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P IRBARIeIE R AR A BH] T ARG S A F ER T XABELEZE
AT EN LAY, BRXTUBLEASWERT LA ETHERA K
MERT RF G, ARARAREGHELEERRSE., REATAF TR
WA H KT RFEE T R4 &, LT AN ER IR 4o T E R
HRRBEARECH LABEBE, BEN. Fkfit 8 s XA R
R A RABIT R C A T HRA &,

e REZWE, TUAKATORERGFHEEEH N @ TFuEd.
AT VACA B AR IE K LA 69 7 Xk 41 &6 A, Jei@ i 8 RAH A R
P HFRTORIAFHLCZTREY. BE P LB EHH.

XIALE DA Bh ot Fo b 22 5 oh 84T A& 3 vT VAVABR R ki 4
AR R, REXREARS ELANTHXBITHA. TIAHEF
BERR o R B B . AR M ARG BLAZ AR R TS AR S AR

AU BR L Bt Fok 32 5 o) 64T & 47T 0 3£ 5 44k
AR BARTAREE, TR T RBREREE AR L, T
AR D BIRE|E A O W BRGTERREOM L. ZARAHTE
FRUHUBIRE ., 2 RY . RERATLAAKRBEALXSY
(polyhydroxypropylmethacrylamidophenol). R # T A R A Bt & A X &
(polyhydroxyethylaspartamidophenol) & & 84% T3 3 1 2B GRAZ AR BL &
BAR). BT AFALAYIRIRE| —RE TR B W BN ADTRB TR
Ml, FleRILEK. Re-TAR, REEATHR. RERBEBX. Rt
R, REAAHBREFKERYIBERAERSELERY.

ETHEEARGHUFRANTRUR F BT H ORI E TG
MIBEFANGH XAATHA. Bit, Hlde, TR BT LEFEEEMR
SR A 7 it 4Ti41%, FdePharmaceutical Research, 3(6), 318(1986) % ¥A
WA EARETA,
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E T B3R A 6 2 RS- 7T AR ER ) s AR E /. ILFR . BREAH.
. R BRAL. BF. BN, RERH. AFARH.

ST IRRELCIREL Bl o0 fe B 693657, HFRBAB A F
FIXILFRGH IR . ERFARTHNGELY, TARERRIE5E
HRAKTREMLFRR—REFEA. 3F, TUAAKCHEILFRLR
Kol GRB F T MR B AR ILFH),

ETFRFREATRAGHH A QIEFHRA, EFEHRIBERREIR
B TFERGER, FRRRKEER P,

EFAET P EIEA G HHEF isH . REMN KD A,

& F B e 64 35 ) A T oA AR R B A 9 Xt AT .

£ BARY R A BRGET RER 6935 H 6 H @42 414020-5004%
KEEAEBRR, L TORERGF XA, FELLGRENER
RO RYEBRFREBAN S XBFHEA. AFAEREFHNKEHEA
6T XA R G E B 4 F SFHRSEKRG PR, PFERRTEFAR
8 B R BLAT AR ) BARY R B RAR.

ETF@#TRANEA G EYE A et EFENRE, FRaRahi g
TR EFRERNGERAFA G RESEE, REZRRAB R4,

EFREERGHDHI A TAARA M, TAK, JLFH . BEH.
Bl BRIEFH A 4 X768 .

¥ T E MBS B YFA i K KEAFHEZHER, &
CaREMAN . ErH. WAMNPFER, G EAFF EBRAETHRETE
%mﬁ%% VAR KM FedE KM B R AR, LT AL RENF fiE

AR . FHNTAETFEHNERS N EERR. HlioF o) 8 p b 347
R, FHEALETROETYRSEA, MMEREAEATRALEHH
PRBARAF) he i 5T K

BRAFHEWEHERARBATAGLTGHLR. BEME Ak
% &,

RE A, BT LEFZRANGENI, HFET @A KAR T %
HAXRBYGHAFRFAGELECHR; Bk, #lde, ETFORERGEFT
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VA ELAH5ReR T

NI HEHHETAKERETHSBE, CESsHg Sk
. FRAETHARARRAURLCERLE. SR GHRF%AFik,
HRAHILELRLEERAR., Rf, REAPLSHTEFBHRL
K. Bl g R IR G A K E—&H 0.1 £ 100mg/kg &% 4 (HILFHH)
HEIR, HAZEFH 1 E 10mg/kg hE/R. B, sFFHRES 70kg 49
BREELHMTE, HFROEFEFRTH 70 £ 700mg, FFZETAAE
R=ABIHEZHTH XBMERA REBEAERX—AAHHIHE(G=, =.
W, ARAANESH )Y XRAER, KR EBHERAR G, Tk
ARKANAD ARG AR ENI RO X AL L EREN IR AR
FAHRITENOARE. TAARUANEEZRAFEALALTRE.

AERALGRAAEY —F X TAMF/RILTHAGFTEY. B
R Fo AR FHAR(LFE L PTA BRI AR E ) —F F oM ey B iE
MRS EY .

ALARGBREHOUEHE), LA THRGE T QELER:
() K EG K 1WA/ XL THRGITEY . BA S SRR,

QIELITA LB REAY, o
(YA K FGHC HIHERERS.

BEHLOUAETHES, Flrs. B, BREH, £3%6T
Al @A, A& OSEBRIARTRYXUERENX I
-t/ RETH R QAT EY . BRI T R FHIR(CIEL A L)
RA A R ENRCHDEFRERS.

F1F & SRk et e H bt 5 X TLa- s, Xbdis &l
B AR T A S X Vibd s,

%1.

ALK | AR BE)IT
BN % AF B
F IR BEBLAE X F R AR

£%4 BERR MR R 5) T
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~ YV E R S~ (Mechloroethamine)
B R WieE
ETREN B Rk B
ZFef & Xa)IT
FE&T
4R A] | WR4a + 44
RBiVH) 44 ZD-0473 (AnorMED)
S%44 #-44(Aetema)
Carboxyphthalatoplatinum iV 44(Johnson Matthey)
™9 44 BBR-3464
Ormiplatin (Hoffrnann-La Roche)
F A 44 SM-11355 (Sumitomo)
AP-5280 (Access)

aRigy | RREHF EARAT
FHMKE Z¥ i
FRALE BLEMBEE
5- RARER RA 5
WS "RE 4T
2-RBL RS H TR
6-ZR R 2 2 M
6~ B v o 3 5 4 3 (SuperGen)
FT 42 e #.% 35 (clofarabine)
2- BB E SO (BioenviSion)
BT S v 1# % X X (MGI Pharrna)
Idatrexate DMDC (Hoffmann-La Roche)

T J& & J24 (Ethynyleytidine)
(Taiho)
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AL F A B
% ) A

5P %K

AELE
I
BRIAE,
RILER

7 5 % B (CPT-11)

7- L AR-10-2 A E 1A
AR

Dexrazoxanet (TopoTarget)
Pixantrone (Novuspharrna)

¥ ok 0, B E 04 (Exelixis)
BBR-3576 (Novuspharrna)

J& B & (SuperGen)
¥ 7% BRAR 7 B IR (Daiichi)
Quinamed (ChemGenex)
Gimatecan (Sigma- Tau)
#H B (Diflomotecan)
(Beaufour-Ipsen)
TAS-103 (Taiho)
R 2 (Spectrum)
J-107088 (Merck & Co)
BNP-1350 (BioNumerik)
CKD-602 (Chong Kun Dang)
KW-2170 (Kyowa Hakko)

HMBHRAL| EA2EFHLKEED) A
Y3 PRRETER) Azonafide
Deoxyrubicin &Aootk “# (Anthrapyrazole)
REWE Oxantrazole
ROUFFEEEF) &R
REWRE FREL 1 & B % (Blenoxan)
Therarubicin Bleomycinic acid
P E HREEA
% 41 E % X [Rubidazon) WREELB
Plicamycinp “EEEC
BAEEE MEN-10755 (Menarini)
Cyanomorpholinodoxorubicin GPX-100 (Gem
A 3¢ & B (Novantron) Pharmaceuticals)
TWHASE| BB SB 408075 (GlaxoSmithKline)
# % BiE E7010 (Abbott)

FRIKAL B3,

PG-TXL (Cell Therapeutics)
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- Wi} IDN 5109 (Bayer)
K & 4, A 105972 (Abbott)
kA A 204197 (Abbott)
A E LU 223651 (BASF) |

. . D 24851 (ASTA Medica)
% # 8467710 (NCD) ER-86526 (Eisai)
HRE & (Fujisawa) % H # 7T A4 (BMS)
AARA #(Warner-Lambert) - yoonomohalichondrin-B
#%4 % T (BASF) (PharmaMar)
RPR 109881A (Aventis) ZD 6126 (AstraZeneca)
TXD 258 (Aventis) PEG-*# 458 (Enzon)
R EHB (Novartis) AZ10992 (Asahi)
T 900607 (Tularik) 'DN-5109 (Indena)
T 138067 (Tularik) AVLB (Prescient
Cryptophycin 52 (Eli Lilly)  NeuroPharma)
K& # T (Fabre) Azaepothilon B (BMS)
Auristatin PE (Teikoku BNP- 7787 (BioNumerik)
Hormone) CA-4-77 25 (OXiGENE)
BMS 247550 (BMS) % 35.8] #97-10 (NrH)
BMS 184476 (BMS) CA-4 (OXiGENE)

BMS 188797 (BMS)
Taxoprexin (Protarga)

FEBITE | REAE X E N

) R v v 746 £ 32 (BioMedicines)
T AR dh » (Anastrazole) YM-511 (Yamanouchi)
£ 32

M B A-B5 | 3 & ¢ £ (Kl Lilly) £33 W B (Eximias)

37 4 ZD-9331 (BTG) CoFactor™ (BioKeys)
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DNAFE A

Trabectedin (PharmaMar)
¥ BB Ak (Baxter
International)

8 & &+ 32P (Isotope
Solutions)

Thymectacin (NewBiotics)
Edotreotid (Novartis)

I, 5% BB (Baxter
International)
Apaziquone (Spectrum
Pharmaceuticals)

06-F & & "% (Paligent)

ik R F7% | Arglabin (NuOncology Labs) Tipifarnib (Johnson &

B3 ) ) lonafarnib Johnson)
(Schering-Plough) # 7T B (DOR BioPharma)
BAY-43-9006 (Bayer)

Z474|%) | CBT-1(CBA Pharma) Zosuquidar = 3 B £ (Eli
Tariquidar (Xenova) Lilly)
MS-209 (Schering AG) o3 3K = Al R h

(Vertex)

48%% & T Bt | Tacedinaline (Pfizer) TERH RBLE AL T A B

st #8374)| SAHA (Aton Pharma) (Titan)

#| MS-275 (Schering AG) 4 Bk (Fujisawa)

2 k%A 8| 1K 3] H(Aeterna CMT -3 (CollaGenex)

34 ) Laboratories) BMS-275291 (Celltech)

gk | B i D8] M (British Biotech) Tezacitabine (Aventis)

J B 7] | Gallium maltolate (Titan) Didox (Molecules for Health)
Triapin (Vion)

TNF-03#3) | % -&#|%&(Lorus Revimid (Celgene)

#i/##F | Therapeutics)

CDC-394 (Celgene)
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AR E-A%| FTd 432 (Abbot) YM-598 (Yamanouchi)
AR L F) ZD-4054 (AstraZeneca)
AEBRZIR| 34 A (Johnson & Johnson)  FTF| 4 ABR (Ligand)
B 3h A LGD-1550 (Ligand)
SERATH | FHE Dexosome?4 57 (Anosys)
Oncophage (Antigenics) Pentrix (Australian Cancer
GMK (Progenics) Technology)
F# 7% JZ % (Biomira) JSF-154 (Tragen)
CTP-37 (AVI BioPharma) 7 J£ & & (Intercell)
JRX-2 (Immuno-Rx) Norelin (Biostar)
PEP-005 (Peplin Biotech) BLP-25 (Biomira)
Synchrovaxy& % (CTL MGYV (Progenics)
Immuno) !3-Alethin (Dovetail)
% & %% % (CTL Immuno) CLL-Thera (Vasogen)
p21-RASH % (GemVax)
BEAT | BB B e
Y et Bt FRRL
T J s —BR RRAN K,
I Bk A& A4
Idenestrol -4
B 2 B RE AR
¥ 32 28R Leuporelin
¥ B 8B
7 BR S B Rt
R 2 B vh Bk
WA EE ¥ iy
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oM B X 3632 (mitotan)
¥ 3. Z-8R P-04 (Novogen)
P B 5 2-F § A — B (EntreMed)
Toremofin 4% 4 Z~(Eli Lilly)
3 E A AN
K3h ) F | i ihF(Light Sciences) Pd-Bacteriopheophorbid
JR Theralux (Yeda)
(Theratechnologies) 4&-Texaphyrin (Pharmacyeclics)

¥ 4 ¥ %-4L(Pharmacyclics) £ #ME

B REBMEE| 17 LA R(Novartis) Kahalide F (PharmaMar)

bl * FK 4% (Sugen/Pharmacia) CEP-701 (Cephalon)
ZDI839 (AstraZeneca) CEP-751 (Cephalon)
3£ ¥ % .(Erlotinib) MLN518 (Millenium)
(Oncogene Science) PKC412 (N ovartis)
Canertjnib (Pfizer) P him‘)m‘dlol (0)
fi ¥ F&(Genaera) # % £ #(Genentech)
SU5416 (Pharmacia) €225 (ImClone)
SU6668 (Pharmacia) rhu-Mab (Genentech)
ZD4190 (AstraZeneca) MDX-H210 (Medarex)
ZD6474 (AstraZeneca) 2C4 (Genentech)
Vatalanib (Novartis) MDX-447 (Medar(?x)
PKI166 (Novartis) ABX-EGF (Abgenix)

GW2016 (GlaxoSmithKline) MC-1¢11 (ImClone)

EKB-509 (Wyeth)
EKB-569 (Wyeth)

BFHR | SR-27897 (CCK-A# &I/,  BCX-1777 (PNP# |5,
Sanofi-Synthelabo) BioCryst)

FI 3 GRAMPE 3 7, 9 5 B (AR A% BRLBR ) L,
Ribapharm) Alfacell)
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Alvocidib (CDK#7 4],
Aventis)

CV-247 (COX-23# 4 7, Ivy
Medical)

P54 (COX-247 4] 51,
Phytopharm)

CapCell™ (CYP4504] 3 71,
Bavarian Nordic)
GCS-100 (gal34 L7,
GlycoGenesys)
G17DTR R (B wbF 37 4]
7], Aphton)

Z#® % ¥ (Efaproxiral) (84
2%, Allos Therapeutics)
P1-88 (/T % &% (heparanase)
#%] 7], Progen)

KA FERBRRRA, YM
BioSciences)

48 B (AR REH2 AR B H,
Maxim)

SR ek ek A (IMPDHA7 %) 71|,
Ribapharm)

B & ERERE G HRA,
Merck KGaA)

SR-31747 (IL-14: %7,
Sanofi-Synthelabo)
CCI-779 (mTOR# B ¥7 4|
7, Wyeth)

1% & AT (PDE-V#7 4| /],
Cell Pathways)

Hm bk 2 (RNAA AR 37 48] A,
Dong-A)

A4323UBA (R A, SRI
International)

N- Bt B2 BR GE R H,
Zambon)

R- # L -2 (NF-kappaB#7 4|
5|, Encore)

3CPA (NF-kappaB37 4| 7],
Active Biotech)
BHREFTHERLEEFDRARY
7, Leo)

131-I-TM-601 (DNAFE ##),
TransMolecular)

1R 5 £ (eflornithin)
(ODC#7 47, ILEX Oncology)
KRB B (B tm ¥y H A,
Yamanouchi)

Indisulam (p534) %5, Eisai)
Aplidin (PPT#7 4| #,
PharmaMar)

#| %4 £ 5U(CD2034%,
Genentech)

T #$ H(CD33444K, Wyeth
Ayerst)

PG2 (fo 2 BRATZEF],
Pharmagenesis)

Immunol™ (= &4 3k 2 #|,
Endo)

= LB (RFEH,
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CP-461 (PDE-V##|#], Cell Wellstat)

Pathways) SN-4071 (R BH /R,
AG-2037 (GART#747, Pfizer) Signature BioScience)
WX-UK1 (445458 /&  TransMID-107™ (&% &K,
AT 1R, Wilex) KS Biomedix)

PBI-1402 (PMN#! # 7, PCK-3145 (S A TARH A,
ProMetic LifeSciences) Procyon)

Bortezomib (& & Bk 74| Doranidazole (%9, /8 12 3
#|, Millennium) #, Pola)

SRL-172 (T-4mfe k| gk #), SR CHS-828 (41854 /R, Leo)
Pharma) B X -H 3% BR (retinic acid) (2
TLK-286 (5-MtH ik-Sst 4585 1Lil, NIH)

#7 % A, Telik) MXG6 (48R =R H,
PT-100 (£ KB F#3H,  MAXIA)

Point Therapeutics) Apomine (%8 f0 7 TRt #,
A ZAR(PKCHp 4] F1, ILEX Oncology)

Novartis) Urocidin (%28 R =42 #),
& 847 F -1 (PKCH] BA, Bioniche)

GPC Biotech) Ro-31-7453 (/e A — 1% it
CDA-II (4 A =42#t#|,  #,LaRoche)

Everlife) Brostallicin (8878 12
SDX-101 (%fe A =48 A|, |, Pharmacia)

Salmedix)

Ceflatonin (%887 42|,

ChemGenex)

AMLE MRt L S st IR H A4
AEPNAHEELSTE LIORENEE, ZESaQREN G

FTH MR B_BEARBARTH ., BEEZARATH. EREESIKAY
H. @eFEHR . WHEH . FRoFHEGESEHIFFH . HMG-CoAL
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BB H A HIVE @ B &) . #42 Z B34 F) fo b€ o A R I 41 F].
REPGAWEHNET H5RHMTRF AR . WHVEGFE X5 ix4
AHWHEIER L2 d & Rt T HA (R ILWO 00/61186).
“SR_BEZARAT A BT RIIF B S ARG KLY, K
WHME ST, B_BZRATHG RS OEERTRTRESTS. T8
. X EHF. LY353381. LY 117081, ## K%, RLIH. 22- -7
ARBL-[7-2,2-= FE-1-8K A BAE-4-F E2-[4-2-(1- kR A) TERA XK
A)2H-1-FRFobl-3-2) KA B, 4,4'-—B R - K FE-24-— A A XKz o
SH646.
“BRBEKPATH BFRIIFSREES TRESGLSY, K
%{'}—ﬂ\'—ﬁbiﬁ‘ﬁﬂﬂ'o B E AR H 6 LA QiR BB LT Sa-L R B
 RERSE. BALER. T EB. AT foBR BT A.
“éﬂhé‘? WRTFH BT RRIFFENEE S T RES LY,
R ENE T, IFYERNEEXRATHNO RO QERN T FTIT. 47
B, 13-AK-AEFER. 9-AK-MEBR. a-—RFTELRB. 1LX23-7553.
B X-N-(4'-£ 1 K )% F BBk (retinamide) foN-4-3 5 K 3 48 F B8uik,
“GiENR” REIZALIBEA TORARFRBRATIEN
HIR TRy Z td, aiERAA . IBRAETF. BAR. #E
&G P 4] K Fede 4L S M B ) F)

@ R R 0 R B L3642 Rk Ftirapazimine. sertenef. &R /KE
(cachectin). I BEBLEE. RAN. RREAW. T4, T ZRFAE.
KRESIT. TP, FLI)IT. BEIIT. £k4. RiIVF4. £
$ed e, FE4h(heptaplatin). SEE )T, FERBMEREL L. B, RE
8T, ZRER4. BEBRIR. &40, V44, profiromycin(F AL E£).
W48, BT R, HRFAFRERE., MA - RQ-FARR)E. FALY
Fo. HAEBLE . GPX100. (ALK, AKX, A X)R-mu-(T4-1,6-=H)mu-[=
Bz 48 (ID) R [ =B ()48 W fALH . diarisidinylspermine. = &b =5,
1-1-+ 2R A ERE-10- B A+ — 50 K)-3,7-—FEH 2%, LR E, A
2., FUEE. AR, KIER. R E, RS, KRERE.
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R FEWE . antineoplastone. 3'-BLEAIK-3'-"HopR A -13-PLE-10-F 5L ¥4
E#%. annamycin. MmERE. KA HREE. MEN10755F4-5L F £ 5% -3-
RER-3-RAZEA-FRBEAZLEE(RILWO 00/50032),

MEZATHAN G R QB EHE. ABRKERFE. 3 4-ZHE-4-
BLE-8'-norvincaleukoblastine. docetaxol (¥ BMARK). REE. $3d4b
T £ TAABAKRAFIR, auristatin, H5 % T. RPR109881. BMS184476.
KART. cryptophycin. 2,3,4,5,6-% f-N-(3-f-4-F FHE K H) KB,
PLARKK &R NN-—F E-L-4 RBEA-L- S ABAN-F A -L- SR B AL
PR R BE A - L8 RBR - T A B . TDX258#BMS188797.

AL A B 57 89 K I A A K . hycaptamine. FIHE. Sk
AR, 6-TERARBLA-3' 4"-0-exo L F L 38 H & (chartreusin). 9-F F 4
-N,N-= F JK-5-7K B vtk edt 3-[3,4,5-K1) " 52 -2-(6H) B At . 1-R.E-9-T X -5-£
-2,3- = 8-9-% R -4-F A -1H,12H-K 5 [de] thh 5 [3',4':b,7] "3 5 5 [1,2b] %
#-10,13(9H,15H) =8, $3e8R. 7-[2-(N-F A A RL) T X ]-(20S)E #45,
BNP1350. BNPI1100. BN80915. BN80942. BRIt IAT. BRI,
RAAELE . 2-—F A RA-2-PLEIRIEIAF. GL331. N-2-(=FEEL) T
A]-9-5 K -56- = F X -6H-"t"2 5 [4,3-b]*F» -1- F BL M. asulacrine .
(52,5aB,82a,9b)-9-[2-[N-[2-(= F A RK) TA|-N-FE AL T A ]-5-4-8 4
-3,5- =¥ R K K]-5,52,6,8,82,9-55 ek 5 (3',4':6,7) B (2,3-d)-1,3-— &,
RIRH-6-F. 2,3-(BF Z8HK)-5-FA7-2 48 F RA KA [c]IEH.
6,9- R [(2- RA T &) R A K5 [g] - £H-5,10- =8, 5-3-AAHEAR
A)7,10-= K -2-2-Z X THERE T X)-6H-" 5 [4,5,1-de] *Y 52-6-FA .
N-[I-[2(=ZARE) TERR]-T-F RA-9-RAR-9H-Evb-4- K F 24| P 8t
By N-Q-(=FRRE)TE)RA-FBE. 6-[2-(—FEARA AR
A )-3-2E TH-3 5 [2,1-c]ok-7-FAF b £ 5] 44,

“PLIIEAN” IR XARNAFDNAFEHEFE, 4vG3139. ODN69S.
RVASKRAS. GEM231#7INX3001, FeitfXift#y, doikigte. FEE.
B RAMT. ZRARF. ZF0). RABRE. FRAR. ik
#u3% . cytarabine ocfosfate. fosteabine sodium hydrate. & % w &,
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paltitrexid. T "E8 . Hrdrkik, M BAEE, EHBHE. LB E,
nelzarabine. 2'-BLE-2"-E FRRF. 2'-REFE-2-BLESLF. N-[5-2,3-

—REX Ik E)BBEEAN-G4 = &KX X )Mk . N6-[4- Bl &
-4-[N2-[2(E),4(E)-tetradecadienoyl] H Bt & & |-L-H & -B-L-mannohepto-
pyranosyl]| 32 %%, aplidine. ecteinascidin. ¥ i%. 4-[2-F & -4-E A
-4,6,7,8-v9 £.-3H-E"Z 3 [5,4-b]-1,4-E%-6-%-(S)- LA )-2,5-E% F 8L A -L-
2RER . BAEA, S-RERER, FEEH. 11-TBAS-(ATBAAT
£)-4-F BuAR-6-F BA-14- R 5-1,11-= R 5 W (7.4.1.0.0)+ 9 -2,4,6- = %
9- R LEREE. NG RZBE. BEAMER. ATEAE. TR, 2-REA-2-
Pt 8-N4- A7 48 Bt-1-B-D- I 3118 ok v 48 J A B o2 fm 3- R A vib -2- T B A K
Bk, “WHBEA” LOERTE “LFTA2BRIFFF THRQGA LI
HAERBRFLALERA G R LEAFNBIFHE B ps3, ETAEHTH
AT A B A R (Bl R LUSH F1 56,069,134 5).

He R RIE R K RIS T A TR BB A b 4 B A

PPt SR ER. BB, §. B, X5%. £8. FTH. ¥
R B, AP Ba. WTHIAR. AZSERE., RS R%. §. Bh/RAe A
& .

PP — AR B AFRRE . D amRM R, BIRE. REUR @eE.
s AdlsE.

#H—FRERA TET LR TBRABYELA, KERFE7TkE
EHHMMEA LR, REMEO LR, SRERGOLRBR/RBRKEHG
An 5% 84 AP B

ARXPLELFEBLAR TENRRETEANBREYEZ G
%

a) —F X % F XMk
b) Fr—Ft RS FXVILSH R LB R, LEREME.
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8
R
R11Q Y (CH ) Z.‘Q
10 Rg
R \Y

AFYH2EAMEIBIREATOIN, RFR'E A48 L83k FH.
OH. H&. OCpLio-%t%&. OCFs. NO,&NH,, n&k 7 23|6t9 %4k, A%
BMOUIBEAN, PRERES AHEM I KB ERNEZINE, Hik g

NH NOH N
{0
NH, NH, N
__</Nj __</N\||\|j Fa —<NOH
N NN NH,
CH3/ '

HFE—NFef ZAMEEH A R AIPH] PP I8 A K 04 & Bl it 6 F RAE 5 — /A
A HH R 914X WA .

AL b XVikedhfe e A M HESFK T I BH
HOHBEER. &4 AVILAWHEAH 4 EWO0 02058684 F R &,

B AT & R RSB R AITES G RANE: "R LA
BT BE SR, BHEFKTDNA. RNAFREARARNARY. &
IEFGE T RABK R PRLL. 2735 B B (Pathak ¥, 2002) =84 5 BL A% BL 56 ¢
ARWEH, AXEREEMEAFLIUNE. F—F&, CBHAT
RALBRZ 5 DNA N ) 45 6-849 2 4 (Puckowska ¥, 2004), ELaE4Bi@it-FIL L
B & X F2/ S DNASBREERLEA.

i R B 7
- RAeRR e XML AW AR Lt B H AG2/M &L F .

- R XML W eG4t mpe e T B A B 2B 4R .

L e E TR AR E Y @3 —RE & (stilbamidine) (G-DFE A =

BREA(G-2) B K75 R £ 404 (H] 4G-3):
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| HNH
N,H N
2 NH,
\
N
(G-3)

BAREATUM IR IR EXRFRY F 2L E A2 —B, 4o
Bl R jtokeb foef AR A L —H, —REH. BERAREBFRL I RITA
OB LETREAY T ., Rt ape—LEf Fan.

Ee XU 2EEUSE A % 5428,051. 5,521,180 . 5,602,172 .
5,643,935, 5,723,495, 5,843,980. 6,172,104576,326,3955 R USH F| P 5/,
F 5 US 2002/0019437 A1 5 X —FRAGE X FIARL, EXHREKRIIA
AXMEASE. THIGEYD EI51,5- 0@ -(N-Z AR KEL) K55
1,3- (4 -(N-Z AR L)X ERL) BB, 1,3-RQ'-FEE-4-(N-BERL)EE,
)AL L4-R@-(N-ZEARBRAEL) TR, 1,5-R@-N-ZEAKREXE
BRI 1L4-@-(N- B AR XA TR, 1,3-R4-@-ZBERE) KA
A)AK. 1,3-RQ-FEEAA-N-ZEAREXAH) AR, 2,5-R[4-BREXK
ek, 2,5- R [4-BRE KK ok BLAR AT . 2,5- 3 [4-BE A K A ok 7 2X-O-
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FABEAT . 2,5-N[4-BREAX KK aR-0- T EABIAS . 2,8-—BRARY .

2,8-3(N-F3 A A BR A )rFed L 2,8- I (N-F2 B AR K ) Fed | 2,8- 3R (2-2Kmobh )B4
%\ 2,8- 3 (2-Kekok K)-5,5- — BARAY « 3,7-—RREALY . 3,7- S (N-F 5 -
RIEVART . 3,7-A(N-BEARE)VAY . 3,7-—RERY . 3,7- =Y. 3,7-
ZRERY . 2,8-—BRE K fekvh, 2,8-—-(2-skrkak ) = Kifeknh, 2.8-
Z-(N-F AR ) =K ek, 2,8-=-(N-B AR =Kok, 3,7-=-(2-
sRedoh R) = RKHfekel, 3,7-=-(FARAKRE) = Fifekrdh, 3,7-=-(A-ZB R
R) =K. 2,8-—RAZFKFekd. 44-23822-—AEABER, 2.7
FA2-FERA44-RBER, 2-FRE2-RE 44 RRKK, 37— =
RiFekrd, 3,7-=FRAZFHokh. 2,5-(5-PRE-2-FFoked K )tkek, 2,5-
S [5-(2-R ek ok 35)-2- R FF ok m K Jotbnd . 2,6- A [5-(2-2K e opk 2 )-2- K Hokomd
A, 1-F 3K-2,5- R (5-ARA-2- R Fhokek ek, 1-F £ -2,5-2[5-(2-3K
o 35)-2- R A oked K obel . 1-F -2,5-8K[5-(1,4,5,6-19 £.-2-" " & )-2-K
Kok R oeE . 2,6- 3 (5-ARA-2- A oke K )ba . 2,6-3K[5-(1,4,5,6-79 £.-2-
"R )-2- I oRe R L 2,5- IR (5-BR A -2- K FF ko ek v 2,5-3K [5-(2-
skedobk 3K )-2- RSt okeb Kok, 2,5- M (5-N-J A B 2 -2- K S okod K )k
. 2,5-W(4-BRE R KR, 2,5-NE-BREKE)3,4-=F Fekody, 2,5-—-
t-[2-(3,4,5,6-19 S ERA) KK A 2,5- R [4-(2-2k ek 2 ) K K ok v

2,5-[ R {4-2-9 K F AR KK -(F REK)kdh . 2,5-[ R {4-(2-2K ek okk
AR K)3-2F-(F REHK )k b, 2,5-{4-[5-(N-2- R A TABLEL) KAk
2R R K k. 2,5-R[4-(32,4,5,6,7,7a-55 - 1H-F FHokrd 2 ) KA
k. 2,5-K[4-(4,5,6,7-09 £-1H-1,3- = R 2 F2- K ) KAk, 2,5-%
(4-N,N-=F & carboxhydrazido & &)k " . 2,5-3{4-[2-(N-2-2 £ T £ )k
AR R 2,5- W [4-(N-F A AR ) KA k0. 2,5- R {4-[3-(= F LK
AARREIREK kwh, 2,5- 0 {4-[N-G-RA B L) BRA R A k. 2,5-3
[2-(oReobk ) KK ]-3,4- (T ERA T E)ykwdh. 2,5-R[4-N-(—FREELTE)
RRAIRIARH, 2,5-4-[(N2-B A CE)RE R vkh. 2,5-3[4-N-(3R
AERE)E AR, 2,5-R[4-(NN-Z— A BE R AR R Ekd, 2,5-
SR {4-[2-(N- T A skedok )| R A Yok . 2,5- 3 {(4-[N-(- RABR A KAk
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. 2,5-3K[4-(2-Krdok ) KA ]-3-F R Ak, 2,5-R[4-(N-F- ALK
A]-3-F Aok, R[S-BRE2-RIFoReb KT, R[5-2-2K 5K)-2- K Hk
)T 1,2-2[S-BRE-2-RHKer KT, 1,2-[5-(2-2krd 2)-2- 3K 5
et KT, 1,3-[5-BRA-2-F ke K AK. 1,3-2[5-(2-skm )-2-K
FRRR]AB . 1,4-3[5-BRAE-2-FRFFoked K Rdt. 1,4-3[5-(2-skmb 2)-2-
AR R T I 1,8-3R[5-ARAE-2- R okrd K F 88 R R-1,2-3 [5-BR 4-2-
FAHRALKRTH 1,4-3R[5-(2-2kek )-2- KRB K -1-TH. 1,4-%[5-2-
ook K)-2- R R K2 TH . 14-R[5-2-skk ) 2- Kok K )-1-F
ATH. 1L4-R[5-Q- R E£)2- KRR K] 2-TE TR, 1,4-R[5-(2-%k=
) 2- KR K 1-FA-1-TH . 1,4-3[5-2-2k vk )-2- K oked K )-2,3-
ZTHR2-TH 1,4-3[5-(2-2K " 35)-2- 3K FF ke K J-1,3-T =5 . 1,4-3X[5-(2-
e ) 2-F ke K -2-F A-1,3-T =8 R[5-(2-FH)-2-Kfoked 4
Tt 1,2-3[5--"FK)-2-F A ReL R T, 1,3-3[5-BR K -2- K ok
AR 1,3-R[5-Q-FZE)-2-F ARt L8R, 1,4-R[5-Q-FRL)-2-
R R TH. 1,4-3K[5-Q2-"F%8)-2- Kk £ |-1-TH . 1,4-5X[5-(2-
oK) 2-F ke K| 2- T 14-3X[5-Q-" B R & )-2- K Hfokek £ 1-1-F
AT, 14-[5-Q-FK)2-KFRLK]2-TE TR, 1,4-R[5-Q-FE"%
)2 Kk K- 1-FE-1-TH . 1,4-R[5-Q-"F 2 £)-2- K okek £1-2,3-
ZCE2-TH. 1,4-R[5-2-"F £ )-2- KAk £ 1-1,3- T = F21,4- 3
[5-(2-"F 2 3 )-2- Kok ed K -2-F K-1,3-T =M. 2,4-W(4-BREE R )z
2,4-3 (4-2K ek oik-2- 2 ) . 2,4- 3 [(W Ao R -2- ) KA R 2-(4-|N-
F AR RIK)-4-2- F BAR-4-[N-F R AR K )2 | 4-(N-3F KA
AK)-12-K e 2,5-2-(5-FR 2K feked K vk, 2,5-3[2-{5-(2-Bk b oik
F R Rk R ekl 2,5-[2-(5-N-F A AR Kok 2 ek vl 2,5-
SR [2-(5-N-ZR A BRI ) R Foked Rk, 2,5-3[2-(5-BR 2 ) R Ff okl X ot
By 2,52 [2-{5-(2-2e ok T AR ) R A oked K [othed . 2,5-3[2-(5-N-J+ A Bk
F)R ke K rtbed . 2,5-3[2-(5-N-SR R AR L) K ok K otbek, 1-F A
-2,5-F[2-(5-Fk 2R ) K ok ek otk . 2,5-3R[2-{5-(2-Sk ek kT 2 )} K ok ok
A)-1-F Rk, 2,5-3]2-(5-N-3R R ERR ) K Hfoked 1 1-1-F Fobok, 2,5-
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I [2-(5-N-F R AR ) R IR K E 9 2,6-3K[2-{5-(2-skobk T 2L ) 3K 5F
okek T 2,6-3X[2-(5-BRA) R oked Ko, 4,4'- 3 [2-(5-N-F R A5k
F)VK Aok X 1-12- KA TR 443X [2-(5-N-3R KA BR A ) R H ko
AJ-2,5- =Kok, 2,5- 3 [2-(5-BREA) Kok KK 3 [b]okh . 2,5-%
[2-(5-N-ZR AR Kok K | K H bk . 2,7- R [2-5-N-F A AR L)X
okt AR 2,5-[4-(3-(N-"G ok AR A 7 ) & T BL A ) KA vkl 2,5-3
[4-2-N,N- = F R 2L TARTBA) KKk, 2,5-R[4-3-NN-ZF R &
ARERFTEBL) Lk H. 2,5-R[4-3-N-FLAIN-RXEEAA AL R T Bt
F)R K]k, 2,5-N[4-3-N,NS,N11-= F R REBAARTFTHBA)K A kw8,
2,5- R [3-BRER Kk H. 2,5-R[3-(N-F A EBREBRA KK %5, 2,5-5
[B-[(N-Q-=FRARA TR KK kdh. 2,5-R[4-(N-2,2,2-ZR AL H
ARERK R, 2,5-R[4-(N-FL A E)VRE R K k. 2,5-3[4-(N-
FERAEB)RERR R, 2,5-R[4-(N-RELHEE)BRA KKk, 2,5-K
[4-(N-(4- RO X EAE B R A KA kb, 2,5-[4-(N-(4-F RE) R AL B
FBRA R K kH. 2,5-[4-(1- LEBLERA TR AR A KA ok v F22,5-30
[4-(N-G-FOXBAF DA R L kv, 4 E4E— LR WHed 5 £ US
+ #)% 5,428,051, 5,521,189, 5,602,172, 5,643,935, 5,723,495, 5,843,980,
6,172,1047°6,326,3955 R US ¥ #| ¥ #2F £ US 2002/0019437 A15 F 4 3%

RIS R LER T ALAG IS T . "FREKRAR
R ARBARE Y LA 2R, KR b o) — i LA 5ef b ikAa R
g —Fr RS AFVER . "HIRR S S 5 K fokrk R L K La 40 LA 7
¥EAER .

TXRFT LR ALY,
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HN HN
@C(CH2)4COOH _ }—@—qcmucmom
H,N N '

, H,
NOH
HN NH
HzN y O/\/\/\O
NOH
NH
NH
o/\l/\/\o
OH NOH
NH
H NH,
HZN /\/l/\
(0] ()

AL R KIS XV R E R Rt e 85 T o6 55 BbsE.
BT TURRBARERLE R EWH TR, 84, KF. 295755
SAHAT. B TUNEAAERBHLARRKAEE B ERAF LR
B8 YA HT B A IFJB I AL T T M 4L B A 374 RS2 R AP B T AR,

AE R R RIS E G ATPEEGS/KSPE X, ViLa4 . "hfemk., L%
ok o | R H AR 0 4B

AT S Y AR N EAMETURE RIS, Fldo, —Fik
AT IAFBRIREAIKR, REFFLESHTAERIA®EALL, 150
AT ARG E—R, ARER K&,

AEZ P RIGIAALETIAEA Hdh R G A MR, AAPHYT
VAVAZ- B 697 E Bl A —R R Tk,

A—FE, AXRLEERIBANBIRENELNF L, EHhiER
WH A XDF(VYILES ML BN L. EENFRBHEN LIER1TR
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LG AR L,

ALTXY, IFREHANCERT. EFHEAHF, “FRBLE”
AT BIEmAK, BEATpHE2Z10, XRETFTLEHHMR, AT
BRUBR—RTRERRSY, 2B, ZRARATRAVAAERL,
Wit Gk A/ BT L R LT Y., BRI EHRAMEL; %hBLER: TEBRT
Bg/ ¥ B79:1.

JE#(MS): El (B-Fatigd )M’

FAB (&R F & &) M+H)"
ESi (& 4% &) (M+H)*
APCI-MS (K &ELE S & -F#8) (M+H)"

OH
/K@\ + + é
NH,

OH] OH

L4501

rac-1 rac-2

a. £ Z LB (TFAVA AT H RN

H4-8 T A RBTFA R 6§ THE R4 T EFH(0.50g, 3.35mmol)
BT LH@m)F, AHE0C, BLHFTFLEMATFA (0.38g, 3.35mmol))ik
BN FERERTEBAEERERRNI4- S 2H- 04350
CHTHCm)ERT, RAWANEE FH—FHI6004r. REEEE
RET, BdREE#XLSE, FIAEEK, HA4IE8H %Jb M 2R AR X,
e & TR IRAH) .

AT 4B/ B XFMR, & EARET0.1 N HCI4 F R B3 7% (20ml)
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B, WAL00 ml= ZEF100 mIBR TR, #EWAE4CTLERER, TEL
EEKR, AV E_TBk%E, TR FIAXEH LS Yrac-1E88E,. Ak
WAL P HFRAT, AR EBFHLAIFMIK, HhEmE,
1% 3| rac-2.

i i¢ FHHPLC (2x Chiralpak AD 20pm, %AL&: FE)4&4ast )&
fyrac-1ferac-23F 5 A A0 B By sFuk MR, EHr4Eh g,

e Tkt —Fidit Cdeth kLB ALY,

Blde, EARBTAREMNEN. AHETRAA THBEERELA
HALA B L AR AeiB i35 FAEH o NH R NaCNE AL 3 2 4518 4 48 51 44
PSR |

1% AR BL 8 BTARTT A RBUBRIRAF TR K€ g XIMLe- 4. TR EZ K6
B ey,

526402

a.
#B51 (1.00g, 2.75mmol) A& Z10 mI¥yDCMY, TR FIAZTE

(0.76ml, 5.48mmol), KLJE F) A1 %R T ifAe F 5 88.(0.22ml, 2.84mmol).
KR BRH LR, REEN, BEHRET CRTEGmM)T, AKER2
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K. FRANAR, Lk, BRHFEH, 531.15g (2.61mmol, 95%) 5 5 A #ik
KELH, RIEAHAASY2.

b.
HFHeH2 (1.00g, 2.27mmol)iE T A K 648 FfaMeOHE R (% 5.9m,
20ml) ¥, 100C FAREAMTHIFISNE, RELTHEAK, BREERN,
B RZH—F it irit—F o, 152)0.81g (2.22mmol, 98%)i%k%
G364,

C.
# B3 (0.75g, 2.07mmol)EF15ml DCM¥, TR FRAZ LK
(0.57ml, 4.14mmol), M) Bl £ £ & T i# m 3- & & &% 5 B K(0.37ml,
2.07mmol). #H—FRFERIEFIA, REEN, FRYRET LR TS
(50ml)F , Al ARFEER2K ., T IRA HAR, iLIE, BREEH , 1£20.85g (1.67mmol,
82%) K B4k, RAEN A4,

d.
H&1ee-414 (0.5g, 0.99mmol) & -F10ml SM F Az #) FEF A&+, 100CTF
FEft EARLT BEHE18 /0. MB A A KR 2 i, iR 6k
(T B/ TR TERIZRTHE, #E), 1£2]373mg (0.75mmol, 75%) % & Bl 4K,
VAR R 77 ik L4 h B H

€.
¥ B3 (250mg, 0.69mmol)iE F4ml DCM¥, £R FhAZTLE
(0.19ml, 1.38mmol), /5 Bl # £ T8 T & m2- £ & %4 B £ (0.37ml,
2.07mmol), #H—HHHFBERIER, REEHN, HAHRET LR TE
Goml)F, ARER2A., FRAENAM, S5, REEMN, £3312me
(0.69mmol, 100%) 5% €4 &, RAEAILEH6.
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f.

&7 BEAE6 (7T0mg, 0.16mmol)E T2M = F B4 THF:A & (1.00m) ¥ , &
BTHRFEA. REEAHN, A4S RMAPLC (TH/KREE, £0.1%
TFA)L A, #52]49mg (0.08mmol, 52%) % & B4k,

EHEFA: MEI

RE PR T AP deif T EgS ATPEEE MM ZE, EX2 Y
J= 4 ADPiE 1§ ) BF B B (PK) B8 - 2£ 5 ATP. MG 5 NADH- 5 b SLBR
BLEBE(LDH) R AL /BB M E, 2 H340nma B X E #1135 NADHR 1
LDH& A AT £ BT AR RE B, ATPHFAF AR T KM RER
FARE., ABRG XSV HLE BB E TR, EREHRTL EHE
P R AT L= ),

EHHB: R I

#U/R & (antiprotozoic) & °R f Bk = 3% 3) & & ATPEE Eg5/KSP#7 4% #) &9
LAA-FR AR L E @R HCTI163AT ¢ ta je38 F R F ey 374 4/E A 38
3%, EgS#WHIH b F 4485 542 RARA Y AATPERE 537 4] a0 )
HegLAe,

VA T A2 843K T AR A R K BA 6 KILE- 4 404 X VLA Fo/ 3,
R1KBH YK

&4 & fahe % (HCT116, Colo 205, MDA-MB 231%)4510° £10*/ 4%
AT IR EH TR EILN, EMFREFTRARIR, HFHRRL
EANMMRRE, #410-50mMAEDMSO Y 94 8-%., ¥ EHRHHEA
5| GEEI-RHBR)EBRABRBNLT I ALY XN 5 —FHHFEH, RN
HHDMSOHLIRE H0.5% (V). F =X FB, B R RbthmAsmpp d,
BERFRFEHT AR, BRERE, S@ORITERELE. N
B RRELE[ES, AoALEEMNESImGBAE. KT
B TR A A FER aia i X TRE.
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RAL
AL esdm
i 2 3 4 5 6 7 8 9 10 11 12
A 8tyl27y|9y |3yl vy | O
. Bloix T|E|E
0.5%]0.5%(0.5%
C| 27 x DMS | DMS | DMS
ololo
. D] 9x
X VLo
E3x
F X
G| 0
H

VAT 52366 5 B Himdd:
B C: EH DR

A 2N & B% 100g X IEMARSF Sg BB R —4h 8 3L ERMAKPH
BERAE pH6.S, REHLE, #B2 MM, ELFRGTAATR
HERLBFEMHT FH. ENAEHIDRESH Smg EHAL.

R P D: AF)
¥ 20g X IFHASE 100g X 2978508 A= 1400g =T 7T &8 69 R
A, MBI BRI LA, BN AF 20mg E MRS

k#&F|E: BR

#& 1g X IFHARS.9.38g NaH,PO,2H,0. 28.48g Na,HPO,12H,0
A= 0.1g FILAARE 940ml ERMA T 695 &. 4 pH AL 6.8, Hiknk
RAE 1L, BHRE. BERTAABRNGYEXEA.

LB F: S EFH
¥ 500mg X IEMRLSE 99.5¢ LEAHAELEEF TiRe.
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%#®H) G: A F

RAERF AW 1kg X TFERS dkg LIE. 1.2kg LA FITH . 0.2kg
B AfFa 0.1kg ARG BRAR K RAMER R F), M1 FEFR A H4A 10mg
EHERS.

k&4 H: 42A
R 5 Z#®PE R TEER AR, BEAFTAG XA EE. LEAE
R BAH. BRERPEAGORT LHATER,

EHEL T REH
RERF XK 2kg X I EBRARSTIAZRABIRE T, AREEE5Ek
B AA 20mg EHERL.

B J: A

¥1kg RIEM RS ECOLERMBA T R A YT, #4555
¥, EXRBENTAEATRFERGIMF T EH. FALHENSH10mgiE
MRS
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