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2~ PXBEAHER
ABAGHNERARZI=ZALLEGHRLSGERARAZ =
bbbz EaRY  ABPRAE-—FTHAWHAEETEZZEAR
P Hsp90 F MW F A RBEAB R AEBRATREZBARE T #H B
RZBEHARENFN X ReERTFTHZBEBRAEAZISE
RRXZ=ZA b RaesaZiLbhzamy -

N RXBRAR R

The present invention relates to substituted triazole
compounds and compositions comprising substituted triazole
compounds. The invention further relates to methods of
inhibiting the activity of Hsp90 in a subject in need thereof
and methods for preventing or treating hyperproliferative
disorders, such as cancer, in a subject in need thereof

. comprising administering to the subject a substituted triazole
compound of the invention or composition comprising such a

compound.
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U~ BANRHA -
AMYHEE
AP FEER 2007 £ 2 A 8 B REFPHZLELEBRBEH
P E AR % 60/900,225 & 2007 £ 9 A 13 B 9z £
REF P 3% £ 5% 60/993,709 2 # 3% » £ 2 H TN X 4
LB A HF XA KR
[ % 98 /7 B = $& 47 48 3 )
AERAHHMMTPERRAZL=ZAIELEEHDARLETHZERKZ
@ -t hzaA ARRE—FMAHHATEEAR
P Hsp90 FH W F X RBAH R EBAZTERAR T HEE
ZBEHEABRENF E RO RTZEARAETAZER
Rz bhREesZbehanrnt -
[ & A7 &% 45 ]
BHF R
RELCEAMANIIRER BB I AR AR aK
BEANER ERBATAILLEEMAAABRE
Q@ yurAsHELEEFBEZREZAANFER - X
S HILEBERARNPRRAAZIHEZARTRAMIBE S, T
Z¥ o KM BERRBLZIAREARFAZT @B AE > B X
P HEMNEE DB LERLA S HEREF R A RE - B b o
FRARBERAN S TFRERLLEEBHNAEALEREIABEIE
HEFYEREAHK
ik, %8B (HSP) A— B Ea Y O EHS
MBERAEC B EI L - BRFNEFRAKNTEAREE A
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L@ - -HSP A s L&k aqd (HAH% P %ka (client
protein)) 2 #ME A ARELBENBREHL - BTy
2RV 2EPEOR R - FE ML HSP % F 4 >
EEBAE B s EPLP RO -HspI0 K A K Y T X HSP
EFHhz— A6 ASBAz@mpPERada s 1-2%8 4%
TR AT HEH 4-6%  HspO 2 H &R EFF X B
chziREoBBRLHER FHEALHERZRE T > Hspio
ZEBEPEOEIRASRERBE RO T HERB&gB
F AR SEE P RO CRLRERALEARERERTFAERY
BR-CESNBEELR P Hspi0 P Z B 24 T4l &
F o

Her-2 A A E ¥ LA tafe ¥ R R LB BB KK KW
ik @A EREFLE -Her2 RFARSE KRB FHAZER
ZHSBRBITFERCGRFELE DR B I ANIFB KRR
B8 4 o Her2 a8 E AL Bl X BEHEB » #Hwoiliw i
B MIBRBRIRTBEAR  BBFYTERAROTFARA
B

ok
AY

&
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Akt BB A 4 BR BR /B B B R A B ILEE 3-8
ZTHBRBERFRTFESAFE @B L@ At - B A Akt
B b e A A e AT MUK ABT REE
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zZ ¥ 4EH -

Raf-1 A MAP 3-#%8 (MAP3K) - £ £ & 7% 1t o T &8}
Bt BB % BEB/ ahBSENEE Y &8 ERKI H
ERK2-. Z4dt2z ERK A F Rap s LBEH @B AT - =
Bt R e BRLARLARERN T EFERLAE -

Rous W EH 28 A F G v-sre A &b EHEIERKE
EMhF G e (FHPEBELE) TREABDERIAR
A o Hsp90 € % 8 ¢ & v-scré%/a\ﬁvi“l’%'l,ﬁi—l‘éﬁfi°

% % Hsp90 U B BEB A EFXBEFTALAEI USSR
h&EssF2#%M - Bk BWH Hspo0 /£ A X ¥ & F #

SHh BB HKEFRAMBELERS -

ps3 Al BRE R R B ACIERE N HE
G o pS3 RABZRELAEARAABRENN —FFHR £
AR A B mBEPHRBEROZFTALABE LT — - o> p53
T M ARTAKLIEM - FAA p53 &L FHTH Hsp90 48
TR 2REd pS3 KX EHEBREFXTZIHBY OB R
b5 4 A pS3 EASE XL X 4 4 - #1 Hspo0 = &% 948 Z 4% A
FEREVEZOELANEFT R ORBAERALLERAEF 4
W AHNREANBRF AN PS3IM T AHE A 2t ¥ Hsp90
et Az A GFRREERD pS3 R ALIKAF LR pS3

TR EMN -

Hif-lo A A K&K M4 FTLRAZEATEE 28 4%R
F - A E % & 454 F > Hif-la 8 Von Hippel-Lindau ( VHL)
R H EaH L MAAER  KRAKH RS S B LF
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Hif-lo # % # 8 Hif-1p &4 UM R ENAGEELY £ &

AR BEAHESMFILLENELELE KRBT (VEGF) 2 #

¢k cHif-la A EABBEWREARBALRE M

Hwm# PK: Zafesmesnsg (PTK) » H M@ K

B de o A X BBt R MB-Gmsus (STK) » £

AL 4 BB Rk mE A MBI BF PTK B4 K

BF % BAEBATHE KRS LB X REKRBEUEH LI

YERELEBERRER BBERFTRARBEZEFNFILAR
@ iz  THLBOEEEKEEAS R KBEA R
FBME A& RAFF AT T -

#hE A KB F%# (EGFR) A4 KkBE FXRXIIXIRBE
BEBEEARZE 1 A TFTHORE  HiwmBit Rk AR RF
EFEPHhEMs AL  BHELIBZFTLBFLEBIERLR
AR B ZH AN R BERERLBELSRAEEABER
B B x AaiBiibmi 4 - 2 EGFR #6562 2 MHE M
s A A &KBRF (EGF)- @2 4 kB F o (TGFa)-
wHEAREEBEEL EBRF - EGFR 2 %43 8 — 4 5
H R tm B 3 7 (ras/raf/MAP % 8 12 /& )& 75 7F( PI3 % % /Akt

BAE) 2B RN BERBRE WEKRZARE &3 EGFR H
HER2 e g5 mpid -

H S ABEMMEBLE EGFR 2 E ¥ B E XA B R/&
Ho4 B MA@ E kB8 (Gullick, Br. Med. Bull.
(1991), 47:87-98; Modijtahedi 2 Dean, Int. J. Oncol. (1994),
4:277-96; Salomon % A, Crit. Rev. Oncol. Hematol. (1995) ;
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19:183-232 " B £ 2 F X BKE XX 2P A TR EZH UIA
FRAMAARAXF)-EGFR 2 B ¥ XBE AR CELHAFTS A
BPREETZIAANBAALBWMB  ZABRBECHE Q BHEE -
B~ BlHE - ATPIRE - ME (# 4 NSCLC- KRER
Kafo &) - FPRE-FBHRE (BB EBHBE - -BRRKRE)
BRmipk  BHE HEBEE HHEERAINKRE
£ —%EATF > % EGFR 2 B E AR CEHAILERHER
A BRFEL=—_%4 BB (Lei ¥ A, Anticancer Res. (1999),
@ 192218 Veale 2 A, Br. J. Cancer (1993); 68:162-5+ i
B2 EIREFZID2HRAFTAEH AR T AMANALRX
F ) e
% JF # B ( Gefitinib)» — # ¥ %] EGFR 7& ¥ % 1t % #| -
B BRAE — 24 EGFR X BB BB UBIRT A REZLHE
EEX YR EAK - £ EGF #A T S REBBERLHF AL
# EGFR S H —Z=#eFMH - s> FF4£ A EGFR % &
M NILE £ 15 5421k TH  mREAY EGFR Z &R HEN
b B4 EHEILE 32 3 /)8 (Lynch ¥ A, The New
England Journal of Medicine (2006), 350:2129-2139 » # %2
BHEFTHNERIIABFABARIF ).
WwaBEBAeS B ZEE > R4 MAEM» EGFR £
Hz#HEHR/E% - EGFR AR F2RFEARE X — A
AT 2-7T 24k > R A PHRABR AR 6-273 £ 8
B & i A BB EHMAZL EGFR W XREH B A
EGFRVIII B H#h A AW EB TR BHH - F T RR -
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EGFRVIII K 4 #1 EGF #v TGFp& & m A # 8 & % e de i 8
WA M 2 B Bk B M B E M o Hsp90 82 EGFRVIII # 4 it & 7+
Hsp90 #2 EGFRVIII 4% 4 - st 4 » Hsp90 #p # B B B & & &
( geldanamycin) ( —# X B X P M E R £ F) &£ 5 % K
EGFRvVIII 2z %3 » 7 & Hsp90 2 B Z A # N % &
EGFRvVIII 2 5 2 B K F A& 2 £ 8 (Lavictoire & A, Journal
of Biological Chemistry (2003), 278(7):5292-5299 » # 2 #f
HTAERIIATABARIYF ) B EREFT I H
® o0 zhsLBmBAYE EGFR SR EAMIBEME X E
\38» °
% BB BB KBz ¥ Il A 2Mz R B8 &3 0 iIRAT
424 BB F (PDGF) %% (PDGF £# o« & B) - %%
#] %« ® + (CSF-1) % % (CSF-1R -~ c-Fms) -~ # Fms &
Br#s 8 (FLT3) R @mmpB F£#8 (c-kit) - FILT3 %
ERAAMO G hiAmb L ARLBEL ARG -
hRBE FHALRIL L ENER > ALRRXF
BB E OO RBARAHKAKERE - ZHFTHMS LR
(AML) A& 2t o apahih  HRXEXRATHAS
HhahmzH 90%  BoAmEAE 100,000 AF 3.9 A (4
4o % R, Lowenberg % A, N°Eng. J. Med. 341:1051-62 (1999)
% Lopesde Menezes % A, Clin. Cancer Res. (2005),
11(14):5281-5291 > B s 2 F XK X2 BB TFTRNBEUIAF
AMARXT) - HFACERETHIAETHEHNEX
fe AML 2 ki & AR GFEX2EAH 14% R A £R &

11 €50
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FH & 7,400 AW AML - K% 70% 2 AML B % i & R
4 A FLT3 M4 25% 24 35% AR %3 RiEH FLT3
z FLT3 # 8% # X% - & AML 85+ &8 —#HA 2
FARAR S mEHmBREALABRETZIAR EBA Y (ITD) R %
4% o AML 8% 9+ 2 FLT3-ITD B A 78N BFEmMT X
FRWEH BHAao#@zELET  FLT3-ITD 24 A F Al ¥
EHEBF2RBEREF  HF MU EAUREZEEAL S
£, 45 % (4 B Current Pharmaceutical Design (2005),
11:3449-3457 > A2 A THRERIAFTXABALRITF) -
FLT3 G A AR Y XHREZEEMNE T~ FLT3 £ AML
PHEEGAECBLTRAERIBRREFMLE -
mAhtraemn (MLL) % R &8 11 % q23(11q23)
Z i BAKY B0 R L AREKLNEER 1006 X &
AEHahrPH4s BECHEATLE 11923 M BHFR
St hiamil AL E > BEHERERER RN T R HEE
MBS EREH - £ FLT3 2t MLL @4 A B AR XM A %
Fley —%MH > B MLL P& —#%B8BE AR EXHEA FLT3 -
b4k » B BEIZ FLT3 B MLL @4 £ B %58 — &%
HAAEEBERPZEMLEEGLE(L R Ono¥ A, J of Clinical
Investigation (2005), 115:919-929 » £ 2 & # & K & X 3| A
FRAHARIF) - Bt » &1 FLT3 A8 ¥ R MLL Z #
B R # 3 (% B Armstrong ¥ A, Cancer Cell (2003),
3:173-183 > A2 HHTFTAEURIATABARIT ) -
FLT3-ITD RE R HF AN 3B X ARAFTHEFTFARE
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BRI EKE @Y 8k (ALL) % 6 F
( Current Pharmaceutical Design (2005), 11:3449-3457) -
FLT3 B &% ¥\ A Hsp90 2 Z F & 48 » @I # Hsp90
FhHhz 1TAAG (—#REXBRIBMEREE) CEEHA G A
3 FIt3 8 Hsp90 244 - A B 4 & FLT3 &% FLT3-ITD
Rz abpazt R CBERGLITR 17T"AAG R E A iy
# ( Yao % A, Clinical Cancer Research (2003), 9:4483-
4493 ) A2 W HEFTAERIAFXAMARI P ) -
o c-Kit A8 tafs B F (SCF) S Efsh B &4 2 % 111
| B S RO BB EE o c-Kit B A B KB KB FMHAAE
E¥htmBERME - R o c-kit F2 X% T H R FHRM
BB LB EENBENLE BB RBRILARARTE X e
HoocKit 2 EBEBFARR/IRFLEEINSZHERBRETF -
Bt %W cKit HEAMNKFELARIBEHLOELALS
B RRER@BER e E FABR L FHE
BP it B rbBEZMBME - S T c-Kit £ %
MAEBEZREELE WHWEIEREARZIABRAFTESH 4
& 7% A8 B 2 ¥ 2 ( Schwann )% 8 B & ¥ 16 — & X #.( Yang
% A, J Clin Invest. (2003), 112:1851-1861; Viskochil, J Clin
Invest. (2003), 112:1791-1793 » & ¢ % # X K 2 2 3 # 5«
NAEULS BFXBEARIIP ) c-Kit & &% H A Hsp0 =
£ P& G > B HspoO % 41 & 1TAAG (—#EEXB V& F)
g, & ®g A Kasumi-1l g ( —# 4 F c-kit ¥+ RE 2 5 M
FHohme@lRz) THFHapAT -

8583
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c-Met At Met RE AR % B2 B ME e &
EMmpetsr kB F (HGF) (F# 42 % B F (SF) ) &
4 M % 4% M o Jiang % A, Crit. Rev. Oncol. Hemtol. 29:
209-248 (1999) H2HHTH AR AFXBAKRX P - c-
Met R HGF # £ R Z A& ¥ R R > FTHBEMY AR EF
EHHMARLARME@BRBZ @ ¢ - c-Met & HGF
HBEETHA S Y HEFTAAELOEA A e BSE - e E
BEE - HEILRZ#EFREBZIAE (HoFRERK
@ nm mEUAL) P2EER Mt SRES O EE
AN S ABEBRE FARFA - c-Met R LA M HGF Fe &
EHTAEALEAEEE (AERXARB) PRI ZAHSEH
Bl &3 - Am N TRAGERBRBAYI ARG =HED X
Boc-MetHERERBEFTHADERE-AF (EB-BX) XRAH#
AP AAEG - HH > c-Met ABRFEH - REREHLLL
— DA ABEBERE PERES - EAHEI c-Met KB4 H
A RE22EBHIPRESHTFEBUARL AR ERE -
P 5RO c-Met /% HGF/SF 2 # R & R B & 2 &
E (OEHBE - EBE-LE-TFRE ~-HE - BRRE -
B ~ B R P REE - BR CREEBRTRE) LHERER
AR B R R o B F 0 c-Met % HGF 2 8 E 2R € & % %
- OEN - F - ARABREEZAHFEETHEHIRA
#BERERBRIZAMN -
BCR-ABL 4 —# A F BB BB KB ITHZHEES " &
e gdHMtaeans (CML) — 2@ 8 2R K0

B
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miptahm (ALL) 2 EHXHR -~ EFLEHKHFTH
% (AML) 2 & #4808 - FF L > BCR-ABL 2 & & H
£ Z20 90-95% %A CML 2 &% ~20% & %A ALL = s A »
5% &8 A ALL 2 R 2R %4 2% &% AML Z A AT HR -
BCR-ABL & & 564 B AR AFZ 8 £e8 9 L c-ABL %
G HEE BB B 2R Ees 22 L BCR Rl v m A4
% 3% 4 & % ( Philadelphia chromosome) # # % - BCR-ABL
ABECRLBEHEAEALEV=ZHBARESGCEFEH ' FEA X
@ s omst s E 42 p230 Bor-Abl s p210 Bor-Abl & pl90

T

Ber-Able p210 Ber-Abl & & & G &x % & CML 48 8 > @ pl90
Ber-Abl @ A4 % &G & % 8 ALL 48 B - Ber-Abl 77 & £ & % $
BMIHEMEAE - FHEZ BREHEanhk - HEB R g
ok ZE&EEARAF L R B REE AN B -

R e & Ber-Abl Z A B R EM T H K b A
Ber-Abl B M & s % - B ) @ 3 > B 1& Ber-Abl & 3 2 % #| -
o As,0,0 CEEHATEHEH K HH Ber-Abl 6 & % -

® b4 o B4 5 #% B (Imatinib) ( 7 4% & STI5S71 & Gleevic)
¥p 4% Ber-Abl B BREE MEBEMHTATHERNRRTRBIEE »
R tmpe At B4 Ber-Abl G o hmaBRE - £ &
REHEBMAERARNBRRE AR FZ CML 257 AFE
HEGCBBEFCHTETR - KM AFFZHEARALT » L E
RENMHFBANLILBFTARBNIBEALAT A FFEXRF X
BA Ber-Abl A R # REEAHFPEEREEARKZ
% 4% (4 B Nimmanapalli % A, Cancer Research (2001),

(82
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61:1799-1804 ; & Gorre % A, Blood (2002), 100:3041-
3044 B R EEIBREEFZILPHETAEUIAHAST XA &
ARXP)-
Ber-Abl @& 5% @i $ Hsp90 2 &4 XHF4£ 0 A

i Hsp90O 2 i A2 BB - -CEAEBERE(—
# m 3% Ber-Abl #2 Hsp90 o X XMV ER4L F) &
3% Ber-Abl 2B 8% M BAE Ber-Abl @ o B @i F
BHmpe AT -

® Bb RS CEN Hspo0 A E % A 4% fm i # 7 i &
T o R > Hsp90 £ H S EBHA TBEEXRR » AT &£ T
LBl FETHRELZAECALRE @B Hspl0 4 % T
ik ¥ el 2R - R M T BmBRBRETEAARENR
BB EARZIKRBEERSG  HIBAKBEMN Hsp90 - b o -
é%ﬂﬁ@fﬁiﬁﬂék%‘%%ﬂ@“ﬁéﬁ‘l’%%ﬁﬁ’%“%‘%’
B b pE g m e B T 7% T 88 £ H &R B » Hsp90- sk 4> Hsp90
ZHN AT S RETARARAKEFSLHPPAER FXRAH

® pd > EHARBEHZIARIIAZEE - FHX L XBX
e E > — e Hsp90 X X R K%k > ©HETABRKMK
BREsBEERZIER -

BAEBRRIBERENAMBRANRGR  BEFXEH

HHERE - BpmET o HREFROSOREDAAFALELS
Ry sMESF AR - it EhdsEempef
P450 CYP3A4 R#H E A S R S Ef B HERZIP-BEEH
BR 2% Y - B N HBERBEEHFZHALELB KR

¢85
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ARBRBAAMAREBZIRHMNGOMBERBEATE -

HSP B A DB FLHUHRSERTH - TR EBER
ANBEWH > BRBAFE _H % HSP # ¢ - HSP £ & %
BREFUFHARAERAE - R R > Hsp90 2 & EFT 4
FRmANER BB FIPIHERRA/AARZIERE T H K — A
A& ° Yan, L.%¥ A, Eukaryotic Cell, 567-578, 3(3), 2004.
Hsp90 F el BT HN AN E G ADP-B AL HF £ &
NEM@RARAGHGHFERE L EH - Haug, G., Infection and

o Immunity, 12, 3066-3068, 2004 - gt s > Hsp90 & & #% & &
AHERRRF - FERF BFHRAELRFRE I 2R HIV-I
BREERZIFSHRFFTIRFHASLHE — A & °-Momose,
F % A,J Biol. Chem., 45306-45314,277(47),2002; Hung, J.
% N, J. Virology, 1379-1390, 76(3), 2002 ; Li, Y.% A,
Antimicrobial Agents and Chemotherapy, 867-872, 48(3),
2004 ; O’Keefe, B.% A, J. Biol. Chem., 279-287, 275(1),
2000 -

® HPREGEAMHEOARRLAIRFTLERERAE
ROYMA AERELRSDAEBKTHES T - Hsp0 & &
BE A ADA N BENHERTH HAE - Cowen, L.F A,
Eukaryotic Cell, 2184-2188, 5(12), 2006 ;: Cowen, L. et al.,
Science, 309:2185-2189, 2005 -

(%A R%E]

3 A 4

ABEARMLIPH Hspo0 FH BBANEGERE 0B EZ

852
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A mEZILE Y -
A AR A Hsp90 E 4 B 5 A N5 & HE B K
Sz AL B4 o
ABERATHMP S mHEEEBBIITHZLEY -
ABEHAFMMP» AT HER D X Hsp90 ¥ # # K 2 42 & -
ko O 48 % B B K M A #d INFy/LPS % SAC F i &) #& &
B 4B A (PMBC) » 4 GR £ PMBC ¥ & %5
BERRAE XMl Fa9 8 4 -
£-BEBEH Y AEARSIEHEAADAHETZ
it &4 -

(D)
A
AN N L
™~
S
Ry N—N ,

£ P

L2 %4 (null) ~-S-CR,,-~ -O-CR,,- ~ -NR,,-CR,- ~
-CR,,-S- ~ -CR,,-0- ~ -CR,,-NR ;- ~ -CR,,-CR12- + -CR,- »
-O-+ -S- ~ -NR,,- » -0-0- + -§-S- + -NR,;-NR13- + -O-S- ~ -
S-O- » -S-NR,;-  -O-NR,;- » -NR,;-0- % -NR,;-S- ;

RIAARFZEBRRZIRE REZERAKZIFT A - AR
FE2ERBRZIEFTE  RARFTETERRKIHERA - -REFEER
Rzirpht REZERRZIEREA RARETZERARZIERH
A - REZEBRRKZIBEREEA RETZEBRARKZIFRRE R

18
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T B ERKZHFRER-COONR;),:

R, # R, 44 % 3 % -OH - -SH+ -NR,H ~ -OR, * -SR,(
-O(CH,),,OH + -O(CH,),SH + -O(CH,),NR,H + -S(CH,),OH
.+ -S(CH,),SH - -S(CH,),NR,H + -OC(O)NR,,R,, * -SC(O)
NR,,R,, * -NR,C(O)NR,,R,, * -OC(O)R, - -SC(O)R, -~ -
NR,C(O)R, + -OC(O)OR, + -SC(O)OR, + -NR,C(O)OR, -~ -
OCH,C(O)R, - -SCH,C(O)R, - -NR,CH,C(O)R, - -OCH,
C(O)OR, ~ -SCH,C(O)OR, + -NR,CH,C(O)OR, + -OCH,C(O)
® 1R,R, - -SCH,C(O)NR,,R,, * -NR,CH,C(0) NR,,R,, - -
0S(O),R, * -SS(0),R; * -S(0),0R; » -NR,S(0),R, + -08(0),
NR,(R;, * -SS(0),NR(R;; * -NR,S(0),NR,R;, * -OS(0),0R,
. -S§(0),0R, - -NR,S(0),0R; + -OC(S)R; ~ -SC(S)R; ~ -
NR,C(S)R, + -OC(S)OR, -~ -SC(S)OR, - -NR,C(S)OR, -~ -
OC(S)NR,,R,,* -SC(S)NR,,R,,~ -NR,C(S)NR,,R,,* -OC(NR,)
R, -SC(NR{)R,~ -NR,C(NR)R,~ -OC(NR)OR,~ -SC(NR;)OR,
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OC(O)NR,,R,; ~ -OC(S)NR,,R,; * -OC(NR{NR,R,, -~ -
® SC(O)NR ,R,;~ -SC(NR{NR,,R,,~ -SC(S)NR (R, * -OC(NRy)
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FAMK) BEMZEETHAZRERE (o £ 8414 >
RNEFEALALST —HEZEAYDHLESS — K LAY
BFE R Ee) A BRI U (BB A ErREE e H 2
FAH S S RADHBABLABRNL LEREZS &Y
BAE) AmHx (- HS KD ZIHBEZTAEAETLE
LR HR) 2Ribilke - FPEAPZ ARG EHRHETH
L EmwT - BpHIMZT B - HFZEVHBL  —HSE
Ay Ao EBRERKIRDIDSTAELHFERETHEYARE
BAMRELFERUABEREABRABRERE -

TRANARAIX W EBEREYWEFE—F E&45LEHE
EXAFLEHE TS HRALBEL TFTRHAEAANE LS Z K KA H
AL S xH B

TRANRAX  HEBEB“BRALEGHYWEFEHEHE A Z A
BRAILADRAEE ZEBRLSALETHEAZR Y T (H
o BB K K) %M (HlloBHE) o

TRANARAXEBERESIAHEF > FRAWMBE“WNEER T
EEHEHRE (BFHRIPRTFTHEAN) TAKE - ALK
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FARBEURBELABAILLSG Y ZILEMITAEYD - TE E AL
MB2HRETHELAERERREALTREFAZTNH  FECMATLE
EAREHEKXNTEATH KABAMRBIEZIANBEZFTH G
#FEFABRD D XNDM-XV) ik 1 2B RITAE
o R o T AEAMKBRINY  #H T AW KBZIEKR T
A KB ZE - TAEAYWKBRIERFHRE - TALAHDKBEZ
BB - TAYKBZIEBEBRT AN KB B B EBM
o MEZAALTHEEXN(D-XV)RX | ZlbeHhFTa

@ 5-NO--NO, - -ONO % -ONO, S Hr & 414 #h - & % & % 7T
BRI Ase) F kM ¥4y BURGER'S MEDICINAL
CHEMISTRY AND DRUG DISCOVERY (1995) 172-178,
949-982 ( Manfred E. Wolff #&, % & IR ) AT ik & -

TRANAXBERESAH T FRAMBTAEADKBRZ

B AR > “STT A KBIE” “TEYKBZKREFERE” -
“TAYPKRKBZHEBE “TEMKBRZEHEBBRCT £4 K
Mz i BEEMM SN EEEA R TR X 8K - B

® AP Es - BB BMBRRBERERMY C DRAEELS
MZAEMBPETHAIBTFLEYEHNAGTRAFNE  FHoK

ReYKEM - ARG LRFBERFLY (Flo > dRRD
AT R RBH) - AROBER - ZARASFEAFEFH AR
MAER ALY R 2)BEF AL HPEEEMHELETRANEIL R
4G ERILEY  TAMAKBZERZITHLEERIR
AR AR ~ o- B AR - R AAEAEKRRE
A i@l TEHWABRZIEZETNLEELERRM®RA

C8)
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A B R ARBARAEALE  KEABEARLAGE REHRE -
TAHYRKRBIZEAEATEEZITHLEEERFRDAPEKER A
B BRRZTL K -BEAE - -RBREAREAE BREXRRBR
B R R B -

TRAMNAX > “Hsp90”aa 2 B A 4 90 T HEEHHEYE E 2
BRAEAREGERE B MET > EABET - HER
F Z Hsp90 K %% 6 3% 4t B /5 @ Hsp90a K Hsp90f B zh &
UEHBAPREHE T2 GRPYY R G4 AN S B RYE ¢ 2

@ HSP75/TRAPIL -

fif 3% “c-kit” & “c-kit B B4 R M4E LA F e BB F
(SCF) st L st B o3 BT BB & G B i BE X6k
( Yarden % A, 1987 ; Qiu % A, 1988) - c-kit 8 2 & &
B B B B 5] 8 1 14 ko 4k @ A Yarden ¥ A, 1987, EMBO J.,
11:3341-3351 & Qiu ¥ A, 1988, EMBO J., 7:1003-1011 ¢
H oAU ALSEX aFEEMB X KA RXF o c-kit
ez RE A X 14D #8“c-kit” “c-kit BEE”A R Z B &

® HEM®™UT 8% (1) A c-kit B2 FHF 816 %
ENnEHEFHERLEREAE —BEABERARZT AKX
(Ma % A, 1999, J. Invest Dermatol., 112:165-170) - & (2)
BEASREOE I HAAB 28 %28 A(Ma % A,
1999, J. Biol. Chem., 274:13399-13402) - & & B £ L 3
AeaxX e EMBEBANZIFTXNAALRF -

ERAMNAIX > “Ber-AbI”’5 e RN AR A5 g &8 9 L
c-ABL R 6 BE BB 8 Hh M EF &M 22 £ BCR /7] F #
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mMELERFERMV RS BERESEZE - A Ber- Abl &
Ber-Abl 2 s & B T A7 2002 £ 7 8 9 B w32 £ 8 %4
FHEAK 10/193,651 2B 1 A2 HAFTRAERIAF
AWMARIXF oA Ber A B ¥ 28 # 2 M & > Ber-Abl &
S %8B KT 4 185-230 kDa 2 B B Wk & » e @& & %
it HLBEVSHRABE Ber 2 OLIK R R § Abl 2
TK 3% - AB P A ERZIEKEFR Ber-Abl AR A4 A P230
Ber-Abl ~ P210 Ber-Abl & P190 Ber-Abl - P210 Ber-Abl 3

W

@ CML z 44 ® PI90 Ber-Abl & ALL 2 45 #4 o
FLT3 #% 8 A ¥ Ria o3 7 X FiE fo p) B 2 B 2 BL 1 88
% 8 ( % B Gilliland % A, Blood (2002), 100:1532-42 > %
AKX AFTRNEIRIIBFAXAMARI Y ) o FLT3 (8 £ 2 M
SR FAHFEBHELAEAKRESRL AR @R YT TRA
75-100 {8 Bz A B8 2 4E AN & 3% - FLT3 %88 4 & 4 FLT3 & fx
BeriEibo il XM —_R4E-d FLT3 Befx # 3]l &2 2 FLT3
MEz — R AR FILEBARNEKBETMHE AR — AP TFHR
® % » & 3 Stat5- Ras- &% A5 8 AL 8% -3-% & ( PI3K) -~ PLCp »
Erk2 - Akt ~ MAPK ~ SHC - SHP2 & SHIP ( % B Rosnet %
A, Acta Haematol. (1996), 95:218 ; Hayakawa % A ,
Oncogene (2000), 19:624 ; Mizuki % A, Blood (2000),
96:3907 ; & Gilliand & A, Curr. Opin. Hematol. (2002), 9 :
274-81 2 BB EFIXIRESEEFZLEHNHEFTAEZUNIAF X &
AAXF) - AP &S RTHEMZ FLT3 fe i #3H # FLT3
MEsES  BH_RESERMEBEFTILZ -

8
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2% FLT3 MBI Ef @Bl iRzt heip
@ ¥ A CD34+tm s ~ A58 - IR R A B ( %4 A Rosnet & A,
Blood (1993), 82:1110-19; Small % A, Proc. Natl. Acad. Sci.
U.S.A. (1994), 91:459-63 ; & Rosnet % A, Leukemia (1996),
10:238-48 » T & 2 F X B EFE X 2P HATARAEHUINAY
FRBAARAXT ) - A > A LdH FLT3 HKEEZH KRN
HEBAFFTEA Lt bt KRB FRNEF - FLI3 BB FEH
At R mpEiositzBEmnErRIETHEN
2/ 6 (4% 8 McKenna % A, Blood (2000), 95:3489-97 »
A2 HFTARAERIIAIFKBARAIF ) -

Bt iR BHERE AR FLT3 4 A FHREHmA
AML ( % B, Yokota % A, Leukemia (1997), 11:1605-09 » £
2B TARNERIIBAFAXBALRIT ) o k3R FLT3
zZ Z2MHBEHEBOLE BAiEHeBRitRkedmiertahi
FHREFARGLAE T @RI AETERLMEahihR
12 M EFHMEahm (4 R Rasko ¥ A, Leukemia (1995),
9:2058-66° A2 HFTAHAERIIAFTXBARLAIXT) -

g EMHEBMEM2 FLT3 e RXEhHTILEYE -
Tz FLT3 ##MAALEEFH FLI3 R RBRLEESR K&
ZHEATaAARREFL LR LM KemiFgErsr ik -TE£7
AR EBEAY X FAARE O HBRFLERFIAAS EHAL
(ITD) REBR% - EAMNAX > #E“FLT3 H85"1% 4 %
4 % FLT3 #% 8 AR X9 & FLT3 8% > Hw B H FLZE
$ 2 FLT3 % & -
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AXHRB/BZLAHDERN S BRARE FLT3 FH B
B zmk HoBAmRE - A% FLT3 FHaezErR
W dNmie P FLT3 X R R EAWREMN KRR XZNE R
9 FLT3 7&H ~ ¥ joeh) FLT3 AR FHRRE R AR HFL
z FLT3 4% - RE X E % FLT3 G M B x4 K& FLT3 4
FRFRTHEALARB IR FERZ - BH M T
E ¥ 56y FLT3 2 ET# A F € ELISAE @R & - FLT3 &
E T A AKX BBETNH - 2R AKLETHRARMEIIR

® sax

“RE A ER F LB KXEGFR”E AN KA X 14 & 3§ 2 17
A % EGFR #% EGFR %% (4] 4 HER1 - HER2 - HER3 &/
% HER4) 24 (3#4d 2004 £ 8 B 20 B ¥ 352 £ EH %
A P FEE 10/923,354 5 (A &M HTFTANEZRIAF A
AARAXP) 2%k 1 ¥ 78 EGFR Genbank % 7 % 3% A7 %
%) 2k &k Ah KB F%# (EGFR) & ~ k& % 5k > &4z
/T4 4 8 EGFR A B &R /% & EGFR 5 fx # £ = #£ # EGFR

o i a - B “EGFR”"F &R &4 474 & EGFR B 5 # (4

% HER1 - HER2 - HER3 & /3% HER4) -~ ® % # EGFR #
BE-EGFRA B 2 ¥ # % # R EGFRA B % & 4 2 &£ # EGFR
ZAa -~ Kk %K

?é?iﬁﬁ’\z&iiéiﬁ)%f’xﬁ BARER R R
YW EGHEE TR B RERLERIERREERK -
HmEOLIE  BE - FEMNaBMBE - AR MEBREILE - A
B - RASREEEZERH - BFHEMHCHE - EHRE
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RAEAER  HBloBhkRAEERILLARBER » < KK H
4 - 2B A% B ARE B RMEATIRIERRESP L &
git s FEARABEEL  BEER BB KL AT
Bk HBEABRE - BREGBREE -

FEMEm A ot i T oI BENA  #
o REFFMeBE L  BAREFRLFMEE  AHERXEAE
AAEMB2RIBEBRTANET 2 ERBE (608 6% R H
MMz EHEG) BIKRE S REFENLeEE L

@ ToexRBAFELRSZTENEE  HlBFHE &
HEEHPZLTXAT - AFHEHRBLLEZZIFTHE T R
% 4o gk 48 -

FBREARENCERAE P ooz BEEA ¥4
EBARAREERBAEGE RY X - 35 4 KE % B (Reiter's
syndrome) * L Z 4 BB R A EILFEZBE ¥ AL B (b
o kL AILE - EEBALRE) - RABARAFE o -

A-—BABEAEBEHT  HABREAHAEE - THERAE

® ME BRI BABLIBELCHEERRY  ABABREE
Bl A B - HBRANB -BVHAB RKRTANE - FAB -
hBE T AR -NEAB - KEFTAB S - HKELFAN
ERAE - BB MEAB - A B KB (Ewing's tumor)
FEMAB - REMAB - EHE - BRRE - LE - PR
B CAPBRE  -SKR@BE - -KAEKEE - RE - TFTRE -
BERmE -~ FLEKRE  -LRZHKRKRE - ERE - HBHEE - X
RER Tk HE BEE HKEE HERepB -

¢85
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MAEE - FAEBMN KB (Wilms' tumor) ~ F T HE - %
HEEE - ME - MmN E - BBRE - LAE - HERX
BB mBE HEeFTBReBEB BERARER FTEBEE -
WREBE LT HEEE BNER - VHRBEE - BH
BE- 258 #WEeEFearE RABEST=RE . 64K
Bl HhhECEwehoahifsRAEItFT LR (HEF W
B - ATeEt FHER RN EBeBEMHERESE
hE) cBEHEERER (BHFTHENME (BFREKKE) i R
o EHAC@BEEtahr)  RAMGOOIKY S E - KB IB
(FTALRKRRBRRFTALRRAE) ~ $HEHLFTHB - K
B AR & # 4% E XK % & & F ( Waldenstrobm's
macroglobulinemia) R & 4& 5% -
BhBzREbpFELEERER/ZBMRAELE > Fl LK
B tm o G f5( 5l dodo b p388( R A Dém B & AT T £ )
ABAEAHEC Ot ooz AHETeahitann T @i
Ghmpm Bl Téefe & o k( H 4o 4o & CEM-Jurkat & HSB-2
® (&) ~YAC-1 (R#E) mibampul ) T RE @R
HMahkERhR THER@BEREELE B apagaim (H
wds SB(&MH) mighmpeload) B B hBepghah
B Rbmahs P BRT@kahwsx AR BATH
Cmpitank : FHASLRE Flloheiptahs - F
BMHamhE (Hloowde HL-60 (AT 8t e ) 4a B % AT 6 5%
) REHRahn (Hlod K562 (124 ) %4 &/ #
TE) S PHEReBEEEns s ETRoeEtEehRr B

8
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Mmphahnms (Fliodwd THP-1 (2 H) B 4 /A6~
) P HREHMmBEMaAaRE s ABHNEEFHRE LR
( naegeli-type myeloid leukemia) ; R I HE @it a h
Foo B ff 2 B 4B F i W The Chemotherapy Sourcebook,
Michael C. Perry % , Williams & Williams (1992)2 % 60 &
B Holland Frie Cancer Medicine % 5 J&, Bast % A %, B.C.
Decker Inc. (2000)% % 36 & + - AT #i £ # X Bk 2 2 ¥ # 7+
REBHUIIAFXBARIF

A-BABEHY FABTZLFTEBETEEARAER
P HMNPFHBZITEEBZIABR YN AR - £ FH
—BERBEH T ABFTZIIFEBEETHNAERHHR T &
fm (Hliwiod Jurkat R CEMtm e 2 Fiflin %) s Ba
B (Flioiod SB mlpamelad) et (6o
&1 HL-60 ta e 2 A Bl sn % ) 5 T € A8 (4 % v &8 MES-SA
M AP TE)  EHeptabns (Hlloid THP-1
(&MH) mBimplTd) ARHREB (Hleoid UIIT
o B R PRBlRE ) e

E-—BAEBEHY BT ETEETEELEREAR
AL KMHEHB (NHL) X BHBFHHNA K - HKEB A
TofaAa AL KA (HD) MM AL K4 &8 (NHL) -
NHL ## HD A B 2 R AN FRF £ & -# = K %@ f8 (Reed-
Sternberg cell) - NHL 2 # # X% HD #HF#K T HAHLEF
THRFHREHKELE AN ZER - NHL Ti#& — 3% 454 B @& fe
NHLAEA T@f e NHL- R & T -~ S B BAHASZHERAREH -
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B4l @mE 0B mie NHL &4 © 46 % 4% %k & 58 ( Burkitt's
lymphoma) ~REEMHKERE - BEMHK B @EAke B - K
B2 4%E BaeafheB Rl B M HRECaplhike
BIREMEAECE@etahn TR KkEBE - hE N E %
E B BAKEReBEREB/ LA BEHMBFIAEK
EBAhE - o Twie NHL e BT H AaehEB ~ e
T e Bt ahi/ HEed EEHIA T =58
HEE - ZHRH KTt abh/ KEB ~ % %% &
@ RHTwmpHeBEREHALR
AHFEXEMERBHBR ABEATAZILSH @
& 84 BammAR T @B NHL £ 9 2 NHL > B 4 Hsp90
% % NHL #4434 L3 - ¥ 3 2 > £ B qa g NHL § 412
8l NHL m#l =2 #HE ¥ » £ 3 Hspo0 A AMBEXBFHKRE B
w P (5/55100%) R—ZmEhtakes (17/28 61
%) ~MEMHAB@mBEAKREE (27/46° 59% ) ~ HELF
& Bawm#he s (6/16>38%) ~ Kwmps (14/39 36
® %) M HE@BEEREB/BREKRC@BEEaaE (3/9
33% ) ~Fmph B (12/38:32% ) RAE K &K HK
BB/ LB AMBHERETGLE (3/10°30%) ¥4 F 4
2% A BEEAR -k £ T@mie NHL ¥ > % 3 Hsp90
- BAMR@BEKEE (14/24° 58% ) ~ AT E#-T
mpHE Tt anm/keE (20/65° 31% ) ~ E4H&
HHA T wipmhe @ (8/43:23% ) RAS 2 A Fmip T
mpheB (2/1712%) PHPTPEERABBE XA -

8
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( £ R Valbuena % A, Modern Pathology (2005), 18:1343-
1349 A2 HUTFTHREHURIIAFTXAARI P )

R TrTXL A EARLETALGRERECR RS Eat&”
ZEBREHNARX BROHREEDEREZRE @ £ 3%
WELEDABERXEREEAREZIBRN  FEEHELNR
BRBEDEARME  BReIMT  FLEEBEMEREEGR
tTRANARXREZIHA L EDHERBREDEBRAERE » A M5
HZEEHERERE EMRBEBZEIERLEAN  BFRT
EhoBEIRBEEY EFEHAARR/ZBRARLELAB LA MK
B2HEXENHASE CH-_RESFHERELEDHER RN
ZBEHRBBS EBER” - BRYlM T BEEFH=X
FLRENER  BRYLXESHEAEBRNALAFTATRE S
HILEBERMERRET R -

TRANARAX > HECc-kit MMBE"RIERLA c-kit B
FEBRR/RFIRAZBE c c-kit BHMBE LKL G LB -
KoL REB ~ MM E - FLE - FLEHEREERX
b P IE AP B A BEE o B kit BB S ALHAEHR
Bz EE AL (Inoue A, 1994, Cancer Res., 54(11):3049-
3053) ~ 40 & s AR B A2 R 2 W B (Ricotti % A, 1998, Blood,
91:2397-2405) R #E 5 H MW S B % /B % 48 H X 37k afig
B & (Ryan % A, 1994, J. Neuro. Res., 37:415-432) ¥
16 R — B 24 e

R AN ERETTAHARAFTALG AL NER
BAEKRBREE - TRARERAFAZESRAER AL L
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kR BEB O T RegHE (LHEERARD ¥
e - FFREHEBE - BETFRASHRE - F A&
BGEHREBREIHAAMBAMNE) Rkt - 2HRE
HaE (e rRk?: FHF N8 FREZBERARF
(TNF) ) - ZE@fa bk RO ETRERZE#H (4
hob ot ) REMBBE A THILL LB E -
EA-—BEBEG T AEHZIILEHAELET RGHE -
E—F @Y AERAZILSHTAHXMBRE - FAEXAL &
FAFPE“MALELRHL Y20l c £ —F @ F > K H
REAN S A H 0% 4 Kk (“neovasculature”) Z % # & #
Bk GHEERARY I BE S BEHER S AR ERRK
E o RMEE oo bE BAEHE - WEBKBE D
BRAALRMEA T B HARBHEELR ) BRbF L RER
BliwBF IR ARAREAER FTELAB®BER FTmiBib -
ABSHEIER - MALRETHEFAR - SRBE S G E R H
A - Ba  AEBEBepE - FARMAEAMKBEE
BB CREBEM T ER - HEEXREZKEA (Pterygia)
(EvoEt4+ k)  BRBHEMG X FEB K 5 B
X AMERK > F A BKAME (Karposi sarcoma)
Bl REASREE FEARABEM: FEH AL PRLERE . P

EBEMNHM ETHEL AFHELE RBEMER(ERRB)
ABAMREN C BREAR D VR AERM TSR B
& 4 & 1% B (DiGeorge syndrome) ; HHT ; # # & Bk 7

_a:_
BRE S EHE OMNaFT4L2 R T EKSKMA X 5 KR

65
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X BRSO R aTER O RERFHKS
B k% B AR BEMEA . FTAR S BK S BB
i ; A #F &1 2 (Osler-Webber Syndrome) 332 3 & %
AR At T HKR RARHEMG  FHERX FHE X
FEHEAR LFTHEE . O NMABLEFT AR AEGAFE
4 7 L B B K& (Crohn's disease) ; & % Ak 39 #k A2 1t -
hEFEA TEERETLBARTE C M LR
Bl > B AXFHB 8RR I PR F K -
® ERANAX HE“LFLERAGHRAECKIBET ¢ A
A M E2ZREABE LT AEARETHSERIBRKRA
HA8H » FEEFARD D BE RN T EK - F8548H
ZERYEME BEAEABER - FEALAAER S ABESB
MR MA REHRFAR SRBAB LR L R
ﬁ'r:tﬁlﬁi‘%ﬂ;%ﬁiiﬁi%Aé‘d&zﬁ:%i‘lﬂﬁﬁﬁﬂﬁiﬁii
AR L AR X A RB ALK AB X (pterygium
keratitis sicca) ; 15 % 3 K & 1% # ( sjogrens) ; 4 3% & &
® BRSABMAEBE X  MF S CHRERARR  BE Y
ML ZNG mBARERS S RRAMRAS BAAESRE
BRBLERECRERE D FTABRAB  EAKAS
( Mooren's ulcer) : # # 8 K A B & & % M ( Terrien's
marginal degeneration) ; # 4% A K B 4 & © 8 A A& M &
X225 MHRE D ZHKX . 146 5 RENNEA B R
( Wegener's sarcoidosis) ; E B X 5 # % X # -4 H # K
#% ( Stevens-Johnson disease) ; #RXABE + KA K A B W

852
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s ABBHEMRF S BARAWBER > i &7
Wartm o A oim s BHAME #HBF BHBRETE B RTHK
% (Paget's disease) ; #AkME ; HARMAE > @AHkmE
HER G BHHHEBEX/ABRX TEBERE S RERA
(Lyme's disease) ; 2 g M amBRE FTELAR@E B ;
17 B #7 K 5 ( Eales'disease); & £ K s ( Behcet's disease ) ;
3l AW B X RREBERZIARE  BREAKBEER
( presumed ocular histoplasmosis) : & % #& % ( Best's
disease ) ; i A : A | W 5 H 4 & K& ( Stargardt's
disease) B KB AR FIH X S  BHEREBEF & 5 0 H
BEEZZH 3BBB AGREHBEHMHEFE & i o @
BMzER (RAN LT A R) » 4T 88 RE 4% AR
ZEFHANRZIER  OEMANM KNI AR RAR
MR BRBREMG X FHHEX REREE X 2
BEKE BB A& KMB (Bartonellosis) & Ak 3 # 2&
b s B # % K% (Osler-Weber-Rendu disease ) ; iff 1% #
MLk EHKR L ETBR S FRAH S FETABRE
v B AFHR S &L BFRY (BFTHL) LA %
e (Bl B HNEHBEEXRBELE) S AIGRES &
EWh&E > FTERHRRE G AGAFHELE S aFTRHMK S HR
#% ( Rochele ninalia quintosa) ; X % ( & F] 48 % 42 #
( Helicobacterpylori) ) ; AR 4 B X s S #& £ FA &
WX R REE S BXCEX AT R
TREFERXR WMEXRAETR R MR TS %L FEHRE
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X P KBRS FPHRBRER, FERBEBEMR KB E X
BRX O BIAETBREARRFTEAR a2R2EMNHER S RBHK
K & ( Buerger's disease) -
WEBBREHRERREZZERANAXT B
FTRE " BloormFRhRERaMEDAIIRZIRE  8H@ R
S CABARERFALASERE(HOREE -FMAETREL) -
BREZH FTANF S 0L FHEF > % o “Medical
Microbiology” ( Greenwood, D., Slack, R., Peutherer, J.,

(o

‘ Churchill Livingstone Press, 2002 ) ; “Mims' Pathogenesis of
Infectious Disease” ( Mims, C., Nash, A., Stephen, J.,
Academic Press, 2000) ; "Fields" Virology ( Fields, B. N.,
Knipe, D. M., Howley, P. M., Lippincott Williams and
Wilkins, 2001) ; % “The Sanford Guide To Antimicrobial
Therapy,” % 26 &, J. P. Sanford % A( Antimicrobial Therapy,
Inc.,1996) » H 2 U2 X AFTAABARI P -

WHRREOEERARAPIUAT @B RZA L ¥ H

o K E - & A¥HRE (Bacillus cereus) ~ RER H#

( Bacillus anthracis) ~ B % # # ( Clostridium botulinum) -~
A 8 ( Clostridium difficile) ~ #% 4 B 42 # ( Clostridium
tetani) ~ E A R B A4 &8 (Clostridium perfringens) -~ & *#
42 # ( Corynebacteria diphtheriae) - B 3 # ( Enterococcus)
(423 8 D (Streptococcus D) ) ~ B & tm jo 3% & #) #7 4
# ( Listeria monocytogenes) ~ A ¥ 3K @ & £ ( B X 4 3%
B ( Streptococcus pneumoniae) ) ~ # & XK @ B % & 4 3K
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EY

8

AR FHREMHeEd 082 A K (Bacteroides) -
)] % # # ( Bordetella pertussis ) ~ i & K 12 & B
( Brucella) ~ # 4 # B ( Campylobacter) ~ B # & H X
B 42 & ( enterohaemorrhagic Escherichia coli* EHEC/E. coli

B

0157 "H7)-B42 8 M4 K B 42 & ( enteroinvasive Escherichia
coli:EIEC)- B # £ M K % 42 #( enterotoxigenic Escherichia
coli» ETEC) -~ i B "t 2«4 B ( Haemophilus influenzae) -
d FJ 42 # 42 B ( Helicobacter pylori) ~ M X 3 & 18 K42 &
( Klebsiella pneumoniae) ~ Z B #A B ( Legionella spp.) -~
+ 4 ¥ 3 B ( Moraxella catarrhalis ) ~ #% 5% & Z & ( Neisseria
gonnorrhoeae) -~ BB X ¥ & ( Neisseria meningitidis) -
% % 2 @A B ( Proteus spp.) -~ 4% BB 42 & ( Pseudomonas
aeruginosa) ~ W PJ K # B ( Salmonella spp.) ~ T B K &
& ( Shigella spp.) ~ E # M & ( Vibrio cholera) & 5 &
A K®B B (Yersinia) ; "B B > & E B KR E
( Mycobacterium tuberculosis ) ~ B A & &% & £ #
( Mycobacterium avium-intracellulare ) ~ &4 A 4% &% &2 &
( Myobacterium johnei) -~ Bi & %2 #% 4 & ( Mycobacterium

leprae) ~ FF A @B ~ 4 R & ( Chlamydia) -~ X B #

( Mycoplasma) ~ 3 % =k K 8 ( Rickettsia) -~ $E 3% 2 ( £,

chetes) ~ 2 & ¥ #E 3% 4 ( Treponema pallidum) -~ F K ¥
% % # ( Borrelia recurrentis) -~ 14 21 K. ¥ % 8 ( Borrelia
burgdorfii ) AR H & ¥ & /2 49 3% 3£ 5% 8 ( Leptospira
icterohemorrhagiae) | R E W R B @ > LK% HE B
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( Actinomyces) R #% ¥ # B (Nocardia) -
HMBAAB"R“EAEB O "H%E—HEBEHLILRAUERLLH
zEBF2EBARTFARBR RO BE HEREF-
“ARARE"AHERARAPaRATHEAIRZIRSE @ &
#% % 42 B ( Alternaria alternata) -~ % #8 4 ( Aspergillus
flavus ) ~ )& 48 #% ( Aspergillus fumigatus ) ~ # £ 4 &
( Aspergillus nidulans) -~ Z 4% #% ( Aspergillus niger) -
% & %o % ( Aspergillus versicolor )~ & X ¥ 4 #( Blastomyces
dermatiditis) ~ & & A2 % # ( Candida albicans) -~ # 4 4
A % @ ( Candida dubliensis) ~ % Z 1& 4 & & ( Candida
krusei) ~ 3£ F B 1 4 8 & ( Candida parapsilosis) ~ # #
12 % 8 % ( Candida tropicalis) -~ & 5 1 %4 8 & ( Candida
glabrata) ~ a3 78 F # ( Coccidioides immitis) ~ # & [&
3k 8 # ( Cryptococcus neoformans ) ~ ¥ %K % g B &
( Epidermophyton floccosum ) ~ % B @& & & &
( Histoplasma capsulatum )~ # # & & & K # # ( Malassezia
furfur )~ X /) #8 F 8 ( Microsporum canis )~ £ # & ( Mucor
spp.) ~ B #® & ¥ 7 F & (Paracoccidioides brasiliensis) -
E B R EE®%HB (Penicillium marneffei) ~ KB AL B B
( Pityrosporum ovale ) ~ B %X B ¥ & ( Pneumocystis
carinii) ~ ¥ % K M #% # ( Sporothrix schenkii) -~ 4 & £
# # ( Trichophyton rubrum) -~ 3 M %4 # 8 ( Trichophyton
interdigitale) - @ ¥ 43 £ 78 F & ( Trichosporon beigelii) -
4 8 & /B ( Rhodotorula spp. ) ~ % % A & & B &
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( Brettanomyces clausenii ) ~ + #f 4% B % & #
( Brettanomyces custerii )~ R # 8] /& & 8 & ( Brettanomyces
anomalous )~ 44 & /& % & # ( Brettanomyces naardenensis ) -
% 1R #% &8 & ( Candida himilis) ~ ¥ B 1& % 8 # ( Candida
intermedia) ~ j H 1& % 8 & ( Candida saki) ~ £ & B &
#% B # ( Candida solani ) -~ # % {8 % & & ( Candida
tropicalis) ~ % % 1 % & & ( Candida versatilis) ~ A &
1% % 8 #& ( Candida bechii) -~ & £ & 4 8 & ( Candida
® famata) -~ #% A5 18 % & & ( Candida lipolytica) ~ 2 ¥ &
44 B # ( Candida stellata) ~ B & 1% 4 B & ( Candida vini) -
% 9 12 © # 8 & ( Debaromyces hansenii) -~ ¥ H & L& &
( Dekkera intermedia) ~ % & ZE B & # # & ( Dekkera
bruxellensis) ~ & & ¥ % # ( Geotrichium sandidum ) -~ &
bt 2% R ;% 3% B8 & ( Hansenula fabiani) ~ # & 4+ # 72 & #
B % ( Hanseniaspora uvarum ) ~ & % /% # K & % ( Hansenula
anomala ) ~ % & % 4 7 £ % # #®& ( Hanseniaspora
‘ guillermondii )~ 4 K # 72 /% % 8 & ( Hanseniaspora vinae ) ~
LB % & s B F (Kluyveromyces lactis) ~ #B 4 % % %
# 4 ( Kloekera apiculata ) ~ & % # % & 4 B &
( Kluveromyces marxianus ) ~ Jf B % & 4% B &
( Kluyveromyces fragilis) ~ % 4% # 4 # & ( Metschikowia
pulcherrima) -~ £ 44 % £ & 8 & ( Pichia guilliermodii) -
# & & #% B & ( Pichia orientalis) ~ B§ 8 M £ 4 & # ( Pichia
fermentans) ~ B2 & 2 /4 &8 & ( Pichia memranefaciens) -
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41 8 &% ( Rhodotorula) - B 8 & ( Saccharomyces bayanus) -
B /& & & ( Saccharomyces cerevisiae ) -~ K i& & &
( Saccharomyces dairiensis) ~ f& & B & ( Saccharomyces
exigus) -~ 2 78 &8 & ( Saccharomyces uinsporus) -~ # # it
8 & ( Saccharomyces uvarum ) -~ 4 B & ( Saccharomyces
oleaginosus) -~ # # B & ( Saccharomyces boulardii) -~ #%
K B #& ( Saccharomycodies ludwigii ) ~ £ /& & 7 & &
( Schizosaccharomyces pombe ) ~ # & K # 7 B
( Torulaspora delbruekii) ~ 2 # 3 # 8 & ( Torulopsis
stellata) ~ & #| & 4 B & ( Zygoaccharomyces bailli) & &
KB4 8% (Zygosaccharomyces rouxii) -

AR e m 2SR AENNAERAR SRS RB
RE - “REBBABER"EANRAIGEARIRAENR (£
RFENRABB AR RLE) RAeFEIAR (EHERN
WEBBXBEHERSE) =% - Hsp90 SR8 EALAB T B
it My R FIrE A & -Cowen, L. et al., Eukaryotic Cell,
2184-2188, 5(12), 2006 ; Cowen, L. et al., Science,
309:2185-2189, 2005 - & & 3% 8 Hsp90 &K B M & =& A M &
Ml N F 245 uisas (Calcineurin) ( Hsp90 &
—HEPEE) - SSANEHBB AN DL EE YK
fo Z B A PR E c Hsp90 £ 5 AN S B M BRAFR/RIL A
FAb T EE o Rtz b L EH Hsp90 A & 31 # =& 47
fo #h 3k & £ #8 ( echinocandins ) x &f & M & 3% & &f & M pf

E oo
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“F A AR ETEREERBRAHG NS Z R EE
( Leishmania) -~ 35 # & B ( Toxoplasma) -~ E R & B
( Plasmodia ) ~ % & & /B ( Theileria ) ~ #k FT 3k & B
( Acanthamoeba) -~ i & B ( Anaplasma) ~ F ZE ¥ £ &
B ( Giardia) ~ £ & & B ( Trichomonas ) -~ 4 & B
( Trypanosoma) ~ ¥ & /& ( Coccidia) 2 & 8 & B ( Babesia)
3l A 2 B % -
BT FLARR OB RN T F 4 &I L£2RK
# ' B & %4 8& (Trypanosoma cruzi) ~ Z# X £ F 3K
& ( Eimeria tenella ) ~ 2 % & B & ( Plasmodium
falciparum) -~ 4 B8 # B & ( Plasmodium vivax) -~ &% &
% & ( Plasmodium ovale) -~ #% /s [§ 72 F & ( Cryptosporidium
parvum) -~ % K & #%& R M K & ( Naegleria fowleri) ~ & 4@
# 7 FT 3k @ ( Entamoeba histolytica) ~ 2 4& # 8 I % &
( Balamuthia mandrillaris) -~ /& 42 # W T % ® ( Entameoba
histolytica) ~ 8 K & % & ( Schistostoma mansoni) -~ &
“E RS M BEE&(P vivax)-&E B E R & (P. ovale) »
=8 E B & (P. malariae) -~ 48 K E B & (P. berghei) -
B KHNH 2R & (Leishmania donovani) ~ 8 7 # 4+
2 R & (L.infantum) ~ EH KA H 2 & & (L. chagasi) -~
2EHFTAHMHER & (L. mexicana) A H ' R& (L.
amazonensis) ~ Z W & # 4 2 B & (L. venezuelensis) -~
o H 4 BB &(L. tropics)~#E A #4142 B & (L. major) ~
w N FH A 2 B & (L. minor) - RECE ZH 4+ 2R & (L.
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aethiopica) ~ E&#F| 4 2 B & (L. Biana braziliensis) -
oA H 2 B & (L. (V) guyanensis) ~ 2 5 #H H & &
& (L. (V.) panamensis) ~ # & #1 4+ 2 B & (L. (V.
peruviana ) ~ 1 K % 44 ® 2 4 & ( Trypanosoma brucei
rhodesiense) ~ H K # tb E 4 & (T brucei gambiense) -
B % % % £ & ( Giardia intestinalis) ~E K B & #®¥ £ & (G.
lambda) ~ 3 # & ( Toxoplasma gondii) ~ & & £ & &
( Trichomonas vaginalis) ~ ¥ K M 72 F+ & ( Pneumocystis
. carinii) ~ F K # T 3¢ & ( Acanthamoeba castellani) -~ #
K # /T % & (A, culbertsoni ) ~ % & # FT % & ( A.
polyphaga) ~ 45 @ # FT sk & ( A. healyi) ~ FI K # T %k &
( A. astronyxis) ~ % K # M K & ( A. hatchetti) -~ B K
# Tk & (A.rhysodes) AR # & & ( Trichinella spiralis) -
TRANAX  MBREFARAEGERFRE MK
B AREZ2FH - BRI ERY FHBRUEHEREFZ
AR BERAKE - Bk WEYEREROE AL RIKA
® EHX AR ALK T EARAMZIEN S AREBH XN AEAL
Z Rk e
BERLTOEERARAPBRATHEFI RLAZRE  BRE
% ( Adenovirus) ~ 3 # % # ( Lassa fever virus) ( #
v 4% % & ( Arenavirus) ) ~ E % & & ( Astrovirus) -~ &
32 % # ( Hantavirus) ~ # & # 5% # ( Rift Valley Fever virus)
(&g # % # B (Phlebovirus) )~ #% # %% # ( Calicivirus) -~
#% % 41 % & ( Ebola virus) ~ % # 5% # ( Marburg Virus) -
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B KB £ & # (Japanese encephalitis virus) ~ B % B #

( Dengue virus) ~ & # % % ( Yellow fever virus) ~ C #

B %X % # ( Hepatitis C virus) ~ G # A X % # ( Hepatitis G

virus) -~ B # A % % # ( Hepatitis B virus) ~ D # B X %

# ( Hepatitis D virus )~ & ¢ /& # % # 1( Herpes simplex virus

1) ~ B4 B2 % % 2 (Herpes simplex virus 2) -~ E % j

#% % ( Cytomegalovirus) ~ 3% -8 = K 7 % ( Epstein Barr
virus) ~ KA B ¥, & % % & ( Varicella Zoster Virus) -~

® A A S % & 7 (Human Herpesvirus 7) ~ A A 2 % & 8

( Human Herpesvirus 8) ~ JA & % % ( Influenza virus) -

)

2] /A & %% & ( Parainfluenza virus) ~ B # &% # ( Rubella
virus ) ~ BB B X % & ( Mumps virus ) ~ B £ B #
( Morbillivirus) -~ B # %% # ( Measles virus) -~ =% iF &

B 5% # ( Respiratory Syncytial virus) ~ 3 % K B &

i

( Papillomaviruses)~JC 5% % ( % & % % ( Polyomavirus) ) ~
BK % (BB %) ~ =/ /3% (Parvovirus) -~ 4 & &
. % & ( Coxsackie virus) (A & B) ~ A # A X /& % ( Hepatit
2 virus) ~ B K % X % % ( Polioviruses) ~ & % &
( Rhinoviruses )~ ¢ B 7\ 7% % ( Reovirus )~ 3£ K % # ( Rabies
Virus) (3 K% # B (Lyssavirus) ) ~ AB L R #H B K
4% ( Human Immunodeficiency virus) 1 & 2~ A# T %
B A s m %5 (Human T-cell Leukemia virus) o
BERLEZHTEEBRAFEALETREER ~ B D
( Lassa fever) ~ B 3 5% % A7 8 B % ( Astrovirus enteritis) »
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% 4 % & B oJE /& B ( Hantavirus pulmonary syndrome) -~ %
2 # (Rift valley fever) ~E R A X ~- BHiE - KA R % &
4 f # ( Ebola hemorrhagic fever) ~ %5 4 % # i @ #
( Marburg hemorrhagic fever ) ~ B KX # %X ( Japanese
encephalitis) -~ & % # ( Dengue fever) ~ ¥ # % ( Yellow
fever) ~C #AF X ~G BA X -B A X -D HAH X
# (Cold sores) -~ 4 3 % & # ( Genital sores) -~ E &

BomERE - EHmBi® %% (Mononucleosis) ~ K&

@  (Chicken Pox) ~ k&S £ THARABS & &K %
FABAB HAAABRRE L@ XAFT X% BAMBKZ(Kaposi
Sarcoma) ~BKR X - BRZ (&%) - ”RAE >~ L& RE
X~HLEKRE (R) » FETHE-BITHSZENLETBER
( Progressive multifocal leukoencephalopathy) -~ & % - %
#o M 4x 3¢ ( Erythema infectiosum) -~ % &M o AL X - B B
X -BX - HX - -FHERKREX - -#% KBE-ZEK%KB - AIDS
R &G mi e

® DNA & # EHBAGANMA @ P #1 DNA 3 #
2@ ibzBE - ¥ R I (“topo II”) £ DNA & %
LrER,CBEREABBRETYIBERELAHFIFDAERAE -
B EMHdAa DNA P E2 L8R > it DNA BRMRA A S
EmAeERl dRNFBEFLA>ROETXIERALE  UBE
FAHALBRBZIHERIN NGB E A ELAABEREE T - topo
I 2 # THHULBARBFLPZIEMTERANE > flsi
Gadelle, D. % A , Biochemical Pharmacology, (2006),
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doi:10.1016/j.bcp.2006.07.040 F A7 4k i & -
BREXRFEFXBAFDBERFBEIBEAKRZIAREA * %
Eu o Eu¥k%#® (GR) ~#su <8 (AR) -
B EmExss (MR) - Fx#8 (ER) REHF X
2 (PR) - A HKEFXRLECHE R EAE - RARART
&9 % (cortisone) Z B & H & & -
“RRWHHBBELRLZATERE RS E R RZ M
MG  WBEHFETHEEAE LT ERE KT
o WA ZE LB E  HE@BRHAZHAANAR T @Bk &
HWEEARZEMS MG FahiXk (SRBC) —& (IgM) #
BREKRET (BEHAHEZmH £ (plaque assay) ) A — #&
B M A E o b HF ERE W F K 44 4t » Luster, M.I.,
Portier, C., Pait, D.G., White, K.L., Jr., Gennings, C.,
Munson, A.E., & Rosenthal, G.J. (1992). “Risk Assessment
in Immunotoxicology I : Sensitivity and Predictability of
Immune Tests.” Fundam. Appl. Toxicol., 18, 200-210 % -
@ s TankABLARZAAREAS —HAKLAER
z #% £ (Dean, J.H., House, R.V., & Luster, M.I. (2001).
“Immunotoxicology: Effects of, and Responses to, Drugs and
Chemicals.” In Principles and Methods of Toxicology: Fourth
Edition (A.W. Hayes, Ed.), % 1415-1450 & , Taylor &
Francis, Philadelphia, Pennsylvania) - £ — @ & #& ¥ 6 + -
PBMC *+ B AR %A FXBARAIBRRT LR AEXH -
FELAAMHNIEEHALABERHABEBARNELTAREER &
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RABERXRREZXLEHR - £~ BERBREH P THEXIHERE
XRET A8 FTHIAH BB HEIEZFTTEL AR H R
B HHEBSETRART XER/HE -
AFRAZULEDTRARLGAEEALAAREZBH -

ARAX  HB“REBERBUNBEE SIS Y 24 4
“ilRZER BRERRBRK BB ELEARE - &R
EOEBEELABRAGTRTELAZ 2B LR ALNTE 2 A
B REXKRRK BREIERAREAETHHE T Z LR A

@ svunwxa%ag Bhlea®Hihagsgzmp  a&R/K
EEZHRE BOIMET BBEARMELESBHBEILE P
G LAAMAEABRERETRSEHE - £ HbH D
25 Mo RE (RE) ZABLARE T 2 E2a
BREBEETAEAARAERZBRZIMAMRRTR - —@ &
AREZBBITAEEFSXSBEZLABERNMEG r M3 —@HT
BEXBEZEE  FARARWN R% AR ZH&HELAS
ZRETAKXKAMKSG  WwEHAEAE | ABARTHBRKRZE

@ i rmmrms TRAABRAZILAMAF LU E2
HEXBBEIAARABRELEELIRD . L2242 88 AR
(Bl b8 MHBEILE  EENEN BRELAFTER
Mo ¥ k-8B # JE 42 B# ( Guillain-Barré) ; R AR AR ¥ &
BE) wR2EBEAFE (HEBERBEZLHE T L -
EHELRABEALIDRERIE) T ZABEHBERRK
E (Bl o BEHKE RBABMEH 8% X flohin
W F R % ( Wegener's granulomatosis) ; & & £ K % )
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ARz B L RRE (Sl B BLEHAEX - FFX
AERAGHE) - FHLALzERBRLARE (Mo BB
KE ~-BEMHEHX - BREMWRBETHRZALRA R £ &AM
X)) Ao RzZEBEAFRE (FlF 1 BRELR2NTF
Ak m B E KK (Grave's disease) ~ #% K F 4 % X
( Hashimoto's thyroiditis) ~ A # & A F £ X R 2 AL X R
FLRZABEAFRE) RESETxaARRLARE (&
UGB EANATHELRSER) (Pl oBHBRAEKEMEG X
EHMHERRE - BRER - FHMENLX - RX - B H#HH
R BRAEFHIXREEBRESZSH) - i g
RAKNEZHER o BEHREEXTERRBEHKER
N EOEAEARAXLABREZIRRY - BAHS L AFE
hda REIIR > AMUALEBERALERRELEIXRERE SR
EzMARXLER -HNAEAXIBYMT  LAEHEE
BREZFERALY THERALZ R R E B X MK RE&E —
#H o o  AXPLZRBRBEZEBRGHIEHELE LA RBE
ERZERRHFZELZEZRBEIIBARBRE TP AXAB T
ZEMXAAERTAHILSY  HBHAEARER BB - HE -
vAERBEBrEREARE HEKRZHIELEZRE
TRANAX  HEBHBEREEFRLHBFTEEY
FrzBHMHREAAMGER  RRARIBRE  BLEYHWETH
ERBEBF (W ERNERARFTEDRAETRARBHE) A K
TAHEBRENE (il FRREDBEEZIHE)
BHERETEE S RALZEANRRN  OHERA - HR - # K
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BHBXEH (A LAETR) - FS5BHLHEASE
REMEH HEKRBEMAFNEALBHERE IgE = M
G o @A IgE P MIABRNEME T IR K@K » B ki
EREHBBERBBENAE —BRLZSTTARER - PR AR
Rz BHMmET  BHRHBERELEAEABARZENHCBHE
BAZEMBHRKRE AEganX S RFEENTEBZIER -
BEMERBRELELRARY  SHMHER (Sl EH)
FEX-BEX BHIURABZEHTEF X  -EHRE - L ET
Q@ =RE-ULRRE -ZHBEX AL SRR BEBHKH
RE - BRBEEEX - ZHRRAHBHKE
EANRAX WEY R "EE AT EM S RERE -
$RERERGLEERRN NI mFRERBE A H
Mz AR AR S BE R BK -
BAXHBFTEMXAEATZIILSHTAREAR &b
BEAFEMAEZIER - TRAMNAX  “BEBRBEE
FUFTHRAB X EREARX AN ABBIER - B E
@ iy o BLOBEANBARRRASSAE c  TEMER
MEEZHTFEE: BEBFRAE  AEEEBEALHF
REE : M zBMHBEXMRE CEMGH X BAANEM
X~ FMe XRAEAFTREE wAAMZIEREER B XHKH
Bow o BB R EBMREB L BBEKE R
( Barrett's syndrome ) R AL B B KE s # X B MK > # b
Foh C RATRFEERBFRBEMEEMSSFREE R S K
BZREARARE A ABEARR VR -BEA4ER

8
80



1417093

HEE - XAMBREXRARNBE X ERIBEHEE IR R E
CHEBRBRXRTAR &EBR BRR G GFHERIBERIXMHAER
Ol keaBHBEE  S$HKBFXRARFT L AFZH EHRA
B AERBRAAMERXR - FEHBRAESL PR EZHKZIE
AHER  OHENB LA ZEERBEBE AR - F B HREL
£ ~AIDS MMM L RIACRFMEBHR KE ~ E & BB X
B AL  WMAEARE - FTHREBE  MNWESHEME
AR RmEMRRABBELEABEX BREERRE - FRAS
R DEHREREH 2 F M RAE (SLE)
BOoBRZBAMER B CHNE BB SEE - BB

B~ BARWKRIL S AREAFABRE X RN ZE
REWMER > CETRATH S BHARXRDS - KERE HA
B« FTHRAELZBZL2EIHEE Bl El KEEXEHS
KREMHAKRL oAb BaEltREIL£ZE
AT Ml Fxihg  Fllo@dirsd XHeaiB T4
Mzihf - EHRAKRL Tl oBEARERTAAAZILRBS
BB ARBREZIAEBREAXTHEHEAE EMHEE
UREZIERIIELEZAERAIZIBERREFAHFAZL
AR Eamt HBHANER B8 % - BERLAE
R AMAEE  HEKRHELEZRE -

EFRANAX " HB“BELITEL2EBEA -—HdHo
RA(D-(XV) % | 2ty —F2HBERBEMERB HIH
MBI HBAEERARY KBS - EHRBB L
B BB - X BB - fitdh - B4 - mrdb iy > B ERER - BB
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3% sy  BAXBHD - RREREE - LEBE - Kig
B E - B EBEE®RE - BoBE - HBB - RAEHE 2
BB -B% C I BB - RBEE - BREB -

BB R MY - RE®E - FRimmB s -
BB HTFRXupBBRERE®RSE (F
B EE)) o HECBELET

EXAw# BT REZ KA
@ (X% | 2 b HABELTHELZIERBRARKY
BB AR ELIFERTRD Mo - FREL RS
Bzafitdh  #oFH5REEHILBZAALY  #b

R EERLEBZAAILLY RAFHE FoRER
KB EABRRZIE - —_R=ZrAE —_BOK: =TK

gbeg 3 N-F 82 ~-N-Z Bk s — L R s Z T B - # % £(2-
BEA-BRAREAR) HFE -2 R2Q-BCHEIE2-84%

B =THEXL(EBFPA)P B NN-Z K&K A-N-(5£ £ &
@ i) m B NNZFANQELEEXZQ-EL
B)B  N-FA-D-3 8 RBEABR » #oH R 8K

AR LMY  HEBELEITRELZ2 2B "FEaAAHN

%
A%
BB - F5HB - AREB - B8 ED -
¥
%

TRALBEETAEZIAD-XV) & | 214 HREEL
THXZLERBERARBRLUENE - BB AEERAR
WL EE - B L% 8 ARA% (HCL) ~ & &
B (HBr) -~ suztég (HI) -~ 8 - — &1 & ~ B8 - 4
B~ K58 - BB - B ER HRELE KK B
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S H e WME® - e KT
LR RHRBARYT R -
HNAX  WBEBELTESZEHOH R —#
B - %S RBELITEZ2ZEHI>FEIXO-XV)& & 1
2tz — oMM ANEE AN  HEBHOM A
BokoM (Blltkot - BFkot koM~ =k

M~ mKAS MR HE LR ) o
BHEITELZBATEAR AL H LS4
@ yvornzHBAS BELTESZREESLY T
EEx > FRARTERGEESE - BB LM - B 2REHRE
RAERFAREORME - THARES EAERBA > %o B
E & %/ 45 K % #% # £ ( Remington's Pharmaceutical
Sciences) P A HF - B Hm T > BLS LB/ EZR S
PR REBEA - AEBK -HWEHEBK(SFH 09%
ER/EFYB2BK) B HBEHFBEK - TARKER
( Hank's solution) -~ #k # K 4L 8 % ( Ringer's-lactate) &
@ im-ArasasY (BeoHART AR KE R
EHARY) XHFEBH LB P T iHF (Baker & A,
"Controlled Release of Biological Active Agents", John

Wiley and Sons, 1986) -

TRANARAX  WEBE“ARE"HRBERAALERARTESHZ
ABEALDOY O S BRALEP L HAREZ R B B
EZREM - HAEN  BRIAEA Ao RARE
LERRBREZER BB ARE Z RS KA E N
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B ARG AREZT AR KRB EMEMBMIEKSA
B W - BHERRER AEEXIRI S - BRFTIRAH X
B R O KRTRHBZILAYHETHERAEANMKEHEKX -
R ABRKIBAPMPRAEHRBE B IS HoBRREE
KL s EE B BERHEYZATH - KRR
N EZREE REMEPHARZEE X - ZR B HF
ABRAERBELERA LB FATAETAE TAHAAKE
BAERKRTH Pl T ARBERERIKTFTH F BB A
HEBBRAPAFRAED ZHERE - R BEREXEALH =
LB B THRARRTABREBARBRZIERL - AAEER
K2 BEHVRAEALSYZHAEHUAE £ RXAERE E
ZHRATFT  EBREAHAEKE

AB ALY ZAEAREZIIERSIBEETANARMLE T -
E-—BHETAEBEHY  AETARMB -FERAY - S K
H AR EHABARERE —RSEEERZITE ZFT LR
HEFTZZERUTED ISOMR/2F - BEED 250 &
SINF ~EY S00 A/NF CES 1L BERIAF CED S
EXRINF ~ED 10 ER/I2F 2% 25 Ex/2F ~ 2D
50 E X/ ~ED IS 2R/ 2D 100 ER/2F
EH 125 EHINF ~EY 150 B /2 RED 200 & 51/
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BRAFERALS YRS CANRKXBAEANREL - %
B oEHRAAERARERE - RS EE KR A XA
ETARNAS Rz BbBEY BAAEHRE AAZH2zZHM
bRHREFTERARBRAPCANRBEATERNES ~ & F ~ 4
RAEHEAREXRE - RSZHEERLHEE - B AT AN
o~k EHRAAEEARERL - RS HEEKZE A
ZHEBETHALBARFPIPZIEMLELTXRAER e
A M # : Hardman % A %, 1996, Goodman & Gilman's The

@ rPharmacological Basis Of Basis Of Therapeutics # 9 &,
Mc-Graw-Hill, New York Physician's Desk Reference (PDR)
% 57 #%, 2003, Medical Economics Co., Inc., Montvale, NJ >
BKEALDEXFTAFAXABALRT -

TRANAX BB GEENRT —NEHER X
(Bldo — X S HAHEB > HEoAFAZIALESY) FEAE
REAEF B AREZIEARABAEIRRE  BREER/ZHF
B RAEFEAREIERIARAEI — RS ERE

® K (B#EAE-—RSBETHRNEKR) - EHZEBRETH T
WE LB BELEA O ARELIERRAEZIEY —
TR ENSBESLH BoEBLER EALARATE EFH
HH o  AHMLABES YT WEBULURGHEALASHS G E
BH o THRNERABEIRAAE I B LA b oE S B S
HIE T BE > ROGF B AR E X R KR RARE X
B o AEWBAEBEH Y  WBGLHBRGBEEERE XD RE
BB B AR RBEE -
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TRANAX  WWEBHHEEREFXERE
A REIFEEARXHEZIRR » XBE KR H H o3
AR EZLERIAREIRAE £ BEBETH Y  AHHA
2 h B AR HAEARTEAAIAMEEMEE XL E
RO EE BiEABAR-

TRAMN AR WEBEBRBAIET AN E R~ EH K
HEF A REIAEARIIBEXRL — R FZHEERZIEN
2 x A XL ERBREHFT  WEOSEREBLAERAEAZL
bt  AERBEMLBERBRTH P B EBLE L AE
Hzitdth  BRAEGR  LERBACSLOBANRTA DR
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N-¥&£-5-2,4-— 8 %-5-2 A K XK)-4-(6-7% Kk K g
S3-%)-4H-1,2,4-Z ok -3-F & B

5-(2,4-— 8 A -5-BE A A FEHA)N-2 & £ -4-(6-5 % £
o2 -3-%)-4H-1,2,4-= o -3-F & B

5-(2,4- = A -5-2 AKX RXKE)4-(6-FH A abww-3-4)-
E A A-4H-1,2,4-= ok -3-F & B

o 5-(2,4-— 58 A -5S-2 A/ A ERA)N-Q(=F AT £)-
4-(6-75 o B ot ox -3-4 )-4H-1,2,4-= ok -3-F & B
5-2,4-—58 A-5-EA K KXE)N-BET EA-4-(6-H kA

% -3-%)-4H-1,2,4-= ok -3-F & B
ON-BAE-S-(2,4-Z A 5K A A K E)-4-(6-% K & %
o% -3-%4 )-4H-1,2,4-= ok -3-F & B
(5-(2,4-= 58 % -5-B A A X A )-4-(6-"F o B otb ¥ -3-% )-
4H-1,2,4-= ¢ -3-K)(HH X )F & |
® (5-(2,4-2 %8 % 5- 5 8 2 % K )-4-(6-% oH & o % -3 )-
) (% 2 -1-4 ) F &
(5-(2,4-= 8 £ -5- B A A K A)-4-(6-% H £ ®-3-4)-
4H-1,2,4-= =4 -3-K (B fe-1-%)F &8 ;
4-(R A [AI{13] =R #EAIHFH-5-K F X)-5-(2,4-=8 %

h

4H-1,2,4-= o -3-

E

i~

5-R A A R A)-4H-1,2,4-= & -3-F & 8%
5-24-—55 A-5-EARA KX KXK)4-4-(1- 2K T K)F %K)

4H-1,2,4-= ¢ -3-F & B&
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5-(2,4-= 5-E A A KR A)A-A-(F A AR
%)-4H-1,2,4-= 4 -3-F & %

4-3-2 & A-4-F A A X R)5-Q4-— % -5-8 &
X A )-4H-1,2,4-= o4 -3-F 8 B

5-(24- = K-S5-RAAKAKKX)4-E AR K-4H-1,2,4-= 4

i

-3-F B A&
5-(2,4-— 5 A -5-2 A A X A)4-(4-F & £ % £ )-4H-
1,2,4-= o -3-%F B Bk
o 4-(2,3-= & -1H- 2 -5- % )-5-(2,4-= % £ -5-B A & ¥
£A)-N-2 & -4H-1,2,4-= o -3-F & B
5-(2,4-— 8 A -S-R A AKX A)4GU-(BATF R A)-
4H-1,2,4-= ¢ -3-F &5 B%
S-(2,4-= 58 % -5- % A & R A )4-(4-F £ ¥ £ )-4H-
1,2,4-= ¢ -3-9 & Bt
5-(2,4- = 58 A -5- R A A R A )4-(4-(((2-F & £
E)F A A)F £)RK)-4H-1,2,4-= = -3-F & #&
® S-(2,4-= 48 £ -5-% A B K B)-4-(1-F & o3 & H-5-%)-
4H-1,2,4-= =% -3-¥ B Bz .
5-(2,4-=— 2 A-5-FAKAXEK)4-C-(N-(2-F &K T %)
N-F A pmmaBA)RKA)4H-1,2,4-= ¢ -3-F & 8% |
5-(2,4-— 8 K-5-2 AR K RXE)N-T & -4-(6-"% % K& b g
3-4)-4H-1,2,4-= o -3-F & 8
5-(2,4-— B A-5S-FAKXKXE)4-G-(N-2-(=F®A)C
A)N FREERBELX)4-F K X K)4H-1,2,4-= & -3-F &
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5-(2,4-— 5 KA -5-B R A RXRK)4-(4-F A K -3-(N-F &
M OBE R A)E A )-4H-1,2,4-= % -3-F 85 B

5-(2,4- =8 A-5-RAAKK)4-(4-C3-=FABmGEA)
¥ £)-4H-1,2,4-= ok -3-F & B

5-(2,4-— & X -5-% & K X K )-4-(3 & o -5-% )-4H-
1,2,4-= ok -3-F & B ;

5-(2,4-— 58 £ -5-B A A X HA)-4-4-((4-F A kg-1-4)

® ¥ A)E A)-4H-1,2,4-= ok -3-F & A% |

5-2,4-= 8 K-5-BE A K RK)-4-(6-FH K www-3-4)-
N-#7 /% % -4H-1,2,4-= o -3-F & K& |

N-% = TH-50Q,4-—84-5-ERAXH)4-(6-BH%h A
ot o -3- 4 )-4H-1,2,4-= ok -3-F & %

5-2,4-= 88 A-S-B AKX RKRE)4-(4-(2-F AKX T HE)NTF
AR A)X A)-4H-1,2,4-= ok -3-F & 8

5-(2,4-— 5 £ -5-B R A R EA)-4-(1-(F & w & & )9 =&

® A -5-%)-4H-1,2,4-= ok -3-F & B& S

5-(2,4-=— 5 X -5-2 & &K X & )-4-(1H-73 = -5-% )-4H-
1,2,4-= & -3-F & B

5-24-— 8 K -5S-E AKX XEX)4UBG-(Q(=FEEA)T
EB)F A)BA)RK)-4H-1,2,4-= 4 -3-F & A%

5-(2,4-=— 58 £ -5-BE AKX RXKE)4-(6-(2-FAK T A)(TF
A ) A )wox-3-4)-4H-1,2,4-= & -3-F & B ;

5-(2,4-— %8 A -5-2 B K X HA)-4-(6-(= F B A& ) -3-
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A)-4H-1,2,4-= ok -3-F & B

5-2,4-— 8 R -5-ER A XE)4-4-(THA(F R )R R)
A)R K )-4H-1,2,4-= ¢ -3-F & B¢
5-(2,4-—f A -5-F2 A A X HA)N-(2- 5% £ T £)-4-(6-

o ok B o o¥ -3-3% )-4H-1,2,4-= ok -3-F & BZ
5-2,4-— 8B K -S-BE A A X K)4-(4-(4-F Ak H-1-K)
% £ )-4H-1,2,4-= o -3-F & A&
4-(K 3 [d][1,3] = & # & /& M -
@ =2AAXA)NQ(=FHA)CH)4H-1,2,4-Z%-3-F &
B
5-(2,4-— 8 A -S-AARAKARXEK)N-Z2 A K -4-4-(BH KX
AR A )-4H-1,2,4-= o -3-F & B
5-(2,4-— 8 A -5-2 R A X A)N-Q(=F®mA)IT X)-
4-(4-("H ok & F X)RK A )-4H-1,2,4-= ¢ -3-F & B&
5-2,4-— g X -5-E AKX KX K)4-4-(Br-1-K )X
£)-4H-1,2,4-= ok -3-F 8 B

%)-5-(2,4-= 78 % -5-

® 5-(2,4-= /8 A-S-EAAKE)A4-(BAETH)E L)

4H-1,2,4-= & -3-F B Bz

4-(% 3 [d][1,3] = § 2% 5 /& # -5- % )-5-(2,4-= 58 % -5-
EAAXA)N-EBA-4H-1,2,4-= o -3-F & 8%

5-(2,4-—mA-S-EAEEA)N-Q(=FHRA)T £ )-
4-(4-(2-(= F B A)T A)(T A)B 2)E A)-4H-1,2,4-= ok -
3-F 8B

5-(2,4-— & X -5-E A A X X)4-4-(2(=F m*X)T
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EWF AR A)XA)N-82HHL-4H-1,2,4-= ¢ -3-F & B
4-(4-((= 2 & mA)F E)XK)-5-24-—X-5-B Ak
¥ HA)N-2- (= FrA)T £)-4H-1,2,4-= ok -3-F &5 B
5-2,4-— 8 K -5-BE AKX XEA)4-0U-(2-(=F®A)T
EWTF AR A)EX A)-N-2-8 % 2 £)-4H-1,2,4-= o -3- ¢
B BR
5-2,4-=— g A -5-2 A A XE)N-(2-F &£ T %)-4-(4-
(Boh KT A)KK)4H-1,2,4-= ¢ -3-F 86 8%

o 4-(% 3 [d][1,3] = £ 3 7B & 4 -5- 4 )-5-(2,4- = 58 4 -5-
B2 HAEA)N-(2-F & £ ¢ £)-4H-1,2,4-= % -3-F & iz
5-(2,4-= B A-5-B A A EK)N-Q-(= F B AT £)-
4-(4-°% o 3k K 3 )-4H-1,2,4-= =4 -3-F & B
5-(2,4-— 8 A-5-B A A K A)-N-(2-58 & T & )-4-(4-(B

H A FA)RKEL)4H-1,2,4-= o4 -3-F 8 B ;

4-(F # [dI[1,3] = S # 3% /R M -5-5)-5-(2,4-= 58 % -5-
EAAXA)N-2-2 A T $)-4H-1,2,4-= =& -3-F & &

4-(R # [dI[1,3]) = & % 3 & M -5-% )-N-& T X -5-(2,4-
—fA-5-B A A X R)IH-1,2,4-= ok -3-F & BF
4-(FR FF [dI[1,3] = & 8 3R R M -5-%)-5-(2,4-= 8 £ -5-

E R/ A EA)N-(2-B%k £ ¢ £)-4H-1,2,4-= ok -3-F & i ;

4-(FX FF [dI[1,3] = & 2 3R & -5-%)-5-(2,4-= 8 & -5-
2 RHAEARK)N-2-(wB -1-%5)T ¥, )-4H-1,2,4-= & -3-F
B BE

4-(4-((m2 AmAE)FA)XA)S5-24-—KX-5-RR 4
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%2 A)N-2H A -4H-1,2,4-= o4 -3-F &6 B ;
5-2,4-= 8 KX -5-ERAAXEA)N-B2 T HEK-4-(4-(BHHKh A
E)X A )-4H-1,2,4-= o4 -3-F & 8%
5-2,4-— 8 X -5-ZEARAKXKXE)4-(4-(BHETF E)RXE)-

A HK-4H-1,2,4-= o4 -3-F & B |

N-SE & #h-5-(2,4-= %8 £ -5-% & A % £)-4-(4-(F 4 £

¥A)E A)-4H-1,2,4-= ok -3-F & B
5-2,4-— 5 A -S-EAAXERA)N-Z2 B L -4-(4-FHh A %
o A )-4H-1,2,4-= ok -3-F & & |

4-(4-((Z T ABE)T A)ER)-5-(2,4-2 B A-5-% A 4

¥ A )-4H-1,2,4-= ok -3-F & B
5-(2,4-= 8 K -5-F A A XK)N-(2-HHh £ T %)-4-(4-
o ok A K K )-4H-1,2,4-= ok -3-F 85 B
N-2-(—~Z A B E)T £)-5-24-—f X -5-2 @ & X
K)-4-(4-(BH X F A)RK)-4H-1,2,4-= 4 -3-F 8 ¥ |
5-2,4-—8 K -5S-F R A XE)N-Z K -4-(4-(HH KX F
® B)E B )-4H-1,2,4-= ok -3-F & A&
N-Q(=Z &AL £)-5-2,4-— 8 X -5-E2 & # X
B )-4-(6-"5 sk & oo -3-4)-4H-1,2,4-= o& -3-F & B
5-(2,4-= 8 A -5-B A A KK)4-(6-HH% K abw-3-4)-

N-(2-(%k w2 -1-% )2 % )-4H-1,2,4-= o -3-F & B ;
5-(2,4-—f kK -5-E AKX R EA)N-(2-T & % T #)-4-(6-
o ok A ot ¥ -3-4 )-4H-1,2,4-= ok -3-F & B
5-(2,4-=— 8 K -5-E2 A KA X K)N-(2-(4-F B sk if-1-%)
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T A )-4-(6-°5 9k K o og -3-4 )-4H-1,2,4-= ok -3-F & B >
5-(2,4-— @ % -5-B AKX K E)4-(4-3 Bk X X K )-4H-
1,2,4-= o -3-F & B
5-(2,4-— 8 A -5-E AL FXE)N-Q2-( B x-1-%)T
A )-4-(4-(e s ke -1- K F A)K X )-4H-1,2,4-= 4 -3-F &
B
5-(2,4- =58 A -5-B A KA XEA)N-(2-%5 % X T #)-4-(4-
(b8 45 -1-% F A )% K )-4H-1,2,4-= ok -3-F & B
o 5-2,4-— 8 K-5-ZR A XE)4-4-CBEHETF A)XE)-
N-(2-( & 3 -1-£)2 % )-4H-1,2,4-= ok -3-F &5 8% ;
XE)4-4-2-B5H AT EBE)
3

W

A
)-
5-(2,4-—f X -5-B &/
¥ K )-4H-1,2,4-= o4 -3-F &
5-(2,4-= 5% KA -5-F2 A AKX K A)N-(2-(4-F A oF-1-%)
B )-4-(4-(Hk £ F A)RE A )-4H-1,2,4-= o -3-F & A&
5-(2,4-—8 K -5-E AKX HE)4-(6-Fh KA ww-3-%)-
N-(2-(® %% Je-1- %)% % )-4H-1,2,4-= ok -3-F & A&
® S.(24-= % K-S R A A KR)A-(4-(4-F £ R TF-1- £
X HE)-N-(2-5 % £ 2 4 )-4H-1,2,4-= o -3-F & i&
5-(2,4-— 54 A -5-2 A K X A)N-2-5 % K T %)-4-(4-
(B ok £ F R)E A)-4H-1,2,4-= o -3-F & B
5-(2,4-— 2 A -5-B A A X K)-N-(2-(4-F K %k GF-1-%)
ZH)-4-(4-(m B -1-A F A)K £)-4H-1,2,4-= 4 -3-F &

vl

)
)

5-(2,4-= 58 A -5-2 A K X E)-N-(2-(4-F K sk off-1-%)
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& )-4-(4-% o % R K)-4H-1,2,4-= o -3-F 8 B

5-(2,4-= 8 A-5-B A A K A)4-(4-B K £ X £)-N-(2-
(% % -1-%)2 %)-4H-1,2,4-= ok -3-F & B ;
5-2,4-— R K-5-ER A RXE)4-(4-2-(wB m-1-%X)T
BoA )% A)-4H-1,2,4-= o4 -3-F 8 B
5-(2,4-= 8 A-5-R2 A A RK)4-(4-(4-F Lok of-1-%

K A)-N-(2-(b o8 %5 -1- 4 )2 £ )-4H-1,2,4-= ok -3-F & A& ;
5-(2,4-= f8 A -5-B A B K H)-4-(4-(2-(4- F £ %k -1
Q@ )z mA)EA)4H1,2,4-2 ok 3-F 88
5-4-—8 KA -S5-ERAFXE)N-Q(FTAmEBEHX)T
R )-4-(4-"F %k X K K )-4H-1,2,4-= o4 -3-F 8 ¢ ;
5-(2,4-=# & -5-F A A EA)N-(2-(4-F £ &k fk-1-4 )
T X )-4-(4-(4-F H ok of-1- K )X X )-4H-1,2,4-= = -3-F &

5-24-—5 A-5-ER A X EK)N-EARKX-4-(4-(4-F &
sk E-1-R)F )X R )-4H-1,2,4-= =& -3-F 8 iz 5
® 5-(2,4-=— 5 K -5-E AKX EA)4-(4-((4-T B Hf-1-4)

FRAIEXKX)NE /K -4H-1,2,4-= o4 -3-F 8 8
AEZY RN BELITHERXZE -ZFRHoH - &L
SN

ABRHZRHILADGENT AR 1 ¥ a0 %

EHY - BELITHEXZE  -BHEYH - G&HRILES - K
M~ % &AM RAT B

o
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o Eig Fx
1 \ 4-F A IR -6-(5-(4-F A %
) ¥R & )-4-(1-F & -1H-+3)
HO QJ "% 5-%) 4H- 1,2,4 = o -
a5 3-X)X-1,3-— 8
OH rs\r‘ﬁks\—@'o\
> . 4-(5-(2,6-= & ¥ & % )-4-
Al (1-9 & -1H-°3] = -5- % )-
HO&QJ 4H-1,2,4-= o -3-£)-6-%
N E A K-1,3-= &
o OH NI\QYSPO
F
3 4-% A % -6-(4-(1-F
. 1H 93] o -5-%)-5-(4-(=
} ¥ )%%%)-41‘1-1,2,4-
Hoig\rd Zek-3g)%-1,3-2 8
N
OH ng/s\_—O'CFg
2 \ 6-((5-(2,4-—fa % -5-2 &
N+ A X HA)4-(1-F A -1H 3
. Hof @J ";’11"57_%_)41‘1124-“"&'
N o 3'%&)? %)nﬁn}{-
OH Ny %«NH 2,4(1H,3H)- = &
H O
5 . 4-E A K -6-(4-(1-F & -
N3 1H %5 =k -5-4)-5-((2-F &
HO$ QJ o ok -4-A)F 5 A )-4H-
1,2,4-= ok -3-£% )% -1,3-
OH N yb\——(\ = B2
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18 4-7 % -6-(5-(we oz -3-4
HO ¥ oan A )-1H-1,2,4-= ok -
N 3-R)%-1,3-= &
OH 1\\113;8\{3
19 4-7 3 -6-(5-((2-F % %
HO o -4-K)F & % )-1H-
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\ #)-4-(1- ff'%lHuslv-r-
o { 5-#)-4H-1,2,4- = ok -3-
H / £)-6-E R KA K-1,3-—8
OH r\|| 7
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N 3-9 BB A
OH N‘,;HNHz
23 o 4-(F F [d][1.3] = & # &
0] fkﬂ*ﬁ;'s %)5(2’4' f_‘}_%
Hoég\r NIt e
N0 1,2,4-= o -3-F B4 B
OH N,\’,Hm-b i

148

C852



1417093

| ¢, EA.WL 1
g i = Mo 48 o
g A zmﬁ»% fmmumu Kmﬁa_wm, L Y l_A_ﬁ
Exﬁﬂu& g_ﬂﬂm—ﬁl ﬂ_ﬁl:— W.I;_MMZ’ Q_ﬂ.wﬁna..: E.%M%A/_’
“ B Vo) o 53.&&. < ™ 7 6%2., <_,.aue.|_.
1 ,; _n% 1 1 . a#&; . El.l .»mH
g o ue g O 4T L #ES
# e o # el @ oo ®aS ﬁm%%
WY - WY < ;(_\AHw 8Ty ¥ ;M.\\)wm ._M.\+ &
< L < 1o <1 Ag WIwE 3T Mg ¢ 1K
SR IS [y Sy (cww® [SwNg S s o
o ¥ s g oS w0 B <+ W R D s o - B
£
o) W. (o) % — O m HNrOO uN...-.,. O\/S“O o <
) \ “ H g
\,NA©I HN O(N:@INHN -~ NHN Ol@lNHN W/@’N X O OHW
5 5 5 3 z
° Q 5 5
g g T

HO

24

25

26

27

28

29

859

149



1417093

A(F A%
)-5-(2,4-

A & K & )-4H-
-3-F B& R

—
——

/S”.-O o
£ £ 3 4
Oy % Oy 2 o \ £ Ox?
OUN ~N/ H H ﬂ /~z OHN sz /\N
~ 2z 2 :WrN zZ = z~Z f@r S \I©|N\..N —=z
=z \ =z \ ,Z =2 N\NN |N/ T
5 5 v.ﬁuwm vlmumm ° ;
e 2 g s 2
g
o — (g on < W
(a0] (a8} N o cn (o8]

J

150



1417093

g _ 4§ % W -

%ﬁ&ﬁ) %#4’ %%4’ %54’ _n%_;

€ e ! ! s

B Bk O — IR N %a%

.\_,.,%,._# .\.,HH < T 4,4m S

] .4’ [} .A_. 2)4.. 2)_ _4_

RN %%)% < oy —~ = T oy~ M,L,m

Ra ®g™E Do W E " g ME < A &

| YT | B gy D B oy 0 B SINETE-

$ 317 S Iy W g ® g g 0 B

Q s E QR Wy R Y Wy 2 g

" W W | Z A ol Z A Z ok ® ¥

Om. T OH ANH zT

° o

;

o™
N
HO
1}
on NN

®
N
N
ﬁ;
N
W)
N-N

>

HO

36

37

38

39

40

(853

151



1417093

. N, , _
e s R HE
K o fm...ﬁ.vz., f.mﬁm_ a«.J K o ¥fn.2
(.@ = - i ‘W&_ \(_‘_m.M ;6 o
L= o B 5 R R
w L w o o w B0 w0 < ¥
.B&)WI .n%.d. .;Bm_:# .ﬁ&“ﬂ/ﬁl 2,\_/4
g M o, S o T &
B " mua_%mm PN o O VR
oy TR AR \ | T e
| T e T g ¥ Moy B
sie S XEe s iTE s [Hewe
SRR SRR S L L Qs T T
w M FE w ol o s S w WE D Z
/
x 3 - Q
ONH ONn O&Nﬁ - OJINH
rm—_ 2 >z —~_ 72 2z © ~_Z
o Ns|/ zo3 o Ns|/ z_3 /M~ Z .- /—~ Z > o Nsl/ NHW
[lﬁllVl NH [lﬁllVl NH O[..AHI/VINsw O[N.A"le!N\w [|Ol z
o R SRS m
o
Q o
— o (ot} < Ual
< < < < <t

(82

152



1417093

G-Qa--—BE5 kAL
R A )-4-(6-% % & ot o -

3);'5)4H124-n£-3-
E)CHHNEK)F &

E:T
Z
HO O

(5-(2,4-—8 KA -5-E AR K
¥ # )-4-(6-5 o & o of -
-#)-4H-1,2,4-= o -3-
E )k w-1-%)F &7

UJ

(5-(2,4-—5c K -5-B R A
)-4-(6-°5% 4k K& ok oF -
)-4H- 1,2,4-- o -3-

el dE-1-4 ) F ER

B S

46

47
o

43

49
[

50

5(2, s A-5-ER A
4-(4- (1 AT HR)

A
% % )-4H-1,2,4-= o -3-
¥

153

¢85



1417093

\ %W..WL , .ﬁ. o ~~ R
R o ool g K |SEE SE i
- L ST TEEo T BT
PR SR N L T R R O ¢ W
< e T PR, PR
e o M%mi B S o AR LI
< e DY fRan R B,
&%% #&%L (_H;m b7 SN NN W TN

AR WL R =2 e 2 o
ﬁ%h - E A TIXe oy LT @7 A
w S T p W D L A TR T NPT
+ < o B 7 <+ # < B4 W <+ B Y
Xz
_ ==
@ z 1 S\/A

HO

D/S

\
OH N-—N

F
g
OH N-=N

51

52

53

54

55

52

154



1417093

. ._. %..wf_; —~ —
Ry K I 2T 4 2 3
s B ¥ kmﬂ :—3 .mm
mﬁa( Hﬁ Elza .ﬁ&. - 2 )
#9000 Dl AN . B
L Sl o o N s B
,.,a&\rx + T o —n T wy n| 7._3;
-! o ~ — ! v ! oy
- W sy ) © ST & < s <
el Z e o W
—we T .y o D WS ok, s 7 W
\|_ﬁ§:— n ﬁh.ﬂ%..&. **A- ' 4H Hﬂu,H
Fa®™ 7 Y o T TR &~ =K. =k
o 234.,# N 4&?&5 NSREN AN
S Tm o N _ TN N
R s + T +TWH OB [ S <+ S
_z Zx ﬁU
«/O A/HW /\ (o} .\ﬂ
9 SR @
L oA S P v
N
z"z =z zZ~z o NQTN
4 - - NLJN —=
T @) T =2
(@] Q o
g HWH Wﬁp ‘MUH
mm : m 2
(o)) O
- - - WA v

852

155



1417093

of \ IR A E6-(4-(1-F &-
\ LH 93] ok -5- % )-5-(2- (ot %
HO -3-4)2 #£)-4H-1,2,4-=
. |#3-x)%a3--m
|N>_/_<>
OH N~y N
°2 4-(4-(2,3-= & -1H-# -5-
£)-5-(1-F & ok % -4-
" & )-4H-1,2,4-= =& -3-K)-
N 6-% & A KX-1,3-— 8
O
OH N\‘N/>/®
N\
o
°3 4-(4-(2,3-=— & -1H-%p -5-
£)-5-2-2-(=FmA)T
mé\( ARK)TARE )4H1,2,4
"o Zok-3-£)6-F A A
OH '\‘"'{7’/ o 1,3-=— &%
o4 I (4-(2,3-— £ -TH -5 -5
%)-5-(2- “%%%Liu%)
" o 4H-1,2,4-= o -3-%)-6-%
N (_) A A K- 1,3-:.5?_
HO »—0 N
. N~y _/
°> 4-(4-(2,3-= & -1H-% -5-
HO £)-5-((1,4-= F % ok -
2-5)F A £ )-4H- 1,2,4
7 | Z4-3-£)-6-R AKX
N N
HO / _
N.N/)*o/\/i:) 1,3-= &

156




1417093

66 4-(4-(2,3-= & -1H-# -5-
HO A)5-Q(=F B E)T &
#%)-4H-1,2,4-= o -3- 3 )-
N 6-2 /K X-1,3-— &
HO NI‘ /)\0/\\N\
/
67 4-(4-(2,3-= &, -1H-% -5-
HO A)-5-3-FARAA-3-F &
T & & )-4H-1,2,4-= ok -
N 3-%)-6-E A/ K X-1,3-=
HO N,‘N/)\O/j(o/ a7
o
68 (S)-4-(4-(2,3-= & -1H-#
Ho -5- 4 )-5-((1-F & ik % -
2'%)? i%)-4H-1’2’4'
Z e -3-%)-6- & & X-
Ho L T o/""(j 1,3-= &%
N /N
69 4-(4-(2,3-— & -1H-2 -5-
HO %)5(@@21‘1“}?“@ 4'
& % )-4H-1,2,4- = ok -3-
N £)-6-2 &/ K KX-1,3-— 8
® HO NI"N/>~O
Co
70 4-(4-(2,3-= &, -1H-2 -5-
HO A)S-Q-ERARKRT A
Qp £)-4H-1,2,4-= ok -3-4 )-
6-2 &/ & 1,3-=—
d N o £ X - &%

N‘N/)\O

157




1417093

71 4-(5-(R T & % )-4-(2,3-
= &, -1H-2 -5-%)-4H-
HO 1,2,4-= 4 -3-4)-6- &
N ;_% 3 -1,3-:-&?—
\ o)
OH N~N/>’ O
72 4-(5-(RK # [d][1,3]= & #
Bk M -S5S-85)-4-(2,3-=
HO & -1H-# -5-4 )-4H-
. N 1,2,4-3"& '3"£)‘6'§‘ (2]
OH r\\|~N/>’O A X-1,3-—8
0
® S
o)

73 4-(4-(2,3-= &, -1H- zﬁ 5-
AK)-5-(4-F A X X ?i‘s)
4H-1,2,4-= o -3-£)-6-&

HO oy N
'ﬁ %$'1’3_ g?
N
1 o)
OH N~N/>—— Q
O/

74 (2,3-= & -1H-# -5-

— [4-4-(2,
' );‘5)5(3-(;?%)3&)%?(‘
o HO #)-4H-1,2,4-= o -3-%)-
23

N 6- M E-1,3-— 8
\ O
el a
N
\
75 4-(5- (B AR T RE) 4
(2,3-=— & -1H-#% -5-%)-
HO 4H-1,2,4-= o -3-%)-6- &
Aok X-1,3-— 8

L L g

89
158



1417093

76 1-(2-(4-(2,3-= & -1H-2 -
5-%)-5-(2,4-= 55 % -5- %
HO AR X HR)-4H-1,2,4-= =
N S3-RA)T B )k ok -2
O
OH &\N}/\——\_(o aﬁj
N
L
77 4-(4-(2,3-— & -1H-% -5-
#)-5-(ot oz -3- § & )-4H-
HO 1,2,4-= 4 -3-%)-6-& &
A E-13-—8
N
oL
: Re,
78 4-(4-(2,3-=— & -1H-# -5-
£)-5-(2-(wmBHE-1-%)T
Ho A 3 )-4H-1,2,4- = = -3-
A)-6-FA A K K-1,3-— 8
N
o]
OH f\\l\N/>/\""'\
O
79 4-(4-(2,3-= & -1H-# -5-
o £)-5-(1-2 A % % -3-&
#£)-4H-1,2,4-= =& -3-%)-
" 6-2 % & ¥-13-=8&
N
Lol

159

85D



1417093

[T\ \H/ n. ’ ' [}
Skmﬂ% RN R 3 3
') 4 pﬂ.ﬂ..LﬁJ P )
#Wu\/?f.ﬁ. ;.W&.l., MA\HE/ fmw%.;
.ﬁmﬁ. ]um4a. _Am.fn.u gn.w.rmn.
T, 1| n F oo ¥~ .%M,
— ' S — — vy
._:—3 “5.% g&g 1 1’
nﬂ.ﬁ&. . ]_H S.ﬁ %EI.
_.—(,%\2”,% ,‘ﬂﬂﬁ.m_\_lﬁn h,mynw.w;__, Ry
ROk w W Wy e _.,A_w%%
YA R - ¥ o SEDESD < A0
NP ﬂ&?& EBVE S
<+ S <+ W D <+ | w W
ol
D ,/N \_Hv o =
H @ (o) O%\W/O/H
@] =
Lot ok
O e . o ~
! < =2Z
—= ==
T
Yt : o
2 g e 2
(an] — (g\] on
%) 0 o0 o0

8

160



1417093

84 4 B-z & Ai-4-F &
o %)5(24- f§££<5§-
H A A ¥ K)-4H-1,2,4-= o
HO\&( 7// -3_?@3%
N 0
OH I}\N/>’<NH2
85 4-(4-(2,3-= & -1H-# -5-
K )-5-(wbog-3-% F 2
o % )-4H-1,2,4-= o -3-%)-
6-BE B/ X X-1,3-— 8
N
S
® OH rLN/>/ ¢
86 4-(4-(2,3-= & -1H-# -5-
2';&)5 (b =% -4- % F &%
HO % )-4H-1,2,4-= ok -3-%)-
J _ 6-R @A K13 =8
S N
OH l\L,\,/)/\/@
87 4-Z2 A K 6-(4-3{);'5-5-
(o2 -3-% F 5 & )-4H-
HO 1,2,4-30&-3-%)2{-1,3-
N — B
s )
‘ OH r~LN/>/ N
88 NEt, 4-(4-(4- (=T A m &)X
A)-5-(-3-4& F 5
o £)-4H-1,2,4-= o -3-4)-
6‘3%%**-'1,3‘:—@?
N
S
Ve !

161

¢8>



1417093

y . w o ol ol
oz AP A oz 29 g
%MM ﬁ&an?_yﬁ. %W.Q_Jﬁ. L (.\2,,%T J\2,,%f
w w2 2w w o o o
.«. - ; : ] 1~ )H )H
< 15 N Mo 5 & # s 'C a5 T
Y B e N T N s gl I s — BK s~ BK

' /l.\..»m..l. /ﬂ\....m.l. p . M\h/ . M\_/
%_2,; 4/u.\.a_m_ 4h\.a_m_ %_4_; <t P N
LW Yo TR ST oER VI < B %?&
TRANE S A T AL S NP Ty
+ &2 2 <+ W O <+ WS + & 2 + Q¥ <+ o ¥

= = Z Za == =z

\_? 2 A//W A//W \_= \_/

» o ) 5 " w _ o _ »

4 =z Q (&)

O 7O | 0N | Oy |70 7O

=z =z - =z =z =z

5 5 5 5 5 5

g £ 2 g g :

o =) — N N <
o0 (@)} (o) (@) (@)} (@)

N

162



= of -

—
—

oA -5-2 &

-

—

&, -1H-% -5-

)-4H-1,2,4-

—

—

3-

-3

-5-(2,4-

2
%
¥

(
)

%
%

4-

= o -3-F B RE

1,2,4-

HO

HO

HO

95

96

97

w4
fm-
=
7
'
am:.m
R
; 1
N
<
Q =
w W
o
I
o0
(@)}

1417093

8

ok -3

—

-— N
—
—

5-(2,4-
RKE)-4-(4-7
4H-1,2,4-

163

HO

99




1417093

e # o o9 e PR R
. ~~ 1 nal.
Bk & 0w e By T W W)%J
@ ¥ s anT 235 o gy
L. 237 [T, S T ¥
Tatw  [mIdH gl SOl S g
T gl e ORI K N T BT < # T
1 ;.03 d\.l4fm J\\./E@a) (.\+ \.)1 (.\@Ih\z,;
& o 0! [éﬂ;.ﬂn 6&&.. 64.&.3&. O —
< Z uﬂﬁ_). ..3.Ma; b #.,A. .\.Ip\_e.Q_J
,__ 2,\_/_; %6»&6 AN il e B uﬂm:,_m*\}4.|.,
e T SEgA |(ek¥ T 5 g W INE Y
8w s g ¥ oK wy o wk W D N
< w0 < W Ow WS T <+ h o M <+ & W F
<~z - //N ~z
( \_/ \_/ =3 / \_/
\_/

HO

HO

HO

HO

100

101

102

103

104

{85

164



1417093

PN %.w;; \P_. R 2 .

) pmﬁAm. : B m3 W mln/mmuao
g2 e .ﬂm*\_ll, %%4 N g
EEow U EST [Saln Elan St
Mm_uw;; ﬂ.%ZHXY &%%WA” A_w.\“J.l_.; &M.W.m.;,;
W&zﬁ o ORI R TS + My T
N SL3E [Tawc S e =T
TE T W %4_,.”, ol F s ~ T -
Sofe TE®S ek y, € g g W SR
T e TxeW g ¥ T o s o B D s
- WS < WO S = <+ n s B <+ 6 AT

~3 S\/N S\/N S\?N @ S\//N
/\ J S //N kﬂw w S

[

2 /

] S \ f
Q ) —~z = w 2] = n
= @® o z/ Z~
YOL PO Oy O | O

— — =z =2z =z
5 5 5 5 5

. g b £ 2
W \O ~ o0 (@)

O o o O m

L8

165



1417093

110 OMe 4-(4-3,4-—F &K X
OMe g—‘)_s_(w% “&'4'5‘ qa l}:{
HO #)-4H-1,2,4-= o -3-3)-
| 6-% A KX F-13-= 8
S
s.
Loy \/q/)
111 \ 4-2 R K -6-(4-(1-F % -
N 1H o3| ok -5-3k )-5-("& =% -4-
\ A Pk )-4H-1,2,4-= =4
HO S3-R)K-1,3-— B
s
Ys\/é:/)
®
112 4-(4-(2,3-=— & -1H-# -5-
;_E;) 5- (‘{%"i 4- %? ik
HO £)-4H-1,2,4-= o -3-%)
S 6-#% & KA X-1,3-— &
OH %S\/Z‘/)
N N
113 \, 4-B B & -6-(4-(1-F &
\ 1H #3] =% -5-% )-5-(3- ("tb";i
HO '3'£)'ﬁlf%) 4H 1’2,4'
o =4 -3-K)KR-1,3-— &
S —
. OH "}~N/>/ \h/l
114 \ 4-2 & % 6(4(1 7 A
N\ 1H #3] wf -5-% )-5-(2- (“tb"i
-3-A)T B & )-4H-1,2,4-
" Z4-3-K)K-1,3-=8
N
s
Ve

166

8



1417093

115 0 4-(4-(R # [d][1,3]= & %
O B o%H-5-8)-5-(2-(r o2 -
HO 3'%)6 ng) 4H- 13294-
N s = -3- )6 ;‘ﬁ%
OH rLN/>/ B 1,3-= &
N/
116 5u¢,ﬁ§5§ﬁg
: RKE)4-(4-( A F A)F
Ho //Q/\on $#)-4H-1,2,4-= ok -3-F
Bk Bz
N (o]
®
117 5-(2,4-—m@ X -5-E /&
o R A)4-(4-F £ ¥ 2)-
4H-1,2,4-= o -3-9F & B
N (o]
OH \\N/>"<NH2
118 N 5-(2,4-—f X-5-E A K
P ¥ A )-4-(4-(((2-F A A T
S ENWNF A BRA)7P X)X
#£)-4H-1,2,4-= o -3- ¥
—N B A%
®

HO

167




1417093

oy M~
..W%wﬁm, !

B
] ) 4
W E o
NIz E
< AN

R
D W oB-

e
%unmu
m D

.1.;
RS
o~
TR
e
4,4\./6
S
R SRR
NI

|
Iw.aw;
m T
.11:—
M
%?2”%
w.«.rl_.l_.ml
- T
45\_)\h/_.m
2 VamnN
T My
SRR
o B A

e w
34
iHy%
&aw -
..&4
#o o
_.«i_laa_m*
03.71.
;{mﬁ
¥ L%
Wy
W AT
NI O

HO

HO

HO

HO

HO

OH

119

120

121

122

123

85

168



1417093

o .m._ £
g fm P en oy
o mk T ° A oy
fm.sm.wz., ./.I..:—.m Wl..wm'mx _.m;u.vﬁnu_u%
ﬂmﬂ%\l_ .n_,ammwfm. L(u.\,.”# &M/ﬂwm%%
SL.H am*aln/_, NN .QQ\H&)
ﬁm&.d..% umu.l.,ﬁm* 4)“"@ QM*N.E.IB«.\&W_I
~ T ~ 4
WRupepe 1T JH o T
AN v Yz PEATRORS RN |
;N_Q_JEI 4:\_/)\h/ %_\H - ; _)al
T T gy e ¥ I < T
Sw R Y 00 g e T w X SN T
b e w | o E + T o W
/ \
« Iz \/ z
bx _ v\
/T \ Oﬂw/ W — w Z —~=z
> 9 — _z e 2
d ot N3 M _z w/ Nvﬂw o o%
__/ = = N/W =z 27 Yz
T =z =1
o) T
z o)

HO

HO

HO

HO

124

125

126

127

C8)

169



1417093

: = o 0 ¥
— Pud
*23 %%a e oy %%H%
T i B B wHS
R A > % PRgeE
VR~ B %lm W % Sl
a&@l%?y c(\___w.m =l ,_M.,_L.\).mx
Wy W AN wE |
;J\% ;Am..r .42> 4.EI_
_4fm..:_ < W B + T S IE
. ! . N~ - _ -
G S % TN
(%%2; l.\.r ..\.J.n.—A.m 5*.&.11
..\_J%.‘A-WII’ 54.5-%
T
£ = * N W/V
° (®)
ot | T u\/ 2 N Z /\m
2z
L Oy LI O
\o N/\N _J 4 by
—Z
: ; .
X
o]
Q
O €I
o] nHu e
s
(e —
N ot B
S S =

¢8>

170



1417093

132 o 5-(2,4-— K -5-2 A &
() % K )-4-(6-5 o & o o -
N 3-#%)-N # & % -4H-1,2,4
| Y Z o -3-F BB BR
P
HO (o]
N
\ %N
on NN H/X
133 0 N-Z#=TH-5-(2,4-= %
() K5 & K K A)-4-(6-
N o ok A wt ox -3-4 )-4H-
| XN 1,2,4-= o -3-9 B8 B
. Z
HO (o]
N
\ ﬂN’k/
OH N—N H
134 \ 4-2 B K -6-(4-(1-F % -
N \ 1H 3] ok -5-5& )-5-(vtt =€ -3-
B % )-4H-1,2,4-= o -3-
HO E)X-1,3-= 8
N
S
OH r\LN/>/ J N
N/
® 135 \ 5-2,4-— £ -5-F /£
N1 XE)4-4-(2-FAKT
0\ E)F A )m A )R K )-4H-
HO 1,2,4-= o -3-F &% A&
N O

171




1417093

_ PN
g = I g ® o~ g M
- 7o) B ™
By UK — B 0 B MR i W W
1 ! 1o _; .WL ' -+
5%..“4_“ Vi B en 5(\%3 v B3 |
1 ..:l.?u. | 1~ 1 "~
sy B A & 5 sy S o2 # S
oo T E S EONEE
|V 0 B Y« T ;(.\»\,__Ml,
1 1 -L-
_4 ' _4 o .4 _4
< AET < A A%%m NN
& s % T Sy N SO
b F | bW b e s W b e o
/N\ 0\
um/. umz [y ~
z
O/\N Z Zz \N 4 H
S0 & N O [T O
o / / / == /
5 5 5 5
2 2 e 2
.6 ~ 00 oy
on o o (aa]

3

172



1417093

<2 ~ .EL. ..EA \h/.
B - Ao A B
W2 g g~ K 4%4 %%%ﬁn
LY fma.H.% oo ERE oRe
B 4 2 B~ < R o B gy 0 B
» B o oA Rl B e o W e
' ~ _aﬁm*WI 4.,))WI wl. ' wm.
o T N o gy W~ %%.@; s W ¥
e S Rae o “ ¥ w o0 e B o
0T A | T Z o B oy 13 %
LHEm LHW:__ N e s O LSV + T
~ 1 -~ <+ o : T " .
QA4 VG L gy o H 5%m_rH;_m S#Me
w W g w WD W& 5 o T+ TR - LT
m C
P4 I —
P / H — i 4 ) L
- > Nz 1 w - V/ )
== / / - V/ SNz _
4 —_ N/N 7 \l/ \/ =
\m —=2Z o} 7= z 1
L T
© o vWWm 5 3
2 2 2 2 2
— N N <
= < < < <

¢85

173



1417093

5
X
w
afy S
w B
;H\
< <
a A~
&%
=%

= o -

5

-#£)-4H-1,2,4-

BE)FRI)REBRET

¥ = T &S

o F o

“

X&_h 2
oM
Te¥ o
2gnH )
%_1—;:_

o) ]
3T

4 -
ﬁwma_uﬂ
i&rﬂ\l_A
.; _H
a2 Ty
2.,4:))
SIRNVE

e h-5- &
£)-4-(1-F & -1H 93

-
—

((5-(2,4-

5

m.;mu
,u_am
\

. 5
<

o
~ B
a1l
> g2 W

o M E .

\

N
;“
N E)F R)K &2
Nva

OH

HO

*H,N

Fsc\[ro
o

Ho{é\f
\
OH N~

145

146

147

1438

87

174



1417093

. 7~
- Y
o 1g
B T
Z A
L.\_):—
Yo <
6&2,5
o o
e Fom
3
EAH\.)_
<+ = W

Qe T oy

HO

HO

HO

149

150

151

152

89

175



1417093

ﬂﬂﬁﬂﬁ;. a_m*. ' ' Wy
g WY BN b W<
o) & a H~ 5 — A
zﬂ.ﬂ_(_\l u..p.mmn.%_ ﬁmﬁ.l..; gﬂ/a\H%
;4.,N.u.u <+ 0 ﬂA.H?_, N
ST EN) L e
1,&&)»& M\ﬁmwx M\@iw a_m:m.wm*&
SoNRE o 2 ERpa Bl X
SN ey R TR
' ~— v 9«% (o\ I .N :—
Fao gy o LR LN - A B
Mgy o o e ¥ g o
<+ R0 B + WS < & vl P

N\

°7
&
0]
NH
N H

\

OH N~

HO

HO

OH

HO

H

N

O

N7/(

. N
N—N

o

@

HO

153

154

155

156

8

176



1417093

157 “(2,4-— 8 A -5-E & A
o™ ¥ R)-N-2-(=F B £)2
N £)4-(4-(Boh A F 4K
#£)-4H-1,2,4-= o -3- %
& B
HO Nle
/
OH '\"_(‘ ”/\’N\
158 \Q 2,2,2-= . T B 4-(5-(2-
\ AT A)4-(1-F 4 -
HO j’\ 1H- 3] u,%-s-;;g)-4H-1,2,4-
N o HO” ~CF, E_ )6-5‘_,5,_%3{_
OH h}‘l‘l/)/ \/\NH2 1 ﬁ
o
159 2,2,2-=Z 8. B 4-(5-(2-
N (T A mA)EmA)4-(1-
) P % -1H-3 % -&) 4H-
HO 1,2,4-= o -3-3)-6-
N x X 1,3-:.1"1?.&‘5
S
OH rsLN/>/ \/Q
o} HN
N~
F3C/lkOH
160 o~\ 4-(RK # [d][1,3]= &, % 3%
® o B -5-4)-5-(2,4-— 5 £
HO 5-8 /& % £)-4H-
J fo) 1,2,4-= o -3-F B¢ 7 &5
oH N />’/<
~N 0'—'\

177




1417093

4 e M N~ L
sy g w T o~ gy PRI
e~ ! © %;ﬁﬁ R N s e AR
2 oY B & o de S g SO
T . # ;4,N.£ _meT\). BT o
- 2 1A <+ ~
wE S W B N NS T e im
- wl b ~ — 1 4 o LN -
R 3 - e o =AM By o
WY Om WY — W3 < Y o+
P T A s ) N NI N % )
- A A v A #dﬁm « AT s A
° ° 4 . TNt _ =
o w4 @ Sw T [Kews oo L S ¥
b W W B SHHE [ R0 RN Z w T o)
5 /ﬂ ~z" o
. D <.
o Z £
SR O d s PN -0
Z N> H ]
b4 Zz
N\WW A /\N o .\.N\ \N/@/N /\N \&/NVIN
z — =1 1
5 5 5 5 z
2 ¢ e g g
— o ) <t )
\O \O O O O

872

178



1417093

~ r, . 7Y !

q
B 2 W mu.\_,.“.,» ﬁ@m&#ﬂ?ﬂ %5%%
N ..s o ! . fm )2., B :—
a_m# ' \ ﬁm*ﬁm* ! E» ' ﬁm*« , <t
.ﬂ&.wf., T .;\EH @~ .
%u.m_;?.g Tw A“.W% <.JJ\)4 M.M;zz.,

T s Q _ A
ST g My Sz
,_l¢\<.J2,ﬂAf % .m%»@w/ uwmm.mufmu% N A
emin T, Y e B < A~
S R ST ST ol
v 4 4fm .w&ﬁ& ' ; :\./LN. T~ L%
NI TEY Sw D g SN
- o - # 2 L <+ HOR

/ ~7
N\/ N\/ —= /ﬂ
/N\ S/ /N/VA S/ x o £ v
O I
-4 \IN
O & | Oy Tyl X
=2z =2z == -
: Yﬁww w :
g g : :
o ~ oo o
N N O O

(8

179



1417093

.L ]
M@Wm
B \r%
’ A
T
5()&
.n/_~ EI
ﬁmWﬁ_
WY~
| A“.ﬂm‘/_\:—
<+ A r A
SN
o

HO

HO.

HO.

HO

170

171

172

173

€8

180



fm%am_%
B0 w B
5»&)3
] .ﬁm*.
,wmmmm.\%,;
o <
SN
ST
s T

AR
&k -5-F&)-N® T K-5-
ni -3- ?

-

—

—

pA-S-EREAX

% )-4H-1,2,4-

B B

—-—

—

4-(3 3 [d][1,3]

(2,4-

T
W B
i
8T
SN
TR S
T
<+ <l -
.SL..r.
Iigw
<+ 7 wd

W
@ W
&'\ s
;L.,NZ,
g
mwxm
d 7~
gy B
#Q_,fm._o,.%
g o gy B
< KO FEQ

1417093

HO

O
—
L8

O
o]

4

H

-

o

o]

N
N

|
Ne—

OH

HO
HO

A

/

N

/

/

N\~

§°\\
)
K )
/
N

miSY
\
OH N~—

\

CH

N\
/

N

HN-’\—-

174

175
176
177

178

8

181




1417093

A ~ ol ) - —_
e - 4 % 4 4
c ' . | 1 '
i.,_,m..\Hwnx ~ ay W A MM\H% MMM
INGBS M;ﬁm 'Y Y ™ o
—_— N~ v ~ v
3,l.\ ..ﬁm_ml ;E/ .Bm_..*@l ! .“Am.
Sif0e ez Ay #L g
Dteslel 42@@ edol 13
¥ A w | . A 1l ¢+ 4
Fao®S IS < e, < Lo
o T PR o oy S
+ WO B ﬁlm “w WE v
J . W/ ¢ (
X

HO

OH

©

HO\é\‘/
|

OH

HO

179

180

181

182

€8>

182



ek -5-ERm A

RKAE)N-(2-HH &K T &)
4-(4-% % & % £ )-4H-
o -3-F & B

5-(2,4-=
1,2,4-=

CH

O
>

183
184
185

186

1417093

8

o]
183

I\
/

N,

NN\

o]

>~

H

N
N

-~

|
N

OH




1417093

' \_} — , N !
O o w® g S EE
Am.. ..I.. LmeI.M.L fm/v!:\n/.a %xﬁ\h}ﬁﬂf
L PE T A0 LD
© WY~ Wy LY B g2
) ﬁm* %pﬂ_u Am. _A.wA_w ).ﬁm*
m.w\_,)am,& %E%z oy u_,\%d&ﬁ
° T NE B8 gy o # o ol
¢ 1 TE 13 % N
| nl )+ = , A ' < R
o Toe A A <+ N
sk T 8 LY SR TEASH
<+ oA - AN s < o T
3 /
3 / \INV ZT —z N\/
—3 o]
/N\// z n ﬂwl n S/
@ W ~ —~ L% \AWV,Y
S / ~z > —Z N/N
—_ Av !
2 i W O %
5 ) o

HO

HO
\
OH

HO

187

188

189

190

85

184



1417093

WP ' BN , B ﬁm*_./u am*\.}.
o3 Mol ¥ "
T NE 2y 2o T
T9 T w0 K o B ™ D B
6 Al gD o ¥ T
Lo — ] A R 2 .
&_ﬂ*.u.u. B&B@%Z %%04 ﬁm#a/un Yy
G NE -3 o a oo s
nﬁ\rl.. | - YT - W% e
T v3iY siZz  |3%ed
o W Tl My i R 0
C ¥R a4 Z AW en S n W WS VoRh -
Q0 - Q s
: % 0 (
I
Z 2T
(s pd | Ak
\/ — =2 /\ \N/ ~z M/ 7 ﬂwﬂN \.I/IA,I/VI/N
- 0[N¢N \_N O/LN'QN \W 0/.I\N . \W
o 5 V\@\m 5
— ~ " <
(@) () (@) (@)

¢8>

185



1417093

ﬁm:m.uam:;
L
B G T
W5
EPP Y-
1 7wl
civae
QoW WO
w W L F

%%ﬁ
W
B
o HE |
o
E I
;(.\1_.
< 3T
< g
o

IO
fml..w_m2m
wg 42 B~
Ao R
...,.mJ\A".
Wy~ &
CEE
;J\\_)Xfau
.N%_)_
< AL WD
o s N g
» o sl

1 g
g
SR
TE LS
N
D AR -
mﬁ@”&
Vo 2 5
w LD
ECINIE R
w o W

®
2

HO

OH

C
B

o]

NN\

0

I\
-/

N

/
N

i

OH

195

196

197

198

8

186



1417093

HO

HO

199

200

201

202

8

187



ot -3

—

BEA-S-EAK

R A )-4-(6-"% % K b g -

-

3-%)-N-(2-(® & %% -1- %)

Z %)-4H-1,2,4-
¥ R B

5-(2,4-

zggg
] .f$

O o
L S

A
a.ﬂam:%,;
R
L INSREI)
TR Jes
+ 29T
Q\%%%%
5#14.&.@[

HO

HO.

203

204

205
206

207

1417093

¢85

188




1417093

208 ° 5(24_"-% “E /A
() FA)d-( ok R R
! N-(2-( % % -1-%) 2
£ )-4H-1,2,4-= ok -3- 9
HO. ) %BQ
L
OH Ny HN"\_'NO
209
Q0
C)
N
o . Q
N O
I >~
HO N NH,
210 4-(4-(- (- (= F B £) T
NN wve, | (T £ A)-3-f %
. £)-5-CF i £)-4H-1,2,4-
HO = o -3-%)-6-2 /K K-
X 1,3-— &%
S
® OH r\}-N/>/ D
211 5-(2,4-— 5B A -5-E & &
N R A )-4-(4-(2-( B H - 1-
R)T BB AK)XK ¥ )-4H-
o 1,2,4-= ok -3- 9 & B&
N o]
OH \\N/: NH,

189



1417093

o 3 % 0l O o i o o 4
® g .a_&ﬁm 2
LA ﬁ%%% ﬁﬁ“@ ﬁ%?_%
oy & o B~ B o i%@mm
S0 o oMy Bl
R 5 W g MIT I
ﬁm%%@ @ N g3 R AR
| T T8 YN 4 3T |
5 L~ L U L ! $E
UL%%J ﬁ%JW ﬂ%%m ﬂ%%%%
-l WA SRRV P
O /N n“._?.lllo ,Nu
o mx o 3 Oy’ E x
/N\J H oOn/O/H \// S
z S XN ~—~
~ /@/N HN\N 1®/N WN\N ] //\NIOINHw
z 5 5 S
2 g E: g
N o < v
~ ~ N ~

85

190



1417093

NS & ~ B, W
M el | SO Y
s~ B e T WAE 4 e
\/..\ﬁ.\./._ \ﬁm,...o ~ ' o 3 on
3/4 E, N. ﬁm_mlhl; ﬁm*_,;la
' B _L\_}.ML L .cu.& '
v vy [} H_m* % ]
.ﬂmﬁ),; _A“.»nm*:# w& . ,L 3., ..»m4.,#
gfﬂﬁ.ﬂ;;ﬂr a_m*lfl\\..w ' Elﬂ«.JAm..l.‘ Elh\z:a__..\&
R a7 ol Be~5 | o dote
! " (aﬁ/*z _ -~ /.\.H

;N.umﬂ.l_. ;A.-. —_ ..%.I..ﬁm* _)4§\
L g T LY B Ty THTT
4;\)6%4 ¥ ~ T ,(.\54_.W ..JA.)fO
R S ol Y I A A NIBAR. BN
W B S WL s < # o < #IF )

/ ~Z ~2Z

va /\ M \_/ \_/

O O W
M 3 ~* \ o 1 »
4

0k | ToX Mok Tok

=z A _J _d

== Z pr4

5 z 5 5

HO

HO

HO

216

217

218

219

(S5

191



1417093

4 3
_ o VI MJ%&
QDA W o " ~ w7 | Tl
~_~ ﬁm* n%raﬁm* e&nH Bﬂ . i <
sy M o B L Nl e B e ¥ aw
w2 e on W Wy . o} ' %.:—1 3,(\2.,+
w&k El. .Bm*.mx _%49 .nw&. ! — ...lﬁ_.&
' .WL; <t B unm* o B 4++A. [.,\.J.
El3 ' ~ on B . -+ " ¥ — H
A e < o B 1 E oy S
D o - T¥< N Lo T o o
.% ,.r 6%2«&« _44:ﬂ (\.)H p\.uuum*/o
S _(1,; - 3 AH T p b
THE T SN QIPEPRS T A TR
Telfe  |RLiEe s S¥u?  Txed
/.\EI. .1., o4 ..\.J N~ N — /ﬂ\ ,
+ <Y m W L ~ 7 %ﬁ.m_ <+ W= < B owh D B
ke ' < w3 IR
x, i {3
~= =z __ 9 /\ %
I { \_/ \
= \ 4 Z O
~ N ) \\ o
w o
x 7)) 0\// 4 < \N V# %N
= V/ //\N vyN — Z 2_ I N\M
/ N/sN Z 1 —2Z
=z
4 I T p
s 5 ° ° °
(o]
g 2 2
J g *
I
<
o
¥ a 2

192



1417093

EXEHTFY HAABIILEHZIELEEHBY KX

AT ATZEY EHEH

\ \
[ -

/ /

A NYX15H A NYX‘E’
_ \
k, N \ N——NH
ZREWRY
® X,s=0 S % NR,

Byt  EbhbhairXEHBAMmETIH R
B M THRELEZIMALRIGEERH AN RE LR S
AR - THRBEMAELEAFTEZIEEHREHZIHAX

i TRAMAMEATZILEH T ABRESE -
A AT E o PO TAFTHRARB X KAERKXEHA
tebohzibbhthdARABE - Rl M T > THAERA
@ LB ABRFHTAEAXTRETAERAE L

\/NR"R:, A /NRaRb
‘ B ‘ B
= F

| |
A V o) / o A N
~. 7 H,0 OH
\ W/ /P\ — \ 7/
Rs NN WO oH R, NTN

859
193



1417093

\/NRaRh \/NRaRb
l B I B
F /
!
% / Q. q HQO YQH
N—N HzN/ Q=0, S N—N
Rs
‘ AN /NRaRn \/NRaRb
‘ B ‘ B
F /
|
H
A N N. o H20 NH,
!
Ry HO b,

NReR,
N N N
> .
/
P
Hy0
QY Ao, Oy
X=0-S s NH
N-—N N—N

RY BRI LR BA LT ARRERATALREH
febth—REAMER B RRAREGAE -

FHEXHENEMER  ARBEARABTAILESHE X

iz % REMXHE Hspo0 & 4 A & st ¥ % Hsp90 =
i

194

€8



1417093

CHEARAFRILESHZIHE
AFRAICLG Y TEaBREORAMALOERT FH
#% > % R ] % : March, J. Advanced Organic Chemistry ;

Reactions Mechanisms, and Structure, 4th ed., 1992 « £ £ -
AHEAZILE D THEBFS LT @  BRXFEAEKREAXELEQ)-
B AFR EEARXFEERG) AL THELEBBERE
UFE k@) (LRARTHREZ 1) - AN ELHEAFALS
MAEALTH OO REDAETEL  RTHAC LG F ki

REEGTEDE R#HE -
HEull B ARABERAICAWOFETRLN TR 2007 £ 5
A 25 BY Hx £ EHEFEHNPIFER 11/807,333; 2007

FS5A25B ¥ Hx A ReE R AP EK 11/807,201:2007
£ 58 25892 tEBEHEHPHEE 11/807,327; A
B 2007 £ 5 A 25 B ¥ H X £ BREBEMEHPHER

11/807,331 > B & P F XL XX 2P A THANEFTHRUIAF
ABMARXTF -
REMEBTHRATE-—RSBREST B FHIAE R
TR -BERERAZIFREREZFTH

BERERAKRER W &

¥ P EAHREC-F=ZTA
- BEHMAERXZF

~BEZTHERCFERE

R Z T LB FHE

¥ sk A o H 4

. & AT ok B

i
s

e
3
&
M 3
o —E
¥
S
&

ks

Jit

® &
B
p L

pol
SE
e
A
i
s

e
=
o
(@]

2{N

;e A
Wmn}-
R
5
B
):'m\;

e
o
|En§‘\’/\
o
+ 4 -

f
& 4
%

e
T o»
3

e
B
3
=
%
fou
B

195

82



1417093

# T. W. Greene, H # & m ¥ X 4% # 4, John Wiley & Sons,
Inc. 1981 ¢ # -

Pl

#1:
m A 1 K| = 2ibbhX b,

o) 2 9 |
N
/SCELOH X ©/ TN 1. (COCl),
B8nC OBn >
NH,
(1) (2)
| \O |
0O 0 1. Lawesson's N~
2. NHoNH,
N N~ 3.CDi
H BnO
BnO OBn \N/ OH
ogn NN
(3) (4)

N\/\
H, / PdC
HO.
N_OH
\ )
N-N

EHF > BERAEAYToAL II §mM5H
LFRRRE - AHFE-F4&

ot & R

uE
;H
e
I
S
B BB
=4
-
B
_m
or
i

196



1417093
AXFHRFEN)  RATHE-FALRXRFHFass LiOH
— A B AR £, FHQR) ABHEE-FAL
RFPeQamAiX B A RBFRE-XFHEBEQG) - A
BERA-RFBECABBERBERFE =2 4) AEKET
HRAEREEHEAETHRE  UBHLEH -
m R 1l

ol B )H“ Jd@t“" o
® [°an

NH2

1. Lawesson’s

~ ~
I [+ ' 0 I
: N~ N
f KIO 2. NH,NH, ~N
N N~ 3.¢ol H,1PdC
H BEn0O. HO.
BnO C8n H ( N > OH 1 N, _OH
OBn. N-N OR N—N
) (4)

A —MBEBEHGP  bSHT i I FpFwH
U THEHARAERMDEIBARKE » AL B L -X 1 -
7 BE AR (2)° 2R & 7T 4% NaH Hw 3] (2)% & K THF % 2 & & 2 >

@ Liiimvr UAHGGAMBR-EANTA-AE
Bz (3) °

B AR AN-TA-m g ()R ME-T & 554 H

hotho BB A-KR-F A% KB (4)e T & (4)% 4 Pd-C

Z MeOH/EtOAc Y 2B R #E X &1 > UF 2 N-FHA-E &
B -KX-1,3-—p&(5) -

THS)N CH,CL, P2 H\HERSFN LLU-BRE
ko > UIF P (S-BABELA-2-FPAE-XA)-FR-84-

8>
197



1417093

Bz (6)

T B ABEEGBRBH (R EXE R ¢ M4 (8)-
TH NaOH K P2 BZmMmE PRHB)Y » RETH LA
RR R o - RBLTHRBEBERAMAHNREIL - KRET
FRAHIBIE R I RFE 4-RREA-6-{5-FKA-4-[4-F

A E-3-(FE-AEA-BA)KA]-4H-[1,2,4] = 4 -3-K }- K-

3

-— B -
w1l
‘ ~o ~o
@'NHZ o Eun oMe © \( CHyl, NaH, THF @,r':\(o
| aly, 3
NO,
©/:11 0
\( BH; Me,S, THF @,L @L ©/1
NOZ NHZ
3
o
HO N HO
HO
NHNH, + j\EtOH N ”Q Neowm
H NCS SH
, : I X r

L£F—BABER YT - H Tl IV FmTH
WH o THE-FHARXNA N NN-ZF AT HK-1,2-= &
RE > x4F38 N-(HEEXE)N NN-ZFXTK-1,2-=
B THQ)zBZRBEL AL BB %L ¥ A MeOH
h MR BB T AR RAETHARE skt w2 2)F >
438 N-(EH st i-XE)) NN N-ZF AT K-
1,2-— B2 (3) °

198

82



1417093

Bk TRERABEC)RKT &
7

EH 4-(4-G-(Q(=F mA)T £)(
A)-S- A -4H-1,2,4-Z 4 -3-8)-6- B B AK-1,3-28(4) -
mE IV
H ~ -
~o N~y 0o | (o) 'L
Br | N\/\N/ 1) H2, Pd/IC © \/\T.
I -
Cs,C03, X-phos, Pd (OAc), 2) KB ok ed
NO, WX 100°C NO, NCS
m @) @)
OMe |
‘ ©/N\/\N/
g .
1 OHCONHNH, HO f
2) NaOH <y SH
on N-N
(4)
MRV
CS,, KOH
Ho\é EOH Hoﬁ g%f'g?as HO 0 9
. - - 35\ s, /a;
- CS;H 3 B
OH yR OH P B2 OH S S OH
1 , s
6
4 [S
NH, HA' ‘n"LNHz
—  a HO HO ]
Y Eoe A
P on S MW 1n P-4 O NN

199

{87



1417093

wE VI
) )
N N
R1
| ~N R2-N I SN
P H Z
HO O HO O
N% P, - N
v I o \ i R
oH N°N oH NN o2

DAZEHILESGMZHIR
[ ABAGHHIRB RS BAEAZIILEDRES
ZibbhzahBRFTER  BEAHAAHBEBR - Ui H
Hsp90 FH KXBEH ~ & -~ EH XA EH ok EINAR
ERE - RSZEEKRSEE -
E—BERBEHF  RAEAGHHHR P c-kitx BF X
BAEA/ZRFRCEHERRARBDZILEBEE T ELHEKTE
A B EZE (D (D)~ )~ AV) ~ (V) ~ (VD) ~ (VID) ~
(VIID) ~ (IX) ~ (X) » (»XI) ~ (XII) ~ (XIID) ~ (XIV) ~ (XV)Ff
Q@ Azt HAAEMABRTHRALIPAAZIILEY -
E-—EEBEHS P KEAGHHEER L P Ber-Abl
ZEAROCELHRBEHEARBRZEE T XLERTELA
gz da KX () AN~ (A1)~ AV) ~ (V) ~ (VI) ~ (VII) ~ (VIII) ~
(IX) ~ (X) ~ (XI) ~ (XII) ~ (XIII) ~ (XIV) ~ (XV)Ff % & 2 1t
tHREEMEREMRER I TATZILSY -
E-—BAEBEHF  RERALSGHEEREE T fIt-3 2 &
FTERBRLAR/IRFLLCEHEEAIARBDBIEE - b F HOHER

¢8>
200



1417093

FEHEAXEZ G () AN I AV): (V) (VD) ~ (VII) -
(VIII) ~ (IX) ~ (X) ~ (XI) ~ (XII) ~ (XIII) ~ (XIV) ~ (XV)Ff
ATzt REETEARBEA XL 1 THATZILESY -

A-—BEAEBTH Y RAEAGHSEHEARAE T EGFR 2
EBHARR/IRFLUCOCEHEFHEARRZIBE - bHh Xk a#
BFEHEAKXEZH ) (D~ AID) ~ (V) ~ (V) ~ (VD) »
(VII) ~ (VIII) ~ (IX)~ (X)~ (XI)~ (XII) ~ (XIII) ~ (XIV)~ (XV)
A FZALE MR EEMTERTH LA | PATZIALS

® 4.

EA-—BAEBEHY  FAEAGSHEHEAREL T Hspo0 48
BHPEFaRtBERRIEE LI FTEERT ELEH
#Ezd X))~ A~ JI)~ (IV)~ (V) (VI)~ (VII)~ (VIII) »
(IX) ~ (X) ~ (XI) ~ (XII) ~ (XIII) ~ (XIV) ~ (XV)FF % 7 2 1b
b REEMBEBEG A1 AR T2IA -2 F Hsp90
B EXRAZILBEXIEHAAOEAEIMRKR B oo KT B
( DLBCL) -

® E—F @Y > AREARMB - Hl e+ Hspi0 F M
zZHEk ReERTFRBEBAEXEZH AN D) (AID) -
(IV) ~ (V) ~ (VI) ~ (VII) ~ (VIII) ~ (IX) ~ (X) ~ (XI) ~ (XII) »
(XII) ~ (XIV) s (XV)Fr AT Ziba L EMALHE T 6 X
2 1l ¥ rzitdth - £—BERBRETH P bbb HhH#
BT EHE BREAFILIGHWEEIEEAABE IR -

EF—FETF  AFEARB-—RBEBRIAABEAALS D
PRABREZIFTE RAOAERTFTHEAGIHAXRET X H K

8
201



1417093

(1) ~ (ID) ~ (II1) ~ (IV) ~ (V) ~ (VI) ~ (VII) ~ (VIID) ~ (IX)~ (X) -
(XD ~ (XID ~ (XIID) » (XIV)~» (X 72 b Hh R &L 42
FTAEBERIEK 1 YHATZILAY - £—BEBETH F
HRILSDETFTABUSEBRIAGEARE - £ 5 — B E
BEGF  RAREAERE £H—BEBRBEHFT  %B
feohE — RS ERIMNERE —RET - £ A&t AR
BEH ¥ MBS EERBARE R -

EA-—FTEF  AFARBEREAGD FREZIH
kO RAERTHRAEA G AR E X & A ) > (D)~ (IID) -
(IV) ~ (V) ~ (VI) ~ (VII) ~ (VIII) ~ (IX) ~ (X) ~ (XI) ~ (XII) ~
(XIID) ~ (XIV) s XV)Frr & m it REEMMELEBET H X
1l Pz iesdth  A—BERBEHT  HBELEDK
FTABRERIRBEHEE - £ 75 —BERBREH ¥ 14 #F 14
EH R - REFEBRSERB —RET - £ —BABEEERT
Bl P % — RS EBANEHRB BT B -

EA—FEY  REARBSEEBILGH T c-kit 48 B
BREXF R HeZERFTHZEL DA X EZS XA
(1) ~ (I11) ~ (IV) ~ (V) ~ (VI) ~ (VII) ~ (VIII) ~ (IX) ~ (X) -
(XI) ~ (XID) ~ (XIID) ~ (XIV) s XV 272 idHh k& 42
MERBETH XK | YHFTZILAH - 2—BALRETH P
BELOMBRTFABASGHERAD c-kitia WBE - £ 5 —
BEAEBETHT  GHEILEDE— RS HERIER B — K
P oA BREERETHY  Z—RFZEHRIEREAR

& A -
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EH—Fa@mP o KEARBEHE ALY F Ber-Abl
BHMBEZIF X HROBRFTHZAEALGYA KX ETZE A
(1)~ (I1) ~ (II1) ~ (IV) ~ (V) ~ (VI)~ (VII) ~ (VIII) ~ (IX)~ (X) ~
(XI) ~ (XII) ~ (XIII) ~ (XIV)~» (XV)Fr & =2 i & 4 & & 4=
TMAEBREB XL | PHATZILEY  EA—RBELBTH T
“TFILemEZE T ABRUSEHRXTRAH Ber-Abl B M EE - £
A BAEBEG Y > GBS HE— RS EENSE R B —
TP - BEREEHBEHY > X — R LA E R B
BB Bl -

R —F @Y AEARBLERAELSYH ¥ f1t3 188
BEZXZHFE RO ERFHZAEAAGHAXRETZH XA
(I1) ~ (I11) ~ (IV) ~ (V) ~ (VI) ~ (VII) ~ (VIII) ~ (IX) ~ (X) ~
(XI) ~ (XII) ~ (XIII) ~ (XIV) ~ (XV)FF k. F 216 & 4 & & 42
TEAEBE XK | PHTZILAEH £E—BAEBEH P
HAFELEUWRFABREGEXTEAR I3 BHMBEBE - £5 —
BMEBEB T » hBitbhB— RS HEBRAINEERR LK
P oA BEEEBEH P K- RS HEBAIIEER AR
% B e

EAa—Fab AEARBLE AL S ¥ EGFR 4
MEEZYE:  HOERFHEALAGSHARXREZXTSH X )
(1) ~ (III) ~ (IV) ~ (V) ~ (VI) ~ (VII) ~ (VIID) ~ (IX) ~ (X)
(XI) ~ (XII) ~ (XIID) ~ (XIV) ~» (XV)AFr & F 2 1t & ¥ & & 42
FMABETB XL | PHATZILSH - E—BEBRTH P
HELEHBRPFPABER LGB XTER EGFR M EE - £ 5
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—BEBEHF GBI LDHA - RSFEBANSER B R
BT £ BEEERBREHF @ Z— RS EHEINEERB A
ok B e
£ AT EY AEARBLEBER ALY T AE 9 &
WE —BAAEF@iZ Hsp90 L HE A B M B EBH F X o
Aoz TH%aAHDAEREZH A (ID I AV) >
(V) ~ (VI) ~ (VII) ~ (VIII) » (IX) ~ (X) ~ (XI) ~ (XII) ~ (XIII) ~
' XIV - XV)rr&xrz it Hh AL E=MEBEH LK 1 F
@ ivirziioHm - E-BARKHY HBBLEIMBET AS
UNEFHXTAMHM Hspo0 L H M EE - £ 5 —BEBRET
# & > # Hsp90 L4 M 2 & E A DLBCL - £ % — @ & #
EH Y BB RER-—SZERNSERB KT -4
— BB EAERETHY - RSERNEREARER -
EBH—FaEF AEARBERIHNHNEETEZZEHR
Y EARGOFTE RABRTZEAHRAKREZS X)
(I1) ~ (III) ~ (IV) ~ (V) ~ (VI) ~ (VII) ~ (VIII) ~ (IX) ~ (X) -
® (XI) ~ (XII) ~ (XIII) ~ (XIV) ~» (XV)FF 2 721 b ¥ % &£ 12
TERBTH XL 1l TAMmTziLdd -
EA—FT @Y AEARMSERE  MERAE LT RX
T M A AT L2 FTRAIFT X ROABENLLE A&
#AEZEZH () (1)~ I~ AV) ~ (V) ~ (V) ~ (VI])
(VIIT) ~ (IX) ~ (X) ~ (XI) ~ (XII) ~ (XIII) ~ (XIV) ~ (XV)#
AAZILeHAREEMERTA XK | PHATZIILESYHE
Beoef—FaT MALPLRAHKALEBRNALANELE A
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Pz anthEeRTFTHBAREEXE XS K ) I (IID) ~
(IV) ~ (V) ~ (VI) ~ (VII) ~ (VIID) » (IX) ~ (X) ~ (XI) ~ (XII) ~
(XIII) ~ (XIV) ~ XV)Fr A T 2t L EME BT H &
1 FmraziboHh Rl  BEIUELFT X FEH - £
—F @y EEAEANRE -

A ARB-HBEAYD - R EHEHIAREFFTEZE
BrYREHFTZF HoEgRTFHEXEZSH XA A~ (III) »

. (IV) ~ (V) ~ (VI) ~ (VII) ~ (VIII) ~ (IX) ~ (X) ~ (XI) ~ (XII) ~
® (XIID) ~ (XIV) s XV)mrr &k m 2 bbb R EEMMAEEFT H R
2 lyvmaraxzicen -

- @Y AFAGHHERIBEAREERES S
& o

- EF AFAGHHB LRI BEER LSS
P

E—F @Y ARG HHELRARIRBED BB & BF
(candida yeast) 3| o X Bs B B $ & F ik -

S —BAERBRTH Y AEAGHAERIEAHRBA
EatBE M H ik A FBYFY 0 BE Bat B MAELHEE
AWM - AR —FaATF EREAEMGREFFLBEADEA
Me-ea—F@F ABER-—BRRKEF-£—-FTEF >
A L A B B R & R ¢ ( ketoconazole ) -~ =k & =4
( miconazole ) -~ £ B ¢ ( fluconazole ) ~ 4 th B =&
( itraconazole ) -~ 3 7 fE ¢ ( posaconazole) -~ H & M =&
( ravuconazole ) ~ 4k 3 & ¢ ( voriconazole ) -~ % f& =
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( clotrimazole ) ~ 3% B < ( econazole ) -~ B # @& &
( oxiconazole ) ~ # B ¢ ( sulconazole ) ~ 4 FE =
( terconazole ) ~ # B ¢ ( butoconazole ) -~ ¥ b B =&
( isavuconazole) & € & «¢ (tioconazole) - £ — F @ ¥ >
YR EABRERAE %

E—F @Y  AEALGHHERAIRBE 2 AR RN

- E-—F @Y AERGHBERRAL D E N RH N
O usirzwusrers

E—F @Y AEAGHB LRI TESERHRKE N
mB ez ta AR R H K

E—F @Y RKEAGLHHLERIXEA R FRESHH
ko

E—F @Y ARFEAGHHLAIBED S RARRF >
L mRF - HEABAFXHV EFIIRZIZBEERLESS S K

E—F @Y FAEAGHEHEEEIEAHE A &R ERRK

B IR AL RF CAEANFXHEE BAENFXBEH -
HIV-l s # % -BE_KREFIHIRLRZIAFREN T X

E—F @Y AERAGHHELBEREATFTFALAERES
¥ ik

E—F @Y AERAGLHHEEAIRBATRAZRES S
%

A—F @Y AERALHEdHLEREIRESBEER &
RE & L4 A& (trypsanosoma cruzi) 3] A& 2 B 89 F ik o
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k-2 @F AEAGHHLERIBEH AL ZTR &
B R &3 X &R RehFH ik -

E—FaF AEAGHHELBERBADFMAER L&
ik e

E—-—F @Y  AEALHHLEBRIATELZR TN

E—F@af . AEARHHERILEH I EIRLR S
A Z BTk

E—- @Y RERZIESMAE— R F AR R
FEBRBASKT

AEARB o EEE I % RAaeER
FTAKEZ & X)) (A1)~ (D) ~ (IV) ~ (V) ~ (VI) ~ (VID) »
(VIID) ~ (IX) ~ (X) ~ (XI) ~ (XII) ~ (XIII) ~ (XIV) ~ (XV)Ff
Az itbHREEMERBETA A 1 PARATZIALSY -

A —BERBRES T wHEEHEB Il AAEKBHAE
BFPILAHBRERRBALZER - |

E—FBF > HAERBEAER °

EBH—FH @Y HHAERABEE

E—F @Y HERARE -

ABARB —HERATEIBRBRTITHEIARRESN S
E oo RAERTFAXEZH KA (D D)~ (III) ~ (IV) > (V)
(VI)~ (VII)~ (VIID) ~ (IX)~ (X)~ (XI)~ (XII)~ (XIII) ~ (XIV) ~
(XV)ysrikrz oA EEFMERTSA XL 1 PARZI
b E—BEBEHF  SBERXAMEREHREENT I A
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Mgz BHEHBFRE - -LAEBHEMHAFARE - M &
X-HRAAMMH X FTHHEXRAFT AU wANZF
BER  BEAMER OEBEX FHEHEEH X - LRHK
MERH - ABBRE 2%  RATRFEEZH B4
MEMESREER S ABEAARAR DR - BES &K -
HH B X (uveitis) ~ R EAMBE X - AR X &8 X - F
BE BB RR AsEBR#tEE SKBEFX -FX
_ BALHE X~ F R B R HEhGZBEBRBEY AR
@ supwmis-ADS BMASEE HEERKE -8
LMEE X - BAREX MAEAARKAE - FTHRERE -
MEHEHERMETRLRFEBE A AR L AB X BB LA
RE >~ RBRBEAL LT R -2 FHERERER S 25 HAan
A (SLE) | “ME S el BB - B E® R
BRI~ TR ATE  BHAFRS - KERFTHESG -
AEARB - BLERATEXIBERT AR REN S
FoRABRRTFAKEZE A (D)~ ID -~ (AV) > (V)
(VI)~ (VII)~ (VIII)~ (IX)~ (X)~ (XI)~ (XII)~ (XIII) ~ (XIV)
XVysrikrzitehEEMEBETH LK | FATFTZA
et o £—BEBETH Y ERREREBENT I AEKR
ZBm . FHEMBILE - EENARN - BHR-EBHE - BH
AERNAIBE L R LAMNELAREE L - EHE R 58
R BDNIRBEY C BB - BB REH - £F X
oA TER BERRFALB - - AZTHE X % R
BE - aME - ABEEBERE  FHEHEHBX - REKRET
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A EiL - B AANFX ~F 1 BREHANTEFABLER
BERB BAFRBRE BBRLAFREREREALX -F
Rz BHBEAFAE BRAEAEMG X -2 5 MHamRE -
BmER - FHEMHENE - AKX - BABEFEXRELEBE K
g% B -
AH AR B HNEITEZIERBYERRESG S
E oo ReaEB/TFTAXEZSH X))~ (IID) ~ (IV) ~ (V) ~
- (VI)~ (VII)~ (VII)~ (IX)~ (X)~ (XI)~ (XII)~ (XIII)~ (XIV)
@ (xVimarrzloMAREMAREMALA | F A2
oMo £ —BERTHY  FTRIEAWANZIEARALER
REXREARBHE DR BEBEY - OB - FB - M -~ B
R - AB B  BREDLBEZIE® - £ - BAEHE
Bl FRELAERWFNZIBRACEI WL EBR -
wHEMTARRSEEL (TFREEAFAEREFE KX H
B) RBREZSEY (T RAEBEEZHE) RERES
M (TEBPREBEARAREHHEZHH)
® AERARB - HIrH A EETREZEARY B G-
CSF~ GM-CSF ~ IL-12 ~ IL-1B ~ IL-23 ~ IL-6 ~ IL-8 & TNF-a
ZHE XM R FALASO T X T EOERTHZBRA
gz d &) 1) ()~ AV)~ (V) (VI)~ (VII)~ (VII) ~
(IX) ~ (X) ~ (XI) ~ (XII) ~ (XIII) ~ (XIV) » (XV)AF & & 2 1t
ChREEMEREN X 1 FAAZILEY -
1. c-Kit 48 B & =&
# oc-kit #4642 SCF Rr# & hH e RiAafg N

£ 8
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4 s A v(Lee % A, 1997, J. Immunol., 159:3211-3219) »

B EFN BB AR @A R > c-kit TRREBEF LS

HEHHEEaRE (AML) PHRE2 > EAHAIHHKRE

ot anm (ALL) 8 32 (M»E EHE 4% A Sperling

% A, 1997, Haemat., 82:617-621 ; Escribano % A, 1998,

Leuk. Lymph., 30:459-466) - # # c-kit £ K $ # AML %

Bo P 2R 2R ERRAMFEEEBE R XA K (Sperling

_ % A, 1997, Haemat. 82:617-621) - # @ » SCF 4% # AML

® ta fp N dib & B %A 2@ A (Hassan % A, 1996,

Acta. Hem., 95:257-262) - Bt > R AE KA F AL S ¥y

# Hsp90 A7 3l A2 2 c-kit A BT L ER 2 H K AT
e AML e fo 2 tm B B © -

X B BHFTHERASAREMBH (Sawada % A, 1996,

Blood, 88:319-327) H#E M FHMHEaem (CML) (Sawai

% A, 1996, Exp. Hem., 2:116-122) 2 g HFzx mfptht 4 &

& (clonal growth) R ThH L @B F4a4x SCF

o B %% - CML 2 H B AN FTHRIERLTLERG M L2

¥ 3¢ ( Verfaillie % A, 1998, Leuk., 12:136-138) - H ¥

T2 NmpACHRECZHH AR (Jones, 1997, Curr.

Opin. Onc., 9:3-7) - T H & & BN F & # 2 & # >

p210.sup.BCR-ABL: e @ R ET N m e A+ 2 # %] (Bedi

% A, 1995, Blood, 86:1148-1158) - B % p210.sup.BCR-ABL

# c-kit RTK 34 #p % 4= fo /A © B p62.sup.dok & & Z #H % A

A% % (Carpino % A, 1997, Cell, 88:197-204) - # & &
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g BN S LA A BRE T AR R E R HERT R
By o K@ o ockit FEALRETAEHEHE p210.sup.BCR-ABL
48 & # A (Hallek % A, 1996, Brit. J Haem., 94:5-16) >
E#ZH ckit £# CMLAEZFTTAEAEZRBAMLGASL - B
sk > B dRAFEALS WIS HspI0 A3l £ c-kit &
FHEEEAMNE K CML -

E¥ B ABEHBIE R KR c-kit( Bellone & A, 1997,
J. Cell Physiol., 172:1-11) - R »c-kit@ ¥ A& B AL
& ¥ % B ( Bellone % A, 1997, J. Cell Physiol., 172:1-11) »
B SCF # c-kit 2 8 % & 3% (autocrine loop) & A # #& &
B % m i &2 F B K P (Toyota ¥ A, 1993, Turn. Biol.,
14:295-302 ; Lahm % A, 1995, Cell Growth & Differ.,
6:1111-1118 ; Bellone % A, 1997, J. Cell Physiol., 172:1-
11D st HdEA P ARM (Lahm F A, 1995, Cell
Growth & Differ., 6:1111-1118) & F # c-kit & /% SCF &
BMAsLB BEMIwH @i a(Lahm & A, 1995, Cell
Growth & Differl., 6:1111-1118 ; Bellone ¥ A, 1997, J. Cell
Physiol., 172:1-11) o

SCF/c-kitB s RE LA BB 2 ¥ 8 K 2/( Turner
% A, 1992, Blood, 80:374-381 ; Hassan % A, 1998, Digest.
Dis. Science, 43:8-14) » B A s M c-kit F/LHNE BRAE
B (GIST) mET RBHBFREE -GIST ARt K ¥
B EmprEm - A2i® 90% 2z GIST &% ;B c-kit> a8
bk B Cajal M Hwmie (ICC) 2 BB I BIRR—

(ot
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#% ( Hirota % A, 1998, Science, 279:577-580) - £ R B #
FARREHEZ GIST YRR Z c-kit EBREABAALBRT
A B4 > B 8 oo, EAI (Hirota % A, 1998, Science
279:577-580) - R b > B & AFE A4S ¥ & Hspo0 A7
SlAez ckitE i AbtBRELERBEEZIARAAXFE -

Mt AR B E RS BEAE LT R
HRmpE HEAhGiLsdeid RIEFR@RE R
TEHEABEE>ILZHY HRaEBAEFR@RE =%
BHH BB HKTLEBARME (CIS) 2K 2B A
( Murty % A, 1998, Sem. Oncol., 25:133-144) - c-kit #»v SCF
CHR EHPEBELEBHMIEFTEREFT AL T X
( Loveland % A, 1997, J. Endocrinol., 153:337-344) - %
BRBEMLBE—FHBRAHTERGWH I LA BE - 4
B4 AR F o R c-kit T A KK (Leydig cell)
R Bmisd K3 > @ SCF £ Eie# @p (Sertoli cell)
v % 3 ( Loveland % A, 1997, J. Endocrinol., 153:337-
344) - ZEAE BB R KB ERAMR  EXRAAHBHIALR
% g #& 16 (HPV16) E6 #1 E7 B A B 28 7 X B /N &
b %4 £/ &5 (Kondoh % A, 1991, J. Virol., 65:3335-
3339 ; Kondoh % A, 1994, J. Urol., 152:2151-2154) - it
B Ak B ckit SCF % » BA»RTH b HE E6H
E7 # 4 ( Dyson % A, 1989, Science, 243:934-937 ; Werness
% A, 1990, Science, 248:76-79 ; Scheffner % A, 1990, Cell,
63:1129-1136) RB A B et pS3 RA BB F@RB A
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HAYZ@iREAXEHEEHFEL (Kondoh & A, 1995,
Oncogene, 10:341-347 ) SCF( Kondoh % A, 1995, Oncogene,
10:341-347) & c-kit (Li & A, 1996, Canc. Res., 56:4343-
4346) 2 e R B R RE MBI £ %A R HPVI6 E6 B E7
ZNBPEREBZIM A - &M c-kit 3851 #» £ 3
B P X REBELERR MM AT RIS Hspo0 i % k3]
A c-kitiF X AERALSCYH BRI X6 HFHEARIL
_ ERBHEBFHMZIELEE -
o ckit £AMMBERELEZAABER LRGBS AND A
R BR @B RIR > 12 ckit@EAaA N IERE R 2B
P % 3], ( Strohmeyer ¥ A, 1991, Canc. Res., 51:1811-1816
Rajpert-de Meyts % A, 1994, Int. J. Androl., 17:85-92 ;
Izquierdo % A, 1995, J. Pathol., 177:253-258 ; Strohmeyer
£ AN,1995,7. Urol., 153:511-515; Bokenmeyer % A, 1996, J.
Cance. Res., Clin. Oncol., 122:301-306; Sandlow % A, 1996,
J. Androl., 17:403-408) - FE st > B & & K % 85 1t & 4 #p
® # Hsp90 Aril#ex c-kit KA ERBLBEBEIAXRF
B e
SCFA ckittrh 2 H T FEH O HIEBFIRERIE L &
PAR  BARABABGFAFESIRER R E R - BB AR
et 2 A& o SCFh c-kit FLERFAERAKRMEF AR
( Hamel % A, 1997, J. Neuro-Onc., 35:327-333) =« c-kit =
FRANCLELAEFTABRBAE ¥ H R 2(Tada® A, 1994,
J. Neuro., 80:1063-1073) - R 2 A ¥ v BENEE & B
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BB A i ehBhtel R EiezEtseHrait
( Levin % A, 1997, Principles & Practice of Oncology,
2022-2082) cc-kit x AR e B AN BB BB @it 4
B meg iK% (Berdel & A, 1992, Canc. Res., 52:3498-
3502 ; Tada % A, 1994, J. Neuro., 80:1063-1073 ; Stanulla
% AN, 1995, Act. Neuropath., 89:158-165) -
c-kit B E M BB REZLLIHELRAKNAR - 2L F
RE D c-kitEEF ERN 28 ¥ 2 %k B(Natali & A, 1992,
. Int. J. Canc., 52:197-201) ( Tada % A, 1994, J. Neuro.,
80:1063-1073) - @ H 4 Al 4R § c-kit ¥ K & R (Kristt #
A, 1993, Neuro., 33:106-115) -~ Aa HFHANTFT > £S5 %K
B2 % ( high grade tumor ) ¥ # & %] § K F = c-kit & ]/ ( Kristt
% A, 1993, Neuro., 33:106-115) » m A # ZHF A FH X £
EExAAAEELA N e BYZEMER - L FFEM
AR FmiE Bt c-kit R SCF AR FAHKY - —BAH
FHRRAVE B B i & % %8 SCFr 28V R R c-
® kite £ BB MEB P »c-kit A 8 IHEFmPBBF
@ % > @ SCF B A » 18% z pE & ¥ (Beck % A, 1995,
Blood, 86:3132-3138)-48 R 3& ' & 4 ## % ( Cohen & A, 1994,
Blood, 84:3465-3472) CREMKREZIAA 14 ¥ & F ta
B e B R ¥ A K c-kit/SCF & % 3% » B % 48 | f i 2
—H 2 EARAGE ASUHFREEBEATRED - £ _ta i
AP 0 Lockit 2B megA > s~ SCF/c-kit § &
o 3% K B » £ & ( Cohen % A, 1994, Blood, 84:3465-

(G
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3472) - Bt BB AZEALS I+ Hsp90 Arilex
c-kitle i AL HF L FTENEBL24RBREZIAXTFE -
2. Bcr-Abl 48 B & &

AL A %EEG Ber-Abl 2 &R T ER AR T BHF
BmHreamam (CML) && (A£i#@ 95% ) ~ 10-25% 2 & H
Hempttahmn (ALL) EH R A 2-3% s FHMMHE
f% (AML) 48 B - st 4 » Ber-Abl A X HE R BN

_ A YXB T AEEM CML AR E4e FHE
@ vuminewn HEBRLAGRB (£ Lugo %A,
MCB (1989), 9:1263-1270 ; Daley % A, Science (1990),

247:824-830 ; & Honda, Blood (1998), 91:2067-2075 » ig gk
SEIXBZENRHBEFTRNERIIATXBARF) -
WEAREMEBEMHEE XH ¥ p210 & pl85 BCR-ABL
Z Ber-Abl R Z G AT LA LR FZIREAMRE F6R B
( Campbell A& Arlinghaus, "Current Status of Bcr Gene
Involvement with Human Leukemia", In: Advances in Cancer
Research, # # Klein, VandeWoude, Orlando, Fla. Academic
Press, Inc., 57:227-256, 1991 » £ & #H T A XU 3 B F &
MAAXT) - BHEMHERKZE L d N Ber-Abl &
BXHEFLEOEBER BB IRNREIBAZTEELEX
B %4 2% A A & ( Arlinghaus % A, In: UCLA Symposia on
Molecular and Cellular Biology New Series, Acute
Lymphoblastic Leukemia, 4% % R. P. Gale, D. Hoelzer, New
York, N.Y., Alan R. Liss, Inc., 108:81-90, 1990 » H & ¥ #

8>
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TARAAEARIAFRXBAAKRIP) - Ber-Abl # & & p210
Ber-Ablf% 81 CMLAfv ALL=— %4 M m & X B&E % & plss
BCR-ABL 44 & ALL & %40 » #2AFL CML §&%F %R
pl185 ( Campbell % A, 1991) -

3.FLT3 48 Ml & &

FLT3 saMl B E A X PHRBFE FLT3 T HZHEE -
FLT3 A8 R B E aF o REMERE  Hwahaikg RKERE -
£ S ABEH P FLI3AAMEECE IR THHLESE £ &K
(AML) B aiEEf e it daitann - F&
BEFARAAEE T @BRAEAEHRECEE@BRahnik  RAE
2 8ahm (MLL) B FHEHEE LK (CML) -

4. EGFR 48 M & &

EGFR #a M B E AHE ¥ X% 4 EGFR F M (# &3l &
4 PR M Be B B K B85 M 2z EGFR #® B % B &% EGFR % &)
CekEHEARBXIREE - AE¥46 EGFR T He8fR %M
ABREFZIAANBAEMBR oW EFwRRE B
B (B EHRE EBE RXEMERBHELAEREMSAHK
FEAMEHEAEBRE) - RERE-BE CBEE - THRE
ER > ERBRE - BR CKRE - HMHETFTHRRE - LERT
KBERE -FBE FEEE FRE TTHE - TTRE -
FTEARBERE HKER - -BRBEE ATINRE - FLE - LE
RiER - BREB - ABEB (o8B FeiEE - 28
M E - BMABEE LT FEBERBRMAANESIERE
B) " MMALKKAEE ~FMTALKKERE - BEHHRE
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B a2 HEmBEltahais (ALL) - BH AKECE @ik a
% (CLL) ~ &M FHaeahmxs (AML) - @i afpi
G@hom (CML) - A T @ himhCE -~ Aol ~
EEkE - XARER - IaBEhE - - FlwBhBi - - %548
FTHRBE - EXAERBBEE - SHE RABET2BB - RKEB
EEB - HBReBE BREKNWNAE BEBEBEE - FAB -
KAENB-MAB - BEHAB S4%HAB AXKABR
Rtmpp @ -

¥t X "EGFR I+ A ABREEBIHERERTRAE &
2 ARG - %42 EGFR 2 AR 2B E AR - Hh¥  H5XRE
HBEHRABBLE2CAAMBBITARBREYHA - F
FELt ABEB@mHRBEBSHHEER Y EGFR AR X ¥ A
Baik—HHBEBEILx — > £ F EGFR £ K4 40%5 2 B
i EBHBYBE AR B EGFRVIII RE £ 4 50% %
RSB Fm BB YRR -

A B E Bz BE% EGFR R R @& A% % 8K
AFERERBRAABFIFRE - S AREBHR > BEFLELH
%3 8 FBE.RH EGFR 2 BB e 8% bR EALABE X
R EGFRzEB M EH  BABREZTRAK -

JEhtmB & (NSCLC) A 8Kkl BE - BRE -~ &
X REMmAB (BAC) ARt ANt E - —/ 1 @aEH
NSCLC 2 8 HF LR EBFT T LEAHMRALFT ERAMLEZ
EGFR /B B g v A R % - AT AR (—HEeh
EGFR 2 B e Bt #cdgdp wl B ) & &/ % F NSCLC = &
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FoBETHRRLBEZIERRE -
Bt THBEBWH B/ EGFR B F AR X4 A R
S EABARER TG REAERAE -
S. 8N BREZIBEFERER
ABHAABEZLHEABREHEB THEXE FHRT -
- RAHETERBREHN T AERAzBEBELLS — R S 1E
LA WBRED —HBEARZLLSHAREAERARHZE &R
(Bl —HBEAHRERE ) £ —BHLEREH T
A AzEabBRELE - REBAFTALLLHRED —
BEAFRGUILEHUWARAERAAMNZIELRE (Ffloh — R
kG RE ) EXLBERBTHFAREAZALR LG
- REEAFACS LR BEEERNE A A8 R
WME B REMARLZFLEMZIREA R ERXR - £ X A
BEST  ABAZEAEFTRIAZERE (HIEH
REHBB) BMZEAER  EAFLERTHF AEAZ
BAEBREERZEERET RS FZH KA E -
BAEBRFZRARGEXEBRBTHE —BE&aikdh Fi&F
B BREAAERBER  AXRAERBRTHF @68 %2
R R EEBTHAEANBLarnH FPRERTEAR - BH
REBEBTUBERAR IR ERLHKTEHR -
E-—EHETEBEHFT  HBEELS—XFEHERNEAL
bz B R AR TEAR BREAANBE ABH 4B -
FH XA EH R EIHARERE —REHEE K - RIE
AHEH > AFALBR AT T LS —REHEE©ER
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(o BRMEAN - CERARNKCLOBRANER - B X
R EHAREREERZIA REHRA)-
ABARBED ~ #HH SRR ALEER (T DR
) ARAERANE LB REINAREZIEE B LA XA
BIE R AREXRE RS BEERZIT X B FT EE
HERTHEHR —BAREZLI-—RSFERAZTALLS Y R — B
FHREZL X5 EAZT (Bl RSEBEBANEB 4 & -
_ EH XA EHAREREER LB RERRB ) KB A
@ GnpBaHoETRAALMALLAARAR G S
BEZEXARTEENMEASRTLSZI — RS HEAHE AL
bk B BEHRRAEEARERIREERZI Y R
ABERAZIAELEEYVR/IZEBRETTED G BRI
ChZEMBLEPEAE RERXRLBZ2H FEEELRAR
LR ER B RN AR EAT 2R (Bl BRA)
AN -8k (A - BEBREABKRE -
OBANHAE AL YE bz & B
® FHEXERmmMAR  REATAZIILESEY AL R
RECY TS EdERZIBAEETALA X - £ %1% A
R AREBRR  EFBANARERBEZIRS H % HE
o) —HERBERZIAREL B AFSZHEAY 2R —
REBELEBERE  EEBEAFRLSEMNBEHALRARYH
SHEMEEFERERBRE - 4 Hsp90 7F M eh 43 8 2 — 4 N 4
EEPEaA  HAASAMPRERBE 2R 6 Y g8
B F - CRBEAFSINEERERE - Bt > 4] Hspo0 &
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e RERREBRRAECRABEBR T H L - Bk A
AAZEAZ Hsp90 M # B EB KA A LB B bt RhE
oo A BATTAAEAELL 0 EF TR ST REBRIBRRK
HB o BRARTHERZAEZLEH S EMHEHLERSHE
&o

E—BEBEH Y  RAERAZIILSY T HAHEKEBEK

s ¥p 4l B (#4404 EGFR 85 B dh M B 7E M 2 % k% & &
| % B % R (erlotinib)) 2 RMARNRT - £5 —EART
@ v THABAZLLOUBRTABECE S B ESE K
Beir Bl (T BFRIAKLERER) BARMBZES -
EHBERBETHF  AFEAZLEAYDTERARTFRABER
e H BaaskT -

A -—BERBREHF  AELERAZILGHERANERE
FCLBFHPEEXRAEAAR M ZARBEEHEE  #HH
RE—fi#dip#d Ber-Abl 2 BB usizMMmALetEA 2
B - ERPBEHBUARRAPBRHEAKRZITES CML 2

¢ EX T APBEBRLAEBRAFTCTFHEH - AR b £ 5 H
BTATFT ARERREFBLAOBRBLARZIIEIH T » F 8
#ARAEHE XA E A Ber-Abl 46 F a L HHPEHRELSA
B EBEABRTHRE XY (% A Nimmanapalli
% A, Cancer Research (2001), 61:1799-1804 ; B Gorre %
A, Blood (2002), 100:3041-3044 > T % £ # XK & B8 2 2
HHEFTARNERIAFTRAPARITFT ) AEFEAZ LS Y
B9 # 4] 5 3% Ber-Abl/Hsp90 4% & 4 % Hsp90 Z M R = 45 B -
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% Ber-Abl R # Hsp90 #4468 - HiR# MM - Bk A%
Azt THRKERBFEERZEGLRE BARLAES
HPEBRERARNZIHAHMNRAER - REAZIALESD T EHK
FREFEHER-—RRERTFEAFHFERELTEARMKY
Ber-Abl MM B E X EHX B ECELR/AHUFERRERELAR
Mz 8 F -

TAAZFTACESH ERRTFZREAEHE - Taxol™
W#BAKFF EH 8 (paclitaxel) " R —H # b ¥ %K R
REMERMRAERAZ oL EEYH > AU A& Taxol™ 2
A4 > Hd Taxotere™ - BEF XK SV RFEH A LR
B HMzibtsy LLRLETAAAK@BEME LD G2-M
B2 kAN HMET X8 R AR -

THRAZEALCS YRS ER LR ER QI - FTA
# 57 ( Avastin ) ~ F] #&% % ( Adriamycin) - K &% & % D
( Dactinomycin ) ~ # R #% % ( Bleomycin) ~ & & it &
( Vinblastine ) ~ g 48 ( Cisplatin) ~ ] & 4 ¥ ( acivicin) ;
FT % tb 2 (aclarubicin) ; FT # i ¢ (acodazole) # & # ;
T 5t & % (acronine) ; T % R # (adozelesin); M ¥/ &
4% ( aldesleukin ) ; x ¥ % B ( altretamine ) ; %2 & #® %
( ambomycin) ; F[ £ ¥ & ( ametantrone) 7 & % ; B & ¥
% (B & glutethimide ) ; % 9 ¢ ( amsacrine ) ; & % ¥ 4&
( anastrozole ) ; % %% % % ( anthramycin) ; X £ B Bk &
( asparaginase ) ; # # # % ( asperlin) ; F % f #
( azacitidine ) ; F % # % ( azetepa ) ; F 4& &% %
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( azotomycin ) ; B % 3 4 ( batimastat ) ; X 4& # k%
( benzodepa ) : t + & B ( bicalutamide ) : b 4 B
( bisantrene ) B2 & B8 ; 4 & ;£ 1% ( bisnafide) — ¥ # B B ;
b 47 sk #( bizelesin); ¥ R &% & #i 8 B A & 7 4 ( brequinar
sodium ) ; & € 3 88 ( bropirimine) ; & /4 % ( busulfan) ;
# 8% B % C (cactinomycin); ¥ & # &8 ( calusterone) ;
gt gz ( caracemide ) ;s F B # 4 ( carbetimer ) ;5 £ & 44
( carboplatin ) ; ¥ ¥ 3 T ( carmustine ) ; ¥ Z t £
. ( carubicin) 2 & #2 ; £ 37 R # ( carzelesin) ; & ¥ 3% %
( cedefingol ) ;5 X T 8 & 3 ( chlorambucil) ; & & & %
( cirolemycin ) ; % 3 /& & ( cladribine ) ; % & #f & it
( crisnatol) P =% 8 %8 ; B 6} & A% > FT # B8 # ( cytarabine) ;
i + & ( dacarbazine ) ; i # 4 & % ( daunorubicin) £
B BB ; 3b 7 4 78 ( decitabine); & B % 48 ( dexormaplatin) ;
M, % B\ 2 ( dezaguanine ) ; ¥ % M F ¥ B B B . M oY B
( diaziquone ) ; % % tt 2 ( doxorubicin) : % F tb 2 2 &
® B 5 ¢ & & 5 (droloxifene): B ¥ 5 B HE KB ; Bii
& ( dromostanolone) & & # ; % £ % % ( duazomycin) ;
% i 8 7 ( edatrexate) ; 4K £, & B 8 ( eflornithine ) B &
B, ik jE &2 (elsamitrucin) ; % % 448 ( enloplatin); B &
Bz 85 ( enpromate ) ; 4k € 9k =z ( epipropidine ) ; & F tb E
( epirubicin) BB B B ; 5 fi % ¢ (erbulozole); &K £ b £
( esorubicin) B & % ; #g 3 5 ;7T ( estramustine ) ; # ¥
3 T B B 4 5 K o 5§ ¢ ( etanidazole ) 5 4k i A H
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(etoposide) ;s KA HF L8 ; %t F (etoprine): %k B
¢ ( fadrozole) 8 & 2 ; % % 1 /& ( fazarabine ) 3 4 A
gz ( fenretinide ) ;5 # s/ # ( floxuridine ) : £ i 3 %
( fludarabine ) # & %8 ; # Lk Fox ( £ uracil): & B F
( flurocitabine ) ; &} ¢ &8 ( fosquidone ) ; % 3 ¢ E 43
( fostriecin sodium) ; ¥ & # & ( gemcitabine); & & 4 /&
BE® AN ik £ (idarubicin) B &% ; & R 8
8 B (ifosfamide): 4 ¥ 3@ # (ilmofosine); it & & Il ( &
@ :su/a+ 0% IL2) FH 5 a-22a; F4 £ a-2b; F
# % o-nl; T4 % o-n3; F#% % B-1 a; F# % vy I b: &

#A 44 (iproplatin) ; 4 x % & (irinotecan) # # 8B ; # =
Bk ( lanreotide ) Z & # ; R dh ¢ ( letrozole) ;s & & 3 45
( leuprolide ) Z B % ; #| FT ¢ ( liarozole ) H & B ; & £

e % 48 ( lometrexol sodium); % ¥ 3] ;T ( lomustine) ; %
% ¥4 &8 (losoxantrone) B & 8 ; %5 & B & ( masoprocol) ;
% % % ( maytansine); f # ( mechlorethamine) E8 & 8 ;
® ¥ i, 52 B ( megestrol ) Z B B ; + X R F X F W F &
( melengestrol ) Z & 8 ; % /5 % ( melphalan); % &% 3 &
( menogaril ) ; & 3 *Z o4 ; ¥ g # o4 ( methotrexate ) ; ¥
B ot o 4y & 3£ E (metoprine) s £ % % 9%« ( meturedepa) ;
¥ T K B ( mitindomide ) ; # 3 F & ( mitocarcin) ; 3k 3¢
# ¥ ( mitocromin) ; 3k 3 & #& ( mitogillin) ;5 kK & & £
( mitomalcin ) ; % % # % ( mitomycin ) ;5 £ & 3§ 3%
( mitosper); 3k 4 32 ( mitotane); 3£ 3 & E ( mitoxantrone)
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B B E5 ;{8 B B ( myco & ic acid); # # i =% ( nocodazole) ;
% o % % (nogalamycin); B 5% 48 ( ormaplatin) ; & ¥ 4
# ( oxisuran ) ; 3% P] % # ( pegaspargase ) ; 3% # & ¥
( peliomycin ) ; & #¥ & T ( pentamustine ) ; % & @ %
( peplomycin) #i 8 B8 ; 32 & 8 B ( perfosfamide) ; % 78
% % ( pipobroman) ; 9k A 4F R ( piposulfan ) ; =t & ¥ &
( piroxantrone ) B 8 ; % f % % ( plicamycin); % % £
38 ( plomestane ) ; b % 4% 45 ( porfimer sodium ) : JA& JF &
. % ( porfiromycin); # B ¥ 8 ;T ( prednimustine); & F &
B ( procarbazine) 8 Bt B ; 92 o4 # % ( puromycin) ; &
o F B BB wek ok B F (pyrazofurin); A AR H
( riboprine); & % 3 A& ( rogletimide ) # % X ( safingol) ;
Wod % BB ® 5 3 # 8 T (semustine ) 5 F # %
( simtrazene ) : 3 & & JF 48 ( sparfosate sodium ) ; &) 4 &
% ( sparsomycin) ; 4% %% B¢ ( 3% germanium ) B & B ; 8 ¥
g ;5T ( # mustine ) ; ¥ 48 ( $& platin ) ; & 2 & #
. ( streptonigrin ) ; 4& 4 2 ( streptozocin ) ; & £ X B&
( sulofenur); 4 #| & % ( talisomycin); # # # 43 ( tecogalan
sodium ) ; = # € (tegafur); # % ¥ &8 ( teloxantrone)
B B #% ¥ 8 3 ( temoporfin) s 2 R @ F £ % # #
( teniposide ) : % B # & ( teroxirone ) ;5 # KN &
( testolactone ) ; & =k 9 o4 ( thiamiprine ) ; zi & & %
( thioguanine); & # J& ( thiotepa); % = =k ok ( tiazofurin) ;
#% 4 % 83 (tirapazamine) ; 3 3 £ 3% (toremifene) 1% # &
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B ; dh 46 #E (trestolone) Z B 8 ; o & 3 & (triciribine)

%8 ZF&S RS AARERD B ERK
triptorelin) ; % % & *¢ ( tubulozole) # & 8 ; Kk & ® £
0 & 3 % J%& (uredepa); 4% % Rk ( vapreotide) ; # # A
% (verteporfin): K& L&k 5 8 8 . &k & # & ( vincristine )
% k&AKFE (vindesine) : kAE R FH®E S kAT
Z (vinepidine ) s EE B ; k & #H & ( vinglycinate ) #&f &
B &k & B % (vinleurosine ) sh & 8 ; & %4 3% & ( vinorelbine)
& & %, kA& B X (vinrosidine) #i & B | K & A1 &
vinzolidine ) i & ¥ ; 4K B 4« ( vorozole ) : I3 R 44

~ &

~‘
A

zeniplatin); % &) 4 T ( zinostatin); A2 % tt 2 ( zorubicin)

B o~ A~

B B o
TaAZRALSG YRS R ELREEY EHE 1 20-
Z-125-—m Atk & D3 5-T R EARER TSR
( abiraterone ) ; T £ tb B ; & X ¥ % (acylfulvene ) ;
# 3% ¥ (adecypenol); FT % R ¥ ; M- & % ; ALL-TK £
wR N F EK S K E ST (ambamustine ) 5 X £ %
( amidox ) ; B &8 T ( amifostine ) s BB R T B A B  BR % Lo
E (amrubicin) ; & Y =2 ; F 3 # F ( anagrelide ) ; & £
¥4 o Fou & WA (andrographolide) ; & & 4 A& 4 %I &
B D EHRfl G 44+ (antarelix); L H ML H &
# 4 & & -1 (anti-dorsalizing morphogenetic protein-1) ;
S E 0 AT P M & o Jusk Bk & (antiestrogen) ; 4x ¥ ¥
i i@ ( antineoplaston); R & HZ & # 8 5 # B8 T JF ¥ &
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% (aphidicolin glycinate) ; @ A A R A& & : @ B A
+ Y B B2 o4 #% B ( apurinic acid); ara-CDP-DL-PTBA ;
oM BB R B8 R A F ( asulacrine ) 5 FT 46 £ 32
( atamestane ) ; FJ 3 38 ;T ( atrimustine ) ; F #7 3) 38 ;T 1
( axinastatin 1) FI# &) 38T 2 FI#H & ;7 3 M % 3] 88
( azasetron ) ; FT % & # ( azatoxin ) ; & R B B &
( azatyrosine ) ; £ % & % % ( baccatin) III £t 4 4 : 3 7§
# ( balanol ) ; B % 38 # ; BCR/ABL 3 H # %X # &
( benzochlorins ) : %X ¥ & X 2 ¥ # ¥ *
( benzoylstaurosporine ) ; B MW & A 47 £ % 5 B-FT ;X F
( beta-alethine ) ; B # d 4 % B ( betaclamycin B); # K
B ( betulinic acid); bFGF #p % & : tb £ & A% 5 b 4 3 |
# oY 5 o KX Bk ( bisaziridinylspermine ) ; # % /£ 4& ; tb
A A AT RM G 4 R4 (breflate) ; BT X B ;A
B 4k ( budotitane ) ; T # # # Z # B ( buthionine
sulfoximine ) ; - /4 = & ( calcipotriol ) ; 65 &8 & & & C
( calphostin C); E #t & ( camptothecin) 474 4% + & % %
& IL-2 ( canarypox IL-2); k3 # & ( capecitabine); ¥
B Rt -BE B -= A B A =4 CaRest M3; CARN 700 ;
BREATAEWH B FIWRM B K E BB H A (ICOS)
# #t # B ( castanospermine); #% # Bk B ( cecropin B); &
#h 3 % (cetrorelix):; = & v} & ( chlorlns) ; £ & 2 <k 5% &8
% ( & quinoxaline sulfonamide) ; & & #] %] & ( cicaprost) ;
Mg X eb %k ( cis-porphyrin ) L R B & ; A K F BB MM
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( clomifene analogues ); & % 5 % L & A ( collismycin
A):, L a1#%%5B : Er#eriE;T A4 ( combretastatin A4) ;
EHMMEITRERMY B %N X R (conagenin); F3 B & T 816
( crambescidin 816 ) : % Z #7 & 4 . 2 % % B B 8
(cryptophycin 8): & %k % B AK A 47 4 % ¥ & # A( curacin
A); 3% /& B &8 ( cyclopentanthraquinones ) ; 3} % # &
(cycloplatam) ; & & # % (cypemycin) ; FT # fo ¥ & F &
it # ( cytarabine ocfosfate ); & 4= s B F( cytolytic factor) ;
‘ tm Bg #p & ( cytostatin) ; i # ¥ i ( dacliximab) ; 3 & 4
E o, 8 B EY¥ &% B (dehydrodidemnin B) ; ¥ % 3 M
( deslorelin) ; 3 & 3k # ( dexamethasone ) ; & £ 3% & & A%
( dexifosfamide ) ;s & & 14 %&£ ( dexrazoxane ) 4 # $r + 3k
( dexverapamil ) ; oY & ; ¥4 £ B ( didemnin B): # %
#® (didox): —Z & BE# 8 (=2 X norspermine) ; = &,
S-R B H o 9-—[EBs % (9-dioxamycin)  — X A 8 ¥ 3
T 3 % 7 #»# (docosanol); % 3 3 3 ( dolasetron) : AR
® a4 #A & # ( doxifluridine ) 5 & % & 3 B K I ®
( dronabinol ) ; % ¥ £k ¥ SA ( duocarmycin SA); &K % =&
% ( ebselen ) s & # ¥ 3 T ( ecomustine ) ; 4k 3 & ¥
( edelfosine ) ; &k & % 2 i (edrecolomab ) & £ & Bk &
#% % 4% (elemene):; ZE#% A (emitefur); £ Z w B ; %
% 7] 4% (epristeride) ; ¥ X 3 T M4 o w3 F XK B
B ER B KR KA HF BB KB L
(exemestane ) ; F B o ; E R ME 4% Ap, K S
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( filgrastim ) ; JF #F # Z& ( finasteride ) : ¥ & # %
( flavopiridol ) 5 k& & 3 8 /T ( flezelastine ) ; k #7 4% &
( fluasterone ) ; # E M E ;» S B ¥ % % ( £ daunorunicin)
B as 8 ; 358 £ % (forfenimex): 3 £ 3] 32 ( formestane ) ;
2 3) ¢h &2 ( fostriecin) ; % ¥ 8 ;T ( fotemustine ) ; 4& op =k
4L ( gadolinium texaphyrin ) : B B 4 . 4o % 4 &
( galocitabine ); Au B 3 % ( ganirelix ); 83 B & ( gelatinase)
roHl B O F B A A S B H KRR B Y KB
( hepsulfam); Fo 3% & #k ( heregulin): » & F & % 7 & &
4 % # £ (hypericin); 47 3 B & ( ibandronic acid) ; # %
kb 2 5 ¥ % & 3% (idoxifene); 4 & % # ( idramantone) ;
72 B M % B 8 4 ( ilomastat ) ; sk =k 5 sz &
( imidazoacridones ) ; =k ¢ ¥ 4 ( imiquimod ) ; % & & &
R BRBEFAEARBF-1 XBHHAB S FHEEHKS A F
# £ 5 N~ a8 & . s ¥ I ( iobenguane ) ;5 =t % X b 2
( iododoxorubicin) ; 4-# ¥ & ( 4-ipomeanol) ; # B % h
( iroplact ) ; 4 & & =& ( irsogladine ) ; E X B 4
( isobengazole ); & % 4 i & & B(isohomohalicondrin B) ;
17 4 3) 3B (itasetron ) ; £ #7 & & % 3 4& (jasplakinolide) ;
+ o 42 3 44 F ( kahalalide F); B #8 ¥ -N = z & &
( lamellarin-N tri Z B & ) ;> M 3% K © T & & %
( leinamycin) ; R # & & ( lenograstim ) ; B &8 % & % #
( lentinan sulfate ) ; 3 46 #7328 ;T (leptolstatin) ; 2R & o ;
BhrHHBETF a3k o Fi#F X TALBHEEEF+R
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B 5 3= & 3 R (leuprorelin) ; £ # =k ¢ (levamisole) ; #]
Mred | A4 % LHREBEMY  BEMNH_8K RAEMKLMILS
M ; 3 &k % k& B 7(lissoclinamide 7); % 48 ( lobaplatin) ;
o 33 # A5 ( lombricine ) ; % % ¢ % (lometrexol) ; £ & i&
89 ( lonidamine); % % B &8 ; % & # /T ( lovastatin) ; %
4 31 % (loxoribine ) : # 3 # B ( lurtotecan ) ; 4& o} =k 4%
( lutetium texaphyrin) ; 3 & X #& ( lysofylline) ; & & &
( lytic peptides ) ; % 3 ¥ ( maitansine ) ; £ % 38 ;T A
( mannostatin A); & 3 5 # 44 ( marimastat) ; & & B &
% 8 JF (maspin): X % & % (matrilysin) #p % & 5 £ %
S RB E i B £F%B 0 28 % (merbarone) ;
£ % 3% K (meterelin) ; % B 8 ( methioninase); F & & %
% ( metoclopramide ) ; MIF 4 # # : 3% 3 3 &
( mifepristone ) ; ¥ % 4 # ( miltefosine ) ; 3k 3 8 =
( mirimostim ) ; 4% & % A% RNA ¥ 3¢ B8 B% ( mitoguazone) ;
— % #f F 88 ( mitolactol ) 5 % E M E B MM X 6 B &
( mitonafide ) ; * #& # % ( mitotoxin) # % & % & &£ & B
F -7 784 % (saporin); ¥ 3t 8 & : ¥’k B ;T ( mofarotene ) ;
¥ # 8 % (molgramostim) ; ¥ # 4L 8 > A8 £ B AT M KR %
¥R A RYE At R R B eRAE sk H ok E
( mopidamol) ; % & & 8 & K B 3¢ %] & % BB ¥4 B
F1lAERABRZHE RSN E A £+ L B B(mycaperoxide
B), B2 Aapa ERiYh ; £33 #4 (myriaporone) ;
N-Z & 3 3f #& ( N-acetyldinaline) : N @ B & 2 %X ¥ & Bk
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A & 3% R (nafarelin) ; # #% # # ( nagrestip); # % &8 + /%
o« # ( naloxone+pentazocine) ; # % 4 ( napavin); 4% 3
( naphterpin ) : #f 3 38 % ( nartograstim ) : Z i 44
( nedaplatin) ; & ¥ % tt 2 ( nemorubicin) ; & 3 B B
( neridronic acid); ¥ WAk & 5 & & B ( nilutamide) ;
BV & (nisamycin); R4 KA & & & K &R A1t B
¥ # M (nitrullyn); O6-F X & Z o4 ; B dh Bk ( octreotide ) ;
A # B (okicenone); Z 4 # 8 ; & 7 3 &8 (onapristone ) ;
. 2 F 3 38 ( ondansetron) ; & 3 # (oracin ) O AR %a B8 B
FH E 4 R H4 R4 B (osaterone) ;s R E H 44
( oxaliplatin ) 5 & # #% % ( oxaunomycin ) ; 4 ¥
( palauamine ) ; # M B A R B B % ( palmitoylrhizoxin) ;
i % B4 8 ( pamidronic acid) ; A % = & ( panaxytriol) ; t4
% & 4 ( panomifene); t 4 B # ( parabactin) ; 8 3F % T
( pazelliptine) ; & Pl & & : & . % ( peldesine) ; & & #
% & 8 4 ( pentosan polysulfate sodium ) ;: & & # T
. ( pentostatin); °& ¢ ( pentrozole ); & # & % ( perflubron) ;
3oHh B OB s % % F B ( perillyl alcohol ) 5 = o #% #
( phenazinomycin); Z 8 X &5 ; S B BHH B 5 £ BRE
( picibanil); &8 &8 £ R # % & ( pilocarpine hydrochloride ) ;
ot & tb & ( pirarubicin) ; =t d ¥ ( piritrexim) ; & R 3
;T A (placetin A): & R 3T B; h i £ B &1t 8 3 %] & ;
ass b sAalb o B-Z B S Yt B M A ERK
¥ ) % ¢4 (prednisone): A ARV =gE# : AFKRE J2;
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Fasmiird B AEka ALBARZLAAGA S EE Y
#Eg CipHl Al H8a % s CHp#l & &%k (microalgal) ;
FOUBBREBESBEB A RLBmEBRCHN A
® %4 % (purpurin); st HF oY og ; wd @i h & F R A1t
LAY sraf B T4 d# F (raltitrexed) : § & 3
#f (ramosetron); ras X RA K G F #4837 4 & © ras ¥
# B : ras-GAP ¥ 4| # 5 B F A4t % 3T (retelliptine de
¥ % ated); &4 Re 186 4 # B # 2 ( rhenium Re 186
etidronate ) ; & 7 & % (rhizoxin): #% & ; RII 4 ¥ & 8%

B2 DR B A o+& (rohitukine): B ¥ Bk ( romurtide) ;
%ok £ % (roquinimex): & & ¥ % Bl (rubiginone Bl);
& 8 & (ruboxyl): # 3% %X ¥ 4 P ( saintopin); SarCNU ;
7 ¥ # 4 A (sarcophytol A): # # 3 & ( sargramostim) ;
Sdi 1 ## A @ AR T REMAZIWHE 1 A REM
HBE B REGSHHE FREETADH > ERRAE-B 4
% & ; ® 4k (sizofiran); & H 44 & ( sobuzoxane ) ; #
+ 49( sodium borocaptate); X &K Z & &3 & # B ( solverol) ;
F RAGEFELSEZ G EHm A (sonermin) ; #f ¥4 48 # &
( sparfosic acid); #f & ¥ #% % D ( spicamycin D) ; $& ¥ 3
T # 8 8 &£ 5T (splenopentin) ; & 4 ¥ % 1 ( spongistatin
1): A % % (squalamine); $mpmir s & e o Ei
B o A A K k48 (stipiamide) s A Hm EF 4 H B 5 &
# # ( sulfinosine) ; EEHh T ETHEEHERERA 0 HA
1% % % #* ( suradista ) ; & # 8 ( suramin); ¥ % 3§ ¥
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( swainsonine ) & o R OB E R B O E T
( tallimustine ) # ¥ ¥ % ¥ =t it 4 ( tamoxifen
methiodide ) 7 4 # ¥ 3 ;T ( tauromustine ) ; 4 % B ;T
( tazarotene ) ; # & M &4 ; % A = ;. H % % 4
(tellurapyrylium) ; szt s % & - H X B % B L 4K
(temozolomide ) A R 9 & X # HF >  wm A+ & : %
ok 8 (tetrazomine ) ; € 3 31 # T ( thaliblastine ) ; & # 3%
# ( thiocoraline ) ; &/~ & £ & & ( thrombopoietin) ; f /)5
@ i A EBEM  MMEH (thymalfasin) M A A E %
e A 0 MARYS & (thymotrinan) ; R FRKR &£ 5 T &
5 41 b %k (tin Z 3 etiopurpurin) H R L H ; — R = &
4k ( titanocene bichloride ) ; 3 % # # ( topsentin) ; & %
Ky ekt epl T @8 Fns A % F #(tretinoin ) ;
Z T & B # (triacetyluridine):; s & 3L & + = F ¢h 77 ; o
L 3% Ak s I8 8 3 (tropisetron); & B # % (turosteride ) ;
Bs B BE S BB ¢ ) B B& BE 8% 5% 8 1t 4 %) &) ( tyrphostin); UBC
@  owim o &R%A (ubenimex): BRAEFAL RIH
BF ks BBERA KEAR %K B(variolinB);
RBA % - cwmp AR EE,; 4T (velaresol); A
B ( veramine ) A =€ (verdins): # #% 43 . K& % %
“# i ;T (vinxaltine ) ; #4 4 sk (vitaxin) ; K B & ; & %4
& ( zanoterone); 3 B 48 5 &= ¥ 4 C ( zilascorb);: B % 3
4# T #7 8 ( zinostatin stimalamer) - % & Z HL B & H B 5-
Ak FERRFEERwW R ¥EEHK (leucovorin) »
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AR THRFALSGHabERILAB LEELRR
R AR RSB s RAYWREE - AARABEAZS
EREBRMFTERNEFEXTEAD T @ EHEBZ XK AL
B OE B & ¥ 2 A BRW» R F(CH W F R T K
( mechloroethamine) - B i & Bk ~ X TEH & F %) % £
BEs (FloaFR) EHAK (HlFEIiT %2

iT%) = &% (¥ +F &of (decarbazine) ¥ ) £ &A%
Rz X EREARMTERARERIEY T @R EHEEZ
. AR ES ELLEREFTRYL  EBBEMY (6o F i -E4)
REZBEMY (BT ERBE ) TLBup (%
Roh BB AT ) EARAFRZFTZFRARDY
@ BB T e ERERBZIRXARAEADET S LR
eRrm?» kAL (Hlokihhk  KEH®K) £
% 3 4% % (epipodophyllotoxin) ( #l 4wk a8 H ) i 4 &
(BlloBEHEHKE - 5 FLE - -BRBEF) % (o L-
RABKE) READRBEALEE (HloFiEFEF a)-
® TERAZALS YA S ER XA BT B

o

TR RS
M @ B (Flo PROK - BB KE - RTHRAUN £
ERE)- WA EHERARFA=ZRAKE (floXx 7P AR
R -ERAR) - RARBE (floaFR) 28K (A4

o FE T BEAT - FEHIT - BREEF) R=ZAH
(FEefE ) EABERHZ I ER AR TEANEE X
A EEZR ARG T OELRBRN  ERHEMH (H
o PRz o) RBERBMUY (Al EKER - RAEAF - F

8D
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BT ) ZAEMY (Hodi Bk Bs B EES -~ F 3

T ) BABTHAHZFLREARAMTRAANSEERRAL B
EZRAREMEGAOERLFARD KA L D (Hlk

B kAENMBKR) - AR5 F (plokead - H R A

R) A F (HooXBEFD - BHE#ME- - $FZLE - H

R E L FHMEHKEEME) - BEE (Hlo L-XLBEER

B ) RAMRKEXLEGH (Pl FHFE o) EAFHAZF &

| BRadh PERANCRIARAYREIREASERETH A
@ vexmn: BrRmES (Flokon) 28 (Mo
BRATLHRLEE - FTHERLBESE - FERELHEDB ) -

v & (#Hldo =T % & ek & (diethlystilbestrol) Z % #

— 8% (ethinyl estradiol )~ st & (Bl £ & 3 ) #

BE (Pl RBBREF - ATFER) REEFE (R
)RR g EFBER R FEMSL (o FALB) TH
RABRLFERORD T RB LR IBAH B E L & E

Bl bam Mt o (Bl Ess ~ Fokss) B (4 %

® ki EBR) - ERAZKFE (Ao A ) FABTAEY (B
A FEMH) FLRAETHHB (6 okiem - &K
%)

ot RUT R saAFERMRLERR G2-M #H
mMBEBEERAALTRASFAL S Y BESERAZIREBTHE
HREABRPRTHTEEDBERHAEPZEY I BHA &L (F
#% % R-55104)- #% % % & 10 ( Dolastatin 10) ( 75 % A
DLS-10 & NSC-376128) - # Z # 8 X X # #& ( Mivobulin
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isethionate) ( # #% & CI-980) - & & # #& - NSC-639829 -
i #7485 ¥ R (Discodermolide) ( 7 # & NVP-XX-A-296) -
ABT-751 ( % 32 ( Abbott) » 75 #% A& E-7010) -~ T 3£ % 5T
( Altorhyrtin) (# M3 BT A R BT C): B4
F (B8 irk 180 F 2 - 5% F 3 %0k
4Bk S BBirE 6 BB E T BB E 8RR
it 9) 5 % T (Cemadotin) B & B ( F 4 A
LU-103793 #v NSC-D-669356) - % # #% % ( Epothilone) ( 3%
@ smmE A BAME B BAKE C(TMHAEALY
Wi & AR dEpoA) - % ¥ # £ D(F#% A& KOS-862- dEpoB
BRER¥E%HMEF B) 3% E- B3 WM& F- B #*%
BN-Aitdh ~ kM FE AN-RLibdh ~ 16-R -5 &% B~
21-Br A s % % B (R4 A BMS-310705) -~ 21-#8 % 3% 3%
% D(FBAXTAKHEME F & dEpoF) ~ 26-# 3% &
+ ) A #| #f 3 T PE ( Auristatin PE) ( /f # & NSC-
654663) ~ % % # % ;T ( Soblidotin) ( FF 4 & TZT-1027) -
® 1LS-4559-P ( 7 3% & % ( Pharmacia) > 7 #% & LS-4577) ~
1LS-4578 (k% & & » 74 A LS-477-P) -~ LS-4477 ( ik 5%
% 2 )~ LS-4559 ( % 3% ® & )~ RPR-112378 ( R ¥ #
(Aventis))~ kA # &k 5 8 % - DZ-3358( % — ( Daiichi)) »
FR-182877 ( # /& ( Fujisawa ) # # & WS-9885B ) GS-164
( &% ® (Takeda)) > GS-198 ( #®m )> KAR-2 ( & F # # £
% ( Hungarian Academy of Sciences)) ~ BSF-223651 ( & #
% (BASF) > 7F#% & ILX-651 & LU-223651)+ SAH-49960

¢85
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(% % /% # (Lilly/Novartis) )~ SDZ-268970( # & /% # )~
AM-97 ( Armad/ i # % & ( Kyowa Hakko ) ) ~ AM-132
( Armad) ~ AM-138 ( Armad/i#} #o % & ) - IDN-5005 ( 3 13
(Indena)) A% % B A 52( R4 & LY-355703) AC-7739
(% z £#( Ajinomoto )’ 7 #4 A AVE-8063A & CS-39.HCIl) ~
AC-7700 (k=2 % » % & AVE-8062 - AVE-8062A ~ CS-
39-L-Ser.HCl & RPR-258062A ) ~ & # % 2% 1
( Vitilevuamide ) >~ #4 % & % A ( Tubulysin A) -~ ¥ A b %
( Canadensol ) ~ & £ # % % ( Centaureidin ) ( 78 % A
NSC-106969) ~ T-138067 ( At 4 #% % ( Tularik) - F#% & T-
67 ~ TL-138067 & TI-138067) - COBRA-1 ( ¥4 % 5 # # &
( Parker Hughes Institute )» 75 4 & DDE-261 & WHI-261) »
H10 ( # & #7 H 3 X 2 ( Kansas State University ))~ H16 ( 3
A L K2 ) 5T &HZ Al ( Oncocidin A1) ( F % A
BTO-956 & DIME)-  DDE-313 (WM A & &% & ) I & £
& B ( Fijianolide B) ~ 4% % #$8 #& ( Laulimalide )~ SPA-2 ( 4
RER W E ) SPA-1 (WM& #H & F4% 4% SPIKET-P) -
3-IAABU ( % 2 & %2 ( Cytoskeleton) /45 % L B £ & ( Mt.
Sinai School of Medicine ) » 78 % & MF-569 ) ~ 45 K =
( Narcosine) ( 7 # & NSC-5366 ) #f # F F ( Nascapine ) ~
D-24851( % #7 & & # ( Asta Medica))> A-105972 ( & 3 ) ~

7 3 4% & ( Hemiasterlin) ~» 3-BAABU (= /s §F £ /4 % L B8
2% KN A MF-191)- TMPN( & #] & #4 M 3z X % ( Arizona
State University )) >~ Z & ¥ & 8 8 R # % # ( Vanadocene
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acetylacetonate ) ~ T-138026 ( # H 3% % )~ % i 4 B
( Monsatrol ) ~ 4 8 # ¥ ( Inanocine ) ( 75 # A& NSC-
698666) - 3-IAABE (s & R /4 &£ L 8 £ ) A-204197
(Z3)-T-607( A4 % F#A T-900607)  RPR-115781
(¥4 ) L# % (Eleutherobin) (# £ ¥ LB % - &
LEYEBE - EYL¥ME A (Isoeleutherobin A) B Z-¥
%) ¥ & £ (Caribaeoside) > ¥ B & # ( Caribaeolin) ~
# 4 #% % B ( Halichondrin B) -~ D-64131 ( £ #7:& & 2 )~
. D-68144 ( £ x5 & # ) — R, 2 1% A (Diazonamide A) -~
A-293620 ( 2= 32 ) ~ NPI-2350 ( Nereus ) ~ # 5 & #8 1& A
( Taccalonolide A) -~ TUB-245 ( &£ & 4 ) ~ A-259754 ( =
3% )~ @ 4 # & /7 (Diozostatin) ~ (-)-K A M & T ((-)-%
% ahistin) ( F # & NSCL-96F037) -~ D-68838 ( % #7 & #
# ) D-68836( £ A M & ). £ F 4 B(Myoseverin B) ~
D-43411( % # 2 #f ( Zentaris) > & 4 & D-81862)+ A-289099
(23 )~ A-318315 ( &= )~ HTI-286 ( 7 #% & SPA-110 -
@ - ism)(Wyeth) D-82317( %% 24 ) D-82318( %
B 2 45 )~ SC-12983( NCI )~ & ik #7 i /T 5 8 s ( Resverastatin
phosphate sodium ) BPR-0Y-007( B % # 4 # % & ( National
Health Research Institutes ) ) & SSR-250411 ( & # 3
( Sanofi)) -
N@APRAFRAILESDE S X R RCHE B
E-EHMARLOEBREA T R s AT AR K

¢8>
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THRERALSGHERAABRTIELRABBOEEZR
B S HLABB (& s E (amphoterici) & #
# B & (nystatin) ) ~ o 5 A & & ( 5] 4o 879 & o ~ =k B & -
AR PR REE B ERE S RILER R
ook - B R BRE RE R BFREE A REARE
Bok )~ frT 3B B % (amorolfine) ~ & #% % 3% ( butenafine) -
# % # (naftifine) -~ #5 b % % (terbinafine) - A M & =R
( flucytosine) ~ R 474 ¥ Z ( nikkomycin Z) -~ ¥ /8 3 /%
( caspofungin) ~ ¥ ¥ % /% (micafungin) (FK463) ~ f
B 3 #%# ( anidulafungin ) ( LY303366 ) ~ %X % #® %
( griseofulvin) ~ 3% o &9 B¢ ( ciclopiroxolamine ) ~ 4 %
&5 ( tolnaftate) ~ 3§ W ( intrathecal ) ~ *& % # #k ( haloprogrin)
B+ —#mHegd -

TARXEFALEDERARTFIEAREBMCERERR
wolmEEY (PlleRk) c FRAMY (Hl T AXR
(trimethoprim) ) ~B-R &K (Flww F# K -BHELHBF) -
mABER (o F >~ FAMKE (kanamycin) ~ ##
% (neomycin) ~ B K# % (gentamycin) ) ~ W3 & ( #
4o £, @ 3% % (chlorotetracycline) -~ £ # % ( oxytetracycline)
& % @ % ¥ (doxycycline) ) ~ KE W& (4l &
( erythromycin ) ~ B % % % ( azithromycin) & % B &% %
( clarithromycin) ) ~ #k T & B ( lincosamide ) ( #| 4 %
i@ & (clindamycin) ) ~ &8 M B £ ( streptogramin)
( # v & % £ T ( quinupristin ) A ¥ # # T
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( dalfopristin) ) ~ # ¢ # 81 ( fluoroquinolone) ( #| 4
% & W 2 (ciprofloxacin) ~ £ & & # & ( levofloxacin)
& ¥ & 7 B ( moxifloxacin) ) ~ % Bk ( # & % % & +
( polymixin) )~ #] 48 ¥ ( rifampin)~ £ &t & £ ( mupirocin) »
% % #: 8 (cycloserine) ~ B¢ # 32 &8 (aminocyclitol) ( #)
ko K # % % ( spectinomycin) ) ~ # Ak (# «w & & &% &
( vancomycin) ) ~ [5 k% 89 ( 4] 40 #] 2 4% #] ( linezolid) )
% 4% 82 - &% & ( chloramphenicol ) ~ # 4% 78 & ( fusidic acid)
. B ¥ rf % ¢ ( metronidazole) -
THAEALGHMEARARTFIEEURA A EFR GEER
M # @ % % & # % ( Emtricitabine) (FTC) ; # ¥ % %
( Lamivudine) (3TC) ; ¥ #% & ( Carbovir) ; /i & % %
( Acyclovir) ; F# & ; 2 & % % (Famciclovir) ; *§ %
% & ( Penciclovir) ; % % % & ( Zidovudine) ( AZT)
% 7@ ;L ¥ ( Didanosine) (ddl) ; % #®& 4 % ( Zalcitabine)
(ddC) ; & 4# k% & ( Stavudine) (d4T) . #% # 33 & DF
. ( Tenofovir DF ) ( & #] 4& ( Viread) ) ; Ff & F & ( Abacavir)
(ABC) ; L-(-)-FMAU ; L-DDA # 8 %8 #7 & ; B-D-= & &
BEHBYE  #$io B-D-—A XEH-B5BE24 (DG) -~ B-D-— &
REK-2,6-— A R%L (DAPD) R B-D-— & A E A -6-R
22 (ACP): e ¥ RT 4 %) B » # 4 & ¥ 2 +( Nevirapine)
( #FH84 (Viramune) ) - MKC-442 - 4k % &% 4 ( Efavirenz)
( % % #% R (Sustiva) ) ~ 34 ¥ 92 ( Delavirdine) ( #
#7 & 3 ( Rescriptor) ) ; HE @ B ¥p #l & » # 4o % & 5 %
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( Amprenavir) -~ F[ % # & ( Atazanavir) -~ & #f & 78 ¥
( Fosamprenavir ) ~ & ¥ #F & ( Indinavir) -~ F % d
( Kaletra)~ & 3 #8 & ( Nelfinavir) ~ #] 3 #f & ( Ritonavir) -
7 & 8 & ( Saquinavir) ~ AZT - DMP-450; @ & % % » #
4w Epzicom( ABC+3TC )~ Trizivir( ABC+3TC+AZT )~ Truvada
(FTC+Z # 4% ) . olFN (&£ ¥4 ® # ) 3 ( BioMedicines
nc. ) ) ; BILN-2061 ( & % 1 A& # # ( Boehringer
Ingelheim) ) ; i B ¢ B ( Summetrel) (2 % % % ( Endo
. Pharmaceuticals) # 2z 2 3 ) » B4 # A (RoferonA) ( E
* 2 -8 K (F. Hoffman-La Roche) ) ; M ¥ & ( Pegasys)
(EXE-BKR) M7 &/# E4 x (Ribaravin) ( E £
-B K ) :CellCept( E X Z-BK ) # & 4% (Wellferon)
( % 88 £ # % ( GlaxoSmithKline ) ) . F # % #£ -a
( Albuferdn—a) (AN A B @ # 2 2 3 ( Human Genome
Sciences Inc.) ) s A2 # # 4 (Levovirin) (ICN & & ) ;
IDN-6556 (Idun # & ) ; IP-501 ( #4844 #7 & # (Indevus
. Pharmaceuticals) ) : FT % #% ¥ ( Actimmune) ( InterMune
NE) ;s #3 #% A (Infergen A) ( InterMune /> 3 ) ; ISIS
14803 (ISIS % # » 3 ) ; JTK-003 ( 8 A% # ( Japan
Tobacco) » 3 ) : M F &/F & H (Ceplene) (£ R %
( Maxim Pharmaceuticals) ) » B & &K (£ 8 8 ) ; #
#% F(Civacir( #F tb £ # # & /» 8 ( Nabi Biopharmaceuticals
Inc.) ); # # % ( Intron A)/B i 44 ( Zadaxin)( RegeneRx) ;

Z % FH (3% & 2 8 (Ribapharm Inc.) ) & &=k =
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( Viramidine) (% & 2238 ) ; & % # & ( Heptazyme) ( #
w8 % 2 (Ribozyme Pharmaceuticals) ) ; H 4% (&£ &
7% % ( Schering-Plough) ) ; PEG-Intron ( % & 7% 3 )
# B 4% # (Rebetron) (A EH##H)  HEEH (REH
5% ) : PEG-Intron/# & E# (A EH#K %) > BEMN (F4
( SciClone) ) ; # k%% (Rebif) (Z ## (Serono) )
IFN-B/EMZ701 ( Transition Therapeutics) ; T67 ( #& #x 3%
% Inc.) : VX-497( 4@ % % # ) 3 ( Vertex Pharmaceuticals
. Inc.) )  VX-950/LY-570310 (42 & & & N3 ) ; B ¥ 38
#& ( Omniferon) ( %4 % % » 3 ( ViragenInc.) ) ; XTL-002
(XTL £ 4 % % ) ; SCH 503034 (A &ZE#H®) : #FHHA
( isatoribine) & H AT & ANA971 B ANAO975 ( Anadys)
R,479 ( & K. £ % # & ( Roche Biosciences) ) ; R # w4
/& ( Valopicitabine) (Idenix) ; NIM811 (# # ) ; M %
#% $€ (Actilon) (# # & # ( Coley Pharmaceuticals) )
% 4 18 3% & ( Pradefovir) ( Metabasis Therapeutics) ; %
o Ak & ( zanamivir) KT 4& 48 & ( adefovir) ; Fr 42 48 &
= st ok &5 (adefovir dipivoxil) ; & 4 ¢k & (oseltamivir) ;
T 4% B2 ¥ (vidarabine) ; £ # % % ( gancyclovir) ; K &
¥ % # ( valganciclovir) ; = 3 X B ( amantadine) : 4
B Z B ( rimantadine ) : & A % (relenza) . # X 8 &
(tamiflu)  =Z 3 X8 5 B R # (entecavir) ; &R % T #f
#] ( pleconaril) o
THABALSCHERNRTFTIHELRF L LB @412
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K MR O F 4 B & ( avermectins ) ~ ¥ B B &% %
( milbemycins ) ~ 4 % % ( lufenuron ) -~ % ¥ &
( imidacloprid ) ~ £ #& # & B - & &K B & ¥ &
( pyrethroids ) ~ # A& #8 ( sufanamides ) - &t ft ¢ %
(iodquinol )~ — R A 44 # 8B & ( diloxanide furoate) ~ ¥
ok ek~ B fE @ & (paromycin) - FT & & - & oY B
( quinacrine ) ~ % s o# B8] ( furazolidone ) -~ # &§ o
( tinidazole ) ~ & %4 =¢ ( ornidazole) ~ # 37 3L ~ & T F #
@ :cakiWH - Aok (chloroquine) - B 8 fLoE - M A3
# (diclazuril) ~ & 8 & BB -~ B % ¥ ( paromomycin) ~
“Z 4 Bk ( pentamidine ) ~ & % i R ( pyrimethamine ) -~ 3% #
# % ( spiramycin) >~ ¥ & ¥ ®-m B Fll5¢ ~ fFT X & 4
( albendazole) ~ & % ( quinine) -~ 2 2 £ ( quinidine) >~ m
B F - % 2 # R -/ B % ¥ ( sulfadoxine ) ~ ¥ £ =&
( mefloquine ) ~ % ®¥E & -~ & B % % ® ( proguanil) -~ #%
MEME - G A - KR L (melarsoprol) - = Bk %
. ( diminazene ) ~ & = #% ¥ ( nifurtimox ) -~ $ FT % {5
( spiroarsoranes ) ~ B JF o ~ b £ 3 ~ B KR 4T -~ HHH
R E 4 B & ( sodium stibobgluconate) ~ N-F X & 4% Bk ¢ &
B - RmMEME B I RALE - R mEER - KX
#, ( dapsone) >~ = ¥ ¢y 7% (trimetrexate) ~ L MK F - B &
% % ( roxithromycin ) ~ I 4& 4% 8 ( atovaquone ) ~ [ %
# ( aprinocid ) ~ # 2§ o -~ EB & T & F ( mepacrine
hydrochloride) ~ & ¢ T (emetine) - TR A /S X Z M - &

S
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R E -~ XAk~ ook &) (praziquantel) = FT K i =4 o
QAN HAFRAS B S 2 $aE B X JFHE A H X B

E-—EBMAERER  BHEHEREIMERRZIAEBRE
Bld o Bt HBTAHABEERIFBEAEHT XA - LLB
Mz EBEE N AMOEE R R T3 EH (aspirin) -
# % % ( ibuprofen) -~ # & % # ( diclofenac) -~ B # 4

( naproxen) ~ X [E % 3 ( benoxaprofen ) -~ # tb % 3
( flurbiprofen ) ~ 3 # % 3 ( fenoprofen ) -~ £ HF 3
( flubufen ) -~ & % #H % 3% ( ketoprofen ) -~ 93| ok & 3
(indoprofen )~ 0t & % 3+( piroprofen )~ F % % ( carprofen) »
E & % (oxaprozin) ~ % % %% 3% ( pramoprofen) -~ B & %
% ( muroprofen) -~ # [B% 3 ( trioxaprofen) -~ 4F % 3
( suprofen )~ Bt % % 3 ( Bk % profen )~ % % B ( tiaprofenic
acid) ~ & % 3 ( fluprofen) -~ # & # ( bucloxic acid) -
ol ok £ & ( indomethacin) -~ 4F# & ( sulindac) ~ £ £ T
( tolmetin) ~ 4% % 8 ( zomepirac) -~ & J & ( tiopinac) -
# % %2 ¥ ( zidometacin) -~ F[ & £ ¥ ( acemetacin) ~ 3
# # ( fentiazac ) ~ 3 £ # B ( clidanac ) ~ & 3 g
( oxpinac) ~ ¥ % #f 8 ( mefenamic acid) ~ ¥ & 3 #F &
( meclofenamic acid) -~ # 3 A & ( flufenamic acid) ~ B
# 8 (niflumic acid) -~ 3 3% # & (tolfenamic acid) -~ 3
# # 7 ( diflurisal) ~ & X # ( flufenisal ) ~ = B & &
( piroxicam ) ~ 4% % # & ( sudoxicam ) -~ # & # &
(isoxicam) ; KAZFE AT A 4 » ST 3 T 4k - KRG -
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= ok A5 B BE &k 4 - # K 45 & ( salsalate ) ~ = & B W

( difunisal) ~ kK # & K45 &8 -~ #p & # st € ( sulfasalazine)
ol (olsalazin)  #Bm A X® MM A Y 08 T &

B X & B 9k A & T (phenacetin) : %=k R th L&k > & 4% °
x

ok £ F - 4F KRB BRIk E B (etodolac)  # % K T & >
LIEFET - A58 AREBFI%EE (ketorolac) ; # B K XK
B (FAABE®B) G FHFAERTRGAE S WK

( enolic acid) » &3 ¥ # 48 (oxicams) (w B ¥ & -~ #
. # #4 B ( tenoxicam ) ) K b =k g — & ( X A T & &

EY

( phenylbutazone ) - X 4 B% ( oxyphenthartazone) )

A

BRILEI M > &4 F T £ 8 (nabumetone) R HE B % L 7T &
2B RERAY - N NSAID 2 £ 3# & f% i 3 % A Paul
A Insel, Analgesic-Antipyretic and Antiinflammatory
Agents and Drugs Employed in the Treatment of Gout, #
Goodman & Gilman's The Pharmacological Basis of
Therapeutics 617-57 ( Perry B. Molinhoff ##+ Raymond W.
‘ Ruddon #, % 9 M, 1996) A Glen R. Hanson, Analgesic,
Antipyretic and Anti-Inflammatory Drugs in Remington : The
Science and Practice of Pharmacy Vol II 1196-1221 ( A.R.
Gennaro %, % 19 R, 1995) » A U2 x5 A8 F KX Hm A

AXF oo

EMABHEMEREL R ERBT AR QKA -

A zHhagdaezrerRD . RE# L (loratadine) -
7 &% #| of (cetirizine) ~ 3k % JF 8 £ ( fexofenadine) -~

€8
244



1417093

%% # % (desloratadine) - % # 4z 88 ( diphenhydramine)
# % R # %8 ( chlorpheniramine ) ~ £ 3% % ( chlorcyclizine ) -
ot 31 89 ( pyrilamine) -~ B & 5 ( promethazine ) -~ 45 JF #f
Z ( terfenadine ) ~ % & ¥ ( doxepin) -~ F & 7 ®
( carbinoxamine ) ~ % i & T ( clemastine) -~ ¢ o #F @A
( tripelennamine ) ~ /2 X #f 8L ( brompheniramine ) -~ &
( &8 & zine)~ & % # of( cyclizine )~ £ % # o#( meclizine) -
£ & ¢ (cyproheptadine) -~ X # B ( phenindamine) -~ F
' % #5577 (acrivastine) ~ & % # T ( azelastine) -~ £ F &
# T (levocabastine) R E R & ¥4 - M N 4L ik #l 2 2 3#
a3 i 3F % B Goodman A& Gilman % The Pharmacological
Basis of Therapeutics (2001) 651-57, % 10 j&
AR H B OEREERE  RTHEBE (HkH
o H KM T %M (Solumedrol) ) ~ T 4 fo ra 87 & ( 3% 4o
%I E A R FKS06) ~ ®RA4L HE MY (# o 54 R
( azathioprine) (## # (Imuran) ) ) ~ FHRFEMH (#
@ LmmmE)  mAM (HLEF  RAARBAS -
HEBRBRBER) ~$BERB (B BREAELRTF EKE
o) HAEF (HomE M E (rapamycin) ~ KK & % D
H M E C- 24 MEFRAME) - A I1gG- A K E to
K %&a (ALG) R # (3# %4 CD3 (OKT3) - 4t CD4
(OKT4) -~ 41 CD5~ # CD7 ~ 48 IL-2 % 2 -~ 4L o/B TCR ~
L ICAM-1 - 3 CD20 ( £ # # (Rituxan) ) -~ # IL-12 &
MeresEfkzing) -

cs2
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ERRK{TREZARMARFI X
ABARBRANER  HEHRARALEH OB EZIHAR
EzamrY A BHZERBREGHT  GanHes— X%
HAZHALILE D RXAEBELETHEZXZE - BB A4Y - &
Rt~ KEHRAE - £ A —BEBEH > XEH
ZHaBRPOLE—RIBERAFTACLSHREL B ELTHZ
2B BB AY - BEIALEY - KEW - MEBEZHOEAR
_ XERH - EZ-—BABREHY ABRAZEABE
@ s HABAZILOMARBELTRELZSE - B H L
M~ REILEY - KEMATNEBER-ZFELRELAL R4
BH o £F —BERBREHT AR AEAZILESY
XEBRLIITHXZEB - BE AW BHRLESYH - KEY
XA BERBELLTEHEXIZIRAE  HEBRIBRH B -

E-BABRGEAEBREHN T AEFEAZBRMAE B BEE KR
hRE-EQRBE  AFAzB R asay
Z—REEFHERY BREFLEBREARY X B I
AR ERIABHHA LR EIHAREN T X AER - &4
BRagh AR esXD-XV)2iteHh XL B E
THEXLZAE B ~BRESYW BELESY - KSR

AR REFEAE-—RSHEBENS TR AL -
RRaRAHTRARNESTY HloRAREEEFREZ
B EGY c E—BEREHT BRERaphedt—R5%#E

BB R - R FEEBASIR B -
A —BABESN Y  AFRABAXHABTA T E—

elo

®
‘3‘

-
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F2 AN BEEAN LR EFREZHEAG N B &
Cal I

BRR2aRMTRANREETY Bl R EHEHE XHR
AAREZRAIL Y A BERBRETHT BREanhe
T RESEBEHRNEHRB > Mo — RS HEBEINHE KB K K
%% %%k A

£ —BAERBREHNT  AEABRAIXIHAB T F £ —
FHLS N EHEANELERIABELINRNIEABREAREZ
HABDRANECRETELRA PN I EL G ZE & X
A g -

AE R B RO A ARRSLLALTKERL
RERBLZEHOHELRTRN  FLH > Bllo#HFKA
EW KT oBR (HeBA) R/ &8 (AH) &
FERBIBRE A RBAHFEZEBEHFY 0 %HRIEH T
BEFESRDARAENHKAN - AT -MAAN - OR -
BN AR TPABRZIEE G AY - £ — B8 & LETH
PG RBEATEBFAREZE AR RBETHRFAHR -

AEAZE -—BERBUABELNOR - BHBE (Hlog
£ FTTF -BREE - -BRIXELEAH) F&H (Sl kT -
A - BRBEH CNMAARHRA) B EKT EF -
BAZFTHaLFEEZFTRN &/ - Fh BE  #Hoo8 ¥
BHABBE  RER 0as . SR KR BRAE
®FERBE (REBR) Kk B M LF &
FToBER MR REE (Al 82 EAFHKRNBRAH )
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BB BV MRIAEBEERTFEAZIRBAELY a8 B F
& (Bl KHEXRFERAEBFR - KDL RXD O KRHE
LR) BRABRE AN FEHRTELZRBHD
MR THEREARB AL FEHRT ELZ2IRBAUY2Z &
HEE (o8 RikaVER)-

AEHABAGAR  HMAKREARBERBETEARAL AR MK
% o BRplmtT  BLLHBEREZZBATLSALLARSE A
BEERBREZXIZIRBABE D EZEFHEKRS o AN HAZLE
HREARDLARKELE IR - Hl o2 R EARKE S

£ (1990)% 18 J&, Mack Publishing, Easton PA -

BABB A DARABABES - RSEEREAE - 452
BB AERY EBERMTEABDL  ARAIFRHLEELSR
HEZERFIEETS  ETHIBRUVEBERARTELSLNBHBARR
AR EBEP BAELBEBREB T B2 EHERR B
FMmAE AR ERARMBEHERTFTEEZ T BRI Mm T o
Bk B X oORBATESAFAEIFEBLSLANFELE B AN ZR
 # oo

¥ RETRAVEHZIBEHETTABAPZIHEEZTHEARS

mE - BHlMET —LEFRERIZITETE - LREE L
AR EEENR KR - B8 —BBER BB FN K

» (4o N-(F A ¥ 3 % % (N-desmethylvenlafaxine) &
NNN-— £ FREREHN ) BUEZHBALERNWE>H - B
b ARBERBELSALE (ZANE) BB RARYD
BREAR - gAREAX WELIABEFAAALZIARE

248
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(ZAHNE) FRARAEERHE N THARAT>ZIEHRRE - K
HFHZEILBARD T LS AELARNE Y AMHKR LA TN
o £ B % # (USP) SP (XXI)/NF (XVD) ¥ 2 BB & - — & @™
T EABARYLLBELEZABRLYITRRENE
My HASGEB/EAABMABER BAZEILBEAY S
FHARY  MELEF  BHILBRLRABER®SE -
ABEHE—FTRHELLFTHRIIEAKXKBREEAADAR
. BA o BAKTRE-—SHCEAHZIHER - BHIMT > Hho
@ k (Hib 5%) EBEHMTEBARAEE NS L
MAEAFELRAEPNRIARDEF/LEIREEHG T L - B
4w 4 B, Jens T. Carstensen (1995) Drug Stability : Principles
& Practice, % 2 3R, Marcel Dekker, NY, NY, 379-80 « ¥ &
o kKRBl TS5 - Bk KEFHFEY
ZHETAABSZEEN RALAAGRMZEE - RE -
HE - H#HAFA EHREAHPHFTFTTEBHKRTR/REBR-
AERAZ E KB REAAHABYTHEAELE KKSMKK
@ S ABANAMAAAAARYE AR HE
RIZ M EV AN LT T LB A »R/RABR Bl &
CIARARE) —HOLL " BRER_BEBEITFTHARSIHE R
MM BRBAEKEARBKY -
EHHEABEEAB L2 RERTLEKEEH 4
# B B4 GERARCHATHLLHAZHBEREEKS

R AERETHLALANBSHAEETATF - g 0K
ZEBOFEEARARANREFAIXIEHSE - B8 - BB EZE S

{80
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(Bl ) BBELERERLE -

AR E— S BRBEL RS ERRIFEAT>THAR
2z b BREARAVARBEA - LARXXTHBE BB ETAH”
Z BHIiLS O/ RRMNE RE 0B X AIHE - pH
% 1 B X B & Al
1) o fg & &

A0 RZEEZAERAREE D YT R BERBAER
o g FRW KB (PloFhR ) FEh  BERR
B (poAxBR) BHBAVSARELEZIFTERT L
THRYUEEREE AR PP L EL T LA HE  —KRE2RE
B4R K, R # A2 (1990) % 18 Jk, Mack Publishing, Easton

PA -

AFHZz AN O RBAVLAEIREL 8B &R S HH
F-—REBEEFRARATARAED —ERAEB AL RAREDRE
% BRHEUBMTRAREATIHEAMVAMKARZRE B
Ro-BEpmzT BELEANRTRARBIIAEE B 2 B A
BHEERABRN K~ 2B b B A%KE - B EBRE
e H - BALAANEHRoORBAY (Sl s &8 BER
ER)ZRBAHTH AL ERRABRE - # REH%EFE -
MR - BB HMER RSB RHBR -

BRBBNE SN URBPPBEREARAANZIOR
BEmaA AEAZBFATHEREBEERRVE X EFE - T
BRELSARIARASARB M EREE - TRAEADTE M
B2y 5HMG - 0T  BRERARADARBIVGEHNE
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s

B ERBEE @wHRKEBBRBE X -FHHHIELF TR
SO RBELEBRAEADEN AT BRREH -
BpelmET  RKETHEIREIHELRESE - B %4 A
THBBAFTAARKHBBRES - ZH o B BB ZA
AKX 2ERAINBLIRSTREMEF - Y
KEBETHODREBELERBABBABAZIHKILSHZRA
BB BFHREER LT -
_ TRA®ARRAORAYZRBHG TS &2 FRR
Q@ L osaH HRMWAMEN - BLANBEEAY
EBEAMZHAASBOEERABRNS D ZXRBEH - 58 5% REH X
EBisy B  RARRSGAE (B H8) &%
Bidn - G R E A B i®E Kk ERAE - AABE - &K
EREMTAY (Pl A E - LEBEHB%EE 7R
B EES - BT AB M EM) RSB - FAY
®Fk -BHLBRH -RBABEATESBEF (H 4 2208 3% 2906
2910 D) M EB BB ERAELRLY -
e ExEETNXELHEERRMD»R AVICEL-PH-
101 ~ AVICEL-PH-103 + AVICEL RC-581 - AVICEL-PH-105

<8 A
TS

( 7T 44 8 FMC Corporation, American Viscose Division,
Avicel Sales, Marcus Hook, PA) R E 2% T R L R4 ¥ -
— 4 XA H AR AVICEL RC-581 R B 2 M S i 4 § &
BTFRBELEEFRNZREAY - @42 8EKREKEKTBRB B X
a /o & @ 3% AVICEL-PH-103J & Starch 1500 LM -
WeRANAXTHEBETZRELZ Y RE RN ZHE LB

87
251



1417093

MEBEEEITRMN B L - &S (FloBRmIHK)-
wmaEmEE wREE L - HERE S A (dextrates) > &
- HERE K- LEARBE -RL - BAHALERHR
- A BERABREARY PIRLSERERLBRY A
Ba A HRBEYZHS0EH99FERH L
HARBARAEATAZIARDFTFRRBETEEN S XK

b A1
T

T
B8

BT HAZER - 2A B MBI BT R AMAEH
“ M mMeAB) BB IEBTRARIUAMERRRNAEA
® FHEMGTHA Bt BEHEABRACTBRSIFF GBI MR

HMBABEFERI»PBAZIREZAABREAAETAZIEHR 0
B - mABEABABHIEARBEAGRDBELMEL B X
HAHE—BEHER  BAUBERaAaRHELH 05 24 15
FEEXZIHMAE  BEH1EHSEEBZ HARB -
TRARABRBLZ2a Y RBAVPZHRAERCEELR
Rt HAE > R KBS MEEBTE - B AT S
# okt~ RBR T K w S B - 8 d T 4R 47 ( polacrilin
® potassium ) ~ B X LB B - 5L ERKRKEEHEH - 4
WAy MALES > Ea4RL  HL HeBEE L4
BuE BBBRERLLSY -
TARNAZAB R REAFAFZHFTHLEER
PP P AR  RERYE  HHdh BEBYEH - HH
LA R HEBEE - R 8 - H4 B - R - A
MARBRS - Fo &bt (BloiEdd - BiFd
R Fh - X RE - BMAEN - R AR AT R ) S E

8D
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2~ Bl AHBLE -HERARELRERAD Bl @wm T o
246 % # & 3% Syloid & B ( AEROSIL200 > & Baltimore,
MD z W.R. Grace Co.# & )~ b w288 8528 (&
Piano, TX %z Degussa Co.4%§ € )~ CAB-O-SIL( & Boston, MA
Z Cabot Co. i E 2 B _AILW AE D) RERAY - £ 1
Ao ME A %uwﬁi%%Az%“ﬁ&%&m&z
H1EERHEHEMA -
)X =K E R
ABERAZLFZERS ThHLURBTART BABE o8 F
v REBRBRIAXBELERT - EHOERERAR
£ B %4 £% 3,845,770 -~ 3,916,899 ~ 3,536,809 -~

3,598,123 & 4,008,719~ 5,674,533~ 5,059,595~ 5,591,767 -
5,120,548 ~ 5,073,543 ~ 5,639,476 ~ 5,354,556 & 5,733,566
PAEE  HEFEEMNEAFRARS TN BAAKR T o iE A
BTAHAURM -~ REZETHERTZIERRLEER > £4
me BRARAATFEALELE - HeReHEYT -8B
TEBE -BELAH% - P RBRER - MK - BBEH - M
FHEast URBEFARLHBZAEBRBAIGHE - — £
B HF Lo BEXEERAGRY > 638 KX P Hmadk
HTEHGHBEEEUAHLANRKETRAZIEFLERY o K3 5
B 2860 R/LEZE -FEMAEHALY > Hofe R BRNE
NREBRBRZEB  BE BREERER -

A SERBAYBEEL LN AFAREAEEMNSG
EEEHE #hﬁﬁéﬁi%éﬁ,\ﬂa#foii*ﬁnﬁ%“’éﬁi@
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FERAIXEBAVAUEBNBE LR TZAR A HHAL
AR VBERAERARR I EDERIAEZEHNBAK - THEEBHK
FERYIEBEHLEEYHRKRTHE BFRAOB T8 FRHE
vy & EIREMN -
REBBLEBAARYDGERH R RV ER - ES
B (FMHAD) LFELEREFZILEHRAR  LRBEE R

EREIHBEZLEY AR RFZIREZLEARXEH XK
R - ALBARBFLEZTZEY LS E  EHLBARBIKE

@ s ABEIANITOREAANBALAR - B R
RAEZXZXEBRK T S BAHKE R RN pH A -
BE ~BEF KR AL FBEHE4ERILESY -
AERAZIBEARLERBEAA AR LS EAEA LA H L
AR EZADMD-XV)t o H XA BELTHE L ZE - & E
- KkEeHh s GRS IATE KGOS EE—F &
SMEBREFART R OALBLAB B EREAAT RS
HEZRAYMEREZRAALAFT ARG L T KB b o 354
KBEAXB AR TREEZBRBEHNESE 6,274,171 R R H # >
R RAEURIIAFRXMARIE o
FAERAZBEALEBERARYLLY 6 T EWEH 40
FEZXZAMD-XV)bb Y A BEETHS B -~ 7 H
iKbb BRICLGHRATE 4 50 ETBEH 94
EEN I HELEEFE NF RARFTEH 025 EEXEH 1
EEN2RARA-FALL F USP A vk BrrueasT i
BUeEFRERARRATRAB T ZEABER AN ER -

89
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3V LB E A

BB TEBIERRAORERTES » AR
FRART ~#HBA (AEERREH) - MARERGHKA -
BAFLBRHUVIRELBYLBELZHTEMWZRAY
B AU EBERYVAERTELZZIANBRLE A LB R AE KK
B FEBBAZEHFLIELFTRRMNILEPTELHZIER -
MEPTERXIBRFINBETTERXZIHABTHIAAZE
KE®R S AIBPTEHZRBRFRRILK -

THURMAETAFELHAHA B THEH A K Y A
B HEmbvooEt FTHEBERXBRD X4 ALKk USP: %
MHER > HWwEXARAALCHEIHRE HKEBEREHRKR A
Ve M GE B R - A R BB R AL B R AR R KL AL A A K R A
ROKTREMBER  $WEARALE - RL_BERE
BB RIEAMEEE  HEeRBRAIRSB BT E
ek - LME - hEBE LA - AL EMEREARRXTEY

B o

B RAXFTPHBFREERTZT - RSEELERENHILS
MBTHBARTRZIFLEHBBH AU F -
Bk~ BB RBEE R

ABERZEE - -HFREFHBERHNCLIEELRDRA
BERCCEHER > RBEBE CHLF kB BRF BB AR
AR BRFERREAALDILARFEETECLZIHK - 6l %
REMEREHEH 2 (1980 & 1990)% 16 & 18 pr, Mack

Publishing, Easton PA & Introduction to Pharmaceutical
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Dosage Forms (1985) % 4 hx, Lea & Febiger, Philadelphia -
BEEROBERZIBBEAROFHYTHERARD £ X 08
Bk BRBALEREYR“BREAHR £ T

BAPEARLARE —BHEXLFHRAAFAE EZEHA

/5})\°

\

TRUAURSEBARAETAMBEZIER - AP REF BB
Ay BERAEE (FHoBREPHER) RE-LD T ARE
REBERMMEA RO BARABRITBRE AR BB KA
ZH BB EFEFLFT LAERBBECLEEF R
X BB LB LB BB T-1,3-—-8 - A3
MEABE FHREAGE BYHBRERSH AL KR A
[~ HAF AR -BRBIART LA EFHBESE LT
BXE  ZEFRAATKBLBRIRMREBANEREZ 8 R
BEA T - SRELRT>ZITHALBBEIET XA L
H oSt A TARKE EH 21980 & 1990)% 16 & 18
% , Mack Publishing, Easton PA -

bRz Tea®kmE  TEERREAZZMNR
sk BEZAT Rz ERAAeany BRI MET 0 TH
RAEMBBTIBE IR BRAIZAE T - B4562%F
MaBaFERRY D HE  BERRENE > Mol B
B RO Ak hE  RADZHE B _FER —F AL
BB s —FRATFTEE, R 8, g2 ¥Rk
ot 2% o & ; Kollidon & ( 4 # & ( Povidone ) -~ & % &
(Polyvidone)):; A % REH AR B KRBEME X FEH®

jo: |
i

T
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B » % 4 Tween 80 ( % L %1 B2 45 80) & Span 60 ( % K
ZLB: B AR AR BR B )

T AGRELEamY B2 pH ARBEa AP X
BAMmERABARZT PH A > UA R - RS BT B AL O
TR - M TAHZARBZIEN - A8 T % E X%
AURBERBERE - FTHErREEBRE IO MNE BB
MR RBAEF > AFHMAE - RS EFTER»ZIBK
AR ABARERE - BB REBRSET LA
Bt Z BB BB - AEACBIRBDERBRL LB EH
BB KRB EEER c  THERAEFERISPIRARAE - K4 Y X
BRI AMRE—-FTEAGAAFAERY ZFN
SYREZ B ERBEE

T AT ~ bk EHRARXEEBEEINARE
ZE - RSFBEEKRARNGTAILA DR AR ZE » B
BRXRKRZIEEMPRERELRREIER > IR ELRE M @
E-RABRTFIBIRE (bR E)  BE
BRI ARKIBERENE REREUAREZFZF& B E -
RERBEREMZE » BARERBETFTHARERE X S B 2
RERd - ThaFTRIHEHDHEYARZL S E 288
REGH®RISHEHARBE - BEZTHEBHFETE R Y P
KM R e REEIBREFRAREI N XBTFRARER
Physician's Desk Reference ( % 57 #x, 2003) ¥ ik & 2
BEREF

Mo FZhrHBELEEL2FEARIIKARAEE Z b
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FTEAXRBMAE (FHoEL2FH4 1 RAEELNFHY 500
EXL-BAFH 100 MAEHBEL2AH SERALAXEBELAFA
AEBEXAF A SOBA) -
mE > ABERALSGYHPAXAERKZIEE S

BHEHRBAZLABRAHNO001EHLEHI000E L 2HER
Aol -~ RE-—BEIHBANLTFT  BAEAUAETRTREE
—BAEREHT BBBESLRE S ZHE
EHBRTPHR HEXTx HFOBELERAAEIH S
ZERXEH S00 2R EHZTTX AN ESH 10
S 200 BRXRE - AEBEHFT 0 SR EUAKRKEE M
¥ RHFBBEH | EALEH 25 ERAELERENEREAR
# 200 E 24 1000 B AERBEXRTREEZH KX »
REEHREREME - A X LEHFATTRHRLEFERAIYF
B rRBEAURSZFERY>BE P o — &N H S B
MG RoAE o s B Be R BB R E 6 B E A B A
& F R T B AR o 4 R AT B P BY - P B X &K ks R -

ARZEFRARXETREANARABRZIEARE > v — &
R EMmHGHEBHAE - AMNE > RAFEARB ~ 4 5% X
ERIAEHAREERRANIIRLRIRZ AR BRNE AL S
mAMZFAANERGET  FTd LEB RS EE FFRE A
B E s FTREHERTEIRHMEIARATALRS S B
EFmABELEMRAE - BRelMmET > THEWKFEHZHE
LB RIEEYWZHEABREREZXR  FTHEKZHE AR
S e g A rad R — RS BEIAER -

(R
o

89
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E—BHREZERESF  HETFTREAH -~ 5 & 24
REREEFTH L EEZIHARERE —REEEKZ K
FRHARDXARABTALSHOE ZA IS0 B /28 84
B 250 BLE/NF 500 ME/NF 1 BRINF 5 £ 4/
~Fh 10 BER/ARF ~25 BRI S50 BRI2F ~T5 %
BINF 100 EHL/ANF ~ 125 B H/NF ~ 150 & H5H/2F
£ 200 ZER /A2 F AR ELEEHRE - -EF—BEBTH P

_ HETFTARAE ~ 6K ~EHKEREEZTHBEZHA
Q@ s nsHEKZARTARMEARALL N
#EAHO01ERLE20Ex 01 ERZE 15FE%01%%
2 12 2% 01 £%% 10E£% 01 %%% 8 %% ~0.1
EZHXETEL01Z%5ZE S5EH 011t 2.5 %% ~0.25
ERE 20 £ % ~025 % 15 %% ~0.25 % 12 £ % ~0.25
£ 10 2% ~025% 8 £% ~025 £E% % 7TEH ~0.25 %
RESERL -O0S5SERAE2S5ERA -1ZEHLE20%% 1%
REISER -1 ERLRE 125 -1 ERLE 10E % 1 %
ARERER I ERETERL - 1ERESEARI]I £ X
E25ERHEMBE -
EABAZBESEEFTITREARRIAEALSY RIC
BAMNXRBAERPER ~BF X EHDEREZ
HAREXRE RS BEEKRAEHREEBZEHE - 88 4
o AARABERZBLREFTHERABRNTCELAN R B AL
ARG -~k HHIAEHEAREXRL - RS #2E K
ZEEHBE - -BATAPED ~ BB~ EH XK EHE DR

¢8>
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EZHARERL -~ REZBEERZIBROHEREZT d b
BHEH/FZEMSEXRRES > @412 F R»  Hardman
2 A%, 1996, Goodman & Gilman's The Pharmacological
Basis Of Basis Of Therapeutics % 9 hx, Mc-Graw-Hill, New
York ; Physician's Desk Reference (PDR) % 57 hk, 2003,
Medical Economics Co., Inc., Montvale, NJ» £ X & X 3] A
BHFXKBARITF o
_ EEEBABENY  EABRAZILOMBES — Rk a
® eRTFTHHERE (HlBREBRERR) AABMRBIP
So4E - MRl »n 30454 BRIl DE-HBYH 1 B
Bl 1 242 )8 ~BR#& 208243 /)8 Hks
3B EH 40 FEH 40FEYH S F-MBY S
NEFEH 6 RS 6B EY TR FRY T
BFEH 88 - Rfa#& 8 B EHN I FHRY 9K
EH 1008 - M&a#% 10824 1108~ BB 11
B2 4 12 0 ~ % 128 % 18 /8 ~ Rl & 18 /) 8%
E 24 )h0F - B Fa 24 NBF 2 36 8% - R 36 85 E 48
NBF s Rl 48 N BFE S2 0 BF - R R 52 NBFE 60 ) BF -
Ml fa 60 8% 2 72 0% ~ BIRR 72 /N BFE 84 N BF ~ B[R 84
B E 96 B R B R 96 b E 120 NHEZTF o £A—-@ER
BEGFY AR -EFLHBRAKT_RNE S BB
(Bléo B REHRB)-
A FLEARBEHY > —RSFELAFTALEHRER— X%
AL EEX (Pl BAB RERAR) GARLRT - BER

8D
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EOREBRTE —KRE (BB A REAEB) 8 — &
B BMERTE BN, (Blof B RGHEB) F8K
—BREH MBERPE=Z A% (Bl B =W R%EHH)
HE KR M BEHALKRAFKRE BB R
MR IDHZEFERY —FRAHBRZIER  BELRRRSZE R
By —FZBHERR/IABRGEEDHK -
EXEERETHF TEHARTHBRAOLRAFTAILS Y
‘ BRKTFITMMBMES 1| X2 X3 X5 %10 % 15
® x 30x 45%x- 28R -T5%-3MBAKGMA - &L
" BERBEHF  TEHARFPHBEGOEDG X648 L% T
THmEP IR -2X-3KX~5K~10%+15% ~30% -
45 K ~21M@8A ~75K ~3 @A XK 6MEA -
E-ERTAERBRITHF AEARB -—BLRAH 5% -
EH B EH R EZIHEARERIRE S EKZH
kBT FOERTAHAERZZIAREY ISOMAL/AF - &
HED 250 E/AF ~ED SO ME/NF ~EV 1 &%/
® ~h~ED S ERICFCED I0ZBR/I2F 2 25 F
RIcF ~E2D S0ZER/I2F ~E2D IS EHL/IX>F ~E 100
ER/NF ~ED 125 EX/2F ~E2% 150 B 45/2F % %
b 200 ER/ AR AR LB EZ—RSEBAFA ALY
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ARAXIILESCHTAEARARLTRE (Flo AUAFEHN
Ehz AR  ANERRPIR BN EYF RS
% ~ A% ELISA %% ELISA R 2 ¥z B & A % % 8 4
ZEFBRAREZZIBEED ) - AERAZ LS D RAAD B
EREMARREBETHHD KK HF BB R -

AEAGE IR T LA HF R ELAFTALEIDEHZ
FEhplEE—FRFE HPAKRELBARFHFHEMDS A&
X THHMHAF 2 _EETRFSEAMRSERETH2
BHRES - ATERAGMEXRYTHERAEAALTRE
BMBEAAXMELERZIEAGHETRS » R4 9H X EH
#1b > ARBERTLAANFRIKERNZETC o %
Az HBEEXIAMABEDZIHRK ARARAABRY F @ XX
ERERAFTTBIMADALYE  RBBENRAIXIFTAAAN
ZABEAHKEAN -

x % 4
Xx#xEH 1:
ited 7
— A

£ 1.10 % (290 EXHF) 4-2 B A -6-(5-8n & -4-(1-F
B -1H-v3 o -5- % )-4H-1,2,4-Z ok -3- KA )% -1,3-—8 -~ 2.0 %
(14.45 £ £ 5 ) K,CO, » 25 £# & kK DMF ¢ 2 #§ # 8 %
BP N2 B MBS 048 % (289 £ E X ) 3-4K
FHRULTBH®RE BREHDAEETRTHRHE 2 8 R4 A
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50 2 K#HBE - R BmFEsrA NHCl B RAXZE
A#H pH 7 e rBRACBELE FR (15 £H# X3)
T HAHHERYAKEHK (10 EH x4) B4 £ K Na,SO,
MK - BAEBBEZREBEYREBRBERREE - BB Kb
AEFzREMDEEKRKLEBELR  #F 1.0  (74%)
EMmiteHh 71 ARG EBH -

'H NMR (300 MHz, DMSO-D6) 6 10.91 (s, 1H), 9.71 (s,
1H), 8.57 (d, J = 2.1Hz, 1H), 8.46 (dd, J = 1.8Hz, 5.1Hz, 1H)
7.79 (dd, J = 1.8, 6.3Hz, 1H), 0.60 (d, J = 8.4Hz, 1H), 7.51-
7.49 (m, 2H), 7.34 (dd, J = 4.5, 8.1Hz, 1H), 7.02 (dd, J = 2.1,
8.4Hz, 1H), 6.50 (d, J = 3.0Hz, 1H), 6.43 (s, 1H), 6.31 (s,
1H), 4.41 (s, 2H), 3.84 (s, 3H), 2.90 (sept., J = 6.9Hz, 1H),
0.56 (d, J = 6.9Hz, 6H).

# C,sH,sN;0,S 3t 5 =2 ESMS : 471.17; F Rl {2 © 472.2
(M+H)".

ittt 1

'H NMR (300 MHz, DMSO-D6) § 10.97 (s, 1H), 9.70 (s,
1H), 7.58 (d, J = 9.0Hz, 1H), 7.47 (d, ] = 3.0Hz, 1H), 7.46 (s,
1H), 7.25 (d, J = 8.7Hz, 2H), 7.00 (dd, J = 2.1Hz, 8.7Hz, 1H),
6.83 (d, J = 8.7Hz, 2H), 6.46 (d, J = 3.0Hz, 1H), 6.40 (s, 1H),
6.30 (s, 1H), 4.32 (s, 2H), 3.81 (s, 3H), 3.70 (s, 3H), 2.76
(sept., J = 6.9Hz, 1H), 0.54 (d, ] = 6.9Hz, 6H).

% C,sH,sN,O0,S 3t & = ESMS: 500.19; & @l 45 : 501.2

(M+H)*.
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it £ 4 2:

'H NMR (300 MHz, DMSO-D6) & 10.94 (s, 1H), 9.74 (s,
1H), 7.60 (d, J = 8.7Hz, 1H), 7.50 (d, J = 2.4Hz, 2H), 7.47-
7.37 (m, 1H), 7.10 (t, J = 8.1Hz, 2H), 7.05 (dd, J = 2.4, 8.4Hz,
1H), 6.50 (d, J = 3.0Hz, 1H), 6.43 (s, 1H), 6.32 (s, 1H), 4.33
(s, 2H), 3.84 (s, 3H), 2.79 (sept., J = 25 6.9Hz, 1H), 0.57 (d,
J = 6.9Hz, 6H).
. # C,,H,,F,N,0,S 3t & 2 ESMS:506.16; % 3 {& : 507.2
‘ (M+H)".
it a4 3:

'H NMR (300 MHz, DMSO-D6) 6 10.88 (s, 1H), 9.72 (s,
1H), 7.69-7.57 (m, 5SH), 7.49 (d, J = 3.3Hz, 1H), 7.46 (d, ] =
2.4Hz, 1H), 7.02 (dd, J = 2.1, 8.4Hz, 1H), 6.47 (d,J = 3.3Hz,
1H), 6.43 (s, 1H), 6.31 (s, 1H), 4.47 (s, 2H), 3.84 (s, 3H),
2.79 (sept, J = 6.9Hz, 1H), 0.57 (d, J = 6.9Hz, 6H).

# C,3H,sF;N,0,S 3+ B 2 ESMS:538.17; & B/ 44 : 539.2
(M+H)*.

it &4 4:

'H NMR (300 MHz, DMSO-D6) 6 10.76 (s, 1H), 9.75 (bs,
1H), 7.62 (s, 1H), 7.61 (d, J = 6.3Hz, 1H), 7.51 (d, J = 3.0Hz,
1H), 7.10 (dd, J = 2.1, 8.4Hz, 1H), 6.51 (d, J = 3.0Hz, 1H),
6.49 (s, 1H), 6.31 (s, 1H), 5.52 (s, 1H), 4.00 (s, 2H), 3.84 (s,
3H), 2.80 (sept, J = 7.2Hz, 1H), 0.61 (d, J = 7.2H, 6H).

# C,sH,,NsO,S 3t E =z ESMS : 504.16; £ B/ 4 : 505.2
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(M+H)*.
it 4 S:

'H NMR (300 MHz, DMSO-D6) § 10.97 (s, 1H), 9.75 (bs,
1H), 7.62 (d, J = 8.7Hz, 1H), 7.56 (d, J = 1.8Hz, 1H), 7.50 (d,
J = 3.3Hz, 1H), 7.38 (s, 1H), 7.07 (dd, J = 1.8, 8.7Hz, 1H),
6.50 (d, J = 3.3Hz, 1H), 6.44 (s, 1H), 6.33 (s, 1H), 4.43 (s,
2H), 3.84 (s, 3H), 2.79 (sept, J = 6.9Hz, 1H), 2.58 (s, 3H),
_ 0.57 (d, J = 6.9Hz, 6H).
[ _ # C,sH,sN,0,S, 3 B 2z ESMS: 491.14; & A/ {4 : 492.3
(M+H)".
It 44 6:

'"H NMR (300 MHz, DMSO-D6) & 10.92 (s, 1H), 9.71 (s,
1H), 7.70 (bs, 1H), 7.65-7.63 (m, 2H), 7.52 (d, J = 3.0Hz,
1H), 7.27 (bs, 1H), 7.13 (dd, J = 2.1, 8.7Hz, 1H), 6.53 (d, J =
3.0Hz, 1H), 6.46 (s, 1H), 6.31 (s, 1H), 3.93 (s, 2H), 3.85 (s,
3H), 2.79 (sept. J = 6.9Hz, 1H), 0.58 (d, ] = 6.9Hz, 6H).

® #w C,,H,;N;0,S 3t H =2 ESMS : 437.15; ¥ Bl /& : 438.3
(M+H)*.
1t 4 4 8:

'"H NMR (300 MHz, DMSO-D6) & 10.97 (s, 1H), 9.72 (s,
1H), 8.46 (dq, J = 0.9, 5.1Hz, 1H), 7.76 (td, J = 1.8, 7.5Hz,
1H), 7.61 (d, J = 8.4Hz, 1H), 7.57 (d, J = 1.8Hz, 1H), 7.51-
7.48 (m, 2H), 7.29 (ddd, J = 1.2, 4.8, 7.5Hz, 1H), 7.09 (dd, J
= 2.1, 8.7Hz, 1H), 6.51 (dd, J = 0.9, 3.0Hz, 1H), 6.44 (s, 1H),

265

8



1417093

6.32 (s, 1H), 4.52 (s, 2H), 3.85 (s, 3H), 2.79 (sept., J = 6.9Hz,
1H), 0.57 (d, J = 6.9Hz, 6H).

% C,eH,sN;O,S 3t £ 2z ESMS : 471.17; ¥ B4 : 472.3
(M+H)".

it e 9:

'"H NMR (300 MHz, DMSO-D6) & 10.87 (s, 1H), 9.71 (s,
1H), 8.50 (d, J = 6.0Hz, 2H), 7.61 (d, J = 8.7Hz, 1H), 7.53 (d,
J = 1.8Hz, 1H), 7.50 (d, ] = 3.0Hz, 1H), 7.39 (d, J = 6.0Hz,
2H), 7.05 (dd, J = 2.1, 8.7Hz, 1H), 6.50 (d, J = 3.0Hz, 1H),
6.44 (s, 1H), 6.30 (s, 1H), 4.39 (s, 2H), 3.84 (s, 3H), 2.79
(sept., J = 6.9Hz, 1H), 0.57 (d, J = 6.9Hz, 6H).

# C,sH,sN;O,S t+t H 2 ESMS : 471.17; £ B4 : 472.3
(M+H)".

it e 4% 10:

'H NMR (300 MHz, DMSO-D6) § 10.76 (s, 1H), 9.72 (s,
1H), 7.67-7.62 (m, 2H), 7.51 (d, J = 3.0Hz, 1H), 7.13 (dd, J =
2.1, 8.7Hz, 1H), 7.53 (d, J = 3.0Hz, 1H), 6.50 (s, 1H), 6.31 (s,
1H), 4.64 (t, J = 9.3Hz, 1H), 4.45-4.26 (m, 2H), 3.85 (s, 3H),
2.83-2.71 (m, 2H), 2.55-2.45 (m, 1H), 0.61 (d, J = 6.6Hz,
6H).

# C,,H,,N,0,S 3+ £ 2 ESMS : 464.15; ¥ B/ {4 : 465.3
(M+H)"*.

ibo 4 11:

'"H NMR (300 MHz, DMSO-D6) & 11.02 (s, 1H), 9.72 (s,
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1H), 7.61 (d, J=9.0Hz, 1H), 7.58 (d, J = 2.1Hz, 1H), 7.50 (d,
= 3.3Hz, 1H), 7.09 (dd, J = 2.1, 9.0Hz, 1H), 6.97 (s, 2H),

6.51 (d, J = 3.0Hz, 1H), 6.44 (s, 1H), 6.43 (s, 1H), 6.32 (s,
1H), 4.20 (s, 2H), 3.85 (s, 3H), 2.79 (sept., J = 6.9Hz, 1H),
0.56 (d, J = 6.9Hz, 6H).

# C,,H,,N,O,S, 3 B 2z ESMS: 492.14; & R 45 : 493.2
(M+H)".

b A& 12:

‘ '"H NMR (300 MHz, DMSO-D6) 6 10.82 (s, 1H), 9.71 (s,
1H), 8.78 (s, 1H), 8.11 (d, J= 7.8Hz, 1H), 7.87 (d, J = 8.1Hz,
1H), 7.79 (d, J = 8.7Hz, 1H), 7.51-7.49 (m, 2H), 7.04 (dd, J =
2.1, 8.7Hz, 1H), 6.48 (d, J=3.0Hz, 1H), 6.45 (s, 1H), 6.30 (s,
1H), 4.50 (s, 2H), 3.84 (s, 3H), 2.79 (sept., J = 6.9Hz, 1H),
0.58 (d, J = 6.9Hz, 6H).

# C,,H,,F3N;0,S 2+ & =2 ESMS:539.16; ¥ & 44 : 540.3
(M+H)".

it &4 14:

# C,,H; N;O,S 3+ 5 = ESMS : 489.22; F Rl {4 : 490.4

(M+H)".
it &4 13:

'H NMR (300 MHz, DMSO-D6) § 9.94 (s, 1H), 9.71 (s,
1H), 8.54 (d, J = 2.1Hz, 1H), 8.46 (d, J = 3.6Hz, 1H), 7.74 (d,
J = 7.8Hz, 1H), 7.33 (dd, J = 4.5, 7.5Hz, 1H), 7.15 (d, J =
8.1Hz, 2H), 6.82 (s, 1H), 6.81 (d, J = 8.1Hz, 2H), 6.47 (s,

267



1417093

1H), 4.97 (s, 2H), 4.37 (s, 2H), 4.31 (s, 2H), 3.21 (s, 3H),
2.70 (sept., J = 6.9Hz, 1H), 1.01 (d, J = 6.9Hz, 6H).

# C,cH,sN,0,S 3t & =z ESMS : 476.19; ¥ Rl {& : 477.3
(M+H)*.

it &4 15:

'H NMR (300 MHz, DMSO-D6) 6 10.80 (s, 1H), 9.77 (s,
1H), 9.57 (d, J = 1.5Hz, 1H), 8.46 (dd, J = 1.8, 4.8Hz, 1H),
7.79 (dt, J= 2.1, 8.1Hz, 1H), 7.39-7.32 (m, 2H), 7.14 (s, 1H),

® 7.08 (dd, J=2.1, 7.8Hz, 1H), 6.51 (s, 1H), 6.33 (s, 1H), 4.40

(s, 2H), 4.24-4.20 (m, 1H), 3.24 (s, 3H), 3.17-3.04 (m, 2H),
2.95-2.84 (m, 3H), 0.76 (dd, J = 3.3, 6.9Hz, 6H).

# C,,H,3N,0,S :+ & =2 ESMS : 488.19; & Al & : 489.3
(M+H)".

it &4 21:

'H NMR (300 MHz, DMSO-D6) & 11.08 (s, 1H), 9.75 (s,
1H), 8.58 (d, J = 1.8Hz, 1H), 8.46 (dd, J = 1.5, 4.8Hz, 1H),
7.79 (d, J = 7.8Hz, 1H), 7.67 (d, ] = 9.3Hz, 1H), 7.56 (d, J =
3.0Hz, 1H), 7.52 (d, J = 1.8Hz, 1H), 7.34 (dd, J = 4.8, 7.8Hz,
1H), 7.03 (dd, J = 2.1, 8.7Hz, 1H), 6.50 (d, J = 3.3Hz, 1H),
6.37 (s, 1H), 6.32 (s, 1H), 4.42 (s, 2H), 4.32 (t, ] = 6.6Hz,
2H), 2.77 (sept., J = 6.6Hz, 1H), 2.58 (t, ] = 6.9Hz, 2H), 0.52
(d, J = 6.6Hz, 6H).

# C,,H;,N,O,S 3+ & 2 ESMS : 528.23; £ B {4 : 529.5
(M+H)*.

(8>
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it &4 20 :
1. (COCT), cat. DMF, CH,(y % kBl
7% 110°C3 /) 5%
OBn O
BnO. BnO. THF, 0°C, 8% @i 1/2 /- 8%
NH;NH,
OBn S m =IE33%, 80°C, 30 4 Bn Nmm a\j\N,"
\
. ® AN
o ) l
Bno\@/d) H,, P4/C, ExOH D\EP\F [C'\/u\
Bn ILNj \U OH N\
©) N ®
2 F

HaEN 80 EAFTEB_AFRFX 24-—FAA-5-8
A EXFPH(S564 £150ELF>1.00 % F)RAEEmA(2.00
X 1575 2 F > 1.05 % &) RH#HILE & DMF (0.1 £ )
RE L - FEHPBECOC), £ RBAE S Lk X -
BB ABAN 100 EFA_RFRY > A 1,3-=—F &-5-
B w5l ok (2.40 % » 15.0 X F > 1.00 ¥ &) $# = T Bk (2.28
#2258 FH > 1.50% &) A0°CER®E— 85 E¥EmK
P EARK  FHRFEER K ERA T KK
F8 24— F A A-5-2AE-N-(1-F K -1H-73 = -5-K)- %
PEHEA) ARaeB® (7.20% > 143 EF > 95% )

R FEE (AR # &R B (Lawesson’s reagent) ( 3.46
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X858 EH 06FE) £S80OEHTFT XY A 1I0°CRE
ZF e BRERSMANE O0°C RERAMBAKESYH (1.5
30 EEHF) £0°CTRE IO EUSRINEHRIB
B WA o EE & EtOAc/Kk %% » £ % 4 EtOAc/e B ¥ &
hzth 0 58 24-=_FARKE-5-ZEARAA-N-(1-F X-1H-7
w-S-A)-MRXFEBKEMB) AR e B (62057 0 12.8 F »
83% ) -

£ 80°C T B X FPEAE(B)(4.68 % 9.0% F »1.0
) BANSOEH_BRY - ERAEH T HhE KB
(1.2 % 36 XF 400 % &) #£# 80 °C fuw 2k 30 448 -

‘-
¥

FR ML E 0°Cr ##HL EtOAc/KEE - EHE L4
btk #FEAMEAFTRMH(C) AR FTE&E M (3.96 3 7.64
£ H o 85%) -
#aE M 10 EH4 0°CCH,Cl, P2 R 28 A (0.056 % -
0.5 % > 1.0 %) Aokt (0068 % > 1.0 FHF »2.0 %
EORE 1054 MR EBER LR AHLHETREMH(C)0.26
® X050 2F - 1.0%E) £ 10 FH THF 7 0 °C TR
S 3004 REBENEGRT s 30 204 - R EER - #F R

ok

LR M shit > 138 S-[3-wk ok -1-A FR-5-(2,4-= ¥ &
Bk -XA)[1,2,4]= ok -4-%]-1-F £ -1H-3 o (D)

e B (0.12% 0 0.20 % F > 40%)

# C33H;,NgO, (M + H)*3t B 2 ESMS: 609.4; & 8/ 14 :

¥ e %
Rié CA ¥
\‘m i

609.4.
# L EF PR HDBESAE 10 £ EtOH ¢ = Pd
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(10%)4 16 & 16 24 ) 8fF » % PA/C g Bl 14 > 43 8 5-[3-
ukook -1-38 F K -5-(2,4-— K -5-B A K-FHK)[1,2,4]= =& -
4-%1-1-F X -1H-3| =k (E) > A& K & B #8 (007 % » 0.16
¥ H:809% )- '"HNMR (300 MHz, DMSO-d6), & (ppm): 11.06
(s, 1H) ; 9.75 (s, 1H) ; 7.63 (d, J=8.1 Hz, IH); 7.57 (d, J =
2.1 Hz, 1H); 7.52 (d, J = 3.0 Hz, 1H): 7.28 (s, 1H); 7.03 (dd,
J=28.1Hz, 2.1 Hz, 1H); 6.94 (d, J=1.2 Hz, 1H) ; 6.84 (d, J
= 1.2 Hz, 1H); 6.51 (d,J=3.0 Hz, 1H) ; 6.37 (s, 1H) ; 6.33

@ (s, 1H) ; 5.27 (s, 2H) ; 3.86 (s, 3H) ; 2.78 (hept, J = 6.6 Hz,
1H) ; 0.55 (d, J = 6.6 Hz, 6H).% C,,H,;N,0, (M + H)* 3t
B 2z ESMS : 429.3; @ {4 : 429.3.

b &4 22:
CS,. KOH
EtOH HO (533201 gas
CS,H
¥ 5-1 OH */F.% 2
2 3
: HaN N]HLNHz
H
DVE l%deg Y ;T“
MW, 1h

HB-1: & 1520 % (0.10 ¥ H ) 4-2Z [ A M ¥ - 8
#» 50 £ 2N NaOH & 50 £# EtOH ¥ Z B H E & ¥ & 5
Ime 6 2F (0.1 EF) —gidbm (5 454) » £ BFIBTR
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MR ARBZL TS °C TENMBR 3 MF - RAESHB
= R#% 25 £ 4 EtOH KL LM BF RS F A 50 F
#F#4HK A 2N HCl Bt A 2 pH 4-5- o R EF 2K
BB ERBAK e (TAHAAZEHE) - Am o FHE—
% M 95:5 EtOAc:MeOH &4 4% ¥ » & Na,SO, iR Kk B &
0 B/ 8S5SAAM2 AiFEER -

PR-2: 4 CO, AMRE@EB 7.0 % (30 £HX F) 2
W 120 ZH 828Kk S°CZ ELO P2 HAEREN 10 548 -
EFEROMTEFBAAN 7.29 % (61 22X E) SOCI, (/)
il ) o AR ABRELEERLK ARz KR
CHAERTHEHAEL G RAAEKARKRBIE - A Et,0 %k #%
R#kE - E=E=T703x -

PRBR-3: % 1 EEFRH 38 1.1 FTERIZRAY
£ MeOH # # 70 °C Au#h 30 4% » KRB BHE - BEBRDE
i 9:1 DCM:MeOH ¢ » £ A EtOAc W R BB HB X
B EEBERRAE  LHEHE—H#EMR ELO FHBLik -

FB-4: £ 030 % (092 £EHEF ) #idha 5-0.14 %
(137 £EE ¥) B 8BESBAH 6-0.15 % (1.83 £E F)
XN B EFBAKA_BRFTZIRFR Y A 03051 (1.09 £
¥ 7 ) HgCl, 3 3% 160 °C # ik Aot 1 ) 8F - £ A HR
Yz BREHRBERE  LTHERESE  REKARS
MR¥ TR0l LAY AREGERRH -

'"H-NMR (DMSO-d6, 300MHz): 10.74 (s, 1H), 9.76 (s,
1H), 8.26 (s, 1H), 7.74 (s, 1H), 7.29 (d, J = 8.1Hz, 1H), 7.21
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(s, 1H), 7.08 (d, J = 7.8Hz, 1H), 6.48 (s, 1H), 6.32 (s,
2.93-2.82 (m, SH), 2.10-1.99 (m, 2H), 0.80 (d, J = 6.9Hz,

6H).
# C, H,,N,O; 3t Exz ESMS : 378.17: ¥ Bl & :
(M+H)".
it &4 41
) ()
: N ~IE¥%, 80 & L
‘ @ 1-2h | N
HO ~Z HO -
NH > |NH
OH S OH N'NH2
1 2 o 3
l CI\")LO/\
o
DIPEA, THF
5deg-RT
o

)

N

" ., _<
ST
HO N o]
y »/”\N’k DMF, 180deg oR R=HZAR=Et

. OH N-N H 45 OH N N

SRR 2 XHM A 20 % (536 EXF)

17 100 ZEA=BRFZERFY  ZFHoANE&BKH (0.7 %
F 214 EEF) - KRS AE 80°C THHF I oF - &K
BB —F E2NH (0.2 £ ) - £ 80 °C FT#H4# 30
NEEZE O OBRRLASMAHNBER O RBEANBEHF KT -
HERKRERALHBELBEEIR R - B4 FRTE IR
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(Na,SO,) R ik » 43 2.0 L AW » A Gk - B A
I AN TEARETF -

ZRR/ERAEM 4 YA 2.0 % S EEMR 2(5.39
2 H )N 25 £/ 0°C THF Y25 RF R B H R T B

Z
zZ8 (0.6 EH#) #» 2 244 THF Y258k > K% FHm 1.4
EZH_ERHACHEKR (809FEEH) - BREHL 0°CTH

H 18 RAEABDRFUAER BZKERRATLH
) ZJ@E:’-‘?in R o %A{ff’éﬁ%—%ﬁ[‘/\ \7K(Nazso4)&5%gﬁ’
® MIFBERBEHRESGY AREMH (4 12 k) - LRAY

e

TEG A 1l OR-TCEBETEERIE 1:2 ik s—C B T 85 R

BBEBEBEBEMSE > LEEHNLEE  HBARXEDSACT
BR LB RS 10 FEEZLHELEMAZREBE mEH H
q‘\ °

BEE-=2itod 41 Z WM - £ 100 £ % (0.235 %
P E)E 4N B8EHF DMF 2 5 R P mAO05EFHERAK-
FREMMHE B FE G MK kB 180°C B 8F 45 448 o
EAWBEBRZIEZE KRS HEN 18 EHKF > A 15
EAM LB LBEBERIZR - $#64F BRI, AKEK=
X MAK(Na2SO4) REAZ T RE - B &4 E # (Si0,,
1:1, @HR-ZBTE) KRB BLEAK  #£1F 54 F % (50
%) bt 4l BRkasBEH@-

X 4: Hspo0 2 ¥ 4

Hsp90 %& & 14 4% & Stressgen ( Cat#SPP-770) - & & &

e,

f# & : 100 mM Tris-HCI > pH7.4> 20 mM KCl+ 6 mM MgCl, -
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L% % (0.0812% w/v) (M9636) R T %% & USP ( 2.32%
w/v) (P1097)44 4 B Sigma- & AL L % H E (F ik m &
%4 B, Methods Mol Med, 2003, 85:149) # % Hsp90 & & &
ATP B EM -2 X M EN M L & # % (100 mM Tris-HCI,
pH7.4 ~ 20 mM KCl ~ 6 mM MgCl,) % % Hsp90 & & $1 ATP
Bl (BHh#gRae) etBR%F (BEHERBRE) R E
BRALSYHELETHIOILBFRS -
_ B EGKAK BB RET - RSB 37 °C 38F 4
® N RGEBBREBEMNEHR (34% wiv EHEBEM) fo 2
R ¥ - f# & ELISA 3% RBEERZLA > N 620 nm HF R K
B oo
Xt 5: 2hipé Hsp90 FH 4 Hsp90 EFP R EGB
2
A ta fp B tm B 35 %
% 15 8 £ B & A2 HF M 4% A F < ( American Type
Culture Collection, VA, USA) 2 A#$ % Her2 L% BT474

( HTB-20) -~ SK-BR-3 ( HTB-30) & MCF-7 #L % ( HTB-22)
£ 4K 4mML-#mesmaitsf (100IU/EAHFHER
100 #% % /% s+ 424 % > GibcoBRL) = H KA R F % B 1= %
# (Dulbecco's modified Eagle ' s medium) ¥ 4 & - % #
HhEHmptsr ik R HhEalFb & 3 X 2
AR 05 x I0°Hapm/EAX b ELEE MATR
MAawBEREE 1 X&4T -
BLERABRAILASAYMEE XK @i Her2 2 B &

¢8>
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1.7 % 1

# DMEM sz % %X ¥ A 0.5 uM~2 uM % 5 pM = 17AAG
(B H#HEBE) %05 uM-~2uM=xSuyMAERILLAYE
¥ BT-474 mef & - L RE X% > Ed Ao KkLbLirF i
% MR 4% %k (#9803 0 cell Signaling Technology) 10 # 4&
mE 1x10°BapilHmsbmBidhi BmE3Atens
B2 LFRAEREHERESZ LA N IT SDS-PAGE
H# SDS-PAGE BB LB > # R FH£ @A S AN
it 4 ERE - - AFE BT UNS 0.5 Tween 2 TBS ¢
Z S MEmmE At FIEBFRERLLELSHEH 1 )
B + 3% % A 4L Her2/ErB2 mAb ( & 1gG » #2242 » Cell

Signaling) R % & & (T9026: Sigma) % & & R # B
% aETHER - E AL HRP £ 3% 2 L ¥ 4 & 1gG (H+L)
R #& HRP # & 2 5 3w /s & IgG(H+L )% A = & Ab( #7074 >
#7076 » Cell Signaling) B 4% A LumiGLO X # 20x i& £ 1t
#% (#7003 s Cell Signaling) 8 % -

TRAALALS YR E @B » Her2 ( — 4 Hsp90 %
FP&a) BHATHER - 05y M2 1TAAG(—#AKBHH®
¥ B 42 &% Hsp90 ¥ #] # ) 4% 4§ Her2 3f 5 & & -

2. & 2

£ 96 L% Pk MV-4-11 g (20,000 18 4= A5 /3L )
Af 37°C THHERIH - ARAREZRASAILLY K
17TAAG( G RBRa )R Z@mimBA A 37°C T2 F 72 h8F o
ta B A7 75 B 44 A 4 B8 3 3 & 4 -8( Dojindo Laboratories’ Cat.
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# CK04) B & -
AEAICS WAl A Her2 @2 IC, 8 B4 5 A& T
k29 -

2 A AL AS YA Hspo0 #p 4 2 IC,, & B

ICs(nM) te- it

<20 28, 32, 36, 49, 50, 83, 99, 137, 139, 141, 153
20<x<50 |22,23,24,25,26,29,30,31, 33, 35, 37, 39, 41, 42, 42,
44, 45, 100, 118, 119, 120, 124, 130, 131, 133, 135, 152,
156, 157, 163, 171, 172, 173, 175, 178, 179, 180, 181,
182, 189, 190, 202, 206, 208
50<x<100 |15, 20, 21, 34, 38, 127, 132, 138, 142, 161, 166, 168,
170, 174, 176, 186, 188, 193, 194, 196, 197, 198, 199,
201, 203, 205, 207, 209, 224
100 <x <500 |5,7,40, 47,87, 126, 127, 128, 134, 136, 140, 143, 144,
146, 149, 154, 162, 164, 167, 169, 187, 192, 195, 200,
204, 210, 212, 220, 221, 223
500 <x <1000 |9,98,104,177,218

> 1000 1,2,3,4,6,8,10,12, 13, 16, 17, 18, 19, 46, 48, 85, 86,
88, 89, 90, 91, 92, 102, 109, 122, 145, 147, 148, 150,
155, 158, 160, 165, 219, 222

CLEBAF AL ETZ mp i@ t 2 Her2 & %

EUABEALLEHREZI L H@mMA 1xPBS/1%FBS
e MR R > HF B H Her2-FITC ( #340553 » BD) £ 4°C
FTHReE& 3004 - A Hb@mmfi FACSEHR T RKEZ R
E# A 05 ZEH I B=RFBEFBEX - £ FACSCalibur %
% b B BRI - % A B A T & (isotype-matched) # B 4
RIBAZLIEIBHERLERREELL R - 8 &8 K&
% % 10,000 18 F 4 - # & £ A CellQuest # # ( BD
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Biosciences) 4% # & # o
D.afg At 5 #
AR EALCEYREZ K H@BEA 1 xPBS/1%FBS

M — R BFEA 4°C FTHA A K & FITC # 368 2 Annexin V

% #t b & 2 ( Propidium iodide, PI ) ( 343 4% & BD
Biosciences) Z 4% & & &R ¥ % & 30 » 48 - 14 FACSCalibur
( BD Biosciences) # 7 M & X a fa » # B A & # K 2 4%
% % 10,000 18 F 4 - # & 4% A CellQuest 3% # ( BD
Biosciences) # # E# - B H B A G AR T H B A Z & A
Z %t E -
ELRAABEACESHREZ Kt c-Kit 2 @8
A G sk i HEL92.1.7 o Kasumi-1 B % &
A %8R Hsp90 p % & Fr 3% % 2 c-kit B A - XX 17AAG (0.5
UM) A B AW R EZmp (H7 3 x 10°48) & 18
NBE o W B m e B £ 1200 rpm F # < ( SORVALL RT

6000D) 5 4 - TEZ L E R £ wmmA 1 x PBS % # —
R o LEELZIH o F A4°C FH 100 E£5 1 x PBS ¥ ¢t i
A & FITC # #%& 2 c-kit 1 8 ( MBL International » Cat#
K0105-4)% ¢, 1/ 85 @ FACSCalibur A % = % 8 #( Becton
Dicknson) ##k A F EH R 5 # -

BHE c-Kit(BHBEBEUABIHAR Hsp90 A Z G 2 — )
BAHFERAMNEN FACS 2B BRI - AHAEAZILSL
T AR ERBETXNFH ckite @2 - B AL ALY
ETAKEHR c-kitaMEB Fobo bk LXWeiiEBg -
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R E c FARE X 2B BHBEREE (&4 GIST) R X
FACS o # 9 & £ T A Western blot % # F 4 #£ 3 -
F ARABALAYREZE @B T c-Met 2 B 42
T A E A Hspo0 ¢ 4 &l % % c-Met ( —# £ # £
o lhmpiE P AR KRKFEARZ Hsp90 3% 8H) BB Z
e h o A& 6 LR PR S x 10° Bm A /7L & & NCI-H1993

_ ( ATCC » cat# CRL-5909) - #% #wmp A 17AAG (100 nM &
® .o nM) £ AHEH x4 (100 nM & 400 nM) & 2 >
BARE 2% 24 Bl emBpsmEnh HEREENE
&8 H # Western blot 4 - MARF A LS H b N H
Hsp90 2 ¥ # A M T H KB HELmiBi P c-Met 2 %
gg_o
X#Ep 6: SIHRPAREABEBRD T ANEN 2 B
# MDA-MB-435S z 4 it % 5% 4

A ¥ RE /B ta b 2 MDA-MB-435S ( ATCC #HTB-129; G.
Ellison % A, Mol. Pathol. 55:294-299, 2002 ) 44 # £ B #
A3z FH M 4% & P v ( Manassus, Virginia, USA) % 4% - #%
Gm A D SOUHERARFPHEARAE (S HEHR)
50% RPMI 32 & % 1640~ 10% A6 4 & &% (FBS) ~19% 100 x L-
BB - 1%100xF R F-E%F > 1%100xHFHMAE |
%100 x MEM Sk 2 F R A B H A4 KRB KH X +35% - FBS
14 B Sigma-Aldrich Corp.( St. Louis, Missouri, USA ) %# 4%
W P H &) BE 4 X & 1 B Invitrogen Corp. ( Carlsbad,
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California, USA) B R - B E A RA FPARBEHFEZIKRHYH 4-5 x
10(6)Bmpp e 37°C THRRERA R  EHBABESH S0E74 4
kg hkAz 1752y @i Brmd  #£% 4 37°CTF»
5%CO,ERBRBFHH - B 2-3 REH4E RphHhA  HIBE
#% 45 90% E 4 (confluent) » BF¥HE 5-7 RA - Ak ta
AR RREENE % OBEASKRMA 10 EA TEHK B
ZEHmAERBK (PBS) bt R £ dHh S B 1xB
% & 8 -EDTA (Invitrogen) # £ 37°C F i F 4 tm e & &
At B R kBME - AEKREABRT AW S5 E
FtaRBHEE BERBEIANAZYHESAE @B HRRL -
RELFAREB @BRARBREIN I0ZEALKBEHL T
PR RSB BSA T aBHE - FEHREALY 1-3 x10(6)
BwmiiEEESTHA S0 EF L RBARZ 175
P o B A 37°C T 5%CO,EEMPF - EHimtz 90
NESEF EHAUALBREREINCEHEBFTLHAAND A
bz m o

6 2 8 @ #t z M Crl:CD-1-nuBR (42 ) R 14 8 & 2

\Y

2 2
ANIE MR-}

# T & % % ( Charles River Laboratories) ( Wilmington,
Massachusetts, USA) # 4% - &% A H 4 4-5 € B £ £ ¥4
ez P (LR 12/ 0 F/12 ) k/888) » A4 A2
Wi EBARZEY | BAEBUETETREFHRALAELRE &R
B -HAHEAANTFH A TEAR 1I2BZHMOHHEITHE

B EBmBERAANRINRA Y i eBEsthika
B M At » A PBS ¥ R # R X 50 x 10(6)8 ta s /& # 2 iR &
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BBRENPBS + - A 27T %4 R 1 cc x4 % > 8% 0.1 &
ol B IFREIANBRDMDAZIEVHRY BEHRALNHEF
(FaF) 8a&F (KEBF) BARIBIFP LA, — A
BANBFOEBRE  AREAFEBETRAEFT » A3
HEBEHAHD 150X WBFAHEANELT S 238 -
oA RRARAMNEEBIELE(V) KE(L)REE(T)
A TARFTEEBABRBMA (V) 1 V=0.5236x(Lx WxT)-
BB RERR S ANBEESA2 FHEEE ML LR
B %6 8% B fA L & -
RMACLEMZIHBERGEIABERETZETRR
BRBAEXESLSEBRHD _F R (DMSO) ¥ R & # -
HEEARGEMFEM LT ZHE 0 £-200C THAELE LS
20 M EHE - T FEH 20%Cremophore RH40 ( & &
A 40 SiL B b 5 B R kX 2 8, Ludwigshafen, Germany )
#» 80% DSW( 5% 4 #% # K iE#&: & 3 K % ¥, North Chicago,
Illinois, USA) ¥ 2% & : ¥ 4. & 50-60°C F A2 100%
Cremophore RH40 5 £ R 1L R B %> X 100% DSW #% £ 1:5
BRBEERF RBAT-RAS AR ZIARLERLAL
FRTHAFES, 3BA AHAEGANEBELBZHEY
A 209% Cremophore RH40 1:10 #% ## DMSO £ # & & - B »
“ Bz x & B WA A 10% DMSO - 18 9% Cremophore
RH40 ~ 3.6% & # #fn 68.4% KRB ERKH - A HEA S
ARz (B—287 > BXNRBAXRLE) UELAF B
EI0EARLLERGGHBEBEAN (IP) 24 > 44 38 -
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PHABTAZILEGHTHER DA T MDA-MB-435S %
BziskBEEBRELLELATHRE 100 £ 5 Hspo0 ¥ #1
B 17T-AAGW B EERAGEHE -

X T HERIAAREABEBMIPANERE R
ZHBRBEH

B 52 5 4= B B ( Riken Cell Bank) ( Tsukuba, Ibaraki,

Japan) % 1 A28 8 K k= 8 B B = B 2 RERF-LC-AI
(RCB0444 ; S. Kyoizumi % A, Cancer. Res. 45:3274-3281,
1985) - B mi it id SONHRKRARFEHALEZRL (B
HEME) S50%RPMI 3z % % 1640~ 10% A& 4 & % (FBS) -
196100 x L-4 Bedh A% ~ 1% 100x % & £ -4 & -~ 1% 100x
RMEREMAE 1%100 x MEM k2 EmA s 2 x4 Eth
AFxAk -FBS B 2R AN EMIE A T ( Manassas,
Virginia, USA) # 4% » M AT & &9 £ # X B 14 & Invitrogen
Corp. ( Carlsbad, California, USA) # 43 - B e & A R & +
BRBAFEZKREYG 4-5 x 10(6)Emp £ 37°C F i i 2R o
P HBELSA SOEALERBERZ 1TSS 25 *@a&kz ki
P o BEAZTCTFRASHCO,ERBHEFTBE -

HF 23 REBRALARBEEANBBENT 90E S > it
BELES-TRA - Al 2B RARHEHE > B 10 £ £ 38
B B g A ERBK (PBS) ik 90%EA LM » I
whAMm S EH 1xBE % E8-EDTA (Invitrogen) & &£ 37°C
TREHalBrsi Hiepis B itaonit AEKE
aikE A S EFARBRE  BEBIOBRMAZIANE
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AR L REELEFREF @B AREREN 10
EALRBARAY XL EA KT HBRA LB B -8B
BERAKRH 1-3 x 10(6)Bw@fRiEEELAE S0 £EH4 Kkt
Az 175 24 m> B F > £ 37°C TH» 5%CO, 538
BT E o gHRMEE OKELAN EHEAURNLBEREEZE
CEEBFRPHHEANDAFTZ @l -

7% 8i@# et Crl:CD-1-nuBR (#) J & 148 52
# 7 & % £ ( Wilmington, Massachusetts, USA) # 13 - #
B ER 45 ERAAMAERETY (FRA 12 ) 85/12
N R/EEY) c  EEAXIAELBEREED 1A BER
EFETRERREMERE - HEHANSFEH L 8 BH 12
B2 E®MSHHEITH R - A RERF-LC-Al & & & B #E A
BROMR b ftape BB EaaBFI £ PBS ik
# o R 50 x 10(6)Bmm/EH 2 BEEBBREN S50% 3 #
Z 4 RPMI 32 & £ 1640 $ 509 Matrigel £ & B A& %
( #354234 ; BD Biosciences ; Bedford, Massachusetts, USA)
¥ oo R 27 H/AHER 1 cc EHE M 0.1 EHwmBBER
BETEANERDPDAZIMAE - B RALRAEEBITREE
(W) ~&kE (L) REE (T) ##ATARSHELHEE B
# (V) 1 V=0.5236x(LxWxT)-

4 & 2 M 1% X 2 RERF-LC-AI 5 /8 %@ & ( RERF-LC-
ATYP) e AN R IEATRAmE 42 2 BBHEA
®#EFE - RERF-LC-Al BEEAZHRANEF @ Ao LB
FERAY20EX ) LWEHRAKLTEAY3IA - 8¢ CO,
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EEEAHIPERABRARELL AR RFALEF U 70 T8
HESH BTG - ERAREBRT ERABRITHKERE D
B4 50 2 PBS B AW ARNDKR -ER 55 £ F
Wheaton Safe-Grind 4 & # B & ( B 4 3% 62400-358 ; VWR
International, West Chester, Pennsylvania, USA) : # & &
£ B ZFERARTHEHELETEAN 4-5 R U H 3 mplx
B BBEFERED TO UM AL efolESRE  BBFEC
R mp i - AT ARBRFEFN 01 M NH,C1 # L%
AR hR  BEIFBRISUABS @B AL - B 88 L
RABINAEA RBAEA P LR I-3EEB/MEAEKKRY 10 X
10(6)Emp /e HEESH SO AL REHERAZ 175 A
> PR c A3 CTRCO,EBATRERRZL &
WA PBS WhH - RRARBHRFRM Ml BEREAHE
AR E REAEL - FTHRMER OKEAH > 4 U L%
REBEEEFNCEBEBEAEANNRATZ @M -

# % 4o £ At AN RERF-LC-AI'Y? m g > 3 # % RE M
EERBRABEFT AR > EB B HEE 100-200 £ K
ZEHE - B EFLEAEANRTEZ 23 B WMEELAHEW
LR BAEBZIGY  mEEEEFBETFT KA ERR
R2ZBEBIHEHHEALA B HEHERTREGB A UNE L
M P BERBRBAELERMLE A BMY -

T4 A HSPOO #p #l & 17-% A A A-17-2 F & 4%
BiE®mE (17-AAG) % A % 8@ (Albany Molecular
Research, Albany, New York, USA) - B R 1t & % = £ 4%
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BRHEBUARBEIAKXKBTIR T ARERBEZLEILED
BEN_F R (DMSO) v REH - BHEERAFTAEAER
o £-20C THHEELASLLZANMERE - T TFTHEE
# 209% Cremophore RH40 ( % & % 40 it E s b 5 & #H £
/8, Ludwigshafen, Germany ) # 809% D5W (5% & # # k&
Bk 3 E B £, North Chicago, Illinois, USA) J x &
R - B A4 50-60°C F Awsk 1009 Cremophore RH40 # %
RACERZBZEFH » A 100%DSWHE 115 BRWBEEZEZEF
RBEATRALS  LERZIARERLEETEBETHEFES 3 A
A-AEHRANEBRLEBEZHEEY > L, 20% Cremophore
RH40 1:10 # % DMSO ##H A KR - ANSL EZ R KL HEY
4 A 10% DMSO-~189% Cremophore RH40-~3.69% % # # ~ 68.4
BARRBERKY - A HFH 5 R2xHF (B— ~B= - @
Z-BwRBRE BANRBBRALE) AFL2XFHE 10
EFARAKEREGYBRERN (ip.) E4 > &£ 15 H -

B A ABEALS D ERTHER AP RERF-LC-
AP AR Bwie 2+ Rk 2 BK -

XHs 8: RAOABAHRABRIETZIHE

NBR IR E m I 2 EMT6 ( ATCC #CRL-2755) 14 B £
R Kk E P v (ATCC ; Manassas, Virginia, USA)
B/ -HBZmBihid SOUBLRARFEABEL (5 H
H ¥ ) ~S0%RPMI 32 % K 1640 ~ 10% 8 4 & % (FBS) -
196100 x L-4% Bcaf B ~ 1% 100x % M £ -4 % -~ 19%100x
BB MR 1%100 x MEM 2 E R AR RG24 kit 4
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AP % -FBS 48 ATCC #EmamA w1 R A4 A4
Invitrogen Corp. ( Carlsbad, California, USA) # % - # &
BEAERRFTPARBAEZIRY 4-5 x 10(6)@A @ 37°C F
REBBRR ELHBESE SOEFLEKRBEHEELZ 175 D25 2
MRS EBRE T B EALIICTNSKCO,EBHETRE -
B 23 REHRALKRBEE ABBAEST 90%EL » sbid
TESTRA - Ahte 2 ERAHKE A 10 EH# TR
BEsmALAEREK (PBS) itk 90O EASHRM L £
A S EH Ixk %k &G 8-EDTA (Invitrogen) & % 37°C F
REFMEmp st AR ERRADRN%E - AEKBREA4
BBRE RS ERHAERBERE  BEBRCBEZIAEY
R memiAL  BRELFREF @B AUBLBRIEID 10 &
FEERBERATY  ETHALRXFHBEAN LT @mEE - HE
BRAKRY 1-3 x 10(6)B@peEEELAH 50 EH 4+ K124
Az 175 o *HBMm P > 4 37°C T SCO,EamHm P
BE o EHRMREER OKELSH FEHEURLERBRE 0 K I
CEER/RRAENDRA Tl o

7% 8@ & ¥ Crl:CD-1-nuBR (2 ) R 1t 8 & 12
# 7T & % ¥ ( Wilmington, Massachusetts, USA) # 42 - #%
B ER IS EBHFAAMABRBEET Y (FEA 12 8F/12 )
/B ) c EERXIAEAERED 1B B/ UL
TERERRAEIRR HAEAMEASEH A 8 AE 10
2 HWEITHR - BHF EMTO E B a o A2 )R $ >
W LA me 8 2R EZ GBI > » PBS ki i 1
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10 x 10(6)B tm e/ ZEHZRE BB FNPBS ¥ - 8 27 %
HAE 1l ccxH BH 01l ZEHA @B IFRETEANSLELEZE DA
Z fal B’ e
BREAXABEBALAZTRBRAET AR EBZIBHM
#E O75-125 Bk LBFTAEAMEAKLERZ 18 - WMWERLA
HERAM KB I XBAEBZIHGY  nEEFELFHBTFT R
A RBREZEBZIGYEARLA - L ALRAMNERE X
_ RE (W) ~&kKE (L) REE(T) » #ATARHSE
@ s (V) 1V =05236x(LxWxT)e #8405
MG BEAEERAELERBLEBFELAE~I00 £k > 2@
BB R
Z 4% DRD Y HEBEAFAZALSY > AR S EH
BRBEAUARBEARSET IR EARENKBEZILEAYD B
= F 2m (DMSO) ¥ R & # - F4 FTHHE 20%
Cremophore RH40 ( % & £ 40 H AL E B & 5 B # £ 2 3,
Ludwigshafen, Germany) # S% & % #KkE &k ( B2 F %
% , North Chicago, Illinois, USA) % 2 &% % %&£ & 50-60°C
F Ao # 1009% Cremophore RH40 & £ &R I R E# > % 100%
DSW # % 1:5° BRWwBAEZEF KRG AP ARL - £ 1%
AXATLEREERTHAEEZS 3 BA  AHALHANL S
Z DRD H & 4% > A 20% Cremophore RH40 1:10 # # DMSO
HHEBER  ANSLB2zELDRDHA&HZML A E 10% DMSO -
189% Cremophore RH40 ~ 3.6% & #% # -~ 68.49% kK & i & )
R e

{85
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HETFTHEBXIHHWLETFTERHKRA (i.v.) Bk EH
DRD # # &£ DRD Y HEZAKFHALY  —%H A &
TR BE 10 B2 - 8% £EBEYEHIKL 4-24 )0 > HF R
BUH - iR FRLE IO PHEHBERTELZRR °
HEREBALAEEZLHE T U@ PATFTEAERT » KR
MEALEEF KR - BEEBEEGE S M 2EwA A
A % K# (hematoxylin) R4 4 (eosin) $ & - & A & 8
_ AL 10 x 10 7 RHEBEKALFRLERRL - BB FHER
@ i snAveBLARAZEBBRARSE K E LA
ooz WL E 20068 KETPFPUEE °
R AERAZILSHHEEST EMTO BB P o X3E R4
BHEHEPLEHBREZIEBYTHAREZINOARERLA A
¥ - N hFRGgERBRFNAARANE BRI BERE
A AEBIRAZRAR R SRKAREE @ BT
= o
TR I RIBHEERDI P aFHPTH
B OSBRI tm B 2 EMT6 ( ATCC #CRL-2755) 44 B £
R & W 4% & P (ATCC ; Manassas, Virginia, USA)
B - Bt htia SONRRXRPHRABEL (&R
H4E) ~ SO%RPMI 32 % & 1640 10% A5 4 & % ( FBS)
196100 x L-4k Br & A ~ 1% 100x 5 M & -4 £ -~ 1% 100x
RMEN B4R 1%100 x MEM k2 E A B 4 ki
A Purk - FBS 448 ATCC #FmAamA e L& B34
Invitrogen Corp. ( Carlsbad, California, USA) # 4% - # &
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BARRARFTARBRAEZ RS 4-5 x 10°@ @ 37°C F iR

RAEAR EBBELAHSOEALEKBEAEAZ LTS A 24

B AEBRMY  HEF A 37°C TH SKCO, BB FE o

H 23 RERAEERBARANNBLMER 90E S > B ¥

£ S5-TRA - AlEm R 23 RAEHEHE A 10 A F 258

B A EREK (PBS) %t 9ONEALKRA  L#ESF

o 5 £ 1xpk % & 8 -EDTA ( Invitrogen) A £ 37°C TF 32

_ FlRtmfen# HilmBAERMRORE - AEKRESH

@  ioim S EALRBAER BERCAMZIAZHN

FwmpE Rk BRELFRAEKB@BALABERFND 10 £ 44

A RBEREF  EEALRFESA T @BHE - BEB

FAA#H 1-3 x 10°BmpiEfEsLA S0 EALRBALZ

175 % 2H ¥ » 34 37°C TN 5%CO, BB HPEF -

HAmEER OKEAY AN LERBRE Ao
BRAHEND BT X taf o

7% 8 @B& 2z MM Crl:CD-1-nuBR (&) F R4 8 & 2

T

# 7T £ % % ( Wilmington, Massachusetts, USA) ¥ 4% - #%
B ER 4SS CEHAAMARBEETY (F£A 12 /12 )
Bk/riBH) AEAXAEAEBREES 18 EMAE
TEREREAEERE - HAHEANGSF# 4 8 BAH 10 A
2B METHE - HHF EMT6O EHE m B AR/ & P -
o b oAT Wi 4E te BB @ X BR R G B8 16 W PBS & 4% B X 10 x
10°Bmp/EH2REBRBENPBS ¥4 A 27K 4 & 1 cc
ITHEB 0N EA BB IERETEASLBE DA A BE -
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BETXAMELHKE (Evans Blue dye assay) >
AHFEBATRBRANEFT A AN o EE X 8 HiE 2 40-90
X (R EEBEABERER)N) » LB FTAHBAHE
FE 4-6 R -WMEAEAFATRLERAY  HENK - £/ HEKX
R zHhY > mEERBEAFBEIFTRAEARKBRERFZEHEZLY
Mt R - HRbRABHRAEREBZELE (W) - EE (L)
BRE(CT)  #RA TFTARFEEBHEMHAE (V) 1 V=0.5236
x (Lx Wx T)- BB REHREARNBEELEELELEHN
WM AEARE~I25 R P R~55 X Pz FAEBBHA XA
R E R E

HBARAFEAILSGHDUARNSLE BRBEZLASHER
W S AEwEAKER (DSW; &3 % 8 ¥, North Chicago,
Illinois, USA) F - @M B 6% 2 $H#H 1% U DSW £ # -

HBATXAMEEHKRL £ 0 /b oFod 0B &8 R
MHETEBI ML E B XA )FFHRKAES 100
AR 0.9%NaCl ¥ 2 1% (w/v) XA E £ # (Sigma
#E-2129 ; St. Louis, Missouri, USA) & & - £+ 4 /) 05 8§
HEBR > BEARMEH AL 60°C TH S0MA 1 NKOH §
WEH L6 /R a2 BREHN Hi 1258 # 06N
BB R 325 s mER B AR KRB A Bk H& F A 3000 RPM
THERS IS @& UE@BRER AR - B F 4L Triad 4 &
% & # ( Dynex Technologies, Chantilly, Virginia, USA)
¥ 620 nM TR & 200 A LFRZALRUE - &+
RBAREEHEHZIBRBIERNADREZ Yo M
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Rbh#H@EHFTF ODgo ARAEAF F - £ F M ODgy, A%
BBEETER  TREAHNELHLRAZIEBT T EHR
WFE e

ARBAZEALLSCHZ L EHBFEFNLE A LAHE
MR AEE LB EZXEE (Graff ¥ A, EurJ Cancer
36:1433-1440, 2000) - X AMEL M E O L HEHAR A
BFAFHEBRAEIARARRGRETARAIMAOBETRELAER M
fhFaTRaAaHREBESY - EHETFTERBEMMBER £
EHEOSRBELTINS KT AENMEaTaLSLS - B
BAIRRKZEBZE-XHESHGENIERELA&Z B
MF o BN BRURBEAER T I RET R LS - 5 AN
BBYTZEANEAEBAZ TP R FTRLENRZIEE - H#
MARTAZIILEY TEFEBEH RN E G B LB
ZEHME A LA/ BHEEN2EEREE N B IK%L
HMAEEBZARBR K AN E O FEIEER RS
—HRZBEHELE A S EE AR

X4 10: AMPBMC v S XM sa B F 2 4 2304

#& A 28 PBMC 4& B Ficoll 400 & iz & & Bz 49( diatrizoate
sodium )}( % B 1.077 /& # )& & F XX % # 3# 2L RosetteSep
( StemCell Technologies)#h 4t - # PBMC X A % INF-y( 800
U/%Z # > Pierce Biotechnology #B-IFNG-50) # 2% > 4 0.5 x
10°/100 % # /7L 4% #& # 4 A 35 % & (RPMI 1640 109% FBS -
1% Pen/Strep) = 96 3L U M E & ¥ » ¥ £ 37°C TR F K%
R oBEUR 1B A/IZEZF} LPS (B % » Sigma#L2654-1MG)
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% 0.025 % SAC ( & ¥ & % &% X B Cowan B %
( Staphylococcus Aureus Cowan )> Calbiochem-Novabiochem
Corp. #507858) 4] 3% % B » 3t 5\ 4 %% & DMSO i B # 0.5
N2ZARREZAKXILASHREE 16-18 ) 8F - w4 180
A/ LFE R BLMER ELISA £ 4 % Bio-plex ( Bio-Rad)
MEURAZ@BEFAEALAZSE HRA@RBRIHEER 8
( Dojindo Molecular Technologies, Inc.) B & % B 17 /& % o
BRHAATAZICECDTREINHRE XA BB F2 4
£ o

XxHH 11: KEARAM PBMC Y HBERKE SRS
R

tm Bt B |

MERBRERABIERFREMESDAAZI 2 kK
it B B # PBMC 0 F - # S EAL2aXNEFRALHEHE
1 x PBS#% 8 - £ F#E&H S A 5 Ficoll mp w L ¥ E
BEERZBERBTEAT  HERBEZoRISCELEELRHB
BOEY  AFZBRBTHEIRA SR 1500 x g Fé#s 30
w4 e H PBMC 2 v M BRI wHE  BBZEH5— %
£ HBESE P 0 #A PBS k=K H % Percoll £ 10

%8 4 E/DMEM P32 % & 582 K & A A PBMC -

& 32

KRR A PBMC A DMSO (#®B@) ~0-~1-5-
25 % 100 nM (# DMSO ¢ ) REZXRKREHIALAYH X 17-

DMAG ®#Z 16 /& - # ¥ e SR E £ KA PBS
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PR RBRBANRATEEZE—F o H -
%, 7% EP ¥
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(Invitrogen) L "M BB ER B A T H B L4 » TBST
P2 5% 4 FLPMRETAEE.SH wR A Santa Cruz Biotechnology,
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