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2XFa— FRUMOBREEIZDINTIE, BTN
KPCTHE Y FOEBEBICIEEF INTINS Ta— FEBEE
DHAEVRI— ] B8R,

(54) Title: REMEDY FOR DISEASES ASSOCIATED WITH IMMUNOGLOBULIN GENE TRANSLOCATION

(54) REDEWH: 1 L/ 70T VBEFOEEZHE S EEDARE

(57) Abstract: A drug containing, as the active ingredient, a compound having an Hsp90 inhibitory effect or a pharmacologically

acceptable salt thereof is used as a remedy for diseases associated with the translocation of immunoglobulin gene. In the diseases

associated with the translocation of immunoglobulin gene, abnormally accelerated expression of a partner gene of the translocation of

@Q immunoglobulin gene participates in the onset and progress of symptoms. By administering a compound having an Hsp90 inhibitory
effect or a pharmacologically acceptable salt thereof, the decomposition of a protein encoded by the partner gene is promoted and

~~. thus the diseases can be treated.

w

674 A 1INV RO OO OO0

S (57) Ef: HspOBEERERT 3L AMEL ST ORELMHBE SN SEERNRS & LTEHT HERE A
Q L/ 7ATY EETFOREEE S RBCHT SAREE LTALD, 1L/ T0TY VEEFEELESHRET
O F, AL79807) VEBEFOEED/A— b —EEFORBNREICTET S &N, RECERODETICES

LTHY. HpEEEAEET HLANELETOREENHRENHEOREITE Y, B/i— b —BET
2 Ha— KT REEHONRIELES N, BEROARERS - LATES,
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B M &
A L7707V BIRTOIREE % £ 5 SREDIEFRE

Hihi 5 .

KEEE, 44707 VBIGTFOIREZED EEDWREE. 14707 ViEis
FOUREE A T AHIEOERIHELR B LA A2 707 ) VBT DIREED ) S — b F—i&
EFEFHa— R T 3EHEOMEDIBERNZEET 5,

R

t—hyavZ&AE (UF. Hsp &B83) i&. Mfabh#s a3 v 7EDX b L RBREIC
X5 EINERACHIBA TR T 2 —BOEHEHFTH D, D FEICK > T Hspl,
Hsp70. Hsp60 Zr& D77 IV —IZMHE b, ChoDERER>SFIvRO Y

(chaperone) & &IEEh, —RICIIEBAED 7 =T 1 > 7. EEB, 5. BED
IR Z DGR £ Z 5T W3, Hspd0 IE4FE4 90kDa & Hsp 5 %% Hsp D
773I)—=THb, EEEYDHspI) 77 IV —IZ)®T % Hsp & L Tid. HspI0a. Hsp90
G. Grp94. Hsp75/TRAP1 REBREIEXIN T3, LUF, Hspd0 77 ) —IZJ&$ % Hsp %
FAFR LT Hsp90 & L85

SE4E Hsp90 AR bIc B 5 0 F L R BEICE SR B TR L. MEREIE-OME -
HRES 7 FIVICEES L TN A Z DS MICEI N T W5, Hspdl & REENIZE SR Z T
THEAIEHspI0 51 7> b (client) BEBEEWHIND, Hspd0 754 7 MEHE
DA T OMEED L EMEDERCIZ. Hspd) L OEEDBMHETH B EEZI LN TS,
BIZIE. AF8A REIVEVZAR (R My U RZBK 7077002850, TV
IV F A RSEERY) | EZEERF O X F—+E (Sre. Lek irE) o REAE
FoyrxF— (BGF A4, ErbB2 2¥) . V) AL A= FF—+E (Raf-1, VAo
7)) ARk I —Y (Cdk) 4. Cdk6 72 &)\ BmFDEREEIC I T A A& EE A B (Ber-Abl,
NPM-ALK 72 &) D3 Hspd0 7 54 7> MEHEE L THIS T 5, Hspd0 DOHEREZ HilfH 9
%2 iz ko T Hspd0 LIFRINICK AT 2 Zh b2 FOD 2 Mlarts g2 28 ¥
AIEBTEREIPHMSNTNS (Pharmacol. Ther., 79, 129-168 (1997); Biochem.
Pharmacol., 56, 675-682 (1998); Invest. New Drugs, 17, 361-373 (1999)) .

55 4 3 a—)V(Radicicol) 72 & TN Z DEZEE4AIE Hsp0 DN K IZAIE T 5 ATP,/ADP
EAEBICEE L. ZOMGERHETZZ DS PIZIh TS (Cell Stress
Chaperones, 3, 100-108 (1998); J. Med. Chem., 42, 260-266 (1999)) o F/=. ¥
+<4 > (Geldanamycin) , N—E<A 2> (Herbimycin) Aiz @7 ¥4 R
{e&mE ZDFEELK (Cell, 89, 239-250 (1997); J. Natl. Cancer Inst., 92, 242-248
(2000)) . 7)) >akE4K (WO 02/36075) 72 & Hspd0 DN KiHDE RIS T 516E
Wy UTHREX N TV B ,Hspd0 IZ. p50/CdedT. p23 % & D&+ & & H 12, Hiha HspI0
75470 VEHE LD TFEAKRBA L TEEET 205, Zh S DESFHLEid. Hspdo
DN KD ATP /ADP #EAFEIICHES T 5 2 &I & b, Hspd0 ZE&Ts o FEa RO 24
X8, ZO&ER. Hspl0 754 7> MEHEOKEE. MIBAREE. & 5WdMiarge
M R X BB 2 LI L D SEMISOERETE]L 7R =Y AFEEII LD L T HEL

1
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OEYERETRTEEZ 5N T3 (Invest. New Drugs, 17, 361-373 (1999)) , /¥
3> (Novobiocin) Zr&d7 <) > RbE¥E. Hspd0 D CoRdinaiig (380~728 7 3
JBIZEEND) AT LIzL D, FEREDONEKRICHEGT 2K LA L FRED
MRERTIEHSREZINTWS ([J. Natl. Cancer Inst., 92, 242-248 (2000)) o &)V
¥ A8k (Invest. New Drugs, 17, 361-373 (1999)) BLUISF 4 > a—)LEE
Ek(Cancer Res. , 59, 2931-2938 (1999); Blood, 96, 2284-2291 (2000); Cancer Chemother.
Pharmacol., 48, 435-445 (2001)) ix. B ETNICBWT HHUIESERIRZRT I &L DR
£XN T3, ' :

Ber-Abl, NPM-ALK 7% iR F DRRBEIC H1k 9% Bl 8 H E DR EME DS HspI0 FHE(ER
ZETAEEMCL D TREEZIOND I H S, Hspl0 BHEMEHZE T 21L&
0. BIME-CEFIESE S DB FOIRE DA 5N B REDIGEZ1TD Z L BMRIBIN T
W3 (WO 02/069900) o

BAlKER (REMiadEds) OIBETIE 5 14 BREMKRD 32 Fil (LUT, 14932 L&
©T3) LA L2707 VB TOEBEMED 2 EDBENT LPREZINT NS,
i, SHRMEBEOLE. HWHOEEYL L3I 14932 EOA A2 707 LEETFOIE
HEHH SN BEGIEE L 2D, BED ORI EIEEMIED 14932 Lo o 7a7y
BETF O HAESE, BRERELEZ oM TWAHI O— a0 T ) o
MFEEEE Tl 50%. BEPIME FHERE S Tl 60~65%. BESMEEBElEEE TIX T0~80%1,
F b - BREIEMRE T 0% EICERRED S 5 Z L D REI T W5 (Oncogene,
20, 5611-5622 (2001)]

14932 L1 40 7 7) VB FLEREE RS THFORGHRFEEE. ZOME D
TEDHET L kB BETF (S—MF—EzF) OFRdOL LT, 11ql3 oY1)
> (cyclin) D1 &=+ 6p2l LY A 271 > D3 EnF. 4pl6 D FGFR3 (HaMEZFrllfaLs
WMRFZEARI) BInFH LUMSET (M EBEE SET R A1 ) BiEF. 16923 £D
c-maf BT EHHIF 5N B (Oncogene, 20, 5611-5622 (2001)) o F 7=, 6p25 LD
MUM1/IRF-4 (ZFMBHIEEEETF1,/4 ¥ —7 =0 VEHRF4) BizF. 1921-24
FDIRTAL (A L2707 )V RA—=)8—T7 7 3 ) —S KGRI EEL T 1) BaFB L

- WM IRTA2 BIn T~ 20912 kD mafB BInFES 14932 LA L/ 707 VR FOEREED

IS— b F—BEFERDBIENINETITHESIN TS (Oncogene, 20, 5611-5622
(2001)) o 14032 EDA A 707 VBT OERBEORERE Uk REREHK LTI, #5
FED)S\— P F—BEF LIca— RENTWAEHE (cyclin DI, FGFR3, MMSET. c-maf.
cyclin D3, IRF-4, IRTAL. IRTA2, mafB7Zz&’) 5, 28 14 JAEHEKDA L/ 70T U
BFT N YT TERECHA LR LHRORLICEST2LEZEX5NTNWS
(Oncogene, 20, 5611-5622 (2001)) » X 5. I— KT AFEHBRFEEZIh TRV
DD, 14932 DA 5/ 70 7) VBT OEEOMF LR 5 2 L HHIS T\ B3k
PRI & U T 1ql0-12, 2p23. 3q21, 4922-33. 9ql3. 11q23. 20ql2, 21922, 22912 "R & H ¥R
LXhTED. 2hs OREEKFERE 14032 LD L 707 UBETF & OEREBEORER
KU BEEFREAEREICE U CHEAICES LT\ 2TlEEE D8 2 55 (Oncogene, 20,
5611-5622 (2001)) o
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UL Ladss, 14932 EDA A7 707 ) VB faFOEREE 2SRRI T SRR DI
Tt R ERERIDBEV S . 4 A2 707 ) VB FOIRBEORER, FREREE
B UREREED) S— b F—8EFH O — R T 50 F 22N URRIRGEEII TOIh T
Wi FIZIXZRIEERIEDS S, ZOERERT—HREIZ DNA 7)L3)UEH] (X)v7
75> (melphalan) . 2174+ 2X7 %3 K (cyclophosphamyde) . N,N'-EX (2-7 1
oxF)) -N-=hovo L7 (BCNU) =&Y . bRAVAS—EHEHR (FFVives >

(doxorubicin) « T PRI K (etoposide) &) . ZVazanvFaAf R (7L R=VJY»

(predonisone) . F¥H A& (dexamethasone) &) . Fa2—71) VBHEH (B
7)) Z2F > (vineristine) &) EDERH ZWIHEHATHWSONT WS, 1ERLANIE S
NOLFERERNC LA TIEESENASN D DD, FOREIHE., FAMMREE2LEL
318, SHEEER 28%. 10 FEER 3% L RERDIEEEDA TR RIEHHR/ LT
B rixEZ 0 (Oncogene, 20, 5611-5622 (2001); Hematology (Am. Soc. Hematol. Educ.
Program), 157-177 (2001)) o

Hsp90 fHEMRHZE T ALEMTH DTNV F< A ¥ D L DL M ERElETak
DEED OB -ZRM BRIEMEOMEZHET 22 & (Blood, 98, 1587 (2001)) . B
FOTNT A L DFEETH B 1T-PINT I -1T-FRA MR TNT T
DLz LD LR BEHEMIEZ M L=~y 2D FEHBHREER L= 2 & (Blood, 100,
392 (2002)) PHREINTWBDN Hspd0 &4 A/ 707 ) VB{EFOERRE & DERICI
ERLTES T, Hspl0 BHEERZET LAY, 1L 707 VB(GTFOYEEED) X
— B FDTI— RTAEAERENE TH5Z L ETRRT 2 HDTIERN,

Ber-Abl, NPM-ALK 7 & DEEF DEREEIC H3k 9™ S A& &R HED Hspd0 7 21 7 MEH
BTHAHZEFHONTWED, WEOHRETIEBEGFPI—FT2HEHEBET
Hsp90 724 7> MEHBETH 20 EI DIITHTH 5.14932 LDA L2 707 ) Vs
FOWEMBORER, REREZ4E U FEEO)S— M —E8EFDBI— RTE3EHEICONT
. Hspd0 754 7> NEHETH B E S D, ZOHRESHIEN T D& et Hspd0 &
DIEBIRGE T DS DIIRERS Iz h TR, F /=, Hspd0 BHEEHZE TS
&S A L 7T VRETFOEER A T Mo LHIEBRAIREZ R T LW S #
HiTN,

FAHDBATR

RFEIL. SRGBHIED L S A A 70T B FOERRE LS FEERICH L, B
Pl AN XA EED BRI T 2 2 L B ENE T3 AFEBZLITD (1) ~ (16)
DOFRIAICEET 5,

(1) Hsp90 BHEMEFR A T LA E /=13 Z OFELMICHFASI N B2 ERG L LT
BETBA L 70T BT OREE B S REDIGHREE,

(2) Hspd0 BREMER %A T 2t Hspd0 . Hspd05. Grpd4 35K U8 Hsp75,/TRAPL
D3 bDHiz & H—D2D Hspd0 233 ZBHEEMZETHLAYTH S (1) ICidHliok
B,

(3) Hsp90 BHEMER 24 3 2t Hspd0 O ATP /ADP fEAREIRICHEE T 2LEaYTH
% (1) IZECHDBHRIE,



10

15

20

25

30

35

40

WO 2005/018674 PCT/JP2004/012418

(4) Hsp90 @ ATP,/ADP FESHRIICHES T BALEMD, 57 14 I —)VE I TR~
(I) TRSINBST 12— VFERETHS (3) IRHDIERH,

[AA R RO RIEA—E 2R > TKERTF. ZIVAS A P74, tert-
TFIWS 7 2, F=iE tert-TFIVS AF IV YN EEL,

RO Y-R® {Rrh, ViZE#S L ISIEBHO 7V FL v 2FE L, R CONRR (A, RP,
KERF. b ROF>, B U ISIEBEBROEE 7V XV, B L IIEEROER
PIVF)IV, BHS U IZFEBHDERS 7 0 7IV)b, B U IFEEBRO 7))V =)b,
BHLd U IIIEBROERT7IVIFY, BRD U IZIFERO7 ) —)b, B#td UIEE
BfOERBER, T RR (R, REVRIEE—F =8 R->T. KERF. BB
U IZFEBHDER 7 IV FIL, B L IIEBROER 7V, B L IZEEHR
DIEHS 7 0 7IVF)b, B U IEFEBHO 7 ) —)b Bt d U  ISFEBHROERERE,
BHD LU ISFEEBRO 7 VA AV, BH#d LIEEBERO7o 1)L, BH#d L ITIEE
HOERBRREFEA U IVRD)V, F2EERD U IZFEBRO 7 ) —)VAIVINEA )Y
2FET.) 2EL. Fidt FoFx>, BHROEKEZIVFIV, B#RD U IFEBHROER TV
)b, B U IIFEBROEES 7073, B L EBBOTVT =V, B
By U IBFEBROER 7IVaF Y, B UITEERO7) -V, B L ITIEE
HoEHERMR, F =13 NRR! (KA, RO KRR EZNZNETRIO R EVOR L EHETH Bo)
2ETD, TR LR DBHETIERRTL Ik oTERD U JIIIEFBEROEER
HAEERT ). CORY (Krp, RYIE, BHROEHEZIVFIV, BHd LU IIFEEROEHRT
W, B L IZTEBROERS 7 0 7)v¥)b, Bitd U IXIEBHO 7V = )b,
B#d U IFIEERD T ) —)V, FRIEE#RD U BIEBROERREZERT.). BHLD
LU IBZEBEHRO7 ) —)b, BHd UIIFFEBROLE) D)L, Efd L IEIEEROE ) K
)b, By LIBEEHROY D) Ro)b, B UIIEEBROY SV UL, B#d L
CIBIEBEHDERD DN, BHD LEEROER) Y /| Bid LITEBEROE D
DY)V, B LBIFEROENSR) /| BED L RBIFERDOEINVTY Z)b, B
b LIEBEROEAS Y o), Bd UISFEBBROFATIVEY /. FREERD L
CIEFEBHBOCAFV S =)VaEFRTH CR® G, RY i, KRFEF. BHd LSIEE
BOESZE TNV F )V BHLS U IZFEBROEHR 7 VT I EELS U IEIEBHROD 7 ) —)L,
B U IZFEEROESE 7V FS, I NRRY (. R RO REIEFE—F =3B i
>TC, KEFRF. B U IGEEROER 7V IV, Bid L IEBROER >
V. BHed U ISEEBRO 7)) =)V, Bifd LIIFEBROE Y DNV ERTH Fizid R
L RUDBHE T AERFT & IR o TEED U IIFBEROERRELZR T 2) &

4
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Tod FRIEERD L IIIFBEHRDOT Y —)VEERL,
X EINnoFraRl. RITKRRF. 7AWV PVT A, E=id-S0-7 {=Xrh,
Zix= (4) |

(F. RABRURMEZNZNAEEIO R RUR LEZTH O, PNy zE L. Wik
0 F7=1k N-0-R* (b, RAIAHiD R LIEHTH Do) &#FRT) 2RI} 2RIH, X
it X LRSI TSR R T ]

(5) £ L2 7T VG FORRREDS, 5 14 BPEK 032 5835 (14q32) 2B BHREET
H»5 (1) ~ (4) OWThh 1IEICEEEHDIEFEE,

(6) 14932 Io BT BHEEEHS, t(11;14)(q13;q32). t(6;14)(p21;q32). t(4;14)(p165q32).
t(14;16)(q32;023). t(6;14)(p25;932), t(1;14)(q21-24;q32). t(14;20)(q32;q12),
t(1;14)(q10-12;932), t(2;14)(p13;q32). t(3;14)(q21;a32). t(4;14)(q22-33;932)\
£(9;14)(p13;932). t(11;14)(q23;932). t(12;14)(p13;q32). t(14;21)(q32;q22) F /=1
t(14;22)(q32;012) TdH 3 (5) ZECHDIGHRE, '

(7) 14932 io BT HEEEDS, 11913 YA 7V > Dl #EF. 6p2l LY A 21> D3 #
{EF. 4pl6 L FGFR3 EfsFH U < 1% MMSET s&fxF~ 16q23 LD c-maf =+ 6p25 Lo
MUM1/IRF-4 #{zF. 1q21-24 D IRTAL 3EfEF® U i IRTA2 5. F/=1 20912 Lo
mafB s F %) S— M F—BET L TREETH S (5) ICECHDIBREL,

(8) £ A2 707 VBIGFOERE LS EED, EEEETHS (1) ~ (7) oV
n VECEROBIEE, |

(9) EimssfEsEhs, A, SRMEEBHES - VNETH S (8) [ZECHDBEEE,

(10) Hsp90 FHEMERHZE T A2LEME =13 Z OFEMERICHBRINAIEEERG & U
TEETBA L0707 ) VEETFOUREE %49 5 MaDIERErH EA,

(11) Hsp90 FHEMEH#E T AWM E 1213 Z ORI EFARIN BB 2682 L
CEETHA4 L7070 VB FOERRED)\— N —EFHI— R T 5EBEDHE
DA

(12) 4 &0 77 VBInFOHRRE % £ 5 BB DI D E MBI DEEED 7= HD
Hsp90 BHEMER 2 A T 268 F /=1 F O EN PRI N AIED6H,

(13) ®EZD SHRZ L. ZHOREEIIBNTA L/ 70 7)) VB FOIREEDS
HEIMEIDEFXR. AL/ 707) VRIETFOEEEDH 5 BE %, Hspd0 HEERZE
T2 E =32 OFRBERCHBRINIER GRS L LTESE T HAEEZ TGS
LTERETINBDEREL UGEIRT 52 L 2R & T3 BEDEN Fik

(14) BED, EMFEEOEETH S (13) ICEEHDER ¥,

(15) EImEfEEHs, HIRE. SRMEHEX =X Vo NETH S (14) ICEEHOERS
o
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(16) FBEDSHIAZE L. ZHFEOREKRIZBNTA L/ 707 ViEEFORREED
HAEDEIDEFS. AL 707 VB FOREDNS 5 BE Hspd) (HEEHZE T
HAEEME -3 F ORI HBEINAIEEZENHGE L TEETAEEEREG TS
EDSRBA N 70T BT OERE % S EEBDIER T,

RFEBAE S &, Hspd0 FHEMERZE T LGP, 4 L/ 707 U BEFOEERE
TAHHRBIC BT, EREOFEREEFICHREDS LT 2EEOIN— M —E#8EFHPI—RT
LEHEOMIEN TOMEZITE L. FHIORR T 22 L 2 R0E Lz, LS
5T, Hsp0 BHEMEAZA T D WE F /=13 Z OFEMANIHFEIN DB 2GR L LT
SHET KA, SRUESED L D724 L 70 7)) VB FOEREEZ S ERICHT
DIHEL LTHWA LW TE B,

FiZRE | L TR O—Ehs, 6 USREMARDMDIGFT E /= B OFEEIIBE L T\ 3
BETFREEEWRT S, (44707 VBEFOIRRE Lk, 5 14 BREEKEDL A
2707 ) VB FO—ERE i 2 A ST PEAROFEED. E 14 BLNDRIOREME E
I3 14 BREEROMOERFICBE L TN 3B FRE2EWK T2, B, 1470
7)) VR I A MY ERSTIREINAEEEIT TR, TRE-F -0
N —EDEEHIERb ST N5, T14032 0B 288 Lid. 14032 OSBRI Y]
W =55 14 B OROKT b, AbOREARITBH LTV 2 RETREERERT 5, 13
— F ) &l 2EROLRERD UM EZIT. EWCEME T 2MEFERBL, HF
DYERDOW L RS Ul & S REEERICB W T, SHFEORBIKDYIN md 5 W I Z D
CHEET DELF2EET 5, g a TUIM 2207 7258 x BREKR L 1D TUN2 21
F58 y Bgalkhs, BWVICHTEZ ML, HEORGEKOW A L BlE U -8R,
t(x;y)(a;b)CRENB, ZDHA. mim%émmw%ﬁﬁﬁﬁiéﬁﬁérﬁﬁmn—
b F—OF k) & L5, LLTICARHESIAT 5,

1. 14707 VBRI TOHEZHS KB A

40707 BIETFOEREESFEELIL, BEORESMNOMEOREMAKIZA A
2 7a 7 BT OEREDH BIREE VD,

A4 L5277 BT ORERE S BB THNIEN PR BEETH, Hspd0 BHEEH
AT AEEME X7 ORI EHA T 3IR2 BRRGT & T 5 EEE IIREDIGHEE
YUTHWAZ L HTE S,

A4 L2707 EIETFOEREREDERBOH L LT, EEErhiFoh, FT
b HIME. SR EERE 1) SEe2HIT DB TES, BICESRIEEHEIZ, 14932
o4 L2707 VBIEFOEREEZEWERTHE T 57-8, Hspd0 BHEEHAEZE T 31k
B F F=I3F DIEHER)ICHET AERAENBRS L TIEERZZOREEEL LTANWSZ
EBTED,

FRICBIT R, A L7070 UBIEFOEEE LTI, 147787 V#EFOE
BETHNUE. DL RERETEH LW, Bio. 414707 HEOBGFHIEET
BYEEIRD 14032 DREIRIC BIT 2EEBHHIT HN 514932 I BT BEREE L L TIE. 11q13,
6p2l. 4pl6. 16923, 6p25. 1q21-24. 20q121g10-12. 2p23. 3q21. 4q22-33. 9q13. 11923,
20q12. 21922 BL1 22912 DWTFhb % 14032 DEEEED ) S— b F—D YR L T 5.
t(11;14)(q13;932). t(6;14)(p21;q32). t(4;14)(p16;q32). t(14;16)(a32;q23).
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t(6;14)(p25;q32). t(1;14)(q21-24;q32). t(14;20)(q32;q12). t(1;14)(ql0-12;q32),
£(2;14)(p13;932). t(3;14)(q21;932). t(4;14)(q22-33;032). t(9;14)(p13;q32)\
t(11;14)(q23;932). t(12;14)(p13;q32). t(14;21)(q32;q22). t(14;22)(q32;q12)THRX
NAEEEHITOEND, . INOHD 14932 IoBIF BEPEIZIE, 11913 LY A7)
Dl JE{mF. 6p2l LY A 27 1) > D3 Eis+F. 4pl6 D FGFR3 #imF I L T MMSET EisF.
16923 ko c-maf #{xF. 6p25 D MML/IRF-4 s#{xF. 1921-24 £ IRTAL EzFB LW
IRTA2 3&{zF 20912 LD mafB BinF%/5— b F—iftnF& T 5 14032 Io BT B EREHE
FN3, TNOHDA L 707 VB FOEBOREE, RRORFERIEDNBI L%

CABNBEAEL LTUL. BED/N— b —&EFHPI—-RTEEHETHI VA7)

DI, ¥4 2 1) > D3, FGFR3, MMSET c-maf, MUML/IRF-4, IRTAL. IRTA2 B LU mafB #HiF
B EDBTE5,
2. Hspd0 FHEEH 2B 2tEY .

RPN W B Hspd0 BHEMEH #2679 2164, Hspd0 DF%EE. #1Z1X Hspd0 27 5 4
7V NMEHE LA TEAKRERET 2 EHET 2METHE. LD LS Ry
BTH Lo RFEHIZHWS Hspd0 BHEMER 267 51baMicid. Hspd0 IZJE$ % Hsp D
5 b, Hspd0a. Hsp90G. Grpd4 LU Hsp75,/TRAP1 D7z < & H—DMD Hspd0 DIEEE %
HET 2ILEMDEEN5,

Hsp90 BHEMEAZ A T Bt e Ui, Hspd0 ONRIRICNIE T B ATP,/ADP #5&wa 1
TS L. ZORERFEET 21644, Hspd0 o CoRugsal (380~T728 HSHD 7 I JERIC
4T B) IHEETAZ LI ZOMEEZAET 26EMDHIT 5N 5. Hspd0 @ ATP
/AP EEHIICHEA L. TOMREREE T 2EME LT 574 Ya—-VBIUZ
DFEK, W FAT U, N—ERAL TV AREDT VYA SV RDIEEMEZD
HELR, WO 02/36075 IZECED Hspd0 &#EE&T 57 VB EDHITS5 N5, Hspll
O CAMFEHICHEAT 2 Z LI D ZOMEERIET2EA L LTiE. /RELFS >, 7
oo A > (chlorobiocin) . 7 A=A 2> (coumermycin) Al REDI <) v Rik
LML ZOFEEDBHITONE, T4 T—)v TITFIAL T N—ETAL U A,
JREZFY VIRANVEFT M SBATE S, F/=. US3595955, J. Biol. Chem., 273,
822 (1998)FIZFCEH D AFHEIC L W WEYDOREERP SRR L, BT 22 PTE S,

554 ¥ a—)ViEEkY LT, KF58333 (Blood, 96, 2284 (2000)) . KF25706 (Cancer
Res., 59, 2931 (1999)) . %EBHYE 4-226991 BSAMRICECHED 7 = 2 —)UHOKBREL HSFE L D
7 INVETBEIXI N =358R, W096/33989 /=13 W099/55689 ICic#ioy ) v DA F
LB, — (D)
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[RA, R RO REE—F =3x8 o TKBRF. ZIVA A IV A)b, tert-
TFNI T )V ) FEE tert-TFIVI A F IV ) )IvEFR L.

RUZ Y-R® (=i, YidEHd U QIZEBHRO7IFL v EE L, RPIX CONRR (b, RO,
KERF. b RoFxy, By L ISIEERDERZIVFIV, BED L IBIEBEBROER
PIVF) BHE U IBIEBHOERS 70 7)IV¥)V, By U IBSEEBRDO 7V =)L,
B U I EBHROEZE 7V aFS, B U IBEBHRO7 ) —)b, B U ITE
BHOEZEIRE. I RR (K, BREORIEE—F/-3E2R>T, KFERTF. B
UL IFEBEHBOERE 7V X)L, Bid L IBIEEBROER 7V XV, B LU IZIFE#R
D&Y 7 0PIV B U IBIEBBRD 7)) —)b, B b U  IIFEBEMOERIRE,
By U BFEBHOPIVH ) A )V, Bid LITFEBHRO7ZOA )L, B#D L IFFEE -
BMOEERELBEELEIVRD)V, FEEHRD U IXIEBBRO 7Y —)VAIVISEA )V
2FKT,) 2EL. Ridb FoFx, BHROEHRZIV IV, B LU EFEROERTIV
¥l B U IFIEBHROERS 7o 7IVF)l, Bfrd UBEEROZIVI ZV, B
#1d U IZIEBBDEB 7 IV XS, Bid LIFIEBHRD 7Y —)V, B L <IFFEE
HIDHEIEE,. F 721k NRUR! (XA, RO R RMIZZENZNEIEED B RO R L RIS TH 5.)
ERTH FEERE R DB T 2RRRTF &Ik TERD U JIIFEROHEER
HEEEHTB) OR? (Fd, R, BHEOEHR 7V, ERD U IS FBROERT
JVEI), Biad U ITIEBHROMEHES 7 o 7)VF)b, Biid L IFBEBHBO 7V =)b,
B U IBIEBHROT Y =)V, FEEERS U IEERORRTRE 2R T.). BRD
URIFEBH O 7)) —)b, B L IEIEBHROE ) V)b, B LU JILEEBROE ) K
—)b, By LIIEEROY D)) Ro)b, BHRD LIEFEEROY S )L, BED L
QRIEEHDER) D)V, By LI EBROERY Y /| BHd UBEEROE D
DY)l BHD U IIEBEROTIVEY /. B LU IFEEBOTIVHRD =)L, B
b UIIEEROEART V)L, #Bfd U IBFFEBROFTFENRY) /| FEIZERD L
IFEBHODA XY S oI)VEEFTH COR® i, R Ik, ARFETF. E#d L ITIEE
B 7V )V, B U < IBIEBBROEHR 7V X))V, BHD U S IBFEE#D 7Y —)b,

BN UISEBOEE 7V F F2id NRURE (XA, RY RO REIZAE—F =ik Rz

5T KEEF. B LU ISFFEROER7IVFIL, B L ISEBROER IV X
V., B UIEBHD 7 ) —)b, Bty UIZIEBRDOE ) DV ERT D, R
CREDSBEE T AERRF L ISR o TERD LU IFBROEFRIREZ KT 2) 2%
T FriZERD L IFEBRO7ZY —VERL.

XiIngrrzEi, RIIKERTE. PIVE AW, PV 40, F=1E-50-7 {KH.
Zixzk (1)

R0 O H,
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(A, RP R R*IZZhZ2haido RREC R EFEZETH D, Bidnos oz, Wik
0 F/=1F N-0-R* (Kb, RMIFIECDO R EEIRTH D) BET.) X} ZRITH
i X & R RoTHEE2ET] TRSNE ST 4 I8 EBHIToN
%o M. —&= (1) TRSIhBE9%EY (1) LFT 5,

&4 (1) OBEDOEZRICBWT, BT SRWED, EREIIRER 1I~8 T, &
BEITHER I~30 FTERET,

PIVhIANVE LT, RER 1~30 OBE#EF ZIEMERD, FIZIETNV IV, 7PeF
oo TSIy AV TS LI, TE¥ )AL, h7aA), Zvaf)b, TV b
A 2V MV RORTF7ZRANVEDBHITSNB. IV )4V LTI, REH
3~30 OEHEE IIHERD, FIZIETZZ Va4, Ay )af)v, 7ark) A4, 4
VIO N4 IOV LA ) VAL B L A IVEBHIT S5,
BT IV )V RMESR 7 )V XS D7)V FNVES & LTid. EEE REaRO. 6121
AFI, TF), 70E), AV 7N, TFIIV, 4 TF), sec-7F)b, tert-7F
e RUF I, A4 IRCF), RARFI, AFDI, ATF), T FIV, KA Y
A7 FNEDBHITFON. SHICZFOREBBRFO—ODB A RRTFICESHI SN TNWTD
X BTV FIVE LT EEFEZIFSERD, FIZIETh=v. RFI00 RUAN
FHFVNEBHITONZ, PV LT REE 2~30 DESHFE 232K D,
BIZITE=. PV, -7aRI)V, 2-TFZ), 1-_RUF )b, -~FE D), 1,3-
RO L, AFH o), RF2ZI)V, MUOANFY T2V EBHITF 55,
ER707)F)v e LT REB3I~8 D, HIZIX>Z7a7ovei, ¥ r7a7F)v, &
2aRYFIN, 7aANFIIN, RS I 0F 7 FIVEBHIT NS, 7)—I)L e LTI
PIZIE7 == ROF7FNEDBHIT 5N PO IVEET ) —=)VAIWSES IWVICBT
A7V —NVIEIhEAETH S, EREEL LT, BRIAERRE. SERERRESE
BHITFoN. FIZIEE) Rzb, B0 RoI)b, o923 ))b, DFFV I 2)b, En )y,
FrSIVD), o) Oo)b, FRI)V, BIVED ), FAEIRY) ), EXFTVD)),

S ESVIYIN, BERYD BUDN, REERSVZ)L, BTV BEI V)L,

AR AL KU, 7D, EXYD)L, FI)), 7590 =)0, 435V
Y= 4£3IFVY )L, RUED I DoV EDRHITFO NS, ERRRELES LAV
RNV B 2EERBEEME LR ERTETH D, AIVADINVETHEELE LT
BIZIE7 0L N T /AN, ZaAF /AN, BBV ZaF ) A NVEBHITE5Nh5, R L
RTRU R & RS zh2hgd 28R FTF & —HBIoR>oTERT2EHD LU IIFEE#R
DOEFRE Y Ui FEERECE. SOICBERT MERA IRtoERRF
DEFNTH L) FIZIEEn ) DIV, BIVED . FAEIVEY ), EXRZTTI)L,
BV, BV VI, EXYY ) FEERS YD), A RV 41 VA
YRV, =k ROPEED)L, S—b ROPJT Dl £V RIV, RBALVA YV
RONWEDRHITSHN2. ZIVFL & LTI, BiidDER 7 IV IV ENER 7 IVFIVD 7
WXV BIT 25D SKERFZ2—DRWEESHITFONE, Naor e LTE 7
wE, EER BRER. RIS vEROERFBHITONS,

BEYKR 7))LV, BEER7IVIV, BEZIVI )V, BEERT7ZVIXFY . RUE
HYEAR 7 IV h ) AVIC BT BRI Ui, R—F B R>TEE [~3 D, & ko
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X, KRS 7 a7V, BRSSPIV 2V, EBRTZVaFS KRV A L 4
X, PUR, I, BB ULEVEETZIVEFNVT I, B D LEVEER TNV
HIANWTI ) ABETZ VXS VRV T I ) ARRTZIVT Z)VvA XS VRV P
.0y, EETPIVHA AV, B U IBSEEBRO 7Y —)b, B LU IFSEE
MOBEEEE BRI IF (HU, 1 3 ROBEFRFICEA LW KERFZBRWTT
XLHEEETL). T/ CONRRY (e, RERURMIERE—F=IdR%>T, KFEFRF &
KoFx., EE7IVFIL, KRS 70 7I)IVF), BERT7IVEIV. PV )b, EER7IVa
¥, UV, EHREE, F 23 NRRE (KA, RE RO R IEE—F =3B R o T k&
R 7V, (KRS 70 7)), 7Y —)b, EEREE. ER7)VA A, 701V,
BWEBUES LEANVERIIV FEETY—IVIIIUSES N ERT,) 2ET ) CORY (K,
. R, KERF KRV, BTV, BRSSPIV, PV,
BHS UIIFEBRO7 ) =)L, FEFERD LU IEBHROEEREEZERT.). iz
-(OCH,CH,),0CH, (X, nid 1 &5 10 BB ZEEKT,) BHIF5h DB,

BRI L BT 2EHEL LT, BA—FRE3ER>TEBEE I~3D, B RoFx
V. ERTIVAFY ERTIVAIANVFFY, PR T B S LIEVERT
NWENLTI ), B2 ULEIRBTZINVA AT BERZVIAXFS VRV 3
I AR TNV Z VA XS HVERZVT I 2 N o, BRTZIVA A )b, B L <
FEBHD 7 ) —)V By U IESEBEBROE ) D)V B U IZFEBEHROE Y R=2)L,
B U IgEE i 0 ) Ro)v, BHd LIFIEBHROY S V)b, &b L ILE
BHROE~) D), BEED LGIEBROER) Y, Bifid LU EFEROr DY V=
)b, EBf1d U IFFEEBROENFRY /. BHD LI EEHROTIVER) Z)b, Efd L
FIEBHROE~RS Vo)V, By LLIEFEBHROFAEIVR) /. F-EERD U ITE
BHOIAXVI )L, BIRAI R (HL, 13 F@%ﬁiﬁ%bzﬁ%fﬁbfw@kiﬁ¥%
BRWTTEBEEET,). CONRCRY (A, R RO RIIHIFC L FHTH Do) F =ik CORY

(R, RUIIERCERIZETH 5.) BHIT5N 5, ,
BRI 70 7)VvR)b, BR7) )V, BRERIRE. BR7 DAL, BEHEERIRE

Aﬁ%fﬁbtmm:w\ B ) —)VHIVNEA )V, BHAE Y D)L, BHE) RV, Bt

vol) R=)b, B> )), BREEXY D), BRE) Y BlEYD) V)b,

BHIE)VERY /. BHRTEIVE) D)L, BREXRS D D)V, BRFATIVE) ., BB A
XV, RORE & R RO R & REBENZNBHE T 2ERRTF L —FEIlR> TUERKT
ZEFRBILIC BB L LT A—F 3B > TEBRK I~3 D, B FOF, K
BPNVFILH UL IZERRBIER 7V F)V (BL. AMERRIIER 7V TERI N
THEW) ERTIVFIV, ZIVT )b, RS 70 7I)vF)b, &k 207V =)v,

EFE7INVaAFS, EKETZNVIFARTINVIFY, KR TNVH ) AN FRS, PUR 7
2. BB LLBRVERETNVENTI ), B D ULIEVEETIVA A NTI ), K
BPZNAXSIIVRZINVT I ), BRTZINVT VAR HIVEZVTI ), Nag o &

FETIVA AN, P)=)b, EEBEE BRAIF (HU, 4 2 FOEFRFREFICHEALT

WBKERFERNTCTEAHEEET,) CONRR (A R KRR IR L FFETdH %0)\
CORY (zHr. RUITHIER L EHETH 50) F721% SONRMRE (K, RY RO R IZEI—F 721
BlroT, KERFEEIMMERTNVINEERT,) BHITSNhE. T TEETZILVFIL &
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WTIVEIV, TV )b, ERS 717NV, &R 7VIF . Nad s, 7PU—=)b,
7OA ), TU=IVIVWSEAS ), EEREE ROERRDHES LV EoViZZh 2
hAERE AETH %, T/ b LRFIVERTINVFNT I, EET7ZVaxT B )L,
BRMESR7ZIVAX S HIVHE V7 2 KMER 7))V 3% ARRT7 IV I F 22 BT 2188,
PIVFIITHER L FAZHTH B0 BTV ZIVAF I HNVHZIIVT R BT 5EHE 7V
I VISR 7T ZIVICBIT B RER 2~8 £ TO, FIZIEE=IV, PV -7nRz
e 2-7TF2)b, 1-RUTFT )b, 2-~Ft), 1,3- RV )b, R L IAFHY
ITo)VERBITOND . K7 0PIV =)L UTId. KEE 4~8 D, BIZiE 2-> 7
ORYF2)b, -V 7aaAFt=)b, R 1,3-2 707V )NVEEHITSN5, &
BPIVH I AN, BT IVH ) ANVEFD, ROBE S LEIER TV A IVT7I )
WCBIFBERT7IVA ) A IVE BT IVH /A WIS BIT B RFE 1~8 OEEF /= 133K
D, BIZIERIV I, ZEFIV, 7T L), AT A)v, TH 4, KUHh
TO4NVEDSHIFSENS, BIRA I RE LT BIZIEZIINAI R, RV A 3R,
BOTNWEIVA I FEDHITFEN 50 ,

123, KF58333 I3—= (1) 8BV T RRBIURBKERTTH D, BBH 1-=F)1-2-
to) RZVETH Y, K& RDB—FICR>THESGZRL TS TR (B) TREh B
ILEMTH 50

H H,

H
CIN, N
|
64/\/0

KF58333 BLuMbat (1) 1 WO 98/18780 ICECHD A KIC L W BET AN TE S,
KEBEF 4-226991, WO96/33989, W099/55689 IZECHiD = 7 14 & a—)ViFEKIX Zh 2. FF
B 4-226991, W096/33989, W099/55689 IZEC#RDASEIC L D ERT B I LB TE B,

oY A Y U ROIEEMOFEEEL LTI NT-PIIWFI ) -1T-FA NN F
<A > (17T-AAG) . US4261989. US5387584. US5932566 IZsCEiD bE&WEDHIT 5.
US4261989, US5387584, US5932566 IZACHD AEIC L D AELT AT BT E B, X2, 1T-AAG
FHIVEFTT LD SEATE B, Hspd0 &EEET 2 7)) L EEEARIE, WO 02/36075 IZFCHR
DHECLVEETEIENTE S,

Hsp90 BHEMERAZATALEDE LTE. HIZUTD (1) ~ (4) i tes
BHiFohs,

(1) —#&X (10

(B)

(1)
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{=, R RL RBIURIBE—FEEREZ-T. KERT. B ROFS b LL
TFEBHDER 7 IVF )V, By U IZFEBEBRDESR 7V =)b, B U ITIEEHD
AR 7T ), Na . By U IZFEEROER 7V IF . Bid L < I3FEE#
DIESETIVH ) A VA FS, B UREBRO PO/ VA X, B UL I3IEEBR
DPINFNVAFY, BED U ISIEERDER 7NV OF S HIVERZIVE XD HIVWNE
AINVAFY, B U ITIEBHOER 7V T I ) VRNV A ¥, B LI
EBHEDIARFETIVF N T I VR ZIVA RS, 73/, @b L ITTEEROER

CVFENVTT I, B UIBFBHROERTIVFIVT I, BRD U ITIEERDER

PWVHIANT I/, BHd U BIEEBROERT7 IV IV ZIVEZIVT I/ AVISEA
W73/, B U ITIEBBOER T IVFIVAIIVSEA N7 I, BED L ISIEEK
DIEIRETIVFIVIIVSEANVT I/, BfD U IBFEEBROEHR IV I F 2 V=)
73/, EROFOPI I BfRD UJEEERDER VNV FA. = ba, Y7/,
FVEFY . Bid U IFEBROEHR 7V IF S ANAZ)L, By L IFIEBROE
BPIVHI AN, BifLd UIZEBHRO 7OV, Bt U IEIEEBRD 7 ) —)VE =i
B U IGEBERO 7 Z )V F)VEEK L.

X IBEFF. HERF —NR®)— R RIkBRFFE-IZERD LIS EEROE
WPNFNERT) F2E—Ch—%Z2RL, :
a i —CR'R¥— [, R BLORIZRA—F-IERR2->T, KFRF. B RoFx| B
U IGEEHDEFE 7 IV IV, EHD U IFEBROERZIVIFS, BEfd U ILE
BRO7INVFNZFY, B L IIEBRO7 Y —VAF>, —0(C=0)R¥ (K, R¥
KBRS U IEBRDER IV, B U BIEEROER7IVIFS, 7I /.
B U I EBROER 7V FIVT I/ (BHd U ISFEBBRO VEHRTIVFIVT I/,
By UIIEBERO 7 ) — V7 2 ) FIEERD U IEBERDO 7 Z VXNV TR ) &5
7). BHd URFEBERO 7Y =V =ITERD U IIEBROERREE AR TH, R
C RED—EEITR > TBERT (=0). =NOR* (Krh, R*IZKFERF BE#fd LITIEE
BMOEE T IV, BHd LUIBIEBHRO 7Y —)VEEEERD L IFEBRO 7S )L F
NWEET) FHIF—0(CH)0— i, rid2 X3 2K9) 2KT] B LITE
BHDT7 ) —L v, BHY L JISFEERO _MMOERREE ZiIHEaEERL.

b it — (CRMR¥),— [Rr. miZ 0~5 FTCOEHERL, MBI RIZRE—F~IxRi2->
T KERF, b Roxy, @b L IFIEBBROEHRE 7V 2x . BEfLd LU ITIEBH
DR T IVH ) A NVAFD F =3 ERD U IBFEEROER 7V ERTH, R & RY
D—FEIC 2> THERT (=0) #%£9] F/=1E—CHR®CR™R" — (KA, R™ R* B xRS
FE—FHIFRER->T. KEFRF. B ROF> oy, By L ISIEERDESR
NWaFxy, By U ATEBBOEBRTZIVA ) A NVAFS. 73/, B ULITIEER
DRIV T I 7, Bt U IFFEBBROIERZIVFIVTI /), BERD LU ISEE
o7 V=V 73, Bd U IIFEERDER 7 NVFIVF A, BRS L IEE#RD 7
)—)LFA, B U IFEBHRDER TNV TV, BHD L IFEEHDT ) —IVE =i
Bid U IBEBROERBESZETH, R L MBIk THETFIIBERT%
FTH, FRIZRE BB TBERF (=0) 2%7F) 2EL.

¢ {&— (CR¥R™), (CHR*CR*R™),— (b, n BL U pidZEhZhaiEdn LEZETHO. BB
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LU RHFZENZNAGE R BL U R LREZETH D, R W%&waﬁm%nmﬁw
REBIURPCREZETHD) 2EL.
d ix—(CR"CR*®),— (b, q lx@ien L EFHTH b, RIBLU R EZh2hiiEt B B &

VR LEFETHB) T —CHRUCR¥R*¥ — (z{A, R¥. R*B LU R®IEZh2ZhHizg R™,
REBIURLEIFRTHD) 2EL.
el —CRIR? — (X, R BLUREKFE— itiﬁmof\miﬁ¥i#iﬁmbb<
FBHDER 7N FNEET) #2EXT} TRINZBRTY = Z)VERFEAKE /= IZF D3
il SIS g g o3 |

—% (11) FHDOFEDOERIZBNT.

{ER7IVFIV, EFR7NVaXy, EET7IVAFT VD), ERPIVFVT I P
ERT7IVEINT I AR PIVENT I ARV FRS, VEEZIVELT I AL
RINWAXT ABRRTZIVEIVHIVSEAINT I ) DAEBRTFIVEIVAIVNES LT I
{1:v 5z Vien &= S0 's D) Vo iy | VR NI |: ¥ ) Vo ) 7 ) Vo ey ) Vo NN fﬁ&?w#w%z‘%
JMMESR TN X VA ZIVA TV DR TZ IV IVERZ e LT, PIZIEEEE =id5
FARDREI 1~8 D7IVF)V, L b BRI A F)U, =F)v, 70, 4V 70 ),
TFI., sec— T F I, tert—7F )V RXUFI), £ IR F ), 2R F ) ANFT),

ANTFI A7 FIVE BLUBIZEREK 3~8 O 7073, L bEENCES S

O7oOe), 707 F), raRVFI, ranF)b, YranTF)I, o
F I FNEBBHITFOND, VEETZNVFNVT I, VERTZIVFNVTI ) IVEZ )V ¥
VBLUOEBRTPIVEIVIIVSEA N T I 21283 2 HOER 7V IVEMNEE—Td
BHizo>T\WTH LU,

KR 7NV — v e UTid, BIZIEEEE 7= I3k DRER 2~8 D7NV/r=)L, LhE
HENZIZE =)L, 7N 1-T7axz)y, A7)0, 2aFI, 1-TF)V, -7
Wy =TT A-RUF D)V, 2-AF RV, S-AFE D)V, 2-ATTF)V, -7
FZINVEDRHITSN5,

R 7NVF =)L UTid, FIZIEEEE 30 RORER 2~8 D7)VF )L, L hE
HZIX = F o), 7o)y, TFDIN, ROFD) AFT D), ATTFI), FY
FNVEDRHITF SN,

BT IVA ) A, EBRTZNVH I ANT XD BIMERTIVAE A IVT I DEHR IV
H A NVEGE LT FIZIZESE A BARDRFELR L~T D7)V A7 4 )v, L BK
KIZIZFIV I, PEFIV, ZTOEFZ) TF U AV TF V)b, XL Y, £ U

L, EXNOA )b, AFY L), ANTH I ANVEDHITSND, )

=), PY=INFFS, PU=)VTI /), PV FF, PoLIvBLerof)
FXID7 V) —=)NEGE LT, FIZIERFBR 6~14 D7V —)b, LW EFEKICIET7 ==
W £ T2, FI7FI)I, 72 MINVEDHITEN B,

PINFI. PIIFNNAFSBLETIIFINTI ) O7II)IVF)VESFE LTiE 6

ZIBREB T~15 D7 3)F )V, L b BEIZIERU DIV, 7 2R F )V RV Xk RJ)L,
FI7FIVAFINEDRHIT5NB,

FHERBEEE LT, FERERREAB JUERAERREDHIT 5 h. BHEREREE

LTI FIZREFEFRT. BRERTBIURMERTPLEINSG DR L HADRTF
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T 5 BE -3 6 BEOHBUERIRERERAE. I~8 BOBRPMHE UL ZIRE L=
TREFT. BERFBIUOHER TS EIND L2 L | ADRTFZSIchEtT
FBEEFIBHSHHIT SN, L EEKKICIEEY DL, ESVZ)L, BYIYD)L, BY
O X/ VW AVF IV, 785V 2)b, FFVV D)W FFPY D)),
FIFUIN V) BRI, ESV I A IFV DI, M TV I,
FESVYI, FITZI, 7V FPIDI FFPIVI VI AV R A 25V
oy RNV A IFVT Y RN MDY )V ROV F 7V V)b, ROV AFHV D))V
T ZNVERHIT OB, [ERRERRL L LTd. AIZIEERRT. BERFB LU
BHREFOOBENE DR HHDRET ST 5 B /213 6 BOHIRMASIREEHRIRE,
3~8 BOBRDHES LEZRE FIIZEM TEREF BERFBLUmRER 2 5&Xh
201K Ly L HDRFEESOHEREIERNERRESESH T 5N, K EANCEED
DY)V, BERYD ) BERST)L, BIVEY) L FAEIVERD L FEEXRDY I
FEEARS YL, F RS FOBYYZ)L, FhSeRox/)D)b, Sk RO
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oXy Nayy, Zha, Y7/, PI/0 AVEFS, WSEAI, B LLIE
JEBHLDER 7IVF)V, B L IFFEBHBOER 7 VXY, PIIFINA X, KK
PIVEIV IR, BB TIVFIVAIVT 7 Z)b, 7B 7)), EERFZVIFThL
R ERZIVFNT I . DEERTIVENVT I ERTPIVA AV, EHEERE B
1y U IFFEBHOD 7 ) —)b, By U B EBROERBEZ IV FIVAXY, Efd LL
BIEBBOERB VRV PNV FINAFUEDRHITONS, BHREDOBEAIEIL. RS
[BEXhiW, BHEB)DOFIRTHITTNTY > ER7IVFIV, ER7VaFS v
O 7V, ERZIVIXFS VR, EBETZIVFIVTI . ERTZIVEILTI /.
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KR T7IVA I L), HEBEBLI 7))V, Zh2hiic AHETH . KFE7L*
WWEWHRZIVE L MER IV IV RV T 7 ZIVODAERSR 7 )V F VIR RS &R 7 )V ¥ &
FAZTHD. PINFIAFFSO7IINFIVERMIFRT VTNV ERZTH D EHER
PILEXNAF S BLOEEBANARIINTZIVFIVAF L OERREL B L7 IVFL
X2 N2 hETERIRE S L UHIUER 7 VRO EED S KRR T2 DRV L
A THh 5, B (B)DRRTH T = BIMER 7V )L, BRERT7IL X BLUER
7N —CBITHERIEL LT A—F 23R > T HIZILERK I~3 Ot FOoFs,
nNayo BRIV aAFS, P BRIV T I ) VEBRTFIVEIVT I ) EDD

S, gaby Y, EBERTLVaAXFY ERTIVENVT I BIAOPEETIVFVT I

FZZNZNRIELL B TH D .BIRE(B) DBIRTHIT L BRERET IV FNA F L BLIT
BHEEBHNVAZINVTZNFINAFIICBIT HBHEL LT B—FEERR>T. 4
ZITEHIE I~3 D Rox, Kol o ER7IVFIV, ER7VIF HEREREEN
HIFSh. 22 TRUENDT . EER7IVEV, EE7VIFIBILUERREREZN
ZHHGELEFZETH 50

T, &k (IV) cRShaeamzlat (IV) 2572,

wiz, A& (IV) OEGERIC DWW TEIRT %o

7B, UTICRUESERCIBWT, ERUEEDSRBEFTEILT 20, i3 hE
EERT BDICRETRGE. BRABILETERINS A FIZIXEEEDRE. it
(R (2 IE. T. W. Greene, Protective Groups in Organic Synthesis, John Wiley &
Sons Inc. (1999)%) OFENCHT ZLIC K D BRICEEREMTEI LB TE D, L.
MEIZE U TBREEAEORIC LEDFFE2EZ 5 TE 5,

- <BhEE>

et (IV) it FIZIEUTICRT RS | ~8EE 6 FIC L o TR/B I DT E 5,
Bk
&y (IV) & FIZIEUTOIRICIWEET A LN TE B,

R | ? R
4 ? XJL R2 4 ?
R R
" AL/ o R2
~o (CH)R' 1339 ~o (CH2),R!
RS RG
(Va) av)

(H R~ BLUniZzhZhEiEte FAZETH O, Xide FoF o FENDT 2%k
L. a7 VidaiEt e FAETH 5) '

(I8 1)

& (IV) & 1b6&9 (Va) & 1~10 YEobet (V1) Lz, BEET. FEds
WhTRIGI BB LICEDELIEDTE S,

By LT, PIZIEFRES. M) 7V A DEEBEOERER. ZIRE7IVI =D A EL
FH L EDNVA ABEDNHIT SN, &Y (Va) LT, HFFE LI 1~50 H=AW5
N3,
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FYEMAE Y LT, MRy r7noxyy, 7o0afRVAERHITFoNE 0, L,
M) 7V A OEEREZ B E LTHWAZ L TE S,

Rt EH —50°Ch S HW B A O# A ORIDIRE T, b H~u KiiiTbh s, &
72 1~10 YEORKEEL, K MY 7)VADEERERRINT A LI D, RINZ{EE
THILHTE S,

kB, FEMEEY (Va) &, 2os% A, R. C. Larock, Comprehensive Organic
Transformations, second edition, John Wiley & Sons Inc. (1999)%) F/=lkFh 5HIC
HUEAGECEIDEEIENTE S,

BERMbE (V1) &, dilkmE LT, FREAHoAE (BIZIE. R C. Larock,
Comprehensive Organic Transformations, second edition, John Wiley & Sons Inc. (1999)
2] HLAIRZNSICHLEAKIC L DB LB TES,

F /=, BRORGERE 6 ICHE U AEICE D, 6EYW (Va) D55 REHDKEHRFTH Bt
&8 (Va-i) 5. 16e8 (Va) @55 REHiR® (Kb, R®IEX R oEsd. BEfrd L
FEBHRDEIR T IV I ) A I, BH#d U IFIEBROEHR 7NV =)v, @Hd U IFIEEH
DR T IV F =)V, BHD U IFIEBHO 7 ) —)VERITERD U  ISFEERD HEAE
FBEAET) THHIEEY (Va-ii) 2EETHEILHTE S,

Fix, FEHTRELICEUEAEICED. 689 (Va) 55 R IKERFTH 2649

(Va-1) 26, &8 (Va) O3 b7 FINTH AW (Va-iil) 2/ T, LAY

(Va-iii) ZHIZIE MY 704 OB, SIZIEN ) ZFIVS S U ETUETE ik
b, t&8 (Va) O> b RHB=FINVTH Y (Va-iv) 2B22LHTE 5,
BLEE 2

& (IV) & fﬁﬂibat'u?@lﬁczct DELETHIELHTE S,

R3, OH
Y MD RS
(CHp), R PR (CHz)nR1 (CHy),R"
RB

Ig2-1 If2-2
(Vi)

(XA, R1~R6iiJ:ZFn FEhZhaicBRETHO. YiINoF U ERL, &HET U
Rt FEETH 5)

(T#2-1)

&8 (VIII) & &t (Vb) ZAEMEEE A, 1~5 YE2OFIZIEX n-TFIV) F oA
SLDIEE T U, A (VII) RS ERZLICIDBLIEHTE S,

REMEEE Y LU PIZEY ZFIVT—F), T e Ro75 0 E8HiFoNns,

Ftid. @ —T78~30°COMDIRE T, 5 /H~24 KfdThh 2,

kB, FEMEAEY (W) kG e LT, FREAMDAE WA R C. Larock,
Comprehensive Organic Transformations, second edition, John Wiley & Sons Inc. (1999)
) HLARZENSICHE L EAEKICE DB LHTE, FIZIZUTOIRIC L hEEET
AL TES, |
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3 3
R‘O R‘O |
R4 R4 Y
——
5 . 5
R CHpR' TE2-3 RS (CHa)oR!
RS R®
(Va) "~ (Vb)

(. RN R~RL nBLOYiEZEhZNEiEZLERTH D)

&% (Vo) &, & (Va) 2AEMBET, 1~2 YEDOHIZIEN-TOEINI B A
IR N-ZooanyZi@1 IR, BE BR GURFOMIGT 5 \00 K TUEE 3
BZZLICEDBBRIENTES,

MNEMwEE Uik, BlziEyronxyy, 2ooiR)vh, NN AXAF)IVHRIVAT I

RERBHIFOLN B, .
Ktild. EH 0~50°CORIDIRE T, 5 2i~24 BTN 5,
(T#E2-2)

&t (IV) &, &Y (VIID) ZAEMEES, 1~10 BEOBLAITUET S L
WZEDWBBZILHTES, BRI LT FIZIEZ 0L, —BRe~H, Z70oh
By Y= A (PDC;pyridinium dichromate). 1-& Ro¥F3-1,2-R>XF—KFY—
JV-3(1H)-7>=1-F*% > Rk (IBX; 1-hydroxy-1,2-benziodoxol-3(1H)-one 1-oxide) &hs
HiITFohz, T, CORBIEELF215—3—TROEEFTH>TH LU,

REMEAEE L LT, SIZIEY7nnXy s, Z7oafivh, 7 b, BTV,
VAFWRANERFY REDBHIT S5 NS,

RJtiE. BE 0°CH 5 W B BB OBIDRE T, 5 2 il~24 KiThbh 5.
SRS

k¥ (IV) @35, R 5 CONRE T BEEY (1Va) & LTOFECLDEIEY 2
ZLHTE D,

3

R HNR7R® RS
R4 Rz (x) R% Rz
R2 ‘ RY
~0 (CH,),,CO.H (CH,),CONR’R®
RG IES RG
(1X) (IVa)
(Rep, B~ BLUnEZENZIAGIL AR TH2)
(T#23)

& (IVa) i, 1688 (IX) b8 (X) L OMEERIGICEDEE I B TES,
Bz &t (IX) Z@rh, plZIEl-E RoFo oy M) P —)b, N-k RoF
YIANTERA I REDOHEHEHIE L UMEAEE T, e X) LRSI ®ZZLiCLD
1b&8 (IVa) 2/AZ DB TES, iz, HEITHUT 1~20 BEOEREZHFIN L TG
BITH L HUJEETH b0 WHE. AW (IX) I LT, fMEEHL B EHB L tMeey
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(X) i 1~20 YBAWS N, K —20°Ch 5 N B EED P RDOBIDIRE T, 1 43~
24 BFfE T DO %6

Y UCiE, FIZIEY7nn Xy, yook)vaEonay ARKEE. B
AF)\. BEBZF)V, BERA Y T FNVEDTRATI)IVEE, =—F), T hZe o735
L A-UFF Y LV EDT—F)VEE, NoEY . MV U EOBEEBRRIKER, 7 b= b
Do NN-DAFIHENVLT I R, N-AFIVERY) Ry ThODRESBESEDSHITSh
5o ' ‘

AR LTI BIZIEY Y 70AFIINNIIVERT A I R 1-(3-PAF V7 70oE
JV)-3-ZFVHNEY A I K - B, RY—1m Y k-1-(3-VAF)V7I ) 7O
W)-3-TFIWHIVHKRIA IR, M) TzZ)WEHRAT 4 AFY R M)A BDRAEY R
Wik VK IIEDH TS5 N5,

HEL LT AIZIENVZFVT IS, DAV TRENVZFIVT I NAFIVEN
F)UVEOPNVFIVTZ IV B WFI, ANV A-DAFNVPIEY)Y
VEOE )YV, REAY YL, REPKFET M) O LFEOTIVA) SEREIE. KRG
H Y AIKERETF B AKE(EY) FI AEOTIVA YD RBKBIEIEDHIT SN D,

T bEW (1IX)2H 5D UCOIEH R T LTS RIMCHWS Z & L=
ST A (IX) OHNVHRFIINEZRIGEY). BEAY)., p-= o7z /) FTh
RS _RUFTNATT ) XS HVRII, AV F I)VADFAT = ) % HIVR
ZVEDMEDOBNWFEICER U TP RIBICAWSZ L TE 5,

B, FRMLE (1X) i38hEk 1. 8hgk 2., Ao sk Bz, J. An. Chem. Soc.,
93, 6708-6709 (1971)%) FARXZFNSICHEUEHEICL VBB LHTE, LAY

X) IR e LT E RO A WBZIE R. C. Larock, Comprehensive Organic
Transformations, second edition, John Wiley & Sons Inc. (1999)%) & LIEZh5
WWHEURAKICEIDBEI LD TE S,

B4

RBLU BHKEERETTHAEAY (IVe) & RHR* (K, R*IFHiRC B oFEH.
KEBRTFEBRWELOLRAETHS) THH, RBH R (R, R iIaiEe R oxsEP. K
HETERVEDDLERTH D) THBLAYW (Ib) Ho. UFOTRICL > T
BZEHTE S,

R3a
o 0O OH O
R4 RZ R4 R2
Rsa ——- .
~o (CHo),R! HO (CH2),R
Rs IE4 RG
(IVb) (Ve)
(X, RL RA R RL RE REBLUnixZh2ZhuiclEETH5)

(r#84)

&% (IVe) 1. 1684 (1) ZHZIET7on Xy EDANEEEEd, FlZIE=
Bbihy &, SR YR, Z7veRoR ZRETP VI =D A EREFS U E R
Zh S OEEEDIVA AT TR LICL VBRI LN TE 5, BE. & (1)
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R LTS VA AR 1~20 YEAW SN, KIS —T8°Ch & W 3 DM R DRIDIR
BT, 1~ BiiiTbhbh s,

F A& (1) DA B, REBLUREBZVINTHAEEY (IVb-1) 51, 1t
24 (IVb-i) ZREMAEG, FIZIEER (M) 7 2Z)VKRRAT7 4 2) 3590 A (1)
oY) REDISS O LGERE X7 T2y AZOFBIE, FIZIEMN) TFIVZAXE
K REQIMAESEAZEY. FIZIEENVHR) VEDTHRT I V. BIZIEY A REDWE
MAF L o ACEYSEOREGHITUET 2 Z Lick hibe (IVe) 21522 TE D,

RyEMARI Y LTt T hoe koo 22, BR. 1,4-OFFHUEDBHITo5 N5,

CNSORHIE. BEERDS AW A AEOBAOBDRE T, 1 i~24 Kl{Thbh
%

¥ = & (IVb-i) 2. PIZIEEER, ¥REOEMRIE-EZEn6LT Mo RO
75 OREERP, HIZIENY 7 22)ViER 7 4 VEEOENIFEE T RIFEEE T,
B Z I THEER NS Py A(IL) TR T B0, FRBHIZET M IFA M) 72 2)VRRT 4
V8T Oy A(I)EDISS DY LR —RMbt L ST T S C Ll L hbad(1ve)

ZRDHILHTSE %o
IS DORIGIL. EHEERD S FW B EEOPAOBORET. | HEi~24 BEiTbh
%o

F7=. &t (1) O3 b, RRBIUREDX M AFINTHBEEY (IVb-ii) »
Sid. &Y (IVb-i1) ZEgd, GIZIXIERE. RSO TUMT 52 ik v tEY
(IVe) BB L HTED,

Wity UTid, BIZIEK. A% —=)v, AV 7B TPIVa—)VEOTT b AEEE
Zht ke 1L, -U4FY UV EOREAR L ORGBEEIH TN,

Zh o DL, BE 0°ChH S WS BAEOPADHEDIEE T, b 2H~24 Kifrbh
%o

F 7= L&Y (IVb) D R* L R HBERBIGAICE. FROFERETHASDEZ L
XD ERE TAEEY (IVe) 2852 dTE, EW (IV) 055, RRE Rors
5 —ADKERTFTHBEY (IVd) i&. 16&W (IVb) 256 LEEDHEICBWTIHIZ
TAEKDOYER, RIGEESZFRTLZLICIDBLIIENTES,

BEJERMEEY (IVh)id, 8h&k 1  BhEk 2 3 U BAHDAEWIZIER. C. Larock,
Comprehensive Organic Transformations, second edition, John Wiley & Sons Inc. (1999)
) FREENSICHECEAKICEIDB/EILDTE S,

BIOEWD -

BLEE 1 A2 CRBE LTHAIN A (Va) 55, R BE#D U ITIEE

BOER 7NV IAX L THHEEY (Va-v) & UTOREICLIDELET DL HTE S,

R R, viR R,
R4 4 (Xlll) R4
R%,
f (CHR)p. 1COzCI;§ (CH),OH (CHp),RY
R IE5-1 I785-2
(b)) (XII) (Va-v)
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(Fh, B~REBLUnidzhzhiEttAZETH D, YiIERLY LEZETH D, RiZBEH:

B U ISIEBHDER 7V 2E L, RUIEHD U IBEEBROER 7 VIF I ERL,
FEE 7 IVFINVB L ER 7NV I FVIEZNZNEGRCLEZRTH D ZEER 7 IVF)0
BLUERER 7V F BT 3 BERETFECERMER VRIS BT 5 BRI L S
TH5)

(T#E5-1)

&t (XI1) &, 16&8 (XI) 2ARESEES, 1~5 YROFZIKFELA Y 714 F
WPIVIZm A, KEBVFHIAPII =Y NEOBRTHTUETE I LIcL BRI L
PTES,

AEMEAE L LT %KiTF?EFD77/\bWIV\V7DDX&V%ﬁ%H
5h b,

Bltid. @R —T8°CH 5 AV B EEO#MDMT, 5 2f~24 KiffTbh 3, _

B ERMEE (XD i, 85E5k 1, 8083 2 & L IFAHIDHF MBI ZIER. C. Larock,
Comprehensive Organic Transformations, second edition, John Wiley & Sons Inc. (1999)
Y FHFENSITEUEAEICID/EIEDTES,

(TH5—2) -

et (VA-v) &, 6&8 (X1I) ZRWEEEgh, 1~5 YBOFZIUKELEF MUY
LNETHLEL L 7248, 1~5 WEDLEYXII) LRI B EIZEIDELILHTE S,

RYEMARY LTl FIZIET hS e RO7Sy, Yrapoisy, NN-UAF)HL
L7 I REDRHITS5N 5B,

R, B 0°Ch S W3 BIEOB DB OEE T, 5 4il~24 KfEfthih b,
BLEW:6 - :

&t (IV) ©>5 6, BHBNoy L cH a8 (IV) FHER AR (XA, R ztﬁu
HLEZTH D) THAHEEW (1Vg) X UTOAKICLIWEETEILHTE S,

R”—Sn(R"“)s Ra\

= : E f(CH» R 3 o: i f‘(crlz)..n‘ " mmnm
o

IR6—1 T6—2
(1Ve) Vo)

(e, R~R, REBXUnidZzhzhiisdkBETHD, VidaiEc Y LRZETHD, R®
RV F NV 2R L, SRR 7NV FIVITRECEEZRETHS)

(TFf26—1)

e&t (1VE) &, 16&% (1Ve) ZATEMSEEA, 1~2 YEDHIZIEIN-TOEINIER
43Ik, N-Zooanyigf 3 R, R BE IUREOHNT B0 AuK T
TRZLIZEIDWBRZIENTES,

NEAEEL LT, fIziEYr7onX sy, Z2oafiivs, NN-PAFIVHNVALT I
FEDHITOS5NS.

Rt #E 0~50°CORIDIRET. 5 /rf~24 RKfEfThbh 3,

B, BFEMEAEY (IVe) &, &gk 1~4 b L IZAHIOD A% B2, R. C. Larock,
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Comprehensive Organic Transformations, second edition, John Wiley & Sons Inc. (1999)
%) 7= (NS ITHE LI JTkIC & D?%% EWTED,

(ILFE6—-2)

Ea% (1Vg) & L&Y (IVE) ZAEMAEF, 0.01~1 YBOMZIEE R (M) -0-
MIWKRZRZ 4 2) NRSOOLA(IL)P7BY R, EX (M) T 2Z)VHBRT742) 859
DA(I1)Y 70 FEQEET., 1~5 BEDEAM(XIV)EKSS ¥, LBEITSUTHIZ
(DEREDOR T T EZLIC L DBAZ L HTE 2,

NEBHEE LT, BIZIE L 2-PA NP AF Y FhSeknrSy, vronx
. 7zoafR)vh, MVTY, IhdDREBBRESHIFONS,

Rt @ 50°Ch S N B IO EDRBIDIRET. 5 H~24 BRTbh 3,

BB, BRMEEH (XIV) & filkiEe UTE =3 AMDAE WZIE R, C. Larock,
Comprehensive Organic Transformations, second edition, John Wiley & Sons Inc. (1999)
E) ICRBOAED LLRZNSICHUEHEC L DBRIZ LA TE S,

ey AW (IV) E EEEORGERDINC B, B2 IZEREABIE 01/81288 B, HESE
8-92082 534k, F5BH 2001-39968 SR, KERFFFES 6125007 SEAAIE. J. Antibiot. , 55,
61-70 (2002), J. Am. Chem. Soc., 93, 6708-6709 (1971)\ Bioorg. & Med. Chen. Lett.,
91945-1948 (1999). Tetrahedron Lett., 43, 291-293 (2002). J. Chem. Soc. Perkin Trans.
1, 441-448 (1989), J. Chem. Soc. Perkin Trans. 1, 2502-2512 (1977). J. Chem. Soc.
(C), 3899-3902 (1971). J. Chem. Soc. Perkin Trans. 1, 1417-1421 (1974). Tetrahedron
Lett., 22, 267-270 (1981)SCAMRDAEE Ik 2 b ICHE LA BRI L VB2 2 L BT
&5,

51T, &Y (IV), FEMEEDE L ORISR EAMIC BT 2 8B T B L UE
PRI Z TN 2 BREEOEHIL. AH DM ZIE.R. C. Larock, Comprehensive Organic
Transformations, second edition, John Wiley & Sons Inc. (1999)%) F&ixZh s i
HUEARECE>TITH 2 M TES,

LEDHEEEEEMAGDETEMT 2222k b, FTEONB I ED SR %4
T3 (IV) 283288 TE5,

PECRBEERIC B 2 FRHAR LU BRI, BEARILE TR A XS h 2 A Hess
BEHELICHAGOR T, PIZIZIE. . 0% % 8K BER. 8Ero< b
U274 =BT UTHERERT 228D TES, T2 HEEKICBO I IC RS 2
ZERSRDRINMETZZ L HHEETH B,

E7S. Hspd0 BHEMERZE T2LEMDRICIE, SMRMEAR, Yo B D AR B
BHELELEZHDDHZD, ThHESH, TOTREREMEE L UZh s OEESY)
ZARFHADA b 07 ) VB F DEREE % S B OIE SR I T 2 = EMTE B,

Hsp90 FHEMER %A T 26O ERNCHEI N 2L, HIZ 1TSS Ic A X
NARMIGE. EBIE. 7T U8, 7 I NG, 73 Bz eas
T 5,

Hsp90 PHEMER %A T 2LAYOEREMICHRINZBANE Y LT, #1213Em
16, W, R, ) VERER COMEIRIE. FiE. L1 V. Ve, &
T UBRIER EOBIRIEDHIT SN, EHENICHEINASERY LTk HlziEF k
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DA W) D AEREOTIVAVEEE. TRV UAER. AV LRREDT)IV
) HESEE. PV AlE. BEEREDBITON. FEENICHEIhSD 7 U®
= LMEE LT BIZET VB A T FIAF VT UEDDLREDIESHIT 5.
MBI ND AR I UL LT, BFIZIEENVER) >, EXRUDURED
fHNEDHIT S, FHERICHEINS 7 I VBINEE LTid, #IZEET7 )Y, 7
TZWVTIZ, VOV, PRNTF U, TV I VB EOMNEDHIT S5 N5,

Hsp90 BHEMER 2B 3 2{LEMDIEZ B U2 WESICIX Hspd0 BREER 2B § 2164
PIDEIEONS L EXZ0F BRI NIEL L. /= Hspd0 BHEERZE T 268D
O TR S N5 & Sl Hspd0 BREMER 24 T 2164 % 8 4 A AR E /- I3RS
L. BB =I3dREZ2 M2 TREERI ERIE L 0,

F 7=, Hspd0 PHEEMZE T B LOFOFEMERICHFAINBIEIE, KFERE
BRI L OINIDIETHEET A2 b HHDN ZNSId A L 707 Vs
FOURRE LS IREBOIREIEIHEHT A LB TE S,

3. Hspd0 BHEMERM2A T 2LAME L UZOFEBENICTFAS B IREEMHT L LT
BT B EIERHA

AFEHAD Hspd0 PHEEM: 24 3 B EFEBANL. MRS & LT Hspd0 FHEEMZE T 5
{EBPHEIT, HBVHEBROMMDIGED -DDEMEST L DREEME L TEETHI L
DWCED, T, FhOEERANL, WEESE2FEPRICEFEI NS —ED LEZEN
DL E DR — SRS L. BRIZZOEMAFICB VT L LHAS N TN AERDAEIC K
hibgEx N3,

&%ﬁ%i\@ﬁk@bm%%%%@b@%ﬁ%?%@ﬁmib< FOF = Bz
SRR EDIEROEHITHZ BT E %,

FeHRe L LTIk, seRl Bl BERIAL o 7R EREFIREDH B,
ROREIEY R, PIZIES Oy 7RO X S eudsRsimid. K. . VILEY b,
Bl VMR, RYTF L) a—)v, 7Ol Y ) a—)vizEds ) a—)VHE,
ZEH A =7, KEMREOMIE. p—t FOXF I REFRT X7 I)VHR EORARE
L ZAROR) =7 L —)N— R)S—=I 2 MNEDT7 L —NN—$FCEFERALTRETS
%o T, FEHL BEIBIOERAIR S, B T RO B v o MrEDK
JEAL B, PIVF VR —FREDERER. AT T7) VR TR T L, VI RED
WRAL R E=—)L7)va—)b, E RoFo7roeit)lo—R, €5F 0 kEDREE
HI SRR 2 7 )V e E OREREMRL 7)) £ ) U ORI 2 AWTEETE S,
FER O S ITEY R BFNE. 7 FE U IXZRAEDIMK L FRTH HEMHE et
BEAMADS 25, PIZIE FHFIOEEE. BBR. 7 ROEERE EREKE 7 kY

FERAMRODIEEYID & 12 214K & AW TENHOBR ZHRT 2,

¥, ChSIEROFNCBVWT S, BOFITHIR UEHRAL BIEAL 7L —/3—4,
. SR, YERAL A, REREMHL. TERIRCHSBIRENS 1D L
ZFhL EORIBISS EHRINT 5L HTE S,

K%%@E%@ﬂ@&%ﬁﬁ&@%@@&i &%;%\uﬁmﬁw {KE, BRI
SEROMES LIFEBEICL h BERZH, @EZEO0EE. RA—A%D 0.01 mg~1
g, HFE L LIX0.05~50 mg Z—H—Tal\ LEEHRES T %, #HRAIES R EDIERD®RS
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DOBE. BA—AYD 0.001~100 mg, FF L <IX0.01~10 mg Z—H—ERW\ LE[E)%
5%%, LhLadS, IhHkSER LS RIEICEE L TE. RidbDOE 2 DIAFIC &
W &8I 5,

Hsp90 FHEMEH 2B T 2LEYB L OFDOFEH LRI EFEINBIRIE. 10/ 707
VBT OIEED ) S— b F—EEFHSI— R T 3EAEOMN TOAREEE L. B
XE2, Db, Hspl0id. £ L2707 ) B FOEEEZEE S FERICBNT, DS
BEICTEL QN BEED S— b F =B DI — R TH2EABE LA L. ZTOREM %
FRHLTWBEEZ SN, Hspd0 BHEEHZE T 2LEMB L UZ OFBENIHFARX
naiEx. EEO)S— b F—# i FHa— KT 5EAEOHIEA TOEDIRLERIC N
BT EDTE D, | ‘

4A/VD70yﬁﬁ?®%&%ﬁ5ﬁ%ﬁ£“fﬁ\%@@N—bf—%ﬁ¥ﬁ3—

KT Z2EHEORENSREICTELTWS Z LM, EROFKAEDHET. HEVITEM LD
FRER>TWE EHEZ 5N 5. Hspd0 FHEERZE T 30E60E KL U7 DOFEER)IE
RINBERZENRS L LTEE T HEFEANL. ZEAEDHISAN T D% A4 L,
WOXRBZLICED, 4 L2707 L EETOREEE LS EEDORIEDET. HBU
ITEMEZHET DT, TOXDRIERDIEFELE LTHWSZ LD TE S,

Fi. A L2707 ) EEFOEEE AT AT, B S— N —#f=FDsa
— R TABHEORRDPEEIITHEL TV S0, MilEEMEEIh TR EEZI LN
%, Hspd0 BHEMEA 2B T AEWE L UFDOIEMERMIEFAINAIBIE. EREOH
AR TOMEEEEL. WS RBILICED, A4/2707) VBIGTFOEGEEET S
HIDOREREDPHER T2 Z L DT E S,

A L 7a 7)) RIETFORRE Z D RWEREBD &I, Hspd0 BHEERZE T 51k
BN FE 2137 ORILRN BRI N AIER ARG L T 2 EERRKZ %5 U T HIEFE
DHIRTERNWILHEZIONED, KERICL-oTE 14707 VL TFOEMES
S EREB L EDRWEED, SERZITTRENTERNESDH 5,

BEDNA A TOT ) VB FORE RS IREDEE TH D0 ES DI SCHR(Blood,
94, 2583-2589 (1999)) IZEHRDAHEICEDNT, LTOLSICLTHRB LN TE S,
EEOREEA D SMEZEERT %, HIZIE ZREEHEEOHSIXEND SEEMEZ
BT 5, REL =iz E et L. ZN2NERBEED 2 RO CER TR
LisA A 707 UERICER R 70 —T 8 4 L 70 7Y VB FOEED) S—
N —EEFICRRNR 7O -7 L 2 HWT, MR UTE#EEA >3 A F 2
A TVFLE¥—ay (FISH) 2175, 4 LA/ 707 ) VEEFEIS— M —BIEFED
BEEE DS BIBAIE. 2 FBHEOEEHBEHE U QW A RTINS I NS DS, BREEDY
WEA. 2FEEOEEIBHEE T, BlLiciEIng, £/, FEKDINAZHEEEL, Z
DYERDNA 2L L. 1 4/ 707 VEEGEFEN— b F—BEFICZNZENIRR
K754 ~—2FHLEPRICLD, IBEBICEDELUREA L, 70T VEETFE/S—
N —BEF L OBEREFEZRENICRHETAZ LICL D, WEEHZPED DEHN
BIEDTES,
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CTDEIZUT, A L7007 VRETFOEREDH 5 EE TN LT, Hspd0 BHEEH
2ET AT 37 OFEERHEINIBE2EID L THEEZRSESTH L
LD A L2707 ) VRETFOEBEE D REDWERENRANCITI L P TES,

(3|11 D fEj . 7 2B

#1 MR BT 2. 4 L2707 VB TFOEENN— b F—EEFPI—F
TAEHEDONIMER 2RI TH 5, KMS-11 HHIC KF58333 23RN L= & M+ o
FGFR3 DML % R o5 L — i £ S KF58333 JEERAMND KMS-11 $HAE. KF58333 % 4 nmol /L.
20 nmol/L. 100 nmol/L MEEIZH 2 LD ITFNZNHEMU= KMS-11 fila T =Xy >
Jovw T, ES. PGFRI. Rafl, Cdk6. Erk-2 ZZhZIUR L 7=EREZTRT,

B2 KF58333 o KMS-11 izt 9~ 2R E R /R T, Hlhid. KF58333 DEE

(nmol/L) . #tiZ3 > b o—ITHT 2 4EMEg RS (%) 21T,

#3X  KF58333 oD KMS-11 MfERsHi~ v X2 3 2 HUEBRIR 2R T, M, &5
SKERBRIAR D A% M, $5aAERBHIE O HOIESEMARE (V) ox 3 2EEHAE (V) o
e (V/V,) 279, @IZKF58333 25 LA YA, O3> hO—VDT Y R TOHRER
ERTo

RERZEMT 3 7= DDREODIRE

DITF. ARBHZEBHICL D, X5 ICEANCEHAT 205, AR FEHFI D FR IR
EINDHDTIERN,
M 1 Hspd0 BHEEAZE 32L& L AN TOA L/ 70 7)) VEinFDlx
EED)S— b F—BFHI— R T HEAEDMEE

A L7707 EGFOEEERZET AMBICENWT. 4707 VEEFOREE
&Y EERRROFERRT /) S— M —&EFHI— R 2EBED. Hspl0 BHEIEA
AT AHEEMOTNINC L D IEATHA T 2 %2, UTOLSICY =z X& 70w b
X bR L=,

125en BB 72 RF v 7 75 22 (X 2 7+ 8) Bz, 10% 406 R IE % =4 RPMI 1640
ey (AR, RESAREH Y L.55) 12T 10,000 MfE/mL ISR U= b bR EiiEmsk
KMS-11 04 (In Vitro Cell. Dev. Biol., 25, 723 (1989)) % 30ml 3*D4ME L=, KMS-11
MK, 14932 L4 L2 70 7)) VBInF & 4pl6.3 £ FGFRS BinT & DIEEEDREER.
FGFR3 BSARBICHIR L TNWBZ L HBREI N TV A Hlla T4 5 (Blood, 30, 4062 (1997)J
Z 2 Hspd0 PHEERZ AT 26AE LT, 10 mmol /[LICFARIL /=557 1 ¥ a—)VikE
& KF58333 (Blood, 96, 2284 (2000)) DY AFIVAINVTZ x#F K (LUF. DMSO ¥ B&)
AW SRR T X 512 1/10000 ICHIR U7z A (KF58333 DR 1 umol/L) %, Zh
ZhEKEE 4.0 nmol /L. 20 nmol/L. 100 nmol/LiZ/i3 XD @M= 2> ba—)u
Wi, KF85333 DR ZEINL R o720 SRRRH XA > F 2 X—& —T 37°CIZT 40
LR U 7= ICHIE 2 1000G T 5 IO & D [EIN L 7=,

B U 7= Halc. @E U 7= AR AR EE (50 mol/L ~~_X (HEPES) NaOH, pH 7.4, 250
mmol /LAt MUY A lmmol/L ZF L7 I UPUEERR. 1%/ =5 v b P-40.1 mmol /L
SFAAVA b= 1 mol/L 7 w7 = Z)VAFIVRIVEZ)V, 5 ug/nl OF ~7F

31



10

15

20

25

30

35

40

WO 2005/018674 PCT/JP2004/012418
> (leupeptin) ) ZHNZ T, 4°CiZ 30 HFBIEWTHIIEZE B L=, 20000G T 10 /s
OBELT, BoNE LEOEHEEEZAEL. &L —VHEVRA—EHEEIIRS L
SR BT U8, 4B T SIS (RFIIIWEHEEF NI DL) —RIFPZIVILZI RN
BLIKEIIC L D EAEDOHHEETR> T,

BAMINEEAERRL. RUVEZUFUO70E 54 REE (2 DR7HE) TBL
. LIRbiRE LT, #N2hi FGRRI Btk (>4 - )V X (Santa Cruz) 184 |
Rat-1Hk (o ¥ - ZIVAHEL) | $iCdké gk (Yo% - ZIVX#8) | HiErk2
Hlk (v 7RF—h « 123527 /1y — (Upstate Biotechnology) #H8) Zhnz. &
FOBHBL KBS Bz Z08H 2IRPiRE LT, Zh2hD 1 ]k KT 2 EEHRE
HYUR (PIVh) 7427 75—V ¥ kG idhic o R lg vk, N1 4
Zw K (BIO-RAD) #HY) ZRi6X ¥/ FEAED/NY R, ECFE¥E (EL F¥a25— -
A4 F 372 (MolecularDynamics) #8Y) ERIGXREH. TIWVAINAL A—T vy —

(FluorImager, EL ¥ 27—« ¥4 F I 7 ZA4H) T THRH U=,

ZODRER, B 1RNCRT LS I Hspd0 BHEMEH A A 95 KF58333 DEINIC L > T, BRI
Hspd0 254 7> NEATH B Z L PMEI N TS Raf-1 % Cdk6 DSk 927213 T <,
4 b2 707 VBETFOERE) S— b —&EFH O F 95 FGRRI AL LTWA T &
DRI NIz —75, FEHSPI 754 7 FNEHATH 5 Erk2 DEHBERIZEELER SN
Bhrofe LEDST. A4 707) ViBGEFOHED)S— S —BEFHPI—FT3
HEHEIX Hsp DV 54 7> VEHE RDZ ., HERED. i Hspd) 7514 7>
MEHHE L FEBRIC. Hspd0 FHEERZE 7728k b, Mfarh & & REICHK T 3
ZEDBRWEENE,

i 2 Hspd0 BHEMEHZE TALEYC L 24 L2 70 7)) VEBIGFOHREZET S
D IERERH = _

KMS-11 HIRBIC BT A L T 7)) VBEFOEED) S— N F—&EFDBI— RT3
FGFR3 i3, BB DN - BEBICEES LTV LEZ 5B DT, Hspdl PHEEHZET 3
&b, FGFR3 Ziah HIMAXI B LIcX b, MIOEEICS 2 258 % T )=,

96 v xyeAf 07— b (X2 7R HiT, BEEAREHIC T 2 X 10° Ml /ul IS 7R
U7/= KMS-11 Mz, 1o x)uvd=b 501 (10000M®) °omELz, 242 10 mmol/L
ZERBL L 7= KF58333 D DMSO Ak % B2 IS 600nmol /L ICHIR L. & & [CEEEHIEH T
1/3 DRI AR U =3 % 50 101 3D, KF58333 DIGERE & LT F 2N 300, 100,
33.30 11.1. 3.700 1.23nmol/L %3 L3 Ic@®MULE. 3> bo—)L & LTIE. KF58333
BEF IRV 50 4L 2RI Uz FDRE SRIRRHZA > Fa—F—H 37°Clz
T 72 BRI RITV. EHIEEE LT DL S IS UTHIE Uz, Bk TR, Bt
2EFR UL XITR,3-ER-(2-A P> -4-= bO-5-ANVT7 == )V) —(2H)-F b5 U
L-5-FINVERFY P54 R &, 172V 20 ul 3OFMU7=E. S%IKBRAH A A
VFaAR—F—HTIC, 1SR L, 1707 — MEEeEr O\ 42w Rt
H. Model 550) ZHv 450 nm & 655 nm TORNEZHIE LIz F7 )LD 450 nn T
DD S 655 nn TORNEE T U E (ERNE) ZHH Uk, EHliol e 2RE
I HBIDBHZIZH B DT, KF58333 ZFHINILARNWT YV b B—)VOMIETHE & - ZIRLE
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D% 100% & L& S0, ZEE® KF58333 23N L =M TE 5 W= 2L DfEn
B (%) 2. T2 bO—VCHT 3RS OBE Y UTEE L. KF58333 Offfaiesg
FHZETEM: 2 M Ui=o

B2RICRT LD Ic, KF58333 Ik KMS-11 MfZicxt U, Ml EZ R U7z . 8B
QDY S 7 & HIERE# 50%FHZET 3 KF58333 DI (G, i) Z B U= #55R, 19.8
mmol/L THo7zo ZDWEEL, EHEF 1 TRIZFEYIOMHEZTRS KF58333 DIRE &I
EUWEETH . HHaREDHED, FGFRI DWELIC L B 2 LS RBE Nz

M EhS . Hspd0 BREERZETAEEMIE. 02707 V#EFOREEET S
MDA ZHE L. SREESBIESEDA A2 707 VBIETFOERERE S EEBROIGHE
HRELTHWAZEWTELZ RSN, ' . .

)3 Hspd0 BHEMEHZE T 3801 > - EXRTOHIESZNR

A L2707 BEFOEBRESEEDOTTIVE LT, MS-11 Mgz amre<
R LEE MEEDOESNVERN. 1> - ERTOHspd0 FHERAZE T B EEHD
PESERIRZ Tz, C

KMS-11 s, BEdAREHE V. SBRBA XA > Fa"—F—KNTITCITTHEL
WX W7, b MSRMEEEREH s KMS-11 #iifa Fox C.B-17/Icr-scidcl ¥ X (HAZ
L) 10 iz, B8 1 o7y 70 ML k% 0.3ng/~ 7 2 3 DEEERRS U=, Bt
HOBED 1 B, 2O RIC, HELE MS-11 fiaz 1 X 10" #ifg/ v 2 X3 DE T
WU 7o Bolfif 14 BBl ) FRIZTR T TN L - BEOEREOER - mEZRE LT
DR > TESHIEZ KDz,
fEsaR V ()= (B% (mm) x [48& (mm) 17 /2 |

BRI ADEKREDHIE L. R EAEREDS T VAR DED L ILTD2
DOB T o 2O H 2 SHERENE 0 HE B L A TO X S I ARG ZBH#E L 72,0

KF58333 £e 5L L Tid, HeSHBIE NN, D AF V7L b7 I F (AR |
2 LEZ 47 (CREMOPHOR) EL (V7 —7)L RV w F4HH) B LOGmAEK (RIFRSE
HH) AR5 :7.5:87.5 TIRA U 12T 2.5 mg/nl DIEE TS © 7z KF58333
#. 1 H 1[5 lEsET~ Y XKE 1g H7=0 0.01 L (25 ng/kg) ODHET. BEIREL
hEHRPIR S UT=o 2 bO—)VOFERBERGHICIK. BEHBEOA % KF58333 58
CEIUAR L BB OBIRNIRS Uk, #B55EB45 4 H. 7TH. 10 B, 14 H, 17 H. 21
H. 24 BRIZSKAIIEIS 53 L KP58333 e 5 HOIEEAR ZHIE U, #53585H15 0 HDRE
EHRE (V) T 248 (V) 2EHL, HBLE, ZOR%R, HIRTRT LS
1= KF58333 5B BT S DR BEE ORI DS R 5 h, KF58333 I3iiEEshR 2
BTBILHBOHLNIE,

DL b, Hspd0 BHERHAZ A THLEYOHREICL D, SREEHIESD A L/ 7D
T VRETF OB R LD FEEINERICTES 2. LD > T Hspd0 BHEEAHZ2E T 5
{EEMB L VZOFERLENHEINIEZEYRGE LTEBEEE, 1 A4/707Y
VBT A LD IEOIEEEE L L THWAZ E BT E S 2 LRIz,

PESE + ORI A AlRetE
33
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AFBAC L D, Hspd0 BREMEF 2 G T 2LEW X 232 OFRFNIFIESh 515248
WAL LTCEAT D, SRUBHIEDO K S L) /07 VBT OWRBEZ M S 5RE
T BEEE, 1 A 0T VBT DR R A T BRSO ERB X1 4

7a 7)) VRETFOEED) S— M —&EFH— KT 2EREHEDSRDIEER D eft
h5o
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R ODH

1. Hsp90 PBHEERAZE T 26EME =137 DB ERNHFAINBIEZ GRS & L
TEETDA L 707 VBETFOEEEN S REDIERHE.

2. Hspd0 PHEERAZ AT 216845 Hspd0 a, Hsp903. Grpd4 L UM Hsp75,/TRAPL
D> HbDWViR & H—D2D Hspd0 2§ 2RHEMER 2 A T 2LEYTH H5KIE 1 T3
DIGHFH,

3. Hsp90 PHZEMER 2B 3 2{A4hs, Hspd0 o ATP,/ADP fE&REBICHE S T 216EHT

B BHEEKIA 1 ICECHDIEREE,

4. Hsp90 o ATP,/ADP $EGHIICHE ST 216EWD. 57 4 ¥ I =)V =id Fad—
X (1) TRINBZT 4 OV TH B FEKIA 3 ICECHDIERE,

[Rr. R RO RIEE—FEEBR> TKERF. ZIVA (), IV AV, tert-
TFIVO T 2= D), i tert-FTFIVIRXAF)NI ) IV EERL,
R Y-R {zrb, YIdE#LD U IZFEBHO 7IVF L & FE L. RPIL CONRR' (b, R,
AERF. b RkoFxs, By LIS EBBRDER7IVFIV, B L JIIFEERDER
FIVFIN BEHS U IFEBHOERY 70 7IVF)L, B U IFFEBHRD 7))V =)V,
B U IFIEBERDERZNVIXY, B LU IFEERO 7Y —)b, B L IEFE
BEOEEBE. X NRE (A, BRURBE—F-IEER-> T, KERF Biftd
U IFFEBHDER 7 IV IV, Eftd U IFFEEROER 7V FIV, B LU JIEER
DR 70 7)), B LU IFIEBEHRD 7Y —)U, B b U IFIEBEHOERERA,
B U ISFEB O 7IVA ) A )V, B LIFIEBHBRO 7O/ ), Bd L II3EE
BOBWRREEES L ANE )V, FREERS U SIBIEERD 7 ) —IVI)IVNEA )V
BRT,) #EL, Ridk Rox, BHROEKEZIVFIV, Bl L JITIEBEBROER 7V
), BED L IIGEBBOERY 7a7Ivx)L, Biad LFTFEEROZIVI DIV, B
1y U IFIEBHOEHR 7 VI FY, B U IEBRDO 7)) —)V, BHD L IZEE
OB, £/ NRRY (R, RO RO RNUEZNZNEREIO R RO R LEZETH B,)
ZRTD FEERE DT 28R EF Lok > TERD LU JITEERDEER
HERRET ), ORE (K. RUE. BHROEEZ IV, E#D L IIIEEBROER T
V), B U IBEBHOERS 7 0 7)VF)b, Bifd L IZIEERO 7V =)L,
BHY U RIEBHRO 7Y —)b, FHIZEBEHRD U ISEBROERREZET ). BifLd
U IFFEEHBO 7 ) —)v, B L ISEEROE Y V)V, BHD L IFEE#ROE Y K
b, Bty LIFEEROY D)) Fo)b, B UIRIEERDOY S )b, E¥D L
IBFEBHOERY D)V, B LIFFEEROE~RY D V| BHfd LIFFEEHROE D
DY)l B UIESEBEROEN Y /. B U JIXFEERDOTIV R Z)b, Eft
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b LIFEBEHBROE~RS o)V, By UIIIEBROF AEIRY /. E=FEHRD L
FFEHRDOYA XY Z = )VEFEKT) CORY (b, R¥iE. KFERFA EHD L IFIEE
BRI 7 V)V, B U IXIFBR OSSR 7 V3V B d LU IESEE#RD 7Y —)v,
B U IFIEBHBOEHR VI FS . F 2% NRURS (H. RY R REIFREI—F =ik R i
ST, KERF. BEfD L IIEBHROER IV, BHD L ITEBHROER TV *
WV, B L IFFEERO 7Y —)L, Bty UIFIEBHROE Y DIV ERTH. iz RY
ERUDBEE T A2ERIRT IR oTEMD U ILEBROERREL T 2) 2%
To), FRERD LBEBRO7Y =)V EEL,

Xi3noyyaEEL RIZKERTF. ZIVA2 A, PV 4, £7=1F-50-7 {KHh,
ZiF= (4) '

(K. RARUR*MIZZhZhEIEO R RURE EEIZETH H. Bldnor oL, Wit
0 F/=1L N-0-R* (R, RMIEIRED R L AZETH 2.) 2ET) 2RI} 2EITH. &
i X & R THEEZERT ]

5. A L2707 EETFOEEEDS, 8 14 Fieatk 032 58l (14q32) 0BV BiEEE
THBERE 1 ~4 DWW 1 TEICECEDIEREE,

6. 14932 BT BEnmEDs, t(11;14)(q13;932). £(6;14)(p21;q32). t(4;14)(pl6;q32).
t(14;16)(q32;923), t(6;14)(p25;932). t(1;14)(q21-24;q32). t(14;20)(q32;q12)\
t(1;14)(q10-12;q32). t(2;14)(p13;q32). t(3;14)(a21;032). t(4;14)(q22-33;q32).
£(9;14)(p13;q32). t(11;14)(a23;q32). t(12;14)(p13;q32). t(14;21)(a32;022)F =i%
t(14;22)(q32;q12) T 2a5KIE 5 ICFCHDIGEE,

7. 14932 2B BHsmEHS, 11913 LY 1 2 1) > Dl T 6p2l Lopv+ 21V > D3
BT 4pl6 LoD FGFRI EizF& L <1k MMSET &= F. 16023 ko> c-maf #&{mF. 6p25 L
D MUM1/IRF-4 J&{GF. 1q21-24 LD IRTAL =¥ d U i IRTA2 #fnF. F/=id 20q12 +
? mafB #is %/ \— b F—BInT & T BEBETH 5 aKIE 5 IZELBDInEEE,

8. AL./707Y B FOIREENED KB, EMSEETH H5EKE 1 ~T DN
INH 1IHICECE DR,

9. EMmEEEAS, MR, SRMERIES ) L/ ETH BFERIE 8 ICiiHiobas

10.  Hsp90 BHEMEHZA T HLAME HidZ DI ICHFRI WA E2 BN &
LCEETRA L2707 ) VEnFOIREERE T 2 a0 EAEHER],

11.  Hspd0 BHEERZE T AWM F - IXFOFEHZNIFEINLIEAEE RS L
LTEETBA L2707 VBIEFOEBDIS—  F—E=FHI— KT 3EHAEDS
DA
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12. A L57707) VBIRFOEBEH S IREDIEERA OEFSEIIDOEED - 00
Hsp90 FREMAZE § 2t EM K /=id 2 OEHZH)ICIE T N A EDOHH.

13. RBEDOMEEZEEIL. FHBOREHEKIIBNTA L/ 70 7)) VEEFOERE
BHBMESIDPRHFN, A L T0TY VRIGFOEEHID 5 EE%Z. Hspdl BHEERH %
BT BEME I Z DEEER RS NAIEZERNT & UTEE T HEHEZIGHE
ELTREGT BNBRDEE L UGEIRY 5 2 L 2K L T2 BEDZER %

4. BED GMSEEOEETH S FNKIHE 13 ICFCHOER .

15, EmEEEH B, SRMEBHEE 23 2/ ETH H55KIE 14 ISFEHD2
A7 o

16, FEHEDPOMEEEEL, FHIBOREEKIIBNTA L/ 707 VBHEFOERE
BHEDEIPEFAN, A L/ 70T R FOEEND % EH I Hspd0 BHEMEHZ A
THUEME 2 DEEFNHEI NI EZES L LTEETIEEERS T
CEERRE T B L TR VEGF OB E M S REDIEFT o
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which this International Searching Authority is not required, under the
provisions of Article 17(2) (a) (i) of the PCT and Rule 39.1(iv) of the
Regulations under the PCT, to search.

<Scope of search>

Claim 1 relates to a remedy for “diseases associated with the
translocation of immunoglobulin gene” which contains, as the active
ingredient, a compound defined by a desired property “having an Hsp90
inhibitory effect”. Although claim 1 involves any compounds having such
aproperty, it is recognized that only small part of the claimed compounds
are supported by the description in the meaning within PCT Article 6
and disclosed therein in the meaning within PCT Article 5.

Although the common technical knowledge at the point of the application

is takeninto consideration, the scope of the compound having the property
as “a compound having an Hsp90 inhibitory effect” cannot be specified.
Thus, claim 1 does not comply with the requirement of clearness in the
meaning within PCT Article 6 too.
Such being the case, the searchwas mademainly onthe relationship between
the Hsp90 inhibitory effect and “diseases associated with the
translocation of immunoglobulin gene” or hematopoietic organ tumors
typified by leukemia, multiple myeloma and lymphoma and remedies for
hematopoietic organ tumors which contain, as the active ingredient,
radicicol or its derivatives such as K58333 that are defined in claim
4 and employed in the specification in practice.
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