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L BAK 0D s dsigiz B2 md,

Hrh

X &S E Se, ik S

W2 0.S B (R) (R), HoAr tHIRA BN R JRAL MR H B C,, 55

n f& 2-20 HIREEL

R' R A7 R C o BEEE, Uk R AR Shar ik B . 2 AR BRNE

R® & -H. C,_,, $EFEEL C, S EE —COOR® ;

RBEHEE FE SR FE R FFE TR BRI C L, 5iF.C ., MmEEk

C1—1o ﬁ%% ;

R* & —OH. -H, -CH; &% -0C(0) C,,p FHEHE. -0C(0) C o BEEEE -0C(0) FE: ;
R5 7BE —OH. %‘4%\ C1—10 ﬁ{ﬁ%\ﬁ%\ 0- %ﬁ%\ ~-0C (O> Cl—lO %FE%\ -0C (O) C]—IO ﬁ%

5 -0C(0) J5% 0

.

R® R HER Cpy St HRIE Ho

BFER 1 LAY, 2P WE 0.

BAVESR 1 LA, Hh R R R B & H,
BMESR 1 Kaw, HP R 2 H

RAZER 1 HILE, Hork R 1L 8 OH 1 C Sl
AR 5 LAY, Hh R & OH.

R K 6 BILED, HA n &2 9-15 HIBEAL.
BRER | K EY, KPP X £ S,

C BUFIEESK 8 (ib&4, Horp R AR AR —Rk B P L& REMRRE.
10. BURIEE K 9 (R4b&4, Hrh R Al R3 PIE R Ho

11 RFIESK 10 fib&d, Hh R R

12. BUFESR 11 &Y, P n -,—'?s 9-15 HIHEHL.

13. BAER 1 K&, 1@@

©9°.\‘§”P‘t‘>“9°5\9

14, —Fp I FV8ITREAE R JT 1%, BLIE HE A VAT A AR BOBCRI SR 1-13 FRAE— TR &

16. AUMEER 14 MT7E, K ridEESE KA.
16. AR K 156 B 7%, H BTk &2 e e R e s KR 8 L /)

L AR L0 N B S/ R LA T A R SR
AL SO PR R SR Sk B R M
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17.
18.

ORISR 14 07795, Sep BT R R MR
WRE R 15 89770, Sk BT £ B 5 T B 2 R B B MR TR

B B B 4 R 080 A s B (& P 2T I

19. BMEK 16 #7715, H A BTk e £ SUE 5 4k 40 i v 3 (%

20. MAIESK 14 771, B P BT e B P AR 2 R AR AE

21. RURER 14 BI771%, SR Ak e i 2 B 2

22. BUFEESR 21 HYJ5 %, Eorp Brid R 2 B 4 IR E

23. BWARER 14 157, RO TREERER / & EmE .

24. BRE R 14 B77 1%, KRk 2% % &L 0. 1-1000mg/kg.

25. RUHIE K 24 W77k, K rid i B8 2 1-500me/ke.

26. BAER 25 M7k, Hh ik iR &R 10-100mg/kg.

27. BAVER 14 W77k, K prid b & R_EREMK .

28. RUFIEESR 14 19777, R Frid b &Y RBEEN AR .

29. BURIEESKR 14 (977 1%, K45 ik B35 1 A 53 AR 23 sl ik

30. AR 29 (7575, Hrh Brid 74 K270 R 4 S s 4 R L 9- U4 FF AR« Am—80
EIERIN NI S

31. BURIEEsK 29 (753, H P BTR A ARIBUT R B AT BE8UTIR BB IRT A
BT IR BRI ENF AR

32. MAEY, BIERUHE R 1-31 PE— ISP ZG 2 _E T B AR B R
o

33. BUFIER 32 MIZGMA &4, Hh TR A& ¥R pH KT 5 BIZRKIEH.

34. BURIER 33 AL &Y, L PRk A &Y pl 28 5-8 HIKEHR.

35. AURIEK 34 MZWAE &Y, Kb iR &Y /2 ol 0 5-7 BIZKHE .

36. A (1D W EMHITTE,

R‘4
R\, X AR
an
Hrp

X /& S8 Se;

WRO0.SE R R), HAHIMAEA R MM R H L C, Fedk

nZO0E1;

R' F R® JhSL bR Cyo 2 5E 5

R* B -H &Y C,.¢ 5o —COOR® ;

RO B HVEEE B KR S5 s B T B R EE (o JEEE \Coyg MR EK
C1—10 H%% H

R* B ~OH. ~H. —CH, =0C (0) C,_,, 723 . ~0C(0) C,_,, FitFe —0C(0) FFAEB A & BENE 5

2 —OH, B F. C,p K8 FLEE. &L 2. 0- F . -0C(0)Cyoye 5 5% 28\ —0C(0) Cyoyg 42

R 2
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. -0C(0) FHHEBUH R BMIAEE A
R® & HELCp, 25 ;
Bk ks ERNEET, TRA TXEMKiL &Y
(R") (R®) AsCl
H5ABK (111) &MHEDIRN,

CLRMEE (ID) LEY), IR i IR EE P T — & P ke

37. BUMEK 36 R, P ridikis B . = F K. = 2N =N,
38. BRI R 37 W71k, Kb ik 2 = .

39. RUAMEK 38 BTk, H P ik S N A S e .

40. BMER 36 W77k, HAPTERIIEE T, [ TR EY

(RY) (R AsCl

H5EATAGWKNEYIR R,

) CO,H

LA G (I BLEY), Prid B SR & F v T Z &P .

41, BUAER 40 7775, R P RSB E T A F 5.

42. BOMER 41 7%, R P&t 8 = F % = 2 =7 A .

43. BN R 42 W75, B prik i = g,

44. BURER 36 K7, AR 8 BT IR i 0 £ R 5L AT T P RO R AL e
feaiie 1D M ad.

45. FUAIEESR 44 B9758, Forp Brid i 2 — A P k.
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BT e B L &AL

[0001] AR BE-ZERIEH K 2007 4E 1 A 16 HAYPEEF EHIF 200780007370, 6 )5+ % H
W&, BERIERRBEEIRN “H TR TEEMNL SR T

& BR $igy

[0002] Az Bt ROiRE AT Sk, WA, AR R4 T B AL S WA EN]
FR T 1697 R RE 0 3 0978 R S AR B v

[0003] &HEHE =

[0004] REHIMFEERT CALEBE THE, BXEHEE E MAFEKMERETRSIET R
HWHRE. CEIEY, THALEY =F A 6] LT B R M aEOu FE 1 a8t B4k 48 e e
MR (APL) , B VR T B X HeAb S B (A U7 967 - (B2, 2R B A B R SR 78 56 [ 3 /Y
VDB R, SR b E P B R A EM . Bk, BRTEEIR=84=
T S T 3 IR 2572614 22 28 21 B 13 I 7 R 9 T o RV R TR 9T I — 0 B LR R Y g R
REREFRKLE R, BN M2 ST RN H B (Soignet A, 1999 Wiernik
& A,1999 ;Geissler 2 A, 1999 ;Rousselot Z A, 1999) .

[0005] P& i AN PR HLERF) (arsenical) (0A) {XF SEFAFEE, B4V T H 1 B M55
JEME (W09924029,EP1002537) « ANERIR, 24 LLVA YT HE SR B (AR I, S & WX B
7 10955 (1) £ 2 ALAT AR KIS . BRI, 75 B A HOX R i A A 4, BemT DL T — A
YAFT MLV T R AT, B 5 = A AR B R K VS, I AR ERUK.

A kS

[o006] AR BAM— AT ERME T AEHEERNA LY. £ LT R®, &
KR T AFX () SHUHHEWEER 2% T2 K,

[0007]

[o008]  H.

 [0009] X & SELSe:

[0010) W 0.S B (R) (R), Hrh HILH A R ST & H B Cp, BT 5

[0011]  n & 2-20 HYEELY, PLIL 5-20 ;

[0012]  R' AN R® % BRI HBAR Coy SREE

[0013]  R® & -H. Cpjo HEEEEK Cys HiE —~COOR® ;

[0014] R EH. AL BHE KR . FE FHRE FLFE RFTRERE CLo EC o b
T Cpoyo JRIE, LI H



$IEHID?566691  Pg 6

ON 104109177 A w BB B 2/11 |

[0015]  R* & —OH. —H. ~Cl, & ZE . ~0C(0) C,,, FHKeHE . ~0C(0) Cy.y fiE . -0C(0) HEEBH
F LA, (BY

(0016]  R* I R* 5B E BRI R F— iR B BR BRI 55 3

[0017] R° 2 -OH.&(E. C o SR E EE. 0- FhEE. -0C0)C,yy ke -0C(0)C, . KE
F.-0C(0) FELHRBRINAE

foo18] R® /& HERC, , Bk

loo19]  ZABHAY A B MR EAL A0 BE T XA R E M 5 M. AT, 5
fil, RS T AR HIRESL T 5, B4 B FE RN B AR B SE s AUE B 7R g H
B R B 2R, 2R AR B B #R AN TE N 0 & R R A B AT X T AU RN R AR
EATIE DA

B3 &1 152 AR

[0020] P& 1 B8 TEMLAY A.B R CEAET, HL-60 H M55 40 B2 1A S P3G 5 i
(00211 B 2 B/R THEMILEY ADE R F fFE T, HL-60 1007 40 B K 17 4 e 18 58 g 5
[0022]  &AAER

(0023] A KRBIRUL T IHFZENLED .

[0024]  ZERBESIHE TR b, AR OENMLYEER () MEMEESY B2
i,

[0025]

[o026]  Hep

(00271 X & S8 Se, ik S ;

[0028] W& 0.SE (R) (R), H A HILARA R MR HER C, S5, Uik O

[0029]  n J& 2-20 BOBEHL, fLiE 9-14 5

[0030] R' R FhIrHbR C, o HEdE, MRIE R FIR® Shr ik A PR . ZE AENFRHE ;
[0031]  R* & -H.C,,, ke Coq SrFE ~COOR®, {1 H -

[0032] R® & H B FIE. . T TR TR T RE REC L ELC L, I
FEL Cpoyo REE, LI H

[0033]  R' & —OH. -H. —CH, & F . -0C(0) ;o FhEdk . —0C(0) C,_yp BTN -0C(0) F5 3, {1
%H;

[0034] R° & -OH.HEE. C, REE EHE. 0- FpidE. -0C(0)Cpyp FFhEFE . —0C(0) C,_o %
E 8 -0C(0) FFE, ik OH 5 C,_,, HesZE, BEARi% OH ;0

[0035]  R® 2 H 3K C,_ FeE, A He

[0036] ZEFubspiEi &S, XS, WEH 0Al (H) (), ik 0, H n & 9-20 FIE$. ER
X FERI SRS B, n &2 9-15 BIEEEK.
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[0037]  FERCLLSTHET SR, RYFD R® MLk ORI 2B BRI S N, RS
KR, R FEEPE, CREESHEIED, RMR WEYLEHL R Z2H HR £ OH.
lo038] AEFLLSLHE A RF, X (D MALEWES -

[0039]

lood0] AKRMHIFH—HEY KEGEKX 1D WEWKNTIZ,
[0041]

[o042] Hop

[0043] X J& S BY Se, ik S s

[0044] W2 0.SE (R) (R), HARHILMEA R M2 H R HER C,., HEEE, PLik 0 5L (R) (R) ;
[0045] n R0 1,fRiE 1

[0046]  R'Fl R® JHIL MR C,_o B, PUIE R AN R SRS ahik B A 22 N BTN R T A
[0047] R® & -H 8% C,; e%: ~COOR® ;

[0048]  R* & H. &2 B3 &R 55 5t A5 B BRI Cly B Cyo 1
ZEE Cyp BEE, Lk H

[0049] R' & —OH.-H.-CH,.-0C(0)C,_,, F %t ~0C(0)C,_,, $T 3 -0C(0) J7HEB B E ML -
[0050] R® & -OH. 3. C o e VEH . 0- Fhtd. -0C(0) Cyyp A heEE -0C(0)Cpyp 5
F. -0C(0) FHEH ABREE M

[0051]  R° & HER C.,, biks, Uik H,

f0052] M AERRKIFET, FERA TREMRLEY

[0053]  (R") (R®)AsCl

loos4] SEAR (I11) SN, HEER ID KMHEad.

[0055]

[0056]
Fridisis B =i Z BN =R AR, UE=F .
[0057]) {EE4bszity &, Tk RBIREY A EIHIE.
[0058]  FEFCLL{RIE S R, EIRMEFE T ETXHWLEY

7



11EM1D?566691 Pg 8

N 104109177 A W B P 4/11 B

[0059]  (RY (R®)AsCl

[0060] b R* 0 R® JhSTHh R Cpo BEdt, 06 R FI R Bhartiik 5 8. 28 HENR R
%

loo61] HEF FREMRILE RN, IRMER D) BULEY.

[0062]

6] COH

[0063]  7EFELLIXFE RIS R P, LB TR, (F15 TR BB ER T T R Pt 78
HAX R SEiE s =, gt B =ik, = LM =F AWK, Lt =F&.

[0064]  7EIELLszE 7 Kb, @i FHANETIEER (B L e v v 4, Wnda ik ) AT LL4E
W (11) W&, Rk A B bR i ) BhER B vl v T H A ROA WA H, Ik — R/ F .
[0065]  HIRAFAF AL, FIAKRMAEERIERKAKWTEN. XTI E3, E
M A T 1 58 48 308 37 84k 2% ) Cahn-Ingold-Prelog AM. ix 48 #0 W) #43R T %) 40 Organic
Chemistry, Fox and Whitesell ;Jones and Bartlett Publishers, Boston, MA(1994) ;
Section5-6, ppl77-178, M N5 ALXEAS%.

[oo66] ARG T AR (D 8 A1) MHEY BIEZ % L2 R, g% b
W EZ BRI SB AN AYAEY . EFRLSET R, iR AW A Y~ /KIS, HpH
KFA 5, MMEL 5 248, FILIEL 5 RA T,

[0067] AKRHK S —HERET HFHRTRERNTE IR EUERAETAESER
X (D 5k 1D MLED.

[oos8] AR HIEW KX () B (1) H4b-E¥) BRI 255 B R332 00 #h -1 1 & Ve 77 e
FIZSHIR A

[0069]  ZEFLLLILIE T R, FTREAELL B SHAE, Bl W BNRE RS I R VB R ()
WS R SRR ) KRB SIS NE VRE . AR CBR SR/ SED
8 B FLIRE 75 P9 RER T A R L S LR DR L AR A R R | R L Sk AT
B B BUR B, BOE LM R, 90 T 3 N L B Bk A B B L R R
ZREMWEWEE CSEREAR CEMALUGAMERBURE MR M. FERETHETES,
RIEIER & B RS M B I R B R .

[0070] BRI, £ 5 — AT, AR BEERTEESRENTE R EaEa R ERAHE
FER SRS, A ERAWAEY . WEDRIERTAMER LE 0. 1-1000mg/ ke,
1-500mg/kg B, 10-100mg/kg. ¥ERMASLHEA R, Frid 7iEr] LIBHEGREAFREEY).
ETRERIETT A ETT LA R B IR 2. B 77 VAT LA 35451 ol o v o 45 R e FH B id L&
Y. R LU ULER B P TR B RA @AM ik, B 2577 L F EBR PR 1Y
FLLE . LSl R, Brid iR arss B8 A a2 MR IMEF. TR
ANEIZEF) AT DL 4 A 4E TR L9 I 4k PR  Am—-80 ERBLIRMER . I THAB K L & H B i
T, Bl AL FF  BOT B BT VE R T R A AT B 40 B A RE T Rk S A R B R i

8
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BEEH.

[0071] FHHASMGA T SFEAE. 28 EEEAMEdHE. XEHEEFEETE
5. ORI R Bk N B B A B P EFE TR K E R AV RIE NV SE NI
HNEET ON.EF FT.JRE. 8 8L . EmE.

[0072] EX

[0073]  KiF “C,, HiF” BIBABCRIREIEE, GREEETEE x 3y MRE
BRI R S REGEEE, AR M B ZREEN 2, 2, 2- =R LEH. CREARZZE
LR R i fr B RE, R AU R RiE “C,, #fFk" N “C,, I Fa K E AT B
AT & T B e B A R BUR VR AR JE iR &R L (B 43 B & 2 b — A
B,

[0074]  ARIE“C, o HiE I IREER T HM C o biE. RRMMSTAEDTE PHE. LHE.
RER R TEES. ‘B EEIEIMEENTINE. B, FHeise bk r fet B
AR EE KRBT hr

[0075]  ASTAEFIHIARTE “Coo FHTEE" +8 FH 7 EBURHT C o etk .

[0076]  ASCAEFHIARTE“ 5" HE 5-, 6 F1 7- JTTEURER AR B A B34 55 iR ], H A ER
LR ETEHRR. REHE BEEEERANUELHRNZHRE, HHPHAEED
B R BN AR AT I ER S 1, Jp B D — AR FF IR, B0, FAMER ] LUR F e L | BRIG 2E |
REE JFEE IR TR RN / BUARIR . FREAREER E IE B B RS

[0077] AU RIEECZ % L8207 e G NE S AHMEEN, EEH T 5 A/
BN LR A, T VA I R R L R AR R Y B LA ) R ER R RIE, JF H S A
HIZE AL / R B AR R B AR S B R B RE L&A/ BRI

[0078]  ARE“FARS "R AR A AN, BHFREGFWRTER (FIUnERE ), =W (5
AR ) VEFEERAE (N0 1398 ) ST AT HAEE 2 e i, FAfE Ak R AT 0 3
MR, FEERAAEY, 5RESASYN B M, TRASYIRIKT BZANRIES
FRIEAE R IR IR T R o [, T8 i F TR L 6 9t DA w270/ BRI PR L 2 35 Y
B, 5RIE7 00X BB RAR LG, 25532 TS ¥R 97 060 7R 2 B 0 P BRI T AT A I 1) M AR K
A/ 85 R IGIT RO PR BB AE L, 7E 32 1R BE (R AR 4R T B4 B M AR R 3 AR
B FRB 45 451 G, 52 96 B AR AR X T 2R 077 I 0T BB IR PR T RS B B, 0/ Bz TR
BEORAR X T 5K VA 77 B FRBE (AR T RAEER B R . FERS TR L8 50 6, 5236 B A5 4
XoF TR 1B TT B3 B AR T 2B 3 R OE B R B ek, BAER T AR R B RO T

[0079]  ARiE“TABH M sVATT M V8 T R ASURA NN, B4 16 F A — el F E A
EW). WRESHERPRG (B, FRERE EFHPANPAE N ERE ) WilEARRILATE
HL B A G AT A, (BERP THEEATRETHENER ), MAENAE
FRAR B  BR H sk LA i B4 iR 9T SRR VR TT TR, (RPN B B E T
BN B EERPR LB BIVE A ) ©

[0080]  ARIE“EARIEE R — L NMHRT L RFERMA T EREUREERHR . 7 LIE
IR, “BUAR” BRM e BV IR T AURS & 4 X AR BARER AT & B R 7 AR AU,
RSN, LERFE T T i &4, 1 40 R &8 o ) tn & HE AL B RS T B
R A . TREHAR SC P A B AGE “BUR BT AT AV E W RERE. &

9
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3T, o B U R L HE A HLAL A M R BOR RIERR L ST BRIk S5  BRERRI 24 3R . 5%
ERHE S B E . ST ERRE UL Y, RERERA L —NEE A, 3 BELLE 4
FEERARI. 7 SEUA KK B K, 728 F s T AR SEURE / Bl 2 AR T4
EMEIA TR AN A AFRERRARE. BB LIEREF KR R Rk (F)
WHRE AR PEEREELE ) BRAAHRE (HnaREs AR S ZERER SRS P BRES ) (e
B OBRELEE R ERAS . BEIRES KR IRER A R VIR R BUE VIHE B BE RE R
e A TN L e N - e S e oV S ) - SN N S - SN 2 [ =1 ) 8
EBBARAN R EE, R EE, ERRE EBCRIEE 7 4% 5 thm] DU EU

[0081]  &F EGIATT HIERNUBYN“HBITEUE” FBHIFIF DN E, UEAFTE
BIAZ T R —Ea A (T3, ik~ N ) B, AR X358 77 7Y B IS B i B I PR AT 4%
FHARHESE AR B 1, %2 LA E B T A2 E T Ea B / KIS, s T 5
ROE TR BRIE S TR R RIER K

[0082]  ASCAEAEHIATE “BEATIAYT 7 B “YRYT RS LAIERD 77 s 5% | PR ERBH L E 1)
SR AR R IR AR 2, LA slig e B & PR Ot

[o083]  ZALE#FI (arsenicals) AHXS T MLAHFI 5

[oo84]  FEVEMRHI T ZH M ZHNEAH. 55—, 0A MEHENMEZ, UE T
RN B EEAL A OA A A9 RABTE R M. OA 5 F IR IHER TN — BF IR R 2 T ATLA i 3 2 AR =
¥ (Hughes % A, 1998) » TEHLEHF, A = 1 FIFZ B ERA, A0 0LE R4,
BB Rk S RGN IR A B AR IR . THUERFIR T2 E EHN, £ 85
VB O M SRR AL, (IARC, 1980:ACGIH, 1991 ;Beliles %% A, 1994 ;Goyer %A, 1996) .
DL 787y WOAEYE R B A LL A4 2 AR R R U I BUZEY) (Goyer % A, 1996) o

[0085] ZAEMFIHIEES CAENRERENELHAREREER K Beliles FA,
1994) , W%, FHEEE T IIIFHE M AV As™As” (BFEZSH ) <M. 5L
HURRFAS R, 7 Sk v ¥ RE S T 0A MZE TS ™ EE M RE . B, M FLshy T,
A TN B R AL B AR S5 OALEE , X 2 R D FF R4 OA PR B 1 LA R B AT A AR ik it
FUEAIRE (Beliles 25 A,1994 ;Goyer %N, 1996) . —MNFHIFIF2& ZF IR, 2 —
AN EY, B KZHEIDERZE T BV (BB =840 2m) BEHM ) FZERA
=0 28 /N R BB PO R AT R, FE BRI PN i = AL RS, LD, (50 %6 KB | T 2tk
BT HFE ) 2 10mg/kg (Investigator’ s Brochure, 1998) , T 7 i F — B yx fo %
J&, LDg, & 500mg/kg (MSDS, 1998) .

[0086]  FEAEVEIT

[0087]  Z & HH YA ALAEFH) T LA F YA 9T & FhsRiE , 6046 B 00 35 1408 R0 B A 1) I R 1tk S
AE, FLHE B 07 R B8 2 R B BEVE E R B A R BUE BEXG ARG . B A AL Rt ]
LA F 97 st A s 007 VAR 18 B i) s M e .

[0088] [ M & — b I o 2 A ZE 4R 0 T T PR, JELARRAE 2 AT M R G A, R TR RE I 1Y
FEERM Y —. RIERTEW L E MM EN H RHT . SRR EERER
ML EIZE B, 18 P A s BT B A 4R BT X (W09924029) o

[0089] 2t M 4 ok bk B et (ALL) FRdEcsk Aot (ANLL) 2, AR VEE - 5%
E - K E 2B ARE TR BN R, 7] LB TS R4 L =N St — 2 4

10
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4% BG5SV B- R0 T- 40K, LUK BEREAT MR KR / BUBHLAT DU T40 2K, ALL EHR—
FiOLEE IR, T ANLL RV S SERE B s, R4 RE AN T EE KM A M.

[0090] &4 [ MR 4 ok A M (CLL) e (CML) . CLL HU4FAE 2 MR . & BE
WRERESS B h I MRS B 38 . KB CLL B KA B 41 S B4 LA T
By i, CLL B4 NMIERR. 76 OML o, A 40 JO7E i yB0URT B 88 4 10 I BT B I BR30 & 48 40
o, 8B B LAVE R T IRAn Al 28 By . AT LU A<k B A 0A Y87 L S IR 1tk R 9
AEERBT HREBT AR CEREEMR K EE . 2 R EHEE.

(0091l  ZAMIHEW

[0092]  ARABELE AT, H1 &6 & E b — B YU SO b I 1 %2 K YA & XS
T AR I AN Rk E S HE, Wh Remington” s Pharmaceutical Sciences, 18th
Ed. Mack Printing Company, 1990 BT7RMIHT, ZICHRE I NASUAE A S5 BEoh, X T304 (61
WA ) BIFER, BT CATE AR, HFI R Y 554 FDA A Wn it T BRI M BR M B2 4
P0G R AR '

[00903] A SCAFF A “25% bRl A2 AE 7 BRI A IME R 4 B4 L BRRE
VE MR HUEAL T B IR (FImBT EF . PLE B ) IR IRBGER R # B R
2540, SRR SE T EEIE R A 3R IR T AR IS T B R T RTR L Bk SRR
BAEAS, FOAFESEBEHEARANR DB (S 0440 Remington” s Pharmaceutical
Sciences, 18th Ed.Mack Printing Company, 1990, pp. 1289-1329, iZ3CHR T | N A AE A £
%) . R GEM RS AR EE B, RS BRI ERA A S I
[0004]  EX ik T R75 LA A B F A0 i DL RR 75 7 B K B RAH T B it A Y
A% UV ST, B LA TR A BRI 5 A F A A A . AR BRI LAFR KA VBN L
B0 P SR P 05 0 T 50 P 60 P R BB P BT P S P B P TR P PR
W BGW. RS RN N RN T ST BN AR OBNJFAVRA. O
AR R BB AL VBT B GESRE R ITERB BN R 238 2R ERAEE
My (NS B ) L BGE E EAh  EE AR TR B R R A R AT R T EREEA
&3k MEH (£ 0L Remington’ s Pharmaceutical Sciences, 18th Ed.Mack Printing
Company, 1990, ZERTIAXAERNSZE ),

[0095] & F8 % b P 6 A % HA 2R D SR R 0 B T LLOE L B AR R AR B R B E TR R &R
18 4 R B R RE B P B BT VA T R RO B | SR AT SR FE VAT T R R R R R AT
TR Z . FRATNE £ TR I ERG S 2 S M LAY PR EMHE T MER
FHIEHFIE :

l0096]  ZEILLESIHE T R, iAW LA S E DL 0. 1% ME LS. &
HAnS T R d, EMA AR UL S ER MBI 2% R4 75%, BlL 26% £ 60%,
LA K B L FR T A AR AT VE B . ZE SLAR AR BRI F R, BIRA IR R IEEY
0. Img/keg/ 14 0. bmg/keg/ 14 E . Img/ke/ 15 E. % 5mg/kg/ th E. £ 10mg/ke/ th E . 44
20mg/kg/ 14 49 30mg/ke/ A E . ¥ 40mg/ke/ AT .4 50mg/kg/ T .4 Tomg/ke/ R E.,
#) 100mg/kg/ A E . 4 200mg/ke/ 1A 49 350mg/ke/ 15 E . £ 500mg/kg/ 14 & . £] 750mg/
kg/ PR B4 1000me/ke/ K BB E S, LA KA UM P47 4 K MMEATVE . 27T A AL

11
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kg/ thEZE 4 100mg/ke/ hE%,

[0097)  FEARMTIEUL N, BT H & W] LU & & Fh BTG LR A — Fr B % P 4 50 1)
o L, B IE BT B SR G0 & Fh U B A A HLE B, B EARR T X R T IR B (B
XHREE IR TR T RERTRAL ) 8T B R U0 R RS A S, A
LATRBG AE PE F o

[o098] T LUK BT iR A HLAHF B A BLUF B I P M s RS Y. B2 LR R
AL 5V B R T A B, FLUR B TEAUR I SR AL A B R AL A E AL B
S s BEVIR M BRI = PR ARREE & FE.

[0099]  TEH-& R RIS 77 S P, BUKFT LLR WIS 5 B, R EAR T
K B TURE (B T B AR 4 B %) IR R (B anE ik = EE R e
) RIEAE . Bl A aAK, FIan SRBERE ;i 7 BOE SR W 06 £ TO B R i LA
TRFF A B ORAR B R TR ML), Bl R NS AT 4 58 s BRIX S TR I AL A, A LGRS
BRI, EFLSHILP, L EREFBH, FlER R A S .

[oto0] EIHAERTFHENEDEFTHEELEY S LRANBFENLERMRE, RER
15 7 T o K O 4 T B TR A A . — AR, B S A K A M BB
B AR AN/ BRI B T B A P R R O B . AR T T AT A
R AR BRI B TE RO R LR, IR R & T R R B S TR B R TR ECR, K4t
K B 58 AT G 0 B IR B R AR AT B B A A AR AT FLAR BT R B O R . IR R,
WA TR 2R 08 S B i, ELTE R 10 K B B0 v G BT YR AR R e R
IR0, ETE A T BB B B TR B VR4 B AL A B ), K P B ABE FE DMSO AR D 1) A
7 A ARAR K 2 3 s TR BE S VA B/ XIS

[0101] BTk 40 & W4E A F R A7 £ T b SR AR E 14, H EL ik S 1 A2 400 an 48 1 P 0 BT 40
SYIEF . UL, LI E VIR pH KT 20 5, RIEL 6 240 8, EIRIEL 6 BA 7. KRR,
W BB TE YN 4 B R AR B R FREE 2 2 /KE T, B T 0. Bng/mg BRAT

[0102]  7ERARSEHET7 o, BT 7ELH & 4 o A T S 8 W e 1R 371 4 B0 108 I R 4 AT R
HAH A, AT LLSEHLE] VST 48 Y TR

[0103] BEEVATT

(01041 ZRWARY—NJ5 T 2 AT A LRI T LUR T 55 Al 230 BT 5 vk, PR 5 — b
REREVATT BR A A o TR WU T AZE L E 255006 /7 2 AU B JE i) Loy b 21 LA B TR g
TEE WA . EHEATIFREAM (expression construct) 73l N + 41 MLH) 3 7
FEH, — RN AR IETE A R 324 1AV B V) 222 R /S 2 YRR K B ) 5 LASE T 3R 2 1) R R A 4
154K Bt S 40 JO R 8 R ROBRS B o B, ZEIX B4 UL o, FIOHIPT ASEEA Pt = Fh L
FHEREE 2 TS M40 L AR BAR B R A LR A LA (BIZELY 1 228 LA )« ZEECAh
F T, T LAZERE A A AR 2 BTR / BUZ BRIZ 1 b, 449 5 22 h, 20 10 0B, 49 20 53 %4,
9 30 438, 29 45 738, 29 60 7350, 29 2 /DI, 29 3 /NI, 29 4 /NI, 20 5 /NI, 29 6 /DI, £
7 /INEE, 2 8 /NI, 29 9 /B, 2010 AN, 20 1L /NI, #4012 /B, 2 13 U, 40 14 /8L 4
15 /INB, 29 16 /NBF, 29 17 /B, 29 18 /N, 29 19 /N, 29 20 AN, 25 21 /BT, 29 22 /i,
1 23 /NI, 24 24 /NI, 2 25 /N, 29 26 /NI, £ 27 /NS, 20 28 /B, £ 29 /N, £ 30 /)

12
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ih, £ 31 /NE, 29 32 /NEF, 20 33 /N, 2 34 /N, 24 35 /N, 2 36 /B, 29 37 /BT, 49 38
B, 2 39 JNEE, 2 40 /NEE, 20 4L N, 2 42 /B, 29 43 /NI, 24 44 NIsE, 29 45 /B, 4
46 /NEF, 29 AT B, ZE 24 48 /NN BEE A I B 1) P R — PR R PR 2. AR SR At SE
75 &, B UE AR Z 3R/ 2 BN LR, A2 R A3R A4RA5KR, 4
6 R, AT R, AR, AIKR,HI0R,A11KR,A12K,A13K, A 14K, A15K,416
K, Y17 K, 40 18 K, 41 19 K, 4120 K, BL 21 RNFEAZR. E—&Fot, nlgeHE
R4 FEACVG T I 1), B, FE & KA 2 1B AT AT R (Bl 1 B, 42 B, 43 AL, 4
4 B, 45,46 B, 47 FERY 8 BISEKEE ).

[0105] AT LA{# P & Fl4E &, R A HURRFR R “A 7, BAT AR A AE 7 EoAth vA 7 77 B 58 — K57
2 “B”

[o106] A/B/A B/A/B B/B/A A/A/B A/B/B B/A/A A/B/B/B B/A/B/B

(01071  B/B/B/A B/B/A/B A/A/B/B A/B/A/B A/B/B/A B/B/A/A

[o108]  B/A/B/A B/A/A/B A/A/A/B B/A/A/A A/B/A/A A/A/B/A

[0109] 48 B3 it A A K AW IR 7 LA ) N 2B 1 HE PR AL 227 iR I — IR T &8, IR /Y
W, EE RSN, MY UREEERIGT AL, ETEIRT LG &P bR AT 5 s B
RETFIE, LU ANEFT P15 Bk Bsr) 2 R BE & (A o IR ST VR FE B PR AL ST VBT %
ST ERTENFEAR. FHEEABOMR T — LB N EETT 5.

[o110] 4kJ7

[0111]  JEREST LA FE R TSRS 18T S FEC ATk BRE T 2R HEE a0 N
4 (CDDP) R4H. I & B BT IR B RG  EAR . TR IRBE IR AR v VR TR BT B
ZIEER MEEED . RABE . L RUE MKE R, plicomycin, 2R FE E KILHH
(VP16) B 25 VR E 37 M R 2R 5 A7) VR AL B S R dE AR TR 2 - R B
TG RSB A7) JB%E (transplatinum) (5— FURBENE A F 06 KA T 2, B b
BT E B ERT AL

{o112] M

[0113]  S3 DNA UG FIC LM E AR RORERE O v - 574, X- &,
A/ BOSBUNE FAT R E RSB PR M . I TRE A A2 A DNA 5455 R 2, 451 an iRk
V- BBET. BRTTEEINR, BT XSS K &Y 7E DNAL DNA BT/k. DNA (B HIFE & AR R E
PR SR 4 R T S S R E . X- STERRFIETEEMKE -4 &) AN EH
B 50-200 16 ZE 3 B F)E [ 2000-6000 1S 5E . U 1 [E] 47 2 77 2 90 B T LAZE FE T AR AL,
FLE g T [ 67 2 i 2 SE 8B L BT & 5 O3 5 O SR AN 28 B LAR iR 40 e ) e . 241 T4 e
B}, ZEAR 3C AT GRS “ 3 AT B3R #R T FHIEAE S 7877 M4 ALy T BUB0T
F LB BG EEE I E . T S M R K BT, LU RORIE AR
BRPH (- EL 7 B B 4H A B X P AR A X 2 40 e b

[01 14] ﬁ ‘&/’ ﬁz

[0115] R8T Vo8 AR S5 A P 0 5 A0 ST 40 B AN 43 1 LASE ) FNBRSR R 40 B o BT S R B
AT LA 491 B0 e k98 4 L R T B — SE AR AE A BB A R M RO BLR . TR BUIR T LS IRE N vh
FF RN F, B E A LA R HAL A AR SE SEIR A R K. ik iRt T DL S 2 alE
E (T GUEER ERSEA A EILSE OHZFEES) &6, I UENER

13
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R B, BRSO F AT LUR 80 R4 F M B4, Pk R 4 FE a5
MDA AR . S AU A M L AR B S T S BT NK 40 A

lot16] A, ST iET LRSS TR —Ha SR ETEMEE S . BETEN—&
HEBET TR B, FEMR LI TE T ARCY, Frdis i AT AT 80 m, B
BFETRZHEILMAMP. FEFLMERCY, BHAFEE— AR LLUE T4 & 35 1)
R ER . S A PR AR I 4B FE R AR R L BT A AR R MR PR A R R A R B HLR L iR
JLPLE BS E B (p97) . gp68. TAG-72. HMFG. Sialyl Lewis HLJ5\ MucA. MucB. PLAP . it ik
X BRIEEREQR K. erb Bl plb5.

[o117]  RERJTFHE

lo118] fFEH DL ARD, BE_MET 2REERTE, BB ETHNE S ERES
—VIFFIRAZ . 2 FRSEENER. SHEBEREYAEMAE S ETT MR @%
W x ¥R AR = A B A P B AR A .

[0119] ZFERXK

[0120] £ 60 % R IE B HH 4% — LR HNRLF R, BFETRL M 2 Wit 85 B e &
MEFIGS BT R B A FARE—FRAEVRTT , 7T LS HALT RS A, Bl A& R B YR
7 AIT BT BT R VR TR IR T YRR/ AT . BRI T REREDIBRAR, K
R R E UG / SR e — W R . B TR AR IR R B — 85
Bld . BT METIRAR, FARET BREBOEF AR AHRIELF AR IR BRI 6
FAR Mohs” FAR) . EIHAA KA LLS R A2 BUR R B 1 1IE W A2 £ R B
E1FH

BEXES R

[0121] B TFHISEHEG LOEBEA R BRRIELES R, RSB AN RN L E, £ T
FISEHE G BT AT R RFZRERHARIMHARTELRRBHR LB IEIT R, Kk, 7]
LA R MR T 2 A R B HIRIE 75 30 (B2 ARIEA R BH AT, AR BUBE AR N 51K 28
f, T LAST BT A TP A B AR S5 5 SR L 7 22 5088, TSR FRAB AR 10 SR 5L i 5 S T R A
B AR B RS AR FITE

(0122]  SEJif 1

[0123] 16— ( ZFR AL ) BRI SHEBR & Ak

[0124] &0 = B E S (0. 0033mol, 0. 046g) , SR G N = 2. 1% (0. 4g) , AL ¥R 16- 3K 3

I, BLE KK VR S BRI I IR, PR RN T8 TR PR 25 9870, B A 60 iR AL TR R 11
BRY, H LB BERA MEE (1:10v/v) BB, = EHER =Y (10,1 M, ICK1.5uM,
1Ce<2. 51 M, DOX(1 M) &% = 100% ).

fo125]  SEjffg) 2

lo126]  11-( ZHFE ) BRA+—EBREIE L

[0127) ¥ LA FAK 16-( ZFRME) MAHSEIFEF, G 11-( ZRHE) i
R+—0 (IC, <KL uM, IC,<1. 51 M, IC,<2. 5u M, DOX(1 M) #M&I% = 100% ).

(o128)  SCjEfs 3

14
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lo120] AW E

[0130] 4Him

[0131]  HL-60 408 Z 3K E American Type Culture Collection(ATCC ;Rockville MD), 3
E3TCTFT 5% CO, IR IEFEFE N K Iscove’ s 2R Dulbecco’ s ¥EFRE (IMDM ;ATCC)
HK, TR EAN R 20% R4 % (FBS ;:Atlanta Biologicals, Lawrenceville, GA)
F2mM L- BEBEE Mediatech, Herndon, VA) , BFR N “SE &G HRE,

[0132] R —

[0133] FPEMWEY (A-F) YEIETH$% E IriSys, Inc. (San Diego,CA) . E{IILL 10mM %
F DMSO 7, ZE5E & I IR 2 P # B, 355 A &8 DMSO f) TVDM 3%, AT R B 55 R P i B %
DMSO MK EH 0. 2% A FH B AN A BTN EW L FLLE (Signa Chemical Co.,St. Louis,

MO) 1 A PR T R .
[0134]

[0135] 4 ffEs P

lo136] {1 FH 96 FL PR E T E AL IR (Costar, Cambridge, MA) #HATIE. £ 84
AHEEER BMLEE IX10° AN, FEARMIKR—KE, ARFESRNELED R
a2, SR AETA 2000 Lo E— MR EREMHULEY s EF IR EERZR
tLEVEGEMENT . LBiE RAS et (TR TR, iEasdmERE
(100% 388 ), 1 M Z 78, InM (BN 2 EMBEWIEIT ) o B FRTE 37°CHI 5% CO, IR Hs7¢
HHME=R. BIERBHSRE 18 NINEA 1 n Ci°H-TdR XFfLiE1T Ak, £ Brande196
FLY M 3R 22 (Gaithersburg, MD) W3k 3FH, 3F7F Wallacl450Microbeta TriLux A4k
328 (Turku,Finland) b & i g€ 23 EofF b (s vE 4, B AL B0 EF CH-TdR) HY43EX
WERE ., Bk AR SRS R SxT R (e ERi R E s
L XTRR G 100% ) BOSE RARLE, B iR -& Y BIEA .

[0137] ZM¥

l0138]  AATUEEL AR N B4 BIRT, S fe % FH AN & #0338 R AT B A & STk 4L
SMFHATH T ERIARZ SN Y. A RSN Yt A K B B TR N, B 308 S AL
FMERFEE, A ANRTEE RS, K XAHTRM LT ROITE A EHEERRN
MW, FESIARAESE R RSIAEIEASE .
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IHC150176

The present invention provides organic arsenicals which may be used to
treat numerous human tumor cell lines, both of solid and hematological
origin, as well as against malignant blood cells from patients with

leukemia



