R | UFa—R | wEMEFTO | MERZC* | JKIEEIr SO
- (%) P& 5-Hi it * A * W [(H] (%) [mEHAR [H]
B 1 I—A | 29/44 **** 2,401 1,196 17 18 55
U | (659) | (11765862) | (334-1933) | (843) | 621) | (313)
L PSS 2 2402 881 165 16 5
RS | "5y | s00) | (13284789) | (340.1955) | 439) | 671 | (318)
H3a—2A 17 1914 975 16 JH** 10
(22 1) (77.3) (700-8,598) | (447-1,782) (243) (50.0) (3-22)
Hl1a—2A 9 122 8 28 3 12
s | 2000 | (02163 | 94 | (343 | (333 | (5:15)
s H2a—R 12 11.05 7 145 4 5
MRS | " | a13) | 75181 | (2399 | (642 | (333) | @17
H3Ia—R 8 1045 79 23 2 8
(22 151) (364) (72-12.8) (34-98) (2-43) (25.0) (6-10)
Bl1a—R 11 10.6 9.6 28 3 13
s | oan | 01129 | (6106) | 836) | @73 | (313)
ANEZOE Y | §2a—A 9 10.7 9.6 14 7 15
Wy e | osm | o724 | (7109) | @39 | @8 | (332)
H3a—A 5 11 10.1 9 4 75
(22 1) (22.7) (10.2-12.6) (8.8-10.8) (2-25) (80.0) (3-13)

B geft (HipH)
AT AP ERIRA (Vul). MUMGERD (x 104/ ul) NEZ O VA (g/dL)
* kT ARITERICB VT, JCOG ORWEMIIEIRETH I — A GH 7 L — F USRI
PMMENEICIE L 72 & &
% % % IAAE = O — ARIATITE & 72 > 72 1 BNEERG 2> & Bt
s ok sk sk P IMEREODSIRARAN & 7% o 72 B H 2B 2 HIER W E D 7280, RIRMEATER TE o7z 1 6l
% BiAk

2) 2 B EEET - 5 BRERRSD
AHD 012mg/kg/ HAPe G SNFAREPEEEIER D F 2 ) Y RJERH 20 BlICOW TS
O — RGEAIRIT U720 5 2 IR EOITR T
BEEIFIRIRGICH T D REMEEHEE TORAB R OEITEE TOEARG
[5510—A~FE 3 0—RMEEUEIERIF ) VN ERE]

H BB | U%a—R | YEa—R | wKEETo | MEFE | RIS
(%) PG nifiE* Tl * W [H] (%) ISR (H]
H1a—A | 17/19 %= 2,300 966 15 12 12
Ceom) | (895) | (15185259) | (3401922) | (1131 | (706) | (530)
. H2a—RA 11 2,059 1,104 15 9 8
WSS | "aspy | a33) | (so13220) | (431725) | 020 | (18) | (622)
H3a—A 9 2,160 1,276 17 5 8
(11 B) (81.8) (1,654-3791) | (752-1984) (8-37) (55.6) (89)
H1a—R 6 14.8 97 24 1 14
Ceof) | (3000 | (22181) | (2111 | (540) | (67 | (414)
s H2a—R 5 124 10.6 25 QHE* 85
WSS | "5 | @33) | ails9) | 6711s) | (290 | (00) | (710)
HB3Ia—R 5 16.2 114 30 2 9
(11 31) (455) (12.0-19.3) (89-14.1) (23-38) (40.0) (8-10)
Hl1a—2A 7 114 99 23 1 24
Ceom) | (500 | (01137 | 68113 | G40 | (43) | (420)
ANEFOE Y| E2a—R 6 118 111 175 2 13
Wy s | @00) | 061500 | (88127) | (338 | (33| (818
H3a—R 5 115 98 8 2 115
(11 1) (45.5) (99-14.2) (9.8-13.0) (3-37) (40.0) (8-15)

Bl oefil (fE6H)
® B AR (Vul)s AR (< 101/ul). ~NEZBE YR (g /dL)
* & BIFLE S RIERICB VT, NCI-CTC (ver2) THI—AHL A7 L — FIIHEGHIHEOVT K
WHICEHRE L 72 & &
sk ok IRl = T — ABIRATIAL & 7 o 72 1 BNEEFEAl2> 5 Brdt
* ok ok ok PHMERBASIARME & 72 o 7o B H I B0 2 FHIMERS WAR W E D720, FARMEAHETE Ld o7z 1 Bl
Z Brot

) ARRBCIE, ko — ARSI S, M EREL 1500/ 1L UL b K OV I/IME 10 % 104/ 4L
Dibzii7z S 0a, moRK2EH T TG 2 M L7z, BRiERRONEAIEEL, Kk
A4 2 AL L C Ol OM AN S Rwiiaid, AHloFG2dkL 72,




3.

B ORR K &
(DD %)

(3) ERPREITAABR | BAMHER ©

Y > 28RS 10 B 12 LTAH] 0.06 31% 0.09mg/kg/ H % 3#ife 7 H HI4Hse R
EAa—R) 2, 1 ~33—A&5 LR MEAELFNRE, RRgE, OEMBRASIC
BOWTHAR EREE 2 2 BEOFRIZERO NG olze 720 AR OF REPIHIVEIER
THEEROND T L —F 4 U Eofi#Ess,0.09mg/kg/ HHGHT 2 FIZEED b7z (b
TR 1B MR 1 61)

* ARFPRIRGR O B 5 T

(4) RFRHER | BERINRFREER ©

A RVERHIG G50 9 B OV Sk S 7242 10 SEBI O PUIES R RO — 8% £ITR T, 0.06mg/kg/
A2 5- 872 3BNIEBI NC TH o 7255 009mg/kg/ HAG- SN 72w 1561 6 FllzB T
X360 (50%) WFERIL. AEEEIZ SO 7T 468 (57%) SRR L7z A YoGR
JiEE B 10 BISR LTy 4K 0.06 i 0.09mg/kg/ H %8k 7 H G sE#HE (12— 2R)
#1~3a—2f5 L7

x® NEBHR—E

PIE e CR PR NC PD R R R B | 2R
0.06mg/kg/ H 0 0 3 0 3 0%
. 1 0.09mg/kg/ H 0 3 2 1 6 50%
1]

TEAE A o 0 3 - ] . 150,
" (0%) (33%) | (56%) | (11%)

0.06mg/kg/ H 0 0 3 0 3 0%

P 0.09mg/kg/ H 1 3 2 1 7 57%

it 1 3 o 1 10 40%
" (10%) | (30%) | (50%) | (10%)

SATRIPERFAT R 52

(5) #RFERVEER

1) EERAITRERICHER
MR L

2) HesatER
LR L

3) R2MHR
LR L

4) BE - RERHIRER
MR L

(6) JAFEIER

1) (EFARAERE - $FRlfRE - MAREBERRAER

<AT ) —RIVALEE RS & L7 s >

AFA DO

AL HRY FER BB THLAT Y —L LV OIE (BUF. HCL) 3. ATl
WO THRLIERTH L7720, EMNIZBIT 5RO H R O R4Ee %
SHICHHET %,

AT IR R L

AR GG | ANT ) — RV IR TARR Z W TG L7 B

B At — A e 4 2 Ao
B, AFGHT VAR, S TS 1l WHEZ Y B % 52
Wiy %o

A A SR 2002 4F 6 H ~ 2011 4 4

10




3. K K &
(DD %)

RPN BT 5. RFGREOREIVEH I E 13 835% (86/103 %) TH D, KAKF
TOENIMERRE (JK6251-2 iEk) ORIFEHFEHES 100% (10710 #1) & kLT
E e L, BEH OFEENC IR & 513 % < BUEGERICB W CRITEH 0 Z 8L E &
HRELSHML2FREIASN o7z T2 RHIDFHHKE SNER 18 BlicA S
EIVEHNE 11 8 51 PR CRIFEDEIEH T - 720 TR G-BED A FEHATR S N BITEH 1,
HiE g, EREDRIER OERMENET VP =Y 2% 161TH Y., BIVEHZEBLEG 04
B FHAEIA LN LD 572,

A DF B L, P ER B D IE S B g 0 SR R E ML T IO & 2R (CR:
Complete Response). #F 7 Z& %) (PR : Partial Response) & 8 A~ % (NR : No
Response) DWW T, HBEAAFA I E % IT- 720
KRR ORAN TSRO AR (BUEEER) & ZhEn705% (62/88 ) KU
64.3% (9/14 1) TH Y. ABKEOENE TAHEKRE (JK6251-2 #ER) 2B 26 %)
13 700% (7/10 1) T, MEETH -7,

<F5E - RO RSN E ORI B L A et B I IER D F v LosE (LU
B-NHL). ~ > by > o5 (DUF, MCL) Z%F4 & U 7= fii e 45 >

AT DR

AT AHNOMEHERE BT LM, AR on T FitHEZ xS
%o

O FFERE T I8 2 B 03 IR
@I e T3 N

GBI T 2 15H

@EPRTI L D BEZO TR

A B E | HESEBIEL 200 1

PR GHER] [T - RSB O TR R

IR S A Ntk B MINaMEIE R Y ) Vo8, < v bVl Y ~
I\

g2 I W2 — AR SR I — ARG TH S EMETE L, mfka—
A 5T % 6 AHLAEZ BTN E 35, 2B, BEERATIEA
FlOBmM I — AT HEI D 3EMET 5,

FAAFEEM 2003 4E 6 A~ 2011 4£ 3 A

RN BT B RIS & OG5 892% (181/203 61) TH Y. KA THOEA
R aRER (EI DA ER R 3B (JK6251-3) M OVEIN T / DAHERRHER (JK6251-5 #5%) )
B AEIERFEBE A 971% (66/68 F) & L TR i3 <. BEH OMFEHIZIZR
AT BEBRGERICBWCREHOBHBENRE (ML FRIALNS
otze T2 HE - HEN T, EIEHOBEICKE ZEwvid e {, RN EH
AONTHG D -7z B-NHL KO MCL OEIVEMFEHE 413, 884% (145/164 1)
KU 919% (34/37B)) TH o7z

SBEREA TR T 26 B 39 RO EIVERI A S, BIVERSEBEI A1 239% (26/109 B1) T
HY. BEHOMBEIIFRN 2 D DIE 0> 7,

ARV (GRS R E) &, [NHL OEERY — 2 > 3 v FHERR#ES | (28 L
THERL L 22 9URE s R SRk s sl 2L e 12 D & | $HY KA %2 % 475 720 CR. CRu (CR/
unconfirmed: A EEEZE%)). PR, SD (Stable disease: %% ). PD (Progressive
disease: #47) O S EMTHEL, PRULEZHRHI L L TERI Lz KREICBITLE
WA (ERPIOEE) 12 630% (97/154 1) TH Y ENH THEKRER (JK6251-3 iAER)
FOENSE T / TAHER RS (JK6251-5 ER) 1I2B81) 2 A% (BUESAIA) 55.9% (33/59
Bl) & FIFEEE T - 720 B-NHL KU MCL OARhH 1. 64.5% (80/124 1) 52 OF 58.6% (17/29
Bl) THotzo

AR O - HENOARZL, 7 H R EERE T 585% (38/65 ). 2 ¢ i
FAE - 5 H I H P 51T 66.3% (57/86 1) TH Y. METH -7z

2) ARFMELTERTFEDABX LK L /R OBE

BT L

11




VI. EEIEICEAY SIRE

1. EESNICEAE | RVMRFFV
DHBIEEMNIE | 7VvyTEY
it & % &

2. % 1B (£ H| Q) ERIMT- EREE D © 9

275 K E “iE deoxycytidine kinase (2& - TV Y Eb# %17, 2-chloro-2-deoxy-f-D-adenosine
monophosphate (2-CdAMP) &7 %, 75 1) ¥ »iZ adenosine deaminase (2 & 57 3 /1t
WP TH 0 F 72D VBRI OVHLER 1213 5hnucleotidase 28 IE L A EFE L W ED D,
2-CAAMP [ ZHIBPICERE L. X 5121EMEK® deoxynucleoside triphosphate T# % 2-chloro-
2-deoxy- f-D-adenosine triphosphate (2-CdATP) 2% TS hilfazmt =883 5, L7z
35 T, deoxycytidine kinase iithA % < 5-nucleotidase itk DALV (VU > 2Bk, HLER) 12
o LT ARNLEIR M EHE R T 52526015,
75 KU EAERERF
e

dCKase
2-CdA 2-CdA —p 2-CdAMP —p 2-CdADP —p 2-CdATP

J\ 5-NT ‘

oy |

2-chloro-deoxyinosine

[ 2-cantPoif |

v v

BB fit LA

- DNASHNDHLD A A - DNASH S A OFH
<) ARRX T LA F RETTEERO P (DNASHD B D E )
“DNA £ 45—+ o O l
l poly-(ADP-ribose) Y x 7 — ¥ OuGMEAL
DNA Ak bH l
! NAD. ATPOHE
HasE l
fiazt

(2) ExhaZENTBABRKIE
1) MESER
O A FEZEAMNB IR 3 2 Mg S HIE R (n vitro) 0
b SRR EDSAMIBIC T A2 5 F U ¥y oM EEH 2 MTT 3 0k
L7 GREEHIPH © 1 ~ 256nmol/L). 3EWEINE. 5538 6 H IS TAMI S Z JE L.
ICs0 Z3RD720 75 FY K~ 14 ~ 55nmol/L @ ICso T ¥ 73ER K OV HLER D w5l B H
kDAL AT LA I B sl i E i 2 7R L7z

FEEBMRICHT 27 N E2 OMfEEREER

FRALAE (H12R) big ICs (nmol/L)
CEM (&) o 7Sk i) T- Y 2 3R 14
MOLT-3 (&Y > /A Ims) T- Y 83k 24
MOLT-4 (&P ¥ 2 PEH i) T- 1 7 S3EERAAR 55
RAJI (N—=3% v 1 v3E) B- Y > S3ERRM 27
SB (B 7Sk i) B- 1 ¥ SSEERMIN -
HL60 (25 stk f i) BV 20
THP-1  (HLBRPE I I5) B BEVERI 24
U937 (HEERVE 1 10995 iegiitiallink 23
K562 (P sk F i) BT SR 256
WI-38  (E#HR) RAESE -

ICs0 : 50% MMM E R (Hrag 6 HH)
— CBGEHREE (1~ 256nmol/L) T ICx i3 5Ny

12




2. & B (f
(D2 %)

H

@BIHET VBT APUESEEH (v x) 1
L1210 e 10° %2 = ARSI L 725, 79 FY Y v 2 RS- L7 LD
FOWHEHICBWTAFNR O RS A 5 L7,

L1210 Bmfm#EZRIEABHE L /=~ 7 AICXd B 1EH

b 91 1)
Fis (mg/ke/ H) $5 05 (p.) 60 H 8L / #00 %?§<m
0 0/20 8.0
32 L5.9HH3hrdsm o/10 100
”””””” 48 o010 120
””””””” 7212, o0 140
T 1~6HH.101E o6 145
”””””” 100  L2dHHJOHIW 0o/ 6  #mERE

1) 60 HH % TIZFEE LBz 313 2 iefi
2) 72mg/kg/ HEECHBVT, 60 HILLEAAE L7z 2 B1ETHH00) & LT, 4010 BICHEI L7 Buids
FEH OHILE 150 H T 72

@FHM b bR MREEMBRICATT227 5 Yy ofitEEEH (7 )
b b MR ESSERE LM-1 Of A T M) > oS hskpk ; ATL). LM-2 (T filig
D U NIEBEHTERE T cell) &5\ id LM-3 (B#ilaY » 2SI skik : B cel) % X—
R 22 PR, 79 FYE Y% 15, 30 KLU 60mg/kg/ HOJHET1 H 2 [,
6 HEHIRAZS- L. ZOPEEEM 2 M L7z,

HBTY A >

LM2 RO LM3 2B WTlid, 7T Yy &b L2 CoR T E & ik L <l
B B AT b7z,

FiEE MEMRESHRIKICHT ST Z K EX ORESER
— LM-1. 2 XU 3MICH S BEXHEBIETEORA (FIfELSD., n=7) —

(%)
10000 LM-1 (ATL) LM-2 (T-cell)
1000
o
>
P
=100

10 . . . . 10 . r r r

0 5 10 15 20(RH) 0 5 10 15 20(H)
BE%EE BE5%EE

(%)

10000
LM-3 (B-cell) * I NBEICHLTEEESHY
Mann-Whitney U-test
<;OOO p<0.01 F1l
2 —o— HHRE
=100 —— 15mg/kg/B Vo : 5K ADESEY 1 X
—o0— 30mg/ke/B Vn : BEROEZY (X
10 . . . . —e— 60mg/kg/ A Vn/Vo : [EZIETER
0 5 10 15 20 (H)
BE5#%EE

13



2. ¥ 1B (£

(D2 %)

A

2) HEIEMARICN T DR 7
O ENER (in vitro)

b b HERESEMR L O E DY) VAR RIBRIT T 57 7 B E 2 oM 5k E
TERZMET L7ze 77 KUK YIE CCRF-CEM (T -V 783 8kiR), WIL2 (B- V) 7%
FERHK) K OE D adenosine kinase KIHZFMRIZ BV Tid nmol/L LD ICs
TR R EEH 2 7R L7z — 7. WI-L2 @ dCKase RIBZEMLTIE, 75 P
OMFEEEHEERISGRO SN o722 XD, 75 ) ¥ oxiEREHIZIE dCKase
2& 5 VAL TH B 2 EAVRENT,

F 72, 100 umol/L deoxycytidine (dCKase DIETHY, 7 F KYE) VIBILOHE
WIHERTH D) FH T TOREFETIZ, CCRF-CEM 123527 5 Y ¥ Y OVEHDH
EINLZENLLL, 77 P ECORRBEHITBWT dCKase 12X %) Y BLAEE
THHI EDPRBEEINT,

EREEEMRICNT ST NUE OMRETERE/ER
ICs0 (nmol/L)

EREYS Hisk 7 RFYE Y 2-7Vtu 2-fluoro-
TFTAXRYTT I ara A
CCRF-CEM T- 1) ¥ S3EERMIN 3 150 420
WIL2 Bk B- Y v 53Rk 35 120-350 2500
WI-L2(AKase /K THZE BLk) 35 120 ND
WI-L2(dCKase/K {25 HA%) > 2000 8000 ND
WI-L2(AKase,dCKase K fE25 5. #%) > 2000 12000 ND

1Cs0: 50% M EsmBH AR EE (72 Re iR 2B O A AN L & b Bt)
ND : R#i), AKase : adenosine kinase, dCKase : deoxycytidine kinase

3) #IEMRRIC Y B 1ER
(O DNA BEHEMEM  (n vitro) 12
b MR 3Bk 2 WT, y %M DNA $4; (DNA strand break) 18181244
577 R)erofifli%z, DNA S G 2 M3 % 5&% DNA unwinding assay
K O° BH] thymidine HY sAA SR E IS TR L 720 2 O85%, 0.1 ~ 10umol/L ® 27 5
FY ¥ 13 500rad @ y # % BY L7220 ¥ 28k DNA #HHE 4 & O 3000rad @ y #it %
RAYT U720 753k DNA ISR 2 30 L 72,

YHRBBEH) > /NBRICH 1T D DNA $#HEB#ES (DNA rejoining) 126§ 275 KUE>DOER
(%)
100 O  Owumol/L
O 0.1 umol/L
® 1umol/L

A 10umol/L

EZEEDIIRIELIFTE T TCORFIC500radD YR EIBET L. ZDEHR
B OB E 28 % Dunwinding =R %8I E

KRRy ARARTRET >/ SERD Z AR SHDNA

PS> Z O |
g
|

0 — |

2 (p5fE)
R ERSRE

YHRERET) > /\ERICH 1T D DNABIEARRICH TSI T NUEDOERA (FEHES SD..n = 3)
[3H] thymidine I 1) A&

(cpm/3 x 10cell) p™
7 WRA RS 2168 = 147
3000rad 4287 + 233
3000rad +2 5 K ¥ ¥ (0.1umol/L) 3605 + 104 < 0.05
3000rad + 75 KU E ¥ (1umol/L) 2364 = 117 < 0.05
3000rad + 7 7 FU ¥ ¥ (10umol/L) 1133 + 264 < 001

75 KUY %y SIS 1 RERIRTSARI L. » % (3000rad) METE #12 [*H] thymidine Z 2. 538 2 B
# o [*H] thymidine H Y A% ) E
7£) two-tailed paired ttest. 77 BV EUVAAEF vs. IEFEAET [BH] thymidine BUY A4 &
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2. & B (f
(D2 %)

H

@) Y RBROAAEE#, DNA SHOBZ K U RNA BRI KT T1ER (n vitro) ™

75 ¥ €Y OMNESCIERNE NI DNA $8BIZ4 T O° RN A A3 A21EH % & bk
FEIML) > 2 XER % FW TR L 72,

75 FYEVide PRI Y ¥ BRI U ClR AR B EE e 2R L. 2D
MAILIERE 2 2 HH X D A FEROK TR bz, T2, 8 EE2 v
MalTld, A% DNA SFRASOMEIZ L 2 L # 2 5N 5% DNA SO ERKH R
QMBI LT D). ZOEHIBEKRGFNTH o720 77 FYEVIZRNA AHRKIC
of UCHEEE 4 BRI H DR, s AR 2 3HIER 278 L7z,

b MR > /N BROEFRR D DNA SHORRICK T S 1ER

A (%) B (%)
1 1001

50+

BRAHF R ES
PS> Z ORI

I
Q

O 1umol/L 0 0.1 umol/L
A 10 umol/L O 1umol/L
A 10 umol/L
0 T T T 1 0 T T T :: 1
1 2 3 4(R) 2 4 8 24(B%R8)
EERH HEEE

A. BEMFEEEIC L MEETFROME (FIfE, n=2)

MBOEFRI erythrosine BEFHIREICTHE

XB IS RUEVIEFEETRICE TR U/ BROERR (128 4 HEOEEXRIE 83%)
B. DNA $HICxd 2572 (9, n = 4)

ZA$H DNA 17 A1) #&HFTO DNA strand unwinding R&X V) &EH

X8 1 T RUEVIEFETICH T 224K DNA OElIE

b MR > /KD RNA BRICHT 275 NUEZ DR
(77 PV EYIAFAE T TO [5°H] uridine HUY ;AAHEIIH§ 5 A, P39+ SE, n = 3)

] , HE AT

RERWE GRIE) e - i
dAde(100 g mol/L) 94 +5 89 =4 90 =6
79 K1) E ¥ (1umol/L) 86 = 13 74+ 2 41 =1
29 K9 ¥ (10 umol/L) 70 £ 5 59 £ 9 32=x9

dAde : deoxyadnosine
1) [5°H] uridine Z RN 4 FEFEIEE R L, 20D Adkm X ) RNA S1mE 257

15




2. ¥ 1B (£

(D2 %)

A

@MINEN NAD KUY ATP B3 55538 (n vitro) ™
BT DNA $iOBREN»ERT 5 &, poly- (ADP-ribose) RV * 5 —EANEEAL X,
MIMLPINAD KON ATP OHEDE SN L 2 EAMBNT W5, 22Tl MRRImY ¥ /%
HEMWTZ I FY Y OMIEA NAD U8 ATP B 258 % W) Lz,
277 K)E¥Y 1 KO 10umol/L) &Y Y RERICEFE LCTw5b NAD L)L #1578 § iy
M T S8ih0, 24 B ICIZEEDO NAD LANVOK T 2#FR L7z, —J. flai
ATP BRI S B TIIBEZE 2L A SN o 724 24 BRI ICIZE T 2532
BOENTz INHEDOTE LY, 75 FYEVIZL > THIE SNz DNA SO poly-
(ADP-ribose) FV A 7 —E &2 HHAL L THIKEA NAD R OY ATP %A S &, #ilfaAfR
WA ESE S LI X DMIRBBEEH 2R3 2 LAVRIE S N7z,
WIZZ 5 FY)E Yo EREHIZHT 5 poly- (ADP-ribose) K1) X 5 —EHED
BEAWMHTH0, lumol/LD 75 F)E VAT TNAD Rk ETH Y, F7-
poly- (ADP-ribose) &BfHERI T HH=aF > 7 I F (Gmmol/L) KR II7% poly-
(ADP-ribose) synthetase [HEHITH S 3-7 I/ XUHF I F (Gmmol/L) ZiRML TE;
FEL. b MR VS EROEGFERZ BRI Lz ZORE, mEAMEb 7T FUE Y
DY MR ¥ 2SERISR T 2 MR BGEVE 2 $IH L 720
PLEDOKF LY poly- (ADP-ribose) &, F 722 D% poly- (ADP-ribose) &1 2
5 —XOIEMALIZ X 5 NAD LY ATP OHMBIPK & ML B0 2 M5t % 5
T5HZ EDREENTZ,

b hRMEMY) > /NEKD NAD BT ATP LANIICKT 305 KU EZOER

A %) B %) C o

100 100 100+

N A
A
5 P £
T L ]
A 50 N 50 4 50
% % z
z 2 N
A [=)
5

@ 5mmol/L =aF LT3R

O 1 umol/L QO 1 umol/L
A 10umol/L \) A 10umol/L A 5mmol/L 3T I/NAFIR
\ O *pzE
1umol/L 77 KVETFET
T T : T : 1 0 _I_I_“_| O T T T 1
4 8 24 48 (B5ME) 4 8 24 (BE) 1 2 3 4(R)

FEERRE HEERRE EERH

A. NAD pool IZxt9 27 KUE>DOFE (FHfELE SE, n=3)
NAD BIZE : enzymatic cycling method
XT58 ¢ EEAE ') > /NBK (4hr : 67.4 £ 17.1pmol/108cells)
B. ATP pool 39527 Z RUE>DFE (FE5fE+ SE, n = 3)
ATP EI%E : HPLC ;%
XIE8 : SEALE ') >/NBK (4hr 1 953 £ 109pmol/108cells)
C. 77 RUEY (1umol/L) DOHIBIEIEIERICKTT S poly- (ADP-ribose) &EEHIDRIE
(F91E, n=2)
HBEDAL : erythrosine B &&FBHREICTHE
XHE . EAE) 2 NEK
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2. & B (f
(D2 %)

H

4) HHpEIRYE
OMIRakEEER (n vitro) ¥
IEEAfE e DRI L O B L 720 2 oSER OV HER, 36 ONSHRRAMESE R AR GMO1380 (2
BIED 27T FY)E Y Z2RIMLS HERE L & & DM EASRE G L7z Z OfE R,
7T RV YRERBE O H BRI U Tl BRI 2 M B 5 (B BRICR 55
ICs0:27nmol/L) & 7 L 7245 i35 Ba sk GMO1380 1233 2 /EMIZFED Sz 225 726
T/, HERICH 92279 FYErofilakiE/i ik dCKase DB AMNERTH 2
deoxy-cytidine (dCyd) 100umol/L fFE FTHII SNz XY, 75 Ky & ridi
JJANC dCKase 12 & 0 ) YL SN CTEDIEH 2 RS 2 EAVRIB STz,

FIEHREICXT T 5 T K B OffifeREE/ER

(%)

100
80—
@ 60 —
ﬂg —O— U2 ER
% 40 W 3%
—{ | B Ik+dCyd(100umol/L)
—h— iRHEFAABE (GMO1380)
20
0||||||||||||||||||||||||
0 25 50 75 100 125(nmol/L)
IFRIEME
X U5 KU EVIEGFE T TS
HRDETFRHE

BARR R OHRHESEMAR - MTT 3%
1)>/\3k : erythrosine B &8 &Hk&%

@M RTFEOWGET (n vitro)
BRI TH 25 FUE YD IC &, ZFOMBBKRICEIT S VLR % dCKase
e LY BILEE % 5 nucleotidase (5-NT) ifittolt ([dCKase/5-NT1) DB
WZOWTHRET L7z T OfEH. [dCKase/5-NT] 25HETH A Mlakk (CEM. HL-60
ELGKR) X7 I PV E IS LTEEZEZR L. [dCKase/5-NT] MMEETH %
Millutk (K562 %2 &58k) 1&2 9 FYEMREZETH o720 ZHOZE LD, 2T K
YV OMIBL IR SN Y R B SR LB RO [dCKase/5-NT] 12& 5T
HEMSND Z EATREBE T,
77 K E> OHEIRE D%

(nmol/L)

21000} °

8001 dCKase, 5'-NT : #lfaihHiRIC & 2 iE MR
° ICso : 7F KB 7N 72 BEREETER D 50%
5 HEPIBTEREERE
? 600
& ° 2-CdA- B M+ : CCRF-CEM, HPB-ALL,
|(;/ 400 o NALL-1, Loucks, HL-60
% . 2-CdA- {ERESZ M4k © (ICso > 200nmol/L) :
JEREE XD Epstein-Barr
200 - viral transformed B- 1) >/\
ZFERAIRENE 4 RV K562
e © °, *
O T T T T 1
0 0.04 0.08 0.12 0.16 0.2

[dCKase/5-NT1tt
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VIL E9EREICEY HIRE

1. MeEREOES - | (1) AREENR DR
B E & mERaL
BEMPREEER
BT L
BHAETOMPRE
1) 7 BRRSHRAERE O ©

2)

(3)

* ARFARIKTR

MEFPRECRREHEE R OEY
(ng/mL)
107
9 -
8 -
7 -
6
5 -
4-
3
2
14

R BF o RSB B

Y UoSRIESEE 9B GERYF ) Lo 6 B, B T > 140, A TR A
M5 ) > 7 JE* 1B, 18D & PR * 161) 12, 4% 006 X% 009mg/kg/HO 7 HIHHE
L LT T 2 4T o 720 006mg/kg/ H 2 $¢ 5- L 72 3 Flo i dEh R Z LA D Cmax 14 5.3 +
05ng/mL (CEYfli + f#{F ), EHREIZ BT 5 M rh R AR (Css) 1245 +
05ng/mL. AUC & 760.3 = 858ng - hr/mL. ti2 (ZHK G- T 1% 225 = T4 BE[ CTH - 72
F72009mg/kg/ HEHKG- L7 6 H1d Cmax 1£ 60 £ 1.lng/mL. Css i& 53 = 09ng/mL,
AUC 12 8937 + 153.7ng * hr/mL. tiz 1358714 30.3 = 95 B CH - 726

RBINTA—A&

TF15fE+SD, n=6

0 T T T T T
0 24 48 72 96 120

BEFAR DR

T 1
168 192 216(hr)

INTRA—% Css

(ng/mL)

Cmax

55 (ng/mL)

AUC
(ng - hr/mL)

ti2

(hr)

0.09mg/kg/ H 60 = 1.1 53 =09

893.7 = 1537 303 =95

2) 2 E~EEE - 5 BEERRE Y

SEHfEi+ SD, n = 6

OB Y F ) OONERFE BN, 77 F)E Y 009 id 012mg/kg/ HD 2 I
M AL T - 5 HRGEH G 217 o 720 REMEO METH B EII LG RICB W T, &
H51HHEHEG 5 HHTREENZIALNT, HHKG ) EMTIILA LRGN

i?‘of:o
MEFRRETCREEHRB R OEYERE/NT A —&
(ng/mL)
100 "
Fig{E+ =
%0 F13{E+SD, n=6
80
% 70
th
i 60
%E 50 - %510E
% 40 -o- #5508
B 30
20
10
o'%ﬁ
0 2 4 6 8 10 12 14 16 18 20 22 24 (hn
A
INT A —% Cmax Tmax AUC tiz CL Vz
el -1 (ng/mL) (hr) (ng * hr/mL) (hr) | (L/hr/kg) | (L/kg)
012me/ke/ H 1 533+260[18 03| 2059 *965 |70 +13]068 =026|70 =35
Semer ke 539 =231 |21 002382 = 1046* |98 +30|052 019 |71 + 22

% AUC (0—24)

SE¥fi+ SD,n =6
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. MAEREOHE -
Pl E &
(D2 %)

(4) PHERERRT DMARE

MR L

CEWOEE R
INT X = A

OB ERDRE/NTA—4

(1) RIPREEE
R L

2) NAAFRASEYF 1
LR L

(3) HEERETEH

0.06mg/kg/ H #5-I :
0.09mg/kg/ H 58 :

4) 2IF7Z>A

0.06mg/kg/ H #5950 :
0.09mg/kg/ H $5-0F :

(5) NHAER

0.06mg/kg/ H 585 :
0.09mg/kg/ H #5-0F :

(6) MFBEHERTR O

0.03 = 0.01/hr
0.02 = 0.01/hr

056 = 007 L /hr/kg
048 = 0.09 L /hr/kg

178 = 46 L /kg
212+ 77 L /kg

#20% (e NIYE, i vitro. “PERENTE)

. R X

Y Len

19




2

AR L

(%) ®

MR~ > 212 H- 7 7 B ¥ ¥ 10mg/kg & HEIEHIRNS G- L7, I - MU BCH fEke e 2 1
SELT2E ThH, RN HNER - MIRAANEAT L TS Reil B BRI IR DAL ol - #ak i B5 v CL
$5- 5 R EEZ R Lo EHRIRERS Cd 2 IRER (IR I OV IR 12D T\ iR BE DI
STREAS AR Ly Wk TR OV JL R 5 IR BE O TS BB 0 AT 203 S v, b b ORI T
BEEETd o 720 Fliid - Mk S DOIHRITHERL ) TH o 7205 M S DHE L) bHETHEIRTH -
720 HFIS. WRAHLRR B O MRALERD S O RIGMOMEEHI IR, RR@IRTH > 720 &b
RER e 82 DHERIMEAITRED SN a5 720

720 WTNOREGIB VT, &5 2RHERICDT N THH0% BRI BIE S

SH- 75 KU EY 10mg/kg Z BEF#RAER S U /-REOfES - BEARESTERE
(¥ A, n= 3. Fi5fE)

P g - MR BERE (ug eq. /g or mL)
P55t | 505 Rellfk | $65- 2 WERTE | #5605 24 WelITR | 4% 5 72 Well 1%
I %E 6.96 1.37 0.08 0.02 0.01
ML 6.80 1.40 0.14 0.06 0.04
s 1.09 0.80 0.22 0.05 0.04
LV 8.21 293 0.78 0.19 0.14
Jili 8.09 2.66 0.84 0.25 0.16
LRI 8.34 291 117 092 0.84
)73 722 262 0.81 0.50 0.24
Il 17.32 842 0.94 0.36 0.23
¥ ek 70.31 16.72 298 1.17 0.69
Il 10.14 4.64 1.37 0.75 0.54
IR 20.76 12.87 1.02 0.77 0.39
gk 8.59 4.66 091 0.85 0.62
W fR ) > 2% 11.60 591 1.17 0.27 0.18
=i 1.99 0.71 0.25 0.04 0.04
B 6.34 1.92 042 0.15 0.07
B 588 244 0.32 0.12 0.08
g5 2.89 2.34 042 0.08 0.06
H 454 341 157 0.27 0.24
/N 6.69 4.20 1.04 0.28 0.15
N ] 5.62 4.28 1.86 048 0.27
BEMERR 861.06 3011.50 251.77 4.84 0.78

M= Z2°H- 7 7 ) ¥ ¥ 10mg/kg Z HEEHIRNE S L 721k, 2RBNEGA -7 0477
74 =2k, IR - RN RS Lo e 2 A 5 30 R IIRFEPIR I8 B e
WRRDHNT2Z L R OREBENEWM OB RERIZHER LV, 7 7 U € —iREidEt 2 520 72
% IR S TV B W REMEAVRIE S 7z,

(1) MK —RBIFTRE M
[BEA~ORATIE] ]

(2) BREADOBITHE
B VR L
<2}%> 15)
MR 17 HE DM~ AIZ3H- 7 5 KV ¥ ¥ 10mg/kg & BRI S- L7z, REEi o+
Pg R 3485 5 IR E M R Ly IR ORI I3#H S 30 0 R ISl flElZE L7z, R MR
DOBURBE AT L, I EZ R L7235 30 3 BRICB W THHGED 047% TH - 72,

(3) AAPADBITH
AR L
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.7 | (4) BERADOBITHE

(D32 %) HMER R L

<é§%> 16)

MV 7 B E Y 1mg/kg Z BB TG L2k, 77 M) e ridm¥EL ) LERT,
G- 1~ 2 R AR VSR SR BE VG L 7o A BB rh iR B2 I3 e PR BE & ) B ARME T D o 725,
HERZMEER XD SRR TH o720

77 RJEY 1mg/kg ZBER T&5 LR ME R O NEERFREL OIOREL
(HEY IV, n =4, Fi5fE)

WEI (hr) | MR (ng/ml) | IMEBARUT RIS (ng/mL) | RArBowL U e
05 364.9 185 0.053
1 2974 31.6 0.111
2 129.3 304 0.243
3 69.2 175 0.277
4 39.0 124 0.326
tiz (hr) 1.16 1.83 -
e B | (1) REEERORBHEER ™
BT — 4

BANEH L VEONTIRBD S F ) ¥ A, 6 BEHOH W RN S v, RELk
BHo L HEVEETH 72,
77 R ED OHEERBIER

N=\
HN NH
o =y
N_N ‘
Y BN A VA, ol =7 or
| g
a NN 0 oson ”
2-CAD (M1) h
al
1 ©) @/, 2-CdA sulfate (M5)
N=\

HN
: WN\O WOH N=\
NN 0= oH 10) HZNWN\ON\OH
or *° @ \l/ (0]

. N_2N
cl »
/ KN CO:H
/4 oH ~ 75 KUE> (2-CdA) \|c/1

HOHNYg( Na O WOH Carboxy-2-CdA (M3)
|
Y © o
N.—-
a A e LN \OH
hydroxy-2-CdA (M2) H:N Yg( NaL O WOH === or X \O w
| ’ 0

. | .
- ) N_2N (0 — glucuronide
[0} =
N\(N ~\ 0~ glucuronide \( \Or
Cl Cl

9-CdA glucuronide (M4) Carboxy-2-CdA glucuronide (M6)

77 M) ZIRAFHRES UIBERPICE T 5 RHTHENR

bainY) xR (%) ™
795 KJ¥Y (2-CdA) ~ 47
2-chloroadenine (2-CAD, M1) <5
hydroxy-2-CdA (M2) <10
carboxy-2-CdA (M3) =20
2-CdA glucuronide (M4) <5
2-CdA sulfate (M5) <5
carboxy-2-CdA glucuronide (M6) < 5

&t ~97

) REORA F VEREEIH T B A 4 VBRI DWW TH
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(D2 %)

(3)

(4)

(5)

(2) RBCEST BEFK (CYP450%F) OHF#& (in vitro) ®

EMFIZEY = ARSI EHCIHBRICBNTY 7 F)EVRIBEALR#EZITT, 3
OB (M1, M2, M3) 2¥HEBDONZDATH -7 b b CYP FBLR % v 725l
Lo ofHY O A& f4 O CYP % 4 (CYPIAL CYP1A2, CYP2AG6.
CYP2C9. CYP2C19. CYP2D6. CYP2E1 J¢ UF CYP3A4) DRI G-A%ED b7z,

YEEENROFERVOZDEE
AR L

REYOEEDOEERULER
Witk L

EMEAHYORERI/NT X —&
AR L

6.

HE

(1)

2

3

HEAHERAL
FRAFIHEE S S,

BEtHER

1) 7 BREERAEREE 2

) URIES R OB GER TR ) o8 E 6 B B2 T A > o~fE*1 Bl A T Al
FIp ) > 7S 1B 2Py >R 1 E0) 120 2T KUY E Y 006 i 0.09mg/kg/ H
D 7 H R SR EHE % 1T o 720 REAUR L OREALE + 3P (2-chloroadenine) DR
PR R TR B SR I IE— 2 T B G-I 2 IR i RRETE R R 2 bR
T 230 ~ 56.5%. RZEALMK + LB T 257 ~ 572% T 1) . P52 0% 38%H Ll & %
FIRPICHRIE S N7z 72, HIRPBABIERE 7L T7F=0 - 20T T Y AL OIS
BRMHEEZRO SNV, ZLTF =y - 2T T Y ADBHENERVWEZICBWT,
fisd BENIERT, REARO R A BRI AT REERD 1 B EL %S
AR Sz,

* RIRAIRF

2 BFRE SUEEST - 5 BRERRE D

EREIER Y F ) VNERE IR, 75 FY ¥ 009 i 012mg/kg/ Ao 2
W) - 5 A A3 52 1T > 720 RELERO SR PR GBI b, 13132
THY., RGBT 2 BERPPEERZZNZRZGEOR 0% TH o720 T2,
BRRPHRERE 7 LT F=r - 27U T T ADOMIIGHE A2 4 5 7% IEOAHE AR
5Nz,

2)

HEhRE
EEl ¥

M

2)

3

FREESEAT
LER T L

i et
AR L

ERMAER
LR L
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VII.

tt (EREOIES) ICHTSIEH

s [ W

p:!
M oy

A D

&
=]

1) KEDEZEIZ. BREFICTDICHBE TEDEERRIMNODACERRIC A BBEEIFD
ERDEHET. AFIDEZRESDPBEYEHMENDERCOVWTOARRETDIE, T A
BBBRICHKIL D, BEXITZFOREKEICHENEROEREZAHAL. AREEFTHOHE
593z,

2) BEEIHIICKY) BRAESOEELIEAPREX IEETH I ENH DD T, ERICERRKR
ME (IRRE. Bk TR ES) 27 0RE BBEOREZTACHEITS L [[&F
EREARIE] [EXAREIER] 0ESRE]

3) BEMEDUUNEKBEDICKY . EEORBRAEHPERBRXIIRIRT DI ENHDHDT. 58E
ICERIRIRE (MARRES) 217 5RhE  REFREORFICOVTRBLREZTOZE [[E
ELEANIR] DEBE]

4) FNICEELZHERSEIREINTNDS [EXLREIEHA] OESE].

BE. FEMERICH=> Tk, RAXEEHZD &,

(f33)

1) PUBEMEEANC S EOEEFHE LRl L 72,

2) RFEPG I ERBOMEIT L0 T REEIH G Bk, A IERED . AR IMERIR A, /I
W) AR | ERESE ORIVEH D FBL L 235 D35 5 720, RAVEREAR D 72D I ENC
FRPRARAT (MR, EREhE - IR Ss) 2479 2 & BB OREZ T+ cBgis4s 2 &,
(P25, MM L] ; 2. EERIEAREE, 3 AMEM 1) EREZEIEHOEEZZK,)

3) ARHOHEGIZX D) o5k (CD4 KU CDS Bptkod T M) 254 L. iz CD4 Btk T #l
Bl B IENE IR AT B 7O \B S REIIHNIC X ), =2 —F Y A F AMidk, BREgE, w4
A EGeE o EAE H AL AE (BRIEE, Ti2558) D3B3 2N S 5. REMMRD7-
DITHNN IR (MEHRAES) 2179 &, BEOREL THBgTs2 L,

(P25, [ EoiEE] ;2. EELERNFZOEESI,)

4) WEIFTAHI O E RSBV THE SN TV A EE L MRFMEA, THICEEHERS B

WTHIMEEINTE D KHIO - A& TOMRHETE T 2 DD 5 72Dt L 72,

(P27, [fiH L] : 3. EIfEM 1) EXLEIEHOEZZ,)

IS
(O

Y
7

N
5
HE g
)

&
==

A

1) AHIDORA X LBBAEDBIEED & 5 BE
2) HmXIIERL TV BAIRERDHDImA [[3EF. ER. RILBEFNDERE] OBEBR]

3. RHEE - IR ICHIE
THERALNDEE
E 2 0 BEH

Y Lew

4. % - REICEE
THERALDIE
& T 0 ¥E A

1. A7 —t)Lam%

D 1 a—2HFESTEIIEONZVWEAE, 22— 2HK5 R fTbhnwz e ($512a—
AR FERATHHESR SN TR V),

2) 2 a—2Z2H#HEGIE. 1 3= A BEG-TEIP S NIEBNFHIE, TR0 SN 5GE
IR, %ty 1 » HULOMBEEBEITH 2 &,

2. &B5h*%

D FE - U RBRPIE OB EN: B 30 A Btk B Mt IER Y F >0 Vo8, < b
IVHINEY) ¥ 7S IEICBI L Cld, ARFIO 1 Hi, $#5R. 5 0882 M) o fk -
HEDRESNTEY, HGITHL T, BEAELRAWIIFEETAI L,

2) 7 H B AR T AR, 1 HE 2 24 BRI A TR MG EMEL. Sha 7THM
R LTITH 2 &,

3) AHNIMAZARERZ HM L TV inizo, MMoFE SR L ofta U F Ui S
A Y TORFHEAITHITASZ &,

3. 1 BREDOHRNAE

1) 7 H Bt s
AFOHE R (0.09mg/kg Xix 009mL/kg) % AL 500 ~ 1000mL A D FiE/N
ZIMACTRET L2 L,

2) 2 W MEERE: - 5 0 A%

AF O R (0.12mg/kg X1F 012mL/kg) % AEBRAIFW 100 ~ 500mL A ) m3H /N
JIMZCT#E$T LT &,

AR 2 ARG BYdr, AMAIEEE A, ROFmBREIEHEH L 2w &
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4.

HZE - HEICEE
TH3ERLEDEE
& Z O ¥ H
(D2 %)

(A7)
L A7) — & VL%

1) EMNICBT 2 BIRERBRICBWT, A7 Y — VAR RS 10 F1 LAR 009me/kg/ H.
7 BRI AEEE (12— 2) ok 2 a—2AFKL5 2T LE L7225 A HE Sh:
THIETNTFND 1 T—ADADHEETHY, 1 23— AHTHEIESNZ) o 2 FI2B W
TIEHI—AFERTHRIE SN o720 XY ERFD 1 a3 — 25 TR BT
X VIEBINOMER L% 5% BT 2 72012588k L 72,

2) 12— AT HIERIMIZ BT AT Y — v VI (HCL) flaoiA ks sn,
% 2 RS MRS B9 5 & FOAD BB BWTHES. BRLULZEEICHY, AR OEE
HARWHET I WNOBKRREBICBWTIZ, B, BRI LT, AR/ 217
WETEATED 5T W5,

EIPIZ B B RSB IC BV Cld, KREIMICEB) 5 HCL MilaasE Xk 5 T2t 245
fEAESNBIT 8~ 290 HOMBDBETH Y. Tz, AFIRGHOGBINHIC X Y KD
L 72 AN I H o 5 fp EREL R I/ MRS ORI HER 2 Mt L7z & 2 A, MBI B W T
30 HAff CHEL C& -2 &4 Z L. HEGOBIZIZ30H U »H) DEolEz B
WTHET 2O FE L &R LRtk L 72,

2. %6595k

D) AFIORIEE - 5D S B, [REEE UZ AN B MR Y F ) Vo8E, <> bVl
Bav > SR i, T7 HRIRERe s | ROy T2 RS EE - 5 HREN %S| o5
D OGS HENPEEINT VWD, Lo T, HEGOBICIE, 3 1 Ho&k5E, 1 b7
D OFGHEH, S HBEHERL, BEPELLVEIEETLIE,

2) [7 Bk AEEE] 2479 B3, 1 oS5 0.09mg/kg % 24 BRI T 555 2
Lo INE, 7T HMEELTIT ),

3) AHNIMH & ORAZALRE Z ER L TV WO T, MWH L OftS E UiES 4 > To
[RIREE AT B 2 &

3 BEA AL R T B - ORI A AR 2 TR 2 L,

5% 7 B fid, AFOGREIMEST 2 LA L TWv 5,

5.

BEREARE

zZ O B H

1) BEEOD L EF [EWEHD ML H5bNEBLNNH 5]

2) WEEDODH L 8% IFEELZELIEL2BTN1DH 5]

3) BAIEZ G L T2 EHE [ERIHIC X ) BIYEIE S5 2 225 (B, [HE
BREEARRERE ] [ERZEIEN] OHSH).]

(F30)

D AL, EE LTHEAD SPEES 2O T, HREEAET LT 25512, AFIO R IR
H3FsHE LEIWE 2SR & 5 b A WHENED B b0 BFREEZ AT 5 BFITIIEEITRG T 5 2 Lo

2) KHOFEIZE Y ALT (GPT) EH. AST (GOT) LADEIWEHAHE S TEY ., HFEE
AT HEFCB VT, BIHFEEDIEIRD G C H 5 b SR S 5720, HEIZHRS
T5Z L,

3) ARG E Y, FREIIH] GFrhERiRA, AR, RMERRD . MMGRASE) A5 S
D\ EYSEFORIWEH D FEB L 7282 d 50 BIYEZ & 0F L T 2 B 2B W CIEAYE
BT 2R D B 70, HEISRG T LT L,

(P27, MM EoikE] : 3. RIEH 1) ERZREWEHOEEZSI.)
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6. EELEAIRE
EZDEBARY
T I

1) ARF OG5 LY S FEEFEDTHIH] S A7 R, BYYRE R LS o0 4 2 BRI S L1
BT HI LD LHOT, FHENZEERMRAE IR, Brae - ISRt 21752 L.
BEOWREL THICBIZT22 L [&E] [EXZEWEH] omBRE],

2) EIEMED) Y SERIRA BRI CDABMEY v 8Bk i) 12k, EIEDRENEHHITE
BT LI LD D5, HNNZEHRRAE (MERAES) 2179 kL, REAEZDOIREEICD
WTRERREZITV, Iy VFEOEB, A AT I AV AEDOT A VA, =2—F
VAF AT BN & B HNE AR RIEGATERD LN G IEY R LE 2 479 S & [ .
[ERZEER] ©oHBR],

3) S UL E B 2 A 3 A 0H 2 REP SR RESH. LIRS 25613
R R ERIHNIEE T A2 L,

4) SN BE R AR O BB ST AYA I MRS 2B A EET L [[Zofto
HE] oEsR],

5) HOSEEMEIMEEMASHE ShTnwb 0T, HOfEESnEE oA EOA K, 7 —
2 AFEEOFERIH D 53, BIMEEMOIRBEICOWTHERRELZIT) 2 &

(f#3)

1) AAOPEGIZE D, BRI GFPERRD. BmERD . RERRA . MMGRD ) A5k
D, BIASESEOBEADSHB L 285035 5720, RGO 72 OB R (R
. EARRE - HFRRREMAESE) AT R L. BEOREEZ THCBIS T L.

(P27, [MiH EoiEE] ;3. EMER 1) EXLEIEHOEZS,)

2) AHFIOPEHIZE Y Y 3Bk (CD4 U CDS Bitho T #ll) AYKA L. 412 CD4 Bt oo T il
NI ZBIENE ISR A S 5 70 @R 2 BRI L ), =2 —F Y AF A%k, BEEKGE, w1
ARERE O FAE H AL GE (BUMEE, %) 2RI ARl 5, ZaMEMROzD
BN R (MRRES) 217528, BHEOREEZ T+ BRI L,

(P27, [ o] » 3. 8IfEH 1) ERAREHOEY ZMH,)

3) AFOFHAC X ) BRI GFhERRD. AR, RERRAD. IMGRDE) 252D,
BYES ORWER I B L 7205205 5o Sea I U35 BHIE R 2 A 5 % il 2 AR A o$
G, $e5-rICBE T 28 A SR B SRS HIH S B WREMEASD B 20, TR
ThHZE,

4) HINCBWT, =7 A FNEHWEER Y T, 25 KUY Y Img/kg/ H. 1 EBBEX
B F# G %7072 2A EOENENRDO LN TV S,
e~ 2% V-8 (1. 5. 100 30mg/kg/ H @ ZTF#H#5) I2HBWT, &A#| 10mg/kg/
AL ECHRBEEEOMA. 30mg/kg/ B CTHREMA, K FARTE RO AE N IRERPER T
BoBMAAH SN2, RREROCZIERIGEBE I e o720, U EX Y., ARTEEZ BEIC
BG4 BAIE RIS 2 B2 LET L2 L,

(P37, [#H EoiEE] ;9. Z0MOFEOEE S,)

5) M BT BEERAEBIC BV T, BELREHO 12 LTHESRTWD, AAIFESI2L S
FIERT I S 2Tl e v MRS MEESEFER DX ) VOO LD TH LB 8
HHIME (CLL) BEITBWT, BRI ACERBORBIBHEN S W wbhiTw 5,
LAaL%As, AOREREZ S LTV CLL BEICAA RS L%, HOREER
MR MO EFEATFED SN/HE 2 H3b oI ehb, REERE L
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(1) BIERDOBE

ENERREAER
1) 7 BEFEHE~EEE

EIWNIZBWT, 7 HMFERSREEEA 7 Y 2 — IV CTEME S 72 iR R D 224 2740 35 51

81 HI(H BAT Y — )V A MIFEER] 10 1) v 76 1 (93.8% ) \FIEH (R AR Al 5 % & dr)

HRD BNz, EREWEM [10%LALEZFLEK, () PHUIANT Y — )V FILEAE S D 5B 5]

B 1k, AMEERE UCiEGeE* " [28 (7) #134.6%1. .l [18 (3) #1222%]1. %895 (K

JEREE) [14 (2) B 17.3% 1. B9 [13 (3) #1 16.0% ] IRFE R [12 (3) Bl 15.6% * 2], F8#h [12

(6) Bl 148%] TH o720 Tz BRMAEMIZOW I ERIRA [62 (8) B 765%]. HIML

ERiEA [60 (8) 1 74.1% 1. M/ [43 (3) Bl 53.1% ] AR MERIKA NEZ T ¥ s (45

37 (3) K1 45.7%]. ~~ b2 ) v MEWKD [37 4) #1457%]1. ALT (GPT) L5 [14 (2) #1

175%* 3], IgM i8> [10 (=) 1 175%* 4], GFMeEkis% [14 (2) #117.3% 1. &ER [13 (1)

B1171%*5]. AST (GOT) L& [13 (3) #1163%*3]. #&mwA [13 (1) #1160%]1. IgG

WA 18 (=) Bl 140%*1]. 7TIVTI LT [9) B 115%*S]. TIVAHY T+ AT 75 —¥

5 [9(3) #111.3% %3], IgA A [6 (=) #1105%*4] A RBD SNz (RN

* 1 RRYE HPIRIEIE . MOV A L WOIE, e, DRI e, IHUE Je, b SGEIES AR, e 2%,
T T A OV AN AR I S A VR B S A A A b A AT 7 A L A e B IfLAE
s e, Wlige, 7 AV F L AP 56, SR ESHHEATRD STV b,

* 2 AVERHIER] 77 B

* 3 AMEEHER] 80 B

% 4 RAVEEEMSES 57 1 (AT ) — OV FLLE B TR T

* 5 REVEHIER 76

* 6 ZRaVERHlES 78

2

~

2 B sUEER T - 5 BRERRS

ENIZBWT, 155 - TRUI GBI O IR O A Btk B fifatdkk o % o) »
NJE, 2 PVHIRR Y VSR (DUFAREMEEIER VX ) 8 E) BB 2RI 2 KR
WHiEE - 5 HELDE H$ G- A ¥ 20— )V CEi S 172 B IR 5k 0 22 4 Pk SR A RE 51 23 151 42 451
(100%) WZEITEH (BRRMA M B 2 &) 25300 Sz, F2EIVEN [10% LLE % FE#k] &,
EMEAEIR E U CRGSE*, MO, RIS (457 #1304%]. 3895 O Ekid) [5 6
21.7%]. BEJE. TR, FERL. Wk, JEY (£ 3B1130%] THorze T EREMAMIC
DWTIRFERRA, HILERRD (421 #191.3%]1. 1) ¥ 38k [20 61 87.0%1. CD4 By
P v BRI [19 61 826%]. HMU/MGEA . ARMmERIKD (% 13 #1565%]. NEZ/OE ¥
WA [10 61 435%1. ALT (GPT) k& [561217%1. AST (GOT) 5. k% (4%
461174%]. IgA WA BEEA, » GTP EA [%& 361130%] D SNT. (R
w R ¢ AT, RS, R MR e, R, BEMEZS. BB LTS,

BYEEREREE (AT Y — IV 124 JEBI TORF EF G ]

M BV TAT ) — )V IR 2 3 R E N S N2 BER AR Tl %5 2 B LUIAC 124 f1
B 110 B (887%) ICH EFHE A ONT VD, EAHERE (10%EE LR & A
FEIR & LTI (61 B149.2%) . J895 (38 11 30.6% ). TE.L (36 151 29.0% ) FEJE (29 51 23.4%)
FIRRANR (28 61 22.6% )« TEGTEBALRE S (19 B 15.3% ) MR-, (AL, D5 B8 (% 17 B 13.7%)
BIE, D F (% 16 61 129%) . THI. BEHE, Wbl 24, S83E (4%5 1561 121%) . 87T (14 51 11.3%)
S (1361 105%) TH - 770

7235 4 SEB LA W 20 T BRI [500/ 1L A ] (85 11 68.5%) . ~NEZ T ¥ Vg [85g/
dL &1 (51 61 41.1%) . M/IMGEA [2 x 104/ 4L A1 (18 41 145%) . FE#k (85 %1 685%) .
J&YHE (38 1 30.6%) DL SN TV 5,

* AH] & OREBROA T2 0b SFRILL 72 H%

ERERE

AT =R IVEIEZ R G L UG BT 103 Bk 86 1 (835%) CEIMET (R
BAMRTEZET) PBOONT. EAREER 10%2 L2 & HilmEkmd (50 6l
485%) WFHPERIEA (30 B 291%). MU/IMIGKRA> (27 B 262%). FIfL (22 61 214%). GFHREREY
% (14 B1136%). 395, U ¥ 738k (% 13 61126%). ALT (GPT) b5 (1261117%). %
BRI AE, BRI (& 11 61107%) Tholzo (FRERAHE TR
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FFE - BRSO IHE AR O BB B SO A Mtk B e tEIER Y % o) LS, < v VI Y
YSNE R R G U7 SRR AR 2 BT, 203 B 181 61 (892%) ZEIVEM  (FRFRMA i %
ZEt) BROONT, EREWEM 10%LL L&) 13, BmEkiEd (133 #1655%). IM/IMK
WA (101 61 498%). UFERIR D (70 1 345%). V) ¥ 73Ekik A (67 #1330%). H il (44 )
217%). WEAWKD (26 B1128%), ~NEZOE VKD (25 61123%). TIVT I VKT (2241
108%) Tho7zo (HHEAK THE)

1) EXLEIER

(1) SEEmEH
PLMERIK D CHEEASE) 1) ¥ 2385k (87.0% ) i FRERIE A (79.8% )« FLERIK D (77.9% )
MR (538%). Al [FRIERIEA (481%). ~~ b7 VU v M@ 457%). ~
EFOE VA (452%)] ASHEBUOLIHE L, BEMICHER T2 E0H 5. KAOF
BEENEE X G-BIa R R O 1 » BES R EFETH S, FRICHEG-IGH% 8 HIEMA 1
| DL E OB T A 2179 7 EBEOREEZ T 085 L, BElBo 55461203
B EZTH 2k,

(2) EEEHMRKE (EEAERD)
WofiiE, Wi 2855 O FHE HFEGREDH bbb T EeNHBDT, BlgEr H5Iqrve. B
VRO LN AIITE B IR G- 2RIk L. PUAAL PLERAL St 4 VAR ORGSR L
WY R WEEITH T &,

(3) ETHZEMBERE (PML) (BEEREAD)
HEATEZ A EE (PML) 23 bbb 2 EWH 5D T, KAIOFEFLM AP &K OHE
PR THRIIEEORELZ T ICBIZ L, BalkBEE, FRAMBEE, BMVCER (R, TR
), SEEREE, MEEEZEOIEIRYD S bNgEE. MRIIC X 2 W{EZ W& OHME
BERRA 21T & & b, FhHa kL, #URREZITH 2 L,

(4) EEEMm (1.0%)
HALE A S 5D T EAHLDOT, BHEOREL THICHLEL, REFBOLN:
WaiE b i ek L, @R 0E 217 2 &,

(5) ERLMHESNE (BEETED)
AAoEAE GFEiiEOBFHED 4 ~9f%) 2H5 SN EFEICBWT, HE
AR EYE GRS AR xR - PUBRARERRED) Sl SN Twb, st 58
EHEAEEDH 2 LB sh, WFEOME - HRTh FNCEELMEGEEIH O D
NDZEDH 5L, WREENS O bNIGAITIE. REIERGPIEEEET 52 &,

HIFEEOAR 22
0.3-056mg/kg/ H X 7-14 H | ANEXIREE,  TUEAS SRR
0.1502mg/kg/ HxX 7H | FJ ¥ NV—dEfEht, 777 v -kh— ViR
W A= |0.09mg/keg/ H*x 7 H AL, AE-H o, ik
Cheson, B. D. et al. : J. Clin. Oncol, 12 : 2216-2228, 1994 X b $f¥#y

e FH

(6) FEBRAEE(REE (JEEEAD)
MR OK & 2 BH CHEEMEEREIESD b b I EDH b 85 IR A IMEREL
DL WBFIE, TEEREREER OB LIZ 5720, BIRERE G O ¥ 5 K 0% #
YK ErERT S L,

(7) BEHEmM% (1.0%)
VSR RDSH HbNb 0B DDT, B T ITREEE, B, FEEAEORERD
RO HLNTZHEITIER NI XA R IT V. KFlOFG2hi35 L & HIC, BIFRE
FIVE VR OPRGEOBY L WEEZITH L,

(8) EELEBESE (RETHD)
B2 8 RGERRE R (Stevens-Johnson JEMERE) . HaEFREEIE (Lyell JEGERE) 7 &8
Hob b EDHHDOT, BELTHIATV FBE. DEREORE. ON%R ED5FE
DONIGEA RS2 IR, #REZITH 2 &,

(9) 2UBREE (GEETHD)
AMEEESORELEEEND DL EDVHLDT, SHREREZI1T) & LEIEL
FoH TV BEIED SNLLAICEEG 2RIk L, SR LEZITH 2 &,
) WO BN & 5 \WIZiEsh Tl S NzRITEIC O W TIIBEA & L7z,
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(F#30)

(1)

(2)

(3)

(4)

(5)

(6)

7

8

9)

B

A OPEGA XY SREIH GFPEkiRA . ik, RimEED, MMGRAD ) 2S5k s
0. BYYEFEORWEHDFI L85 1220 X5 L 720 LT UC G-CSF 354, 1fi/MR
L[| R W N

009mg/kg/ H 7 HHEHF M MEE THEMG L 2 ENOBRRBICB VT, KRG Snz
81 FEBI & K GG BN B D BRI 24T o 72 & 2 A, KFD 1 2 — AFK5- 5% O MR
FAEORARMETNE T oYM Ob gl (0 (X 0hEkA 155 H (643 H)IAVMEAT13 H (343
H)s NEZ70C 2517 H (736 H) TH Y., HHELEFIZBIT %R 5 HHE F Tol
Mo () & FhEka8 0 (350 H). IMi/MEAT135 H (519 H). NEZ T ¥ rH79
H (353 H) THho7o T2, 012mg/kg/ HD 2 IR S HE TIEM L 72 FN O RRIR BRI
BOTH, oM ALN, Lo Ty RAPG % 8 A MIEE 1 [\ 2L S Tl iR
HxfTH T &,

HEE H AL hE

RFNPEG 14 OFFHIHNC & O ok Bk A, AiEkikd, Rk, R
ROENLH, ZOMIZ CD4 KO CDS Bthd T M2 35 Z EBH LN TWS, BIE
PED V) ¥ SERIEANZIED BB R EEIHRIC X D, 22 —F Y XA F ANid. BEEBEYE v A
b A JRYEE O FEAE A R (MUiiE. Migess) 25883 2 WEtErd 2720, BEDITE
OOLNLGACEIEBICHES 2 ik Ly PUERL PUEEAL 07 4 V 2HORS 7% EEY) 7%
WMEZTH Z Lo

EIN DR L ). ANV AV ZEG e, 4 b AT a7 AV 2 &G, HREG GiE)
ENFEHL T b,

EINOERE (HCL) I2BW Tk, AFHFS-SHHE XYY 85k i3AE (P <005 12K
AL, VB3 » HH Tkt L7zo F720 AAIHS- 15 HH L ) CD4 KU CD8 Bt %%
FE (P<005) (WAL, WiEiE4» HEH T THRBE L. #8132 » A BICHEMERN % 272,
HEATE S A VR E  (PML)

ENAFOTTHZICB T, KH L OBEMEAEE TE 2 WETHL B EE (PML) ¥
BHREPHE SN TV D, —EIIC PML OFBUIE ) ¥ 738k I UF CD4 BRI 5o ik
DR T HEEZOSNTEY, ARELGIZE ) VBB PHE SR TWE I L, bt
WL 720

THALAS Hhln

FEINIZ BT 5 R RBS R IC D &, il e & H IR L 720 FEINTIZEILE X 1.0%
(1/104) \ZFEDH S, FREIHIEHREOBELEHILIZEE L 2 0S5 WHEEND 5720, R
EHRO LN IEE BRI L, BEARREEITH 2 &,

T kR

KAIDOME: - HRTHLRBT RN EZ SN D720, ol & IR L7z #IhC
BTk, RAOEHERG BV TEELZMEFEEIRE SN TBY) @ 205 @i
5 THMBREEDO RIS HE STV %),

955 1 S A T

PUEPEIEES A3 G- M KB ISARFE T RSO Bi3BIc L 0 . BBCHED ©H 2R
BAERT A LICLVBEEZ ELTHRENH 20T, NOETFIHT 57208 REEIL
JEREA] (7a7) =) o5 R OHEE) KGR EE T 52 L,

R A

FEINIZ BT 5 R REBS R RO &, bl & H IR L 720 EIN TR MR %1% 1.0%
(1/104) I2FBDHN TV 5B,

W2 R JE R

WM BT, RFRGRICEER AT A — T v A =V 3 v VERERE D bk 3 R 80
IE 2 SOEERFFHREN I L MG ISR &, sk s & IR L 72,

AR

B S OIS B A RIVE - ERCIRDLIC R D & bl & & HIZREIR L 720
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2) ZDOMOEIER

TROBEHPIH 5bNEIENHZDT, TOLI) LA TEYRRELTTH T L.

10% LI E 5%~ 10% K& 5% i SEE AR
)4 B 5% ZIBHMRIEE, 29 | 0. ALEE. SME .,
i SRIE
B OB Fi)@’ﬂ"ﬁﬁil WG B 2 | fliiJ). BRRTTE
FEFRARAER | B KRR, D F W | AR, A2 IR, J
L e
iR TR L gE
=T | A TN Mg IH:, T 9 ERE, B B . | S
g%, LIN4E
Jins B& | AST(GOT) E&-. | »-GTPEH. v | ¥YLE v EH
ALT(GPT) bH (€Y 2 =7 U B
P, TV AY T
A7 77 —=%¥ L
H.LDH EH-
g BB AN EH VY
VN N RV Ry VN (=5
Ty ANY 7 LK,
F MUY AKT, 7
o—)L kA
%’ R Z Bk, AR, TR0 [
SEL D RED, I
A, DEXEY
(A-VZ7uavy ), il
RL
Rz P 1 PR] 0 WD B | P S Ik, g
Jfgf g8 . BB X% | . Bein
W, PaOAKF.
PaCOAKF
m | CDABmEY) > 238k GFIR BRI L ) O | AP A e ] S
WA I ERERIEZ INERFLSAE L LN | R
IgAwY. 1gGiRk 6150 INEANSEl N/ B N
A, IgMigd AEXEI. GFme ek,
HIRIEZ | TgGHIN,
SEEEAT rP BRI AE
W ROER|E|ER MR RIEE S | SR, JRFE, BUNLE| 2L 7F=> L5
A, BUNKF. Hi
X B BB AL | RGOS JiE M HiAg
Z O | IREIKA, FEE IS TV T I v RERIN. K | TEE, I JE R
EAWRA, B | T W SRR MEEE, & | AR, fIE. CRP L
(iE) * AR -

GG RIS BRIV Bl B 2%, e, BRIR IS, b ASGE e, MRR,
HER T T T AV AR g8, ARSI 98, BEIE 2%, RS, A b X AT
27 AV A JEGe, BRI B e Mide, 7 AV OV AR 98, BAPEIRGSE | IR e A R 4%
HRMERE RO LN T Wb,

) WO EINEGE & 2 WIS CHE S NZRITEINC DWW TIBEEAN & L 72,
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(D2 %)

(2) HEMRIFRARREERVEFAREERE &
ERREREICHITDENER - BREORKRKNRE—ER (N7 —t/ILaMmK)

527 u— VIIAE
) A E

*E MY Z YY) RIiE
7 V73 VIigE
AV 3 % A iLE
%2 ° — VI

K MU AdiLSE
B A I

JIER 955 97 S A A
SRR

= R DN DN DN L
—
—
©
e~
fun?

M HRGRRFEDIRDL | i B A T & Ft
AR 9 88 92
AT B 10 103 113
BIVEH O FSBUEBI %L 10 86 9
EIVEH DI BB 105 398 503
FIVE ] 0 S BUE B 100.00 83.50 84.96
BIVEH O RIVEH ORI BUER (HHE0 % (%)
BAYEB SO AEME |7 (7000) | 19 (1845 | 26 (2301)
IR PR 1 (10.00) 1 (088
RS % 1 (097 1 (088
LRI T A~V F I ASE 1 (097) 1 (0838
iz e g% 1 (097 1 (088)
e RER TS 1 (1000) 1 (088
| E55 AN 1 (097 1 (083
HflA LA 1 (10.00) 1 (088)
GERINI TR 2 (194) 2 77
J&Ye 1 (1000) 2 (194) 3 (265)
M 4% 1 (10.00) 1 (097 2 (177
Jili % 1 (097 1 (088
* Wi 1 (097 1 (088
I g 2 (20.00) 3 (291) 5 (442)
*WmAEYE Y 3 v 2 1 (097 1 (088
k%% 1 (097 1 (088
A Y 1 (1000) 1 (097 2 (177
A 1 (097 1 (088)
T A M AHT YA A MAE 1 097) 1 (0.88)
R ek e 1 (097 1 (088)
JIF 3 e e 1 (097 1 (088)
Za—EVAT4ATVOY = ViR 1 (097) 1 (088)
WREE IR 1 (097 1 (088)
W) 20973 1 (097 1 (038)
IR YU 1 (097) 1 (088)
LIRCESRODEAT N (R 37 (3692) | 37 (3274)
gl 22 (21.36) 22 (1947)
TP R ER S e 3 (291) 3 (265)
FEBMEUF T ERIRAME 11 (1068) 11 (973
F M ER A i 4 (388) 4 (354)
1) 2 SERIRAE 1 (097 1 (088
I rp BRI A E 4 (388) 4 (354)
PUILER A 2 (194) 2 (177
* R EREE R 1 (097) 1 (088
MR iE 3 (291) 3 (265)
/AR e 1 (097 1 (088)
GRIRETEA 4 1 (097) 1 (088)
s Lol | ] 8 (@7 | 8 (708
* B S (097) (0.88)

o R DN DN W
—~
—
a
3
—
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TR KON | A | & Gt
R O Rl RIVERI ORENFEBIER] (T % (%)
MROREE o4 (000 | 1 097) | 5 (442)
FEpED v 1 (097) 1 (083)
Eb 3 (30.00) 3 (2.65)
JEFL SRR 1 (10.00) 1 (0.88)
MBS L1 aoeo) oo 11 (083)
R 1 (10.00) 1 (0.88)
Hploukmess 2 Q9 2 (A7)

* X =T — VI 1 (097) 1 (0.88)

* g 1 (097) 1 (0.88)
WERSE 09 1 (088)
A % 1 (0.97) 1 (0.88)
WP, WO L OWERRESE ] 3 (3000) | 2 (194 | 5  (442)
P10 PR 1 (10.00) 1 (0.88)
PR P il 1 (097 1 (088)
Ja fs 9% 1 (10.00) 1 (0.88)
eI SE 1 (10.00) 1 (097) 2 (1.77)
HhkE 7. (7000) | 10 07 | 17 (1504)
P EBAS 1 (10.00) 1 (097) 2 (1.77)
fEFL 1 (10.00) 5 (4.85) 6 (5.31)
TR 1 (10.00) 1 (097) 2 (1.77)
B 3 (291) 3 (2.65)
L 3 (30.00) 1 (097) 4 (354)
IR % 1 (097) 1 (0.88)

i - 4 (4000) 4 (354)
FPERREE 12 (1165) | 12 (1062)
PR f 5 (485 5 (442
EY UV 1 (097 1 (088)
*HOE 1 (097) 1 (0.88)
Ji B 7 (6.80) 7 (6.19)
PR B L OB TR 2 (20000 | 19 (1845 | 21 (1858)
* KHIER: R % 1 (097) 1 (083)

B 7 2 (194) 2 (1.77)
RLBE 3 (291) 3 (2.65)

* IR 1 (0.97) 1 (0.88)
595 2 (20.00) 11 (10.68) 13 (1150)
AL RLBE 2 (194) 2 (1.77)
2RSS 1 (0.97) 1 (0.88)
WA R B S ORI E o1 @) | oo | 1 (088
3 B s R I 1 (1000) 1 (088)
WeLomEEE 2 (20000 | 6. (583) | 8 (708
1 &3 R M 1 (097) 1 (0.88)

R P B 2 1 (097 1 (088)

1 hR (20.00) 2 (1.77)
HEHIR 1 (10.00) 1 (0.88)
SBnEAE 1 (097) 1 (0.88)
Br bk hehs & 3 (291 3 (265)
o 2R EB LU G ORE | 8 (8000) | 11 (1068) | 19 (16381)
P I7 1 (10.00) 1 (0.88)
TSR R 1 (10.00) 1 (088)
5N 1 (0.97) 1 (0.88)
TNE 1 (097) 1 (0.88)
poed 6 (60.00) (7.77) 14 (12.39)
LN 2 (2000) 2 (7
" AT 1 (097) 1 (088)
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B FKRREORM | M A e
RIVEH O RITER ORI RBIUER (HFE) % (%)
[ 10 (10000) | 73 (7087) | 83 (7345)
TEPEALE S b O v R T T AT U RRIE R 1 (0.97) 1 (0.88)
Ty T3 NT VAT 2T —ERN 2 (20.00) 12 (1165) 14 (1239
TANRGE BT I VI AT 2 F—ER 3 (30.00) 8 (777 11 (973
TP FEER BN 1 (10.00) 1 (097 2 (1L77)
M7 V73 v 1 (10.00) 3 (291 4 (354)
MY Ve 88 3 (291) 3 (265)
k27 L7 o= 8 1 (097) 1 (088
* it Fr LR I K SR IR A 1 (097 1 (088
G ES =Sl 2 (194) 2 17
ifiLHr 77 V) %7 2 3E A 2 (20.00) 1 (097 3 (265)
M7 1) 7 2840 1 (10.00) 1 (097 2 17
M 8 ) 2984 1 (10.00) 1 (088
A N A8 1 (097 1 (088)
[IESVE ST %0 1 (097 1 (088
ICSAE Sl 1 (10.00) 2 (194) 3 (265)
C — BUSTE&E 8 6 (583 6  (531)
HIMER 238 5 57 1 (097) 1 (0.88)
TP EREE 2 (20.00) 9 (874) 11 (973)
y=F NI INIT Y RT T —EHI 3 (30.00) 10 (971) 13 (11.50)
PR T 1 v B 1 (10.00) 1 (088
AT 7Yy MR 4 (40.00) 4 (388) 8  (7.08)
AT Yy M 1 (097 1 (088
PRI B P 3 (29D 3 (265)
NEZ T VgD 3 (30.00) 9 (874 12 (1062)
V) SERERA 9  (874) 9  (874)
HERBR A 1 (097 1 (097
HERE 1 (10.00) 5  (4.85) 6  (531)
IF A ERE R A 8  (80.00) 25 (24.27) 33 (29.20)
* I BRI 1 (097) 1 (0.88)
WA AT 1 (50.00) 1 (095
MR B A 3 (30.00) 24 (23.30) 27 (2389)
PO2MTF 1 (50.00) 1 (095
Kadg A 1 (1000) 7 (680) 8  (7.08)
ARIEREL A 3 (30.00) 7 (680) 10 (885)
* FRIMERELE N 1 (097 1 (088)
PR P AR I ER B 2 (20.00) 1 (097 3 (265)
PR E A 3 (30.00) 3 (265)
P Bk $ A 8  (80.00) 46 (44.66) 54 (47.79)
PR I BR B 2 (20.00) 2 (L77)
PRIk Bk 2 (20.00) 2 17
TP LR S 1 (097 1 (088)
IR ER =8 880 2 (194 2 (177
TP ERE 03 1 (097 1 (088
* WF P ERE 43S B0 3 (291) 3 (265)
RT3 38 3 (291) 3 (265)
1) ¥ SERE SR 3 (291) 3 (265)
1 2 SERT A ERBa 1 (097) 1 (088)
D 1 B 2 (194) 2 (177
M7 VA KRR 77 & —Ehh 3 (30.00) 5 (485) 8  (708)
JFEEE EA 1 (097 1 (088
PRk B 1 (097 1 (088

[RIVEH O] 1Z MedDRA/]  verld1 ICCREH

® PR PRI R OREITEH

T ARG EB L 7RI % B <

iE  [RGERE ORI T, kil SR Bl 2 FR I 3E LIERT L T b,




ERRBEREICE T 2RI - BRUEOERINA—ER (BR - BMXITaERENTEOERMEE
XiFAhatt B MREMIERDF U N, v MUHRY 2B xR & U ERARERR)

W AR EDRDE | SRR A & G
AR B 16 82 9%
AT B 63 203 271
FIE S O S BUE B EL 66 181 247
BIVE S D S B 595 711 1306
BIWE 45 0 S B B 97.06 89.16 91.14
RIVE 55 o i RIVEH S ORI BUER () % (%)
BAYES L O A | 23 (3382) | 25 (1232) | 48 (17.71)
RS EYIN o) 1 (147) 1 (037
KX 1 (049) 1 (037
LELM T A~ F N AE 1 (147 1 (037

I HL R 1 (049) 1 (037

S A R 5% 1 (147) 1 (037)
i e 9% 1 (147) 1 (049 2 (0.74)
P A D AT T A ARG 1 (147 1 (037)
R 1 (049) 1 (037
7 )8 BT e 1 (147) 1 (037
HATA L2 5 (7.35) 1 (049) 6 (221
LRI/ ON S 6 (882 7 (345) 13 (4.80)
J& Y 2 (294) 1 (049) 3 (111)
LY I NIUHF 1 (049 1 (037
i 9% 1 (049) 1 (037
SRIEEE S 1 (049) 1 (037
K 4% 4 (588) 4 (148

* i g% 2 (099 2 (0.74)
i %% 2 (099 2 (0.74)
R S 1 (147 1 (037
Fgc I i (441) 2 (099 5  (1.85)
R Ik e 2 (294) 2 (0.74)
A 1 (049) 1 (037
Bk IR YE 1 (147) 1 (037

* 7R BRI AE 1 (049) 1 (037
&N S 1 (049) 1 (037

*TF ) AV ARG 1 (049) 1 (037)
SR LR 2% 1 (0.49) 1 (0.37)
Za—FEVRT4 ATV V% 1 (049) 1 (037
A P B 2% 1 (147) 1 (037
IRk R 9% 1 (0.49) 1 (0.37)

RV BB L OFEIAHOH Y
s I O ot D
* 2R B 1 (0.49) 1 (0.37)
MiEs Lo wospmbed |1 (147 | 62 (3054) | 63 (2325)
A1 44 (2167) 44 (16.24)
SEBWELFERIR A i 1 (147) 2 (099 3 (11D
H I ER IR AE 5  (246) 5  (1.85)
1) U SERIR A 3 (149) 3 (11D
B ER IR A RE 10 (493) 10 (369)

* YL ER I e 1 (049) 1 (037
LI ER KA RE 8  (394) 8  (295)
it/ NI i 6  (296) 6 (221)

* ARV 45 5 1 (049) 1 (037

ERREREAN A 1 (049) 1 (037)
TEIFRREA A 2 (099 2 (0.74)
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(o)

A

B NI b & Gt
RV SR o R RIVER S OB BUER (HFB) % (%)
fRas L okEld 6 (882 | 15 (739 | 21 (775

* ik 1 (049) 1 (037)
K7 V7 X VIidE 1 (149 8  (394) 9 (333
iKF B Y AL 1 (147) 1 (037)
AR F IfLAE 10 (493) 10 (369)
FRKIRIE 5 (7.35) 1 (049 6 (221)
B2 L7 T = U E 1 (049 1 (037)

wReREEE 16 (2353) | 4 (97 | 20 (738)
TR F 2 (294) 2 (074)
TRAEPED F 1 (147) 1 (037

* R R 1 (049 1 (037
YA 12 (1765) 12 (443)
J&AL SRR 1 (147 1 (049 2 (0.74)

* R PR A 1 (049 1 (037

* ]V RO B 1 (0.49) 1 (0.37)

WRBESE o3 61D | 1 (049 | 4 (153)
BLUE 1 (172 1 (03%)
AEENR 1 (172 1 (03%)
AN D] 1 (1.72) 1 (038)

N 1 (049) 1 (033

PR 2 (345) 2 (077
mEREE 2 @ | o2 (074)
AL 1 (147 1 (037)
e 1ML 1 (147) 1 (037)
WPas, HERE L OHERRREE 2 2w | 4 97 | 6 (221)

* I R B 1 (049 1 (037

* FVRLME N 1 (049 1 (037)

* WG HH O 1 (049 1 (037)
s g 1 (049 1 (037

* PHSEMEAGE R 1 (049 1 (037
1 eI S 2 (294) 2 (0.74)

Wbt 25 (3676) | 14 (690) | 39 (1439)
JIE ERAN P 1 (147) 1 (037)
TR ERE 1 (147) 1 (037)
g R 2 (294) 2 (074)
WEEDS 1 (147 1 (037
i 3 (441) 2 (099 5 (185)
T 6 (882) 6 (221)

* J g% 1 (049 1 (037
H Hifin 1 (049 1 (037
H% (441) 1 (049 4 (148)
W5 1 1 (147 1 (037
YA 1 (049 1 (037)
EEYIN 18 (2647) 4 (197) 22 (812)

*E SR 1 (049) 1 (037)

* B R 1 (049 1 (037

* B % 1 (049 1 (037
WP 1 (147 1 (049) 2 (074)
A 1 (147) 1 (037)

APERREE 11 (542) | 11 (406)
iRy 6  (296) 6 (221
BYYILY VIE 1 (049) 1 (037)
i 4 (197) 4 (148)
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TR AKFBEORI | L | & Gt
BIVE 55 o i RITER S OB BUER (HFE) % (%)
BB L OB TS | 14 (2059) | 5 (246) | 19 (701)

i EAE 1 (049) 1 (037
B3 1 (147) 1 (037)
2 TALIE 2 (294) 2 (0.74)
Z 9 FEIE 1 (147 1 (037
3895 12 (1765) 1 (049 13 (4.80)

ERFA—T VAT a v R 1 (049 1 (037
4532 1 (049) 1 (037
it 9 1 (049) 1 (037)

Wit Re L oK eS| 3 4y | | 3 (1)
R i 2 (294) 2 (074)
5 i 1 (147) 1 (037

BRI OWEREE | 14 (2059) | 7 (345 | 21 (775)
Hh i P g e 1 (147 1 (037
HMhR 4 (6.06) 4 (149)
SR 1 (147) 1 (037)
EHEVN 11 (1667 3 (148 14 (520
R i 2 (099 2 (074)

* AMEE AR A 1 (049) 1 (037)
BBk e R 1 (049 1 (037
AABLORAEE | |1 049 | 1 (037)
* e R 1 (049) 1 (037
- ERREES LORG ML ORE | 22 (3235) | 21 (1034) | 43 (1587)
P& 57 8 (11.76) 8  (295)
TEGHERAL SO 13 (1912 13 (4.80)
P& I 1 (049) 1 (037
MGV R I 1 (147) 1 (037
S5 (7.35) 12 (591) 17 (627)

* TRERIRIEAC T 2 (294) 2 (074)

* P HETT 10 (493) 10 (369)
TESTER AL 4% 1 (049 1 (037
L R 66 (9706) | 155 (7635) | 221 (8155)
TI=Y - TI)IYAT72o—EH| 16 (2388) 18 (887) 34 (1259)
TANGEUEET I VTV AT 2 T—EHN 12 (1791) 17 (837) 29  (10.74)
HFHE L ER B 2 (294 2 (074)
T VT I VIR 1 (049) 1 (037
M7 V73 v 5  (746) 13 (640) 18 (667)
IR WA SVE ) | 2 (299 7 (345) 9 (333
M A v o KA 2 (299 2 (074)
Mz L 7= 8 9  (443) 9 (332
7 4 7Y 2 A BN 1 (049 1 (037)
M E 7 a7y v A 9 (1385) 9  (3.36)
MmAeteE s a7y » Gigd 9 (1385) 9  (3.36)
M s 7 a7 > GRN 1 (154 1 (037
M 7 v 7y o Mg 9 (1385) 9  (3.36)

I A LR K SR TR SR B 7 (1029 19  (9.36) 26 (959)
IfiUE _F 5 1 (147) 1 (037
Wi R R 1 (147) 1 (037
IS rESE )| 1 (147) 8 (394 9 (332
C — BB &E 3 2 (099 2 (0.74)
CD 4" v 19 (8261) 4 (197 23 (1018)
*CD 8 /BRI 2 (099 2 (074)
BF IR EREE N 14 (2059) 14 (17)

* 7 4 7)) Vo REE N 1 (049 1 (037
y =T NVFINET VAT 25— BRI 6 (909 6 (223
PR 1 vy B 3 (455) 2 (099 5 (1.86)
AT 7Yy MRS 21 (4667) 21 (847)
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B NI b e
BIVEH 55 o i RIVER S OB BUER (HFB) % (%)
R v F P 3 (148) 3 (11D
ANEZOV VD 32 (47.06) 25 (12.32) 57 (21.03)
1) ORERBORHE 4 (588) 1 (049 5 (1.85)
=) SEREGR D 1 (049 1 (044)
) SERBORA 20 (86.96) 55 (27.09) 75 (3319)
* fF R EREOR A 1 (049 1 (037)
TP EREGR A 56 (82.35) 57 (2808) 113 (41.70)
M AR B A 42 (61.76) 95  (46.80) 137 (50.55)
PO2MKT 1 (172 1 (03%)
T R\ 1 (049 1 (037)
N AR N 12 (1765) 15 (7.39) 27 (9.96)
AR IMEREL A 36 (5294) 36 (13.28)
PR AR I ER B P 1 (152) 1 (0.37)
PRI 7 (1045) 7 (259)
PREHG N 1 (149 1 (037)
* B ERER A 3 (148) 3 (11D
1 ERE A 57 (83.82) 125  (61.58) 182 (67.16)
* HILEREE 1 (049) 1 (037)
PR A I ER R 4 (6.06) 4 (149)
PRk 2 (303 2 (074)
I/ N EE N 1 (147 1 (037)
TF R Bk SR 2 (099 2 (074)
* ) VOSERE R 1 (049 1 (037)
) VOSBRSS 7 (345) 7 (258)
R 8 AR 4 (197) 4 (148)
*CD8Y v IsEkA 1 (049 1 (044)
* T Y oSEREE N 1 (049 1 (03%)
MAETVAYRRT 7 & —EH 5  (746) 5 (1.85)
) VORI RE R 1 (049 1 (037)
Ry vy ) —4 U 7 (1061) 1 (049 8  (297)

[BITEH O] 13 MedDRA/]  verl4.l {2 TRl
* PRI R ORI
iE  [RGERZ ORI T, kil SR B2 F QI 3E LIERT L T b,

8 mlmEANDERES

AENG & LTHEADSHRE SN D 720, ElE TIPSR T L TwA 2 EAE R bh,
B HRED RS 2 BZ N H LD T, BEOINEZ +0IBIH L2 S EEIIHS T
Z&,

9. 1R, FER. X3
= N0 ¥ 5

D) W AR L CW B RO B 2 A3 G- LevwZ b, [BER (v A, 74 F)
TP HE SN TV ]

2) BAPOREANIHELG LW EBZEFE LW, RU2ETHESGTL2HE I3 RALPIES
HHI o [REVENFELL TWiRv]

3) MR REAEERIC D SIS B VTS 2 KRBT L2 Lo

10.WNEEADKE

AR A R R, FrE, FLR, SIRSUI/NRICH 3 2 24t L Ty (REREERA 2

W,
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. BRRRERBRIC | Z4EHZL
K & 58

E =

FE MO HE D 4 ~ 9 oG5 EIZBWT, B5-AE 1 ~ 2 8B IS EN
BOEFE 5 HaE (kA Ak, i MORA, RLEREAE) . 72, &5
BAG T 5 H DI IE T 00 20 kit OR SRR - DU ER) OFBs s 8T
W5, MO SBUIH RS 5 L b b AS, WEOMHE - HETY TICHE
ENTWD [[ERZREH] oBESBE], SMEOBHEEIZEF o B HEE 2R3 3HA, H
LOPEFHTBIZ I N TV,

QL
BERPFEGIZE B EMbh s ERLoSERDSEO SR RAOKRE IS ik &
HYRE 4T 2 o FEOMERIXMS R TV ARy, AR MEENICL > ThESR
BEUBEPICOVTRAHTH 5, BERTOWEIIE. RO 2R L, EEREICHL Y
179 & & DITWEY 2 k2 1TH 2 &0 EERSHIIHIIR L TiX, #ifl. G-CSF %37
HREPENTHLEEZOND,

(fR3)

WA C, BERGICX ) EE AR, MR OEE g R ST B 720,

XL & B IR L 720

SRR D 2

SRR IR 2 A IR B E TR B (n=29) ROIERTF ) V8 (n=2) 31 BlIxd

55 BRI LE OMEHI B W T, A#] 03 ~ 05me/kg/ H. 7~ 14 H e Bl iR Ic >

7OKRA7 73 F60mg/kg. 2 HRGEFERS L. B2 1000rad H RS 1% 1200rad 5551 5

2 & 24 B AT & SEH U 720 AR -BAMGRHE 7 ~ I3 HOMIZ 6 HlIZBWTT ¥ F—¥ X,

IR, WiE7 L7 F=V EAPBROON, 095 3FICBNTIZBEN 2 L 72 o 2 #

BV THBENMPLETH 72, BEORBICIVERTE L2 > 7,

R 20

WM BV TIE, AFI O RS Ll a5 TR EO I HE ST 5,

13. BAH LR UEA
T DT E
(BEZE BT
NEpHAERIBELE)

1) PR - IRPICO ARG 352 &,

2) B RHONA TNME T EHENY ) TH B N T IV O KM R E ) IZBER T
5T 8 T HEBIIESCOIHGEMIGT 52 L IR TIXRBAEL S 2 L0 575,
ZOWAE IMBZ BT ERE HRICERIEL, MLIRE L THEBEMRT L2 L,

14. Z O DER [ ) msttatihn 5 5. F1 4 =— X152 5 — SR HERITH A 72 e o RS Sk

LU= A% T /MERRER 0 12B W T WIR S BRI HE S Twb,

2) T E VALK % & O PR RAL SRR X B HIARIE A 5 BH I, AHITOW\BER. Ik
FEHE (SRR BEME I, & RERERIEREE) 2RE L L OWEDH 5.

3) BWFEER (=2 A HV) BT, 7 Hi$S 21 HRREDOHG 2 7 ¥ 2 — VT 10mg/kg
Z LAERBE T HRG- L7z & & EHEDSROONTVS 9 OT, RIS 2588 EE
THI L,

15. % D 1t
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IX. FERGPREERICEIT BHIAHE

. — i ¥ ES S H By Bl | meoa WOR

—ERE IR S O T B L %) <A HRAN 0.5.10

3 H1EH (mg/kg)

—WREAR

Tﬂﬂﬂﬁﬁ’é%u:ﬂ's“%

[ 5 %08 10mg/kg T
S <R RN | 0510 |l omerke CHE
fide Hi A <A IR 0.5.10
FEREE <A IR 0.5.10
$EJAEH Ty b A HHIRIN 0.5.10
(LI <A RN 0.5.10

(mg/kg)

B AR - S EILEY b in vitro | 001~100 [0.01 ~ 100ug/mL TIEH

3 A1 (ug/mL) [1FFROSNLD 572,
T A~ D%

WP - PGB RT3 £ X RN | 0.01.05. |05mg/kg DRHEDNS, I

HYEH 1.0.5.0.10 | W Bk O 2 o BN A%
N N7 (mg/kg) |#®O 5N, 50mg/kg 2°H

KRS MEPLIE N i
PES DHAE L OO
O, 10mg/kg THM
BRBEAIED EFBHRS
n7z,

HAbER R ZHT 3 B <A iR IN 0.5.10 |5 %0 10mg/kg TrEMIZ
AL % hE (mg/kg) |[DBNLRPoT,

IK N OV SR AN ) VAR R 0.5.10 |5 &0 10mg/kg TIEAIZ

3 H1EH (mg/kg) |fROLNLRD -7,

PR IR R 7 A
AT A HEFERAF
W

MRV 53 B 1 A in vitro | 0,001.1. |001. 1 %0* 100 ug/mL T
ArMgeE R, ML 100 TERIEFRO SN o720
B R, /IR (ug/mL)
wImfEH

ZOMoEH A5y MRBEE | in vitro | 01.1.0.10 |10 ug/mL TOH & A1 & T
T AR (AL | A2 Ty MERSR (ug/mL) | Az ZHARKEA TR LB
Az LN As) V7 7| As 1 b MaEfm TR TERDSED BTz,

J ¥ VLY sARITHE (HEK?293)
3 H1EH TF T VR AR :
EIVEY bR
2 = M| (1) BERSHERER

HIRNP G512 B B/t . ~ 7 A TlEREE B 120mg/kg. T v b Tl 96mg/kg T
HY. 7 METIX 96mg/kg FTOHETREBNIRDONLh o7, 4 XTIIMEREE B2
25mg/kg ¥ TOHETIHEFNIED SN -7,

T POl | R (me/ke/ H) Hi’i;*mi (mg/ kgf')
- 2 RN 30.60,90.120 120 120
‘N 100, 150, 200, 225, 250 150 200
5y RN 24,48, 96 96 > 96
T 75,100, 125,150 125 125
4 X IR 10,25 > 25 > 25
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(2) RiEREEMHER

D 1 » AMEIRNES RO 1 % A R
<Y AT FYE YRS 10 RO 20mg/kg/ HOMRT1 H 1 1 » A BERAZS-
L7z, EHIMEREL O 2 oS EREL DR EE T @ik 3 A3id Hi7z. 1 » AR o l4E ]
FHRE TR I AR AR H /2o F 7o, FRRREICHERE O BEDS TR H 7z s, I #
RS ZABIZERD DN o Toe RABRIZB VT, MH =T Smg/kg/ H A & LA
WIZEHTE R o7,

2) 2 BEFERIRNFHGE G- B O 6 8 [ 115 3Bk
H=Z7 AHFVIZZ T FYEY% 0L 03 kU 06mg/kg/ HOHET 2 BIEHIRAFHHR S L
72E, 03mg/kg/ HEECTEEEE ORI A K O HIER (V) > 738k) $ oA 25, 06mg/kg/ HEE
T AREBA, AiEk () 2oSERROHER) B RIEREL A< 7))y MEROINE
FaeymOBL AL NIz WIRRENRA B W TIE, 06mg/kg/ HEE T/
(Lieberkuhn B&i#) RONEOBEIE, #1281 2 ARIMERR I OV Bk T 58 1% 55 O At 7).
WG D Wk V. B2 W O¥EFE R OBz 20, BTN o) R O V) > 7S 2RCRE
DD B \VIZZEMGATFED H N7z 6 B ORI TIRFICIZEE D L < (RSN %
RLUTzo MEFEMERIE 0.1me/kg/ H & HIWr S 7z,

3) 1AEMIMIRPXG 8 3 » H [ Iml 4 a5k
A= AFNMZZ T FYE Y% 015, 03 2O 1.0mg/kg/ HOJET 1 EREKE TS
(57 HE +JER5W 2L HMZ 1A 2V E L TR A A 2 V) LB, %
HHEHCREHEIRO SNz, 03, 1.0me/kg/ HFETHIMERE, RMERE, MM
BRONEZQVE VEORPBALNTE DD, Z5NDOZALIE 1.0mg/kg/ HEEDO—H
ZhrE. WA 72 Vo505 (3 AR OIS GHHETIRE) 1IEMEFRO bz, fRal
MHkFZALIE,. 03, 1.0mg/kg/ HEECERIATLOME. W, MR > 3fion)
v ONERAL T B B I ZEHRIE O EIE B OMIRE AR SO H i, 1L.0mg/kg/ HFETIE,
FECHI DM, B/ ORI, FEOEEHEED b7z, 3 » H I oo |4 R # T Ik
WWEEE S L IEEEMEI A2 R Lz #EaPERid. 0.15mg/kg/ H AR & W S 7z,

(3) EhERESMHHER 2O

D ~7 A1 % HEEIRAES- X1 » H EE1E R
e~ 21281588 (1, 5. 10 )% 30mg/kg/ H 5 JT#H5) Tid, 10mg/kg/ HEL
LORBEEREA, 30mg/kg/ HTHRERA . KEE DARE R IHAE OV IEE B PR T- 5
BINAsH SN7=05, RRFR OZHHFISHEI 20572,
M~y 212 BFHRER (1. 20 4 KO 8mg/kg/ H ¢ R THYG) Tld, BN BRI~
DOFNEZED SN o 7205 8mg/kg/ A THIIEE K O R BIETERD ISR
5 AR B D WA DR H Tz,

2) HVERT M OV A 0 58 O B AR AR 3 % R
< 2B HHEE (05, 15 KO 30mg/kg/ H ; #IRNIEES) Tld, BEIWISEZEI
HRONLh o7z, BAERICBWT 15me/kg/ HEULETHEZRIEN, 30mg/kg/ HT
WA SRIET AR AR IR B DI e OV SR 33 S L7z,

3) Ik - BRI 5 R
77 A B B REE (05, 15 L0 30mg/kg/ H ; #IRINEES:) Tl R T 15mg/kg/ H
VLIS ERRER O, 30mg/kg/ H CTHRINIEEHE N, A7 R EGRA I8 /b 2=, K
B OB E OBIMAFRD H 7z,
THFICBITLEE (03, 1.0 RO 30me/ke/ H : &IkNF%S) Tl 30mg/kg/ HT
AR R ORI A IR T MBI OBSINARAD B 7z,

(4) DAIRMK
< ANBITS 22 5 AR TS (01, 1.0 R 10mg/kg/ H 5 #5381 7 HH + IEx5-
W21 HMZ 1 H A2 Ve LT, 2594 7)) Tid, 10mg/kg/ HEEOMEHEZ BYEN— 5 —
BRNE DFE AR EFAAGRD STz, FOMEEFAFRO LAIEERO SNk o7z,
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(5) EDMORFFHEM

1)

2)

3)

PUR: 39

ENVEY PEACHURERBR GEBNESET F 7 1 7% 2 — S L O 2 5 B2 g
TF747F =) 1ZBETH- 72

AR 20

M %2 W72 IR R BRER, F Y 4 = — A4 2 7 —JBL iRk 2 v 72 8 1E
TRRERRBE RO v MR 2 2 v 72 DNA B3R Clatk, Fx 4 =—
AN RS — PR RN R & H W 7 Qe R SR R ER T UG L oA 2D Db
SRR OFERIRDO SNz~ A/MERER (10, 30 20 90mg/kg) 1ZFET
Hoiz,

Je3 Rk 37

Y4 FI2 01mg/ kg O E THAFIRN K OEIRE~HENP G L2 E 25, B 5k
JE DR ATFED BTz
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X. BIkWED;

EFICRHY BHIEE

1.

B3 H R X
£ A # R

BRI ¢ 3 4 (WEHITFR)

2. BFE RTEEM|2~8C (kAT AI L), WL
3. K OERER W b | ORISR USRI EE - ES oML VT2
N xF E =
4, & BB £ | #lLew
5 4 | 1547 (8mL)
6. BlI—m%H - A%HE | W—mmsE: 2L
[ : 7V FySEy, RVMNRAYF U, A V¥ —T7xz0r-q, VIFIIT, ATVVEST
7. EEEAEEAB | 199344226 H
8. Bixk - #y A KR | WAKEAEHH 12002461 A 17 H
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St Centocor Ortho Biotech Products, L.P.
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=15 e Nl

=y 10mg/ 734 7V (Img/mL)

RhEE - $HR LEUSTATIN Injection is indicated for the treatment of active Hairy Cell Leukemia as defined by clinically
significant anemia, neutropenia, thrombocytopenia or disease-related symptoms.

B -BE The recommended dose and schedule of LEUSTATIN Injection for active Hairy Cell Leukemia is as a
single course given by continuous infusion for 7 consecutive days at a dose of 0.09 mg/kg/day. Deviations
from this dosage regimen are not advised. If the patient does not respond to the initial course of
LEUSTATIN Injection for Hairy Cell Leukemia, it is unlikely that they will benefit from additional courses.
Physicians should consider delaying or discontinuing the drug if neurotoxicity or renal toxicity occurs.
Specific risk factors predisposing to increased toxicity from LEUSTATIN have not been defined. In view
of the known toxicities of agents of this class, it would be prudent to proceed carefully in patients with
known or suspected renal insufficiency or severe bone marrow impairment of any etiology. Patients should
be monitored closely for hematologic and non-hematologic toxicity.
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ey ae Janssen-Cilag Ltd
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1 PER il

EE 10mg/ 734 7V (Img/mL)

ShEE - 3HR LEUSTAT Injection is indicated for the primary or secondary treatment of patients with Hairy Cell
Leukaemia (HCL). LEUSTAT is also indicated for the treatment of patients with B-cell chronic
lymphocytic leukaemia (CLL) who have not responded to, or whose disease has progressed during or after,
treatment with at least one standard alkylating-agent-containing regimen.

i - HE | Adults and elderly:

HCL: The recommended treatment for Hairy Cell Leukaemia is a single course of LEUSTAT given by
continuous intravenous infusion for 7 consecutive days at a dose of 0.09 mg/kg/day (3.6 mg/m?/day).
Deviations from this dosage regimen are not advised. Physicians should consider delaying or discontinuing
the drug if neurotoxicity or renal toxicity occurs.

CLL: In patients with CLL, the recommended treatment consists of a continuous intravenous infusion of
LEUSTAT for 2 hours on days 1 to 5 of a 28 day cycle at a dose of 0.12 mg/kg/day (4.8 mg/m?/day). The
patient's response to therapy should be determined every two cycles of treatment. It is recommended that
LEUSTAT Injection be administered in responding patients for 2 cycles after maximum response has
occurred, up to a maximum of 6 cycles.

Therapy should be discontinued after 2 cycles in non-responding patients. Response for this treatment
decision is defined as a lymphocyte reduction of 50% or more, ie if [ymphocyte count decreases by 50% or
more, administer 2 more cycles and re-evaluate response for decision whether to continue with 2 more
cycles up to a maximum of 6 cycles.

Children:

Safety and efficacy in children have not been established.

Specific risk factors predisposing to increased toxicity from LEUSTAT have not been defined. In view of
the known toxicities of agents of this class, it would be prudent to proceed carefully in patients with
known or suspected renal insufficiency or severe bone marrow impairment of any aetiology. Patients
should be monitored closely for haematological and renal and hepatic toxicity.
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