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W JERh HAGE
ADP Adenosine diphosphate T R
Al-P Alkaline Phosphatase TNHIVERT 7 2 —F
ALT Alanine aminotransferase TI=VT I NIRRT 2T —E
AML Acute Myeloid Leukemia AR REE E LR
AST Aspartate aminotransferase TANRGXUBTI ) T AT 2T —8
BUN blood urea nitrogen JRFAEFHR
CCDS Company Core Data Sheet EERET —F — |k
CCNSC The Cancer Chemotherapy National
Service Center
CDP Cytidine diphosphate CFUTY R
Ci curie ¥ U—, BURER A R AL
Crnax maximal concentration I e Hfn B R
CML Chronic Myelogenous Leukemia 12 ME EME 3 s
CR complete response SERTERN
CRP C-reactive protein C RISMHER
CYP cytochrome P450 F 7 m—2I P450
dc deoxycytidine TAXVTFUV
dADP deoxyadenosine diphosphate TAXTT ) U
dATP deoxyadenosine triphosphate THXTT )= Uk
dCDP deoxycytidine diphosphate FTAXUFVU ) R
dCMP deoxycytidine monophosphate TAXVFV—Y U
dCTP deoxycytidine triphosphate TAFUFVUZ) R
dGTP deoxyguanosine triphosphate TAXTT ) ZY R
DMPP 1,1-dimethyl 1-4 phenyl piperazinium UAFNT 2=V ERT V=T L
iodide
DNA deoxyribonucleic acid T AR RERE
dNTP deoxynucleotide triphosphate TAEXUXI VAT RZY R
dTDP deoxythymidine diphosphate THAXFIV ) R
dTMP deoxythymidine monophosphate THAXF IV — VR
dTTP deoxythymidine triphosphate THARXFIVZ=Y U
du deoxyuridine TAXTD YU
dUDP deoxyuridine diphosphate THAXT YD) R
dUMP deoxyuridine monophosphate TAXTY D — U




W& =5 PR A AGE
ECG electrocardiogram LR
FDA Food and Drug Administration 7 AV AR EERELF
GDP Guanosine diphosphate VA AN
GOD glucose oxidase TN aA—AFF T —E
GOT glutamic oxaloacetic transaminase TNEIVBAXY a7 AT IS —E8
GPT glutamic pyruvic transaminase TNEIVBELEVRNT VAT IS —E
v-GTP y-Glutamyl TransPeptidase o< TNVBEINET AT FL—F
HIV Human Immunodeficiency Virus b NREARR Y A LA
HPLC High Performance Liquid Chromatography | midiEik 7 v~ v 75 7 ¢ —
im intramuscular 7 PR
IR infrared spectroscopy IRAN
iv intravenous IR
LD50 Lethal Dose 50 FHES R
LDH Lactate Dehydrogenase FLEEMIOK R
PE polyethylene RyzFL v
PET polyethylene terephthalate RI=FLoTFL74L—h
PR partial response 53225
PVC polyvinyl chloride Nk =1
RH Relative Humidity CREP Rty
s.C subcutaneous injection NS
SGP serum glutamic pyruvic MG 7 v I e e g
Tie half life of elimination EES R
Tdr Thymidine FIVY
TLC Thin-Layer Chromatography WE/a~ N7 44—
Tnax maximum drug concentration time e v . R R R ]
UDP Uridine diphosphate A I
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133°CLL TR

(5) B R AR B E M
MR L

(6) P ECIREL
Fo & 7=/ K (pHT) RO EAREIE LogP=-127 (P=0.0537) Th 5,

() 2 OO E TS
KPR L

2. ARG OEREHTICE T EREM

AT RAFIEBE PRAF IR s
50°C — 1 4 b7z L (HEEE 1)
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25°C/75%RH BT T AR - Bite 3% H 2 OMEE T L.
(GAEIEE 2)

HETE 1 MR, el oldcE, msEslR, &8, HWE
HEHEH 2 - Mk, Koy, &8, Wk

7. BRERUEREORE.
gk L

8. fHEDEAL( (MBLEHEL)
gk L

9. B
AAREGHAMESRKGIRBE R DA R 7 e OEHEBRICE VEREZITH) & &, ZhICEET 5,
etk RS 50rpm

BRI K

10. %88 - A%

() EBABELEE - Q. SMRNHBLES - QECET 2R
MR L

(2) B
100 7 7w [10 17+ (PTP) X10]

Q) FHE=E
B L72RW



D BEBOME

11.

12.

wEE e ME
PTP > — k Foi—@7 v [BVEte=1r/K)saa ) 7irtuoxFLy / RKUHEELE=1]

RET V=0 L

TIE—

FTLI=Th - RYVZFLLUFIFX— T 4L A

/N

HE

BlRRG S N 5 AME
gk L

20t
LB L




V. AEICEAY HIEH

1. FREXRITHR

4 PREXIITZNR
Ofgt &84 B s
OAREEME M /MR M
OEMZ M

2. BEEREHRICEET HEE
BEIN TV

3. AZERUHAR
(M AZERUVRAEDRE
6. B ARURA=E
E R A"l RELT, @EMA 1 H 500mg~2,000mg % 1~3 ENC/HT TRAKRET 5, iRk OHE
FFIZIX 1 H 500mg~1,000mg % 1~2 [EZ430 1 TR A& 535,
k. MIEATR. ER. Elh, REIC K D M0, MERFEEZ R 5,

Q) RERUVAEDHRERRE - B7L
KRERORETOREL O E, EN ORISR O AL ONZ S T ARRRAREERZ IS < E L OCHEORGTR R 25
BIZL T, BEEELGERORGFIEZHRF L. AROMELOCHREZHE LI,
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5. ERFRAE

MERT—2/1\vH5—2

<{ISMHEEHME S MR >
HAH HESNE VG RRAER © E N ARG R 2 EIPNS T FE G Rk ©
@) © ©
x5 EMEEEBRE B BEHE A e B REHEmE LR R
BRI 196346 H (FEFRFEH) 1987 4E 5 A ~1988 4 4 A 1988 4FE 5 A ~1991 4 1 A
BRI ;33 (18)2 B - 467 (344)°
PHECIIE= 112 Wk fF] - 33 (18)° TR - 392 (292)2
sEAE 31 (17)8 524 ;311 (225)°
A= Img~100mg/kg/ H 500mg~2,000mg/ H 500mg~2,000mg/ H
i . . 92.4% (208/225)°
50% A7 824% (14/17) 65 5 A ©
RIRDZIPTIN o ‘ 54% (21/392)¢
Ve A A AT A 9.1% (3/33) 4.1% (16/392)¢
O© : FHER O : 5%
a: () 1T CML OJERIE
b B REHEE MR RO NKZE SNT-AIRED CML (5E45)) 1okt 5 28%% (CR+PR)
c: HHEMETHMESE R O WAL ST ZhEED CML (18 MBI CRiE G-HUER7e L 107 f) (X3 2 AKFIB GBI 5 O 50% £ 77
(Kaplan-Meier %)
d : TEASBNT T D BIVE A R OV 68 R AR A i

< AEEMEIM/MMRILGE., B4 % ME >
Y L (RANI ARG & DRI /MRIE, B2 ME] D5

(2) BE R ER
R L7

Q) AERGIFERHR CBNT—4)"
AHl o A BERHI I HIE TH Y . TOYBERITAMERED Th 5 2 & RO 1T FHIEERBROHELE X 1 2 w)E#&
G831 H 40mgkg &35 Z &EfERI N,

- BTk

KG Ml OEVEIES B 112 41

Jrik 1 RES BT,

IR EEE LIZEELTH D)

1 H2ME 14 HEOEOHESGEZITV, b 5 FICEHEEERARE - 72 B snRiThiE, ko5

BlCIIEEER G Lz, ZhzBmERHBLT 2 ETHVIELITo 72, &5 mIT Imgkey/ B 225846 L. 100mg/kg/
HECTHELEL,

) AFNOARESNTZHELOHET Te ReXo A "I RE LT, @HFBRA 1 B 500mg~2,000mg % 1~3 ENZ/ T CTRRO S

T 5, EM%EOMERFICIZ 1 B 500mg~1,000mg %z 1~2 A5 TRAOKEGT%,] ThHD,

- SR AR

a) 50% D BEI L NOLEYFBNE & KI5 BIT 26mg/kg/H  (95%ZHEHIX M1X 15~38mg/kg/H) TH o7z,
b) 50% DEEICEEDOEMEFTR FRENEG P IEOMES Y Lk L2 iER) NREET 5 &5 813 46mg/ke/ H

(95% 15 HEHIX 1% 35~61mg/kg/H) TH 7=,

c) BehH & 40, 60, 80mg/kg/H D 84 I TOFHIEFILA /38T L7ofER. MBI (B 59 #il, Zc 25 i), MEEHI (B
68 B, 1EMAREE 16 ) DOERIT2-70, 60 Ll EOBE TORMIERITLOE < 25 FIl9 20 41 (80%)
THEEHIEEZ VT L LT,
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A i Bk

JIIRANY7el; 22

i 1 :
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FMER D OF BRI O R RAEIL 10 B CTh o7z, AMERBIIHEE, BEICEG A2 PIL Lo
A, IR L 2 2R TH o7z,

M/ DI RIIT A BIRTIE TR SN2, MR, EERE, Frreilic HE&R T
R BRI ol BIEE & FEEIREH & ORIZITHEBIME D b iz,

Z M ORBRIITABEEERRD SN O b S, EAEE, JBIEED, Btz i
xF U CHREEDHBEAMZ RS 2o T,

40mg/kg/ B O AR TIX, BRI LS 0BT E E U COMEEHERICR 5Tz, 9 fild 5 FliCiE
o MEM, 3ENCS TR, L BHCERARD Dz, TS OERITEANOLE T 2 LT L 513 EEE
TiEehroTo, 772U 1 BICHIKIEN RO ARl L OBIE A b7z,

40mg/kg/H LA £ 57 B TIiE, 7HITRE., ARKLOMEIEDS 1 FlFRD bz, 34 TBUN O L
AR o1,

% | HARRFERTO BT OREFE

& 40 60 80
(mg/kg/ H) H L fE i BN piE | R #ipH
F i BR s iE
EH (HH) 10 4-22 8 421 6 3-19
Feoetif (H) 15 2-37 12 5-29 19 5-28
BAKAE (/uL) 2,400 1,000-3,600 1,700 800-3,400 1,100 150-2,700
M N iE
EH (HH) 11 5-20 12 5-28 12 7-22
FreHIE (R) 12 10-12 12 7-17 11 7-21
BAKAE (/L) 64,000 2,000-85,000 34,000 7,000-116,000 12,000 500-28,000
E=gil
EH (HH) 12 7-27 9 5-18 10 4-21
Feoeif (H) 23 1-46 14 7-25 25 7-32
—32 —1.7~—523 —3.5 —24~—172 —29 —1.6~—423
Foe KAl _ o _
(10 Bl 4 5L S ) (13 9 4 il i) (13 il 4 5 S )
cFz XD

a) FEKGIFMETERIEITH Y . oPFERT A ek Th o7,
b) BREMEBIERIZ. HEER & BEThH T2,
©) 50% D EFI OO AW FHIZN R & RAZ T8 G-5iX 26mg/kg/ H Th o 7=,

d) 50% D BFICEHEOFEMEIT RO FE T 5 K5 &I 46mg/kg/H Th o7,

e) F IAHBRRFBR OB G5-513 1 B 40mg/kg O 2 FI5rEIRE A& 521 H#EWE S 7z,

(4) HRELAIEAER

1) ARG ER

OERNE 11 HERRE ©
BEY  ERERE AN R L LBk R e B FEEES T D,
S& AR R 33
FABHRELE  LUTF ORELN - B B R BB
- B GENC B R, T, BEEEEA A LTV D AEH]
C R TH, D7 b 2 HRULERGE LTV D IER)
- Ph™ T, JFRHIE LT HEIMEREL 50,000/ul LL_EDREH]




FHBRNELE EEMEOREREA LTV BIEN, BEELAIHEELA LTV SR
SERAE 1 H 500~2,000mg & 1~3 [EINZ/3 T TRAOBET 5,
B 5B A EREIC X 0 T S,
FHEIEE - EaRM (CR), AZEARM (PR), 2 (NR) @ 3 Bb CTaMll L 7=,
CR : FAMERELAS 10,000/ul LLFIZ72 0 | fF2IZ L 0 HIERGR D B 472 < 7 o T IEf]
PR : MBI G-HIED 50%LL T/ > 726 O KO AEMERELDS 10,000/ul 2L FIZ78 > C b HIESFAE
2 FEH
NR : EELSDSES]
FRATETE : FRICECHIZ2 L

fER
BEER
CML PV ET PMf Gl
Eexadvl 18 10 4 1 33
WS 18 10 4 1 33
A 151 0 0 0 0
SEAA 17 4 1 31
e 1 1 0 0 2
CML : 18PE B BErE AR, PV : EVELIMmAE, ET : AfEEM/ MRIMAE, PMS : FUIEME BERAMELE
Fin - MR
Flotn (%) iE B4
20=~<30 1
30=<~<40 4
40=~<50 5
50=<~<60 4
60=~<70 2
70= 1
N [23-81]
PRI SiE B
5 9
S 8
MRYEZOH LM
Bl (R) SiE B
<20 2
20=<~<40 4
40=<~<60 5
60=~<80 2
80=~<100 0
100= 4
(A ] [11-143]

KANE « ZAPEORERITIENE I FRIRRAER, [EPNE I AR % £ & o TRUHt



QERNE 111 1AEGKRRER Y
B BRI IR B A R & LT BRI R ONC RIEH 2 G 5,
R - B BRI B A 467 B
FABGEE LT ORYER -8B B R B R
- BERNC 7B 8, 1T, BHEREL A L TV D AER]
RS EE  TEEOEER A A L QW AER, EERAHEZA LTV SIE
HERAE - B IHBERRR TR S HEROCHEORGHERICED, e EEEARE) & LTI H 500~
2,000mg % 1~3 [EIZ/0 TR ARG L, el L LT 1 H 500~1,000mg % 1~2 2530 CREO S LTz,
BHEORELERTOENEL L CHMERE OB DA +43 72k, 1 A 2,000mg FTHEL, HImEREL
73 10,000/pL 1272 % ¥ TiX 1,000~1,500mg 5 L, HIMEREA 10,000/ul LA NIZ72 o 72 D, [ mER
45,000/uL LA F Tl EA T 52 L & L,
FHEIEE - EAaRM (CR), AZEARM (PR), 2 (NR) @ 3 Beb il L 7=,
CR : AMERELA 10,000/ul LA TIZ72 0 | hE2IC & 0 RIEDGR D B a7z < 72 o T2
PR : MBI G-HIED 5S0%LL T/ > 726 O KO AMERELDS 10,000/ul 2L FIZ78 > T HIESFAE
2 SEH
NR : EEELSDSES]
FEATETE : FRICECHe L

fER
BEER
CML PV ET &3
Eexayvl 344 65 58 467
A5 292 50 50 382
A A1) 52 15 8 75
SEAA 225 42 44 311
e 67 8 6 81
CML : 1BPERFHEME A MK, PV : BVELMIE, ET : AREME: MM i fiE
5 - MR
FlmoAi (%) SiE B
<20 15
20=~<30 25
30<~<40 41
40=~<50 44
50=<~<60 56
60=~<70 34
70= 10
[P ] [13-80]
PRI SiE B
5 137
LS 88

KA NE « RAPEORERITIENE IFRRRAER, [EPNE I ARG % £ & o TRUHt




<\ HMHE>

OEMEAREE (F 114 - 5 111 R
1B BEME A MR R 242 BlICiRRE (BB AR) & L CAHAl 500~2,000mg % 1~3 [EIZ53 0 CTREO®BRE LI
ARABRAAR X, 2308 91.7% (222/242) Th YV, FD 5 LEETFMIL 54.1% (131/242) Tholz,

50 IQO(%)

SETIAH AR

76%

EECR [COPR [ INR

52.9% 17.6%

Io

. hFHE ESojk CR £ T»
AR CR PR NR (%) RS YN i
e e 5 9 3 o
o5 11 FEFR R 17 (29.4%) (52.9%) (17.6%) 82.4% 38.2+459 H
. o 126 82 17 o
&5 T AR ER 225 (56.0%) (36.4%) (7.6%) 92.4% 67.5+533 H

1) A T FRRER O#E Rl 38 I SCIR O 18 M B0 15 7 B 265 610> & (b A A DR Sz 40 Bl & By 7z 225 I CREMT
L7z b 51 HSCHR & B 5870 5

CR (GEaEfE)
PR (RoeaEfR)

NR (#E%)h)

0 IQO(%)

AR 82.4%

SEITTR AR 92.4%

* B MBE AFE O FAHEITIL, LT OEREE v,

© HIEREL2S 10,000/ul L TFIZ72 0 | fAlz2ls K 0 ESERD b7 < 72 o T SE S
: AMEREN E HRIE O 50% LA T2/ -7 b O RO AIMEREAS 10,000/l LLTFIZ 72 > T 4 PR

DIFAES 2 HEH

s BRELSR OIES]



EEREEENE (5 111 185:E88) %

IR OB R
S (%)

0 50 100
TN (19991) 3209%(6AM) | %494.0%

| -7 7

— e

AT (1441) - 64.3% (9f1) BRHT86%

| , \
AL (1210) . 75.0% (91) SAK83.3%

8.3%

(1)

EIcr PR
A5 B A1 5 OB R
%43 %)
0 50 100
i 7
ks 3249%(360) | 451°401.6%
! e /
e ey
cr PR

RATEGONRIL, TALVT 7 VHAI 54 il A2 —7xa U HBE 13§, T=L2X
FUHA 8B, FOMOIEA] (FFHLET) 398 TH-oTz,

fRIEIcx T MR
W+ (%)
0 50 100

w2 s

sk AT 5 BRAARR (ZJERAE D 72V E B 72 5 QNS AR O 93 il & By =,
2%, WEPEHS ILAH, 5 I AHBBR TR L 72 IR ek D/ N RIT, 84.7% (122/144) Th -7 29,



RF 5RO B MRS ML
1R T G-HUEIEIRE A 22 L OREFN X3 2 B 511 & AARIERHT BT 2 AR O ZE) (107 51)

BERENBEHIERICH T HEMKBNDES

y T
FHLER UhL) oy R ES
100,000 = 39 1
60,000=~ <100,000 25 1
40,000 = ~ < 60,000 14 1
20,000 =~ < 40,000 22 7
10,000 = ~<20,000 7 21
5,000=~<10,000 0 62
< 5,000 0 14
[ ] [13,800—432,800] [2,800—161,000]

@HFEE (5 111 H8:ER)
PSP REE ML ERE 107 61 CEPERT, mid S-HUBPEREE A2 L) I2AHI 1 B 500~1,000mg 4 1~2 [EIZ 53 (F T
A& #5247 - 7285 T AR OHERRFEIC BT D IFLL T D LB Th o 7z,

A7 - SR AR
£ T & Et L HY
95 12 107 91 16
(25.5£18.1) (31.7£20.5) (26.2+18.4) (27.0£18.7)
(20.6£12.6) (22.2+£17.5) (20.8+13.1) (20.1£15.7)

() 26 OVE AR R E ()
() & ReF A3 ROVLEF RS M EERE ()
Rk T

SRR (%)
0 5|0 l(I)O

HEFHRTEICL D 15.0%
Skl b (10741) | (1661)

AR LBl 16 FlOBEI S O2MElR L E TOMR : 14 27.0+£18.7 A
AFN O EHR « S 20.1+15.7 A

* AR L OREREICIT, T OEEE iz,

FERDARI M T10% LA L, OB T20% LU EOSE & L, AMEREO T, AFHEEEK50%LL B /Mo
JEDOHAR G ZE & LT,



SRR

107 51 Kaplan-Meier {512 K 2 2Wi 5 D 5 FEAEFRIL 682% TH -7,

—

100

80

60

40

20

0

0

20

40 60
W AHOHEAFHIH (H)

107 GlOBW > AR E TOHIM - 45 » A GERLERD

80

T
100

<=ZEH>
ORI EARVERBREBOEEDE LS (F114 - F 11 BREH) 2
BMERARERE
AFNOENIZIT HE 11 - T ARFRER S MR8 ARSI T 2 BWEFAMT A SUER] GEREH) 12k 2RITERRBRERIL
TEROEEY ThoT,
etk o5 AR ERAREAER 55 TI1 FR B IR SRR A5t
R, %) GEBLE, %) (EHLE, %)
FRMT 514K 33 392%* 425
®55 - B 1 (3.0) 9 (2.3) 10 (2.4)
G - MM 4 (1.0) 4 (0.9)
R () 1 (3.0 2 (0.5) 3 (0.7)
A% 2 (0.5) 2 (0.5)
PR ALBE 1 (3.0) 1 (0.2)
M (ISR 1 (0.3) 1 (0.2)
T 1 (0.3) 1 (0.2)
£ B E 1 (0.3) 1 (0.2)
i 1 (0.3) 1 (0.2)
S 3 (9.1) 21 (5.4) 24 (5.6)

7Es,. B L - I FRERIRABR COMERHRIEROBES] (107 ) THRRLKCREERILE RS L IHBE S,

BRREEOERE
AFIOERNICE T 28 1 - T ATRBREME ABIECB T 2BEFEREEOBREORBRIITEO LB THo 12,
gk o5 1 MG EAER ERNEE] ey &t
(B, %) (HERE, %) (HHEBE, %)
FEHT T G5 33 392% 425
ALT (GPT) L5 8 (2.0) 8 (1.9)
AST (GOT) |5 4 (1.0) 4 (0.9)
Al-P |5 2 (0.5) 2 (0.5)
SIS ot = 1 (0.3) 1 (0.2)
ILTF= kR 1 (0.3) 1 (0.2)
& &t 0 16 (4.1) 16 (3.8)

RPEATR GBI, A BT B O G] (392 B) ERF L Lo,




Q% 11 HEERREER BN T—4)Y
BE BB RENE A MR I DHEERIE TOE FaXx v AR RET AL T 7 VORBHEIZL D EMZIED
L
HETYAY  an T FREANFZ U=y 7 2% Ui2@MEa ik B s BE 2 x4 & U RS
R 1968 F-225 1980 F0MIcam T FRFPAIMKE Y ) =y 7 %52 L BHadt o imsss 55 61 (v Fe¥
SHNNI RERE 1461, TALT 7 A 30 Bl ZOMOIRFE S 11 51)
SERA R ¢ AfERSL 50,000/pL LA BB EEBRAA L. FIMEREL 10,000/l (272 2 £ TR &2 L bkt 7=,
BHILERELAS Z OFLFHIMT 72 o T2 E D B, Z OIEFRE T IET 2 ML OTEFRIEICE T LT,

SOBGRILHE PRAMLUE, BGE, FHMEEE. FTFIEIC OV TE [ FLT Bl #AEEE (19920520 #£H) ) (1
FldiZ L

R

<HHHE>

1S E BN O MR IC 3T DHEEREETOE REXF S AN RET AT 7 o ORHH 5T L 5 IEa2h RO I
BWT, MEHIOAFHBRE LT AL FrX AN RICHBERIERNED b7z (p=0.0033, Mk
K,

E R NI ROFPREINDAFEHRIL90~100 » HLUL BIZ#ET D EHESND,

SOBGRAEUE BROMEYE, B H R FHMEEE. T L. BRI oW T Iong RLT FlEl FEEE (19920520 $2H) | (Citdl e
L, VI 8. RIfEH] oL ERESETH L,

2) ReHHR
AR L

(5) B - FEAHBR
MR L

(6) B FHIE A
DERARERE (—REARERE. RECARERE. ERAMBLERE) . RERTERT -2 —IFE. &E
TRIBRABROAR
ARG T D RIEARBLRBIC DWW TIE TVIIL 8. ®FWERMEE—BERE) 0ESM

DEBEHELTERTENARRIEREL-AE - HBROBE
Y L

QR
BB L



VI. EXEE(CEHI SIEH

1. REPHICEESHSILAMRTEEME
EERRANE

2. EBEER
() fEASRLL - 1ERKEF
b Fe X hu "3 RoMaEEMGIER L, DNA GRAZFRMICHET L Z LIC KV BHE I D Z &A% HeLa S3 M
Fu%E, e OffifaR CIRE S Tn 5,
1)DNA & RPBREVER (/n vitro)? ™™
in vitro DRBRIZEBVWTE Fafx B Rif, VAXZ LAF FL &7 2 —PIEICI Y MEK INTP &8, i
7' 4K (dATP, dGTP) &% UMK T & DNA OA & HE LR 2 i+ 25 ¢ B2 ohTn b,
AFNTHIE Y Lo S HOMBICERL, VAXZ L3 F RETAXV I RX 7 VAT RICEBT 5BETHDL U AR
X VEF RLE I X —PEAESTHZ LICEY DNA B ELETS LS T3,

BRI LAF FLFY 82— & DNA SRR

7| ADP =3 JADP -—— dATP
3 GDP =3 JGDP —— dGTP
CDP =3 JdCDP -—— dCTP — — DNA
5 dC — dCMP
2 |: dU ~— dUMP -—— dTMP
UDP =3 JUDP dTDP ~——dTTP—

— )R ILFFRLE 75—

< A 3T6 BEHEFAIZIZ 0.1mM O & Ra $ 2 03I REMXEZE L7ZREO SH-F I 20O DNA ~OE Y iAA (f
) KOVANTP 7 — /L OEE) (FK) ZFAS7EREAREKNIOR L7,

DNA ~®D3H-F I VU ORI AT RaF o3I RIS 5% I35 1L L, DNA SRABBEESNTWS Z &0
R Rz, —J5. ANTP 7 —/L13 DNA &L EICIE UC, dATP, dGTP, dCTP 234 L, dTTP i3/ L 7z, dTTP
TV R LTe DIXERREE OB X IC L 5 LB b,

BE ROFHIL/ANS RIZK DTV R 3T6 #RHESF MM DNA S RBEE /AKX CHIAEA dNTP T—)L D ZEE)

A

2] . dTTP
*H 7 R
F / il
> // % 100
> §
: dCTP
7/
2 / TP dGTP
B 14 / &
) 4
% ) ERTFIHLNIR (%)

(cpmx10°%)
T I I I T I T
10 20 (43) 5 10 15 ()



2)DNA BTERREMER (/in vitro)'V™'"
invitro DFFIZI\VTE FuF o h AN RiE, MK ANTP 24681k L, T2 OEREIC X b #E S D DNA — A8
I OBEAR 2% E U S, REOICHIEZBEESE5 L EX 5N TN,

MAE AT B4R (T R)7

~ U A L1210 B s ia A SERENIZBHE LT- 4 B0~ 7 R 30 TBIZAA 500mg/kg & JEVENEE G- L, 5 16 B E T
FNEN—ERBTEE L, AFOMBEEICKIZTTHELRFTFLIZE A, B Fr¥ U hA "I LS g~
B EEHE I 2 03RO o, EARFOL B OMIBZRT 2EREZRHT 270012, AU L2 IZEES
BAEL 72~ 7 A 30 B2 3uCi/g [PH] FI P (Tdr) &5 L. 2.5 BEI$RIZ 0.1pCi/g [1C] Tdr 5 L&A HOH
Mz R TREIC L (X 7 VAERER) . 30 S35 ICAF 500mg/kg % IEMENEE S LT-, JEAIIAE N O 2k &2 46 1S I1c L
THRELIZEZA, B RaF I h N Rid, FiC SR oM & LEHMIaEHZ R L, S HICELHL SH
ORI O o> A A OHIE [FIFFIC YA D K 5 72, BHIFERIER 2R+ 2 Enmo bz,

Q) EEEM T HHEBERE

1) sEEMAIZ S 2R (in vitro)

+ HeLa S3 MliZxt LTk FrF W/ N ImM 22 RFf, E7o~ 0 ZAHDREEME L MRRIZ3E U 0.5mM 24 R #Efih
Sz & A, BIHIEIER 23380 bz 1#19

(DHeLa S3 I %9~ % g2 19
ImM Ot R o33 R 22 REEAIIE & Bt S 36550 2 bR LEEAIUSIN% 50 FEfE F T Coulter counter (2 CHY
FEIC KR 2 B2 Mt LIz Al R, SRR 7 BERTIMIRE S o3 s8N L, = 0% Lz, 3EAFIBRE% T8N
DIFERE STz,

@~ 7 A BT L AN 5 e Y
~ U A SRVRTENE LRI A S ER 2 7 L — MEICTHRET L7z, B Ref i 33 K0.01~0.1mM T
IR F 2N, 0.5mM Tid 24 R C 25% £ CAEMIEEZ B, 1.0 &0V 10mM CidBEits 12~24 KR cA M

Bk L7,
1004 = 0.01mM
. 0.lmM
: .
a 0.5mM
E
10:
§ ] 1.0mM
(%) 1
| 10mM
10 T T T T T T
0 4 8 12 16 20 24 (WgfE)

YHORBEFEE LMARBICE FOFXSAHL/NS F0.01~10mM ZEHAIC

Ef S - EOMRAERER
- b FESREAE OPEE. KRB IS LTEe R XN RO L Bl emat Lz & 2 A, B
R AEME O B RN 58 0 bz 20,
YL a—=< 180 MIEICK L Ref T 82 K0.05, 0.5, 5.0 XON50mM % 1, 4 ROV 12 Rt s 7= & 2 A,
BERFNRBEEMEEA NGB bR Y, =— U vef (JEKE) MiicstLe Re$sha33 K 1~10mM
% 4 BB S W2 L 2 A, RERFNZEEIHIER 2D S iz 2,



)XV AABELESICHYT SRESENE (YVR) XiF, A
© v AN FE W SRS A RN ST R TR L7221 Rr ¥ v v NS REEIENXUIRARE L E 25,
B82T [ IMyF et L USRS AR 971E 20>, Fix OIFEERICK LB T3 dH 2 B HUBEHEIE AR T 2 LD b,

- L1210 F AR LT, PUEEIR SR bz 229,
L1210 Bz ~ o ZADOEENICBIE L, & RaxT b33 a1 B 1 15 BB XIEEmN s+ 2 £ CE
AREVERN IR NS Lz s 24, BEIEALOROES & bIC A BEEMICHIEEDENED Sz 2,

L1210 Bim#RAI) g o FAX S HILANS FOMERHR

, & . ~ 7 ALY EE » AR b
s fj@ Pt e | R e
25 10 +0.3 10.7 32
50 10 —0.5 13.0 60
" 100 10 —13 14.3 76
L 200 10 —1.1 12.3 51
400 10 -1.0 16.2 100
Control 10 +2.2 8.1 —
175 10 —1.2 12.8 39
250 10 —0.9 14.4 56
| 400 10 —1.0 16.4 78
600 10 —1.8 15.7 70
Control 10 +14 9.2 —

a Bttt 7 HAOKE
b (JEHERED )T H #5— Control FED P AAF H %) /Control FED I AELTF HEL X 100+25% UL ECHIESESRBEE TH o7,

L1210 EiffpMifn sz~ o A OMERENIZBE L, B FrXx o B "3 & 1~192mg/kg/hr THEARNEREEA L7z, 48
~192mg/kg/hr T3 HBMRAFANT PRSI E 2580 Sz 20,

Control
lmg/kg/hr
12mg/kg/hr

10.0- 48mg/kg/hr

(x107+S.E.) 1.0

[ANE P ZaNN ¢

e TREIN s 96mg/kg/hr

01 192mg/kg/hr
24 0 24 48 (BFF)

L1210 amekmMEEIC T HE FAF T HIL/NS FEIRAFEFHESEAICE S
RESVMR (BFE2~3EDTIRERALE)

C8THFIT =20 AR PR — RO 2-T R/ -6-F ) T A=V DF AT Ui 2SS L7z L1210 A fFi st
LEN TR R Ll 2,

FV AT ABEEHOT, B RaF s RORBEGREEF LICL T, 10 HlfH, 3.3mg % 3 AfE, 10mg
ZFA4HBXIZ6 HRICYUANETHREL, BHERATF V2 — LA ROMEE{ToTlz 2 A, HEAKGENRD
BN TS = LR S,



(3) {EFISETRBERT - FAREERY
BiER e L



VI. EMEIREICET SRR

1. mPREOHD

M BELEDGOPRE
YRR L

QRSB CTHERSAODRE BEAT—4)
FRE IO EMEEREEE 9 flice Ru X b 33 K 20mgkg ZHERE NG54 25 &, MFEPEREZIT TFROML
HEB L. #5108 512 20.7pg/mL DR EEZ R Lz 2,

301

201

10

7S, e ¢ O~ BEHE

7

e

>

(ug/mL)

0 4 8 12 16 20 24
M IRE ] (RER)

BEICEROXF AN R 20mg/kg ZROKES LEBOMBEPE FOF AN FRE

BO/E O (B MK 2EVBEBNSA—4)

}Eﬁ % s Cmax Tmax T1/2
(mg/kg) e (ug/mL) (min) (min)
80 21 128.1 84 —
HA[A] 5 5 20 9 20.7 108 —
50 9 61.0~110.7 60 Hit% 120~198
— JWEET
P& e Cimax (ng/mL)
(mg/m? g4hr) 1 [ B % 5-4% 7[5l H # 5% 13 [a] B $ 5%
500 3 37.8 44.1 69.4
K5
800 4 56.0 75.7 173.7

W) AFNOARBENTZHEROCHREIT T FrX U A8 FELT, @HFEA 1 A 500mg~2,000mg % 1~3 [ENZ55 ) TREAES-9
%, B OMERFICIZ 1 B 500mg~1,000mg %z 1~2 [EI/0 CRAKET5,] THD,



F7o, EEEEORBDONFBE2HICE FrEFT H 33 K26 Xt 28mg/kg # 1 A 1[5, 6 AMKERDES LS
AO1THAKO6HADOE Rk v hn N3 ROMETREHBICEITEED bnighrotz @,

701
60
i &—=O : 26mg/kg/H
& O— -0 : 28mg/kg/H
rh 50 1
|
s
o409 R
v
7
X 304
E &
F
204
i
(mg/L)
104

51@%757ﬂ%§
0+

0 A 8 12 16 20 24 (BER)

b ey
BEIZERFOFSAHILANS K 26mg/kg/ BRI 28mg/kg/ BERELOBEL-BO 1 HERU6BHE®
mFPE FOFSAILNE FEE

3 tha
BT L

HEE - HRAEOEE
HMEE R L
PERIC X 0 B3 b B EEHKICHWTIE (VI 7. FHE/ER] OEBMR

2. BUEERNAS A—5
QF 2P
BiEE R L

(2) TR USSR BE FE 2
EE R L

Q) HKRETEH
TiplZOWTIL, TEYERE AT 2 —4% ] (22 H) &M

WIUTIVR
PR L



(5) 3BT
BiER e L

(6) 2Dt
PR L

3. BEE (KEaL—vaY) @i
() B A5k
BiER e L

(2735 A — 4 EHER
BT L

4. RN
ME R L

5. 9%
(1) Mm% — BT @B T
BMEE R L

(2) % — B BB
PR L

Q) Hir~DBTE GEAT—52)7
PP BRI E N OB FLAR (A 500mg & 1 H 3 [\ 3 HERE Q&G LIZER fith~OBATERR O bz,

itPoE FOXLAHLNE FRE

FLERECA b REv N3 NEE (ug/mL)
1 6.1
3 3.8
4 8.4
NS 6.1%£2.3

kb ReE AN MRERIT T A ORKES 2 BRRIC, ThUBRL5ISkts 4 BRI 2R L,

@) BHE~DBITE GHEAT—42)"
B REF 8T R 20, 40 R OF 80mg/kg A HIERR O H G- L7z 11 flOFFREUTIMBIEO BIEIEGERE D 5 b, ikl
WS 2t LT 5 BlORER & % 1 1TR T,

5) Z DDA/~ DFBITE NEAT—2)
EREF T8I R 20, 40 LT 80mg/kg % HLEIRE O #5- L7z 11 FlO R TR IEO B EE EE O 5 BIEKEE
ERET L7 6 BlOREREF 1 ITRT 2,
F72. AMLEESHICE Ra$o B33 R 80~160mg/kg i A5 L7ZBS, M BRSLI3HR M BR 2 1 oD e i i B 1
IR I AP EE D Z A 50~260 15 TN 0.5~15.7 (5 Th -7 %Y,



1 EROFIHILNS FEORSROE MTHIF2MIUEP. K, REBENE FOFLHILANE FREE

5 P2 5% R b Refxo b 83 FRE (ug/mL)
(mg/kg) (hr) iR fig 7k I Rl
20 2 12.4 1.7
4 259 5.8
3 7.2 0
3 10.3 0
40 3 26.8 33
80 2 134.6 18.2
2 152.9 19.9
4 88.3 42.6
4 120.5 49.5
3 156.8 38.3
3 35.5 8.2
(% n=1)
) AH RENTAEROHEZ Te ReXxop "I KELUT, @A 1 H 500mg~2,000mg % 1~3 EIZ/0F TRAKES 3

DIKF
b, ER% OMEFFZIZ 1 B 500mg~1,000mg % 1~2 B2/ TRAKET 5, ] Thd,

BE:~UA, Tl

PERINI CHE (MC) THEERk L7z b Fur b 32 R 500mg/kg BEFERN R 544 30 /0 D~ U ZIZHT 5 S EE DRy
DT, H—H AR LEVEE R L2, 2z EBIRE OB (REET) TE. RO T, Ok O
DE L, HFIES R 2R LT,

F72. T v MOEERMTE (4C) TEER L7 Fud b 82 B 100mgkg EENES5-% 1 B O i RE O g ss
WA OIIRNE~ 7 2D & —F LTz ™,

Y-E FOFXFSHILNE FEIDRRUS Y FMIBEERES LE-BOERERS T

Byl ~ A (n=2) Z vk (n=3)

58 (mgke) 500 100

P& E 5 5-4% 30 4y B 5% 1 ke

gt EICE (%) dpm/mg B (%) dpm/mg
JF ik 5.2 73 1.66+0.51° 11.0+3.29
S M 2.9 155 1.53+0.17 39.1+3.6
H+HNEY 0.7 39 NT? NT
I +NEY 3.6 20 1.91+0.53Y 474+1.5%
I ik 0.5 93 0.17+0.02 14.6+2.0
iLafie 0.8 90 NT NT
B+ N 7.4 470 NT NT
fif 0.6 84 0.53+0.02 13.2+1.9
J—H A 54.1 58 NT NT

a) NT : FEfit¢

(6) MFEPEEE
HMUMER R L

b) BENEWEEET

o) AERE L D S E & T




6.

il

() R BERAL R UM R R

T2 B R ORI BT A 13720 A, CML BE 3 flic e R o b 33 K 100mg/kg/ B % B RN & 530X
25~30mg/kg/ H R O L2, MR L 72 e FaxdaBRRIESNTWS, B, 7 e Fexia
FRIC T IEREEME TR D BT e,

) AFOARINTAELOCHREIL Te Refx o has RELT, @FEA 1 B 500mg~2,000mg % 1~3 BN/ TROES
D, BERE% OMERFICIT 1 B 500mg~1,000mg % 1~2 [EIZ/0 TRAZRET 5,1 THD,

QRHIBEET 2ER (CYPH) OHFE. HEXE

T CYP4S0 IZTREF S D &5 HiED B 2 030 FRRITHEE S TUL LY,

QMEBENRODEERVZDEE

MR L

@) RBMDFEOEERUSEMLL, FELE

10.

11.

7 bt Fe XY ARRICIEFEEEEIEE D b,

- Y.

T D PRI TR L EBE X BT D,

<HEANT—4 >

PG ORD SN BHICE Rafx BN RE 26 Xt 28mg/kg ZH IR OS5 LA (& 1), 5% 24 1F
METoOEe MR\PYEIRIE, $xBEED 53% KT 70% Th -7z,

Fo, B REFTAANI RE 26, 28 KO 60mgke 2 1 B 1 BXEROBLE LZHE (K 161) OBH#% 24 M E T
OB MRPPEEERIL 49~76% % LA R TR LR L R —ETh o7,

b5 U RK—5— (BT B
AR L

. BRFICLDIRER

AR L

HEOUREHTSBE
AR L

Z0ft
AR L



I. 2% (EFRALOIEESF) BT HEE

1. BEERBELEDER

1.55(5:

=R

AHT, REFITTAMETEIERERICEV T, EMRFBEBEOEBRICH L THIEME - REREH
DEMDY ET. AFDTEENBEU EHIHENDEFNODVWTOAERET S &, Fi=. RFITK LaERA
BRICEILL, BEXEZORKICAMERVERIEZTSICHRBAL, REEZETHoREERMKT S &,

(fig#n)
PRl 0% E & UTRE LT,

ﬁ Tl

¢

2. BEEABLTDERH

225 (ROEBFHIZIZBZRS LGNNI &)

2.1 KRB ORI LIBBUE OBERERE DO B 5 B

2.2 G UTIER L CW D AREME D & 5 otk [9.5 2]

(i)
2.1 AAFHIZ LV IBBREEARE L2 L OHDBEICRI L, HEAKEZZEE LG,

WENWDT, ZOX D RBFIIAFEZRE L TR0,

2.2 ARTEER TRAZIEERZRE SN TEY |, IBE~OZEHEHL S TORVOTREI LN &,

(TVIIL. 6. (5) 4Tk, (6) #HIFH) DIESM)

SIS A3 FEELS 5 AerE

3. HEERIEHRICEET TR L TOEHR
BRE SN TWHARN

4. AERUVREICEET HIELZTOEA
BRE SN TWHRN

5. EELEFRNIR L EDOHEA

8. EELEANEE

8.1 HREMAEMH FOEBRRNEMNEZ 2 2 &3 20T, BENCHARMRA (MEMmA, FFRREmRA, B
HEMRES) 2175708, BEOREBL I2ICBEST22 8, £, MHANRYMICHIS LEIEAZ®R &
LONDZLRHLOT, WETEHEIATO 2L, [1LLL, 11.2 ZH]

8.2 RYYE, HiBa ORISUIIEEICH0EET D2 &,
8.3 AREMEML/IMRIIAE, FEZ ME I AH] 2 6 3 2 BRI, BESCER (MM BB @O AR RGBSR - i

GO AME SO R D MG E S %) A RGETH 2 L,

(i)
8.1 FHIKREMHNIAA O EMEM TH 228, KA EMHIKFTHH Y | HERRBIERNZ 5 & 2 mREEN S 5,
HREEREMHI ORIEM & LTI AMERBD . A, & S(Zi/MaEd 2Rz b6h s,

KE DT CETIE, M LOERICEREREMNTI 2 H Db BEOLED A2 L LT THMERED 2,500/mm?



PUF, /MRS 100,000/mm?® LA T2 L2 35A213E OMNEIE T 2 £ THREZ Bl L 0 iz 570,
BN A Ul G IAR OB 2 H il 2l 2179 | & OR#ERH 5,
Fo. BEHIMEHT 2 LAt B EE 42T, EEREE N EBIE T 2 TRt H 5,

8.2 Ao HBEHHIR T CTh 5 EHFEREMHEIZ I AMERBD TH Y | BYMEORB IS H[ReERNH 5, &
7oA B B DB 72 80 B A O R B X I TEET 2 /R S A T DEBE R LETH D, AE & LT
EWEORE., MNENREZOND,

8.3 AREMEM/IRINEE, BV IMEICAR 26T 2RI, TERELEOSLEMEOBEORKEREK - @5/ 3RS
INFNBIEE~ DS MEIRASEE . b R X NI B ORBEMEML/ MK A, B IMAE) | 25 o B SCik %
HRTHLENRD B,

6. REDEREAI HEHICHTHEER
(D EHE - BEEFOHLHBE

I BENERERT HBHICHT IR
9.1 BHHE - BMEEFOHLEE
9.1.1 BReraelItl0®H 5 EH

ERERRREINH 2 ST 2 2 L b 5, [11.1.1 ZR]
9.1.2 BREEZEHLTNWDEE

ERERREINEC LV BIMEAE ST 2 L b 5, [11.1.1 ZR]
9.1.3 KIEEE

B R B EENLLDND Z LR H D,

S

9.1.1 AFOEMEATH D BRI A A BBRFINT TLH 5720, BN O L 2 BE~0OFETIX, FIC
g ametErdH 2, (TVIL 8. (1) HRAREWEH & HIHPER] DESH)

9.1.2 AFOEEATH D ERFHEEMHAABRREINT TLH 5720, BYEEZ G L TV BEBE~OEETIX, &
B EEER S S, (IVIL 8. (1) \ERAZENER &PIHIER) OESR)

9.1.3 fhOPUEMEBER THLRREA D 208, KEFBFICAF ZHRET 52 LIk 0 BHEEEMHICE IR TAET
FIEREIMK T 92 & HEMERICHEST D ATREM R B D,

* K
BRIZKIE D £ 9 LIREN D, BEIZKE - #HBRHEZ 7 A LA (SRR T AV ZREZET D DNA VALV R) Thbh, RikdHD
VNIRRT U, MR I 2~3 R, SERIIHEEA L B TH Y . IR AEREDORERBTH B,

() BERREEERE
9.2 BEHREEERE

.2
B okt EN, BIERNMRS Hobhb Z i 5,

(i)
9.2 BEIEED H D BH TIIAA DY S EIE LREIERI 2R & bbb o WIRED B %,

Q) FFREEESRE

9.3 FFigaEIEE RS
EHEENE T L TWD 0T, BWEAZMRS H5bND Z L 03d 5,

(i)
9.3 FEEDH D BFIINBHEMET LTV D72 ORIEHRR S b D AR & 5,




D EEREERT B F

9.4 KEREEET HE

9. 4.1 {HIRT 2 AlHEE D & D L MEICIE, RAR G RO 58 7% —ENFITEY 78T %232 £ 5 8T 5
Z L, 19521

9.4.2 /= M —DMTIRT D RTREME D & D BiEICIE, ARG P RO G554 T % — IR 8E U 22841 2 9 5
EORET DL, @A AW ERERE R, Wl EiEs Aot afk Bl BRE Ot~ T X,
F v FEAVWIZMEEGRRICBW T, BEEESAREShTWS,

9.4.3 /NEROEFATRERFERMOBE TR G T2 HEND 2 HA 2T, IO T2 B2 ZETDI L,

(fif33)

9. 4.1 tEIRT D ABREMED & 2 L MEBF IR LC, WL A HELE S 2 i Y CCDS (B¥HiET — & o — b)) IRtk
ENTEY., HRPICAFIZRG SN LMEREICB T 2 ROFESCEHMERICE T 8 - BRI T OHRE B
HDHZEND, HIRT A FREMEOH D LERE IS LT LM RO E 21T 5 K 9B L, EERET S
NP Y

9.4.2 BHEHREITK U CREE A HESE T 2 EE MY CCDS ISRl ESN TR Y . ME 2 AW 7= 181F 229828 BB O 5l
MR MR E OV RERRERBRE ORIy A, Ty bEHWT/ERBRIZB T 2 BEFEEREO bz
EOWRELHDHZ LG, N— NIRRT A RO H 5 BIERF IR L CEgl k0B EA21TH X9
BREL, EEWMETLZ L L LT,

(&%)

BYECBIT DI FHER TR OB ARG R ARBER TN N2 < 2D ETOMEICE L Tii— L7 g
AL TE LY, HEEOHERIE IC R W TEFFRER TR OBE A HERE ST 5D, Morris % 1%, 1R#EH
K OVREA T4 1AL LT 21T 9 K O HESE L TR Y . Nangia®™ OITEIEHFIE TR OBEHMIC OV T, K
TRROBINC BB A Z 1 7214, BT2AEE L TEE HECE LR o720, 550z [E
L7z aid, | BRI OBERFAZ Y THDH & L TWND,

AENZHSNTIE, EFROSCHRRE I A T, CCDS K USKERM SCEIC T 1 LA EOBHTEZHEEE L T 5,
—J5, LHEICBW T, CCDS K UK ERA SCEICIT M O EFEIE 2V b OO, KERMA SCEIZEB W T
6 » A LA EOBHEZHELE L T 5,

9.4.3 AFlDt ORI T 2 BIIARATH 205, KANTBEBFORETH S DNA ODEENREZHEHTH D
7, BRFEWEEZROREEDS S D, 8RB CLUT O X ) R REEEMHI 580 b T D,
1T &AL DFIEREGACGEH IS ATV D,

F BB TR EMREIH AR b T\ 5,

(0) 4E4%

9.5 IR

PRI S ATIEIR L TV D ATREME D & D & MEITIE, BE LW Z &, HIRPICAAZ G5 Sh - BE THROFE
BHEEINTEY, BWER (7> b, 7HFH) BT, BEBEALOIE - JBIRETAHRE ST
b, [2.2, 9.4.1 ZH]

(fi#5)

9.5 MLHRT B AREMED H BB E T LT, BT HELE T 2B CCDS (¥ T —# v —b) IS
NTEY, ERFICARAZ#ES SN ERFICB T 2 RO ECE ERICEB T D18 - IBIECORELH D
ZEnD, FETAHEMO D D KMEREICK LT HMEUABEOREAITY LB L, EERETDL I L E
L7,




(6) $REL1w

9.6 AR
BALRET S WD L, b MELFABITT 5 2 L 0b 5,

(f#dL)
9.6 12VEEBEYE A ML O AR I AA] S00mg & 1 A 3 [8]3 B O EG LzER, LR~ OBITIERRS Bz Y,

(M INRZE

9.7 /MR
INREEZ G L LT BRRBRIT I L T 7Ry,

(faL)
9.7 /NETIIA TN OBRED NI SRATH W N L IZ R DR, EIEER SN RN S 5, AH
DN FT DA, REVEIZOW TR, HoICRE S TR L ELTHE LS L T,

(8) &t

9.8 S#E
BET LR EEET D, RICAEEENET LTV,

ol

(fig#)

9.8 —RICEME L. BRETEAE. ATHEAE. BUEAES OAHERENME T LTV A7, AR EBE T DI H
D, BIERAELS Db RN H D, HEELRBIET 2540 H 50T, HE, KREHMITERSONLE
DNBEIZR D, 12120, I X 2L BREREDORTEITIS DL Z AR, EMBPRBRANCGHEREZIToTWDHD

NERTH 5,
7. HEER
(W BRER L ZDOER
BRE I TV
QHREFELTDER
10. M EEH
10.2 $EAEE (BHRICEET S L)
A4 B AEIR - $5 18 51E KR - fERIK 1
PUEAE I A BREMEE 2R A2 R85 5 | BWERASMEICHREIN S,
T HR R G oT, PFHEITI>HE. BET D
REMRICEETDLHZ &
(FF35)

PUEMERRTE A K OSBRI T — A RIBIER & U CH BB EEMHI S22 b D, AHI O TN T b 2 B B RENNH] 23
MHEMFIRFTEH D720, FFAICK VRSN D ATREMEN D 5,



8. ElEA

1. Bl{EA
WORWEHRRH oD Z ENHDHOT, BEZHDITITV., BEPRDONEZHEIIIE G2 FIET 57
EE R E 21T O T &,

() EXGEIER & DHER

1.1 EXLEIER
11.1.1 BREHEREHNH
PLlERID (0.3%) . AMERED (4.4%) . AFhERBD (0.5%) . f/MEED (6.1%), Al (44%) (~EZ
B e RMERED . ~ b2y MERD) FERHLPNDLZ RS D, [8.1, 9.1.1, 9.12 2]
11.1.2 MEMM% 0.2%)
FERN, WK, FERINEE, R XGRSO RE RO DS a I, &5 2 IR Ll e gz
1752 &,
11.1.3 BEES (0.7%)
AHN 2 RINC BT LTIE I CRMIRE (FTRICHFET D) BHobNDL I L nd D,

(faL)

HGBINFYZ D FAR K OME I BRATR A 123\ CRB DAL= BN D FE BUBE 23l L 72,

B L. B BEFERESNHIBEIE O BIME NS DWW TIEHAGBREZ DA TIIAA O EEM L B 272720, BIEM & L TRIRY %
biheinolc Z 82k y | BAKERAE TORIRZ R LT,

Q) FnhonEER
11.2 ZothoalERA
0.1~5% A 0.1% A3 YN
mo Y | i ELRSFERIE

Mell THI, M. DNk, BECRIE, B, | HRL B, HEERIE
WEA, MR M
iR~ v ULy kH. AST BH.. ALT k5., | #HE

Al-P L5

Bl BUN L&, 7 V7 F = ER Kk LR | PeRINEE

WECET? | #5 SR

B K& BFEIAG, BB, FLBE, ML, REE PCRE B OVTVER . BTk, S | RE= Y T
B, BEER. R ~ k=72

PR | B, LU ik, & LUK, IR&, L5,

SRR |

Z A, RN, MEERE, VEIE, PAERR. R AP, EsE XS -

D [8.1 ZHR]

Y 00 L5 RN b DA RS AT 5 T L,

TERAREIER RO T2 OMOBIER ) ORI, KO E AR 425 5% ORI 0O R
WA 1,806 % 2 W T=IEDI 2,231 IIC X B, 7272 L, BORSAE SIS B O 36 S (408 A A 25 OOk S
%Jj < o




SEIFRBEE—ERF

Ho: AERERE AT b (BRI T v b ET)
BIVERFEBUESIE - 8% : RA—EMNICB W T F—RIfERIZEE D v v b,
* A EOEENS TRITEROVENER - BYYE
BIVE AR RIS - R—IEFICB W T R— IERIZES D v b,

i FH AR A O SR B
HGRIFIZ D7 (PR 447 A 3 H~ At
TRk 1443 A 21 H)

ELENi e 60 386 405

FRATE 15K 425 1,806 2,231

BIVE A BUE B 31 503 534

BIVE T B 41 923 964

BIVE A BUE B 7.29% 27.85% 23.94%

BIl/EF o fEE BIVEA OFEFERIEBUES (HHE0) £ (%)

FiIE - FEJE R b 14 (3.29) 78 (4.32) 92 (4.12)
HEERR R B — 1 (0.06) 1 (0.04)
HBE 1 (0.24) 3 (0.17) 4 (0.18)
b2 - 1 (0.06) 1 (0.04)
AR — 1 (0.06) 1 (0.04)

* DD I — 1 (0.06) 1 (0.04)

P — 1 (0.06) 1 (0.04)

2 SRR — 1 (0.06) 1 (0.04)
MiE (iE) 1 (0.24) 18 (1.00) 19 (0.85)
TV R — 1 (0.06) 1 (0.04)

kBT - 1 (0.06) 1 (0.04)
W5 3 (0.71) 7 (0.39) 10 (0.45)
S — 1 (0.06) 1 (0.04)
3 7 (1.65) 10 (0.55) 17 (0.76)
s — 2 (0.11) 2 (0.09)

* B AR — 2 (0.11) 2 (0.09)

%7 b e — MR E R — 1 (0.06) 1 (0.04)
B B TEIG T AR — 7 (0.39) 7 (0.31)
(=% 1 (0.24) 1 (0.06) 2 (0.09)
R st iE A — 5 (0.28) 5 (0.22)

* REESE (GE) — 1 (0.06) 1 (0.04)
e3¢ — 2 (0.11) 2 (0.09)
TR — 6 (0.33) 6 (0.27)

* 1RIE — 1 (0.06) 1 (0.04)

* M () — 1 (0.06) 1 (0.04)
JNE 2 (0.47) 14 (0.78) 16 (0.72)

- B R R E — 5 (0.28) 5 (0.22)
BA Hiivre — 3 (0.17) 3 (0.13)
i (A) e — 3 (0.17) 3 (0.13)




BIEH O fE%H

RIER ORERIESES] ((FE) 3 (%)

FX « R PR TR B — 11 (0.61) 11 (0.49)
* BERAMEOIE — 1 (0.06) 1 (0.04)
* PR LM (%) — 4 (0.22) 4 (0.18)
* LU (&%) — 1 (0.06) 1 (0.04)
FHRLON (R — 3 (0.17) 3 (0.13)
FELO () — 2 (0.11) 2 (0.09)
HED — 1 (0.06) 1 (0.04)
SHox (7 — 1 (0.06) 1 (0.04)
BRI - AiEERE — 1 (0.06) 1 (0.04)
sk FEIH — 1 (0.06) 1 (0.04)
& DL DR R — 2 (0.11) 2 (0.09)
* E R — 1 (0.06) 1 (0.04)
*BRT R — 1 (0.06) 1 (0.04)
R B — 4 (0.22) 4 (0.18)
* Rz — 1 (0.06) 1 (0.04)
kAR GiE) — 1 (0.06) 1 (0.04)
* 9 DY — 1 (0.06) 1 (0.04)
ORI — 2 (0.11) 2 (0.09)
LB EE (2.12) 54 (2.99) 63 (2.82)
GELS - 2 (0.11) 2 (0.09)
il =p/N - 1 (0.06) 1 (0.04)
* HIES — 1 (0.06) 1 (0.04)
* B G i — 1 (0.06) 1 (0.04)
* JH/LAE i — 1 (0.06) 1 (0.04)
&4 (0.71) 8 (0.44) 11 (0.49)
B (0.24) 7 (0.39) 8 (0.36)
[[FAn (0.24) 4 (0.22) 5 (0.22)
WEEE/S — 1 (0.06) 1 (0.04)
T (0.24) 4 (0.22) 5 (0.22)
R fE — 1 (0.06) 1 (0.04)
ONZ% (0.47) 15 (0.83) 17 (0.76)
mESE — 1 (0.06) 1 (0.04)
%k 1PNz — 1 (0.06) 1 (0.04)
R — 10 (0.55) 10 (0.45)
AR (0.24) 2 (0.11) 3 (0.13)
R — 2 (0.11) 2 (0.09)
AR — 2 (0.11) 2 (0.09)
HE R AN R (0.24) — 1 (0.04)
TR (OO HTR) — 4 (0.22) 4 (0.18)
*RER — 1 (0.06) 1 (0.04)
* Ay F R — 1 (0.06) 1 (0.04)




BIVE A OFEE BIVER ORERIFBES () £ (%)

JiFi - ARAE RbEE 9 (2.12) 118 (6.53) 127 (5.69)
PRIH — 2 (0.11) 2 (0.09)
e 25 — 6 (0.33) 6 (0.27)
JHERE R & — 12 (0.66) 12 (0.54)

* fFREZE — 1 (0.06) 1 (0.04)
JHFBE — 22 (1.22) 22 (0.99)

* PR — 1 (0.06) 1 (0.04)
AST (GOT) L5 4 (0.94) 66 (3.65) 70 (3.14)
ALT (GPT) L5 8 (1.88) 76 (4.21) 84 (3.77)
v UL E A R 1 (0.24) 15 (0.83) 16 (0.72)
Mgy ey L5 — 1 (0.06) 1 (0.04)
NI AT IF—E () EH — 1 (0.06) 1 (0.04)

% y-GTP k5. — 2 (0.11) 2 (0.09)

R - SRR E 2 (0.47) 47 (2.60) 49 (2.20)
Al-P |5 2 (0.47) 27 (1.50) 29 (1.30)

*LDH 5 — 15 (0.83) 15 (0.67)

 IMHEAE - 5- — 1 (0.06) 1 (0.04)

* i R MLy — 1 (0.06) 1 (0.04)
1= PRI 15 — 1 (0.06) 1 (0.04)
iR b5 — 5 (0.28) 5 (0.22)

PN 3R — 1 (0.06) 1 (0.04)

sk FLPR R R — 1 (0.06) 1 (0.04)

MmAEREE (—iR) — 5 (0.28) 5 (0.22)

*ECG B — 1 (0.06) 1 (0.04)

s e 1L E — 1 (0.06) 1 (0.04)

* R BR IR — 1 (0.06) 1 (0.04)

fOOARS - 2 (0.11) 2 (0.09)

MY TN [ 7 Y AR [t = — 1 (0.06) 1 (0.04)

EFIN 2873 — 1 (0.06) 1 (0.04)

e (Ogsh) B — 3 (0.17) 3 (0.13)

* (ML 5% — 1 (0.06) 1 (0.04)

% it e — 2 (0.11) 2 (0.09)

WP i e — 10 (0.55) 10 (0.45)

3 FEEZ — 1 (0.06) 1 (0.04)

sk NF B T RS — 1 (0.06) 1 (0.04)

 NHSATR - 1 (0.06) 1 (0.04)

* % — 1 (0.06) 1 (0.04)

*AREEH OF) — 1 (0.06) 1 (0.04)

* i g - 1 (0.06) 1 (0.04)

* M RUE ST — 1 (0.06) 1 (0.04)

iz I — 1 (0.06) 1 (0.04)

* HEEERE — 1 (0.06) 1 (0.04)
i PERT 56 — 4 (0.22) 4 (0.18)




BIVE A OFEE BIVER ORERIFBES () £ (%)
R I BB — 149 (8.25) 149 (6.68)
ERFFERPER - 1 (0.06) 1 (0.04)
* BN B L — 1 (0.06) 1 (0.04)
RERMEA 1. — 14 (0.78) 14 (0.63)
#Zrif. — 79 (4.37) 79 (3.54)
AR IMmEREA — 31 (1.72) 31 (1.39)
~< h7 U > MERED - 3 (0.17) 3 (0.13)
~E v e — 43 (2.38) 43 (1.93)
KA ML BRI — 1 (0.06) 1 (0.04)
F ek - fENREE — 99 (5.48) 99 (4.44)
TEkr RIS (OF) — 1 (0.06) 1 (0.04)
I HERIE D — 9 (0.50) 9 (0.40)
*AFIRERIE S (JE) — 1 (0.06) 1 (0.04)
B BEHH — 7 (0.39) 7 (0.31)
F Bk GiE) — 80 (4.43) 80 (3.59)
BRI (F) — 5 (0.28) 5 (0.22)
% [ IMER B H — 1 (0.06) 1 (0.04)
I/ NER - H o e o 2 — 110 (6.09) 110 (4.93)
/R () — 110 (6.09) 110 (4.93)
H I — 1 (0.06) 1 (0.04)
BT Hif — 1 (0.06) 1 (0.04)
RS HA ifn. — 1 (0.06) 1 (0.04)
WAPR A A b 2= 1 (0.24) 32 (1.77) 33 (1.48)
m7vrF=r i 1 (0.24) 12 (0.66) 13 (0.58)
BB E — 4 (0.22) 4 (0.18)
* BHAR4A — 1 (0.06) 1 (0.04)
R — 1 (0.06) 1 (0.04)
BUN |5 — 21 (1.16) 21 (0.94)
— R EE — 23 (1.27) 23 (1.03)
P 1 2 — 1 (0.06) 1 (0.04)
F JifaE S — 1 (0.06) 1 (0.04)
GEpL — 2 (0.11) 2 (0.09)
SHE () — 1 (0.06) 1 (0.04)
* ARERD — 1 (0.06) 1 (0.04)
FEEL — 6 (0.33) 6 (0.27)
G0 57 18 — 1 (0.06) 1 (0.04)
B (%) — 3 (0.17) 3 (0.13)
eHED (%) — 4 (0.22) 4 (0.18)
4By B — 1 (0.06) 1 (0.04)
EAI — 2 (0.11) 2 (0.09)
P T AT — 1 (0.06) 1 (0.04)
CRP -5 — 4 (0.22) 4 (0.18)
PP AR B — 1 (0.06) 1 (0.04)
RN — 1 (0.06) 1 (0.04)
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= ERexi "I R
AR TH .
AERIEH i B S - B (&
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RIBAK T
DEXOEAL
80mg/kg i.v —i@ Mo I JER T
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MR DB
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DEXOEAL
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(2) FEANZ X B mERS 33 2 1EA
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Flo, METITE FeX o IR REEE2Z TS OREECTSHBEORTRRO b, Ll tHorks s
ZFERETCTOZME, BEYORE ZBDRNoT-Z LD, ZMFIE T IR ORBEBEE~ORENFK &5 2
bilc, ENUAOIRFIIREY, TEMONTICENTHIRO bRnol,

2) RERRHESHR
SD%7 v MZk FrX v )3 K 0~450mg/kg/ H Z4EHR 6~15 H H £ TRE LS L1,



ZORER, WEE 21 BB OFRRECASE L TOEIRIRIZB VLT 300mg/kg #5-8E L E THEAEAARN IR O BE N K OY
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1. ELRHETORFTERR

AUSTRALIA Capsule 500mg
(A=A L7 V7)

BELGIUM Capsule 500mg
(~LF—)

CANADA Capsule 500mg
(BT %)

FRANCE Capsule 500mg
(77 2)

GERMANY Capsule 500mg
(k1)

SOUTH AFRICA Capsule 500mg
(F§7 7V 1)

SWITZERLAND Capsule 500mg
(AA 2)

THAILAND Capsule 500mg
(#A1)

UNITED KINGDOM Capsule 500mg
(A FV R)

UNITED STATES OF Capsule 500mg
AMERICA

(7 AV 7)
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k. MIERATR. R, FElh, REIC K D IR, MERFEEZEEHET D,




HESN T OAGRIL (2025 4F 7 A RER)

=4 TAUD

A CHEPLAPHARM Arzneimittel GmbH
e 4 HYDREA

HITE - Hiks 517 L : 500mg

e H 1967 4£

PIEEESIES

M D & 2 M Bl A s
bR B EZ O Lo, SISO RATETTRE LA A (HEEER<)

MEXR O &

NA RUTE BEMIEREZIGRT 272012, BT, SUIM O GRS SRR R L O O
MTHER SN, BEORE, PR, IBRE~OKIE, BEOMERE T kOB EORIRZ IR
HIZESO TR 2 EET 5,

TRTO®REGEIT, BEOEBEOKREE ITHANREEDOWNT NNV RN HTITIESWTIRE
T,

2. BB T SERERZIEER
WERICEET ZiBAMER (FDA., A—RX S U 7H4E)
AAOBE LS NIIRASCED 194 £Re 2 H T 288, 1950, 19.6 B m) OEOTLBHIIUTOLEY TH
V. FDA CKERAMNE), A—A TV THHEEITRR D,

KT HEALDEE

I BENES

9.4 £JEREEHT HEE

9.4.1 WHRT 2 FIREMED & 5 LPEICIE, AFIB G R OB 546 T 1t — E WX E Y e ltit 292 £ 58T 5
Zk, [95 5]

9.4.2 R—= M —DEIRT D FREMED H 2 BT, FAIRG-F KO G4 T % —EHMITE 220k E 2 3 2
EOoHET DL, MEE AW EIR AR ERER, WMILFR S ML AW R BRERRE N~ T X |
Z v bEHAWE/MERBRICB W T, BamErNgsEIhTns,

9.4.3 /N OVEFEATREZRFIR O B I G 2 LEN S 256121, IR T 2B L2 ZET 52 L,

ZHETHBEICETHIE

9.5 1EiF

TR TR L CW A ATREMED 3 B Lethiciz, BE LWz &, HETICARI 2B E SN -8B TROAF
NPEINTEY, BWER (T b, U5 1TBWT, BHBEAROIR - BT NHE ST
%, [2.2. 9.4.1 ]

9.6 ZELIF
BAEBTSEDL L, B MBI T2 L0305,




FDA CRERMFXEDH)

8.1 Pregnancy

Risk Summary

HYDREA can cause fetal harm based on findings from animal studies and the drug’s mechanism of action /see Clinical Pharmacology
(12.1)]. There are no data with HYDREA use in pregnant women to inform a drug-associated risk. In animal reproduction studies,
administration of hydroxyurea to pregnant rats and rabbits during organogenesis produced embryotoxic and teratogenic effects at doses
0.8 times and 0.3 times, respectively, the maximum recommended human daily dose on a mg/m? basis (see Data). Advise women of
the potential risk to a fetus and to avoid becoming pregnant while being treated with HYDREA.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2%-4% and 15%-20%, respectively.

Data

Animal Data

Hydroxyurea has been demonstrated to be a potent teratogen in a wide variety of animal models, including mice, hamsters, cats,
miniature swine, dogs, and monkeys at doses within 1-fold of the human dose given on a mg/m? basis. Hydroxyurea is embryotoxic
and causes fetal malformations (partially ossified cranial bones, absence of eye sockets, hydrocephaly, bipartite sternebrae, missing
lumbar vertebrae) at 180 mg/kg/day (about 0.8 times the maximum recommended human daily dose on a mg/m? basis) in rats and at
30 mg/kg/day (about 0.3 times the maximum recommended human daily dose on a mg/m? basis) in rabbits. Embryotoxicity was
characterized by decreased fetal viability, reduced live litter sizes, and developmental delays. Hydroxyurea crosses the placenta. Single
doses of >375 mg/kg (about 1.7 times the maximum recommended human daily dose on a mg/m? basis) to rats caused growth

retardation and impaired learning ability.

8.2 Lactation
Risk Summary
Hydroxyurea is excreted in human milk. Because of the potential for serious adverse reactions in a breastfed infant from hydroxyurea,

including carcinogenicity, discontinue breastfeeding during treatment with HYDREA.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing
Verify the pregnancy status of females of reproductive potential prior to initiating HYDREA therapy.

Contraception

Females

HYDREA can cause fetal harm when administered to a pregnant woman [see Use in Specific Populations (8.1)]. Advise females of
reproductive potential to use effective contraception during and after treatment with HYDREA for at least 6 months after therapy.
Advise females to immediately report pregnancy.

Males

HYDREA may damage spermatozoa and testicular tissue, resulting in possible genetic abnormalities. Males with female sexual
partners of reproductive potential should use effective contraception during and after treatment with HYDREA for at least | year after
therapy /[see Nonclinical Toxicology (13.1)].

Infertility

Males

Based on findings in animals and humans, male fertility may be compromised by treatment with HYDREA. Azoospermia or
oligospermia, sometimes reversible, has been observed in men. Inform male patients about the possibility of sperm conservation before

the start of therapy [see Adverse Reactions (6) and Nonclinical Toxicology (13.1)].
(2023 4 11 H I 0)



F—X S 1) 7D45%E (An Australian categorisation of risk of drug use in pregnancy)

D

Drugs which have caused, are suspected to have caused or may be expected to cause, an increased incidence of human fetal
malformations or irreversible damage. These drugs may also have adverse pharmacological effects. Accompanying texts should be

consulted for further details.

(2025 = 6 HBES)

INRFICEY HECE
AIROE A S IR CEOFTRUILL TO LB TH Y | KEOIRMCEROHEEO SPC LT D,

9. BENERZETHBRFICHT HEE
9.7 /MR
NS ARG & LT BRI I L Ty,

i RRAE
KE O SCE (2023 4F 11 A) | Safety and effectiveness in pediatric patients have not been established.
H[F D SPC (2024 /11 B) Because of the rarity of these conditions in children, dosage regimens have not been
established.
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