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HAEARHET
(KRBFER - WF - ADEEED)

[FHAHE] (F30/330)
R EN HSPOO &1 =Mt &%)
TRIAZOLE COMPOUNDS THAT MODULATE HSP90 ACTIVITY

FERBR R
AREHEERER 2007 £ 2 A 8 HigHHFHE RBIER FEEEFHR

60/900,225 K 2007 4= 9 A 13 HigHFFH EREERF SR 60/993,709
MR HAREREORAARLAE [ R -
[ B4R )
ARRINEIRZ W SR B A TR WS Y24
B - ABIE— SRR IEEBEEEED Hspd0 I/ 5 BRI RiA
AT R AR TR BEEREN T SRR ERAR
B ARH R S AL S B A B A2 SR -
[SERTEA ]
R
e EATEIE R MR 2 PR 52 TR A RO
BRENTHZASBREDRS ANE  EERA SRS REBEY
BE T ERITEE - KSWIRB RN SR BB R B EEM
KEEA TABIE « AT » BEWRR L GBS IeT » B ASHE
MERFEFE LR Y STBRMRE L - Hit » FREEAR—EHT
B R B RS2 -
Bk (HSP) B—EAME M  EE T R RS
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Rt - BRABREKENVRER M L - HSP REHMMKREDE
(FBRZFEB (client protein)) ZHFEEH HISELEETBIERE - B
HETBRECEFEOHTE - FREENC HSP HikEFE - HEES
HESHZEFEEM - Hpd0 HRFRHREE L HSP KifkiZ — » E{ERZE
FZ AT E B ERIRT 1-296 EAER R I T8 E T 4-696 < Hsp90 ZHIiH]
EREEFEORBERAELBREREERE - MEEMAEEDE  Hspd0
LEFEATERYRENEECENEHHmIEGRRT  HEFPHESE
FEOCEEPERERRTREAMY K - EEPINEERRTZ Hspd0 &
FEEZBITFHET -

Her-2 RFEIEH LRI PRI B IR IR B R A RT3
fi ° Her2? AFHMRAERRTHAER IR EITERETUFRE
MR PIERBE RERR IR AR 57 - Her2 TEABE KELABIZ BB ENER » S5 a03L0%
JRERE - FIYIBME R B R AERE - HEFESRIRREMN -

Akt BERRMIER ARG RS - HRBIRRIEE 3-8l TIFE T2
T HERAREMERNMRET - KR Akt BESRIEANRETE H 5 A
BT > FrLAGEE R R FEER R -

Cdk4/AHRGEHE D D ¥ KRR SR & O < Bk - &%
BHRCBAIMEEMIGENL Gl iR LFL IR - Hspd0 EEZBIEE
Ao Al [ BT S K Cdkd 241 -

Raf-1 % MAP 3-8 (MAP3K) » EAERRIS{LRT FIBHBR (b LIS (L ARILER
ERIEER R R E R E AR ERK] A1 ERK2 - 1&1bz ERK 729 K AR 25E
1~ MMEC ~ AERE L KA  ERFBRIEH i EE R AT -

Rous B2 < BN R H v-src FoAS IR FR2 AL Sl 14 S A A 1Y

(TREMER R4 ) CBEERRIRZIFE - Hspo0 EEHGE v-scr 5T
HIVG EL R e
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TE Hpo0 LUE BRI SR TR S BRI SR 2 A
T - Fik - TAHA Hspo0 (B R MR R A AL S AR
W -

053 58 (ARG R ARSI R £ - pS3 By Zem
e BB — R - (S AN B SR B R
B2 — o P4V > pS3 SEBBR KL TR AR - B4 70 pS3 ELASERHE ATER Hsp90
FAEAER - {B2E8Y p53 U ELT R 2 U TR BT 553
FRRE LA - B Hpd0 2 SRR T (R e e L E RN T
2 KRR FLTE R AR A0 - TR AR TP AT 153 THEBRRY
HRIEH » Hipo0 R85 L R TR R 53 (e FLIRAEEF AT pS53 2
MRS -

Hif-la S7EEEEAET LB RETHE MRET - 6% S
s Hif-1 @ &2 Von Hippel-Lindau ( VHL) [EREHIHIZE 7% S TR - (K&,
PSR S BACSE HIf-l o BURIGEL Hit1 8 454 LIRS s S
W) SR R R AT LB P 4 SR T (VEGF) 2 #8k - Hif-1 o
SO RS T TR BT -

GRIE PK | B EERAIEES (PTK) - E (R TR i
fo BAKIEES BREES (STK) » EAL AR SRR AL,
BT PTK WG 12 4 R T M S SRy - SRS
FEREREL RS - ARG RARE Y RS LSt
— o AR R A BB B S B R A B P4
e T8 -

%4 EETZH (EGRR) BAERTSEY SERERERYE |
WTRRE - HEMIAS - SMUREEEN R EMEAE - ELEY
B R AR S B R AR B P — R 1 R R 2
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?ﬁ@ﬁ%ﬂﬁ@ﬁi@ﬁiﬁjzgﬁ%@%ﬁﬁé o 81 EGFR #a R MR EE
KEERATF (EGF) - BEI4RET a (TGFa ) - $REQRFLERELE
RATF © EGFR ZiEL5 [ —RT W KAKUETE (ras/irafl/ MAP #EsRRK ) &
5 (PI3 /At B 1%) ZMABETRR - MRIKZEE - B EGFR
I HER? » $9EASE B E W RS -

TS NERMERREL EGFR Z EH B0EE R /S HR RIS
ZBEZRIFAERE (Gullick, Br. Med, Bull. (1991), 47:87-98 ; Modijtahedi £2 Dean,
Int. J. Oncol. (1994), 4:277-96 : Salomon &\, Crit. Rev. Oncol. Hematol. (1995) ;
19:183-232 » EEBE R E L ZEERABLAS | HZAALRF) -
EGFR Z £ H BGEE R CRMA S NEEE 2 A FITERAEME 28
FEAE BTS¢ BRSEAE - 2URE - WEIBAE - AUYIBRE - B (1140 NSCLC - AR
K EBHAKORERTE )  JUELHE - BIGRE (B - 55 - BRARE ) - BAEiEE -
BERERE - iISBER - IRRHEERATY RS - £—&{ELT - @8 EGFR
BRI EARE LB R R % & ERAH Lei & A, Anticancer Res.
(1999), 19:221-8 ; Veale A, Br. J. Cancer (1993) 5 68:162-5 > SELEBE IS
B EZHBRARIELE |RARMAARIH) -

HFEEE (Gefitinib ) » —FEHNH] EGFR 1& M AL 5EE » E33RAF—EafH
7* EGFR & B RR BRI A 228 it BB RS EA W -7 EGF F#AE T
& L7 G REER LLEF 42 AU EGFR B — B =fZRUTE ! - b4t - BF 41U EGFR
REAL BAE 15 S8R T3 » M85 EGFR BEARIEMA{b B AR
TECEEZE 3 /)¢ (Lynch % A, The New England Journal of Medicine (2006),
350:2129-2139 » HEHBURANELAS I AZMARIH) -

HRBEERS —HAZEE - HREIER EGFR R g K/eise
% o EGFR 2R i F Rz e —RINET 2-7 <irE - EEpE st
S B ERRR 6-273 AR B E H IRER TR R E RV EE I 2 EGFR - [L2e840Ha
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5 EGFRVIIL HARTERTE ISR AT RIAI— P 2RE - EGFRVII T HEE
EGF #1 TGFpfE & EA M EFERC BRI M & BERZFREERTETE - Hsp90
B3 EGFRVIII #4437~ Hsp90 B2 EGFRVII $44& - (t41 > Hsp90 HIFIBISH
TEMI3R (geldanamycin) (—FEFRRZWEEIAER) 64K EGFRVIIL 2
IR - FoREL Hsp90 ZAB A (R AERF EGFRVIIL & SRR R L EER

(Lavictoire £ N, Journal of Biological Chemistry (2003), 278(7):5292-5299» H 2
EEORAE LG [RATMARIL ) - 3B LG RFE N Hspd0 TEMERIAE
EAE EGFR V& MEAHRR < BEFERY A RORME

UG ER I RR AR F I BB EEI/MITECERRA T

(PDGF )3 #2 (PDGF %#g a K A ) S#&HEEF (CSF-1)5%#& (CSF-1R »
c-Fms) ~ 28 Fms ESRZERERR (FLT3) KEHMEF348 (c-kit) » FILT3 &
B R BCERRYIE TH AR 3R H R e T f 5

MRFEE @ IMERIREGEMEER - BIIRECEHCEE @+ G5

HIIRRMER - S EREEEIR (AML) BHREMERHE R s -
HEARFTRAFAE SRR 909%  FREEE 100,000 A4 3.9 A
022 R Lowenberg %A, NeEng. J. Med, 341:1051-62 (1999) 5 Lopesde Menezes
ZF N, Clin. Cancer Res. (2005), 11(14):5281-5291 » 8 52 B R Z 2 EHRA
FLEAGERARILH) - ﬁﬁﬁifh%&%&ﬁf%’éﬂ SEEIFRRIFRER - {2 AML
Z RIS AIERERK 14%  HPEEBRSEFR 7,400 AR AML -
KA 70% 2 AML AR ZR BBy 4 AU FLT3 M43 25%6 245 35% R IREBGERL,
&M FLT3 &2 FLT3 Bl gezeid -7 AML BB EE R IR 2 ke
B HEEBIE B R AT BRER (ITD) KBRS - AML BEHz
FLT3-ITD ZREFREINFEN S <N RTEE B e 8&  FLT3-ITD
ZRB RN B AR R RHERE » Hh AN ARSI BEE S
FAR1EFE (B R Current Pharmaceutical Design (2005), 11:3449-3457 » HA R

5



201412310

TRABLAS IR RRAAAI F ) FLT3 ZRBIERR R 7 < AR E E R
FLT3 7£ AML F#}EHEEN A 6 B RTRER TR & B IR RAMEREFTAAGE -

BEHEARMRE (MLL) WAGEHR 117 923 (11023) 254610 BfE
K7 80% < B MK EMEIERE K 10%6 2 RASER B HRLE - BECHE
HAFELE 11923 Z{URBIEIRIMEMIEMI LA LR (BB R B IR
SRR EEMEMG - £ FLT3 8 MLL @& ERFRZ MEHREIN—
P B MLL P R—E0BERRCERE FLT3 - 4l EaEiAE{Z FLT3
[ MLL Bt & HERE —HF R A FEE R SR (2R Ono &
N, J. of Clinical Investigation (2005), 115:919-929 » H 2 # AR LIE |H AR
AAZSC R ) (RILG » BAE FLT3 BREEM ) MLL & 8 /B BAfERRF( 2 5, Armstrong
FN, Cancer Cell (2003), 3:173-183 » H2ERHRABLLT | A HAAZRSL
) e

FLT3-ITD ZE#RFENTT 3% N EHEHR BT RIEREFHRAIK —1®
S RIS (ALL) %84 ( Current Pharmaceutical Design (2005),
11:3449-3457) «

FLT3 EARFERAS Hspd0 & F&EH » THlH Hspo0 FEMEZ 17AAG (—
ERBEZWEETER) CREPGHE FId 8 Hspd0 MG - RRFFE
#J FLT3 B¢ FLT3-1TD 28 Rl AR EBIRFZZLL 17'AAG RHE
B (Yao ZE N, Clinical Cancer Research (2003), 9:4483-4493 » HZ2 ¥~
WELE [HAERARLH) -

c-Kit FHEFHME T (SCF) SEMSMERE G2 I AEZRE LR
RIS - c-Kit BAEFEREEGSERTE Y B B IEH MARM AR - A0 » c-kit
iz Ze B R R HEREC A B KRR I BR IR BRI 1 - BRI
MHRIETE - c-Kit Z RERRK/BIEHEEYNSERFRET - BHIMES » F
BA c-Kit ¥ 4 Mp S B R < B 18 B0 78 L B | Lo S BE K M e RERg ~ /) NAE R

6
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ffif ~ SRR K — S B IEE K PR RRMRE B - 15 B
c-Kit TECHETEE CFERAE - MR EHREIR I AT & Bt A e 1
3R & FHE( Schwann )HEREEET RS — 23t Yang S5 A, J Clin Invest. (2003),
112:1851-1861 : Viskochil, J Clin Invest. (2003), 112:1791-1793 » 5§25 3k
L EEHBRRELE [RGZHALR ) - c-Kit EARZEHR Hspd0 < B &
E - H HspoO %1% 17AAG (—EFRZWER) CHREFEHATE Kasumi-1 A
fg (—REEH c-kit oo T ERBMURMMR ) FFEMMEC -
c-Met £ EH Met [RFEERiRIG < S SRR IR i B S R4 KRR T
(HGF) (7R 8EF (SF)) BIEYZRIER - Jiang & A, Crt. Rev. Oncol.
Hemiol. 29. 209-248 (1999) » HAEETRRIZ A RAAKIE « c-Met B
HGF RAERZMHBRE - NAEMIRTEE X255 3REN LR KHE
TEMRARIF < MR - c-Met K HGF B IEEHILEW & B A L BB
fEER - MIMUETEELFE - MR =MAEINEB AR (PINEEE
ARAERE ~ BREETZ RS ) R EEMA - o-Met BB SHIAN S N EE
REFPFRIA - c-Met R EFCA#8 HGF MR A ESEAEEE (LEER
) FLFEREEEAFRE - AT - MR Z SRR E B R M
AR » o-Met BEVIREFEDER-EE (BE-EF) RAERTFLEA
i - &> o-Met ZRRIE - 2B R EH O RE— AN NEBETEHER -
BAVEN cMet MR ETERIE# L FIRGNRB ST BRIk H M
G RERE - RZAAFCEHF c-Met /B HGF/SF & FRIREAR FHER Z BE (A
ENTE -« AERERE - 2L - BUSUBNE - FHE - BRRRSE - ISR - % - ORELE -
B MERNERE) NSRRGSR - T > c-Met 3¢ HGF 238
ERROCHRE—LEER - i - BRAESETENEEEPHEREHE
BRI IRSRAER -
BCR-ABL B— B EAMMEEEEEC SR ED - HERHEBHEHE

7
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MRME (CML) » —EEEE S MEREMMEERE (ALL) CBER—
RS EREELI (AML) ZEEHER - EE - > BCR-ABL 0%
ZREEED 90-95%EBH CML 2 B8E - 20%EH ALL A ~ S%EH
ALL Z RE R 2968H AML Z B A 35T - BCR-ABL % & B {RRER
FFYIEHE®EE 9 £ c-ABL B ERRIZFASE S E 488 22 | BCR 5
S EE £ B IR YL B8 (Philadelphia chromosome) &4 - BCR-ABL #H
ERXESHGELEV=EEAREELE » AR KRBERSEEEEZ
p230 Ber-Abl ~ p210 Ber-Abl K p190 Ber-Abl © p210 Ber-Abl Bl 28 B &y i Hil
CML 8 - 1 p190 Ber-Abl B2 H B B2 ALL #EBH ° Ber-Abl /RE B
FERIERMEIE A4 B BE AR B I - WREESRE R AL ARME B R 2 B FER
[ B LAt I Y M RE R A R B

HFE R IARE(E Bor-Abl 2 FIRBUEME T AR Bor-Abl BB
7 o BPIME K Ber-Abl RILZZER| - F00 As:Os » EARRBEATEER
BEATL Ber-Abl HIA © $b54 > AFREE (Imatinib) (FMER STISTI &
Gleevic) #If] Ber-Abl BERZER G TE M T TRV RE I RSB/ N ah 28 0 fh R A
JEC BE1S Ber-Abl [ B P AHEARER - ZERRIMBIEHILIR RN R R s
iz CML & - FREREREE HEFRITE - R E5F %15
T LERBENIFERICBRRERICEETR  ZFEBIEREHFA  BS
Ber-Abl Bl & E HRRLEEHF KRB CELTIIEC 228( 2 R, Nimmanapalli
F N, Cancer Research (2001), 61:1799-1804 ; K Gorre & A, Blood (2002),
100:3041-3044 - SELESEMEE L ZEERAE LS | AMARK
g)e

Ber-Abl Bl &2 H LAEE Hspd0 Z S S AF4E » BAE Hsp90 ZERIX
IR PROERE R - EEISE MR (—TEMBIH Bor-Abl 82 Hspd0 M &7
RLMEAEDIAEFRE) BE Ber-Abl ZEEEFREREAE © HAE Ber-Abl HIMYFAH

8
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MR A -

FEEHZRE AT EREY Hspo0 R IEH BEMEERTLE © 28 > Hsp90
R L IEREI AR RE - RnH R EEREE T EEEAGA
FEAIIEES HspoO (AT ELIEH MMESUR - BEIME @ BHEEEYEEE X
ERRBELAE R EUREER - HITBRKER Hspd0 « BL4% > B IERE
BREARE - BEAE  BRPBEEMEEEE > HILEEHEES TEET
REJCELAREEN Hsp90 © HE4F » Hsp90 Z M5 [EEF S BUREH AR R 2
FHESERA T EIRFS] » SEESBIERI B RS 12 1E8E - BH - %R
ZVRR - —REHIH Hspd0 @ RARMIF K - B NER R RE A RaE
LR o

HERF IR BR R ENTEMRERE - (BETRTEHESES - 84
& EERRACREYFI R B AR R E 5 L8 DR - 1t
Hb o AR ZREMEE PAS0 CYP3A4 (3 BB K S B EE 43R 2 P-
BEORERCTE - Bt $REWEBERE R AR ESTTRE
RIFT AT R R R e R A A E

HSP e AEMEIRILEYE R RERTY - ERESABIR R
BRfEF A EE 0 HSP 35E - HSP £ BB AT ER R A o 254
Kt > Hspo0 EASEETEW KA R > BB R/ B B R R
HrE—EAE e - Yan, L&A, Eukaryotic Cell, 567-578, 3(3), 2004. Hsp90 7RELLE
EENNIITHEES ADP-EEEMEEEALKARANNENENE
(9 - Haug, G., Infection and Immunity, 12, 3066-3068, 2004 = 4% » Hsp90 ELAR
HEEAEEIETURYAE - FERE - BMEDRES | Bk HIV-1 IHEBERZ
AT ZRET ZIREETERE— A - Momose, F % A, J Biol Chem.,
45306-45314, 2717(47), 2002 ; Hung, J.ZE A, J. Virology, 1379-1390, 76(3), 2002 ;
Li, Y. AN, Antimicrobial Agents and Chemotherapy, 867-872, 48(3), 2004 ;

9
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O Keefe, BF N, J. Biol. Chem., 279-287, 275(1), 2000 -

HN IR REEA T R M E R R R A RRIRRE - LR
EERBEEEE THEE T - Hp0 EREEEE RIS R R IES
& o Cowen, L2 A, Eukaryotic Cell, 2184-2188, 5(12), 2006 ; Cowen, L. et al,
Science, 309:2185-2189, 2005 -

[FHAE]

CEgE U

AEERARMHHNG] Hspo0 15 B A Ve e8I E TR E LS
B o

AZERAIRBRT ] Hsp90 v 14 B VAR B TR RSB -

ARBERHIRRR R IR B AR S -

AFEAIRRR AT 3R ¢ DL Hspo0 HIFIRIREMM - S8 258
RMERIEAN INF v /LPS B SAC F LRSI A M E S (PMBC) > &

GR £ PMBC F1#y5R3R H RS R AN TRIEL -
(Z),

N N L
~
S
Ry ’
o

N—-N

F—ERBER T  ARIFREHEENOFRFRRIEY

g

L 2227 (null) » -S-CRi- * -O-CRo- ~ -NRu-CRiz- + -CRiz-S- ~ -CRi2-O-
-CRi-NRis- * -CRz-CR12- ~ -CRuz- ~ -O- * -S- * -NRue- * -0-O- + -S-S- ~ -NRi-NR13-
-0-S-  -S-0- ~ -S-NRis- * -O-NRiz- * -NR1s-0-B{-NRis-S-

R BIREERIRZE - T BRI m £ - IRRERINAZHE

10
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AE - HREERZEE - R EEIAZRE - RFERIC R
5~ TR R RGE - TIRERICHERE - MRERRZH
fek ~ RTINS LR 5-C(ONR): ;

RaFl1 Rs R ILAS-OH ~-SH ~ -NRH ~ -ORus > -SRas > -O(CH)wOH  -O(CH)=SH

» -O(CH)-NR:H ~ -S(CH2)xOH ~ -S(CH2)=SH ~ -S(CH2)-NRH ~ -OC(O)NRwRu *

-SC(0) NRuR11 * -NR/C(O)NRuRi1 ~ -OC(O)R7 * -SC(O)R7 * -NR«C(O)R7 * -OC(O)ORy
» -SC(O)OR7 * -NR/C(O)ORy » -OCH:C(O)R7 » -SCH:C(O)R7 * -NR\CH:C(O)R7 *
-OCH: C(O)OR: * -SCH:.C(O)OR ~ -NR{CH:C(O)OR» * -OCH:C(O) NRuRn
-SCH:.C(O)NRxRi1 ~ -NR/CH:C(O) NRwRu ~ -OS(O):Rr * -SS(O)sR7 * -S(O)OR7 *
-NR:S(O)sR7 * -OS(O)» NRuoRn ~ -SS(O):NRwRn ~ -NR1S(O)sNRwRu * -OS(O)0Rs
»-SS(0):0Ry ~ -NRsS(O):OR7 ~ -OC(S)Rr ~ -SC(S)R7 * -NRIC(S)Rs * -OC(S)OR»
» -SC(S)OR7 ~ -NR/C(S)OR ~ -OC(S)NRuR11 ~ -SC(S)NRuRu * -NR/C(S)NRwRu
* -=OC(NRs) Rr » -SC(NR9)Rs * -NRC(NRs)Rs * -OC(NRs)OR: * -SC(NRs)ORy *
-NR.C(NRe)OR» * -OC(NRe)NRiRnn * -SC(NR)NRwRu  -NRIC(NR))NRuRn *
-OP(O)(OR7)2 BZ-SP(O)(ORy): ;

Rs & - H » -XaReo ~ i Zore Uz ek « IR EEHZMGE ~
ZEIUUZIREE ~ TR R - MR EEMAZRAE - HH
U FERE ~ TR BRI & - TRERIAZHSE - ThF
SRENAR T e SR T BRI T e 2

Rifl Re> MERHENS @ RBEILR-H - MEERIZGEE - RiFR
ZRAZIE - FERNAZRE - REERNAZREE « REE
IR IGE - RERNARCHERE - HHFERNACEE  REE
ASEUUZ FETT 5 ~ TR B T5 e B S F ZAS AU FE TS e

RoFl R BEERHERIME » REILE-H - IRHERIAZE - T
FEIZ M - AR BRI R E - TR R B - TR E

11



201412310

RN EGE - MBERICHER - MEERICHE - HRE
R I ~ TRFB BRI S BB TR BRI A HEs e g 5 5
% Rofi Ro BLEMIFTHTH BB T ERE R — (iR R B U HEER B
R AU T 5

ZE RefRBILR - H » IRFTFERRU Ui - TRFEERIRZIAE
TR BRI R E: ~ TR ERIR R E - RRERINARCERAE -
REECHAT HEL - BEECNRZSE - BEECIMA S -
R 7 EACEN I I5 e B B 75 R HES e 2

ZE R fRIBILR - H » IR RIS - TRFE BRI IEE -
R BRI RE - IRFERI RS - IR ERINZBIEE -
R BRI HERE - RRERCIZEE - REERINRZHEE -
7 B ASEN I T5 b R BGTR  EEARR AN S e 2

&8 RuRIBILRIRTE R iE - R ERIZME  TRHEE
R R ~ TRRERINAZEE - RREERINACEGE  TRRE
R HERE - IRERIC T E - RERINACHGTE - TRFE
REENR I 5 Kre B 7 A A TS e

Ros BABARATES

Reo SE TR 7 BASHU U B BR F BRI S &

Xu& C-CalieEL ~ NRy ~ C(O) ~ C(S) ~ C(NRs)EX, S(O)s

7 BEUEE

p MERHEIHRMNE » RBILF 1802
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9:274-8] » BEBENREE Z REHBCRABLAG R AAZR ) - B
EiEE kUM FLT3 BEoAIf8gsd FLT3 il S - R ZREKERE
b -

KL FLT3 #ECIEFEMfEEREIE MM - BER CD34+#l
i~ B~ MERRRKHE (2R Rosnet A, Blood (1993), §21110-19 ; Small
N, Proc. Natl. Acad, Sci. U.S.A. (1994), 91:459-63 ; K Rosnet Z A, Leukemia
(1996), 10:238-48 1 ;ELREREE L BE BRI BTG AT A ZUAAR
) - FRT 0 HETERREH FLT3 Bl ARONEE E mEEME M4 RE T
B HEE o FLT3 BB /MS L S 2 NG TE B b FHE T R IZ T
REPHIERRS A (2 R McKenna % A, Blood (2000), 95:3489-97 » HEHIHK
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AABLAEHHRMAZEIH) -

A2 MR R IR FLT3 3 - R 28y AML (2R, Yokota
N, Leukemia (1997), 11:1605-09 » EZIHRABLE|HARAALKL
F1) o HABSRIR FLT3 < BMEIEREE B AR e M A
7 BHRENRBMRE - T AN E M B w8 E e
M (2R Rasko & A, Leukemia (1995), 9:2058-66 » EZERECRAELAS |
FEIAARS )

BB AR FLT3 SR B RE L 288 - #EZ > FLT3 ¥
ESAEMETRME FLT3 IOfBsis & M RE 2 B0 TS » BRI
MfRE e R - CHERIHREER L EZR% MBS R NEl S
WS (ITD ) JeBhZe% o B ANAS - l75E “FLT3 #E" (RIsEF4 2 FLT3
VRS R Ze B FLT3 MRS — % » BN BTG L3e8 2 FLT3 ¥ -

R BB AN EELURE FLT3 EE BRI RIR - 3
YETERSAE - NE FLT3 {EMEEAERRR © B FLT3 R INEL
BT SRIR AT MG SRR FLT3 1514 - 3808 FLT3 RIRBUETE RSB RS
{EfLZ FLT3 288 - TEBEY FLT3 Bo(ifS o fFAE K FLT3 & BEIEH
{5 F L TER A AN T AR - BRGNS - RE SR FLT3 2 EAIEAT
& ELISA E4HIE - FLT3 & &R AT - REEBZ TR
A ATENE

"RE4ERERTZEE 3 “ECFR” ¥ANAXFERMLTES EGFR
8¢ EGFR K% (#40 HER1 ~ HER2 ~ HER3 K/8¢ HER4) J& 14 (EE4IH 2004
F 8 A 20 HERH EREFHEEERE 100923,354 5% (HEZHERAALIE]
FAREBFARZ ) 23 1 FHFT7RAY EGFR Genbank FFHREFFTIRIG) <&
RERKTXE (EGFR) &H - IKEHRK - BifEAfT4E EGFR ERK/
8(HH EGFR Sy B4 2 HAth EGFR #8k#8 - flisE “EGFR" REAVEIENE

11
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B EGFR [E5h#! (#I40 HER] ~ HER2 * HER3 k¢/% HER4 ) + Z&###U EGFR £
Kl - EGFR £HZ B #4888 & EGFR B %4 HAth EGFR &H - IKEi%
BE o

ERRAS “QIERE" 5 BEETERE REMEEMEERE
S MR E A R CIRREE 2RI - IERIERSE © BE - el
ANIETE « RFEREE « FFRE{L ~ B EBEIRES - R OIUE -
ALBEIRIE ~ TRASRERS » BIA0FE PR IR IR AR B E iR AR - /OB A -
4 FEFRAFARRIRIE - BERMERTYIRRIE R R NS BEE - Fiiirt (- FER
BEENL - MR - BRIEE - WMEMERR - ENEK - EEiEEEE -

RYE AR TE A A M E R P B ETE - fIa0 - AT ERL
Mg - BRE RIMERE - AHEEUEYEBEH AN EZ ME
1B (BIANEEINE I HMER < MEBE ) Rz - it - RETEL
MRE 4 T EERIE RN CTEIIRE - BIAIMEELEZE - BmEE
il ZRE - FEBHME ML EE BB REEE -

SRR IRTERS /N K R B ALIRTE - B4 RO R A TR
BIREERTER, - BRI EIREE (Reiter's syndrome) ~ EEFLIES M ABE LR
fiEZ B EIRTEREE (FIaIe it Afhss - BEAMR ) - BEER KIS -

E—EREEBES T  QERERERIE - TFHEARH TR RETH
B FEFE AR ER IR © NP RIE - BIANHEPSRE - LA - Aell
N - IEAE - BE - BRE - MERE - AEARE - mEERNE
WEIME N KR - 1B - A - TEE® (Ewing's tumor) ~ ZR¥EHL
PR ~ ALY ~ RSB ~ BRARIE - 2UI% - DREE - AUTIEREE - Wik
Mo - EEMIE - BYE - TIRE - RIEEE - 2LZERE - 2LoSIRRE
T - BEMEE - XREE  BMME - R BEE - BEE - BEM
fffeg ~ BERSTE « TSR (Wilms' tumor ) ~ FESERE ~ SXLER - ik -
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NIRRT - BERGRE - LR - MIRBER - EIANE - WRERME
& BERERE - EEERER - MRER - IESHR - Bk - OB
B - TS - BRE - WIS - RS BIE o Bl
A PEREE ME AR B s e M B BRI B I (BB AR - RTREAERELE -
BREZAEN - Beatiiett R B ) BEEIE (REEEE (R
RIERME ) B IR A M8 MR EE MR B IR ) 5 R EMEALIMERE %E - WhEg

(IRERERRIHTRERER) - ZREEHEN - LEEIRRERE
HIME (Waldenstrobm's macroglobulinemia) 5z Z5 ##5

I M7 o E AT ErE e S/ B8 M B s - BIANvRES ME R M B s

(Blanane p388 (EB3E) MRS ) - REEADME M ME B IR Kbk
BRI - T MRS - a0 T MRE S (Fl20a08 CEM -
Jurkat k2 HSB-2 (&)~ YAC-1 (BME) MHMARFBIR) - T WMEMEER
IMyw ke T WE R 5 5 B MM R (BIA020E SB (&%) Mk
ARFTBIRE ) K B WM B IR  BESHME S - 4120 B & T Ml
Bk B K T WEAMME RIS ; 558 % - BIR0HAER M s -
FREMERIE (BI20208 HL-60 (RTEEHEMT) MIFARATEIRE ) REHEER
Mmyw (BIananes K562 (1&M) MEMGRATFIRE ) P EREIEE B s ; &
PROMIE M B I © BB B mps (BI2n4nes THP-1 (it ) MHRRAT
PIRE ) B BE RN M B 5 ; Rr& FIEL B 88 1 9% (naegeli-type myeloid
leukemia ) 5 K FEWME MMM B MK - B IMKE < MG FRERP The
Chemotherapy Sourcebook, Michael C. Perry #, Williams & Williams (1992)2 58
60 £ Jz Holland Frie Cancer Medicine 25 5 R, Bast % A#R, B.C. Decker Inc. (2000)
Z 55 36 Bith © LB E 3R ZEBURAIAIILAS | AR AL -

FE—EEREST  Fiem S EBREREERER A NS R EHE

B IEERERE AR IER - £ —EERESF » FriERg Hik
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BMERFAIEREYL - T HIF (FI20408 Jurkat K2 CEM #HMERFIBIRE ) |
B AMA (BIa0anes SB MMERFEIRE ) » RS (Fla0H HL-60 4
MRFEIRE ) FEPRE (FIa0408 MES-SA MAMBIRE ) B
MM MR (BIa0a08 THP-1 (&) MMERAEIRE ) RkEm (i
20 U937 AMIARATBIRE ) -
FE—EEBESIF » FrgnZ AEBEUEEREEIHEM N
# (NHL) Z{EfRRIER - MEERE S ERMARENR (HD) 33k
ARG KHERE (NHL) - NHL £ HD REZBEEN N FEE-H7 — KA1
(Reed-Sternberg cell ) - NHL Z #F240 HD HRAR AT T B3 A Al ReiEaE
WERLS & - NHL FJE—# 43¢ B #ffg NHL & T #iffd NHL - H&
A E—S WA RSN EREL - 244 S B #Hi NHL & © [aEEmk
B2/ (Burkitt's lymphoma) ~ JRYEMEMELSE - SEEMEK B HEMOWEE - HE
8% E B MMIAEE - SEAIRTE - /KRR R S A A 1
B - EAMMRER - WEEINSEE B MR R S Atk
/LR B AT R R EERE HIME - T MM NHL SFEE TR e -
RIEEAS-T AR BAEREIE B MR - FERHEIL A T MMM ESR - &
MEWE BRI B IR AR - M R R T MR R EE
g@'ﬁ °
NEEZEERIR  BEAFHZAEMERNERERE B /MR
K¢ T #if NHL 7ZEAZ NHL » RIS Hsp90 7EEF% NHL H R4k L3R - 5¥5 2 -
£ B #Hg NHL = 412 {8 NHL #5812 sRZ&H 3R Hspo0 EFTE (HERHE
REEBIE (5/5 0 100% ) K—EEAHVRYEMEWREE (17/28 » 61% ) « EMER
B #HREARERSE (27/46 0 5996 ) ~ WEEFE:E%& & B MMHER (6/16 > 38%)
SEAHREIE (14/39 0 3696 )~ /NSRS AR A VAR ER 8/ 18 1Ak vk X M A 1 s (3/9
33% ) - EHAEREEE (12/38 0 32% ) KRR M R LB B A
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EERERIMAE (3/10 ° 3096 ) HARFEEBFUEEFRE - A4 76 T il
NHL 57 » 38 Hsp90 7E—EEARRT T RHEMMERE (14/24 - 58%6) ~ RHiTBEES
-T MO E AR I B L ARSI (20/65 » 3196 ) ~ FEFHESLE T HERLWHE
B (8/43 - 23%) RINERZEME T MRMER (217 12%) i+
EEBIUMBEERIR - (2R Valbuena F A, Modern Pathology (2005),
18:1343-1349 » HEHHCRABHLIG IRTEMALRIF - )

AR HERETEERIEECEE "SENE ZEERE5
T - BATE TR S RIECRE - EIUBEY N EReREEE
EZ [ARERT - VB HRIVEEYMEETIE - BOIME » #HZEREVR
P& Bt B R~ Tk NS 22 B A ST S BURR B IR R SUTE » DRLANER
YR - SRR R | @ER TR ECTUREY) -
BEARK/SERERT L ETFEC R ERHRLG - D ZSESEN
BB RIS EESTER "SEWES" - BOME - BESEH
ZEHESEIUER - B ARESEIER EAR R THEZSEIUERR
PRI HE RAY -

ERRADL > Miizg “c-kit THEREE" fRISRA c-kit BERRR/EGEL
ZFERE © c-kit AERREAE EAE B IR - IR AHER SR - /PR - AR
R B A E 5 R MR AURIE - B4 » ckit ERHRWEL M
HTEE S FER 4 (Inoue 2, 1994, Cancer Res., 54(11):3049-3053 ) ~ fHIFRIL L
JEHEIR 2 %8 (Ricotti A, 1998, Blood, 91:2397-2405 ) J B 2555 14 AR i AE
TR TERR < SFIERHREREIZ R (Ryan FE A, 1994, J. Neuro. Res., 37:415-432)
R — R

HAGUIGTE S IUIE B i ] EE A Z B L S WA & LUA BUQ TE IR iR %
fiE ° ] FZRELA A < S TR R SR MBESPUERI S AT - K
SR (EREETRR © v-iES - PR EE - EFRBURE - BF
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B TGRS RS RN ) - WAWNRE - VIR FEEEGE] (1
FEEARRRE « TR - MEREREEESEET (TNF)) - SRk -
DR RAERR R BER] (BIANIEEEE ) R HAARER TR L 2R IR R EE -

F—EERESP  AFPEAESYRMELDE - £—HEF > K
FIHZ M EY AR EE - [HESR I EA G FE “FEMERRK F
My - FE—HEF » ARPREFANY EFIME£RK ( “neovasculature” )
ZIRRIHFTRAR B EANRR | EE  EREER  BERERE
RMEER - SIANMER - B - iR - WIREIRERNEIE |
BHIRISHEEALCEE | R4 R » BIATIRNS 2 MR BT - S5
TRAERERS ~ IR - AEBAERER - AEMEET LR - syikia it
FERE A - HTAEAT S - TR AR - A e MR E IR ET - IR
BEETIME AR - HERAKEREBA (Perygia) (REMELR)  HE
IRIMERRENA © 4B« 08 0 @EUER R R  RIKFE AR (Karposi
sarcoma) ; BMERIGIGE © FEABREN  FEHI  JIEEE  JISEE
R MERYE  AFEE S BEERE (BEE)  RESHEETT  BK
7 IR IERHT  MEREE @& IGEREF (DiGeorge syndrome ) s HHT
RAEENARR - BB S ERRE © OAUME 4R EARBIIRMISE » REGEISL |
B IRETE © BRODMEEEIMAE R ) RBEMEMEIERE By B8R
BRMBH  FAR Bk BEEEE  REEREE (Osler-Webber
Syndrome ) ; BESRFTIME 41K  BAMETER 5 MARIERMET  BEL S &
Bx  BEER  WESER  NABKREIR  BIBRFRE &
BEGE (Crohn's disease ) 5 K EPRIGERIELL,

IME#E A A] 35 AV W R I B T A A TR - A E i
Bl 8 & 9 AT ¥k -

ERRA  lieE “MEER" FRIETEEBEESEFEEFNE CE
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AERE - M8 A W S PR BORREEE HARRE - BIEERRR - BE
RRFTIE SN & SRl fER < BB FEPRIRIRAGIRR - 5 SR A
AEBIERER  FTEMENST LR | SARBEREEEREE  RiTHEAE
FlR s MEER A TRZIE © RIVRSHERVE » EMEARK 0 HEAEAL
EIRESAEZIE AR S (perygium keratitis sicca ) ; {EAE B ERAEMREF (sjogrens )
ALBEEESE I8 ¢ R WIEARIRK © B8 SRR RERE
&85 MRS  ERMEE  EEPRE  WIREERE ) |
G MKPEIRAH © EfmIEE (Mooren's ulcer) ; FiF B UK ABGE &
#PE (Terrien's marginal degeneration ) ; @& A'E G/t + FEIRMERIETA
EHMINE © ZEIIRK B - BUASHEPYRER (Wegener's sarcoidosis ) » Z&
B W sCHT-#98 B % (Stevens-Johnson disease ) » FEAREE & HREHIA
FARRTIBEM © AR & FERRIRAEER  HERL  #IALMAE
MW - AR 5 © B © MER R (Paget's disease) © H#AK
PHZE © BIARFEZE © SHENIRPHZEEMER © BMEAE IR AR © AR
G AR (Lyme's disease) 5 ZEMEAIBHIRE © T2 RRMAEER © FE
HrEGA (Eales'disease ) » HZEKIR (Behcet's disease ) 5 5 |FETRMERRA B ARAS
PR By BEARAHMBMEAE RS (presumed ocular histoplasmosis ) » B JE/ER
(Best's disease) ; YT 5 Mg/ N 5 HTRFAE FG (Stargardt's disease) Bk
fRRER BRI S MAREERE  SRER BERE
RMHHRIE + BT IRRT BB om (ARAEFTIE AR ) BB RS
MERR R B ETES e RS  BIEFTE T I8 M B TR R TR A
MEVRERETR  BRRER  WEEEEX  RRRNE  EEEKER
(Bartonellosis ) » ERfRAGERIE(L ; BRATENEGH (Osler-Weber-Rendu disease ) ;
EEBMMEEMMERER  IERER > TR 0 FERERN R
KEREHEN  BERY (FER4E) KEEE (FlINER - §EEE
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RECEME ) BIBRE © IEEMRR - REVREE  BHEARE 24 mE
FLBT > FEHTUW (Rochele ninalia quintosa ) 5 1855 (MAFTHEHEREE (Helicobacter
pylori)) ; FERRAERES & Bl - 2B - R 5 FFA 0 RRkRRAK & JERREE |
BR MK RER ) XRER MKRER  Fik © FEE#E L > o
MR R BARERAE  FIRBRIER  FERBEERN  MHEREEL B4
RRMERIRENIE S MRREMRR © R E (Buerger's disease ) ©
sl "R RUHSRBERZEFRANAN G BRIEEMARRE - Fia0

R A B YIRS R R © MR R - ERR A A e (B
AR &S ~ FOKEEUEES ) o ERRGR B 7] RINFF S AAREF - 350
“Medical Microbiology” (Greenwood, D., Slack, R., Peutherer, J., Churchill

Uil

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,” 2% 26 AR, J. P. Sanford & A
( Antimicrobial Therapy, Inc., 1996) » HZ2ERLA2 35 AT HMALRIF -
ME R B ENRIRELTHES g - FRKEEE - &
FEAUAZERE (Bacillus cereus) * [RIEFFHE (Bacillus anthracis) * BB E
( Clostridium botulinum ) - ER#EEME ( Clostridium difficile ) ~ B8 B RE
( Clostridium tetani ) ~ E R ELEE (Clostridium perfringens ) ~ H¥EAEHE
( Corynebacteria diphtheriae ) ~ B5EKE ( Enterococcus ) ( ##EKE D ( Streptococcus
D)) ~ EAZHERGAEFIETRFE (Listeria monocytogenes ) ~ FfiZ&BRERG: (i
JSBEERE (Streptococcus pneumoniae ) ~ P& BRI R b SRR B R L7l
KRt - AEEIEE B (Bacteroides ) * B HBZARE ( Bordetella pertussis ) »
AEKIFEEE (Brucella) ~ #EE B (Campylobacter) ~ BRI RIS E
(enterohaemorrhagic Escherichia coli » EHEC/E. coli 0157 : H7) - IHZEEMEKR
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F% 2 B (enteroinvasive Escherichia coli » EIEC ) ~ B EHEEZE M KIGEH
(enterotoxigenic Escherichia coli » ETEC ) ~ Ji/RWE M #F B ( Haemophilus
influenzae )~ M4FTIRHEHEE ( Helicobacter pylori )~ fifiZ 52 & {H AR E ( Klebsiella
pneumoniae ) * 2 B & ( Legionella spp. )~ FAEEHI B (Moraxella catarrhalis ) ~
WImZRE B (Neisseria gonnorrhoeae ) ~ FBEAERE ( Neisseria meningitidis ) *
BIAEEB (Proteus spp.) ~ #kIRHRE (Pseudomonas aeruginosa) ~ ¥PFIEKEE
/& (Salmonella spp. ) * FE [KEE (Shigella spp. ) ~ ZBLINE (Vibrio cholera)
KECEEARKEB (Yersinia) ; MEKE @ EAEMZI SRR (Mycobacterium
tuberculosis ) ~ A S TARE (Mycobacterium avium-intracellulare ) ~ ¥3A343
AR E (Myobacterium johnei ) ~ it B FAEE ( Mycobacterium leprae ) ~ FEBE
FUAHER ~ #74K 5 ( Chlamydia )~ 32 #8 ( Mycoplasma )~ 3755 K FG#2 ( Rickettsia ) »
12hefe (4% chetes) - BEHBIRIEHE (Treponema pallidum ) ~ FERIETEREEH
(Borrelia recurrentis) ~ {HERHRIEER (Borrelia burgdorfii) KM MHEFEEH
IR ERe (Leptospira icterohemorrhagiae ) 5 BRELHIEFEME - EFEMIREE
(Actinomyces ) K36REB (Nocardia) °
fliss “HE B "EEN RE-HERCRKER HRZERRLZ
HIZET RS - HAEELE  BERER -
"HERL" AFERNRENREUTERS BB © B3 EmE
( Alternaria alternata ) ~ 287 ( Aspergillus flavus ) ~ i ( Aspergillus
fumigatus ) ~ FEELE ( Aspergillus nidulans ) - 25l ( Aspergillus niger ) - %
At (Aspergillus versicolor) ~ FZZ8 %4 B (Blastomyces dermatiditis ) ~ H
ESFRE (Candida albicans ) ~ #EMEERE (Candida dubliensis ) + SE3R (R
B#f} (Candida krusei) ~ 3T ¥ FffBERE (Candida parapsilosis ) ~ 2V ERihEE
(Candida tropicalis ) * Jt¥&ER#E¥ERE (Candida glabrata) ~ FHERF &
(Coccidioides immitis ) ~ #7TEIFEEKEERE (Cryptococcus neoformans ) ~ kR
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K B8 ( Epidermophyton floccosum ) ~ #& B& #H %% g 4% B ( Histoplasma
capsulatum )~ #AL B Fi7 € X B ( Malassezia furfur )~ R/NEFE ( Microsporum
canis ) ~ B E B (Mucor spp.) - EFEEIBKAF & ( Paracoccidioides
brasiliensis ) ~ E B EFEE ®E ( Penicillium marneffei ) ~ JNAR ¥R 2 B &

( Pityrosporum ovale ) * ffiZffi#E &% ( Pneumocystis carinii ) ~ BRI 58 FCHEARE

( Sporothrix schenkii ) * KL EFE B ( Trichophyton rubrum) ~ FEH B WE

(Trichophyton interdigitale) + H&&FEFFE (Trichosporon beigelii) * ALF#
/8 (Rhodotorula spp.) ~ FEA5FREIE R} (Brettanomyces clausenii ) + R4
& B2} ( Brettanomyces custerii ) ~ A # BJE T B & ( Brettanomyces
anomalous )~ 58 B & B2 ( Brettanomyces naardenensis ) - Z&E4EB2RE ( Candida
himilis ) ~ SRR A%E2RE (Candida intermedia ) ~ FEE B &4EBERE (Candida saki) ~
Fhifefenb#rt (Candida solani) ~ 2 E#AE#RE (Candida tropicalis) ~ 5%
fffB#R}r (Candida versatilis) ~ B ERi#hEERE (Candida bechii ) ~ L EifhE
(Candida famata) ~ fEfEER##E2R} (Candida lipolytica)  EFBAAEER

( Candida stellata ) ~ B& R #hBERE ( Candida vini ) ~ %78 F B

( Debaromyces hansenii) + HE{&5aB#LE (Dekkera intermedia) ~ TiEZEH R
TiBERE (Dekkera bruxellensis ) ~ HE3A4ES ( Geotrichium sandidum ) ~ {=EEER
JE# B R (Hansenula fabiani) - B&jHE U B E R} ( Hanseniaspora |
uvarum ) ~ BEHEE B KES (Hansenula anomala) * EWMEEMEEEL

(Hanseniaspora guillermondii ) ~ # [S7E filEE:#8B2 R (Hanseniaspora vinae ) ~ 2L
Bese B MEAT B R (Kluyveromyces lactis ) ~ #EBE 50 Bh 5 BE & ( Kloekera
apiculata) - BT L EHERERE (Kluveromyces marxianus ) ~ fEEESTEKERER)

(Kluyveromyces fragilis) ~ SEfMgaTE#R}E (Metschikowia pulcherrima) ~ 2=,
B REER} (Pichia guilliermodii ) * B 52 7REERE (Pichia orientalis ) - BEEE M
BREER} (Pichia fermentans) - FEEEEIREER} (Pichia memranefaciens) ~ ALE#
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(Rhodotorula) ~ BEZRF ( Saccharomyces bayanus ) ~ BE/EE B2~} ( Saccharomyces
cerevisiae ) ~ AEPEERE (Saccharomyces dairiensis ) ~ EEZEER}E (Saccharomyces
exigus ) ~ EEfUFERE (Saccharomyces uinsporus) ~ & EERE (Saccharomyces
uvarum ) ~ {HEERE (Saccharomyces oleaginosus ) ~ #if7 Rt ( Saccharomyces
boulardii ) ~ B& EC B & ( Saccharomycodies ludwigii ) ~ 5 8 3 5E B2
( Schizosaccharomyces pombe ) ~ BH KA fEEER} (Torulaspora delbruekii )
FEEkEERERE (Torulopsis stellata) ~ B RS EERE (Zygoaccharomyces bailli )
FERKEEGHRE (Zygosaccharomyces rouxii) ©
HETENNEEFEENRERREEEEH ERRE - "HER
B EEN" B RRAURERRER S (ERBNNEERIRIEIEFEE)
BB MR R (ERBENTIEERICERRRL) =& - Hspd0 EREEHE
B 5 EM S ERERTEE AR - Cowen, L. et al, Eukaryotic Cell,
2184-2188, 5(12), 2006 ; Cowen, L. et al., Science, 309:2185-2189, 2005 - EAREE
HA Hsp90 FE M M R SE PRI BR SRR /& Z #5 A A RS BEBRER ( Calcineurin )
(Hsp90 Hy—HEZFER ) - S5 BERER R 52 R EZEY) it < 5
FEJIFTE © Hsp90 (EF5ERARBERER CRIFIS E I RVE (LU ¥EDR - BRILZ
/b EREEERE HspoO R HHER BMSERIIER H 382 (echinocandins) 2 M &E (%
B AR SE TP
"TERRLE EREERNREREM SR (Leishmania) ~ SE&
/B (Toxoplasma) ~ JE/R£4/8 (Plasmodia) ~ ZZ3REAE (Theileria) ~ FRFKE
JB (Acanthamoeba ) * 32 &4/8 (Anaplasma) - HEMFE B (Giardia) * £
#4/8 (Trichomonas) * #7388 (Trypanosoma)  EkE3/ (Coccidia) REHS
& (Babesia) 5[#EZEH -
BYINE @ FEBBLEFEEUTHFEST RS - EEXHERS
( Trypanosoma cruzi ) ~ WX EE B (Eimeria tenella) ~ B ERES
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~ (Plasmodium falciparum ) ~ B HERE £ (Plasmodium vivax ) * BT F &
( Plasmodium ovale ) ~ #/\s&¥8F & (Cryptosporidium parvum ) ~ & [t
PR (Naegleria fowleri) ~ ¥A#H#R AT KE (Entamoeba histolytica) + &
FI % P >k B ( Balamuthia mandrillaris ) ~ ¥ #H #& A B & B2 ( Entameoba
histolytica) + € FKIMW#% (Schistostoma mansoni ) ~ FEMERE R &% - ] HEF &
(P. vivax) ~ EIFFER £ (P. ovale) - ZHER & (P. malariae) - {HEKFER
&% (P. berghei) ~ TEfEHE KA 28 (Leishmania donovani) ~ B253F(+2
&% (L. infantum ) ~ ERCH TS F &% (L. chagasi) » RIEEF+2/Ra (L.
mexicana) * B fG: B A+ & R &% (L. amazonensis ) * ZWEHIA T2 & (L.
venezuelensis ) ~ ZVEF(1 & & (L. tropics) ~ FEAF+SF e (L. major) ~
/Nt € R& (L. minor) ~ ZXFRILEEF S /F &4 (L. aethiopica) ~ EEFEF
{+&JR& (L. Biana braziliensis ) ~ fI#F{+&R&% (L. (V.) guyanensis) - E£
BRI & (L. (V.) panamensis ) * BVE (&5 & (L. (V.) peruviana)  #fi
K15 oS E% (Trypanosoma brucei rhodesiense ) ~ 77 B H ELER##£88 (T brucei
gambiense ) ~ BZEH B ¥FE #% (Giardia intestinalis ) - ERXEHEHEEEH (G.
lambda ) ~ S &% ( Toxoplasma gondii ) ~ f2iEF &% ( Trichomonas vaginalis ) *
+ I fiti 70 F 8 ( Pneumocystis carinii ) ~ & K B P >k 2 ( Acanthamoeba
castellani ) ~ F FHHPA K2 (A. culbertsoni ) ~ ZRBRFIKE (A. polyphaga) *
R BRFATRE (A. healyi) » F] ERBRBAIKES (A. astronyxis ) ~ B FOERFAKE (A,
hatchetti) ~ ZEERBRFIAKEL (A. rthysodes) B fEFESk (Trichinella spiralis) °
ERARA » 5 RERY RiERERRCEIMEE - BE2E
H -~ BREERARY - SRR EC RER R KR - FIt - 15
R BAERELERIKERRRERRCREMCREE » DIRBHIEK
HIFIREEEZREE -
B R EEEARRNRELTRES B B « B (Adenovirus) »
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LB E (Lassa fever virus) (BRWEFE (Arenavirus)) ~ ERFEE
(Astrovirus ) ~ JEiH%3 (Hantavirus) ~ Z24858%3 (Rift Valley Fever virus)
( B4m2 7B (Phlebovirus)) ~ #ARHE (Calicivirus ) ~ fRIHI%55 (Ebola

virus )~ &5 E (Marburg Virus )~ H A& 4 /%5 (Japanese encephalitis virus ) »

BEmE (Dengue virus) * F2HE (Yellow fever virus) ~ C BIFF 4K H
(Hepatitis C virus )~ G I 28578 ( Hepatitis G virus )~ B BUFF 285K 2 (Hepatitis

B virus ) » D ZUHF % (Hepatitis D virus ) ~ BE#fE29% 3 1 (Herpes simplex

virus 1)~ EMiEZ B 2 (Herpes simplex virus 2) - B #lf% &
(Cytomegalovirus ) ~ -2 [KJ%5# (Epstein Barr virus ) ~ KBRS R
(Varicella Zoster Virus ) ~ AZEfEZ%5 7 (Human Herpesvirus 7) ~ ANERES

% 8 (Human Herpesvirus 8) ~ JiEY% % (Influenza virus) ~ Bl BRI
(Parainfluenza virus ) ~ EZ¥%#: (Rubella virus ) ~ FEIRA %5 (Mumps virus ) »

2w (Morbillivirus ) ~ FRBFE (Measles virus ) ~ FEIRE & MR 3
(Respiratory Syncytial virus ) ~ 2LZEiRBE% 5 (Papillomaviruses ) ~ JIC /%5 (%

fa (Polyomavirus)) ~ BK #%% () - #/NEE: (Parvovirus) ~ ]

iEFTRE (Coxsackie virus) (A B B) ~ A BIFF49%3 (Hepatit & virus) * &F

BEIKE %95 (Polioviruses ) ~ 4% ( Rhinoviruses ) PG % 55 ( Reovirus ) »

JERE (Rabies Virus) (JERFHBE (Lyssavirus)) ~ ANEREHIEERE
( Human Immunodeficiency virus )1 5 2~ AJE T B M%7 3 Human T-cell

Leukemia virus ) e

R BT AR B T ISERSR ~ RD# (Lassa fever )~ B

IR E AT EUG K (Astrovirus enteritis ) ~ ¥ it 5% 32 I iE 1 2% ( Hantavirus

pulmonary syndrome ) ~ Z4%5324 (Rift valley fever) ~ E BURF4 ~ B8 - {kifthi

7 BH M #4 (Ebola hemorrhagic fever ) ~ & &89 31 2% ( Marburg hemorrhagic

fever )~ HAH 2% ( Japanese encephalitis )~ & 24 Dengue fever )~ B 25 ( Yellow
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fever) ~ C BUHFE ~ G BUFFZE ~ B BIFF# ~ D BUHFK ~ B2 (Cold sores) »
4 JEds 82 (Genital sores) ~ EMI MR H R A - EXAMIEZE

(Mononucleosis ) ~ 7Kf& ( Chicken Pox ) ~ FARIEE - 58 7 BUNEREER B
gy~ RPN - TATHRE - BHXRE K - BEZ (Kaposi Sarcoma ) ~
BRERK ~ Wi (AL ) ~ i ~ BMISCRE R -~ AL&RE (FE) » TESE
T EBERSR (Progressive multifocal leukoencephalopathy ) ~ &%
HGMERTEE (Erythema infectiosum) ~ FWEEME LAAK - BRI ~ BHAR - FFK -
FREKER - i ~ BIE - IER9% ~ AIDS R H A -

DNA R RIBE R FENATE MM DNA HEERML BRI
BEEMEES I ( “topo 1I” ) 7E DNA & - RSBt R EMEF % B
MR P EE AT o RERFERTE DNA FELEZ - FEILAEE DNA
FERE R BEMAETE R - HNEEBERESHERP CERAR - FBERBL
BB = RS | JIRIIREE - CEAE NSERRAET © topo IT &2 M AT & L TEH
TR E&NZ A EEIE - BIANLE Gadelle, D.ZE A, Biochemical Pharmacology,
(2006), doi:10.1016/3.bcp.2006.07.040 FHEFRGIEZE -

R EYRZRREERFEN TR R IE K E X EEEERE
BFEZH (GR) - HEEZE (AR) BREHESZE (MR) - SRS

(ER) kZ#EFEZEE (PR) - BEREYRZ OGS HEWRERE - KEF KA
¥ (cortisone ) ZHE BB -

“REHIH" RIERERMPERREDRER R EAED B -
EE TR BEAEANGENE - EEMEHRETREC 2 IIME ~ WEM
KeTE E IR T MIMERETURFREZ FME - JiAR=FALIMER (SRBC) —i#k

(IeM) MBRENE CEEREBEMGE (plaque assay)) B—fEREME
J7Ek o BT vk R EAN T BRI Luster, ML, Portier, C., Pait, D.G., White,
K.L., Jr., Gennings, C., Munson, A.E., & Rosenthal, G.J. (1992). “Risk
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Assessment in Immunotoxicology I : Sensitivity and Predictability of Immune
Tests.” Fundam. Appl. Toxicol.,, 18, 200-210 & - HIE¥ T MMKEERER
L RIERER S HEA 2’()@% (Dean, J.H., House, R.V., & Luster, M.1.
(2001). “Immunotoxicology : Effects of, and Responses to, Drugs and Chemicals.”
In Principles and Methods of Toxicology : Fourth Edition (A.W. Hayes, Ed.), 28
1415-1450 &, Taylor & Francis, Philadelphia, Pennsylvania) - 7t —{E B2 & F|
41> PBMC i B R Z BRI B ERRRIEIIREZE - BRI
L BEREBMAIEHE AN L EARE RERFERRIELRE - £—E
BEEMT  ERXEEEZSFE - 88 SHEIREECEEFRE
TRANFI AR AR B BRSO BU/BERF
RERZAEDTRNERESRERIE [ - ERRAX » ik
“RIRIE KIRUMTRE R B RIE ARG R RIR ~ WIEESURIR -
BEEERENE - REREAEEGREENKEE LRTEERTER
M BRI ~ WESIHER - BRRERERENHYE B LR
R & > FELEEABYE & I - SRR/ EEE IRIE - 2B61m
- HRRE K IEE S B MO RS SR MM A AR R E TR
ST - EEMANZ S HAIRE (8 <ERBRERET » &
B KA E T EREHRERRCERZEERAE - —EEFIREZHE
B BEZPEIRERRRE A — BRI EAZE R RE B R -
&A% RIERMAFERBCRE TR - WEES 1 ZRERAT
AR ERERME B - AIERARZHI SR T ERECRE
HREREREEMRERRR MR BERERE (B2 ML
fiE » EAENEETT B REHIER » BEAEM-EFEMRET (Guillain-Barré ) ;
KEBRREAHEERR) - MECERREHE (P18 RRERMEEA -
BEE Nk BREREM/IMIRAE ) « [E < BERERE (BIAIESIK

il
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RoDBEEREE  MER  FIWOREMATER ( Wegener's
granulomatosis ) ; X EZERR) - K HRERERIE (Flal4 KR - Ek
ER - SBHEKXEERBRE ) SERMC B iERERE (B0 B UNE -
BEMEER - ERERH I E R BRRETR) - AR BRRE
PIE (BIA0EE 1 BUBRIE NS EIRERTS - #8E R (Grave's disease) ~ &4
FAARERA (Hashimoto's thyroiditis ) ~ HESRIZINER KBARKE LR E
BRERE) KR ELBRRERE (BEGEHERNIIAERARME
7 ) (PIIBEEIRIERRETR - 25 EAIBEIRE - B - SR MENRL - KL
R~ FHEBRETRABRE S EHER RIES T AEREE ) - bo - EMRIERM
MR - EURBEYYE T RR FCEBIMERIE @ NS EARN RS
EZEHZET - KRS RERERBRIES R » Bt DAERIR R 5%k e 8L
BRMEFERRE AL LEER - WNARHLHNMS @ EERED
WIEZ [BH » TR ERRRERERBREREE—F - XXFLZ ‘&
ERIEL IR RIEHEERERIE - SRR IERS ST LR E
AR FRAFERZEARARRHILEY  EEIERGRE &
i~ U - R EETEN ERERERE - KBRS R EEZRE -
ERRA 758 “EfMEE SRHEEEEEEYE AR
FEFRIRTERRS - RAREURIE - ELYETEENEREY (BUEAZRG
LY R ZERGER ) SCERTRIFREYE (5 ERESEYERE
ZUE) o BEFETRHSERTEALA - AERA - S - EE
BOES (EFERENTR) - SF L@ R E SR R EMARRE - R R e
BEREABIETIHE IgE 8 - EF? IgE Res b RET T EX
Ml Kt R ERERETEE U LS EPRERR - HIRAHEH
Z BMME @ BEERELETEERBENBUCESRR B4 [ TBEEIK
V& - HEMXEEE AN BB - BEERESREERRR | @gt
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SR (PR ~ BR - BREK - BUSUERETER - EYNE - B
I FE ~ PLRRIE ~ FERZE - S0P - BB RIEREIERE « BAL
TERER ~ Wl S R YREBUE -

ERARA - isE " BRI ENER 2R - PR E AE K
BISAE FRIBADZ SGINEINPIR B R FE SR B BT ~ RAESGRR -

A AT NMEM AR RS AT AT S0A R BA SRR
MEZERE - ERNAZ . “BREFE" BHEUSBHEBREREERA
MER D RFFEZ IR ~ TRAEBURIA - 38 0 BT R R MR E R 2 B KE -
EEBRMRIEZPITEE - BIEERNIE  OfF REBEYHERRE
BHETZ ISR RIEWIE - LIERRETR - HEIRMERER - BRELKEE
HCEIIARR B BRI ¢ BRTERSRS » FEINERG R - B A - B
SR EREMREF (Barrett's syndrome ) B e B AE © B MERTR » 40000
NI ESEAE (R B R (@ M E M P SOE R © BRIE < R MERAE - A
ARERTR - IR - BERSR - FERL  TRMERARNEAL 5
BRI TR RIERAE - RESIRA R T AL /R A > B BL
MR > EIEREEHRE - MERBEARER  KEZBRMRE &
AR R ~ F R RIRE © PREMRRKC B RMEER SR
M NS VR BEER - 2R MEREILAE - AIDS FERR AR (b B P 22 S 2R FOJEE ~
ERPERGIRR - ETRER - IHERNE - FTEKEBE - NEHERER
B R B It E BRENNK - BRETRERE - REESNEX - 251
B SIS 2B MERIBEIRIE (SLE) s RO BARMERIR » S0V -
BRI LB - BRERIE - BIRISRTL IR AR
Z EREAMRR - BE TR 8HTRE - KISKEEANE - IRTEE
FHBEZEESERIE - FIIERKBEBERREMEART - HfEsREs
MRS B ER R E A5 (B B FE RT3 S MMM 7 2 K 5E » BIANERRTRE
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PEMAERFAERRZ AR5 o SERE IR ST AT B0 fE 16 AR o AT F W AL R BIRE
o "BRERECER EANTREHEERRMERE - IWECE
KBS B ERRAE R E < BRI T AFRH MM EYBAERY) - HEER
6R AR~ U BB RAMWE - HERKSR EEZEE -
ERRAZ > flisg "B LR CHE S-ERpI=0-XV)sEE
| 2P —E BRI EE T R - GIR MR AR AR
FiERES - MRS - LFRREE - ERREE - LY IR0 - LY - TREREE -
TR T EE - BEEREE - BRC\BHEREE - RIEMIKE - FLKE - KBRS - =
THEEEREE - EOEREE - HEREE - NTERRE - WK EaRkREHE - JiEmn
BRED - JUINRREE - FEZRERED - DRRARRES - RENGRREE - EEEREE - WNERRES
HTERERREE - HPE BREE - WERER - FRHRRER - BARGEREE - FRIchERREE -
Z e PRER - FIp PR - Y PR 2R B AR (KB 1,1-EE R - 2-
FOEL-3-ZREHRER) ) - RE "B LURTCE TMEREAREEREE
ARREREELZD-XV)EFE | MG YHREE | SEasca g
BUHRIER - EHERURAAETRN - U - T REFREB S0
B RkEFR T B SE MY ElEkFFEMEBE S84
R RS ABESR RN B ~ B heils 0 Z3REM
=TRE  WEnE s N-BREZ - N-Zfg 0 Z2f 0 =20 0 B - 285K
RN - FEUNER - B Q- RZEN - 2R BT IS (ERE) F
% NN-ZARARSEEE-N-GREARM - - 3520 NN-ZHE-N-Q- B LE)
BB = Q-FRZENE - N-FE-D-AHERE © RIEERL - FEOEREER - BEALE R
HEMLY) - fi55E "B LTERCE NMEREAREEERENIZERE
ZED-XV)EER 1 A EYEEBEE AR AR BT IR ER RHEE -
B HBREFEETRR © R - 258 - Z8 - 55 - §&88 (HCD -~ &
]E (HBr) - SBEE (HD) ~ 188% - —Rifue, - BBk - 2LB% - KEER - A
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B - WAER - DUEIRR - JRI0REE - FR2REE - FhElE - EREL - hEEE
RPERERL - HER - R - BIEER - FLTHERR - JbrhERE - FERRKEE
RHRER -

ERARA - 758 "B L UEZOBEIEY 2 EH-RSER
L8 TR SR T EED-XV)EER | ZEW ST BR ST
aY) - MEE “WEEY SREKEY (FInPkEaEY - BAkEY - ZKkE
Y) ~ ZIKEY) - TKEMIREEMILE) -

BRI Y CER A S ETE N EMIFI L EMEYBEE B
Aoy o B E AR CHBERE Y THEAE - FEIER T EERES -
R RN MRTR M B A EER SUE - AT AR B SR O el
BN -5 HATE K B& 2475122 (Remington's Pharmaceutical Sciences ) F1FTt o
BHIME - BWEIRIBGIREE B ERHDEE - BRK - FHEK - HEE
K (BFH 09NEF/EATEEZEK) - BEEEEEEK - TREBK

(Hank's solution) ~ #f&FKPLEREE (Ringer's-lactate) FEEAIIAE - A RS
MR (AN EHBEEARECRY) BRI T
2 (Baker & A, "Controlled Release of Biological Active Agents", John Wiley and
Sons, 1986) °

ERRAI . 05 “AHE" RIERLLZERUT BN AZRLEY
IR * BHEEE BIAETERE L TR IR BURE < B EE M - FrilisfE - TR
RE  FHYIPIAESERIE < RN BGRIE L B © S PIANRTERIE &R
REJRAETRIR & THBGEEBIAIRTERRE < R BOR AR EAMAVE S - T
Ak BRIFEERER  BURHEHRE B — A HGBIEERAE - £ FEE
L EVIRBHEER AR N EEE S - RRBURRZ EEMEE N R EE R
B BRI - i - 1R - BERNEYZHZME - HINGE
RAIIIEIEC FE B ~ BB AR R S =, o PAVREIIT A B REIR IR
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EEREMEARREHERE - BHREMBERIER T - GIA1EEHTE
Bl EI T - SB_SER “BRE" REURNRATHEY R - B1%
HEZERE SRR R TR B v B BRE A BRBER B - Friak
PR B R A BRI EYC BB - TERVERIEZ BT - B
BRERBRE -

FRPMEYCBEREIREIEEPIREHRNT - E—ERERE
BHIF - AFER M —ETRL - 165K - RIS EIE R R — S
BN 54 BT EEENERECERETED 150 /A -~ BEE
250 ST/~ B S0 I ED 1 BRIATED SERIAT
EL 0BT/ ~ 2D B BRIAT ~ EL S0 B3/ ~ 275 B/
N~ ZED 10 ZBR/AT ~ B 125 BRIAT ~ 2D 150 B/ AT SRES
200 ZIE/AFTRULEEIES —RESBAFPLEY  BR—RK - BES 2
A=K BIR-RBIR—RBISR—R-BOR-KR-FTRX—K
BIR—XK B I0XR—R BIE-K  B=H-XEEHA—XK -

PRAZEA SIS E RN EERTERRTERG - 1657 - #EH sdE1g
SESRE B — S RBEN (R B < BB T IR AR EFET - 8
ERRE  EABAZHESFEPERENRERNEERIERRTED - 185 -
B BT E B — SRR BB R - HRTAERTER - 165% -
1 B S TESRE B — B SMEEAR < BER i P 70 B v | L IRl o
ZAEFAIZEARES > EFEETER - Hardman FA%R, 1996, Goodman &
Gilman's The Pharmacological Basis Of Basis Of Therapeutics 25 9 hR,
Mc-Graw-Hill, New York ; Physician's Desk Reference (PDR) 28 57 ki, 2003,
Medical Economics Co., Inc., Montvale, NJ » A2 5 | HRMAZARIL HF

ERRAS 75 EE REHRNE T -SESERE (P
TG AR AEY)) FrBuRES B E I IR iE & IR EL
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E R~ B M R/ERHER R BEE B TR e IR TR BURTE Z
—HREEER (BER—RSEARINER ) - FERERBESID W5 "6
B RIS R AR B AT RN S B
FIERAR  ET LR HEERD - FEMERESIT - MFE aFE
TRESTE B8 07 T #E FH B ANGE I 3R AR B B AR 3 U T e EE AT S B
SEIBEXME - RIFIBIABETERE TR BIREL BR - EEMER
Both - fiiEE B RIEEERE A/ NS BRI BARE -

BERRAS  fiiFE TP (R RS BB RPN IERIE L
TE BRI BORE < R » BB BIAETERAE < SRR BIRIE L 1R 3% -
FE—EERE AR MSMREREY RS T EAA ATt
[ARE R EER < EE > BERAE -

ERRAS  MiFE B REETTRRNGE « ERIEEpIEE

- IE R R B E SR — B S EEIR (EATEER - AERERBEAIT 1§
BB VRRE REEABHECAEY - EREHMEREST - 15 TeK
B" WA AEY) - BERE  WERBIREAERNRRERR
ERTIEARIEHE « #2284 - RIS E GBS TERIE < IRIR BORESE — 3
ZREEIN ZEH] -

ERNA » 78 “BE" RERRRM eSS (BIAIER
SRR G HIEEEREZHINBEERAR - FEds (Fla
TERABARRIC S ) < HRABIEATERBEREZZFRET K
%% BB R ERAIR T RR DI TE R < SRR BURIE L
8RS - FIABERECRE (PIITERTBIERE]) R/BEEARMIC T &%
FRR I RE IR B 1% TR ISR BRI B M - MG B EFERER
B ~ 12 BRI FR BIRISE RN E < RIS BURIE IR © IEAY - i FIZKER]
(RS BERIETADS ~ FERIBGERBIAIE LR IE < TR BURAE P L LIRS °
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&tk FEEE (BIITRBABGEREIZ S ) & 0 E e rT R R Rk 4 6
{5 F S BB AERH A F B R IR EA -

ERRAR > "B —fEERE (BIIEGEIEEE) < F~E
BERAFIRIERA - BWERMETNTER - ERFEANEARLATF - KE
B (BUANTRBGBaRE]) AFIERTRERER S ATEEER - BIfE
FAEMEERRR © %2 $in - BE - BB (AEERBERERE
B~ B0~ MR - #AEEN - BhEl - BREE (BEEUsLZeiREst
REERBEEBRZZHR) - FEEE (BEASHNIEFEBSRSE) B
tEhEt (EEEMBREAE - B8IE - /MR REI) - 0% - &
BREE ~ IHIRIER - FES5 ~ VEIR - R (EIERLNERE - BRI ERE) -
w555 IR~ SRS RER  BATEE  LINEREL R SRR -

ERRAI - MFE "HE" RiEEA—EU RS (fl—si%iE
WA R/BIEHEE) - EE e ZERYREIERE (BIAnHEL &/
BRI &% F BATERE < (B ZIERF « £k (BIaNmEEsa e
REAIARIP AL EY)) FITEREE 50 (BIAITERGBERR - STTER)
BT A REARE L STERERMERS BT (B0 5 47388 - 15 5348 ~ 30 754
45 73§ ~ 1 /N ~ 275 ~ 4 /NRF ~ 6 /NEF ~ 12 /)N~ 24 /NEF ~ 48 /]NEE ~ 72
/NEF ~ 96 /NRF ~ 13 ~ 238 ~ 35 ~ 438~ 55E - 638 - 8 EE 12 38R/ - [H
RrEa & (BIA0 S 7388 ~ 15 5388 ~ 30 7368 ~ 45 43088 ~ 1 /INEF ~ 2 /1NKE ~ 4/
(RF ~ 6 /INRF ~ 12 7]NKF ~ 24 /N ~ 48 /INIF ~ 72 /)NEF ~ 96 /NiKF ~ 13 ~ 238~ 3
B~ 458~ 58 - 658 - 8B 12E®R) & -

EARA > flisE "R ATs R RRTEDS » 165 - S EE
BIAISETERAE & A SO E SR — BB RRIEAR T~ JTHk /B -

ERARAX > AR EERERERGETE - AP HERMHE
75 LEETE RIS -
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HRIAA T I (S SR (PSSR
BB - HATERRER - (3 SRR  EARRET —
REW HE ERCIEE (P RSEEIAER) LEEE
P BRREA -

ERRAT . HEL Betams iRy EEs Ry e E e
80 EEG - FHEEHY 0 BERY - BEFEERY 05 BRI A RS
i 97 BRI A) -

SRR EE R 2RSS a8 BEY
CEEEY)  FEEEE 00 BRY% 2 FEEY  EEFEGRY 05 8%
Z BT LR A 9 ERY L FEEY -

SRS » ST A YR 09 B — TR R B 45 S0% 5
FEBIAREA TP, SRR S A o ARG EATH LA
T RIS LR - BHURAS LB - JERIBLEHE A - JE
B4 L E RS BIRR A

S EE T S U SR & AT RS £ R T A AT R
SRR SR SN PEARSAREAT - AT -
B S BB TS A VR SV RSB ES - IR
B P4 TR B 2 B FE S B L SR S M B TRy - %
T B o 5 S R S R A |

BRI A SRS R A B RS B LIRS - S
VIR B R B 42T — R R T B B 2 RS
B BT -

ERRTEE - BIIET I EEL GRS FI R R S R B R
T JBEERERE IR - AR (A PIALL Y 2 L AR S
AMRIET - BRRAS - S BEEARRS LAMERR
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IR - FEIEY ST - BERMERERY)  HO)EREBLERIERS
Vi AR - BERZ » ARAZ NS YRRBE BRI - &
FRAZ » “Filbry” BERES BN DIEHERBYIRESYSEIEE Kk
RERHERBMN S B T ERST SIS EED 95%  #%iE
D BIZ AN EY) -

ERANA - "“BEEARS" WEMCHBRYBREZEREE VR
FI20ERY  BEIREI0EEY EEEEING S EEY BREDH
H3EERZIEY -

REEERESBCIRECERBNESREEEN - LERERM
BRI TRET E A REE AN S HEN SR AERLEEER S
TBUL T FLARSE -

FEHZELT BERBIRAFEAFER G R TG T A= R aRa
BB - AIE SRR -

B. AZBEHZMEY

ABEBTEEERD ~ @) ~ AN ~ AV) ~ (V) ~ (VD) ~ (VIDZALEYWELE
x| PATE LIRS ERREY) - SRR PRI - AEIAY) - fiE
&Y - KEY) - ZELBIYIRATEE -

AD-(VIDZ A E Y] Hsp90 HTE M4 5138 A A TG SR FES S A0
TEZIETEIRIE © BRILZA - HD-XV) 2 EWE EEMPTRRIE S8 T
BB A NEEEE -

FE—EERESIT - AFFREA TR AOLEY -
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h \Y\

Ry N—N

HEBEREY) B EAERCE  BESY) - SIS YIEETEE -

HFFR R R R~ Z-LfInfRUNLMFTESEE -

ZEEL_

RO EYR—HERESF - BATINEEZ —HEE

& L f&-S-CHe- ~ -CH:-O-B(-O-CHx-Ff » Ri R T AR IR 2 ARAR T2
& L 2-S-CHe- H R ZHFEEFENRF » RiAE N E-2H-IRM-2-%

& L 2-S-CH- B RsB-H K » R R T EARRHUZ g

H L Z-0-B-S-5F » RiFE-CO)N(Ru) Bl 77 EARCHUA Z ABAR e 2L
H L & -NCH)-H -O-Ff RTEBRFECHMAZAFE B L
CH:-ff » RIS 1,2,3-ZHEE

# L & - CH-8( - CH-CH-Ff » RARZBIRFERIURZ C-CriE 5 2

& L 2-CH-S-Ff » RTAEEFE -

FADEYI—EERERF - BATIEE L —HEE

& L &-S-CHe- ~ -CHx-0-5-O-CHe-Bf » Ri 2R 3B B AU ARARS5e 5
E L &-S-CH>- B ReZREEFERF - RN EN & -2H-IRFE-2-5

& L Z-S-CHe- B R @-H I » RN ZTRFBERI MLE %

H L 2-0-B¢-S-FF » RiAZ-COIN(Rus): BilR Fo A AU Z AEAR bt
# L 2 -NCH)-E. -0 Ff-» R ARABERMAZEFE : & L
CHa-HF » RIS 1,2,3- 8%k
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S-CH- L Re2-H B » R RERBEERIAZ M R R |

L&
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e

I
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&-1,3- "1 ;

4-FBPNE:-6-(4-(1-FFE- 1H-15|LR-5-5)-5- (Wt mE-3- B %) -4H-1,2,4- =-3-5)
#-1,3-"F% ;

&AL 2-((5-(2,4- = FREE-5- BN EAEED)-4-(1- A E- 1H-5|BR-5-55)-4H-1,2,4-
=ME-3-R AL R E)E$Z (benzenaminium ) ;

99



201412310

4-(5-Q-E B FIHER)-4-(1- FREE- 1 H- 15| 08- 5-36)-4H-1,2,4- ZK-3-35)-6- B
HR-13-TE

2-((5-(2,4- Z¥BEL-S- BN EIER)-4-(1- FAEE- 1H-15]0%-5-3)-4H-1,2,4- = 8%
3-Tn ) R B R B E RS = T B

222-=RLEE 2-((5-QA4-ZHRE-5S- BN EFRE)-4-(1-F - 1H- 5] -5-
5)-4H-1,2,4- =8-3R B B F8%

3-((5-(2,4- T FBE-S- RN )-4-(1- B EE- 1 H-B (- 5-35)-4H-1,2,4- =18
3-TidE) FE) A E R EFRE=TE

4-(5-(3- PR B Wi EE)-4-(1H- 15| 1 -5- 55 )-4H-1,2,4- =Mk 3-HE)-6- BN EL K

13-TE

4-55}‘7\‘?%-6-(4-(1-EF*%-IH-I@I%“-5-%)—5-(%’%%)—%—1,2,4-E”élé—3-§)%
13-

N-(2-((5-(2,4- —FVEL-5- RPN B FL)-4-(1-FH F- 1H-15 (R -5-F)-4H-1,2,4-=
A3t ) B ) R ) S iR

N-(3-((5-(2,4- =58 H:-5- BN FEEE)-4-(1-F E-1H-15|R-5-5)-4H-1,2,4- =
N3 EE) FR ) R ) S iR

4- RN E-6-(4-(4-TEM B ZE 0 )-5- (L -2- B B )-4H-1,2,4- =M -3- B 3
13-

4- N E-6-(4-FH-5-(nE-2-FR ) -4H-1,2,4- =Me-3-B0) - 1,3- "%

22.2-Z8BLE 4-(5-Q-IEE ZHRE)-4-(1- B E- 1H-15|B-5-5)-4H-1,2,4-=
ng-3-35)-6- B—AEHE-1,3- " FEEs

222-Z R LB 4-5-2-(Z B g £ ) TR £ )-4-(1- B & -1H- 15[ B -5-
£)-4H-1,2,4-=W-3-H)-6- BN ER-1,3- ZF2HS

A(EHANI ZEHBRES-H)SQ4ZRES-ERER
H)-4H-1,2,4-=W8-3-FREE 2B
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N-(2-(5-24- =58 E-5- RN EFE)-4-(1-F E- 1H-15|We-5-5)-4H-1,2,4-=
Mk-3-Bii k) Z.55) Z i

4-(4-(A-((Z IR L) R 8 K BD)-5-(HEmE -2- i &5 )-4H-1,2,4- =M -3-5)-6- 2
PR3- ; |

4-(4-(4-(BB =T Z(HE)IEHE) FE) FE)-5-(ThE-2-7i5)-4H-1,2,4- =
-3-5)-6-BNER-1,3-TFF

4-(4-(4-( — R BEE) FE L )- 5- (ML -2- R )-4 H- 1,2,4- = 8-3-0)-6- R P R IE
13-

4- B PN EE-6-(4-(6-(4- R BEUREH- 1-F5) ML e - 3-2)- 5- (N e - 2- T 6 )-4H- 1,2,4-
=3B A-1,3-28F

4-(4-(4-(Q( = I £) Z E)NH &) & )-3- 8 & & )-5-(ML g -2- 57
£)-4H-1,24-=M-3-50)-6- BN EF-1,3-ZF

(R)-4-FE N E5-6-(4-(6- ISR EEMLLIE - 3- ) - 5- (ML s - 2- B )-4H-1,2,4- = 13-
F)F-13-28

4-(4-(4-(2-( = G EE) 280 (FF 56) I ) - 3- B AR 5)-5- (R & )-4H-1,2,4-
=3 H)-6-RINEIE-1,3- %

4-(4-(4-(CHEED)FE)-5-(HnE-3- B R E)-4H-1,2,4- =W-3-5)-6- £
EFE-13-"

4-(4-(4-((Z B R B R B ) 2 5 )-5-(THE e - 3- B FR At B )-4H-1,2,4- = M4E-3-
H)-6-RNER-13-2F

4-(4-(4-(Q-( = H iz &) 2 & )(F E) I E)-3-m FE)-5-(HLre-3-E R il
H)-4H-1,2,4-=P8-3-B0)-6- RN EIE-1,3- "%

4- BN F-6-(4-(4-WEMRE 2R BL)-5- (kg -3- B R R &L )-4H-1,2,4- =W&-3-£L)
#-13-2FE

2-(5-(2,4- = FREL-5- BN EL IR )-4-(1- FF B- 1H-15]WR-5-55)-4H- 1,2 4- =4
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B-E)ZE:

4-(4-(4-Q2-(Z HZ E) Z &) B )-5-(Mbme -3- F F i & )-4H-1,2,4- =1-3-
B)-6-BRER-13-2F ;

4-(4-(FFFA][1,3) Z S HEER R H-5-55)-5-(Mtbne - 3-F: FR 6 B)-4H-1,2,4- =%
-3-F)-6-RNEE-1,3- "

HHEHFBEEY) B LR CE  BEIEY - RS YEETEE -

ES—ERLBEST  ZLAWRE 2-¢-CRHAL) ZEHE K E-5-
F)-5-(MEbuE-3-E PR E)-4H-1,2,4- =W4-3-50)-4- A S EEY B H F S SR - B
2 PR BEISY - RS YEETEE -

HEE—EERERF - ZEWHREENR TYIATHEBIZEHE

4-2,3-Z & 1H-E(-5-5)-5-(2,4- “FRE-5- RN EFRE)-4H-1,2,4- =W-3-FH
i .

(EHANIN S HERIIE-S-F)S5Q4-ZRES-BERER
3)-4H-1,2,4- =M 3- AR A%

5-(2,4- ZFREE-5-RINHEFH)-4-(4-(C FIEE) FE)-4H-1,2,4-=ME-3- FAER

5-(2,4- " FREL-S5-BRINERED)-4-(4- I ESHL)-4H-1,2,4- =M 3- FRERY
5-(2,4-ZFE-5- BN EFRE)-4-(1- - 1H-15|WR-5-55)-4H-1,2,4- = 14-3-

AL -

4-(3-Z B e B -4- R S E T E)-5-Q4- ZRE-S- BN ERE)-4H-1,24-=
nge-3- B AL

5-(2,4- T FREL-5- BN B IREL)-4-(4-(FF B AG ) K 5)-4H-1,2,4- = 8- 3-
FHREA

5-(2,4- ZFRHL-5- BN EFE)-4-(4- (S e - 12 R ) 3 FE)-4H-1,2,4- =1
-3-FRERAL
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5-(2,4- ZRE-5- BN ERE)-4-(6-IEWME Mg -3-5)-4H-1,2,4- =M -3-F
R

LU-(B=ZTEFHEH)FE)FTE)SQ4 ZRES-RRER
H)-4H-1,2,4- =W8-3- FAEHAZ ;

5-(2,4- —FE-S- RN EFE)-4-(4-(Hhng-2-F R E) F E)-4H-1,2,4- =M-3-
AR

4-(A-(ZCHEEZE)FE)ER)-S5-Q4-TRE-S-BREXE)-4H-1,24-=
-3 FR R Rt

5-(2,4-ZFREL-5- BN EIRE)-4-(4-(" g E) R )R E)-4H-1,2,4- =%
-3- FARRAZ |

5-Q4- ZRE-S-BREFE)A-G-NN-Z FE G HEREE)4- FEE
B)-4H-1,2,4- = W3- R

5-(2,4-ZFREE-5- BN EFE)-4-(4-(BME R E)F5)-4H-1,2,4- =Me-3-F
RfEf

5-(24- “FREE-5- BN EFEE)-N- 2 H-4-(6- MBI E N nE-3-35)-4H-1,2,4- =
v 3. R

N-BR O %-5-2 4- ZFE-5- RN ERE)-4-(6- MWL MbnE-3-5)-4H-1,2,4-
— - 3-FAER R

N-BRAE-5-(2,4- T8 E-5- RN EFE)-4-(6- B E ML -3-55)-4H-1,2,4-
=3 F R

N-TF25-5-(2,4- 58 EE-5- RN ERE)-4-(6-"EWhE e -3-5)-4H-1,2,4- =
k-3 FR A

5-(2,4- ZFEEE-5- RN ETFEL)-N- RN E-4-(6- ISR BNt -3-5)-4H-1,2.4-
=3 FER R

5-(2,4- " FE-5- BN EFE)-4-6- W ENLIE-3-B)- [ERE-4H-1,24-=
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-3 ER ez

5-(4-“RE-S5- BN EFE)-N-Q-(Z g H:) ZE8)-4-(6- MBIk EE LI -3-
H)-4H-1,2,4- =3 R B

5-Q4-ZRE-5- BNEFE)-N-F T £-4-(6-IEMEMLnE -3-55)-4H-1,2,4-
=3 ER R

N-BRIEE-5-(2,4- ZHE-S- RN EFE)-4-(6-MBWAEE L -3-5)-4H-1,2,4-
=3RS

(5-(2,4- ZFREL-5- RPN EL IR )-4-(6- 1B Mh FE ML 0 -3- 5 )-4H-1,2,4- = 13-
B0 (TSI ER) B

(5-Q2,4- = RE-5- BN E R E)-4-(6-"EWE L g -3- £ )-4H-1,2,4- = 1-3-
B (URIE-1-55) FF R

(5-(2,4- Z ¥R HE-5- B BB )-4-(6- TS Ik B ML i -3- 5 )-4H-1,2,4- = 13-
B (L& fe-1-55) B

A(EHMN —EHBRES-EFE)SQ4ZRES-BRERE
F)-4H-1,2,4- =M 3-FAERAZ |

5-Q4-ZHRE-5- RN ERE)4-(4-(1-REZE) T E)-4H-1,2,4- =W-3-F
RiiZ 5

5-Q24-ZRREL-5- RINETEE)-4-(4- (P EERR G ) R55)-4H-1,2,4- =14 3-
FRERAZ

4-G-Z Bl -4- FEEFE)-S5-Q4- ZRE-S-RRNEFE)4H-1,24-=
-3 R e

5-Q4-ZFRE-5S-BRNERE)-4-RNE-4H-1,2,4-=W-3- R

5-Q4-ZRE-S-RNERE)4-(4-F EEFE)-4H-1,2,4- =M 3- R |

4-23-Z & 1H-E-5-3)-5-Q4- Z8RE-S-BERNEFE)-N-LE-4H-1,24-=
k- 3- ER A
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5-(2,4- “FE-S- BN ERE)-4-4-REFRE)FE)-4H-1,2,4-=W-3-F R
fZ

5-(2,4- 258 H-5-BRIEAE)-4-(4-FRESE)-4H-1,2,4- =W8-3- kA%

5-(24-ZFREL-5- BN EFE)-4-(4-(Q- R EELE) (RO E)FE)HE
H)-4H-1,2,4- = W-3- FREAR

5-(2,4- ¥R EL-5- N EL IR EL)-4-(1- FF L 5| Wb -5- 55 )-4H-1,2,4- =1-3- FF
i

5-(2,4- ZFE-5-FEWNEFE)-4-G-(N-Q-FEE £ H)-N- F E IR )
FEE)-4H-1,2,4- =M8-3- B g

5-(4-ZFRE-5- BN ERE)-N- L5 -4-(6-IEMEL Mg -3-55)-4H-1,2,4-=
ME-3- FRERAZ |

5-(2,4- ZFREL-S5-BINEIFE)-4-G-(N-Q-(Z REE) 4F)-N R E IR
H)-4- FEIEEL)-4H-1,2,4- =08 3- iR A%

5-:Q4-ZRES-BREXRE)AG-FEEIN-FEAEKE )X
H)-4H-1,2,4- =W 3- FR A% 5

5-Q24-ZRRE-S- BN ERE)-4-(4-3,3- Z FEREE) R E)-4H-1,24-=
k-3 FR R

5-(2,4- 5% H-5- RN EAREL)-4- (15| DRbk-5-55)-4H-1,2,4- =Me-3- FAE R

55QA-ZRES-ERNEFE)4GUFREIRE-1-B)FRE)E
F)-4H-1,2,4- = W-3- FR R A%

5-(2,4- “FREL-5- EN B E)-4-(6- WAL IE -3-B)-N-#7 [ B -4H-1,2,4-
=3 R

N-28 = T £ -5-Q4- ZRE -5- BN H K E)-4-(6- 15 Wk Z 0t g -3-
3)-4H-1,2,4- = M-3- R R

5-QA-ZRES-EREFRE)AU(Q-FEEZENFE)IZE)E
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F)-4H-1,2,4- =183 FAES A%

5-(2,4- 58 EE-5- RN E R E)-4-(1-(FF BTl £ ) 15 BRIpk-5-55)-4H-1,2,4- =
Nes-3- FRERRE

5-Q4-ZFRE-5- BN ERE)-4-(1H-13[BR-5-F)-4H-1,2,4- = W3- FAER A

5-24-ZHRE-S-BRAEFE)4-G-(Q-(CTRERE) SE)(FE)EE)E
H)-4H-1,2,4- =Me-3-ER R B

5-(24- ZFCH-5- RN EEFE)-4-(6-(- F EE 2 B)(F E) I E)ILE -3-
F)-4H-1,2,4- = W3- EH iR A

5-(2,4- ZF8E-5- N AR HL)-4-(6-(Z FRIZ AL tkne-3-5)-4H-1,2,4- = -3
FRERAE |

5-(24-ZFREE-5- BN ETE)-4-U-(ZEFR E)IEE) F &) FH)-4H-1,2,4-
=3 R

5-24- ZFREE-5- R HL L )-N-Q- W Wk B 7, 3 )-4-(6- M5 Wk Bk b i -3-
H)-4H-1,2,4- =043 EA R

5-(2,4- ZFRHL-5- R EIREL)-4-(4-(4- FEIRF-1-H) FH5)-4H-1,2,4- =Mk
-3-ER IR

A(EHANIIZEHRKES-FEH)SQA4-ZRES-EREX
F)-N-Q-(ZHRE) 2.5)-4H-1,2,4- = 3-FHEf A%

5Q4- —RES-EREFE)N-EREAUG(EREFE )X
F)-4H-1,2,4- =18 3- R A

5-Q4-ZFRE-S-BNERE)-N-Q-(ZHEE) 28)-4-4-(BERE)F
£)-4H-1,2,4- =M. 3- EARERE

5-(2,4- ZFREE-5- PN EEREL)-4-(4- (P& fe- 1-B0) K H)-4H-1,2,4- = - 3-FR
AR

5-Q4-ZFRE-5- BN ERE)-4-(4-REF E) R 5)-4H-1,2,4- ="8-3- B
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lrad

i

4-(FEFF[A)[L,3) = EHER M- 5-5)-5-Q 4- —REL-5- BN ERE)-N-ZH
H-4H-1,2,4- =0 3- A%

5-2,4-ZFREE-5- RN ERE)-N-Q-(ZH IEE) Z8)-4-4-(Q-(Z IR E)
ZEL) (ARG EL) 7R 5L )-4H-1,2,4- =83 FR R

5-2A4-ZRE-S- BN EFRE)4-U-(Q-(ZHFERE) ZE)FE) RE)E
H)-N-BNEE-4H-1,2,4- =W8-3- FEEfA% 5

4-(4-(Z L EMEE) B E)FE)-5-04- —FBE-S-BREFE)-N-Q-(ZH
REEL) Z.55)-4H-1,2,4- Z M- 3- FAFR A%

5-(24- ZHEE-S- BN ERE)A-U-(Q(ZHEE) ZE ) FE) ERE)E
F)-N-Q-FREZ.F)-4H-1,2,4- =W8-3- FRERR%

5-(24- R E-S5- RN E R E)-N-Q- & FH 2 )-4-(4-(B I I B B ) K
5)-4H-1,2,4- = W3- FR R AL

4-(EFFIAI,3] = SRR MR- 5-55)-5-(2,4- —F8HL-5- B EEFEEL)-N-(2-FF
SFZ5)-4H-1,2,4- = M- 3-FA A%

5-Q4-“RE-S-BREFE)N-Q(ZFIEE) Z 5)-4-4-IEW %
F)-4H-1,2,4- =" 3- FR R

5-24- ZRE-S- RN E R E)-N-Q-BE Z 5 )-4-(4-(B I EE B B )
H)-4H-1,2,4- =0%-3- FER R

4-(FFF(A][1,3] — EREER M- 5-5E)-5-(2,4- T8 S- B EEFEEL)-N-(2-5%
HZH)-4H-1,2,4- =M 3- FRERRE ;

4-CGRFH AL S FERTRB-5-2)-N-BR O -5-Q4- TR E-S- B EXE
H)-4H-1,2,4- =W8-3- B ER R

4-(FFF[d[1,3] — EHERNME-5-55)-5-(2,4- T FRE-S- B EFE)-N--15
WL 2. 5)-4H-1,2,4- =M4-3- FA R A
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(EHANII Z SRS S-ZE)S5Q4-ZRES-BRER
F)-N-(2-(IHEn% £55-1-25) 2. 25)-4H-1,2,4- = M- 3- FR Bl iz

4-U-(ZZEBE)FE)FE)-5-Q4- ZRES-BEREXERE)-N-BRE
-4H-1,2,4- = W3- FR A

5Q4- ZRES-BERNEFE)N-ETEAG(BEHREFRE )X
F)-4H-1,2,4- =" 3- AR R

5-(2,4- FREL-5- RN EFE)-4-(4-(EHE R E) FH)- [ENE-4H-1,2,4-
=3 A

NNBCESQ4ZRES-ERNEFEAU(BEMERE)E
H)-4H-1,2,4- =0 3- F R ;

5-(2,4- " RE-5S-RIWEFE)-N- RN E-4-(4-IEWEZFEE)-4H-1,2,4- =%
-3-FA iR

4-(4-(Z ZEZE) BB E)-5-Q4- “RE-5S- BN EAEH)4H-1,24-=
N&k-3- PR AL

5-24- ¥R E -5 BT E R E)-N-Q- 1B W 2 B )4-d- B E K
H)-4H-1,2,4- =083 ERER A%

N-Q-(ZZE%E) 2.5)-5-Q4- R E-5-RRERE)-4-4-(EWEFE)
FEE)-4H-1,2,4- =W 3-F R A

5-2,4- ZFRE-5- RN E K E)-N- L -4-4-(EWHE FF B) R E)-4H-1,2,4-
=3 FR A

N-Q-(Z ZEREE) Z5)-5-2 4- Z¥RE-5- RN EIEEL)-4-(6-IEWR B 1E
-3-3E)-4H-1,2,4- = Me-3- FRERRE

5-2,4- Z¥REL-S- BN EIREL)-4-(6-"EIKEE AL E - 3- 5)-N-(2- (IR IE - 1-5) Z
H)-4H-1,2,4- =08 3- R ER R

5-24- ZRE-S-BRREFEE)N-Q- ZEE Z5)-4-(6-"BWhE 1 g -3-
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H)-4H-1,2,4- =063 FEER A

5-(2,4- “FEE-5- RPN EIREL)-N-(2-(4- F EIRF-1-5) 2 55)-4-(6- I &
NEENRE -3-2)-4H-1,2,4- =-3- ER R

5-Q4-ZRE-5- BN E L E)-4-(4-FrIEME R E)-4H-1,2,4- = W3- AR

5-(2,4- ZFREE-5- R EIRE)-N-Q- (Mg - 1-5) £ 5)-4-(4- (& -1
PR L) FREL)-4H-1,2,4- = M- 3- FRER A%
5-(24- R EL-S- RN EFE)-N-Q-EME: Z5)-4-(4-(Hhig f2-1- B F E)
FEL)-4H-1,2,4- =Me-3-F R
5-2,4- ZFHL-5- PV EAREL)-4- (4-(WHIbAES FE L) 5 )-N-(2- (ML - 1-45)
ZHE)-4H-1,2,4- =8-3R ;
5-24- ZFBEE-5- BN EEE)-4-(4-Q- M L B 2 K H)-4H-1,2,4-=
k-3 ER A
5-(2,4- T FBEE-5- E P EEAEEE)-N-(2-(4- F ELNR -1 - 55) 7. 55)-4-(4- (VB I L
B EL)-4H-1,2,4- = W5-3- ERER A
5-Q24- Z¥REL-5- BN E R EL)-4-(6-WEMREL I IE -3-5)-N- - (L g AE-1-2E)
ZF)-4H-1,2,4- =W 3-FAfR A%
5-(2,4- 3R H-5- BN EIRHL)-4-(4-(4- FF B MR- 1-2) 5 5 )-N-(2- IS I B
Z5)-4H-1,2,4-=W5-3- FE I ;
5-24- Z¥8E-5- BN EL R EL)-N-Q-IE WL 2, 5 )-4-(4-(TE bk % FR ) 2%
H)-4H-1,2,4- Z08-3- FRERRE%
5-(2,4- ZFREL-5- BN EIRE)-N-2-(4- B EReff-1- 5) Z.80)-4-(4-(H & e
-1-EEFRER)IERD)-4H-1,2,4- =03 FARfE%
5-(2,4- ZFEE-5- RINE R E)-N-(2-(4- FF EIRHF-1-55) Z55)-4-(4-TE Ik
HEL)-4H-1,2,4- = M3 ER R
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5-Q4- ZFRE-5- B NE R E)-4-(4-NEWR B E)-N-(-(IE& fe-1-5) &
H)-4H-1,2,4- =M 3- FR R R

5-QA4-ZRES-RREFE)4-G-Q-(ILE - 1- B) BB E)F
H)-4H-1,2,4- =Me-3-FRE R

5-24- ZFREE-5- RN EHEE)-4-(4-(4- FF BEIROF- 1-20) FEE)-N- - (L S
-1-E) ZH)-4H-1,2,4- =M 3-FRER A%

5-24- "R E-S5- RN EFE)-4-(4-Q-U- P EIRYE-1-8) ZE L E)FK
H)-4H-1,2,4- =Me-3-ER B

5-24- ZHRE-S-RNEFRE)-N-Q-(F EREERE) £ 5)-4-(4-IEWE
$)-4H-1,2,4- =083 FH R A%

5-(2,4- T FBEE-5- BT R IEL)-N-(Q-(4- B BLIR- 1-38) 7,3 )-4-(4-(4- FR 2
WRoH- 1-2) FEEE)-4H-1,2,4- = W3- B A%

5-24-ZFRE-5-RANEFE)-N- RN E-4-(4-(@- FEIRYF-1-5) F E)F
H)-4H-1,2,4- =M-3-BRREER% 5 5%

5-(2,4- 5% EE-5- RN EFE)-4-(4-((4- ZEIRHF- 1- B R E)FHE)-N £F
H-4H-1,2,4- =W 3-FREREZ

NEEBEMEY) B LRSI E  BEIEY) - A EYEETE -

ARBSHC WML EYMARHEN TSR | b BEEEREREY) B
WEZHE - BEIEY - SEEhEY - KEY) - ZEIIYIEETEE -
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b il 278
1 N 4 B H-6-(5-(4- F G
Hoai\(d B 2 )-4-(1- B % -1H- 5] 1 -5-
N — . —
). 1\‘1 I\/I}'S\’O,O\ F)-4H-1,2,4- =W 3-F)HK-13-
i
2 N7 4-(5-2,6- — B F B )-4-(1-
2L, e s
N 13
: HJ;) -3 5)-6- B EFE-1,3- T
OH NN
F
3 . 4- EPIEE-6-(4-(1-FF - 1H 13|
N
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—REINEL » IS EIREXFEEQ) - AR HEIZ S RE - IS =W
@) (2R THE D - #AREEARRLESYEETEYREY BT E
#  BAFIACA A RSB e EwE s -

HASUH ARSI TER R TS 1 2007 £ 5 B 25 HEFEZ %
BUEGRF ELA R EE ST 11/807,333 5 2007 £ 5 B 25 HH < £ EF
FEESE 11/807,201 5 2007 ££ 5 A 25 HHFEZERERHEFHFEE
11/807,327: LUk 2007 4 5 B 25 H HFE < EBIFRR B FEEF5% 11/807,331
15 LR RS E L B REURABIREAS | F A AR 1 -

RIEM B ReE T fE — B E B BR PR - ABREERELIRE
FUAEREN - BERECREREZ BHIRETE PEERE - BHEE
ZEREMGE  EETE _REWGE - ZEEEE R FENLE - BERE
R HOIEETERE FETEERE - E=THE  TERFEERS
E-#E (Fmoc) - BEFBREEZEOIOETE - £=TE Z2HE -
R EE R KGR AN - Ml ErIREE B IR ES T B8 5%
ERPEI B EET RPN T. W. Greene, HHESH T FHEE, John Wiley &
Sons, Inc. 1981 H& -

FAET:

Fitg 1 A — MMy &Y1.2 S5

i
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~N

BRILZ S, - AL E YR A0 Pl fte R BB T AR & 5 -

FE—EREEF  EEASYAIAGE I FRrRER I - fFTRE
FERRFEETERNE  UREE-FTEEFFTRFE) - RRAKE-
FEEFFRTEE LiOH —# N2 - IREE-FEEFFERQ) - RERME
& N EEFFROQUEEERENE - DBGFE-FRRK Q) - AEEFE
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N ~ 3.CDi Ha ! PAC
2] H BnO. M HO. )
BnO 0B OH OH
N n \ / r
an NN Ly NN
3 4)

FES—EEBES (LAY T PR SR - TR
FR(DENRRESIE - DIEERE-FE-WEIZ() - AR T NaH 1225
K THF 2SR - BRI S LIS EIMRYEYRE-FE-N-FE
-PIBRAZ(3) °

iR 2R - N-FR - PO R AR (3) B il e - FR B R EE S g LIS SIRRE-
RE-FE-E-IZ) - ATE@IRS Pd-C & MeOH/EtOAc H 2 iETEZ S
ft > DISE] N-FRE-TERE--1,3- %) -

TSI CHCL i S HREVRANID 1,1 B okt - DUSZI(S-
R R 2- P8 E-FE)-FE-NE-XEG) -

{5 S A I (6) LR (7) S FE LTS 1 R RE(8) W7 NaOH A7k HF
MBI RO - REFTEARRGERINE - RETTERIERES
YAl s BRAL - ABRFTBES YRR EAMA - DEE 4-BRE-6-(5-5iE
-4-[4-FR &R 3-(FR - N - IE )-8 )-4H-(1,2,4) =M8-3- 28 ) -5 1,3- "2 -

Yz I
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ZHEZHE-1,2-ZREQ)- T QB S0 By B # A MeOH
Ve R AR TS - AR FTHERR AR KL NZI Q) » LUSE] N-(RARE
BRBaEE- R E)-)-N N N-ZRE ZHE-1,2-ZF&(3) -

ABRTHERAREQQHEFRENKE > USIREY
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s
e IV
~ H ~ ~o
Br | N~~~ 1) Hy PAC \/\rl:
|
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ARSI R — RSB ABHZ NS R B EZEYZ R
ViR T RS - BAER AJEEES - D] Hsp90 vEMESCHERS - a5 - fEHIsR

O FE AR L SEFES IE B — B S TR AR 1 -

E—EERTEET - REIRSBE c-kit Z REFRE R/BIE DR
REETE RS BRI RRAE - IL TR IR TR A HE Z B0 - (D D - V)~
(V) ~ (VD ~ (VID) ~ (VIID ~ (IX) ~ (%) ~ (XD ~ (XID ~ (XITD) ~ (XIV) ~ (XV)FTE
NEAEVBEAAREBEPIE | FATRZ e -

E—EREEGT  ARIREHEEEE S Ber-Abl & IR E A KRS
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RER FRIE - WEEERFEEFEREZHAD D~ dD -~ AV)~ (V) » .
(VD) ~ (VID) ~ (VIID ~ (IX) * (X) * (XD * (XID * XID) ~ (XIV) ~ XV)FTRNZ AL
SYSREEMRBEEE | FARZE? -

E—EEBES - REAFRSHEHARE T -3 L RE R /TGN
EAR e R R BBIE - TR EER T REAERE CHEAD (D) d) -
(IV) ~ (V) ~ (VD) ~ (VID) ~ (VID ~ (IX) ~ (X) ~ (XD) ~ (XI) ~ (XIID) ~ (XIV) ~ (XV)
FiR RSB EARTREE SIS | FRRZE?) -

FE—EEREGIT - ARWRSHEAFRET EGFR Z R H R /BIE
LERRIE TR R CEE - LHREERTRERZREZHAD - )
(IID) ~ AV) ~ (V) ~ (VD) ~ (VID) ~ (VIID) ~ (IX) ~ X) ~ XD ~ (XID) ~ (XIID) ~ (XIV) »
XV)FiRR AT RBEEKE 1| TR E? -

FE—EREEDIP - ARRREHIERE S Hspd0 KA IEH MEi%
BERRCEE - LTEEERTFREERECHAD - () ~ 4 ~ av)
(V) ~ (VD) ~ (VID) ~ (VIID ~ @X) * (X) * XD ~ XID ~ (XIID) ~ (XIV) ~ (XV)FTER
TN EMBREAFEREREE | FARZAEY - H Hspd0 fREE
R FEEC O E#E R B MfmHER (DLBCL) -

fE—JHEY - AZFEARA—EIIHIHIIT Hspd0 EMEC T - 2
BFREMREAEREZHZD  AD) ~ AD ~ V)~ (V) ~ (VD ~ (VID ~ (VIID ~ IX)
X) ~ (XD ~ (XID) ~ (XIID) ~ (XIV) ~ XVFFRRZ AL S E LA AR IS
* 1 PR EY - E—EREEYT  BEVREERTER - &E
REILEMY B B ESNEF AR -

fERE—AET  AFEERM—E SR TR PLE Y T IRTERAE L 5
% HAESRTFEHEIAHSYEREZHAO A~ dD) ~ AV) ~ (V) ~ (VD »
(VID ~ (VIID ~ @X) ~ (X) ~ (XD ~ (XI) ~ (XII) ~ (XIV) ~ XV)FrRRZAED)
FEEMEBEER | FFARZAEY - E—EREESIT - RS
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T NELGER R TEIETERIE - £ —EREBESIT - IERERE
fE - S —EEREMT - R el —RSEEINGER—ERT -
E—EmERERET - FENEREIRTRER -

ER—HET  ARPRMESREIESYTRES Tk > HEERT
XM PLENYAR S EZ D) ~ ()~ (D) ~ AV) ~ (V) ~ (VD) ~ (VID) ~ (VIID) ~ (IX) »
X) ~ XD ~ XID) * (XTI ~ (XIV) ~ XV)Fr R Z AL & IR B IS B B3k
#& 1 PATRZAEY - E—EERESIT - RiHLEMRT NELIERK
HEBGRELE - S —EEREAIT - A AR RS EEI NG RE —iL
B - EEREREET - Z—RSEEINEFERIR IR -

FES—HET - AERRAHRRMEILEIY T o-kit HRBEZ T &
BERTHEHABYEREZERO - )~ @D~ V) ~ (V) ~ (VD) * (VID) ~
(VIID ~ @X) ~ X) ~ XD~ XI) ~ (XTI ~ (XIV) ~ XVIBTRRZACEPERELE
(MEBEEMEE | FARZAEY - E—EEREST » R ek T
NIELUABETAR o-kit MRS - 5 —EEREGF - MHtayE—
KEEFINERE LT - E—ERERBEPIT - Z—REEEIMNE
BB R -

FEH—THEF » RERAARHILBY T Ber-Abl FEBEES 5k
HERALTZHABYAERE B ~ d) ~ A ~ @V) ~ (V) ~ (VD) ~ (VID) »
(VIID ~ (IX) ~ X ~ XD ~ XID ~ (XII) ~ (XIV) ~ XVFTR RGBT
MEBHEEE | FARZEY) - E—EERESF - RELEYRT
NIELLRARECTRRS Ber-Abl AHRRRRE - EX—EREEEF - AR k&
—RESEEEINEFE R T - E—EREREEF - Z—NSEFI
TEEEIRTURER -

FES—THHE T - AR ILEY 13 AERBEC T HE
ERTEHEALBEREZHZAD ~ @D 3+ AV) ~ (V) ~ (VD) ~ (VID) * (VIID) »
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IX) ~ X) ~ (XD ~ (XID) ~ (XIID) ~ (XIV) ~ XV)FTR RSB E AR EE
BHEFR 1 PARZHEY - E—EEBESF - A e T NEL
TEREETERS 3 FEREE - EE—EERESF M e YE S ER
SMERE R T - E—EREEBESY - Z—HSEHRINEEREISB
] -

FES—HET - ARIEREISERILEY T EGFR HHRIBEZ 7
HAEER FEEALEBYERE <HRO ~ AD ~ A ~ AV) ~ (V) ~ (VD) ~ (VID) »
(VIID ~ %) ~ X) ~ XD) ~ XID) ~ (XIID) ~ (XIV) ~ XV)FrRR L SPEEE
FEBEREE | PRz he? - E—EERES+  FELEWRT
NELUERETERS EGFR HHBEE - ER—EEBER+ » ARGy
— R SERINEGTER AT - T—EREEBESTF - F—NSEEI
BB S TTER -

HEB—HET » AERREREILEY T LE 9 s E—EIEE
Ml Hsp90 EFRBRBCBENAE  HaEE FHHEASTERES
) ~ D ~ @) ~ V) ~ (V) ~ (VD) ~ (VID ~ (VIID ~ IX) ~ (X) ~ (XI) ~ (XID) ~
XID ~ (XIV) ~ XVFIR RS EAREEEREEER | PARZAE
Y - E—EEBEESY - RS T ASELAREFEREL Hsp0 £
FERRZ FEE - fE5—ERBESI+ - B2 Hsp90 _EERMERHZ FEER DLBCL
FER—EEBESF » R LEYE—RSEEINARER —ER T - £—
EEEAREYF - Z—RNSEEINEEEIRTUER -

FES—HEY  AFERSESEIHE R E B IME £ RS
% HEERTSEEERECHIO - D ~ 3D ~ dV) ~ (V) ~ (VD ~ (VID) »
(VIID ~ (IX) ~ (X) ~ XD ~ XID) ~ (XIID) ~ (XIV) ~ XV)FTRRZALEEEAE
A EEEE IR | FRRZEY -

FES—HEYF » AFEERRAIEET - PHZESCAE M )7 =BT 4 M R
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e 55 EEEEH A NERFEERE =0 1) UD-IV)-
(V) ~ (VD) ~ (VID ~ (VII) ~ dX) ~ X) ~ XD ~ (XID) ~ XIID) ~ (XIV) ~ XV)FrsR
MZUEYREEMEBERSE | FRmR e YEE - £— AT
B 2R M RACORIE MBS A BT 4 I Rt R 2 MR (RS e % T ER A
B ZHEFO -~ )~ @D~ @AV) ~ (V) ~ (VD) ~ (VID ~ (VIID ~ IX) ~ (X) ~ (XD ~ (XT0)
XIID ~ (XIV) ~ XV)FrRRZ eV EAE M EREREER | FARZis
PIZRREET - PHZEBCAE AL T =0T - fE—AES - ERSAME -

AFATRE T ~ 165% - RIS E A TR (E R R R vk
HEZERFEREZHZO - @)~ WD~ AV) ~ (V) ~ (VD ~ (VID * (VID * (IX) *
X) ~ XD ~ XID ~ (XIID) ~ (XIV) ~ XV)FrRnZ (S W EAL A AR E fIE
x| FRRZIEY) -

FE—THET » AP RETENA R BT E R BRI T -

E—AET - ANEFARSENERETH B R 5 -

E—HET > AFPREENER BTN BB (candida yeast) 5]
e BRI T3 -

R —HERESIF - ABPERHNIEERTEY B E SN 5
7o FE—HEF 0 BRI S (RAEMESEER - £5—HEY - EELE
M SEPECREEIEMEH B BB RE - E— A EY - FFUEEER — R A% -
FE—HES - WETTE EZEEEREY (ketoconazole ) * BKEEM: (miconazole ) ~
FEEME (fluconazole) ~ fRHHEEME (itraconazole) ~ P EF™E (posaconazole)
&R (ravuconazole ) ~ fRIZFEME (voriconazole) ~ Tof™ (clotrimazole ) »
7RI (econazole) ~ BEEFFM (oxiconazole) * FREEME (sulconazole) ~ #3EF
" (terconazole ) ~ AR (butoconazole ) ~ A VDEEME (isavuconazole) B(MERE
" (tioconazole )  FE—J5HIF » Wi E B ZER HFM: -

FE—HEF - AR REENAR TR R B 5 -
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FE—THHET - AR ENE R ETHE B B A 5 [ M
BRI -

fFE—TTEF AR RSHENE R STEP R KR A [ B
Bk o

F—HEP - ARERRSEHERRTE R B RRR T -

FE—HEYF - REBRR ARG HT RS - BERE - X
FEEE HIV 85 (R RBRRIAE -
- EAEY ANRRRSHENAFREIRNIE A B - 5 1 VB
fapie - C B 49%E - B BT WE - HIV-1 B EUR-B Z KEE S [
LRGP TE -

FE—AEF - ABRREHENARR A £ SRR FIE -

FE—HEF » AFEHMRS ARSI R 8B Ak -

FE—HET » RNEFPReH A RSTE BB E R SAEE S e s

(trypsanosoma cruzi) 5 [#EZ FEGLHY JTIE -

FE—AET » RFPRET AR ETE B 2 F BB RS 2R
QYR o

FE—EF - ABERRSH AR B TEN A B BGRH T5

FE—AEF - AR ENE RS TR a5 -

fE—TTEF » AR ENERTANT S RIMR &S [ Gy 5
&® e

FE—HEY » AFPEZ AEYRE—RSERITUBIEERH G
% °

AFEPR M — TR B RS [ % EEEEFERECHH
@~ D ~ A~ AV) ~ (V) ~ (VI) ~ (VID ~ (VIID) ~ 0X) ~ X) ~ (XI) ~ (XID) ~ (XIID) ~
XIV) ~ XVFIRRZEWHE T ERESIESE | AR EY) -
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ES—EEREF - A I (RERFER LR T ERE
FRECTHNTZER -

FE—TEF » R RIETERR

FES—HEF  BIQTER B EE -

FE—HET » EERBRGE -

AHRRE—RGFEFEZERPBREREN 7 - REELT
BHEZHINO - AD~ D)~ AV) ~ (V) (VD) (VID) ~ (VIID * 1X) * X) ~ XD)
(XID) ~ (XII) ~ (XIV) ~ XV)FTRA A E WS EAL A B EFIEER | AR
ZEY - E—EERENTF  FBREREREEN TYIFTERCEE
BHEHERE - RESEYHERE - BET% - ERIRMRRETX - BRREl
R ELE RIS IIAHRR < B B85 » AR MERR - EEA - BB R -
R IR - TRARRINE B - AR ESERET - SRS
MPRES - AREEANR - WIR - BEMASE - EEAL (uveitis) ~ &
REPERRZE - AR © ERA - TFRK /0% MR IREEIHRIE - #
BRESE AR ~ B BAMER - 4K - B2 MRRREEREERE
7~ ZRMEGIE - AIDS AHBRMHASEE ~ PR EBAECE ~ R ERAR AR -
JEERER - MERIRE - F T EKERE - NEMEEARE AR BN
REERREL S BRRERE - RIEFESIER - 25 MHIRE KA
2 HMERIBIRE (SLE) » (OHUE ~ BRIDME GBS - SIEEEEME - ShiRMS
BREEML - FRIRTET  [@MES - KISREHENE -

AHEARME—TEEFERECERTREREN 7% - LEERTE
&I ~ AD ~ JID ~ AV) ~ (V) ~ (VD) ~ (VID ~ (VIID ~ IX) ~ (X) ~ XD) »
XID ~ XIID) ~ XIV) ~ XV)FrRRZ S EE AT B EREER 1 FFR
ZIEY - E—EERENY  RERERESNR TIIFERCEHE 2
TUEREOAE - EAEAETT - SK-EFE - BERREEHEREA - BEBREN

197



201412310

WIMMEEN - BHEN - BRREI/IMERS - BEEIIKK - FUBRIEEUREE -
M RPN IENS - B - 458 BEREA - EEREE
HHEE - FRRIKE « BB K  REBIERT L - BREREN
%~ BB 1 RIS EEEIR - IRE IR - BAFARERSE - BERREIN
HRKBAK - B LR BRREHE - BERERER - 25 IR
&~ R - SRR - KK - REEEHER RS RAERES -

AFFRE—BEIHEFECERTREREN L  HEEERTE
EZAAD ~ dD) ~ A ~ AV) ~ (V) ~ (VD) ~ (VID ~ (VII) ~ IX) ~ X) ~ XI) »
XID ~ (XII) ~ (XIV) ~ XV)FTRR E s EAE AT AR E AR 1 AR
ZEY - E—EEBESIF  FEREHHZ ERE X EBGHM
BBV Y ~ D~ B B - FPRE - BRAR - A - 1S - BRGE
N A - EE—EERESF - FERENH CEEREEZF
MRS A 88 - MY AT S S (IRENE L AR A o it
1) FEREY (FEIREMEEYE 8 ) SRESEY (REIZRER
EYfEs HE8) -

AFHRRE—EIH B ERFECEREF W G-CSF » GM-CSF -
L-12°IL-18 ~IL-23~ IL-6 ~ IL-8 } TNF-a Z B4R FE AN Tk -
TR EFER FRERARE B ~ D~ dD ~ dV) ~ (V) ~ (VD) ~ (VID »
(VID) ~ (IX) ~ X) ~ XD ~ XID ~ (XID) ~ (XIV) ~ XV RZ L EYIEEAE
[ EBEERIEE | FFrRZILEY -

1. cKit AEBRFEAE

81 c-kit #5652 SCF REGE MR MIERN R AEMIAT (Lee
=N, 1997, J Immunol, 1593211-3219) @ BB BIAEERS A K AT A
B o ckit ZRBFERBHEASMEHMEAMR (AML) HEZE - AARES
PEREE MR B IS (ALL ) HEIE S| (BRI EEEFZ R, Sperling ¥ A, 1997,

198



201412310

Haemat., 82:617-621; Escribano ¢ A, 1998, Leuk. Lymph., 30:459-466 ) #ESX c-kit
FEARZE AML fEGER3R - (BEERRUEUIFRFRRATIE (Sperling
F AN, 1997, Haemat. §2:617-621) = #ATM » SCF £R7# AML MRS F L FBIRE
27 MMEVEC (Hassan A, 1996, Acta. Hem., 95:257-262) - KIit - REFEA
IR EYIIH] Hsp90 A5 B c-kit AR 54E L e Ths B FIRERR
2% AML #HiffL2 AREC -

KEEHBHBEENEMEREE (Sawada E A, 1996, Blood, 88:319-327)
e EREMEANmE (CML) (Sawai & A, 1996, Exp. Hem., 2116-122) 2 A&
& AR R 4 £ (clonal growth ) B335 v] HEAE MR AfIR F-#E &2 SCF
R - CML ZRBEN B B E RIS M 88 (Verfaillie
F N, 1998, Leuk., 12136-138) » HALF F B AR MEFEC 2 AT R

(Jones, 1997, Curr. Opin. Onc, 93-7) - iR EEIRLCEZEY -
p210.sup.BCR-ABL » EL&#38 AT/ MBI/ = #1 ( Bedi S A, 1995, Blood,
8§6:1148-1158 ) » KI5 p210.sup.BCR-ABL #2 c-kit RTK 5l B
p62.sup.dok EAREZEIERBSZE (Carpino A, 1997, Cell, 85:197-204) » #
BN B MR ERGE T RBETRERER TR - /M » ckit
JREAREE O] E 2 p210.sup.BCR-ABL #HAEERY (Hallek ZE A, 1996, Brt. J
Haem., 94:5-16) » HE c-kit 7£ CML jRER 2 ch o] B ERA M A -
It RFEEARFRRLEYIE] Hsp90 A5 [#E2 c-kit PRI SR BB P 1A
CML -

IEH R EGREI A FREL c-kit (Bellone & A, 1997, J Cell Physiol,
1721-11) « K1 » c-kit FEHEAEAEEEREHRE (Bellone %A, 1997, J. Cell
Physiol, 172 1-11)» B SCF H c-kit Z B4 W88 (autocrine loop) TLIEEFE
A AR P EZEE] (Toyota % A, 1993, Tumn. Biol, 14:295-302 ; Lahm %
N, 1995, Cell Growth & Differ,, 6:1111-1118 ; Bellone £ A, 1997, J. Cell Physiol,
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1721-11) B4t > FEEREFASFIGHE (Lahm ¥ A, 1995, Cell Growth & Differ,
6:1111-1118) K T4 c-kit K/B¢ SCF ZREEE B 53R - B IR %E

(Lahm A, 1995, Cell Growth & Differl, 6:1111-1118 5 Bellone & A, 1997, /.
Cell Physiol,, 172:1-11)

SCFle-kit B /3 W ER EARAE B AR FEIZE E( Turner % A, 1992, Blood,
80:374-381 ; Hassan % A\, 1998, Digest Dis. Science, 438-14) » BAHBME c-kit
ECHRBIBEERERE (GIST) ME/NERREE - CGIST BIELRARE
RARSZEHIRRIER - 838 909~ GIST I c-kit » HRELE L3 E Cajal i
Bl (ICC) ZEmMiEe BERIE—32 (Hirota %A, 1998, Science,
279:577-580) - FEZRBEE T TRERIBE Z GIST R c-kit RREEERAL
PRz » EEFHBMTE (Hirota %A, 1998, Science 279:577-580) e
Rt - RFEERARZEIA A% Hspo0 F5 B c-kit FEMRIG B 16 RS Lo
EZHBFE

T AR FE A A R AR AR EE L B DU TR - KR AR > H
CREE A TEARRR B RIFMEIR AR - H TR M B - MR
HffRg B I ERE R MR — B el BB IR e R B IRALRE (CIS) ZfZ5ERT
FEER (Murty %A, 1998, Sem. Oncol, 25:133-144 ) » c-kit 1 SCF B SR HA IR
RBAMECIERERBEERLFEE (Loveland F A, 1997, J. Endocrinol.,
153:337-344) - ZRGEECAIREE —FHIIBA G EEE WD 4 TN - 72
HAE IR B3R c-kit AITESRIKHERE (Leydig cell ) RABFR AR -
1 SCF 1EZE+F!#H A ( Sertoli cell) Fp2¥R (Loveland £ A, 1997, J. Endocrinol,
153337-344) - A EREHFIAMR R - TERWAIEILEREHRE 16

(HPV16) E6 8 E7 BERER < SRR/ NEF 34 RRE (Kondoh FA,
1991, J. Virol., 65:3335-3339 ; Kondoh Z A, 1994, J. Urol,, 152:2151-2154) ° 5&
LofEREERIA c-kit 8 SCF % » H B/ ERFIFEHEE E6 A0 E7 #%& (Dyson
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F A, 1989, Science, 243:934-937 ; Werness ¥ A, 1990, Science, 248:76-79 ;
Scheffner F A, 1990, Cell, 63:1129-1136) ZR{BREATHREM: p53 KR AL
MR N EY) < MR AR 2 fEE3% £ (Kondoh E A, 1995, Oncogene,
10:341-347) » SCF (Kondoh £ A, 1995, Oncogene, 10:341-347) 8% c-kit (Li &
A, 1996, Canc. Res., 56:4343-4346 ) Z BRIEHI S (S50 B BSHNHITERR HPV16
B6 & E7 Z/NEFEZAIERE IR - Y c-kit BEE L INEE L g
Z RERE S B RRGEME » FrLAHIE] Hsp90 MEFERLS [#E c-kit [Ef# 2 ANFEEAL,
EYIRSE RN TP BOA R N B2 BN EAER -

c-kit FEASERIMNER b RIS R RE R 3 R AL BRI AR
AR (H c-kit A/ NER 7D FERE IR AR -h 5235 Strohmeyer 2 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 ¢ A, 1995, J. Urol.,
153:511-515 + Bokenmeyer £ A, 1996, J. Cance. Res., Clin. Oncol., 122:301-306
Sandlow £ A, 1996, J. Androl., 17:403-408 ) - Rt » RIFEFAZERA(L S ME]
Hsp90 FfT5 [REiZ c-kit eI R VA0S LR i < A T B ‘

SCF A c-kit (RIER B PRV < BEF R RFFRE » ARR
R RSN E A & - BRI AE - SCF A c-kit /RE.
R A ARG ZRIA (Hamel £ A, 1997, J. Neuro-Onc., 35:327-333 ) - c-kit
KRBT NEAMERRFEEE (Tada FA, 1994, J. Neuro,,
80:1063-1073 ) » FLE AFR 72 HE A g < Fe A I R A e e 2 T My (e R
R E A B4 ML (Levin %A, 1997, Principles & Practice of Oncology,
2022-2082 ) ° c-kit Z RREBEMCBRIIEMRR LEBP TR
(Berdel A, 1992, Canc. Res., 52:3498-3502 ; Tada A, 1994, J Neuro.,
80:1063-1073 ; Stanulla A, 1995, Act. Neuropath., 89:158-165)

c-kit E22 FEMIARRERER S B A KA - EREHREIEHE kit 78
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E¥ERMETRE (Natali F A, 1992, Int. J. Canc., 52:197-201) (Tada %
A, 1994, 1. Neuro., 80:1063-1073 ) » TEAMAERE c-kit MARFIR (Kristt FA,
1993, Neuro., 33:106-115) - ZEFTE B T » TE=eARE8 (high grade tumor)
hEE TS /KEZ c-kit R (Kristt & A, 1993, Neuro., 33:106-115) » TE#R
EIEN THAE RS EREIEE AR ERRE - 1S TREER
AR REMRORE T kit B SCF R FEHE - —IEIFFTH IR i aHER
FEAIRE R AR IR SCF » {B&E/ADFRIR o-kit - ZEF BB/ > c-kit fRTEFT 8
9% < TSR AR R (RN E - 1 SCF Al R 18962 IERE+ ( Beck A, 1995,
Blood, 86:3132-3138) - #H St » E M FE (Cohen F A, 1994, Blood,
84:3465-3472) EHEFMIRECAE 4 EHRKEMEBEHEERESE
c-kitSCF B4R - B ZHEEECNI#E —F  RBURE 45X e EEmEAs
FERERE o EHIMRF 5T ckit ZHURSINEIAHRIETE - 7R SCF/c-kit B
SWBEB4E (Cohen % A, 1994, Blood, 84:3465-3472) Kt » FIFEE
ABERAL A Y] HspoO F5 [RE. c-kit FEAEHE B VAR — s B MR R MR
T BWFE -
| 2. Ber-Abl TERREERE

E4 RS E H Bor-Abl C BB REL AT e 5 R8I B IMR(CML)
B (iR 95%) ~ 10-25% . e E MR (ALL) B kT 2-3
% =M EREMEEMAS (AML) H8R8 - tt4t - Ber-Abl R&EEANMRENE
BT RF - EEEM CML 2 BRERMEE 4 - BB M i B s -
WRESRE B 4T 2 B II% (2R Lugo A, MCB (1989), 9:1263-1270 ; Daley & A,
Science (1990), 247:824-830 ; K Honda, Blood (1998), 91:2067-2075 » ;8 :27%
SR B ERFORAIB LIS [ A RAARSH) -

A RITRIENIEE IR SR 510 p210 & p185 BCR-ABL &2 Ber-Abl B &
HEE S HIMET 2 RERERZERNGREL (Campbell K Arlinghaus, "Current
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Status of Ber Gene Involvement with Human Leukemia”, In © Advances in Cancer
Research, @ & Klein, VandeWoude, Orlando, Fla. Academic Press, Inc.,
57:227-256, 1991 » RZHBURAAELLS [RAAMARZ F) - BIHEEEER
RIERE_EARER Ber-Abl & H i i EVE (L 2 B B AR B TE I Rk L E Y
B8 ZEHEBEERAFTE( Arlinghaus % A, In: UCLA Symposia on Molecular
and Cellular Biology New Series, Acute Lymphoblastic Leukemia, ###& R. P. Gale,
D. Hoelzer, New York, N.Y., Alan R. Liss, Inc., 108:81-90, 1990 H- 2 ERH AR
LA5 [ AZWIAARILH ) « Ber-Abl EZ H p210 Ber-Abl {282 CML 1 ALL —
FAHRE - /NG BB ZEH p185 BCR-ABL fREE ALL BEAHRT » BERA L
CML &R p185 (Campbell & A, 1991) -

3. ELT3 tHEEFEE

FLT3 tERREEE f P {ERIEI A E FLT3 {EME 2 EIE - FLT3 fERREEE R
FEIMPCEMEERE - S50 MR RO - £— e BA8E 6% > FLT3 /E6RRE
ERFE S B BRI B s (AML )~ B FiT5EHS A A2 14 IR EE R A 2 3 IS
FHEEANRAIRE T MESMERE SRS E IR - BEREIR

(MLL) si&MeEfEitammps (CML) -

4. EGFR AHBAESE

EGFR HHRRFEZERE AR ER EGFR J&ME (FIA05 [EEAE R L s s
&M EGFR #EERIIE EGFR 288 ) DRBHTIERREZEE - TEM
EGFR {EMEERHESE NERESR A FITRREBYE » SHaiSe
M B (RRAEBE - %5% - RIERMIREEE AR OEE I ER mk
TaiE ERERE ) - RIEE - B - B - THHE - 5% ERIRE - 5%
B~ BRI FARERE - LSSIREFIREYE - B - BEEE IIEE - TEY
B TERE - TERBE - WBE - BIRE - aTPIBRE - X0 - 5UE
PRiERE - BRE - ANER (GEUwQB MDY - 2RME - ik
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& ISE BN RS ARSI R ) - MRS RRESE - FEUARE
KRMER - (ESFHER - SEMREMRMEAIMR (ALL) - &EMEME
HREMR (CLL) » S E R IRE (AML) - &R et e s (CML)
A T MEMEEMPSHRESE - AR - IBEE - XRERE - /MllgihE -
FE/IRERE - ZRMEERY - ZEEARE - BiE - RS
IR B3R - IR - S0 - RER - B - REAE
W - BERGNRE ~ IGEAR - TaCRARE At -

#f& & 'EGFR P NEAIEER C RRHEEEEAE - #RHi5 EGFR
ZERBRERE - #8 R MEBEINEREREEREERE
AT RE - BH L > ERESMNEZPEERES EGFR R
IR E MR —BEIERB L — » H EGFR 7EX#7 40% < BEHERE
EPRAEFRIR - H EGFRVII ZE87EXT 5096 Z AT M ASIBE R h 383

PRSI ER S » BE EGFR RECAETTSMRT R K I
PR - S AREBRYE  EERMELET S BERERIR EGFR 2B/
BE - LERENEERE EGFR < BERHEE - BABECHER -

FE/ N R (NSCLC ) B R SHAHERESE « B - ISR E sz (BAC)
RARHRIAR I MERE - —/MEER NSCLC  BETRE T 0 AR
FIR AT L7 < EGFR RUBSIG R B s e 288t - S IR e — &t A EGFR
< BRI ERHIR] ) 1aFHE/ MEREAR NSCLC BB EBRREH#EE L
FRPR I FE

Rt - AIERBOHHIHEEREE EGFR FE R IR RISE(EREED
FER A E R A AR -

ABFEAH SRR TR BUE B T AR AR R T - E— AR ERE
B - ARHCHAFEEE —BHSEMESORES EEFEEMAE
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PIHEE AR HMRE (BINS—ETEBOARE) - 5 R EE®
BPIF > AP EREAEE - RSEA RPN R ES —EREGH
e eV RV E AR Rk (PIAIS — TR BOERE) - 7ERLR
BEAT - AR S RERREEE - NSEARERNE YRR REE
FLAEAG NSRRI R M R F SV T BUARIR - FERER
WHOT > ARACEERERD EEERE (B siaRE)
ZEIWER - EREAERESIDT - ARHZHERERESESRET—3%
BZENER -

M EER TP BUEEREI I R — 5 E R i FIER  ®REBA
HERE - ERAEEEST  HEREZ TR BEREE R HAE BB EE A %
VIR R TR - FRNTEGARRE P LRI SR B S8R R T -

fE-EREREENT  RREe—HSEARPLEYZ BEARK
VTS - BAER A - DATERS - 169K - o st A & 0 TEs%
TEHEH BRI - RIBATET - ABIE WA R A E S —H%
T AMEER (FINERTERR - CRANRKEAEANRTEL « AEskE
SEFE TR AE BB TP BRI ) «

REIRLRAETADS ~ 2] WREEEL (RS AEERRN
A ARAAE  SETERIE < BERIROE IR < (R H A SRR TR E R — %
BB T - T EEER TERER—BEREY —RSEABALE
VIR —FIESE L —REERE (PIIN—RESTEEARTEL « 165 -« 26
SOE AR E S ER TR ) - ARSI MR RN e A
PAARMRATER B TR ZE SR BB R T MEMEEEESZ
—BSEAFPCSYIRTAL - R - RS ERE R RS
E o

B ACEY) B/ SRS TR R BV IR R AT & B A R R
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RTERE - RERR O FEBEERRN © JERKE » GII0FIRA ~ £A
BF o Ok (BIE0RA) ~ 8B ~ R (JTEB) ~ REIE KA E G ILEE -

6) &R EAIFREYRH S 2 B

AL ZEHRTER - BEARH S EEELBECBESE
T2 AR Al T EAR - BE RV [EEETR - (EERTAMU
TEFEC RS BEERIEE N —EEE R R R - Wit 85T
FER—RSEMER AR R - BERERRLSENEENE B R HEEARIEL
TR - #1%) HspOO TEMRVERI —TENBEREFED » EXSEAT
Wk EYHEE R EHESESE T CREAESINEERE - Fit -
Al Hsp90 Ift—EEBEEERRARERER 5 - Wit - BYEH
A Hsp90 HNHIEI BB ecdd HAh LR BRI SIGRERIE » BLE M B RTR]
AL - B R ARt BRERTREORE - H A KTReEEGE A28
L% EMEE M RIS

F—EEREF - KFEH A EY T R ERRE R AR HIHIR (FIa
#H] EGFR BAIERIMARTE M SR B BURERE (erlotinib)) Z BEEIH[H]
&T - EE—EREESF - ARARRE SR T HEEC S HE
MEESHESHIHIE (BIAIEIEEEBURBREE) AANtcBaE - FEILRE
BHIh » ABEH M EY TR T SR R IR B &% T -

HE—EEBERT  AFHMEVERANEREECEEHFSE
ZEEATNMECIREEREE - FREEEE—TEFERHINH] Ber-Abl ZE&i%
BB TS T TR AR R - ERNEEHHURENERERCES
CML & - HFRBEREREEGFRITE - A » EZHBERT -
THBEREFEAHRRERCEED A - KES Ber-Abl &
SEAEFEFENFESEAEIM C BRI R RS - (B R
Nimmanapalli & A, Cancer Research (2001), 67:1799-1804 ; & Gorre % A, Blood
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(2002), 100:3041-3044 ;5L BFHRE B L EHEBRAELLS | A ATZMAZL
L) o KRR AL S YIFE R HIHIAZE Bor-Abl/Hsp90 $5E4:Z Hsp90 1E M2k
FEEAT o & Ber-Abl /NEH HspoO SEETHF » FUAGEMERE - (RIIL - ABEZ (LA
VIR ERGEREM R BB IR - KR ERHHEF RSB B
A - ABRH MG TEB LR TREFESE—BETFEEHFESR
S EA R Ber-Ab MHBIEE < B EEEC BB/ HFREEEE MY
B - |

M EAFP LSV ER T IEEIERE © Taxol™  JMER “KFE
SAEE (paclitaxel) ”  » B —TEFE G MR EME T RTREIE A Z 51450
FEEEY) » AR Taxol™ 2SI - 3540 Taxotere™ o B AL ELMER
HESER RS LERFHEG MR LR G2-M #2877 0 It
RENEHNE R E SRR -

AT B ARSI S A MU B EFE © F{RETT (Avastin) -
Fr/f#i =2 (Adriamycin) ~ JAFRE = D (Dactinomycin ) ~ {823k &3 (Bleomycin)
AT (Vinblastine ) ~ IE$A (Cisplatin) ~ FIPE#ESE (acivicin) 5 FIEELE

(aclarubicin ) 5 Pa[5&M (acodazole) EEFEEE ; [ TTZE2E (acronine) ; f]%
K% (adozelesin) + [/ 5& (aldesleukin) 5 ANEREER% (altretamine ) ; %
@3 (ambomycin) ; XK (ametantrone) ZFEEHE & KEF (f&E
glutethimide ) ; ZZAY € (amsacrine ) ; ZZ 332 $E (anastrozole ) ; ZZ Bl &

(anthramycin ) ; KA FEIZES (asparaginase ) » HHAREZE (asperlin) » A Z:fE
H (azacitidine ) ; FIZREUK (azetepa)  FI{E®FE (azotomycin) ; EE Ef

(batimastat ) ; IR (benzodepa) ; Eb-F&ME (bicalutamide ) 5 FLAEEE

( bisantrene ) EEFREE » €53 15/E (bisnafide ) — EFRAELES ; LLHT 27 (bizelesin) ;
TERBENRERE ; AEEAEH (brequinar sodium) ; YRUCIZER (bropirimine ) ;
HY8% (busulfan) ; FEAREZR C (cactinomycin) ; FE2F (calusterone) 5
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FEER% (caracemide) ; £ EEMH (carbetimer) + R $A (carboplatin) » KB
F¥T (carmustine ) s RZREEE (carubicin) EEELEE ; RH72R%T (carzelesin) ;
Pah 253 (cedefingol ) » &7 BRZ ST (chlorambucil ) PE#E®(FE (cirolemycin)
ShIEE (cladribine) ; FREEHTZRFE (crisnatol ) FRAARLEE © IRBERRRZ © FHE
MIE (cytarabine) » ZE-FEHF (dacarbazine) » SEEEALEE (daunorubicin) EE
BRE® | MipEMyE (decitabine ) s ABE$H (dexormaplatin ) ; AN E
( dezaguanine ) ; MiZx Al 2 R R © bV BR (diaziquone ) 5 % ELLE
(doxorubicin) ; ZLEEERLEE © fhi&E23 (droloxifene) 5 M1 EZEIERL
B8 EfEEE (dromostanolone ) PAEEEE ; ZEMIEE (duazomycin) 5 HGE
¥ (edatrexate ) ; fKEEIERE (eflornithine ) EERLEE | (KD £ (elsamitrucin) ;
RB¥%4A (enloplatin) ; BAZES (enpromate ) ; ARUCHKIE (epipropidine ) ; 3§
KEEE (epirubicin) BEEREE ; [EAR1EME (erbulozole) ; #RFELLE (esorubicin)
BEERREE MR F]VT (estramustine ) ; BER F)VT BERRSH © (RAARME (etanidazole ) ;
KL (etoposide ) KFEIRE AR EE ; SR FEEE (etoprine ) s HJEME(fadrozole )
EERAEE TR RV (fazarabine ) s 34 A & (fenretinide ) ; ZERH (floxuridine ) ;
#oEh E (fludarabine VBEELEE ; HERWIE( & uracil ); HFAIE( flurocitabine )
Rt ( fosquidone ) & H] i 28A ( fostriecin sodium ) & a1 ( gemcitabine ) ;
HaftEEEE  RENK  FHZEE (idarubicin ) BEEREE 5 RIEBHERIZ
(ifosfamide ); FFEEREHT (ilmofosine ); /M HAE ICEEEMNBEFE T 5 1IL2)-
FHEE a-2a FEE a-2b: FEE anl ) FEE a3 FEE B-1as
F#E#E 7v-Ib: £RN$H (iproplatin) 3 A2 (irinotecan) FARREE ; BaHmAK
(lanreotide) ZFE%# ; AR (letrozole) ; ZRPSIL{E (leuprolide) ZBREE ;
FIpa[ e (liarozole ) EBEEEE ; ¥R ERHFEIN (lometrexol sodium) 5 ¥EEFTT
(lomustine ) ; Y& B (losoxantrone ) EBRLEE . K ZRFEE? (masoprocol) ;
%% % (maytansine) ; F7F (mechlorethamine ) E#ESES ; 5 Z2fF (megestrol )
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ZEREE TN KB E 1 ZE (melengestrol) ZFREE ; 3£k (melphalan)
SEREILES (menogaril ) ; BREEIENG  FREZEENG (methotrexate ) 5 B FRUEMYER
ZHEE (metoprine ) ; FELEIR (meturedepa) ; KT EZ (mitindomide ) 5 2k
FE£78 (mitocarcin) ; 2KFE#EK (mitocromin) 5 SKFEIERK (mitogillin) 5 KFE
B2 (mitomalcin) 5 #4ZEE (mitomycin) ; KFEFEE (mitosper ) 5 KFEH

(mitotane ) ; AKFEEEE (mitoxantrone ) EEREEE ; BEIER (myco B ic acid) ;
a5 M (nocodazole ) ; FEINME (nogalamycin) ; BE$H (ormaplatin) 5 B
E&Fm (oxisuran)  35FTXEE (pegaspargase ) ; B FIMIFE (peliomycin) 5 5%
R H]{T (pentamustine ) : #5 & M3 (peplomycin ) FREREE © 55 B i

( perfosfamide ) ; WRYEIRSE (pipobroman) ; WRYH#EF N (piposulfan ) ; MHEER
A% (piroxantrone ) BEEREE ; KB (plicamycin) ; g 3E1H (plomestane ) ;
ANy #8R (porfimer sodium ) YHIEM 3R (porfiromycin ) ; B & 77T

(prednimustine ) ; RFE M (procarbazine ) EEELESE ; IEISEE (puromycin) ;
ISR EBRREE © NEPRIRMEEIR (pyrazofurin) ¢ FEARE (riboprine ) § FER%
5% (rogletimide ) ; Y923 (safingol ) : ¥)25 K EARLHE  BISENT (semustine ) ;
¥ M E (simtrazene ) ; H JHFE FEER ( sparfosate sodium ) ; &) fH & &

(sparsomycin ) ; $8428% (4R germanium ) EEESEE ; EEIF]TT (4R mustine) ;
UR$H (42 platin) 5 #EFREFE (streptonigrin) 3 82 (streptozocin ) 5 TEEE
Bk (sulofenur ) 5 fF[#E (talisomycin) ; BFRHISH (tecogalan sodium) ; MR
#IE (tegafur) » ISR (teloxantrone) EEFEEE ;| BEIHZS (temoporfin) 5
R EHEYIHEE (teniposide) ; B#E &1 (teroxirone ) ; 2 AEE (testolactone ) ;
MERKIEES (thiamiprine ) 5 FREMEMS (thioguanine ) 5 ZEEEJR (thiotepa) 5 MEEMA
XMk (tiazofurin) 3 #HI%kHA (tirapazamine) ; FEHEAKZF (toremifene ) HEEEEL
B3 HhFCRE (trestolone) ZFERER : BHPEI/YE (triciribine ) BHEEEE = FHhI ;
=i R ERE R BBk (triptorelin) 5 A% (tubulozole) B
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BRESE ; FRIEIERIT » BETEIR (uredepa) s KIEHK (vapreotide ) 5 #MERFIAZ:
(verteporfin) ; RARTCHRHIEREE | RAEHTER (vincristine) FRBREE - RAMF
(vindesine) ; RAHbFHRIEE | BAIE (vinepidine) kM : BEHE
(vinglycinate )i EEEE ; RARZEHT( vinleurosine FRELES ; F& & (vinorelbine )

BEAEE . RERE (vinosidine ) FRERE 5 KAFE (vinzolidine ) HiBLEE

{REEW (vorozole) ; #TfE$H (zeniplatin) ; ¥FEMT (zinostatin) » ZEZREEE
(zorubicin) EEEEEE -

AR SV S R E AT EEYI LS © 20-38-1,25- S ELAE

43 D3 S-ZIREFRWENE 5 FTELFFRE (abiraterone) s FIZRLLE & BREEI®
(acylfulvene ) ; FIRY£EEE (adecypenol ) 5 P& 2R%T 5 it/ H3E ¢ ALL-TK #&

Pl SHER  RERYT (ambamustine) 5 3% (amidox ) 5 fEBETT
(amifostine ) s JEEEZEEAEE © fZRIEE (amrubicin) » &N IE & FIHHLE
(anagrelide ) ; ZEESE » B WEE (andrographolide ) » [ 4 BANHIE

P D BHE G XA (antarelix ) s IEH B EREEH-]
(anti-dorsalizing morphogenetic protein-1) ; PUHEENE @ BIFIRRRE © PUMEEEE
(antiestrogen ) ; FiT &I (antineoplaston) ; MEBEALE R 5 HILZELFIFE

3 (aphidicolin glycinate ) ; AHMEVATCERFRETE] © HMET TR iR

E54% 88 (apurinic acid) ; ara-CDP-DL-PTBA ; FEEZBERR fZHE  BLIDHTZE
(asulacrine ) ; Fafi3€3E (atamestane) ; P E]YT (atrimustine ) 5 AT =JHTT

1 (axinastatin 1) s P =I3ETT 2 5 PUE=IETT 3 5 Paf%k=)E8 (azasetron) 5 A

AT (azatoxin) 5 EEESILEL (azatyrosine) © SESRFRMFE (baccatin) III

M4&Y A (balanol) ; EEFIfth © BCRABL #HiE  FHE
(benzochlorins ) s FKEEEEE IR (benzoylstaurosporine ) ; £ PIBRIAT

&) B-FAITE (beta-alethine ) s B THIfFE B (betaclamycin B) ;5 fEARER
(betulinic acid) ; bFGF #IEIRKI ¢ LEREM & (LA SNV ARERK
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( bisaziridinylspermine ); #2358 LLABE A5 EEHTEEHT HESRAE breflate )
IRUESIEA © AREEEK (budotitane) 5 T EEARERRFEZ (buthionine sulfoximine) ;
RIH=FZ (calcipotriol ) ; #5EEE H C (calphostin C) ; E4&f# (camptothecin )
T4 £4480% IL-2 (canarypox IL-2) 5 RIEMtiE (capecitabine ) ; FREHL
BB FRELERAEEL =M ; CaRest M3 ; CARN 700 ; BB AT HIHIR
RITHET © B EERHNEIE] (ICOS ) » BERKERE (castanospermine ) 5 FXE
AK B (cecropin B) ; FamhHE5 (cetrorelix) 3 Z&AME (chlorlns) : SUEEEETHE
TEREE (& quinoxaline sulfonamide) ; PEERE1%3E (cicaprost) ; NEZLANKE

(cis-porphyrin ) ; TEHIJEE s B K2E L (clomifene analogues ) 5 ST#ME ;
Sl f# 3% A(collismycin A): TEILBEE B  FRAEHTETT A4( combretastatin Ad);
FRAEATZETT LY RAEE (conagenin) 5 -RHFEFEIT 816 (crambescidin
816) 5 TREEATSRIT » ;SERMEIRAK 8 (cryptophycin 8) 5 5 ZREIRAL A T4
A% A (curacin A) 5 BRIREER (cyclopentanthraquinones ) + B8 3 B £}

(cycloplatam ) : PULH#3E (cypemycin) 5 FIHERIE B R85 (cytarabine
ocfosfate ) ; ¥&HHREIERIF (cytolytic factor) ; #HMIHNZE (cytostatin) ; EEEH

(dacliximab ) ; HIPEMIE fﬁﬁﬁ@iﬁ? B (dehydrodidemnin B) ; & BiAk

(deslorelin) 5 #ZEKHMY (dexamethasone ) 5 77 RERBERENE (dexifosfamide) ;
AEHLE (dexrazoxane) s HHERIEA (dexverapamil ) 5 $0VEE © U452 B

(didemnin B) 5 #8%78 (didox) ; ZZERBENEE (= 2% norspermine) ; —
S-5-FME 5 9-ZM58E (9-dioxamycin ) + ZIEEMRETT ; LRIWHE

(docosanol) ; ZHi |3 (dolasetron) ; REHIRE (doxifluridine) ; HHI&E
%+ JEARER (dronabinol ) ; Z-RK3E SA (duocarmycin SA) : {KARFHM

(ebselen) ; {KFEELTT (ecomustine ) ; AkHIFEHT (edelfosine) 5 HRHLISEEHT

(edrecolomab ) ; MRIERESHEEE & HEEE (elemene) ; ZWHEE, (emitefur) ; 35
KILE - BEYIFF (epristeride) 5 MERRITTRY) © MEBGRITHOE & s
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FEOUE ¢ ARAEEYE  MRETIEE RS © fRPE3EIH (exemestane ) : SEJEME 5 ¥
BRAIVE © M AR FEREEIE (filgrastim) 5 3EBM#EZ (finasteride ) 5 2 RF]
% (flavopiridol) 5 KZRHTE]TT (flezelastine ) s FKETFFFE (fluasterone ) : HiE
I FEAME (& daunorunicin) EERAES | BEISETL (forfenimex) & @3
E]3H (formestane) ; fEE]HHE (fostriecin) ; FEEF]TT (fotemustine ) ; fZH MIbR
$L (gadolinium texaphyrin ) ; HEE&SR  JN¥E & (galocitabine ) ; JI/EHHIT
(ganirelix ) ; BHIEEG (gelatinase) HIHIE] 5 HTaME - SREHBKHNEIE A
&R (hepsulfam) ; FIEG Ak (heregulin) 3 ANEEFREEE ZHERE 5 SAvbkE
(hypericin) ; fFEER#EE (ibandronic acid) s FHEELLE © X %EZF (idoxifene) ;
FR & (idramantone) ; FREMRET - FEE M (llomastat) 5 KN TEER
(imidazoacridones ) ; BREEELHR} (imiquimod) ; BREHIEAL » ERERERER
T-1 ZEHIHEIR - TEREEE TR B3R BTN (iobenguane)
W% 3B 2 (lododoxorubicin ) ; 4-HZEEE (4-ipomeanol ) s A EEEH7 (iroplact ) »
FEALE (irsogladine ) ; AN (isobengazole ) s REWSILERE B
( isohomohalicondrin B ) ; f# th 5] 3 ( itasetron ) ; £ #f ¥ H7 7¢ 317 1
( jasplakinolide ) ; KM HITL% F (kahalalide F) : FIER-N =28 E
(lamellarin-N tri ZFEEE) 5 BEERAK » EFEE (leinamycin) 5 KRIEE) =
(lenograstim ) ; FiFEEEEZME (lentinan sulfate ) ; IZFEHTIETT (leptolstatin)
R . HIURHTIFIRF B3R o HER © ARSI EE 7
PIERAK (leuprorelin) 5 ZEHERKME (levamisole ) ; FIIFAIN4: © EEZL TTHIELY)
RIS ZHERK - FAEESHILEY) IR AMERRZ 7 (lissoclinamide 7) 5 ¥&$H
(lobaplatin ) ; ##5/8#85 (lombricine ) ; ¥&3E#3E (lometrexol ) ; & /EZEH
(lonidamine ) ; YEEERIE ; BLRMTT (lovastatin) ; ¥&EILE (loxoribine) ;
Bh¥EERER (lurtotecan ) » 70 NS (lutetium texaphyrin ) s 32 EZEZSHE (lysofylline ) ;
WEERK (lytic peptides) » 2IHYE (maitansine ) ; Z89%3H7T A (mannostatin A ) ;
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FSIL B Hrft (marimastat ) » B3RFEEY ; B F]FE (maspin ) FEYAZ (matrilysin )
AR BESBEERIGE  K5E1H 0 BEEE (merbarone) ; £
PR (meterelin ) + ZE%ES (methioninase ) : & & EE (metoclopramide ) ;
MIF %08 SKIEFIE (mifepristone ) ; KB EHT (miltefosine ) ; K3 F=
(mirimostim ) ; $EACEE K RNA ; KFEAER (mitoguazone ) ; — IR F B2
(mitolactol ) ; #RZEEFRIENY  KFEZERZ (mitonafide ) ; KFEEEFE (mitotoxin)
e R A4 R AT V9% (saporin ) 3 SKFERER ¢ BT (mofarotene )
RALF]E (molgramostim ) + BARYIES » NBRIEEIREER & EREEAR
B A+ AT EMIREE sk BNRERE (mopidamol ) 3 25 BT EE M EE PRI ;
DA IR IIHIR T 1 RERCFNE | fIT YRR £~ B (mycaperoxide
B) S RAFEAMMEEZEEY) 5 E5E/T (myriaporone ) 5 N- Z Btk
(N-acetyldinaline ) ; N fEHEURZ FFEAL © FBEERAR (nafarelin) 5 &I
(nagrestip ) 5 #R¥&EA+M 2 (naloxone+pentazocine ) 5 #E#E (napavin)
ZE8EJE (naphterpin) 5 B#EE]S (nartograstim ) 5 2334$0 (nedaplatin ) &
ZEEE (nemorubicin) 5 ZRILFHEEE (neridronic acid ) 5 FPERFAER &%
(nilutamide ) » BEVDEZR (nisamycin) ; E/LEFETE]  IHESTEAE E
AR (nitrullyn ) ; O6-FE BN 5 BEAK (octreotide ) s BETER (okicenone ) 5
B E R BB F]EH (onapristone ) ; 557 &)38 (ondansetron ) s BAH7 %7 (oracin ) ;
CIARAERR 35 EY) AR BEVDHRFZE (osaterone ) BEEE J7$H (oxaliplatin ) ;
JE5E @3 (oxaunomycin ) ; MHEEER ( palavamine ) ; FRAE B & R & &
( palmitoylrhizoxin ) ; MEKHEE (pamidronic acid) ; AZ2=F2 (panaxytriol ) ;
1H3aK%> (panomifene ) 5 MHHZ F#T (parabactin) 3 WAHTEVT (pazelliptine) ;
REFHA T FRit#T (peldesine ) ;s [RERAESR R EL SR ( pentosan polysulfate sodium ) ;
=Mt T (pentostatin) ; B (pentrozole) ; 2EIRNE (perflubron) ; BEHiEE
{2+ %8R FEE (perillyl alcohol) ; Uﬁ}“ﬁ@% ( phenazinomycin ) 5 ZERZRES ;
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BERRERHNHIE » K PEMRE (picibanil ) ; BEEEE RZEF @ ( pilocarpine
hydrochloride ) + MtEZREEE (pirarubicin) 5 AEERZEZE (piritrexim) 5 FRENT A

(placetin A) ; 2R ENT B MEFRFIEEHIHFE] © sHEEEYD 5 sHLEY |
$A-=RESESY)  TNBYIRER ; JRFEMER & SAYML (prednisone ) ; PEEEENY IE
B BIFURRSR 12 © EEESRIIGE © DER A BERZ ZEHEE 0 B
B C IR EEBEEES C HE0E] 5 0% (microalgal) ; & HERSREL
BEERESHIGEIR  EiZ E B (L ES NG ; S8403 (purpurin ) » IEPEFFAY IE |
B M ERREMIIHREEY) S raf FHE FEHE (raltitrexed) s F
S E)H (ramosetron ) ; ras FENEEEEE B EERSETHIHIR © ras HIHIE 5 ras-GAP
IR BB EALEERIITT (retelliptine de FAEE ated) 5 #K Re 186 fREFHHER
E# (rhenium Re 186 etidronate ) ; AR # (rhizoxin) 5 1%E§ ; RII TRERERZ |
BRI AR (rohitukine ) ; EEAK (romurtide ) + FEME X TT

(roquinimex ) ; &¥& 5% Bl (rubiginone B1) ; BYAZE (ruboxyl) : WHXK
B 4% 7R (saintopin ) 5 SarCNU ; ¥ —K#5# A (sarcophytol A) ; W& E =
(sargramostim ) ; Sdi 1 fEEHE] ; FIEFNT  HBMTE G 1 BRE
HE  [EREEIHIE  SotEERent  BEfE-EeES ) AL
(sizofiran ) ; AL (sobuzoxane) 5 HiF4M (sodium borocaptate) : HEEZ
BEEh ; ZRFE (solverol) ; £REMETREEEH  FMEA (sonermin) 5 HriH
fErEs (sparfosic acid) ; B2 +~#3% D (spicamycin D) ; 82 E] ; HBA#E
FZVT (splenopentin) ; ¥EHEHTZE 1 (spongistatin 1) » F%&f% (squalamine) ; &
AR - SRAEM S ZHMHIB o BT EOKTE (stipiamide ) ; FE R RIFH
i BRIEFERHT (sulfinosine) ; BEVEMEMEVEEBETE Bl RinEE
(suradista ) ; #FH7BH (suramin ) ; % B E 3 (swainsonine ) ; S K ETHEREERNE |
B FYT (tallimustine ) 5 fEEEZFRMLY) (tamoxifen methiodide ) + AFHES
HJ7T (tauromustine ) 5 ftZRFETT (tazarotene) ; EXFRBASH » TIHIE & FHURIFESE
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(tellurapyrylium ) 5 U ERHIHIR  BREIRZ © BEMWIZ (temozolomide) ;
RACBEDET  WETS/4Y  BWHI (tetrazomine ) 5 BEILAZHTTT
(thaliblastine ) 5 BEZEGHK (thiocoraline ) 5 MM/IMR4EFKZE (thrombopoietin) ;
I/ A SRR+ BfiRvET (thymalfasin) © MORRAE AR 52 REBENR
R i RF (thymotrinan ) s {REFRIRER | ZEEHHINMHK (tin 2 etiopurpurin) 5
BRIEREE » & %8k (titanocene bichloride ) s ¥ E& 4% (topsentin) 5 FEHH
K7 ZReEMERHIMER 7 EERAIGIE  MEFER (wetinoin) » = ZHERE
(triacetyluridine ) ; HiPEYLIE » =FHvD © BT HAA  FERC I (tropisetron) »
R AMERK (turosteride ) 5 & % B g HI I AR 5 S g R B TR i 9110 71 R
(tyrphostin ) ; UBC #lIfIE ; &% 3EF] (ubenimex ) 5 WIRAEFEEATE LR
HIRT  PREESZASHEDUR]  (XEAK  FLEHK B (variolin B) © ERESRM
RLAHREE R HERI 38 (velaresol ) » LAZBA (veramine ) 5 FLIE (verdins ) 5
MRS REmME - MERETT (vinxaltine) © #EMBAX (vitaxin) © (REEME & Bk
a2 ( zanoterone ) #7fE$H B F#E C( zilascorb ); Ky E)fth T #rFE( zinostatin
stimalamer ) » #fEZ TUBZEYE 5-FRUELE K FREIYFEERE (leucovorin) ©

HAh T E AR EVHE A ARBIEEENRR ¢ S AR -
PUREY) - RARVIBEHER - TEAR I ST A P e R ETER T
MM B EE BB R EFRENRR - &5 (FIUREIIZ

(mechloroethamine ) ~ ERBEEENZ - K T BREIT+=F) - S mikEe (PIAIEHE
Z )~ EIEER (FIRERT] - BEETE) =884 (Gb-REH

(decarbazine) <) - TEABIHZ 7k KR YIFE R RETEN T Ml
T ERE BB ERRR - ERRECY) (PRI Z%RY ) B
wEreELY) (BlanfTiElaE ) « R (PIADISREE « FLSEK ~ I
BT ) - TEATIAZ 5 AR R B R 1R BTERS T MR E SRR
RAEVEFIUEERRR | REREYER (PRS- KE®) - &

215



201412310

SFIE# (epipodophyllotoxin) (BIAMKEEIEH ) ~ FL4ER (FIALEZEREE -
BRILE - HREE) - BE (Fl0 L-RAEEIEE ) siEYRESER (5
WFHEE a)-

AJEAZRVSYHEEER BRI EREHERRR © &t (F
MRRLH - WL « KT REST - FERF ) BMIETHREKRE=R
7 (PN FRE=REIE - EHIK) - brEMEEE (FIIEHEE) « &
Ik (PII-RERNT « WEEN] ~ BIE&ENT ~ $#EEE) 8 =84 (Gt
EHF ) - FTEAR L 5 AR A E R ETENTRIE < U E
BIEFEENR © ERIELCY) (PIANR ey ) BREreE Y (PIansR
WENE ~ FERE - PRERE ) - EnECY) (BIAISiEES - FSEK -~ IEE
] ) o FEARFERZ 55 A B 3@ R e B TRV TR IE < RREY BB
BFEERRR « REREYR (FIIRER - REFR) - RAAER (4l
IEREEIEE ~ BeEE )  PLER (PINBERER D - EFE#M=% - ZEILE -
E2RER - HREE - MEEER) - BR (P10 L-REEIZE ) Si4YIE
WEE (BIINTEE a ) EATEZ R 3@ AR a TR
EZBRLEREOIEEERRR - B EEREERE (G589 ) - 228

(BIAnARE OB - B ZBRE - IR 2B ) - HEBGR (f
IN—ZECFEHER (diethlystilbestrol ) ZJRIE—FE (ethinyl estradiol )) ~ Hlt
W (BIMEEZS) - HEEE (FIIREEEE - £5F =) - JuEEEE (Fl
AN MR ) ~ (RMERREE R EELY) (PIMIRRILE) - FTRRARHEH
7 B AR A R LA E R B TR R < A BE R g snicisd &9 (B
ANESH ~ RiesH) ~ B (BIADKFTRERR ) » Rk (BIaNFSEAK) -
EMATEY (PIRIA-RER ) - B LR R EINEIR (FIKFEHE  lEEKE ) -

FEEHE AR E < RS e A EFARELIERY G2-M AT BHE(ER B 1]
HEAZFIANEWHEERA TR E O EFBERRNLL T HE Y kAR
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Hrz B2 © [EARIETE (JRFEAS R-55104) ~ ¥853% 10 (Dolastatin 10) (58
% DLS-10 K¢ NSC-376128) ~ AR AK KA (Mivobulin isethionate ) (JR
AR CI-980 ) A& HTEE - NSC-639829 ~ S@HTEE 2 ( Discodermolide ) ( FME
7% NVP-XX-A-296) ~ ABT-751 (REH% (Abbott) » JRFEES E-7010) ~ Fa4EusyT

(Altorhyrtin) (FEZIFTHEIRTT A RFHFEHNT C) - ISR (GRS
1~ SRR 2 ~ VSRR 3 - YEHRHIER 4 - YSARIIER 5 - iRl 6 - WBAe
ISR 7 - WRRHIR 8 RSAEIIE 9) » AT (Cemadotin) EHFEEE (/1@
% LU-103793 1 NSC-D-669356 ) ~ #1f#3% (Epothilone ) (EEAMRIEBIE A -
RYHER B » I C (OMEBEERNME A 3 dEpoA ) ~ IR D

(7RH8FS KOS-862  dEpoB K EERILMFE B) « MK E - BRIKBEF -
R B N-E/bY) - SRR A N-E4bD - 16-F R = B - 21-5%
ERIEE B (JMER BMS-310705) » 21-FREIRIFME D (SIEEEER
SRR F K dEpoF ) ~ 26- &= ) - BLFIHTANT PE (Auristatin PE) (IR
FBES NSC-654663) ~ ZAifl 27T (Soblidotin ) ( FRFEE TZT-1027) ~ LS-4559-P

(¥A¥5PEEE (Pharmacia) > JRFEES 1S-4577) ~ LS-4578 ((EIEFHED » JRFRES
LS-477-P) ~ LS-4477 (3EFEFEER ) ~ LS-4559 (15¥EPERE )  RPR-112378 (&8
Fr (Aventis)) ~ RBEFTRETIELES - DZ-3358 (55— (Daiichi)) * FR-182877 (&
# (Fujisawa) » /M85 WS-9885B) ~ GS-164 (FH (Takeda)) ~ GS-198 (&
H) ~ KAR-2 (BIFF#I2 5% (Hungarian Academy of Sciences)) » BSE-223651

(EHrR (BASF) » JRRBES ILX-651 B LU-223651) ~ SAH-49960 ( iz /ai%E

(Lilly/Novartis ) )~ SDZ-268970( i&3R/z6%E )+ AM-97( Armad/fF12$E2 (Kyowa
Hakko)) ~ AM-132 (Armad) + AM-138 ( Armad/if#03%E%) + IDN-5005 (37{E
(Indena)) ~ HEREEERAL 52 (RFBE LY-355703) « AC-7739 (BkZ &
(Ajinomoto) + MRS AVE-8063A B CS-39.HCL) ~ AC-7700 (k2 % » 1R
5 AVE-8062 ~ AVE-8062A + CS-39-L-Ser.HCI } RPR-258062A ) + Exiitthzsia
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(Vitilevuamide ) ~ #& % E A (Tubulysin A) ~ £F#IEE (Canadensol) ~ &
B EHR (Centaureidin ) (JRFEE NSC-106969 ) ~ T-138067 ( #i:Hi 5 ¢,
(Tularik) » JNEES T-67 ~ TL-138067 K TI-138067) * COBRA-1 (fHTEAERR 17
& (Parker Hughes Institute ) » 77§ DDE-261 K WHI-261) ~ H10 (HEEERT/N
L K2 (Kansas State University)) * H16 (BEREHTINIIAZ) « BEFEE Al
(Oncocidin A1) (FRFEES BTO-956 & DIME) * DDE-313 (MH3EERTHE ) -
FEEEHETE B (Fijianolide B )~ 25 B4R (Laulimalide ) ~ SPA-2 (WHTEEHTHHE ) -
SPA-1(THFEAEHT 77 &  FRF8ES SPIKET-P)- 3-IAABU(AiffI B 22( Cytoskeleton )
/5% 11B&E ke (Mt. Sinai School of Medicine ) » JRFEES MF-569) « 4828
(Narcosine ) (7B NSC-5366) ~ B2 (Nascapine ) ~ D-24851 ( B #rE
BYZE (Asta Medica)) ~ A-105972 (EE85% ) ~ 8K ¥k (Hemiasterlin) ~ 3-BAABU
(KRB Ze85 T LIBRERRE » JRFEE MF-191) » TMPN (ERFISEARMNIL AL
( Arizona State University ) ) ~ Z Ei 2= N B B8 JL# £ % ( Vanadocene
acetylacetonate ) ~ T-138026 ( tﬂ"“%‘%) ETEEFE (Monsatrol ) ~ FHEEFE
(Inanocine ) (7@ES NSC- 698666) 3-IAABE (HHifTBEZ/#HLI B2t ) -
A-204197 (EE8%) ~ T-607 (HAFE5  JRER T-900607) ~ RPR-115781 (%
B )« S#% (Eleutherobin) (BN SR « £ZEINIER - B
A (Isocleutherobin A) K Z-XAEFE) - REFEME (Caribacoside) » -FEBA
( Caribaeolin ) - Bk #g4%3% B(Halichondrin B )~ D-64131 (F 2 R%E ) - D-68144
(BHrEREE) - —&7=1E A (Diazonamide A) ~ A-293620 (EEH%) - NPI-2350
(Nereus) ~ i AT #E#E/E A (Taccalonolide A ) ~ TUB-245 (ZE%F) ~ A-259754
(REEZ) ~ el T (Diozostatin) ~ (-)-FEEFIHT ((-)-FF ahistin) (JR
fEE NSCL-96F037) - D-68838 (EFHEidse ) - D-68836 (FHTEREE) - &
FEEAH B (Myoseverin B) ~ D-43411 (% B Y (Zentaris ) > 7MBE D-81862) »
A-289099 (EEEZ) - A-318315 (EERZ) ~ HTI-286 (JNBES SPA-110 » =& ZER
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B ) (Wyeth )~ D-82317 (ESEEHT) - D-82318 (BIE BT ) ~ SC-12983 (NCI) »
SRIKITETTBEEEEN (Resverastatin phosphate sodium ) ~ BPR-0Y-007 ( RIFR&4E
WelE( National Health Research Institutes ) ) 5z SSR-250411( EE55FE(Sanofi ) )
7) BRI E Y& PTG
FE—ERN R BRI - HAERE A SIS -
MEAZRMSYHER T EMAEREIEEERRR © ZIEHE
I (BIATR 43R (amphoterici ) K SBEFR (nystatin)) ~ MEHTE R (B
ITERRRAL ~ KERIE - FUERME ~ AR - VDRI - HIE R -~ fRIZFEME -
SO - ZRRRIE - BLE R - BRERIL - FRRRE - AARTI R HEREIL ) - PRIREE
%3 (amorolfine ) ~ FAFEZEZ (butenafine ) ~ ZWEZY (naftifine ) ~ FFLLZRZF
(terbinafine ) + FHIHEIE (flucytosine) ~ JEFI#E Z (nikkomycin Z) ~ RIAZF
1§ (caspofungin ) ~ K-£258 (micafungin ) (FK463 )~ [/ f225¥% (anidulafungin )
(LY303366) * KEE@E (griseofulvin) ~ ZRMLEIREZ (ciclopiroxolamine ) ~ £
Z5F8 (tolnaftate ) ~ ¥9P9 (intrathecal ) ~ B ZEAEHK (haloprogrin) K+ —Hg)%
FREE
ARSI SRR T 2 AR B EFEEREREY « gy (f
EERE ) ~ TEEEDY) (BN EF1E (trimethoprim)) ~ B -EERR (BIA0E
M= HARER) - MEETE (Gl - £H®E (kanamycin) «
£ (necomycin ) ~ B ABE (gentamycin)) ~ UERE (FENEE
(chlorotetracycline ) ~ -3 (oxytetracycline) K Z%PEER%E (doxycycline))
REEWNRE (BIANFLE#E (erythromycin) ~ P23 (azithromycin) K Sah7
F ( clarithromycin ) ) ~ #& B B f% ( lincosamide ) ( 1] 40 75 #k 3 @ &
(clindamycin)) ~ $#FE MR (streptogramin ) (BA125%5% T (quinupristin)
KEEE T (dalfopristin)) ~ #EEEE (fluoroquinolone ) (FIAIERF W £
(ciprofloxacin) ~ ZEE&HWE (levofloxacin) KEFE¥WE (moxifloxacin)) ~
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ZRK (BIaNZF5B 3R (polymixin ) )~ FIEZF (rifampin )+ ZVLZE £ (mupirocin ) »
R IZEE (cycloserine ) ~ FZE ZREE ( aminocyclitol ) (B 40 K B # 3&
(spectinomycin)) + ¥ERK (BUATE &R (vancomycin)) - [5ME5RR (BUZ0
FlIZ=AEF (linezolid )) ~ BLHERS - £8I3E (chloramphenicol ) B FEFEEL (fusidic
acid) B FfEE™E (metronidazole) e
A EAR RS YHER T EMIRERIERETRR « L
2 (Emtricitabine ) (FTC ) s 7Kk X %€ (Lamivudine )(3TC ) ; Rz & ( Carbovir ) ;
i &g E (Acyclovir) ; FHEE  ZEH®E (Famciclovir) : HERE
(Penciclovir ) s %K 7€ ( Zidovudine ) (AZT ) s E¥EHIE ( Didanosine ) (ddI) ;
EePafthiE (Zalcitabine) (ddC) ; Efik7E (Stavudine) (d4T) ; #FE1EE DF
( Tenofovir DF) (ZEF|{& (Viread)) ; FIEF# (Abacavir) (ABC) ;
L-(-)-FMAU ; L-DDA BEREER(EE . B-D- &R E  #10 B-D- &R
H-EE (DG) ~ B-D-Z&KIRE-2,6- “IEEK (DAPD) K B-D-Z4&
JKEREE-6-REK (ACP) ¢ FEAZE RT IR » FEUEREAIT (Nevirapine )
(EH 8 (Viramune )) ~ MKC-442 ~ k% & (Efavirenz ) (EEETE L
(Sustiva)) ~ #H7ZWE (Delavirdine) (F#rE+E (Rescriptor)) ; & HEgHIH]
Bl > FOREHE (Amprenavir) ~ FIEHE (Atazanavir) ~ BETEHE
( Fosamprenavir ) ~ B35 (Indinavir) - 458 (Kaletra) ~ ZIEH &
( Nelfinavir ) ~ FIJFEHE (Ritonavir )  YWZEHE (Saquinavir )~ AZT  DMP-450 ;
$HE G » B840 Epzicom (ABC+3TC) - Trizivir (ABC+3TC+AZT) + Truvada
(FTC+EFE): IFN (45428 7] (BioMedicines Inc.)) s BILN-2061 (&
T EERHEE (Boehringer Ingelheim)) ; FEMEEHEE (Summetrel ) ( B ZH{ZE (Endo
Pharmaceuticals ) $E&/AF]) : BEEBE A (Roferon A) (BXR=Z2-#K (F
Hoffman-La Roche)) ; fMF#E (Pegasys) (BRE-FEK) & H FE/FEHI
(Ribaravin) (R Z-FK ) CellCept (BR E-FEIK ) EFEHE (Wellferon)
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(EHZEF 5 (GlaxoSmithKline)) ; FI#i{ERE- a (Albuferon-a ) ( NIEEH
fARI2/AH] (Human Genome Sciences Inc.)) : ZEfEEHM (Levovirin) (ICN $Y
Z£ ) 5 IDN-6556 ( Idun S ZE ) ; IP-501 ( &2 18 #r W 2 ( Indevus
Pharmaceuticals ) ); F] T2 & 48K Actimmune X InterMune 72 5] ) B85 A(Infergen
A)(InterMune /2 5] ) s ISIS 14803 (ISIS BY8E/VF] )+ ITK-003 ( HAEEL (Japan
Tobacco ) @] ) + M PE/FE A (Ceplene ) (EFHEE ( Maxim
Pharmaceuticals ) ) + FEM (EEHEE)  HEE (Civacir) (HPELAERKEEM
Z3HE] (Nabi Biopharmaceuticals Inc.)) ; H%4EE (Intron A) /H3ZE{L ( Zadaxin)

(RegeneRx ) ; ZEfE &M (B 22 F] (Ribapharm Inc. ) ) ; &34 E ( Viramidine )

(HMBEAHF ) IBEME (Heptazyme ) (% HEEE 8L 2 ( Ribozyme
Pharmaceuticals ) ) ; H%£8E (ScEEEHE (Schering-Plough)) ; PEG-Intron (/-8
B ) - FI| RRFRE (Rebetron ) (SR BEARHE ) M EAR (SR BB ) PEG-Intron/
FIEEM (FcBEHE) 0 HEM (4 (SciClone)) 5 $4EL4E (Rebif) (HH
& (Serono) ) IFN- 8/EMZ701 ( Transition Therapeutics ); T67 (#H/EE 5 Inc.);
VX-497 (18R BLEE/\F] (Vertex Pharmaceuticals Inc.)) s VX-950/LY-570310 ( &
ZRBUZE/\F] ) s BIREEE (Omniferon ) (HELEEL/NF] ('Viragen Inc.)) : XTL-002

(XTL A£¥%EZE) 5 SCH 503034 (Su8Efest) A (isatoribine) KE
ATZE ANA971 K. ANA975 ( Anadys) 5 R479 (B K4E# R (Roche
Biosciences )) ; FLE&MLAIE (Valopicitabine ) (Idenix) s NIM811 (E5#) 5 [
SEEERE (Actilon )( BHFI|BYZE( Coley Pharmaceuticals ) ) s 37 124%& & ( Pradefovir )

(Metabasis Therapeutics ) ; Z&HBKE (zanamivir) ; f{7E%EZE (adefovir) ; [
SR E LKA (adefovir dipivoxil) 5 BR{K & (oseltamivir ) ; PAIMERREF

(vidarabine ) ; BEEI&E (gancyclovir) ; FLEEI8ZE (valganciclovir) ; =38
i (amantadine) ; &M Z% (rimantadine) ; B (relenza) 5 fkiEE

(tamiflu ) s =ERR[% 5 K$E5H (entecavir) ; B ETHF] (pleconaril) »
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A ELAZERL EYHRR T E P a4 BB B EA R © PR
% (avermectins) ~ K& B#FE (milbemycins) ~ k& (lufenuron) » Z5ERE
( imidacloprid ) ~ E BB - SRR &% E8 ( pyrethroids ) - & f& 28
('sufanamides ) ~ B{L# %= (iodquinol ) ~ —&JERHHERLEE (diloxanide furoate ) ~
FRfEIR « ELEEMISE (paromycin) ~ PAIZF#EE ~ BNV R (quinacrine )  MKIEg
8FR ( furazolidone ) ~ ZEHEME (tinidazole ) ~ BLAE™ (ornidazole ) ~ 4F#75L
A TLEATE S MEREZEY - &% (chloroquine ) ~ BEEE & & ~ T Bk ]
(diclazuril ) ~ i S IEHL ~ EREMIEE (paromomycin ) ~ FEEEK ( pentamidine ) »
3 K (pyrimethamine ) ~ $RFEMER (spiramycin) » B &R IE - RS -
PRI (albendazole) * Z52E (quinine) ~ Z/EE (quinidine) ~ PUERZE ~ 14
FER-WEE L (sulfadoxine) ~ FFEE (mefloquine ) ~ ZPEERER - L E
5308 (proguanil) ~ TEAREEMIEE ~ BRALA » KRIFRE (melarsoprol ) » ZBKHT
Z (diminazene) ~ FEREFE (nifurtimox ) ~ 4EFAIZERE (spiroarsoranes ) ~ FiARE
M~ RFEEZRZS ~ 1RAMYT ~ BT ARERRSR (sodium stibobgluconate ) ~ N-HH
EANERG ST - MIMERIE B - BIGIGES - FREhERME - BARRVEIE - BEASTR
(dapsone ) * =F ¥ (trimetrexate ) ~ SRAIEE - AL (roxithromycin) °
P+ (X (atovaquone )~ P[5 35 (aprinocid ) ~ A ~ BBELFTHYZS ( mepacrine
hydrochloride ) * 4K T (emetine ) ~ ZREZEAIELNN - ELREMER - 0K -
HEEER (praziquantel ) BRI ZEME o

E—ERRERRE  BEERBR RN REEGIF - EMER
B S E RS EE R AR - LHE A IHEERERREEEEAR
FR - PAIEIVCAK (aspirin) ~ #A¥&%F (ibuprofen) - #8258 (diclofenac) ~ Z8%%
4 (naproxen) * B ZF (benoxaprofen) * FEEIEZF (flurbiprofen) ~ FERAIR
Z¥ (fenoprofen) ~ & A2 (flubufen) ~ BAEERIEZ: (ketoprofen ) ~ I5[WR¥& %5
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( indoprofen ) ~ T # & 25 ( piroprofen ) ~ £ ¥& 2% (carprofen ) ~ [ P95

(oxaprozin) ~ FH%25 (pramoprofen) ~ #FEMEZF (muroprofen) ~ HAMSIRZF

(trioxaprofen ) + &F¥&2% (suprofen) ~ fREEIRZY (f&%E: profen) - MEVEZFEE

(tiaprofenic acid) ~ #¥%4> (fluprofen) ~ FF&EEE (bucloxic acid) * 15|WRSEE

(indomethacin ) * M & (sulindac )~ ¥£3&T (tolmetin ) * ¥ 3£#% (zomepirac ) »
BiB& (tiopinac) ~ ZE% 3¢ (zidometacin) ~ FA[PE3E3F (acemetacin) * 2%
& (fentiazac )~ BER&ENEL ( clidanac )~ BLA] f7H( oxpinac )~ EAZFH#E4 ( mefenamic
acid) ~ &S HEE (meclofenamic acid) ~ HAFHEE (flufenamic acid)  [E&.
B2 (niflumic acid ) ~ FE25FBE& (tolfenamic acid ) ~ g F¥ (diflurisal) ~ &
Ml (flufenisal ) » ﬂkt%%}%% (piroxicam ) ~ #% & (sudoxicam ) ~ FFREF

Cisoxicam ) AKHIBRATA Y » FEITRIILAR « A SRR - = KIBRRISHASE
EEK45HE (salsalate) ~ —&JEMD (difunisal ) ~ 7KIGEE/KIGEE ~ WIEFEHIE

(sulfasalazine ) Kz BRDHHF (olsalazin) ; EHEEEINTEY) » A ZBEIEE
B B JEHPE T (phenacetin) ; BN EZ B » FIFEMBIRETE « STHEE RAREE
FEE& (etodolac ) FEFGE LR » BIEFET - B &S R EEEL (ketorolac) ;
IIEEATER (R ) - AR FESHEE  MEERE (enolic
acid)  EFEERIE (oxicams) (MLFEEER - BEEEMR (tenoxicam)) FMLmk
e —FR (ZFET %R (phenylbutazone ) + EZ:AlfzE (oxyphenthartazone)) : &
YeEAAE - FFEZR T M (nabumetone ) e ELBEZE AT 2 B R HOE &Y -
BTN NSAID & FHEFAHfEMsE 22 R 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 1 Raymond W. Ruddon #&, 28 9 kK, 1996 )% Glen R. Hanson, Analgesic,
Antipyretic and Anti-Inflammatory Drugs in Remington : The Science and Practice of

Pharmacy Vol IT 1196-1221 (A.R. Gennaro #7, & 19 R, 1995) » ELI2%E|H
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HI T HANARLF

LEBPREIERES - EASRE R ITEEE - B PHEEE
BFEETRRER  @EME (loratadine ) ~ FEEEFHF (cetirizine) ~ FERIEHE

(fexofenadine ) ~ B E fih7E (desloratadine ) ~ Z¥§H7BH (diphenhydramine)

25 e H78H ( chlorpheniramine ) £E8%9F (chlorcyclizine ) ItH7BA ( pyrilamine ) ~
A% (promethazine ) ~ FFEHLE (terfenadine ) + ZZEF* (doxepin) * RELWD
BF (carbinoxamine) * 5532 ] (clemastine) ~ HHILFBEA (tripelennamine ) ~ &
B8 (brompheniramine ) ~ ¥8 (F8E zine) ~ FEFLAHF (cyclizine) ~ 25T
Fofk (meclizine ) ~ ZEERIE (cyproheptadine ) ~ ZEfifE (phenindamine ) + FA £k
T (acrivastine ) ~ ZEHTTT (azelastine) ~ Z2-REHNT (levocabastine) K
BAY - BHTUERSE S ERMMMF2 R Goodman & Gilman Z The
Pharmacological Basis of Therapeutics (2001) 651-57, 28 10 kR °

REHIGIECEE KR - KEEER (FEUsRRIMA BN REE

( Solumedrol)) ~ T #HAERHERR (FEANERTEE A K FKS06) ~ EM3EY (B

QRN (azathioprine ) (FRUERE (Imuran))) ~ MEIEEIY) (EEUOFTHER
)~ SeAbBl (FEETT - FERNEBMETT - BB KIRBIEIZ ) - RS
PUEl (GEAIRGEIENS K P ARG ) ~ PR (FEUIMEME (rapamycin) »
BHREE D - MHEEE C - EINEERERFE) - A 16 - FIEMEEK
EH (ALG) K¥i#g (FEa0H1 CD3 (OKT3) ~ #L CD4 (OKT4) ~ 1 CD5 * #ii
CD7-$i IL-2 %88 - 5T a/B TCR~ i ICAM-1 - i CD20 (3EZE % (Rituxan ) ) ~
PUIL-12 RIBZE R ZTEE) -

ANFEARHERTAVARR ~ TR RO E S AEE L IGTERiE L ALY © 1
— B ABESY  HRMEe —NSEABH SR EEE LT
BT REISY) - RS EY - AEWEETE - EE—EERBEHF
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REHZ ARG — NS ERARPL SRR E R E - 5
Bl&Y) - LB EY) ~ k&Y - AT ITEVI SRS - £S5 —ERE
BBl - ABRAZEBYEE — S EABE NS HEE L HZ
LB WRIEY) - SR EY - KEWEETE R RS EH M TR BAR
Bl - £S5 EERET - R EERBHIMEYREELE A%
LB BEISY) - BEAEY)  KEYEETERELE AT A -
TR SRR -

E—EREIBEOIT - AEIH R YR S R s E — B
Bl o NI BEHBRINEI A B — S EIEERS - BLUE
foia e B SERH IR BB 2L R A Ve R B TR S B A R SE TR Y 7 U
Ao - BAENEIERYREEE KO- XV LGRS EEE i #Z
ZHTEE - B WEIEY - RBEAEY  KEWEHETE  REEHE—-NSE
BHNEERIES -

BB AT AL B LAREH B v HILEY) - £—
ERIEEST AR EE —RSEEINERE » B U—NSEES)
JURGH] -

S EEREAT » ARPBF B RAFE—FZ LSRR
ERANEREE BRI B LI AR -

BEGHAYITTRRERES  BINLUAREE B A S RERE < WL
) - E—EEBHEIT  BEARYEE NS ERINARE > #u—
S TEBIMB I B — B S TR I -

ER—EREEAT  ARPARA G R E— W ERE
EARIaRER BRI A B RIEHRE LB S R G R R E Rl
FlCHPLENY BB -

R B  (RAR O B TR E R R A - R E
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BIEFE(EREREY © FERRRG » BIARFARA ~ FXA ~ KT » OfR (BIaIRA)
2 B (FE)  RERREGIRE - T—EREEBEGF - FIR
BROTTIE FRAE YR BCENERIRA ~ KT ~ ILAA - Ok ~ 2R
T NECBEERY) - E—EREEREN T - RIRBOTTERFFE
SEARILILE TR T A - |
A B—BEAEAESN O - REER (FIORE - FT - Kz
B EASGRER ) - FEREE (BIANET ~ #RIRM - REEST - LR EE)
IRA) B EIE T RE - BIZI EFEFEERRR - €8 &F  BE#E
RAEEHMEEBRBE  REE 088 S/ 780K - BB KE
BE (V) MR - B Berl s 2UE  BE B iR B
(IR RIEERIBR AL | ?%%FEE s E A T IREAS RIS T BB WA
B EFERIER (FIIZKMESGEKMERRER - /K EHILREGEEK TR
W) ~ AWK EE  ERFERIG S T BECIIERIA - AR TR R LR
HEFFRGR T RE RS« EEEE (FINGREGESEPER) -
AFZIABIRIRIRER ~ TRARNRIEEGE iR E AR o - B4mE
B RREIRIL BE BB v S B LL LA B EIEFEE < D REI RS D 8.
JEMERST » AR LB BB ER N E S ZIRE - pliiz REN
TE FCBE BERL22(1990)28 18 AR, Mack Publishing, Easton PA °
BAIBSBEH Y R BBV & — B EIRTEE - HE I R 42
B FAMTEFTEGED » B PHREESREZEFEREIEER - K ER
EE R ES N B A B YEEIEF » (RIREIER PRI &
BEARERME @ BEERRNREEEFEEZ AR - BHME @ W
$EB <z D AREIZ AT &8 W AN E & AR FER G R < BT R -
R ERPE < ESMEIRARE R P 2 B EE RS TE - 240
5 —BEERS SR H— BRI ECE RERKRIDE © &
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BB EER D RBEZEERS (Bl N-E R EE Rk

(N-desmethylvenlafaxine ) 5z NN-ZEREELERT) Rl E SR A EENN
R - WL - AFRBRBEEFELE BENRE) UM BEHRY K E
B - BRNA - figeE “HIE BT ECIEE (BEWEE) RE
DIEBE G IITE s R SR - ABHA S MU B AT S eI IE
T R ARG B 5 A BIA0SE BZE S (USP) SP (XXI)/NF (XVD)HZ BRIZE] - —
R s - EAEERY B AR BB BT ENEERD - &
SRIMEFCE R EER - B MIUBEIREEESERS - MASEEE -
MG SRR EE -

AEHE T RE L ETEER S Bk SRy R BA - RE/KE
(e — A EYI MR - BEIME - Wik (BIR059% ) e sERifirh iR
R IREHR R DO E S AR AR B A S e e S S e 5
¥ o Bla122 R, Jens T. Carstensen (1995) Drug Stability : Principles & Practice, 28
2 ki, Marcel Dekker, NY, NY, 379-80 - B85 L - K REMGIRF LA EWZ 53
f# - At - ARV ETTEEBSEEY - REFERARY < 8E -
IRH - B - fEF  CEREE AR EEEIIAS B/ERR -

AT S B R R V) R B B T 5 PR K B B K 9 & A3 B Ak
DEIRREGRG R A - BAERE - HER/SHEYETEReEE 58
Bk R/BORE - B EERED —BEE— RIS R E RS
HY B SERE Y S B BV B S KA

FESUH BB AR S KB R - Wit - &
REEFH BT L Z# MR E KA RY) - UESETHRESES
HURRBCEM T - BE R BEFEBEETIRNEMREEE - B8 - B4y
FlERsS (PN - BEERIESmEE -

REE- S REEE —NSEREEER DO EER LAY
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SERYREI - AR EES R SEELAYEEERER
SEANGUEIMES Y FTE L - pH B E RIS e -

1) CIERmIA

SH 2y 1R 08 7 7 S5 R S A ) T LA B BRI B S5 » B AT{ERER
B R (BIAEBE ) - BEF - BEERE (BIATEECKEEE) - SERAA
BT B RS B VI T R T T A S S B - — A
2 B EBE CEREERIEZE (1990) &5 18 AR, Mack Publishing, Easton PA -

B S PR R R AR A TS R & R I — RS R
R EE ) — TRV B & R AN - B T S U
BRI TRNT - BSOS - WA AR O RS R AR
2 BB AR | K - ZHS - 36 - B - SAVKEI - DHSBIRE AR -
A IR E ORI (BUATE - B - BEREN) ZRVEEIE
FEAERIRAAR B8 - BREMRAESE - TR - BORIE - BRI - BHABIR
AR -

PRI E S BEEEIRE R R B2 CRE AR - 763
R TR BRI E - 555 TR kR AR
il - SIS A T - — AT BRI
BRI PR A SRR - AR E RS s A R EIRS
R T ST R BN B -

WIS - SR TR RSB - EEARSE R T R RIS
SREIRG - EEUSRBIREEY H BB B R A FE S
B SEcR R IETIANG - SBUSERIAT R B E E R E R IR (LS
W R E A R S R -
 AERABEOREE T R B S R ERRAESE - 0%
T« HAE R A - S F RS R BB Y B S B EERIRR ¢
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TR - BenZ B B AN - BARE - RAK S B (GEUIFTH B ) -
TSERIREN - VEEERL - HMhiEiERE - IREKRE - ER - BiEEREN
A9 (PIENZEAEHER - ZERBHER - R ERBMERES - P AR -
ROSHUMEIERR - BRI - TREMLIRE - RINE R ESMESR (F120 2208
Bt ~ 2906 5t ~ 2910 5% ) ~ MEBHERRIESY) -

MEBERCEER ACFETRMKLL AVICEL-PH-101
AVICEL-PH-103 ~ AVICEL RC-581 ~ AVICEL-PH-105 ( 7]#§:H FMC Corporation,
"American Viscose Division, Avicel Sales, Marcus Hook, PA) BREEZ ¥/E Kk HIE
aY) - —TERFEREEISLL AVICEL RC-581 BN & (Tt 22 B ss B LA,
HERIWNZIBEY - BEZEABAR K 5 B B 305 Bl & i
AVICEL-PH-103] ¢ Starch 1500 LM °

& ARA AT~ B R Y R BB B R BN E S EEET
BRI 18~ BRERES (BIANFERIBOOR ) - AR - IR - &%
VEAEET (dextrates) ~ BhfE L - HEEWERE - W - (LEURERE - 0 ~ TEMML
Bk FEEY) - ARAREHRY) R L A BISIEA TS E R B
ISR 5 50 249 99 EE % TEAE -

IR AR R R E RBEN SRR AR §E
Bl - 2582 REE I SER TR AR © TS B0 SRR $e8
FAREN AT R AL TR TR - KL » FEE IR SR8 %R T g
BTSRRI TERR I TR B B BRI 2R T R A 3 B 2 [ B8 T AR
B - FiTF AR < ERIRIRRECYER ML BAS B —IREir & YR -
HRIBSE B S 0.5 B4 15 ER%Z RS BEH 1 BHSE5R
26 FRTER -

AR A SRR S R KB B 2 AR ET IR © 3iE - 1§
VR - MRERSS - TUSRAIAESR - AR ARG - RER 2R - 4
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PIAARER (polacrilin potassium ) ~ FEEEZFRBAOTH - BERBEBARZEND - H
ORI ~ TERMLERID © EADED - 61 - BB - HAisieE - B
REREY) -

B A ZN S BR B B AH g ) S BB b 2 VR BB FE (BN IR B © BEAEER
5 - TEAREASE - Y - REEYE - Bl - UBUREES - HEEREE - RZ
TR B TR - TEAERE - BAEERESK - BA - SfuiEtrd (BlnTesE
T~ R - TR R - B - EKHRORE) - BEAERREE -
R Z B AHEREZEE - Wi R EIREY) - A S - HAEEEIEFE Syloid
W (AEROSIL200 » £ Baltimore, MD & W.R. Grace Co.88E ) - A2
EHERIAE (H Piano, TX Z Degussa Co.#8% ) ~ CAB-O-SIL (FH Boston, MA
Z Cabot CofHE 2 ERE_SMWES) REESY - BiEMH  EEEEE
RLVNAEFTB A BB YERIE /T | ER%HIEREA -

2) ZIERERER

ZBEHH & JE MRS BT R L R o R R AR P R R
MARBEREBER T - BEFIEFBETRNERBEFNZEE 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 HFmiliE » BZEET|
£ LB | R A RAAAR L - SEIEHI B T A DR — BB TR R AR
BRI - B 0 HARNERERER - HRESYWER - &
B ERE - BERK - ZERE - b [FER - BERESEAS
DR B R FIEL B PR T e - — RS BA S S
SRECY)  BIEAS ARG E Ef@%i&%&i%?%ﬂﬁﬁﬁﬁ@zﬁﬁ%Z?ﬁ’l‘iﬁi
5 o ABEAR LR E S DR B, B — AT EIAY - BEMET IR
IR SER - B2 - BEGERERN -

A SRR iR R B B 18 B i R YRR B B E SR I FEY)
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FEm &R E BAE - HEMES © RREE RS SR smn e
YRR Rl B BERAE B DS R PO R B D S VA R B AR -
TR Y B AE YRS - BRI SRR K8 i &
HIEREN: -

A LB R SR RN — B (EMERS)
VENEA TR ZIAERER o R WE AR A B 2 - DUR RS
AL IR TEDNR - SEBNGRRILET S S SR  EYLER
BHE SRR R 55 BRER E BB  EERS 2
PR R SRR - ER(E IR pH 1 - AT - BESR - ke
B EEALEY) -

AR HEEERRAARYESEE L REE L EZ R
O- XV AP LSS A2 o M BEISY - k&Y - SEELEY
S HREATEE— S AR AREE0 S RZERE R
NEFEMHRBROYRE S SN EFESE R IR T - SELER
TR AR S B A5 6,274,171 SiskEiE » H2WAALIE B
HRIAAS -

ABHES T ZLRBFARYEEY 6 EEXEH 40 BER%ZR
O-XVILEYEEBSEE F Ao - BEIEY - k&Y - e
AITEE - 49 50 EE % T 94 HE Y% MRS NF RREEY 025% 58
96T | B9 FEPIEL- LM USP - HrhakaS (RIS a S Z s
BASREFEE S R B R RE -

3) BEAREEEIR

JEBIBEIR TSRS BTN RS R TRE  GEETRRET -
IR (CEFEIRSEIEST ) » DA REIIRA - KIS IR EIR S 18 % 5
BEEERME RARGE » FrL RIS EIRIZE R T B2 it B ER,
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REMORER - FEREIBHIA  BHIEIEENRNIL BN TS < E] - FERI] A
FRERIF T B EE | N B R TR Bt R SR E AL ~ SRS
ER T &R &

R AR Bt AR BAFR R G BB 1 S B PR 5 3 ML TR R T & BT KT
% - BOIEIEETEN - EH K USP s /KRR » SEIETNRMN &R
ERR ~ S RESRE - AlefES R - el @S i LR 16
MRS RSV ¢ KRS MR - BEAMEN RN CEE ~ RZZEBERRW
B2 ROERMEGER] » BEUMBANIRI TR ~ ARFAH ~ Fe420 ~ e -V
BR e - AR R R PES KRR -

SEINA TR RE RS — RSB ERERMC S YN B AR HE
AR IR IE IR -

4) BE - R MASRERER

AR ~ RERRASRIER R AR E N RNIRAER - EER -
RIER - UE - R E - BB m - 2R IR EMRAE LA
FrE BT - BN 7 E I B ZERT22(1980 & 1990)58 16 K 18 kR,
Mack Publishing, Easton PA Jz Introduction to Pharmaceutical Dosage Forms (1985)
%5 4 h, Lea & Febiger, Philadelphia o S 178 i & BHRsAR RRAO IR T3
FCROR O ZEEC B - ) IS RRIBUELRE “REERAL" =k “EEA BhR
HATS AN R B — B ER R R SR BA -

TR B R AR ARG E < AR K~ RER B AR 2 r @ & M A
(BIANERBFIFEER]) REMYERAE R MEREE - HiiBEE
B EHR BRI AR R R AT E - EENEE - ARBMPRIEE
{ERRRRS 17k WE - 288 - 228 - W2 - T-1.3-2F - AEERER
Be - AFHEERRINEE - YR RS LB EEEE] - TR - 28 - 2L
BBSEE - ERfE ABEE FeRE - EREINERICEERER
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BN B8 SR R R BB o« SERR AR < E B R HLIR BT R A A
FO - plan2: R BRE ERBEEERLE2(1980 & 1990)55 16 K 18 ki, Mack Publishing,
Easton PA -

TRAK AR L FFEMRKIMNE - FI7EBE AR S E R AR AT ~ [
e R EANAE Y - BBEIME - W& B HBRE RS
BEEABT - BE LB EERECEERRR © W FENEE - 28
WZER ~ JHER 5 PO ES © feBRnnil - S50 — AR 0 —HE L |
" HREFREL  ROTEE M UERR - FEAR Z AR IERR ; Kollidon AR (1H
#EER (Povidone ) ~ ZRAEHR (Polyvidone)) » FR3E ¢ RBTEARHIKBEMEAR
W IEVERS 5520 Tween 80 (FRILZLERES 80) & Span 60 (EKILZEEERERE
FREE ) -

IR RRENEE SR BRI L. pH {EEEE SERE RO Y S 2 Fr B2 e FA AR
180 pHH » LA R—BK ST R R EGE - SRt - FIEREma RIS s
Wit ~ HEEET IR BRI DI R EGRE - IR R ANEAR R < (A IR
ERSEHRYBEI T - DIE o S — B R M R B B ER T
TERAEER RN - 7ELLATE - ERERREE Ml e & REC) < AR E A - FRESL
RBSETE R &I E SR am S0 E 058 n - AT REERS 2T
[FIEE - K EVIBR B SR E— T RETFTEER Y it -

5) RELFE RAER

FIERTEDG ~ 165 - R B E A LT E S — ST
MREIARZEIE SRR < & R R ERR C BRI E M i
MR HEERTETRIE - TR TR ERE (PIMERSFESE) - 7%
fE ~ RREPRC BREN - RERBURBEZFE - BE - RIEKAE
RRME > FRMEIBNVFRBRE SRR RFYR - THEEEK
BRI AR B B8 K e SR M A& - BEZIEEAR
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B B PR L TE BT R S ROE M R 3R R FE AN SRR P P R R
Physician's Desk Reference (5 57 kg, 2003 ) SRATHERE 2 BIE A EEE -

N F AR ERREEES S T EESRARER /N F 2B
B (Pl | R EA 1 500 % - 8479 100 e E2 8 T
95 BREEATH | EEFATH S0 35 -

—IRTE » AR AW FTRIRZ #EE S HE &R EE AL
FX# 001 2XEH 1000 B HEA » HUGH-RE—RIE G
T BEUZROREBCERGET - E—EAREBELIF - ZEEERL
FOZERBHE TR RHESL  BHEEGEEREHY 5 BuE
#9500 23 BRES Z @ RNNREEK 10 270847 200 B2/ ©
FIEER - IBRELBERERG SRR | ExE0 25 2 HLE
FHEMNZER B 200 22 1000 25 » ERBEBS KEIEF @ i
BEGEREME - EXELFN T I e LT E AR FAEREE LS
EERIEIR - B —REGTE RN 5 RE - 4, BRI
B VR BRI AR S {1 7 8 S FEE T B AR A B T By T ~ BRI A LRI

NEIZIGFE N E A FER N RIZIGTERRE @ 20— R BT & Fr SR
fEE o KR R LATHRS - 56 IR EAR R IR TR E (BN B LAS [H#E
BOR LA B A AL S YAER < A FHERIVE » JRER i B B KA S8R
RIFEFTRE - 141 ERERE T ERE AR EYN - IEME
BIEVEAEE - BHIME - IR FREBCEIRUNREMAEYZ TN
IR BE TR EFBIE LR R e BB E R X — SRR -

FE—ERERBEIT - Bd&PLUTEAL - 165 - EHISURERE T
QB E < SR FERRE B — B TEEAR 2 A2 B A B AR B L S YR
25 150 ET/AT 0 BHER 250 MEL/AT ~ 500 /AT 2 1 B/ S
B/ 10 ZT/AT ~ 25 BF/AT ~ S0BW/AT ~ 75 5/ ~ 100
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I~ 125 BTN~ 150 BRE/ATE 200 Z30/A T EEERE -
R —EERESI - I TFTLTEY - 168 - BRI RE PR EE
ZIBTETRAE B E— B S REEIR Z AR R S A B AR B &S 0.1
ERENER VL ZERESER VLERERER 01 ZEREI0E
K0l EBRESER 0 EZERETER 01 ZERESER 011025
025 BRENER 025 FBISER 025 FERER -025F10ER
025 B8 B 025 BERE T 2R 025 ERESER 0SERE2S B
|ZREZENER I ZERESER 1 ZEREDER 1 EREI0ER
| ZRESER I ERETEBR I ERESERK I ZERE 2SS ERNE
EI&E -

AR H S BRI ARAZIHLE LN ERHRKBFIE
FRRATERS ~ VAR ~ 1 SUERE B A Tl B — B S RN TR
PIBIEREIC BIE - BEM - AP EEGEETREABERELHAR
S ERTERARTER ~ 1658  EH S E R E S — RS REERC BIE
HUBIE - BRTARTER - a5 - 15 SR s A i 2 SRR B — B
SIBME IR BRI HEBE TR & FT FR SR IR AT P 2 AT A 28 20 1S  BiEE
ANFRFL * Hardman 2 A4, 1996, Goodman & Gilman's The Pharmacological Basis
Of Basis Of Therapeutics 55 9 fift, Mc-Graw-Hill, New York ; Physician's Desk
Reference (PDR) 55 57 i, 2003, Medical Economics Co., Inc., Montvale, NJ » &
PAZe3l5 | ey T AR AR A

AFREEREAT  EABEMAEYHES —BEEEAS R TR 2%
AR (BIANTRBGEIERRE]) (RLARIFEA A 5 748 ~ IR 30 2048 - RiRG
L/INEF ~ TIREAT 1 /N ~ REFEAT 1 49 2 /NEF ~ FEIREAG 2 /NBF AT 3 /N
[EIfRAT 3 /INKFEEAT 4 /NERE - REAREAT 4 /NEE RS 5 /NS ~ REREHRT S /N RS 6
/N ~ [RIRRAT 6 /INRFEEHT 7 /)NE ~ ARG 7 /NRF AT 8 /)NBF ~ RIS 8 /)NER
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EH9 9 /1N ~ FERRHT O /NKF AT 10 /)NEF ~ RERRHT 10 /NRFEAT 11 /)N ~ R
P9 11 /NEFZEA 12 /)NEF ~ RARRAT 12 /NP2 18 /)N ~ FEIRR 18 /NG 24 /)N
B~ IR 24 /NKFZE 36 /Ny ~ FEIRR 36 /)NKFZE 48 /)NKF ~ iR 48 /NRFE 52 /)
e ~ IR 52 /NP 2R 60 /)NEF ~ IR 60 /)NRFZE 72 /N ~ IR 72 /NKF = 84 /)
B ~ RS 84 /NP 96 /NEFEREIRRG 96 /NRFE 120 /NRFIZ T - E—EREEE
Bleh - FE R — B SRR A% T B SRR (BIAITRBG BIERR ) -

FEFLERRET  —NSEABRP AR —RSEEMEFE (F
ANFEBGEIEAE]) RIEERMRT - BREEEERTE —FE (PlaiE—
TREGBIEHR]) R — BRI > BRERTE L (BIANE ZFRBIBIERE
Bl) #E—EAR] - BB TR (PINE =FEBGERE]) FE—
BRFfE] > DACLSRHE - HERILRFREE - JREMESR » DU SRS 2R
— BN RR BRI L FER T —E& L BIF R /BB a8, -

AXREERESIS - TEEKRTERNAFICSY BT AR
EHPIR2KR-3ZKR-SKI0KR-ISK-30K-45K-~2M8F 715K~
3EAE6 A - EEMERBEPT - TEER FHERRITRR BaRE H i
HFAMBEL IR 2K 3R SR 1I0KR-15K 30K 45K 218
H 15K 3EA%6MEA -

B E BRREAF - ABAFRA AT - 16K - EHEeERE
ANFEEE ZETERE R E—REEERC i  ZAEEERTEREZE
BED 150 HEU/AT ~ BEED 250 e/ ~ B4 500 /A~ ED
| B/ BV SERIAT - EV 0 BR/AT BV B ERWAT - E
2 50 B/~ B 5 BN - B 100 B3/ ~ £ 125 X/
AT~ B 150 BRIATHRED 200 23/ T ERIEZ —BRSEAE
ey BH—R BEB2H-X -83H-R B4H—-RK 85
H—X-86H—XR -B8TH-XR -83H—RX B10H—K " BFH—
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R~ BEE—RREH—K -

F. HAhABEp]

AR LA FIERZE TR (U0 - T EHTEE 2 (e ke -
PR FRURT A 43 T 2855 EI B ~ PR ELISA S0 ELISA frh
RS EE N RE PR 2 ) « AR M AR
BB AR R SR B — AR S T S

AR B RRE L T 2 E RO A R L SR BRI —
U » PRIELIBRATE T 5 RAOR - TTEAPRHLA o= B B
ST AR B R - T B bR S B e A2
AT S A A B B MR P - AR SRR
AR R RS S TR 2 B AR AR BB P 3%
ML LAY SRR A2 BN - RS
TSR A TR Py -

B8

BRI 1 -

wEY T

— AR

7E 110 % (290 BEE) 4-BPTE-6-(5-Tik-4-(1- F 2 1 H- G| -5.
) 4H1,2,4- S350 3T - 20 3 (1445 BEE) KOO 25 B9
17K DMF o122 SRR 14 2 SRV 048 72 (2.80 BEELE)
3 QRS E A - R TEYES IR T 2 /NG SRR 50 EAKER
R - SRAIGFHERR A NHC| MBS AL pH 7 I98E frri
ZERZ B (15 BF X3) S AT (10 5 ) &
KA NaSOU K - I T BRI - AR
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EEHEYFERKZBEEINE - 15 1.0 (74%) EMLEY T ﬁﬂ){
HEE -

'H NMR (300 MHz, DMSO-D6) & 1091 (s, 1H), 9.71 (s, 1H), 8.57 (d, J =
2.1Hz, 1H), 8.46 (dd, /= 1.8Hz, 5.1Hz, 1H) 7.79 (dd, /= 1.8, 6.3Hz, 1H), 0.60 (d, /
= 8.4Hz, 1H), 7.51-7.49 (m, 2H), 7.34 (dd, J = 4.5, 8.1Hz, 1H), 7.02 (dd, /= 2.1,
8.4Hz, 1H), 6.50 (d, /= 3.0Hz, 1H), 6.43 (s, 1H), 6.31 (s, 1H), 4.41 (s, 2H), 3.84 (s,
3H), 2.90 (sept., /= 6.9Hz, 1H), 0.56 (d, J = 6.9Hz, 6H).

b CosHosNsO:S EHEZ ESMS : 471.17 ; BHWE : 472.2 (M+H)".

rE?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, ] = 8.7Hz, 2H), 7.00 (dd, J
= 2.1Hz, 8.7Hz, 1H), 6.83 (d, J = 8.7Hz, 2H), 6.46 (d, ] = 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., ] = 6.9Hz, 1H), 0.54
(d, ] = 6.9Hz, 6H).

#t CsHsN:OsS 582 ESMS : 500.19 + EfIE - 501.2 (M+H)".

Y &Y 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, /= 2.4Hz, 2H), 7.47-7.37 (m, 1H), 7.10 (t, / = 8.1Hz, 2H), 7.05
(dd, J = 2.4, 8.4Hz, 1H), 6.50 (d, /= 3.0Hz, 1H), 6.43 (s, 1H), 6.32 (s, 1H), 4.33 (s,
2H), 3.84 (s, 3H), 2.79 (sept., /= 25 6.9Hz, 1H), 0.57 (d, /= 6.9Hz, 6H).

5t CoHuFaNaO:S 5 ESMS © 506.16 5 B HI{E : 507.2 (M+H)"

*EY 3:

'H NMR (300 MHz, DMSO-D6) & 10.88 (s, 1H), 9.72 (s, 1H), 7.69-7.57 (m,
5H), 7.49 (d, J = 3.3Hz, 1H), 7.46 (d, J = 2.4Hz, 1H), 7.02 (dd, J = 2.1, 8.4Hz, 1H),
6.47 (d, ] = 3.3Hz, 1H), 6.43 (s, 1H), 631 (s, 1H), 4.47 (s, 2H), 3.84 (s, 3H), 2.79
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(sept, J = 6.9Hz, 1H), 0.57 (d, ] = 6.9Hz, 6H).
5t CaHuFsN(O:S EFE 2 ESMS © 538.17 5 ERHIE © 539.2 (M-+H)".

&) 4.

'H NMR (300 MHz, DMSO-D6) & 10.76 (s, 1H), 9.75 (bs, 1H), 7.62 (s, 1H),
7.61 (d, J= 6.3Hz, 1H), 7.51 (d, /= 3.0Hz, 1H), 7.10 (dd, / = 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, 3HD),
2.80 (sept, /= 7.2Hz, 1H), 0.61 (d, /= 7.2H, 6H).

8t CoELiNeOSS EHEZ ESMS © 504.16 ; BRI : 505.2 (M+H)"

EY 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, ] = 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, ] = 6.9Hz, 1H), 2.58 (s, 3H), 0.57 (d, ] = 6.9Hz, 6H).

#h CsHasNsO:S: 5182 ESMS : 491.14 5 H#HHE : 492.3 (M+H)".

HEY 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, ] = 3.0Hz, 1H), 7.27 (bs, 1H), 7.13 (dd, J = 2.1, 8.7Hz,
1H), 6.53 (d, ] = 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, J = 6.9Hz, 6H).

# CaHalNsOsS B3 ESMS : 437.15 ; HHHE : 438.3 (M+H)",

&Y 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, / = 1.8, 7.5Hz, 1H), 7.61 (d, J = 8.4Hz, 1H), 7.57 (d, /=
1.8Hz, 1H), 7.51-7.48 (m, 2H), 7.29 (ddd, /= 1.2, 4.8, 7.5Hz, 1H), 7.09 (dd, /= 2.1,
8.7Hz, 1H), 6.51 (dd, /= 0.9, 3.0Hz, 1H), 6.44 (s, 1H), 6.32 (s, 1H), 4.52 (s, 2H),
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3.85 (s, 3H), 2.79 (sept., /= 6.9Hz, 1H), 0.57 (d, /= 6.9Hz, 6H).

it CaeHosNsO:S ETEZ ESMS : 471.17 ; BHHE : 472.3 (M+H)".

HwEY 9

'H NMR (300 MHz, DMSO-D6) & 10.87 (s, 1H), 9.71 (s, 1H), 8.50 (d, ] =
6.0Hz, 2H), 7.61 (d, ] = 8.7Hz, 1H), 7.53 (d, ] = 1.8Hz, 1H), 7.50 (d, ] = 3.0Hz, 1H),
7.39 (d, J = 6.0Hz, 2H), 7.05 (dd, ] = 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., ] = 6.9Hz, 1H), 0.57 (d, ]
= 6.9Hz, 6H).

5t CasHasNsO:S ETE 2 ESMS : 471.17 + HHEHI{E : 472.3 M+H)".

&Y 10:

'H NMR (300 MHz, DMSO-D6) & 10.76 (s, 1H), 9.72 (s, 1H), 7.67-7.62 (m,
2H), 7.51 (d, /= 3.0Hz, 1H), 7.13 (dd, /= 2.1, 8.7Hz, 1H), 7.53 (d, /= 3.0Hz, 1H),
6.50 (s, 1H), 6.31 (s, 1H), 4.64 (t, /= 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, /= 6.6Hz, 6H).

5t CuHaN:OsS ETELZ ESMS : 464.15 + BHHE : 465.3 (M+H)".

idr=x.//BUE

'H NMR (300 MHz, DMSO-D6) 6 11.02 (s, 1H), 9.72 (s, 1H), 7.61 (d, / =
9.0Hz, 1H), 7.58 (d, /= 2.1Hz, 1H), 7.50 (d, /= 3.3Hz, 1H), 7.09 (dd, /= 2.1, 9.0Hz,
1H), 6.97 (s, 2H), 6.51 (d, /= 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., /= 6.9Hz, 1H), 0.56 (d, /= 6.9Hz, 6H).

5k ColaNeO:S: 5B ESMS © 492.14 + EREME © 493.2 (M+H)".

raY 12:

'H NMR (300 MHz, DMSO-D6) 6 10.82 (s, 1H), 9.71 (s, 1H), 8.78 (s, 1H),
8.11 (d, /= 7.8Hz, 1H), 7.87 (d, /= 8.1Hz, 1H), 7.79 (d, /= 8.7Hz, 1H), 7.51-7.49
(m, 2H), 7.04 (dd, /= 2.1, 8.7Hz, 1H), 6.48 (d, /= 3.0Hz, 1H), 6.45 (s, 1H), 6.30 (s,
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1H), 4.50 (s, 2H), 3.84 (s, 3H), 2.79 (sept., /= 6.9Hz, 1H), 0.58 (d, /= 6.9Hz, 6H).
5t CoHuFsNsO2S SHEL2 ESMS © 539.16 5 EFHIE : 540.3 (M+H)".
a4

it CoHaNsO2S B2 ESMS © 489.22 5 EHIE © 490.4 (M+H)".

&Y 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, /= 3.6Hz, 1H), 7.74 (d, /= 7.8Hz, 1H), 7.33 (dd, /= 4.5, 7.5Hz,
1H), 7.15 (d, /= 8.1Hz, 2H), 6.82 (s, 1H), 6.81 (d, /= 8.1Hz, 2H), 6.47 (s, 1H), 4.97
(s, 2H), 4.37 (s, 2H), 4.31 (s, 2H), 3.21 (s, 3H), 2.70 (sept., /= 6.9Hz, 1H), 1.01 (d, J
= 6.9Hz, 6H).

5t CuHasNO:S 5HEZ ESMS : 476.19 5 EHIME : 477.3 (M+H)".

Y EY) 15:

'H NMR (300 MHz, DMSO-D6) & 10.80 (s, 1H), 9.77 (s, 1H), 9.57 d, J =
1.5Hz, 1H), 8.46 (dd, /= 1.8, 4.8Hz, 1H), 7.79 (dt, /= 2.1, 8.1Hz, 1H), 7.39-7.32 (m,
2H), 7.14 (s, 1H), 7.08 (dd, /= 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=13.3, 6.9Hz, 6H).

it CoHaNiOsS EHEZ ESMS - 488.19 5 HHHE : 489.3 (M+H)",

Y EaY 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, ] = 7.8Hz, 1H), 7.67 (d, J = 9.3Hz,
1H), 7.56 (d, J = 3.0Hz, 1H), 7.52 (d, ] = 1.8Hz, 1H), 7.34 (dd, J = 4.8, 7.8Hz, 1H),
7.03 (dd, J = 2.1, 8.7Hz, 1H), 6.50 (d, ] = 3.3Hz, 1H), 6.37 (s, 1H), 6.32 (s, 1H), 4.42
(s, 2H), 4.32 (t, J = 6.6Hz, 2H), 2.77 (sept., ] = 6.6Hz, 1H), 2.58 (t, ] = 6.9Hz, 2H),
0.52 (d, J = 6.6Hz, 6H).

241



201412310

7t CsHuN6O2S 582 ESMS : 528.23 5 EHME © 529.5 (M+H)".

i,
8nO 1. (COClY,, cat. DMF, CH (1, B N #ARH
- o m PE 110°C3 16§
THF, 0°C, k4 @3 1/2 /-84

A \
{ (A)
B BnO
\ NH,NH,
o L m =B, 80°C, 30 4048 5 BN NHm C'\j\N/\
®) \ © LA

\
' |
B“O\(ER/Q? H,, PA/C, EtOH Hﬁ\ré\] [C‘\j\a +HQ
Bn rj\'}_\ H N«
® Q | ® Q

R
AR 80 BARRZEFIRTC 24-ZFEH-S-ERNERFRE (5.64
70 150 BB 0 1.00 &) BEEE (2003 1SS EE 105 EE) K
/LB DMF (0.1 Z7) BRE 1 /)NEF - BARIFIE R (COC). TEEzk 34 25
EBRE - ERERYIVARERN 100 2F 8 F R 0 WA 1,3- ZHRE-S-RREGR
(24072 1SOEE ' 1L.00EE) f1I=28 (22857 2S5 EH > 150 2E)
£ 0 °C pREE—/NEF - [EFR/KBEEMRERRE - BSEBIFaERE - FH
FZ BT B8] 24- ZF E5-5- R E-N-(1-F - 1 H-15[0R-5-55)- 5 R %
A) > BIREEEEE (7205 0 143EH » 95%) -
G EERIE (AR %5753 B (Lawesson” s reagent ) (3.46 7% ' 8.8 & H »
0.6 B & )7 80 ZF-HFHIE 110 °C BRI =/ I R EIR Sl E 0 °C
KL FAKEY (150 7 > 30 BEE ) 72 0 °C TRHE 10 2@ REIEY)
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R BEEE] - IEFH) EtOAC//KEEHE » 35 1E EOACIEhEHREC R 6§
| 2,4-ZFFE-5-ERNE-N-(1-FF - 1H-156-5-5)-FR A FEEIZB) > BEE
8% (620 3 » 12.5E » 839) -

£ 80 °C T » A FEEIZ(B) (4.68 720 9.0 BLE - 1.0 &) BEMN
50 ZF+ZIEhe o FERIFUHRIE T RIEAR (127 36 K > 400 B &
AR 80 °C ANEA 30 738 - AR EWIGANE] 0 °C » MR EtOAC//KEEHE - &
BREMAR  SEIFENTREYC) SREAEE (3967 1.64 EE -
85%) °

RN 10 27+ 0 °C CHCL 2 & ZHE (0.056 720 0.5 EE» 1.0 B &
FABKAE (0.068 32 1L.OKEE - 20 B &) BB 10 /74 - RAEHE > W IRER
YIELFEIC) (026 52 > 0.50 EE » 1.0 E&) #£ 10 ZF THF 12 0°C F
BE 30 48 ARIRTREITR N0 30 5588 - BREVAT - B ERYFEEiTHiL
FE] 5-[3-PKME-1-H R E-5-2 4- R EE-5-BNE-RE)-[1,2,4 =M-4-H-1-
FR - 1H-15((D) - Rtz (0123 020 £ » 40%)

5t CsHsNeO: (M + HY'5H5LZ ESMS : 609.4 5 EHEIE * 609.4.

{# iR < PRIVID)EZTE 10 ZF EtOH H.2 Pd (10%) L&Ak 24
/NEF o BRZR PA/IC TSR » 153 5-(3-0KME- 1- B E-5-04- R E-5-BF
E-FH)- (1,24 =W-4-5)-1-FE-1H-BIRE) © SEizaEEE (007735 0.16
®H - 80%)° 'HNMR (300 MHz, DMSO-d6), & (ppm): 11.06 (s, 1H) 5 9.75 (s,
1H) : 7.63(d, /=8.1 Hz, 1H) ; 7.57(d, /= 2.1 Hz, 1H) : 7.52(d, /= 3.0 Hz, 1H) ;
7.28 (s, 1H) ; 7.03 (dd, /=8.1 Hz, 2.1 Hz, 1H) ; 6.94 (d, /= 1.2 Hz, 1H) ; 6.84 (d, J
= 1.2 Hz, 1H) ; 6.51 (d, /=3.0 Hz, 1H) ; 6.37 (s, 1H) 5 6.33 (s, 1H) ; 5.27 (s, 2H)
3.86 (s, 3H) 5 2.78 (hept, /= 6.6 Hz, 1H) ; 0.5 (d, /= 6.6 Hz, 6H).5k CuHasNeO:» (M
+H)" &2 ESMS : 429.3 5 EHIME © 429.3.

a2
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CS,, KOH SOC1
—_— S

IO

1 CSaH 2
*/""w OH ¥ - OH S S OH
2 3
HaN N*;,)L NHz
—_— HO
3 [o]
e HgCly, By Ny
Dl\/ﬂ: 1')0ng OH N-N NH2
MW, 1h
+ %4

FER-1:7£ 1520 3¢ (0.10 XE) 4-EREME ZEHY 50 Z7F 2N NaOH
K& 50 ZF EtOH HiZ @SR NN 6 27 (0.1 £H) Rk (5
588 ) 0 WRFISIRS YRS ERSAE 75 °C MBRMIEIF 3 /N - [/BREY)
BREKRHKT 25 ZFHHI EtOH » RIBIEFMBESWFIIA 50 BFHH7K » I 2N
HCI BR{LIE %] pH 4-5 - IHINRER ZIBCRIE R BEK - (LRI BEZHE) -
SR HGESHE— B VAR 95:5 EtOAc:MeOH IBEWIT » £8 NaxSOu itk K
W BB RS HEY 2 BiFGERE -

HER-2  {E CO. REERILEE 7.0 T (30 BEE ) 2 A 120 EFHE/AK 5 °C
Z EtO R BHPISIRER 10 4 - TEFrSRSYHFZEREIIA 7.29 72 (61
ZEH) SOCL (/i | ) » FEHFIRFEIRAL G - TERINZE » KHE
EBYEZR T 1 /N R IEEEEE - F EvO Vel R E - EE=7.0
% o

SER-3 % | EETRY 3 #E 1.1 &R 4 ZIREYE MeOH 12 70 °C
INEL 30 5388 » RIRIRHE - IETRERYIVARER 9:1 DCM:MeOH = - i f EtOAc
MIRERWEBE - TS EQRIRIER - WS EYE—SHER EnO Bk
B o
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FER-4 £ 030 (0. BEEH) Hilkiz5 - 01457 (137 ZEH) %
BEAZEEGE 6~ 0.15 38 (1.83 Z2XEE) MHIER 8 BEF /K Btz R+
A 03038 (1.09 ZXEE) HeCl » A6LA 160 °C SREINER 1 /)NEF » ZE¥AIE%
ReVIck  BEREEERE @ HIRRIERE - AREESYENT » 52
0.1 WEY - BIKEEER -

'H-NMR (DMSO0-d6, 300MHz):  10.74 (s, 1H), 9.76 (s, 1H), 8.26 (s, 1H),
7.74 (s, 1H), 7.29 (d, /= 8.1Hz, 1H), 7.21 (s, 1H), 7.08 (d, /= 7.8Hz, 1H), 6.48 (s,
1H), 6.32 (s, 1H), 2.93-2.82 (m, SH), 2.10-1.99 (m, 2H), 0.80 (d, /= 6.9Hz, 6H).

#t CaHaNOs 5T ESMS : 378.17 5 EHEME © 379.2 M+H)".

&Y 41 -
° )
) N
B ;u!’;ﬁ’-[n 80 & ~ N
| N 1-2n |
HO 7 - HO
NH | NH
OH S OH N'NH2
1 2 o 3
Cl %O/\
(@]
DIPEA, THF
Sdeg-RT
) )
N 5 N
I ~ N HN I ~ N
y N Z
HO 0 -————. HO 0
N N
\ D/I(N‘k \ \ Moa R=HA& R=Et
N-N N DMEF, 180deg N-N
OH 45min. OH
4

RRRGHERRL 2 (< BR - £ 2.0 78 (536 ZEE ) FiBiiE 1 1A 100 ZF 02
Feh ZIEE S BRAIASAKE (0.7 ZF > 214 BEE ) - BHESYHE 80°C
TR 1N RRISIDERS—E BB (02 ZF) - 7 80 °C T 30
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Sk BREESYIGAIEIER  REREIA 80 ZFHKTF - REKBERAZ
B Z BT R - O AR (NaSO) Rills » 118 2.0 50
Y BREEWIHE - BEWILEIANR TEREF -

ZWERERNREY) 4 < BUE ¢ 7E 2.0 TEEEERRZ 2 (5.39 BRE) iR 25
ZF} 0°C THF F 2 BB P ZEFERNIIR LB ZEE (0.6 ZFH) 1* 2 ZF THF
IR RNBEIN LA ZFA _ERREZEE (8.0 Z2EE) - FRIEEO0 °C
TR 1 /N RIEFERAIIK T LA - /KSR L8 ZERZEE —
K o BEHAIERSE 2 IR7K (NaSO:) Bl - (S REIERn IR S » B
il (39 12 kb)) - RSB 111 Ot - ZBEZEAR%R 12 2kt s -
LB Z BRI A EBRY BB L BRI B - DABEAT LR - BRRIE R 2R
ZEEEE 1096 i 2B 2 FR v s BB ZE AT 2K -

BRAEEL- = 59 41 2B - 7E 100 235 (0.235 EE ) B 4 72 8
EF+ DMF sz B HPiA 0.5 BAERE - RS  RRQShEME
ANENE] 180 °C FRES 45 748 - e aARIEIR % BESWEIA 18 EFK
b A F 15 BAHD LB ZEEREEN =R » S HEVERETS AR =X
7k (Na2SO4) RIEEZEHIBHE - BB (SiOy, 111, Tkt - ZHZ
Be) RREZBEE - 415 54 B3 (50%) e 4l BIKEGER -

EHEB 4 © Hsp90 Z #141

Hsp90 ZEHEZB B Stressgen (Cat#SPP-770) - M EAZEWE © 100 mM
Tris-HCl » pH7.4 > 20 mM KC1 + 6 mM MgClz » FL##% (0.0812% w/v) (M9636)
3R Z.J%E USP (2.32% wiv) (P1097MREH Sigma - ERAFLEMMGE (F
B AHER2: B, Methods Mol Med, 2003, 85:149 ) 4% Hsp90 & HHJ ATP BisiE M -
S » BSPRE/EEW (100 mM Tris-HCl, pH7.4 ~ 20 mM KC1 ~ 6 mM
MgCl) 57 Hsp90 ZE 62 ATP B (&1 ) BEisEEER (B
HHHEAE ) AL EYTEE T 96 ALBRHES -
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RrFLEEREABIINEI S ES - BRE-SYIR 37 °C ¥55 4 /NI - ARRAFHEE
FREMABTETIR (34% wiv SH9EEESN ) INBISAET - 3550 ELISA SEBERENG
8 - 12 620 nm BRI

BB S - #REANH] Hsp90 EMESE Hspo0 & P& 0 REfR

A i e AR

%15 B R A BEE YRR T[> (American Type Culture Collection, VA,
USA) Z AN¥ES Her2 2L BT474 (HTB-20) ~ SK-BR-3 (HTB-30) & MCE-7
7l (HTB-22) f£548 4 mM L-BAMEERIZEY A% (100 IUZEASBER
100 ff5e/ZF 2883 + GibcoBRL ) Z KK RFIEEIEEE (Dulbecco's
modified Eagle ' s medium) H4K - RESEHMAR @ FHRZEED
BREf - B3 REHFTHALL 05 x 10°EM/ZEA M EERE - fTE
BRI EREREE | XET -

PRk EYIBRIR 124 Her2 &

L1

£ DMEM $&EFH 05 M ~2 tMES5 uMZ 17AAG (EMHEER
M) 305 M2 uMES uM AZERVEYEEE BT-474 fMIFRR - 258
B2k FEEFEK CIE B HINARERETR (#9803 - cell Signaling Technology )
10 34 E 1 x 10 ERIEEME S AHEREAR - BATE R EREER
R ARARE AR - IR HEST SDS-PAGE HAE SDS-PAGE ¥ L
HRE - SR A PR R SRR N MR L - ERW TS 0.5%
Tween Z TBS 1 S REAILTEETELIELBHER IR SFHE 1 /)
5 » BEEFEH Hor/ErB2 mAb (% 1gG > #2242 » Cell Signaling) ByTAESE
B (T9026 - Sigma) {ERBEREIRHEEQHEITHE - (48 HRP H#52 (1
F U5 [gGOH+L ) RAE HRP HEEZ B/ INE TeGCH+LOIER R Ab(#7074
#1076 » Cell Signaling) EfEA LumiGLO EA 20x i@%&EALY) (#7003 - Cell
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Signaling ) F&S - ‘

B AR S YRR E IR > Her2 (—7%& Hsp90 ZFEH ) TARATT#
[Ef% - 0.5 M Z 17TAAG (—TEFRERS SRR 240 Hsp90 #IHIE]) 15
Her2 &R

2.2

£ 96 FLAEHEEE MV-4-11 HfE (20,000 EMERE/AFL) HAE 37°C THER:
BN - TNRIRECAFILEYE 17TAAG (ISR ) M E
f£ 37°C THF 72 /K - fiEERAHAMKRETBEME-8 (Dojindo
Laboratories * Cat. # CK04) & -

ARZBAMEYIANS [RE Her2 [Bf# 2 ICo BBIRIIEE TR 24

2 RNFEAMEYIAR Hsp90 #If:Z 1Cx HEE

ICs(nM) BV

<20 28, 32, 36, 49, 50, 83, 99, 137, 139, 141, 153
20 < x < 22,23, 24, 25, 26, 29, 30, 31, 33, 35, 37, 39, 41, 42, 42, 44,
50 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 < 15, 20, 21, 34, 38, 127, 132, 138, 142, 161, 166, 168, 170,
100 174, 176, 186, 188, 193, 194, 196, 197, 198, 199, 201, 203, 205,
207, 209, 224

100 < x < 5,7,40,47, 87, 126, 127, 128, 134, 136, 140, 143, 144, 146,
500 149, 154, 162, 164, 167, 169, 187, 192, 195, 200, 204, 210, 212,
220, 221, 223

500 < x < 9,98, 104,177, 218
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1000

165, 219, 222

> 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,

PRSI & 7 Her2 &5

LA E VIR EE 1% - IEHEMIA 1 x PBS/196FBS Heiff K » #
Z FAPT Her2-FITC(#340553 > BD )7E 4°C F 4, 30 4348 - SR1L G HHIRAE FACS
ARETR UL =K > FERTE 0.5 27 1% =RFEFHEE - 7£ FACSCalibur
A EIEREER o (A RIZIICES (isotype-matched ) ¥R ARAZ FEHF
UL KA E RN - BEERAGSMEE 10,000 EHEH4 - FEEFEA
CellQuest #k#g (BD Biosciences) 3T EH}

D.

LA SV E % - A | x PBS/1%FBS ¥tik—X » #
EIE4CTINEERRFITC £85:7 Annexin V EA{LFIIE( Propidium iodide, PI)

(#9188 BD Biosciences ) Z A& S AR EWR 448 30 4348 - LA FACSCalibur ( BD
Biosciences ) ETHEIZ AT H B & RAGCERAE L 10,000 EEH - 35
{5 CellQuest #k#& (BD Biosciences) SMFER - FHEH R ARAER LB IRAE
ENCLIRETH
FRthE YRR 184 c-Kit Z

{58 F —FE 9 M AT 3% HEL92.1.7 1 Kasumi-1 {158 A< 30 Hsp90 #14&i
BlRTeES < c-kit (& - L 17TAAG(0.5 £ M) BRI (L&Y (&
FL3 x 10°MED #3 18 /1NKF - HCSRAEMIALFE 1200 rpm THEC» (SORVALL RT
6000D) 5 538 - T _LVEW > WEHEMIA | x PBS $Ee—K - EBE L2 1% -
£ 4°C FHL 100 ZF 1 x PBS i AAMIFAAS FITC 482 c-kit 188 (MBL
International - Cat# K0105-4 )5¥¢, 1 7]\ - F§ FACSCalibur Fi Bz0AT A2 Becton
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Dicknson) $tRAFHE K4 -

B cKit (BRI ZEE & Hspo0 EREHZ—) HRHEANRER
FACS Z[&ftRE T - THEIAZH SR DIBIBARHEE T FER kit
[Refz - THEAAZIALEE T ERAE c-kit HERIER @ EEANB IR - EX
AR - NIRRT - A - ZEBBERE (B GIST) KELEH
REAHAE R TERE -

FACS S HrHIF5E SR T F Western blot 237 DARERR

F. EHAAZRRAMEYRE  RMHRT c-Met L [F#

ATk ER A SEEH Hsp90 HIIHIEIEE S c-Met (—TELEBEFE/ )N MAtEE - LA
mZKFERBZ Hsp90 ZFEEE ) BEREZEETT - 78 6 FLARLL 5 x 10° (B4
FL#%ETE NCI-H1993 (ATCC » cat# CRL-5909) - #&#HMEAT 17AAG (100 nM B
400 nM) AR LAY (100 nM B 400 nM) R » HFEREME % 24
/NI RERIMEIEEY) - (ERSFERIEBE M Western blot 7047 » TREAAZE
BRZ AL S VIR ¥ HspOO & I A T m] A R st 22 LR R o o-Met &2 [
i o

HIE6 6 : $tHHNERBBEERE h AR MDA-MB-4358
Z TR E N

NJE [ 3R MDA-MB-435S (ATCC #HTB-129 ; G. Ellison % A, Mol.
Pathol. 55:294-299, 2002 ) {R{EEFHEEIZERYIRIEH (> (Manassus, Virginia,
USA) ¥#18 - MR ER S0%H KU EFREIEEE (HEERE) - 50
96RPMI $53&EE 1640 ~ 1096fA4-IM7E (FBS) ~ 196100 x L-ZAREHERL ~ 196100x
R SEEEE - 196 100xAERBL SR & 196100 x MEM FEAFEIZEBR S e < £
RIEBEEDESR - FBS 28 Sigma-Aldrich Corp. (St. Louis, Missouri, USA ) &
18 AT EMEEHRE Invitrogen Corp. ( Carlsbad, California, USA ) 15 -
B EAEIRA SRR EZ A 4-5 x 10(6)EMMEAE 37°C T IEAEER - dF6d
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BEEH SO BAEREREY 175 A9 "B BRT » BEE3CT
R 5% COMMIRAEPEET - 7 23 RESERERE  EEIEERS 0%
& (confluent) » BHIE 5-7 KA - BEEMIMAER KIS - B I0%ESE
A 10 EA=ERIEERE A EAE K (PBS) Bk REFEEFRIMS E
F IR HE§-EDTA (Invitrogen) IG7E 37°C THEEEAIES BEE RIS
BRRERE - RERELEAE > 00 5 EAAREERE  BEGER
& P D DASEARRERCAL - T B B A RIS 10 2F 4
REFRET - I{FAMKETEEEE MEeE - BEERAH 1-3 x 1006)
EF R E S S0 BAERISREL 17525 BT > A7 37°C TR
SHCOMRIBFEFIEE - BEMES 0X%EESE » EEL HEABREEEE
TR B HIHE A/ NE A M -

6 £ 8 Hign MM Crl:CD-1-nuBR(ER VNE R E Z BT BB 2 ( Charles
River Laboratories ) ( Wilmington, Massachusetts, USA ) %5 - ¥ Bh¥ L 588 4-5
SERBRMEIEREE S (R 12 /N/12 /NESERESERR) » R R 2 iR
HEED | BERUEFERENAZLRENS - HEEARERS 7
FEEL 12 5 FIBIYETTIRSE - B ERMEE A/ NEF » a0 EArdE
AIREACZ AR SR 1L » 1A PBS e B LA 50 x 10(6)ERHM/ZF & B
RRVEI PBS o - B 27 BESTR | cc SEHHER + 14 0.1 SEFHIIRARI W E A
/NEZ BERGREH o B’éﬁﬁﬁ%%{ﬁﬁ’:‘ﬁﬁ% (B&E) BkE (KRE) Bak
ZIRERA NSy —RIFEEN AR AV AR GRS - REAHBEREERARE -
ERHIEEERIAM 150 22X ° IGEHAEABTEE 2-3 8 - ZEhEgs
HEEECEE (W) &E (L) REE (T) B TR EiEmams

(V) 1V =05236 x (Lx Wx T) - #EMIREEED BIGHRAE - MESEZEY
HE RS TR EAR T B AR B E LAY -
B EY < B RARRER LB E KR P SR R EE Y &1t
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EYVARE — FFEERR (DMSO) H2RE8MiE - REESIRIRIENT FEhH i 505
1£-20°C T REF BERAGEE B - JRM0 T 8E 20% Cremophore RH40
(REE 40 LB » BHTR/AH], Ludwigshafen, Germany ) 2 809%D5SW
(5% TR A EEESEERE, North Chicago, Illinois, USA) HZBK :
B 5e1E 50-60°C T NZA 10096 Cremophore RHA0 T ¥R 5 7% » LL 10096 DSW
W 1S BRINBEZREE  ARIMES - EERZEIEREZRT
HEEL 3EA - BREEANERGZEZHFHEY) - DL 20% Cremophore RH40
1:10 7% DMSO REfBET - RNIGZEC RMEFECY 28 10%6DMSO ~ 18%
Cremophore RH40 ~ 3.69675 HERER 68.496 7k BB BRI - LSE 5 Kby
2 GE—FEA  BAFCEETMEE) DEATERE 10 27 AT

YIRRRREA (IP) F5Y » ##f 3 8 -

TR LS YA ER/NE S MDA-MB-435S A 4 R K[
EZLEESATEEE 100 23T Hspd0 #IHIE 17-AAG BB E RHITRRE -

Hif 7 ¢ stH&/NEREREERE T N EEEMRC PR E

B B R AR ( Riken Cell Bank ) ( Tsukuba, Ibaraki, Japan ) #&15 A& @ik
JE/INHRfA 2 AR R RERF-LC-AI (RCB0444 ; S. Kyoizumi £ A, Cancer. Res.
45:3274-3281, 1985) - IEZAEMERIER S0%6H KRR FRHREISRE (REH
BE ) ~ 509%RPMI &8 E 1640 ~ 10%6f54-1M7E (FBS) ~ 196100 x L-ZAR&HERIZ °
196100x B #=- 2835 - 196 100xPNEREREM K 196100 x MEM FELFRIZEFRS
fii < ERISBRETIER - FBS REXBEHAERY KRBT L (Manassas,
Virginia, USA) 1§ » MAEREMEEIRE Invirogen Corp. ( Carlsbad,
California, USA) 45 - I EARIEIR B IS HRIREZ KHT 4-5 x 106)EAHEAEAE
37°C TR - WHBEESH S0 EAEREBEEY 175 250 HEBEE®
B » AR 37°C T 5% COMRRAETHET -

23 REE RIZBREE IS O0X%ES  LLEHEE 57T KA -
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REMEREAREE - F 10 2AEEBMEREEE S ERME/K (PBS) %
1 9096 E S BEHA, » WFEEVRIN 5 A IxBREHES-EDTA (Invitrogen) KR7E
37°C THEBEMESE - EXEESEERERYE - BEREQREAE
NS BFAERERE  BERE SR ABYLER R - B B
BRI ASEERRER 10 2A-4 REBET » W MERGHEEH 2
FREE - BEBHART 1-3 x 100[EMEERE SR S0 EAEREEREY
175 2253 m*BifiHp » W67E 37°C TR 5%6COMEIRAIEE - BEMES] 90
KHESHT » B HEABEEZ TS B S A /N M -

7 E 8 EE MY Cl:CD-1-uBR () /NERE ST ERE

(Wilmington, Massachusetts, USA ) 45 - ¥ BILI4558 4-5 ERBIEEMAINE
Bz rh (EA 12 /NKF/12 /N ERESEER) » T AR EEES 138
WERLIEEERENREENE - HEEARTRR 8 B 12 B2 MeyE)
VIEITRASE - 53 RERF-LC-AI fEBREIME A BV INE » 20 L Al MRAR 32
e BBl - 78 PBS Hytik - &L 50 x 106/ EMI/ZEA 2 BEFRER
S09FERFER RPMI B2 1640 52 509 Matrigel SEHBERE (#354234 ; BD
Biosciences ; Bedford, Massachusetts, USA ) A o 58/ 27 5%#t & 1 cc iE588 -
7 0.1 Z2FIRRIFRER TEASGINEZ HIRE - 35 ARSI B R« B
B (W) RE (L) KEE (T) HATARETEEEERE (V) V=05236
X(LxWxT)-

HHE R AIE U RERF-LC-AI fEREAHMI (RERF-LC-AI™") 73 HELIEHEAR
AR NE AR IR AE R - fu8F RERF-LC-Al [ERE/EIEREA
HE  EEEBMERIAH 250 22X HAEMAKEEAL 38 - 8H Co
2 REH/NEILA R LS - WAEBTRIFLE L 70% Z B8 EA ST TIR
{5 FHEE R T » (o P AR T BT VIR ELAE S0 227+ PBS HigHTR/ )N
B - (5EF 55 ZF+ Wheaton Safe-Grind AH#FFEEZS ( B 5% 62400-358 5 VWR
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International, West Chester, Pennsylvania, USA ) » $EFH7EfEHEE 2 (B7T THHT L
THEA 4-5 RRSHE MBS - HRRIFHRH 70 oM Mtfm iR s
AR - RO UM ROR - FTS R RRIER 0.1 M NHCI HhAEfZ
TSP ALMER » B2 T BB O DU RO - AR RN A R b
FE > WML 1-3 EIERAEEE AR 10 x 106 EM/EEEEEESE 50
EFEREREL 175 A0 "B - 4 37°C TH COmRMATE BRI
2% > FEEHA PBS Mt T RRRIERLMT AN - B R R LA
ERIERE - EBET 0%ESE BRI LEAEREEZIERERRE
StE A/ NE R HERE -

B0 L FTaltiE A RERF-LC-AL™ #EjE » M s e ER R B EE
KERSTIERG . BETREEE] 100200 BK " FF9fE @ ILEEEEARTE 2-3
i - EE S AR B/ NSRRI B THEEREERER—EE
RER [ERE < EEATEE - B EYIRER > BUaER LIE & T 9HE
RS EAS BB a R R SR IRY -

H] {58 A HSPOO IR 17- N EEpREE-17-4 FF SR MEE(17-AAG)
RS HEH (Albany Molecular Research, Albany, New York, USA) » &
EYZ ERERRFERAEE KT BT R EE R E g &L aYE
A FRERHEE (DMSO) AH2REME - REMEIRIREERUE » 7£-20°C THE
HAESAEEEE #eMnRE - M0 T 28 2096Cremophore RH40 (3R&EE: 40
SALERE » ERTR/AF, Ludwigshafen, Germany ) 2 80%6D5W (5% fiehE
7KV © EERS TR, North Chicago, Illinois, USA ) FFIZ VAW - B JEE 50-60°C
T 0% 10096 Cremophore RH40 B Z ¥R K EYE » LA 100%6D5W ik 15 >
RINMBAEERE  REFRSES - EEBZRLAREZR THEES 3
A - BRHRANEHREEZFEY - 2L 2096Cremophore RH40 1:10 ##1%
DMSO AT - FIRNFAEEZ BRAXERECYIEH 109%6DMSO ~ 1896 Cremophore
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RH40 ~ 3.6% ekt ~ 68.4% /K FoEEREY) - IEgHE 5 ReRE GE— -
B GE= - BNEER  BAREETEEE) DBATEE 10 ZAA
EICHEYIEIEA (ip.) E& > 8K 15H -
TEHAF AR LA YNGR R F S/ NEH RERF-LC-AT" A JEHT SR M
L EFRERFE -
EiEf 8 : B/ NEEMEE T S5t
, /NEZUBEMIRER EMT6 (ATCC #CRL-2755) 1R E EBHAIBZRYR
s (ATCC ; Manassas, Virginia, USA ) %5 B el R7ER 5096+ K
WEFREREER (S8ERE) - S0%RPMI REEE 1640 109644 107E
(FBS) ~ 196100 x L-Zki&ERAZ 196 100xE BER-SE@ER - 196 100xPIEREE SR
K. 196100 x MEM FELFRIEERE R C £ REERE TR - FBS {#8 ATCC
EETMAT AR EAMERIE Invitrogen Corp. (Carlsbad, California, USA) 4
15 - BERERBTEEREL KK 4-5 x 10(6)EFMILE 37°C TRE M -
IR E SR S0 BFAEREREZ 175 A0 MBS RS T &1 37°C
TH 5% CONRIRAEFEET - & 23 RESAERSRE - EEIFHRESE 00%
S o WEEAE 5T KA - BEMERERREE - A 10 27 = EPHEREE
ARfEZE B R EE/K (PBS) #tifk 0% ES LM » MFEHRARIN S 27 IXBRER
f§-EDTA (Invitrogen) KAE 37°C THBE MM BE - EZHINE BHRRE
i - REREEEAE @ W0 5 EAERERE  BEERUBRCAS
VILMEMEEA - T EE R AR ARERZN 10 Z2AERERE
oh o {5 A IBRET BRI EHEFEL B - B ARRT 1-3 x 106 B RETE
EGH S0 BAERIBREL 175 09 "B AAE 37°C TH 5%CO. Rl
AT - BELEET] 00%ESE - BRI LEMAEE  BEICRERSRRE
FIEA/NE R AR o
7 £ 8 Alin M Crl:CD-1-uBR () NEREEEHINERE
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( Wilmington, Massachusetts, USA ) #15 - i &8i¥E3E 4-5 ERBEMEIRREE
= (A 12 /NR/12 /NEHERSER ) A RTEEEERD 158 - I
ERUEEEREREETENE - HEEARERS 8 B 10 B MY
EITHIZE - B¢ EMT6 [ERHHRE ARG/ NEF » a0 E Rl MR 2 g
HESIEL - 72 PBS ki - LA 10 x 10(6)EAHA/ZF 2 IR EFHRIEH PBS
oo {27 B8t R 1 co EETER 0.1 EAHIBRIPRE TEAZS T NEZ
{HIRE -

BENFIEEEEEARE - BRI ERCBREER 75-125 22X |
D EEETEEAREE | B - EAERER S/ KER B
MEERREFRER —BERER L [EREYHATER - FERAIRRAE
EEcEE (W) &E (L) REE (T) A TAREGEERERE (V)
V=0.5236 x (L x W x T) - i B¥BER > BOERAE LME R BES 2R ias B
H~100 22k * & FEEREERE -

F57E DRD FERECARIF 2 EY) - WYL REREIR AR R LIRS
KB EE R R EE SRR R 5 (DMSO) HHaREME
0T 844 20%6Cremophore RH40 (FREE 40 SALEMUH » BATRAE],

- Ludwigshafen, Germany) % S%6EIEmEKSR (EEEEER=E, North Chicago,
Illinois, USA ) FRZ¥AWK © B 4eAE 50-60°C T AnZA 1009 Cremophore RH40 [ &
AR » L 1009%DSW FiRE 1:5 » FANBEE B - AEFMES -
EERAZHIAREZR THEES 3 EH - BRHANEEEZ DRD HEC
¥ » LA 2096 Cremophore RH40 1:10 #%7#€ DMSO BEHIEK - FIKEEEZ &id
DRD FREE#I&7 109%DMSO + 18%Cremophore RH40 ~ 3.696 45 1EkE - 68.4%
K BB ERIEY -

BHEM IR < BAE FEOREFIRA (Lv. ) IR T 5 DRD #EA(EE DRD
ERECC ABEALEY 0 “EEBBATRE 10 27 - #3F - EEYIGR
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& 4-24 /NE » TG REREUIRR » VIR 4R BAE 1096 thEARET B B Mk ch E 2 PR -
RS iR R AR - DIWWTES T EMESRT » EABUIRIEEHESE
BUIF - BREESYE 5 «M EEYIF B REAYS (hematoxylin) K 4L
(eosin) ZLe o FHFALREMATLL 10 x 10 HASHBIEMR A TZMEER S - BT

HESEE - RAFE RIS S H EIE OB R S B IS Ak
REBHE 200 KRR P FLUEE

THAABH M EYHRHERS EMT6 R/ (0 SBSEAR AR S A TEAR S
BB HE < B P AT B R B B AR ESE A PN - A0 HA I SR A F 1
FTPARE - BT R B REEIEE M s 8% —5 - UBURE KIS
FERARESEL - |

BB 9 - B NEERRA 2 RIS M

/NEZLBRE AR R EMT6 (ATCC #CRL-2755) 1RHE EREAEEH YT
fF0 (ATCC ; Manassas, Virginia, USA) 18 - #S4HIMIFATER S0%H K
WRFHEEERE (SHERE) - S0%RPMI #EE 1640 ~ 10% 841175

(FBS) ~ 196100 x L-BAREEERL - 196 100xE BIR-REME 196 100xPIRAEESH

5 196100 x MEM FEANEIZERL S - 4 REFBRETH23 - FBS {&H ATCC
S mATAREMEREISE Invitrogen Corp. (Carlsbad, California, USA) &
% - BEREREFRERTEZ KM 4-5 x 10°EMEIETE 37°C T 3RS »
WHEBESH S0 B AERIEREY 175 A0 RS EEE T 3245 37°C
T SHCOMRIBAETEEE « 8 2-3 REMRA B REE SRS 90%E
G ILEETE 57T KA - BEMEAERREE - F 10 EA B
Rk (PBS) ¥EMk 0%6RESENM, - WEEHVSIN S BF BB L
-EDTA (Invitrogen) KAE 37°C THEBHEMIEAEE - EEAIME BEEER
% - RERECIAIE I 5 EFEEERE  BEROERS NEY
PABERTAEACA - B BB AR S 10 BA 4 Elemstd
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S5 P M BRE T 80 ES 1 E MRS E - B EEE AN 13 x 10 BB EE SR
50 BFHAERREREL 175 20 "BEH  W1E 37°C TH S%CO. IBAE %
B - EEET 0XESER - BEEU HMEABRE - EIEKESEMIEA
/NP AR -

7 E 8 EEZ MM Crl:CD-1-nuBR () /NEREEEAT ERE

( Wilmington, Massachusetts, USA ) %5 - B8 4-5 EREEMIRHEE

b (FA 12 /N/12 /NEHBEEERR) » EER AR EERD 1 E > I
BUCHEERENAEENE - HEEAREEHS 8 BH 10 B B
EFTHIZE - Bi% EMT6 BRI AL INE S » a0 AR AT AR 2 R
HE§EML 7Y PBS ik B LA 10 x 10° B ZFA 2 B E R RIER PBS 4 -
{8 27 3t e 1 co 8T 2R 0.1 ZF- MR K TEABBR/NEZ HIE-

BT LETE YR E (Evans Blue dye assay ) * feEFIERI/EIE 8 A 3%
BEIIAI S IERE SBEEE 4090 2% ° (UFEEREtEERER/N)
ILBHEEEARRE 4-6 X - BEEA A RSN - REE - /SR iE
BE2E8Y) > MEEEEFEA—BERERZERCHHER - FEEHl
RAEAREECZEE (W) KE (L) KEE (T) AT EER
BBfE (V) V=05236 x (Lx Wx T) - #EhRER > BOARRE LU RS AH7ERS
SERAIARFII LG ~125 oK “H~55 2ok T2 B ERE R TR LU A B LT B
EHRE

BT ARALEYILUERGEE I HE LS YERER 5% G herEkaE
W& (DSW ; BEEZEERSE, North Chicago, Illinois, USA ) 1 « ARIEEIERE < 1Y)
fRLL DSW #5%2E -

BT R UTELEIRE » 78 0 /N DUE R BGRIE S R B
BYIAGEE B TE+1 /NRFRFER AR ST 100 SAHL 0.9%6NaCl Fiz 196(wiv)
ALETEEGYRl (Sigma #B-2129 5 St. Louis, Missouri, USA ) ¥¥& © 75+ 4 /NI
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IR ISR UER - TREE RFEFHTE 60°C T/ 50 #8 | N KOH H52E 16 /NEFZK
SRR o FRAEANHLRL » ANI0 125 18T 0.6 N BB Bz 325 S4TFHPIAR » ik
ABIZURGE » $354E 3000 RPM T &R L 15 S EBLAMEMMER SRR - 8
ETF Triad 53¢ % EET (Dynex Technologies, Chantilly, Virginia, USA ) 512 620
nM T HIE 200 - EVERZ SEERBIBUE < 5K B R B G Y AR
AR IR BYIRIRIA NERARIE B ODen [ELUMERE & - &S
ODsn {ERLIERE & IEAAL - WS REENARE Z BRI T YRR IR -

AR BRE Y MEBIEER RN R EESiE
HINB s EE - (Graff A, Eur J Cancer 36:1433-1440, 2000 ) « % FLETEE Gy
PR AR R B 1 B P B R B B L RIS T R RS B AR A
TEFTMEINYE A& TEEEEY) - FRIPERE RIS MBEAEER - T RS
BREMESMEET - FARMLEAESES - BRI B EH-guksE
EYMROINIEESEAE B BOANEIRR S B KRB R ST 338 o 2 IR e o]
LURES o« FAENEE R o EREENAENMNESET KR - 78
SRR ALY AT B S R AR R S AR B s BB E S
AR - BRSNS E R B 2 R EREE B MITHEL 3 1R
EE PR B IR E P B 1] — B BRI SR o BRI AT

BB 10 © A% PBMC H &R MAMHER T2 4 & #1%

4 A\JE PBMC {8 Ficoll 400 RIS &R ( diatrizoate sodium) (B
1.077 S5/ZF ) VAT LIS BN LA RosetteSep ( StemCell Technologies ) #iifl, -
1 PBMC EAAZE INF- v (800 U/ZF » Pierce Biotechnology #B-IFNG-50) #%
# > LL0.5 x 107100 #FHALIBTEN &A1 EE (RPMI 1640 ~ 109%FBS ~ 19
Pen/Strep) 2 96 L U WIEESRH » WHAE 37°C THEBIRK - #3511 HC5/E
7+ LPS (BEZHE » Sigma#.2654-1IMG ) B, 0.02596SAC ( 3 B35 EERE Cowan
Bfx (Staphylococcus Aureus Cowan ) » Calbiochem-Novabiochem Corp. #507858 )
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RIBSHIRE » 3 PAZERRAE DMSO BE /N 0.5% 2 A RHRE C HIE L &Y E
16-18 /NEF « WaEHS 180 #F/FLz LBV B A ELISA E#BL Bio-plex
(Bio-Rad) HIELARIE MR FEA &8 - 6 AMEETEERM 8 (Dojindo

Molecular Technologies, Inc.) HIEHIMEEER - FHEAABH ST ERZ
MFER R A EAE -

B 11« KESEASE PBMC PREREBFRZE SR’ HIH

WK ERRENEERE RS SD REZ2MEA » It BI7E0s &
PBMC 2T - & 5 22 MIIEREC HE 1 x PBS 7l - E T EHEH S
ZFt Ficoll BRI L EEHEBRCERBER T » KiMmiE MV oE
ERMERLE T - R MES BRI 1500 x g TEE( 30 08 © &
&% PBMC ZHHEE/NMN B - BRES—SCEREM OET > WL PBS
BEHR — R LABRZ Percoll © £ 109%6A&4-IMIE/DMEM Hg &8 Bl KERA

 $HPBMC -

BRE ¢

R BB A\ PBMC LA DMSO (#ffR#)~ 0~ 15 ~255¢ 100 M (2
DMSO &) BE ARSI 17-DMAG BEHE 16 /NKEF - BRI
SERESRATEVKIS PBS FdE » REBRFEENREAFTERE DT -

FIZENER

1EPE HANUARE (Western lysis buffer) (10 2= E /A HEPES ~ 42 &
EH/F KCl- 5 Z2EE/FA MgCl~ 0.1 ZEE/F EDTA 0.1 25/ EGTA -
1 ZEE/F DTT ~ 19Triton X-100 » BAZKE Pierce, Rockford, IL & 1x#& HHES
HNEIENE & WoF et ) R PBMC - BAMIEY) R 5 B IR E 78 H — M
FRERIRE (Pierce ) E B R IERUL - i FEE L EIHE 1096 NuPAGE Bis-Tris
BB (Invirogen) b > BEBERERR _FIMEE L - 767 TBST .2 5%
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FPLPPHETR - ¥SIIZKE Santa Cruz Biotechnology, Inc. Z BE B MR Z R
—piie BARERENER TEE | /R RENEE TBST HREEIZ vt
FERESII—RITRELITE 4°C THRETERBEEIRK - HEIERERZ
HupgEk - LA SuperSignal West Femto 328 (Pierce) B ° DAZKH Bio-Rad
<Z Quantity One ¥RESHEITRIGENFAMMTLBHIBM GR 25 E -

Tl 12 - ASH PBMC SRERATR T DU B NS AR R s
BRZESE I

1EH NEE IR/ VE AR MV-4-11 ~ Kasumi-1 1 Hela fEJRE4
fAR %53 E Cambrex Bioproducts % 3& BBt AU SE BRI LS - HEAER
L 10%6ka4-yE/DMEM 2% -

WERRKERRAETEE <2 MR - WANEEF G Az B8
PBMC - Air7> e \NJE PBMC RAE 109654 017E/DMEM 5%k
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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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