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(3}3h= 6a) 5-222-2,4-Ts}o| EEA|-N-(4-(Slo]| =5 A 7L 20l A )Wl & ) -N-H ¥l =o}nlo] = (5-Chloro-2,4~
dihydroxy-N-(4-(hydroxycarbamoyl )benzyl )-N-methylbenzamide) ;

(3= 6b) 5-FRZ-N-od-2 4-t3}o] EFA-N-(4-(3le] EFA| 72 Y ) Hl A ) vl =olrto] = (5-Chloro-N-
ethyl-2,4~-dihydroxy-N-(4-(hydroxycarbamoyl )benzyl )benzamide) ;

(3= 60) 5-FR=E-2,4-U3o] EZA-N-(4-(3lo] EFA| 72 2 )Ml ) -N-Z 2 gl = oprto] = (5-Chloro-
2,4~dihydroxy-N-(4-(hydroxycarbamoyl)benzyl )-N-propylbenzamide) ;

(F3E 6d) NMHFE-5-Z22-2 4-T3}o] EFA|-N-(4-(Blo| EFA ZFFE2 R E Y ) wld )l =olufo] = (MFButyl-5-
chloro-2,4-dihydroxy-N-(4-(hydroxycarbamoyl )benzyl )benzamide) ;

(33E 6e) 2,4-Y3Fo]| EEA-N-(4-(Slo] EFA| 72 R Y )il A )-5-0}o] A X 2 A -N-v| &l Zo}ujo] = (2,4~
Dihydroxy-N-(4-(hydroxycarbamoyl )benzyl )-5-isopropyl-N-methylbenzamide);

(sg=  60) N-olE€-2,4-Ts}o| EEA|-N-(4-(lo]| =5 A 720l Y )l & )-5-ofo] A X 2 g = otulo] = (N-
Ethyl-2,4-dihydroxy-N-(4-(hydroxycarbamoyl )benzyl )-5-isopropylbenzamide);

(33E 6g) 2,4-H3lo] EEAI-N-(4-(Slo] EFA| 720 E Y )Ml A )-5-0lo] AT 2 H-N-Z 2 A =oju}o| = (2,4~
Dihydroxy-N-(4-(hydroxycarbamoyl)benzyl )-5-isopropyl-N-propylbenzamide); %

(83t=  6h) MNHE-2,4-Tsto| EEA|-N-(4-(Slo]| =E5A| 720l A )l )-5-ofo] A X 2 g = otulo] = (W
Butyl-2,4-dihydroxy-N-(4-(hydroxycarbamoyl )benzyl )-5-isopropylbenzamide) .
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ATE 1 2 A7 2 T o= 3 o
2 HDAC6 (histone deacetylase 6) FA|

SH-8h+= Hsp90 (heat shock protein 90)
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A7 1 9 A7 2 T ou 3 I 2 FFES FadEeR 73t HAAEA Y (non-small cell
lung cancer; NSCLC) o¥} =& X8R oFst A&

T3 5

A7 a0l oI, A7) AMEAY Aete AMEY Ul (gefitinibresistant)o] 9 AL Ao ahi
oFsh A%,

AT3F 40 dolA, A7) FFELS Hsp90 (heat shock protein 90) 2 HDAC6 (histone deacetylase 6) FA] <

A4S 1 2 A7 2 F o= 3 o uE IAES FaATOR iole HAAEAD HY (non-small cell
lung cancer; NSCLC) o T 7|AE A%

AT 8

A7 1 2 AT 2 F o= 3 o HE JFES FAste dAE X8 Hspd0 (heat shock protein
90) % HDAC6 (histone deacetylase 6)¢] A& A& o AW

AT 9

a) G4t sto]==AJo}dl (hydroxylamine hydrochloride)S A7}z Lol ¢l gl @ Falslz&
hydroxide)S A7tgd3 & 5l §d& s &, -5 Yx] 5 TollA] 10 WA 204 2+ wuksle &

b) 471 a) @AdA AAE FAES Zdyd F, g2 AHRES 7] sshA 52 ¥AH= 3EES THF
(tetrahydrofuran)el ¢l §M3} &3tate] | -5 X 5 CTollA 100 WA 1408 7+ wwkslsE oA 2

o) 7] b) @AY EFES FeA7|a B &, oo wel ANE FU15S Ax 9 ebsFeta GAEE
AL E Edshe AT 19 sibe e ol ofgtA o &8 Thed oo Ay
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O
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HO OH CO,Me

Ri2 @2 (CD) R ofo]z 27| (j-Pr)& o] Fof3l oA Aeisv, Rz (Cl-C4H) LAV =2 o] Fol .

zt
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19] =& A &3},

rr
27
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Hsp90 (heat shock protein 90)& "Z&}o|AdE" Ao}yl sl 714 whildol g&ulE Z49 (folding), ¢F
A 9 )5S - ATP-9F4 4 AFEE (chaperone)o]th. +H-& Hspd0 ZoldEE %y A% <l
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84 (EGFR/ErbB1), 17+ %3 A4 91x} 4284 2 (Her2/ErbB2), %—{P?i g Aol A& (Met), 934 H
=F 7IVA (Alk), 9@9d 71uA] B (Akt/PKB), MXE9] 34 71E AT (c-Raf) F Ao]Zd-of&4 7y
Al 4 (Cdk4)E E38h= TF TR olth, Hsp0 ool o] Als He ﬁoioﬂﬁ Ad gld 2 Ao AT <l
a e Xm mA o] HAT. o Axe A AERG 2 WA 109 9 = Hsp0s 3 sk, o= A4
2T, A 2 9 A9 22 2Ed 2 A gl s FAE] 9kl Hsp9o AbHlE 75l
g oEA S REGSth. Hsp90 =¥ #AE 284 o]"e 2l3f Hspl0 AAE 2dste 845 =gt
2] 1= okatEto] Al FAAIQl Arktnlolal e 1994\ o] Hsp90 JAAEA A HHEAL, AFE 4 HspIo
AA A7 AtE o] oF AmE A A A e I AP Eolztoy, Hsp9o AAAl & o= A% thdst
EAE, b A 2 A Ao BRkEae e 507 Qg oy gadom HouA] eskth. 2015
ol 71 A ® Hsp90 AANAQ] 7 H| =T B (ganetespib)& 34 4 Al@olA 44 old& Y534 &
gk, Ao gk WEg o]f= ofA AL FolAk, JHHI AT HY digh $HA UAdo] sl sheg Al

o2 AUt

HDAC (histone deacetylase)i= 7|2 @il Zo] glo]al 7oA ol E7|E AATI= &4 FFolH, =% A,
A7PAS Aol W AAFEAAY AFo| Faok 4TS sl Q17 HDAC 5 dHES AE *J%*é 2 Ea w A
YZol wheba], a2 1 HDAC (1, 2, 3 2 8), Zdl2 Ila HDAC (4, 5, 7 & 2~ 1Ib HDAC (6 ¥ 10),
BT (1-7)o=2 ¢ 2 <dejx Ze2~ III HDAC (1-7), 2 S~ IV HDAC 115 Z st 47H4 WHle] 24
s BREG. g5 1, 11 2 IV HACE ofl-o%4) HDAC &4Ql whdo], Ze)2 [11 HDACE NAD'-o] &4
HDAC &At}. 2 11b &4< HDAC6S AEF =alxo] glar 2 /o E¢HA &4 v =ddS 7FA L 9}
7] wiol SE3tch. thE HDACS €], HDAC6S H-3|A~E 71E (a-FE™, Hsp90, cortactin, Tau)S ol
gslatn], oo osf ApHE @A mAlAT S 2. gF Y e ~ERE(ACY1215), FHbsERE AL B U
EZAEE AR ¥ ¥sh HDACE AEd AAAE A 94 2 A4 dAA &, AAEEY 23 2ridd 4
3, 9%, OE F5 9 vloly s I e ude AW A8E 98 A HsiA AFE o sk

T, A MM HDAC6Z Hsp90e] JTztgo] FHWaL It} HDACGS Hsp90 BolMEslase]r] wiol
HDAC62] A= Hspl0S ZpoldEs}slal, Hspl0S wHIEA3F AlZlth. o]efelk=, HDAC6= Hsp90 71F Z
slibolth. whaEba], Hsp90e]l oJAlE FH|FAEB-Z2HolE HARE 23 HDACES] E3|ES oF713kt}l. Hsp90#t HDACE
o] A5 AZAAS 1 W, AvA A5 aIE B sr] A Alﬁi Hsp90#+ HDAC6S] o] &} A7} AF= A
o oS T2, A B3> HDACYF Hsp9o AAALl F14 UAdS vilgdths AS Yehlla gon, o=
Hsp907 HDACS] olZ A7} k& YAdS 55T % oS A, old digt A57F A% 8= I
2 7o)t

i

& 0001) 1. digkel= F7/N53 10-2017-0090810%..

2ol g
s dsle= I
2 owge] 2L A SEE EE oo FHoR HE A § R o9 AZPWE AFHE Aol 9

gAEo s g#3= Hsp90 (heat shock protein 90) %

[e)
ar -
HDAC6 (histone deacetylase 6) &A] JA& AlefF 2AHES A Fse dol 9l

oo B gE HAHL QY] A9t gfES fFEdReR Fhete vaAEsd w9k (non-small cell lung
cancer; NSCLC) o®} & X5& ofst 2AES AlFste deo Ao

Bodbgol g2 BAHe ) At 3gES fFadReR dhske vaAEA #H9t (non-small cell lung
cancer; NSCLC) oW =& NAE& 14764 F 28 ES AlFsts ol 9

2 ool & OgE2 542 A7) A gES Foste dAlE 288 Hsp90 (heat shock protein 90) 2
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HDAC6 (histone deacetylase 6)9] AZ 2§ AAHHS AFsts deol rt.
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A7) gea 6ol A, R G4 (Cl) B olo]AX2EY] (j-Pr)R o] Fozl TolA A8Hy, R (C1-C4H) &2

wak, B oayoe Ay 3gES FaAdBEoR st Hsp90 (heat shock protein 90) 2 HDAC6 (histone
A

gk, 2 e AU SEES fFadEeR gidhe vlAAIEA Y (non-small cell lung cancer; NSCLC)

w3, B oo Aby] FetES fEAECR il B AAZEA #H (non-small cell lung cancer; NSCLC)
5\_:_1_:_

deacetylase s

T3, 2 UHe a) At dte]=F Aol (hydroxylamine hydrochloride)< A7F&s&ol 531 &9 9 4hs}
28 (potassium hydroxide)S A7}g: Lo 50 LNS &3H3t & -5 X 5 ColA 10 WA 208 7+ wyra}
= A b)) A7 a) SN AR AHES dEd &, §2 AFRES 5] 3 bR ZAEE EES
THF (tetrahydrofuran)ell <91 &oa} E3tste], -5 W#] 5 CTellA] 100 WA 1408 7F wwkeh= @Al 2 o)
47 b) WA EFES FRA7L FHG F, ol wet AHE 7152 A% L PPEHSn A @

) K3 = =
A TR A7 TR BE olel Ao s§ s Aol AzPUE ATH,

@]

N

RZ
HO OH CO,Me

A7) S8 5lA, RS Q4 (C1) R ofolawz@y) (PR ool wolx AuEv, R (C1-4)27
7 elold it

ygo] g

w0 Hsp90 B HDACE SA] Al &5 zh= 2t 8 9 o]9] &ko] #d o=, HDACE 2JAIE &3
a-FEY 2 Hsp90? & HDAC6 714 wwido] opydsts Fxls)

Akt 3! HDAC6¥} #-& Hsp90 ZetoldES] E3lE frieste], H|
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S8 e, WAAEA gl e olg B ANS AT A R ABISAE 2YEE B Abee,

T 2% 7] &§E 7 9 109 §4 BAEE YeERit

T 32 Hsp90 B HDAC] theh 3}3tE 6eo] &F-o&4 oA a3s Yebitt,

% 4% Hsp90 2 HDAC &4l tldt 3% 6e, 5e 2 109 WAl oA A4S Ve

%= 5% Hsp902] olAdsle] thet 31EE 6e9] &F (A) 2 Hsp90 K2942] olxdsle] that 3= 6e, 5e L 10
o] &7 (B)E UtERJILt.

L 62 3HE 6e7l H1975 Ao A ofFEA 2 Fiedhs 218 LhebdT.

T 7 a-FEY obAYs AHe HF dAnA olwAE epdnt.

= 82 Hsp90 a (PBD :=: 2XJX) HeHAoIA 313t 6ed] oS¢ AF RS vehith,

&= 9% HDAC6 (PBD 3Z:=: 5EF7) HekAollA st 6ef] ol5¥ A% Zds vehild.

wigs HAJsp7] e AT UE
o5, B wHe nvk A Ay,
4 AR tid ARE 919 HDACG Hsp90o] A tgo] FEw
[ez]
l

o} —t—ﬂ}, Hsp90-HDAC6 73 289 F
o} 34, 28] Hsp90 SAIAIS] Ul e wizol A HDAC6<] H
<

98
SHE A4e nigez & Uy

o oX

£ 30
:oé

Q
R

M
R N
2

HO OH \OH

Q
A7) 3}ska] 6o, RS A4 (C1) ¥ ofoliaxzHY]| (j-Pr)E o]Fojzl oA Aelxn R (C1-(4H)EZ

A7) e 5] ssbE 6a WA 6hY FUTE.

(B 6a) 5-FRERE-2,4-T 8 o] EHAN-(4-(Sto] =5 A 7F2 R )l ) -N-v &l = o}mte] = (5-Chloro-2, 4~
dihydroxy-N-(4-(hydroxycarbamoyl)benzyl)-N-methylbenzamide) ;

(3} 6b) 5-FRE-N-o€-2,4-T]3to] EHAN-(4-(3to| =5 A 7h2ut Rl )l )l =obrto] = (5-Chloro-N-
ethyl-2,4~dihydroxy-N-(4-(hydroxycarbamoyl)benzyl)benzamide) ;

(3= 60) 5-FRE-2,4-U3o] EEA-N-(4-(Slo| =FA| 72 ut 2 d )Ml d)-N-Z 2 Al =o}rfo] = (5-Chloro-
2,4-dihydroxy-N-(4-(hydroxycarbamoyl )benzyl)-N-propylbenzamide);

(3E  6d) NFE-H-SER-2,4-To]| EHA-N-(4-(to| =5 A7k =ut )il g )yl = obeol = (WButyl-5-
chloro-2,4-dihydroxy-N-(4-(hydroxycarbamoyl)benzyl)benzamide) ;

(332 6e) 2,4-U]3F0] EEA]-N-(4-(FFo] =2 72 u} 2 )il A )-5-0} o] A Z 2 I -N-v| Wl Zojufo]| = (2,4~

_7_



[0038]

[0039]

[0040]

[0042]

[0044]

[0045]
[0046]

[0047]

[0048]

[0049]

[0050]

[0052]

[0053]

[0054]

SIHS31 10-2023-0105807

Dihydroxy-N-(4-(hydroxycarbamoyl )benzyl )-5-1isopropyl-N-methylbenzamide)

(8= 60) N-ol"€-2,4-Ts}o| EEA|-N-(4-(lo]| =5 A 720l Y )l )-5-ofo] A 2 g = otulo] = (N-
Ethyl-2,4-dihydroxy-N-(4-(hydroxycarbamoyl )benzyl )-5-isopropylbenzamide);

(33E 6g) 2,4-H3lo] EEA-N-(4-(Slo] EFA| 2RI E Y )Ml A )-5-c}o] AT 2 H-N-Z 2 A =oju}o| = (2,4~
Dihydroxy-N-(4-(hydroxycarbamoyl)benzyl )-5-isopropyl-N-propylbenzamide); %

(3h3t=  6h) MNHE-2,4-Tsto| EEA|-N-(4-(Slo| =E5A| 720l A )l )-5-ofo] A X 2 g = otulo] = (W
Butyl-2,4-dihydroxy-N-(4-(hydroxycarbamoyl )benzyl )-5-isopropylbenzamide) .

wa, 2 oayoe Ay 3SES FaAdBEoR FFstE Hsp90 (heat shock protein 90) 2 HDAC6 (histone
deacetylase 6) A A& A ZAES A3},
w3k, v o Aby) EetES FREAE SR dFole B AAZA #H (non-small cell lung cancer; NSCLC)

A7) 3}eE-L Hsp90 (heat shock protein 90) @ HDAC6 (histone deacetylase 6) FA] A& 4= ).

woage] v AN, oFst 2YEe ofst 2YRO Azel BHHoE Agt AW WA, FHA,
A, AEIA, AERA, BRA, KBA, FEA, GO, FAA, EF, ATA, ANA, BAA, AR
A, AFA R FBAR o Fol7 TAA AEsE i} oldel AT 4 EFE & Utk

o}
= 2l
=, A&, ofFtAlo} 1, AU E, AEel, ZH EaFolE, i HAYAOE, MERE,
2z, NA3d AR~ ZEHd JEYE, &, WE|EFARo|E, ZRIASEFARO|E, &3, 1
Ulg ZHotHolE 2 FERE AMES 4 o, AFFoE g 1A
NaA Fo] EFEM, 3 A=

HUYlo|E, AR~ EE &
]

el E
=

o
=
o
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[
1o
e
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=N o
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>,
N
N
off
e}

)

e e
hu)

r

;1 X
=

ol

o,

fo

N

U oo

=

uy
i)

2l
= ol
Otl)ﬂ _1),
X0
RuAyu)
W
2
o
N
2
fr
ez

Qe (witepsol), vFAEF, EA(tween) 61, 7H7t2A], @99

i
i
oL
B lo
o,
N
>,
2
o
&
ra
o
N
:
BN
oX,
i o
fo
o,
=)
s
o
o, TH
s o
T =
o
k5
2 =
Jiz
o
=
ol
=~ mH
=
oy,
h=)
=
B\
=

F glor} FedAel s 4us Hew
A

mg/kg WA 200 mg/kg, Bt} vl

=)
i
M Ho
oX,
Sh
1o
St
o
oft
lo
=4
oz
i—";
1o
oz
fuj
SE,
N
of
i
ot
1o
ofN
=il
~ ME
ol
i
2 o
o i
oot
fuj
Sl
2
onl
fr
SE,

= .01 mg/kg WA 200
mg/kg WA 100 mg/kg & 4 ATk, F
A=)

=
mg/kg, AFEASHAIE 0.1 A 3| =
oE 3HFo] W T £ gl FIE o] FAT £ glow, oo o) E wwo]l Wt A=
2L ofytt
= W2 7 shes FRAReR ke WAaAEA FY (non-small cell lung cancer; NSCLC)
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AHoR mr 2sel AT + At BW, ABSHE 2YBES K7, 244, %, 230, AUF, ~
WR, SAE, A, S, AR, ol 2AYR, 2%, SRE, A, J5S, =334, Fu D v B
A % o= shtel FHe 4 9.

%, ) AEAES AFRAES IR 2T £ dom, HERAEEAY 4F iR ve 74
of gl @ AFOlRERAY ¥ AFWRFA FH L AW APY S we AP EZo] B iF
7w 71z lsko] W et

A7) TAERAEFA 2AE ERoR A Sol, AEF, 2, FANREF, Un, A9 5o 5
4 FAE, ANk, GRFEE, APABEes, TYNL, Fobd 59 AARNE, L-FTHVMIEF A
A, AR Ak ABeA, BERAA, BEAL A S £F AAF 5& E F 9o

o), ARIEAES AR BN AFel Abele FEYLS Dol ueh 1 FFS AP ALE 5
ovl, mgAsAE 4% 100 230l 1SS U4 00 TRV LIS Arkd 5 Aok

wal, B iyl 5) ik dto]=E Aol (hydroxylamine hydrochloride)S A7}zl xol gol W J=Aks}
Z+HE (potassium hydroxide) 2 A7lY¢F o] %9 gNS iﬂf“} %, -5 WA 5 CTellA 10 WA 20 7+ wdkst
= w9 b)) A7 a) dAA AR HHAES A §, 2 dfES 5] e 52 FAEHE SEES
THF (tetrahydrofuran)ol] ¢ g3} Z3st3le] | -5 WA 5 °C°ﬂ/‘1 100 WA 140% 3+ wwtste= Al 2 o)
A7 b) @Al EFES SN 83 ) oo wet AdE FUISS 1 2 AgESeta gAste o
A5 Ef‘u St A7) SE e oo st or R 7led do AXWHE AT,
[3}3}24] 5]
o]
R4
|
R,
HO OH CO,Me

A7) B8 5lA, RS Q4 (C1) R ofolawz@y) (PR ool wolx AuEv, R (C1-4)27
7 elold it

g PAEA @ 7, BE e 8-E el 87 dlelA of2 9171 stell sdHAT. FAE Be
of B &= F7HARD A glol ARSEIAT. Merck AE]7H 60 FosyZ el ol ES AREsle] U5 ARvtE e

3 (TLO)E F38d. TLC ZHoEx WV F 89= G Z3& A3t AZteHSlY. A9 A=2vE
aevl= A7k (Merck Silica Gel 40 WA 63 mm) oA F¢F ol st A7k A5 (Biotage SNAP
HP-Sil) T+ C18 A9 (Biotage SNAP Ultra C18) Aol 4] MPLC (Biotage Isolera One 7]7])= <33} ch. NMR

B AS (Jeol) FHoll o3 A= IN-ECZ500R (500MHz)S o] &3te] Falatgict. 'H 2 °C MR 8}sh= W
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T2 MES (ppm) 2 7IFEY. AE &Y T4 e ASE VIeeEA Ao, AE" A (D
ez (Hz)= FAIET. £ A8 ofol= a3 2uh: s, 9L d, ol t, 45%: q, 455 dd, ©
/‘\j =1

;o om, D}%. AlEdE RE 3eEo = VP-0DS C18 ZA# (4.6mm x 250mm, 5um, Shimadzu)

"oz 3 HPLC 224 93l 95 % o]/l Aoz LA}, MS
28 Agilent 1290 Infinity LC (Agilent Technologies, Santa Clara, CA, USA)®} 7 Agilent 6530
Accurate-Mass Q-TOF LC/MS A]=¥l& Abg3le] 3= QiT).

(28 2] 3}HE 6a WA 6h A

S Ga WA 6he) @A 2% ok S Ja WA 308 Azslel ARG (2 1. A 13 ok o]
Y 4-zEuizdels (HHE 2)9) FU4 obst: 81 WA 01 % 89 SFE 3a A 30F AT, o
T 32 A 342 A8l 2B HLE da E 4bsh 27 of®l HFE Sa WA 349 EC-oAAE ovl=
AZY g QB AaAste] HAE 50 WA 5hE 34 A 72 FEE ATAY. mAveR, FAHLE
of £Al ol sol=Syolvlon WY o sHZ HFE 5a A shE F& Aeiste] HYE 6a WA 6hE 12

YA 49% &= 3oz AFsAt. olst, A8 A&,
(1) 3}3tE 3a WA 3d9] S 9lsk dnkxQl dxp
Zloldl (Alkylamine; 9.14 mmol)E W& (50 mL) 5
6.09 mmol)2] &Moo H7}sldrt. A2oA 30& Fot wyksk
(sodium borohydride; 0.23 g, 6.09 mmol)S 4]
o}, ¥S EFE & (70 mL)2 H7FsE & oo
(CHCly;100mL) 2.2 2Z3)9T. 57128 74
TE3AT.

(3}3tE 3a) HE 4-((HEotrwe)ED) M Zoo]E (Methyl 4-((methylamino)methyl)benzoate)

A7) Ao 81 99 FE5ER WARE AU,

i NVR (400 MHz, CDCly) &
7.85(d,J=8.2llz,2H),7.24(d, J=8.2Hz,2H) ,3.75(s,31) ,3.64(s, 2H),2.29(s, 31),1.56(s, 1H) . CNMR(101MHz,CDCL)
§166.7,145.4,129.5,128.6,127.8,55.4,51.7,35.8.EST MS (m/z) 180.09 [M+H]'.

(313H= 3b) ME 4-((e"otr ) HED M Zoo]E (Methyl 4-((ethylamino)methyl)benzoate)

7] AZHPEOR 00 49 FEER FA5E Aot

H NMR (400 MHz, CDCl3) &

7.93(d,J=8.1Hz,2H),7.33(d,J=8.1Hz,2H),3.83(s,3H),3.77(s,2H) ,2.61(q,J=7. 1Hz,2H) ,1.45(s, 1H),1.07(t,J=7.1
Hz,SH).13CNMR(101MHZ,CDC13)6166.9,145.9,129.6,128.7,127.9,53.5,51.9,43.6,15.2.ESI NS (m/z) 194.11
D]

(33t 30) HE 4-((Z2golu ) weE )W Fq o] E (Methyl 4-((propvlamino)methvl)benzoate)

A7) Az oz 91 99 FEFZ MASE AT},

1

i NMR (400 Milz, CDCly) &
8.00(d,J=8.3Hz,2H),7.40(d,J=8.3Hz,2H),3.91(s,3H) ,3.85(s, 2H) ,2.60(t ,J=7.2Hz, 2H) ,1.54(q, J=7.3Hz,3H),0.93
(t,J=7.3Hz,3H). CNMR(101MHz,CDCls) 6 167.0,146.0,129.7,128.7,127.9,53.6,52.0,51.4,23.2,11.7..ESI NS

(m/z) 208.13 [M+H]

(3HgHE 3d) WE 4-((FEotr ) HED M Zoo]E (Methyl 4-((butylamino)methyl)benzoate)

_10_
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b NMR (400 Miz, CDCLy) 6
8.01(d,J=8.2Hz,2H) ,7.41(d,J=8.2Hz ,2H).3.92(s.3H) ,3.86(s,2H).2.64(t.J=7.1Hz.2H) .1.76(s, 1H),1.55-
1.48(m,2H),1.41-1.33(m,2H) ,0.92(t,J=7 .30z, 31) . "ONVR(101MHz, .CDC15) 6 167.0. 145.8, 129.7, 128.7,

+

127.9, 77.5, 77.2, 76.8, 32.1, 20.4, 13.9. ESI MS (m/z) 222.14 [M+H]

(2) 3}3HE 5a WA 5he] S 9k dubx ol M4}

EDC (0.406 g, 2.12 mmol), HOBt (Hydroxybenzotriazole; 0.143 g, 1.06 mmol) 2 DIPEA (N,N-
Diisopropylethylamine; 0.137 g, 1.06 mmol)7} A+ ZJefolAd 7H5AA4F (1.06 mmol) 2 2} o}wl (1.59
mmol)¢] E3ES DMF (dimethylformamide; 5 mL)ol|A] nwFEIATE, ZIEL ol EAL of& (80 mL)ol &3l
At F71%5S IN G4 584 (80 mL) o2 MAE3te] F4 SAUEF (NaS0p ol AxAZ &, Zad ggHo
2 53, MPLC (Medium pressure liquid chromatography; Biotage SNAP HP-Sil column)® A A|3}o] 3}t
S 53T

(= ba) WY 4-((5-F22-2 4-tsto| = EA-N-HgHl =oln ) e )Ml o] E (Methyl 4-((5-chloro-
2.,4-dihydroxy-N-methylbenzamido)methyl)benzoate)

7] Az o2 MPLC (34 50 Bl 93l 56 %2 582 WA u3E AU,

1

H NMR (400 Mz, CDC13) &

8.07(d,J=8.3Hz,2H) ,7.38(d,J=8.1Hz,2H),7.29(s, 1H) ,6.66(s, 1H) ,4.78(s,2H) ,3.95(s,3H),3.11(s,3H). C  NWR
(101 MHz, CDCls) 6171.4, 166.8, 160.3. 155.1, 141.4, 130.3, 129.7. 128.5. 127.5. 110.5, 110.2, 105.2,
53.2, 52.3, 37.2. ESI MS (m/2) 350.07 [MH] .
(33HE 5b) vE 4-((5-F=22-N-ol&-2 4-t]slo]EF Al =oln =) v E)Ml =[] E (Methyl 4-((5-chloro-N-
ethyl-2,4-dihydroxybenzamido)methyl)benzoate)

A7) AzEPE o Z MPLC (34F 50 %)l ol&) 68 %9 552 WA 1A

i
ne

At

' NIR (400 MHz, CDCl3) &6 8.08 (d, J = 8.3 Hz, 2H), 7.38 (d, J = 8.3 Hz, 2H), 7.25 (s, 1H), 6.68 (s,
1), 4.79 (s, 2H), 3.95 (s, 3H), 3.52 (q, J = 7.1 Hz, 2H), 1.78 (s, 1H), 1.30 (t, J = 7.1 Hz, 3H).
13CNMR(IOIMHZ,CDClg)S 171.4, 166.8, 160.4, 154.9, 141.8, 130.3, 129.7, 127.7, 127.1, 110.8, 110.1,

+

105.3, 52.2, 50.4, 43.3, 12.9. ESI MS (m/z) 364.09 [M+H]

BI3HE 50) WY 4-((5-F2&-2 4-U3lo|EFA-N-Z 2 A =oju] =) e )flZ o] E (Methyl 4-((5-chloro-
2.4-dihydroxy-N-propylbenzamido)methyl)benzoate)

7] Az o2 MPLC (34 50 9ol 93l 55 %2 FS5E=2 WA u3E AU,

H ONMR (400 MHz, CDCls) 6 8.08 (d, J = 8.3 Hz, 2H), 7.37 (d, J = 8.1 Hz, 2H), 7.24 (s, 1H), 6.67 (s,
1), 4.80 (s, 2H), 3.95 (s, 3H), 3.40 (t, ] = 7.7 Hz, 2H), 1.76-2.15 (1H), 1.72 (q, J = 7.6 Hz, 3H),
0.91 (t, J = 7.5 Hz, 3H). C NMR (101 MHz, CDCly) § 206.7, 171.5, 166.8, 160.2, 154.9, 141.8, 130.3,

+

129.7, 127.8, 127.1, 111.0, 110.1, 105.3, 52.3, 50.8, 50.1, 21.0, 11.1. ESI MS (m/z) 378.10 [M+H]

(Shet= 5d) _H® _4-((N-FE-5-F 2 2-2 4-T]sto|=ZA Ml =olr] i) WEl ) wl ol o] E  (Methyl 4-((N-butyl-5-

chloro-2.4-dihydroxybenzamido)methyl)benzoate)

A7) AzEPE o Z MPLC (34F 50 %)l olal 46 %9 552 WA 1A

i

At
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'H NMR (400 MHz, CDCl;)§ 10.13 (s, 1H), 8.06 (d, J = 8.2 Hz, 2H), 7.36 (d, J = 8.2 Hz, 2H), 7.23 (s,
1), 6.65 (s, 1H), 4.78 (s, 20), 3.94 (s, 31), 3.42 (t, J = 7.8 Hz, 2H), 1.71-1.63 (m, 2H), 1.33-1.26
(m, 3H), 0.91 (t, J = 7.0 Hz, 3H). C NWR (101 MHz, CDCly) & 171.2, 167.0, 157.2, 155.4, 142.1, 130.1,
120.3, 128.3, 127.2, 112.2, 111.1, 104.6, 52.2, 49.3, 49.1, 29.7, 19.8, 13.6. ESI MS (m/z) 392.12
[i+H]

+

(E13HE Se) _HWE 4-((2,4-Y3slo] EFA|-5-olo| A 2 A-N-tf el =olu| ) wE )Wl Z o] E _(Methyl 4-((2,4~
dihydroxy=5-isopropyl-N-methylbenzamido)methyl)benzoate)

7] Az o2 MPLC (F4F 40 D)ol 93l 75 %2 582 WA 1S AU,

I NMR (400 MHz, CDCl3) & 10.20 (s, 1H), 8.09 (d, J = 8.1 Hz, 2H), 7.40 (d, J = 8.1 Hz, 2H), 7.06 (s,

13

1), 6.44 (s, 1H), 4.80 (s, 2H), 3.96 (s, 3H), 3.16-3.04 (m, 4H), 0.97 (d, J = 6.6 Hz, 6H). C NMR
(101 MHz, CDCls) &6 173.4, 167.1, 158.8, 157.7, 142.1, 130.3, 129.4, 127.0, 126.2, 108.8, 103.9, 54.1,
54.1, 52.4, 36.6, 26.1, 22.5. ESI MS (m/z) 358.16 [M+H]ﬂ
(3lstE 5f) HE  4-((N-9¥l-2 4-t]5lo| = FA|-S-olo| AT g A =oln| ) v e M F o] E _(Methyl _4-((N-
ethyl-2.4-dihydroxy-5-isopropylbenzamido)methyl)benzoate)

A7) Az oz MPLC (A 40 %)l 93l 72 %9 FEEFZ WA S At

' NMR (400 Miz, CDC1;) 6 8.07 (d, J = 8.3 Hz, 2), 7.40 (d, J = 8.3 Hz, 2ID), 7.04 (s, 1), 6.43 (s,
), 4.79 (s, 2H), 3.95 (s, 3H), 3.51 (q, J = 6.9 Hz, 2H), 3.09-3.02 (m, 1H), 1.29 (t, J = 7.0 Hz,
M), 0.93 (d, J = 6.4 Hz, 6l). C NMR (101 MHz, CDCl) & 173.2, 167.1, 158.5, 157.5, 142.5, 130.3,
120.3, 126.9, 126.2, 125.5, 109.3, 103.9, 52.3, 50.9, 43.0, 26.0, 22.4, 12.7. ESI MS (m/2) 372.17
[M+H]+.

(33= 59) WY 4-((2,4-U]3}o| =FEA-5-¢lo]pr X 2 H-N-Z 2 Al =olu| )W e )Wl zoo]E (Methyl 4-((2,4~
dihydroxy=5-isopropyl-N-propylbenzamido)methyl)benzoate)

7] Az o2 MPLC (F4F 40 D)ol 93l 57 %2 582 WA u3E AU,

I NMR (400 MHz, CDCl3) & 10.00 (s, 1H), 8.06 (d, J = 8.2 Hz, 2H), 7.57 (s, 1H), 7.39 (d, J = 8.2 Hz,
2H), 7.03 (s, 1H), 6.44 (s, 1H), 4.80 (s, 2H), 3.94 (s, 3H), 3.39 (t, J = 7.9 Hz, 2H), 3.11-3.04 (m,

M), 1.74 (td, J = 15.2, 7.6 Hz, 2H), 0.95 (d, J = 6.1 Hz, 6H), 0.89 (t, J = 7.2 Hz, 3H). C NMR (101
MHz, CDCls) & 173.3, 167.2, 158.3, 157.6, 142.6, 130.2, 129.2, 126.9, 126.3, 125.5, 109.4, 103.9,
52.3, 51.3, 50.1, 26.0, 22.5, 20.8, 11.2. ESI MS (m/2) 386.19 [M+H]ﬂ

(3}3tE 5h) _HEl  4-((N-F-E-2 4-t|slo| = FA]-S-olo| T g A =oln| ) v e W F o] E (Methyl _4-((N-
butyl-2.4-dihydroxy-5-isopropylbenzamido)methyl)benzoate)

A7) AZYHOZ MPLC (FAF 30 %ol o8l 34 %2 FSEZ WA 1AE AU

' NMR (400 MHz, CDCl;) & 10.31 (s, 1H), 8.10 (d, J = 8.3 Hz, 2H), 7.40 (d, J = 8.6 Hz, 2H), 7.06 (s,
1H), 6.41 (s, 1H), 4.81 (s, 2H), 3.96 (s, 3H), 3.44 (t, J = 7.9 Hz, 2H), 3.08-3.01 (m, 1H), 1.77-1.70

(m, 2H), 1.36-1.28 (m, 2H), 0.97 (d, J = 6.4 Hz, 6H), 0.94 (¢, J = 7.5 Hz, 3H). e R (101 MHz,
CDCly) & 173.2, 167.1, 158.5, 157.5, 142.6, 130.2, 129.3, 126.9, 126.1, 125.5, 109.4, 104.0, 52.3,

+

51.4, 48.3, 29.6, 26.1, 22.4, 20.2, 13.8. ESI MS (m/z) 400.20 [M+H]
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slo] =2 2o}l 94k (hydroxylamine hydrochloride; 2.78 g, 40 mmol)9 €S 0 CTollA
st E (2.24 g, 40 mmo )91 E e e Hrketaln. Edes 0 TAlA 15w wet
. & ®Egol ALg3lQltl. THF (Tetrahydrofuran; 7 mL) &
47] 8% 5a WA 6h (0.3 mmol)<] &oﬂoﬂ /\Hi zﬂ g fej=sadetnl gof 8l s ER (0.12 g, 3
mol)& 0 ColA H7FstaL, WHgES 0 CollA 2A17F &<t RISt ojojx, vk E3HES 3N d4te= pH
72 81713, odEolAEH o] E (ethyl acetate)= #E3UTE. F715S FF FAMIESR (NaS0) o2 7Ax3}
I, e w53t HPLCE gAIste 33ES F53tt.

(313t= 6a) 5-F 222 4-T]5}o| EEA-N-(4-(Slo]=EA Ft2ul R A )W &) -N-w| &l Zo}npo] = (5-Chloro-2,4~
dihydroxy-N-(4-(hydroxycarbamoyl)benzyl)-N-methylbenzamide)

A7) AxWHeR HPLCE AR %, 42 % &= AN 14

i

At
' NMR (400 MHz, CDsOD) & 7.76 (d, J = 8.3 Hz, 2H), 7.45 (s, 2H), 7.19 (s, 1H), 6.52 (s, 1H), 4.74 (s,
2H), 2.95 (s, 3H). 13C NMR (101 MHz, CDsOD) § 170.4, 166.5, 155.1, 153.9, 140.8, 131.3, 128.7, 127.4,

127.1, 115.7, 111.2, 103.3. Purity: 99.5% by HPLC. ESI MS (m/z) 351.07 [M+H]+.

(3h3HE _6b) 5-EEZ-N-AE-2,4-ts}o| EFA|-N-(4-(Ele| EFA 7t 2u R )Wl A )l =ofufo] = (5-Chloro-N-
ethyl-2.4-dihydroxy-N-(4-(hydroxycarbamoyl)benzyl)benzamide)

A7) AzwEes WLCR AAE ¥, 38 % 52 A4 112 A}
H NMR (400 MHz, CDOD) & 7.74 (d, J = 8.3 Hz, 2H), 7.47 (s, 2H), 7.14 (s, 1H), 6.52 (s, 1H), 4.75 (s,
9H), 3.37 (s, 20), 1.11 (t, J = 7.0 Hz, 3H). C NMR (101 MHz, CD:OD) & 170.2, 166.5, 154.9, 153.5,

141.3, 131.1, 128.3, 127.3. 127.0, 116.1, 111.1, 103.3, 12.0. Purity: 99.1% by HPLC. ESI MS (m/2)
365.08 [M+H] .

(3132 60) 5-F22-2,4-U3}o] EEA-N-(4=(Flo] =EF A 72 )Ml A )-N-Z 2 Al = o}njo] = (5-Chloro-
2.4-dihydroxy-N-(4-(hydroxycarbamoyl)benzyl)-N-propylbenzamide)

A7) Az oeR HPLCE AAE 5, 41 % +&=2 A4 IAS A,

1

H NMR (400 MHz, CD:OD) & 7.74 (d, J = 8.3 Hz, 2H), 7.45 (s, 2H), 7.13 (s, 1H), 6.52 (s, 1H), 4.75 (s,
21), 3.28 (s, 2), 1.58 (s, 2), 0.81 (s, 3i). C NMR (101 Mz, CDOD)§ 170.5, 166.6, 154.9, 153.5,

141.2, 131.1, 128.5, 127.3, 127.0, 116.1, 111.1, 103.3, 20.6, 10.1. Purity: 96.4% by HPLC. ESI MS
(m/2) 379.10 [M+H]'.

EEHE 6d) NHFE-5-222-2 4-T3}o] EFAI-N-(4-Glo| EFA L2 E A )l g )l =olufo] = (WButyl-5-
chloro-2.4-dihydroxy-N-(4-(hydroxycarbamoyl)benzyl)benzamide)

A7) Az oz HPLCE AAE 3, 41 ¢ 82 I 1A1S I,
" NMR (400 MHz, CDOD) & 7.74 (d, J = 8.3 Hz, 2H), 7.45 (s, 2H), 7.13 (s, 1H), 6.52 (s, 1H), 4.75 (s,

13
9H), 3.31 (s, 2H), 1.54 (s, 2H), 1.23 (s, 2H), 0.83 (s, 3H). C MR (101 MHz, CH,D)§ 170.4, 166.5,
154.9. 153.5. 141.2, 131.1, 128.5. 127.3. 127.0, 116.1, 111.2, 103.3. 29.5. 19.4. 12.6. Purity: 99.9%
by HPLC. ESI MS (m/2) 393.11 [M+H] .

(B13E _6e) 2.4-U3Io|=FA-N-(4-(Flo| =F A 7F 2RI Y)Wl A )-5-olo] A Z 3 -N-w| Wl Zojufo]| = (2,4~
Dihydroxy-N-(4-(hydroxycarbamoyl)benzy!)-5-isopropyl-N-methylbenzamide)
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i
ne

At

B

ot

A7) AZHo R HPLCE AAE 3, 43 9 &2

' NIR (400 MHz, DMSO-ds) & 11.21 (s, 1H), 9.51 (s, 1H), 7.73 (d, J = 8.3 Hz, 2H), 7.34 (d, J = 5.6

Hz, 2H), 6.87 (s, 1H), 6.37 (s, 1H), 4.59 (s, 2H), 3.09-3.02 (m, 1H), 2.82 (s, 3H), 1.07 (d, J = 6.1
Hz, 6H). 13CNMR(IOIMHZ,CHgO]D)S 170.4, 164.4, 156.6, 153.0, 141.4, 132.0, 127.6, 127.5, 126.0, 125.8,
114.6, 102.6, 26.2, 23.1. Purity: 99.4% by HPLC. ESI MS (m/z) 359.15 [M+H]ﬂ

(E3HE _6f) N-o|¥-2,4-t3o| EFA-N-(4-(F}o]| EFA| 72U R Al A )-5-olo]| A 2 Al =olujo] &= (N-
Ethyl-2.4-dihydroxy-N-(4-(hydroxycarbamoyl)benzyl)-5-isopropylbenzamide)

A7) Azxayoz HPLCE AAE 3, 12 ¢ 82 I 1A1S I,

I NMR (400 MHz, CDsOD) & 7.75 (d, J = 8.3 Hz, 2H), 7.46 (d, J

7.3 Hz, 2H), 6.96 (s, 1H), 6.36 (s,

1), 4.75 (s, 2H), 3.41 (s, 2H), 3.20-3.13 (m, 1H), 1.33 (d, J = 18.1 Hz, 3H), 1.14 (d, J = 4.2 Hz,
6H). 13C-NMR (126 MHz, METHANOL-D4) & 172.4, 156.9, 141.8, 131.2, 127.3, 127.2, 127.0, 126.5, 125.9,

125.1, 120.1, 101.4, 25.6, 21.9, 12.1Purity: 99.4% by HPLC. ESI MS (m/z) 373.17 [M+H]ﬂ

(B3 _6g) 2.,4-Y3lo] EEAI-N-(4-(Glo] EF A 2R E U)Wl A )-5-¢lo] AT 2 H-N-F 2 A =ojulo| = (2,4~
Dihydroxy-N-(4-(hydroxycarbamoyl)benzyl)-5-isopropyl-N-propylbenzamide)

A7) Azger HPLCE gAld $-, 38 % &= A4 uAS AU

" NMR (400 MHz, CDOD) & 7.74 (d, J = 8.0 Hz, 2H), 7.43 (s, 2H), 6.94 (s, 1H), 6.36 (s, 1H), 4.74 (s,
OH), 3.32 (s, 2H), 3.18-3.13 (m, 1H), 1.59 (d, J = 6.4 Hz, 2H), 1.13 (d, J = 6.4 Hz, 6H), 0.82 (s,
3H). C MR (101 MHz, CHOD) & 173.9. 167.8, 158.1, 154.1, 142.9. 132.4, 128.6, 128.3. 128.2. 127.8,
126.6, 115.2, 103.3, 27.3, 23.1, 21.9, 11.4. Purity: 99.4% by HPLC. ESI MS (m/z) 387.18 [MH] .

(% 6h) N3E-2 4tsielEEAN-(U-(slol =R ATl 2rlu ) W) -5olo] £ 2 @M =ollolE ()
Butyl-2,4-dihydroxy-N-(4-(hydroxycarbamoyl)benzyl)-5-isopropylbenzamide)

271 Axes HPLCE AAE 5, 49 % &= 4 14E Ao,

' NMR (400 MHz, CDsOD) & 7.74 (d, J = 8.4 Hz, 2H), 7.44 (s, 2H), 6.95 (s, 1H), 6.38 (s, 1H), 4.74 (s,
2H), 3.32 (s, 2H), 3.18-3.15 (m, 1H), 1.54 (s, 2H), 1.23-1.17 (m, 2H), 1.13 (d, J = 6.4 Hz, 6H),0.81
(s, 3H). 13CNMR(IOIMHZ,CHgO]D)S 172.6, 166.6, 156.7, 152.7, 141.4, 132.4, 127.2, 126.9, 126.5, 125.2,

113.7, 102.0, 29.6, 26.0, 21.7, 19.4, 13.4, 12.6. Purity: 97.9% by HPLC. ESI MS (m/z) 401.20 [M+H]ﬂ

(28 3] S3FE 7, 9 € 10 A
stet= 6eo] A& WAlE WEe] sl7] A5k, ¢ dix FHFE 7, 9 2 10S FAAT. FFE 7S sloln
Y= el FREHORE FAEA T ofdd- = Hsp90 JAAZA AAFAE. 33E 9= HspI0 23
7] gl HDAC SAIAI=A HAA AT, = s o, WA wged EAA FistEEe] EA st o2
2 33E 6eo 7t o %% Fgste] s3E 7S 86 ¢ TEE FEIH. IFE 655 JTH R Axg
= wEgnt, vlola R al AR atell Mz S15E 87 ofvl FH3E 3ad]
EDC-m7l AEH WHgS Fdste] 3eE 95 80 % &R 5. X He R ste|=E4delnl 9 kst
Wel o AHE (methyl ester) 3% 9olx d| == (hydroxamic acid) 3= 10S 20 %
FEE £S5 ok, A7 s AzwHE AAME Aegtt.

Q) _EFE 7D _4-((2.4-tslo|=EA|-5-olo]| Az 2 A -N-v &l Zolr] )W e )Ml FAF  (4-((2,4-Dihydroxy-5-
isopropyl-N-methylbenzamido)methyl)benzoic acid) ¢ 34 Axk

N
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[0145]

[0146]

[0148]

[0149]

[0150]

[0152]

[0153]

[0154]

[0156]

[0157]

ZIHSd 10-2023-0105807

( ) X & (1 mL)o A7) 3E 5e (0.05 g, 0.14 mmol) % FAMEEE (0.4 9)9 EFES 429
3AIZE B wuksldth, 1 3, 6N ARl pH 602 F3AIFaL, oldolAHC|ER 33 FE3IATH. #7]
Zo B ZAGEF (NaS0)olA AFAZ|a, 74AE otdowr l"—:-;/\]f’] 3 MPLC (Biotage SNAP HP-Sil

column)°ll &J& HAE 76 » &= AN 1A JFE 78 G
1H NMR (500 MHz, CDsOD) & 8.00 (d, J = 8.5 Hz, 2H), 7.42 (d, J = 6.5 Hz, 2H), 6.98 (s, 1H), 6.34 (s,

1), 4.73 (s, 2H), 3.19-3.11 (m, 1H), 2.97 (s, 3H), 1.11 (d, J = 6.0 Hz, 6H). “C IR (101 MHz, CH;0D)
6§ 173.9, 169.5, 158.5, 154.6, 143.8, 131.0, 130.8, 128.4, 127.9, 126.8, 114.5, 103.3, 27.4, 23.0.
Purity: 97.3% by HPLC. ESI MS (m/z) 342.14 [M-H] .

@) (Shet= 9) e 4-((N-v &l =opr] o) &) Wl 2ol o] E (Methyl 4-((N=

methylbenzamido)methyl)benzoate) 2] A A=}

DMF (dimethylformamide; 4 mL)o] wWl=AF (benzoic acid; 0.30 g, 2.46 mmol), A7) 3% 3a (0.66 g, 3.68
mmol), EDC (0.94 g, 4.92 mmol), BOBt (0.33 g, 2.46 mmol) % DIPEA (0.44 mL, 2.46 mmol)9] &=¢ES 120
TollA 3AIZF 5ot wlo]a 23} FA} (Biotage Initiator) &holl WHHSIATE, E3HES oHolAHIOE (50 mL) =
AT, F7152 IN A5G0 mb) o2 AFste] 7 SREPESR (NaS0 ol AxAI7]a, Had oz

=239 tF. MPLC (Biotage SNAP HP-Sil column)® AA|dle] 80 % &= 33E 95 A},
H ONMR (400 MHz, CDCly) & 8.04 (d, J = 8.1 Hz, 2H), 7.42-7.38 (m, 6H), 7.25 (d, J = 5.1 Hz, 1H), 4.69

(d, J =97.6 Hz, 2H), 3.91 (s, 3H), 2.97 (d, J = 64.1 Hz, 3H). C NMR (101 MHz, CDCls) & 172.3, 171.7,
166.8, 142.3, 142.0, 135.9, 130.1, 129.8, 129.5, 128.5. 128.0. 127.0. 126.7. 55.0. 52.1. 50.7, 37.2.
33.4. ESI MS (m/z) 124.12 [M+H]'.

(3) (3}8HE 10) N-(4-(Blol == A7t )i d)-N-s gl =o}rto] = (N-(4-(Hydroxycarbamoyl)benzyl)-N-
methylbenzamide) 9] 34 Az}

=

A ZE (1.58 g, 28.3 mmol)oll Wghe (5.5 mL)S #H7Ieklth. EFEL2 0 TolA] 1583 kst
AHE Qs ZES 2yl AHES AHESIT. A7) sEE 9 (0.20 g, 0.71 mmol)E 0 TeolA Az
cE2elql 9 FAFER (0 75 g, 18.8 mmol)ol ol 2 AJF Fel wwteith. E§E-2 3N A4kl A pH

T2 FIA7)AL, ddotEolER FEET. F715S ¥ FAHESR (NaSo) el dil\]ﬂ_ﬂ KA NS =

o2 FHAT 5, HPLC o3l AAlH o] 156 ¢ +&2 3= 10& BALt.

-

' NMR (400 MHz, CDsOD) & 7.81-7.76 (m, 2H), 7.49-7.45 (m, 6H), 7.29 (d, J = 7.8 Hz, 1H), 4.71 (d, J =

87.5 Hz, 2H), 2.99 (d, J = 44.3 Hz, 3H). 13C NMR (101 MHz, CHyOD) § 173.2, 172.6, 166.4, 166.3, 140.8,
140.5, 135.7, 131.6, 131.4, 129.8, 128.4, 127.8, 127.4, 127.2, 126.7, 126.6, 126.4, 54.5, 50.2, 36.5,
32.5. Purity: 99.9% by HPLC. ESI MS (m/z) 285.12 [M+H]+.

(A8 4] AEuE

(fetal bovine

H1975 AXE =EFEvro]al (500 mg/mL), FHYAA (100 units/mL) 2 10 % A Eio} &3
5 w971 (37C, 5

serum; FBS)o] HFH L-=ZFEY (L-glutamin) &2 RPMI 1640414 AJ7GAIF . A2E 7}
% COONA AAAA §&stgTt.
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[0159]

[0160]

[0162]

[0163]

[0165]

[0166]

[0168]

[0169]

[0171]

[0172]

SIHS31 10-2023-0105807

(23] 5] AZ T4 4

1.5 x 10" cells/wel |2 AEdi, WA B9Z 100 pLz st HTES
shaltt. tad, D} Fok % o] FAE 3% T 0.5 % DNSO H3|F dEats dell Huist
Ak, I TS, AEES 37 ColA 244 48717F D 72A7F Bt wjekEitl. AlE AEES Promega Cell
Titer 96 Aqueous One Solution A|¥ S AFE3te] A ST}, Tecan Infinite F200 Pro ZE|o]E
E7]olA 490 mmell M 9] FFEE BEsal, I FES NSO ©Eo2 HdE AT FHE NEEE HA OFOi
o}.

H1975 A3

=
=
SISV IEAEs Ry

_IHU _1m

[28d 6] 92 EF (Western Blot)

AZE 100 m 9)F A (1 x 10" cells/dish)ol HFeha, ¥ #2AFEs a9k, 58S OFe vE2
Hrketar, AEE F7F 24A17 F wfEERGlth. s flste], AIEE DNSO (0.5 %) EE Avkumie]xl
(geldanamycin; 1 pM)@ A 24 7F Bt vk, AZE W-4Y (ice-cold) &3] &= (23 mM Tris-HCI
pH 7.6, 130 mM L3} IHEHF, 1 % NP-40, 1 % AF HISAZ#Ho]E (sodium deoxycholate) = 0.1 % SDS)ol 4]
55k, A 9 30 nge &3NES SDS-PAGES] <Js #2d %, PVDF akr (Bio-Rad)°o 2 &#Hth. 9h& TBST
el 5 % gX g2 Audt & AS-sl= A (EGFR, Her2, Met, Akt, CDK-4, Hsp90, Hsp70, HDAC6, HDACI,
Acra-FEH, a-FEY, Ac-3]2E H3, 3]2%E H3, PARP, Z}=uA|3, Hud 7hauA3, dckd 7p2ubA)8,
Bcl-2, Bax ¥ p-del) e} 74 wjdstgr. Aol H{LAthAl (horseradish peroxidase)o] AZAH
A3 o)z A Agd T, AFXUA (GE Healthcare, USA)E A Aol uwle}x ECL 3}sl 2-3go] s dulz
< 7M.

(23 7] @92 A

AZEF Hsp90S pET-15b Zehw|=o] i+t BL21 (DE3) AIE oA d&stqlth. A6000] oF 0.50] =2d

744 180 rpmoll 4] mWHSFAA 37 Tl 2.5 mg/mL (500 pL/200 mL)e] ¢FsjAd@o] ®E% LB broth Hix]elA
21 g F2EYE A 71aL, o] AT 2 F-1-¥] @ -b-D-Z e EH 2} =Alo] = (isopropyl-1-thio-b-D-
topyranoside; & &% 1 m)< #H7tell o] @l d W3S FLEdTt. 225 18 TR W3a, AE

gala
FES WA 5o FUT. AIXEE YAEE (4000 rpm, 204, 4 °C)°ﬂ o& =58, AE ANS A% 9

[e]

Zo (20 mM Tris pH 8.0 2 0.5 M NaCl)ol] @EA|7]aL, L& Aol ZS3 28k, 14000 rpm, 99%, 4 C
ol AAal Bosle] A3} Tt. His-tagged ©MAS His Trap Ado] A& YUA-UYEHZIAEA (nickel-
nitriloacetic acid)©o® AAsta, &% &5N(20 mM Tris pH 8.0, 0.5 M NaCl, 1 M imidazole)S Al-&3&}<]
FPLCE Eol3aldvl. Hsp90 ©rlde] 2 3901sl7] 9sle], dmaS SPS-PAGER 413k ict. AAld v
S PD10 AHL o] &3le] ©dslar, Vivaspin 20914 2.4 mg/mLE FF3te] -70 ColA B3},

(28 8] ¥ HF 4
= &3 HF (fluorescence polarization; ©]3}, FPE}sl) A3 nlo]g 2 ZHoE FHE57]|E AFE3le] 964Y
HeA o]l F vy ZFolEoA 3T, FP 4 AES flste], zZhzhe] e, HFB €59 (20 mM
HEPES pH 7.3, 50 mM KC1, 5 mM MgCls,20 mM NasMoO,, 0.01 % NP-40), 30 nM A ZF3g Hsp90a A wulz | 5 nl
ZF0 A2l ofo] AE]QAJolo]E (isothiocyanate) FA|H @Tﬂrb}u}ol/\] (geldanamycin) (GA- FITC) A A,
0.1 mg/mL % Z2E3 (Bovine globulin; BGG), 2 mM 1,4-TE] S Eo]E (1,4-dithiothreitol; DIT) % T}
g o] SRHES UMY, BE 42 HFB WydlA 100 pulel HF: FIE JHd. ?‘—Si'ﬂo]#ﬁ 4 TColA
U4AZE 2 widstes shglvh. HeldHy o9 (P)9] HEF @S 97] 3 495 nm 2 WE 9 530 nmol| A
SRl o=

Lo |a

(23 9] 99RF d4

F2 ANEY (2 x 10 cells/welDol HEa, vl PARES stdnt. g2 6e 2 FFE 10 (1

il

A3
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[0174]

[0175]

[0177]

[0178]

[0180]

[0181]

[0183]

[0184]

[0186]

[0187]

ZIHSd 10-2023-0105807

nl)S 2473F S AEe =, AEE 3.7 % EELUB|=E AREst] Aol 108 B g ¥, PBSE 3
3] AFEGTt. AIEZ 0.1 % Triton X-1000.2 A2 10& FoF £33 & PBSE 33 A&y, AL
o4 304 &<t 1 % BSAR At &, AEE 4 CollA B FEY A9 ofdse} 3/ wiFaitt. oo
A, AEE Ao 1A7F < Alexa Fluor 5883} A wjtsgit). vix|uto 2 | MXE 3 A28 ¢]3] DAPI

9} kA w3l itt. Axio Observer Al @v|7d (Carl Zeiss, Sartouville, France)S AF&3}e] ojux|& o

[A3 o 10] HYA A (Immunoprecipitation; IP)

MEE 100 mm W FA(1 x 106cells/dish)°ﬂ/‘1 HEShaL, 2487 E<t ‘:'7317'3]'1::_% sk, AAAE A AlE
SRR F7bsla, AEE FUFE 2443 F¢ wdeiditk. AEE - &8 5o (RIPA €59, 1 % 100 mM
PMSF, 1 % Z=2HolAl 2 Aikd AAA Zeld (protease & phosphate inhibitor cocktail) 2 1 % 0.5 M
EDTA &) WellA F53130ct. 8alES 4 CollA 402 &<k 16,000 goll Al 4] ste] A sA ATt Hsp9ool
gk A (Santa Cruz, sc-69703)& AT del Hrreblvh. =@hwld A/G PLUS-o}7F=A] (Santa Curz, sc-
2003)E zt+= [P (Immunoprecipitation)E& AZPA ] Aol wpeba F333}qlct. Hsp90ol disl] IAE 2t
[P WZ& Ac-Lysine (Cell Signaling, #9441) A2 ~¥ EZ319 ).

[d3e] 11] HDAC &4 £4

HDAC1, 3, 6 % 79 A EXML AxHAY E=2ZES (BPS Biosciences)ol| walAd =33t tt. &4 HDAC
@ 714 A sell 307 &<k 37 Tl gt o FFE 9 EgIzEE A} S wl st HDAC

A s Hrpstal, ZEolE 20| A 153 FoF w3t tl. Tecan Infinite F200 Pro ZolE &Y
AREet g9 s 5458

Wl F

[H3d 12] o}FEA|2 (Apoptosis) &4

HAEE 129 ZFE(L x 10 /welDo] A& v BFEs . e 3

WE H7beti, AEE F7F2 2423 Sob Mgttt 1X obdAl V A ¢

dlAl V2 158 ZoF 9MEar, FACS =9 @ Qg
5 =

=
o
FACSVerses ARE-8Fo] obFEAlL AL

(&84 13] In vivodl A o]Fo]4]
NOD-scid IL2RZ=FE (NSG) "l (&=
A% Shidel weld f4 welssieh, BE q
Ptk vhe2E dit 2 2Eshd 4 24 (A2 25 + 2T, A %E 50 + 10%, 12713 3k #%) 8t
A 37 Aol (IV0)llA 1572 Eob 2eAZT. A8 0dao] HI975 AXE (1.0 X 10 cells)E upox
A3 el R G (s.c.) SASA. G AW 2ol FAGL PART (35 G ovkele] o)
22). o]Fold 1Y &, v-2E 7] 3FE 6e (25 mg/kg F 50 mg/kg) Hx= DNSOE vl H7+ U st
67 B U FAL AWUT. TG ArE T GAS FA F ATl F o9l 239 AW 2E 543

Ach. AW F B3 (V)= 324 V= (o] x[EZ])/2¢] o8] Axact.

Ji Ho Lo 2

[ 14] Y%A 38 (Immunohistochemistry; IHC)
A D7) vpg-2o FF 224 P wE St 2% A4S 10 ¢ x2Edo R 43}
(347 ml ol 111 ml oFAIEAL, 320 ml F94 ogh2 2 222 ml ¥ 53 = (1
s 24T, TF Zﬂﬂr o I wigstan dAsteigltr. Fst dAvEd AAt
Attt ofMEs}l A= 3 9 EGFR |49 HVME flshe], =% HHS PBS
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[0189]

[0190]

[0191]

[0192]

[0193]

[0195]

[0196]

ZIHSd 10-2023-0105807

10mM A|EZAER &5H oA 100 CollA 103 &<t aldet o3, 12k A1 &-EGF 84 (EGFR; 1:50
3)A | Cat# 4267, Cell signaling, USA) = &-olAE-3]2E H3 (1:800 3]A], Cat# 9649, Cell signaling,
USA) = A wiksidct. 2 oe, AL 2% A (1:200 34, Cat# sc-2004, Santa Cruz Biotechnology,
Usp)eb A wieksk v, tlopwamwlxd @A) (DAB; Cat# SK-4105, Vector Laboratories, USA)ZE
AAsta, FvkEA@ (Cat# S3309, Dako, ®Wwi=l)oz thzxdAsisivt. dMd =2 dHAS dAn7 (Nikon,
Japan) &% ZHAFSITE.

[AA1e] 11 Hsp90 a ol gt AlFa W AF FAst= D HI975 HIAME HY AXo] B SHFE 6a WA 6he] A
2 AA
FP £41& o]&3te] &gt 6a WA 6hE Hspd0 a o] ATP-AF E7le] thek A3 stz tis) F7kict.

x 1

f” Ol

compouns | x| -’*°
6a Cl Me 608 68.8
Gh Cl Et 693 13.2
e Cl PFr =1000 736
G6d cl Bu 6324 66.4
te i-Pr Me Gl 1.7
6F i-Pr Et 220 7.0
6g i-Pr Pr 648 23.7
Gh i-Pr Bu 3675 236

* Hsp90 ¢ ] N-ek wmwQle] tleh A Halwi= FP HAe o) AA.

" 19750 24 S|} Al o] Tig & 22 B

1 G, ool X AR AT Ge A i GUHO Aa AR AT
F AT AHES vepien, HTE ses] AT AHEL Fe-A2H H4)

G oF 100 o st} e, olRsl-ARE ST 6 W 6erl P

S7b 6 2 R ASAZE Hsp0 a0l Ol A WAL Pk A

A8 AIP-X7 ol g QA W wpRolrh, Fusl-AghE SR 6d L 6hi

B9s o $ash 24w Z2Rs-A8E dFE e P 6guth Hspd0aol tE Al o

strh. AW Ae ololaZed A Rei-Z2Z) L N-01" AR R1D)E

7

7F 718 ZFEE Hsp0 a AF sH= (1C,=61 ni)E Blvk= ZAs 23

2
n

HHE 600l A 3
3ol

1
2 vt Rk
5

2 oA W R S < S
N

ol
qn NN

MTS Ml A& ARg-ste] H1975 WAl #eh AlEe] Aol et oAl avtel ohsl 3hgh= 6a WA 6hs
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[0198]

[0199]

[0200]

[0201]

[0203]

[0205]

[0206]

[0207]

ZIHSd 10-2023-0105807

w3 Hrledd. & 1o s v, 3FE 6es 7FY W2 ECxpdko] 1.7 mMe = 7 A3 &

g, durygog ofolax2I-X%tH 31FE 6e WA 6his FA2-Xed 3¢S 6a WA 6dET $ 1l

J = FP B4 dlojge} X g}, FP £ Tzd npe} o], R A K37} 714 2t

< Wgd XFAAE 2te SFE 6e9 A4 A &rt H1975 Ao diE] 7 EAde] = Rl Ry$I XAl A

o = A S 2= 3FE 6f-he] A A ad+= H1975 A E9

A4, °Mi£i%—‘]§}% 3l3HE 6e WA 6he] Hsp90a A =t AX
Ber ey fFeAz gelE .

[HAd 2] HDAC 53 S9dd digt SFE 6e9 AFTIN A A

B3 6eZ HDACL, 3, 6 % 7 59 whuldo] o@ oAl 4ol vl F7hm mAbsheith FDA $91& WE SAHA
g 7% g2 Agst,

* 2
Class I Class IIb | Class [Ia Selectivity index @
Compound
HDAC1 | HDAC3 | HDAC6 | HDACT | HDACL/6 | HDAC3/6 | HDACT/6

6e 654.5 1.539 105.7 1.691 6.2 14.6 16.0
(IC10; nM)

SAHA 219.3 107.2 490 61,020 45 2.2 1245
(IC10: nM)

“ Melw 2)4=: HDAC6o] thek HDAC 319l S W&

T 20 W uw, 3IAE Ger 105.7 nMY IC53tCE HDACE 45 Fgdo=m AAsigoen, a2~ I (HDACL

o q]éﬁ 6.24] 2 HDAC3ol thal 14.6¥)) 2 Z#|~ Ila HDAC (HDAC7o] thsl 169))o] i3t HDACE %3 vz
& -3 Ae s yebdicl, ol wke), 7|5 k=<l SAHAE Fal~ 1 HDAC 58 wd (HDAC1ol| tisl 4.5
v 2 HDAC3ol thal 2.2uf)o] W& &= HDAC6 ¥ =S H X, ZFZ X~ 11a HDACTO] A= 3 A9
L (1245v)E dERET. olEdt HAF ZAFAE & dwl, FFE 6e7l HDACIe] tigh HEFol oA &4
(IC5=654.5nM) Z+ &7 HDAC6 (IC5=105.7nM)el thgh -3t x| &d& S PSS A rt.

[ZAd 3] Hsp90 2 HDACO] td FFE 6es] &F-2]&3 oA a3}

Hsp0ell &) A== Ao de Ao st 33E 6ed &F-9E4 a5 AT, Hsp90 JAQ] AlE
plo] o w7l 19 FAFHE (Co—chaperone) Hsp709] 4ub FE=& Fglo]ddE vdwidS Egisivi= Zo] 4y
oA k. = 1A wE w), 33E e HI975 A Eo)A Her2, EGFR, Met % AktZS &3-o]FEH o= 313
zAgon, o] N¥EFE EGFRY T790M E9Wo]l 2 Met F&A12 S Yehdles Aoz Hudo] Axpzo
2 EFGR 34 k&<l AIFEY (gefitinib)el dighk WS FoJgirt. Bk, Hsp70 % Hsp90e] Hd & 57t
Ao, Ui RFEA g-Ade] Bd e WehA ).

e}

HDAC6~9— Hsp90¢] g &#x 7]dolar, Hspl0 A= HDAC6S] ZEE|ols Haj= olo)jx|7] wid ¥ dApas
° =2 HDAC6] F A #% Bt 2" BF BALE SgE 6e7l §%-9F4 WA o= HDAC6S]
E’Hﬂ@. FEg oY 2dste yepdA Rl ShehE 6e YA dHEw Avubetel Al (geldanamycin; &,
GAZFEH) (1 mDell W]l HDAC6<] v‘i‘—%HOH s @ mRH oIk, ebA 7lw=gh miel o], 1 mMe] GA7F a-FEH
o] opAldstE A9 FHHeA FErhe AHolA 1 mMe] SHEE e 1 mMe] GART o-FEH] ofAEsE o
402 FEATH. webA, 33hE 6eoll o ofEst a-FEHY FE7F F2 Hsp90o] ok HDACGS] thgh ©f

T

M& °° -’
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[0208]

[0210]

[0211]

[0212]

[0213]

[0214]

[0215]

[0217]

[0218]

ZIHSdl 10-2023-0105807

A Bl 7QFTE AL Fg,

DA el FAHO% sl aiidel obAust geel qE e Geol AL 2T, %
QE W, 1) AR et FEAS ANAE AAGA FED EA, 1 el (e a RSl o)
| %

98 £29 F/M71A LA, BAE Ge D G BT F o-FERA 9ud Sz 9L vAA 9.
oleld A AT 67k MACGS] FA 715e EEACR olAHTh: AL Urhin, WACeH] W e
6ec] oAl BHo] Fi o-FRUL opAES Zbl Aol Y-S AT

[2 Ao 4] Hsp90 a, HDAC1 2 HDAC6 &4 tish A1 @& A3 &3 H1975 H|&A XY Axd g 4%
A g4

Nz 33HE Se, 7 2 108 AFEEIY olF oAlAl FFLE 6eo VIAH
AFE-3Fo] Hsp90 a ol et 3l3E 5e, 7 2 109 A3 =S =AY},

Se,6eorT
Hsp90a (FP) HDACI? HDAC6G HI1975¢
Compound R _ _
(ICs0; nM) (1C s, nM) (ICsp: nh) (GIse: pM)
6e NHOH 61 654.5 105.7 1.7
Se OMe 24 ND« ND 3.5
7 OH 56 ND ND 30
10 > 1,000 342.7 30.9 82

o o 24

gt
Y
)
H
fr
o]
vl
M
1

* Hsp90 q ] N-e+ Ewele] tiat 4
" HDAC1Z HDAC6®] & 4% <A

"AREA 2

s, Hsp90 SAAQ sHtE be @ 72 ICxate]l 2H2F 24 2 56 nMO.2 Hsp90 aoll gk ¢-5=3F A3
o] WhHof | HDAC A A<l 3}&E 102 oAt Hsp90 aoﬂ Adsx] £, gdeo=, HDACT 2 HDAC6
gigk StE 6e 2 109 oAl A4S AT, SRHE 102 342.7 nMe] ICaks ZE HDACL &Rt

pul

2 2
=
o

nMe] ICpaks ZE HDACE A4S SAH o= AT, o]F JA|A| 6e= 654.5nM E 105.7nMe] ICsak
Zb= IDACI 2 HDAC6 BAE &3FH oz AA5le] 3% 6er} HDAC &AMu o)z} Hspd0® AA|8HS 3ol

w
(e}
©

A z:zalxc-)]

2) A, AJE T Hsp90 A EAoA &
H1975 A

3l
AN
ol el $g A oA 24s vEbld.

o

H1975 Al3£e] o] tigt sheh= 6e, 7 2 109 3 -

==
o
T i wpek #ol, 3HehE et 3.5 mMe] Glaogke 2=



[0220]

[0221]

[0222]

[0224]

[0225]

[0226]

[0227]

[0229]

[0230]

[0231]

[0233]

[0234]

ZIHSd 10-2023-0105807

o=, Alg Hspd0 ZAF A oA #EH s3HE 79
ko= g 30 mMe Glsats 2zt H1975 A X st defst 3
BEE 79 FA FtEBAYolE aFol o &4
8.2 mM9] Glgpahs zhe= H1975 Aol tisl] Hwst A2 A

i
£

[Z2A]o] 5] Hsp90 & HDAC &40l thdt 3FE 6e, 5e L 109 W FA] A

olF JAA FHFE 6e] AUA A& WAS FUtE FRle7] k], sFE 6edt LT Ao TERE AEF
TE Hsp90 thzwr JA|Al 5e H HDAC thxr QHXH 103 Wt s3hE 6ed] AEIA S
ZAYeHATE. H1975 AEZS 2 mMe] 3HHE 6e, Se @ 1002 24X 7 5ot Agsta, d28 B3 BXS #7
o] Hsp90 % HDAC &9 oAl gk AX maes ZAANNUG. & 4Ad 1E o, 3}gE 6e E 5ev= H1975
NSCLC Aol A Hsp90e] AFHE 7158 E&2 oz 9Aste] EGFR, Her2, Met, Akt 2 CDK—49] stak 2d; 4
Hsp90 % Hsp709] AaF =45 01:71’8} . A o= HDAC 9AIAl 102 Hsp90 715= AISA &fol Zetol
AE thAol EGFR, Her2, Met, Akt 2 CDK-40] &S w]XX ‘eéahﬂr

o2, H1975 NSCLC Al3EolA HDAC &l dish 858 6ee] Al E4& H 7. = 4B wE o, A~
® 29] AP HDAC &4 B4 ZAytel AA&HA 31gE 6e E 102 HDACE E HDAC1Y] IJAIE B a-FEH
7} 3]2E H39 olMEIE FHXI W, SIYE e a-FEHAI IAE H3Y ofMESIE A9 FEskHA %
ek, ol d Azt 3HHE 6erl Hsp90 % HDAC &9 o]F AAE Fa 3¢ &S 23se A5,

7}
A8

folr

[AAd] 6] Hsp90<] olME3E & Hsp90 K2949] ofAEsle] g FEE5]
33HE 6e7l HDAC6S] A5 &3l Hspo0el olAEstE fEdleAe 55
o] WA & g ofME-gtolil Ao o3t Wl BEEHLS 35E 6e
ol e sl s dASHA Flete 3e &),

SI3HE 6e7t Hsp909] K294 FFREolA ol Es s FZ38EAY 55 AR Y. = 5Bl & o, 35tE
Geoll 213+ H1975 ME] A2l K297 4 Hsp909] olAE IS 23kl 3k vhdol, 33E 5e 2 102 K297
of| A Hsp902] olME3lE HA3IA F7FAH .

St ANEL 3= 6e7l HDAC6SY AE 3l K294 FHRES W FEshe] Hspl0e] otAdstE =X}

il

5o W& wf, Hsp90
104 H]8}e] Hsp90<]

ol
kg
M2k

ﬁ BN
m{ﬂ 3o
O'I

-

stk 6eo] 9 Aol AE APE F¢ #Ho] QleEA oFE gyl 9ske], FACS (fluorescence-
activated cell sorting)E &3l FAX APES SAHIPY. H1975 AXE FA9 &

b & Agsta, opdal v el go v mauEos JMsal, FACSE AREste] £ Aol g of,
SIHE 6e7f H1975 Al22e] %27] B $7] ofFEAAE &-o&4 Aoz FL3gSS UEldS geld.
PARP, At PARP, 7}~3hAl 3, ddtd 7h23kA] 3, ddd 7A~9A 8, B Al g2 2(Bcl-2) %R Bel-2 &
@Xﬂﬂéwwﬁqé%*ﬁi4§ nlo]l o mlA wilA o] M¥E FFES FASIUY. = 6Bl wE uw, 3HE 6

2 H1975 MXEE Agsld &F-9F4 w202 caspase 3, caspase 8 Z PARP7} AukE|o] o]F AAA| 6e7}
1975 MXe] A¥ AES frshs Ao vede SAf.

[HAld 8] a-REW MBS} el FF dvlF olnA
&

Y AV Agetel a-FRU ohEs AH 2 FHH A A8 Tl U HIE 6ed FBS =
A, ® 7o) nhE 9, BEE 6e L 103 I M5 AEE ST W, o-FRUL seldus @ F54
o Az Bl Polwrh. vEMow, o-FEdAd ohdEs L vAive] FHE HIOB AL SR
bex ALY W JFL WA ge AR Pob AT, welHE HAF 6e7t AG BAE A, a-FEd
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o b EstE frieatal, H1975 AlEolA mALd T3S FEdvhes A4S 293 ekl

[AA1e) 9] Hsp90 a (PBD ZE=: 2XJX)<He] HA A B3HE 6ed] 52 AT 2L

Hsp90 aol T3t 6eo] A3 Ad w2 57167 Yate], 3% e Hspd0 a2 ATP-ZAE ¥7 (PRD HE.:
2XJX) W29 HFE =S P, = 8ol WE wl, Hsp90 a2 N-Hetk Zwele] & ATP-AF AL I
4 Y, A 99 2 Y d9ow EAHoR FAHNNA, B AlEYIAL I3HE 6ed] #HXEAE 1L
g7t 144 dgor 4ol FogHo] 2719 & EAF 2 D939 tEEAA ZH9 3749 4 AF AEHES
HATS BoFdrh, T3, e e FlE2RY AaE ¥ YA BEFH B BA 2 T1849] doj=E4
ok A ol wigl T AY eSS FAUT. dxEAE gl v ofolhxEd 1FS L107,
F138, V150 % W162 719 AfA SAZ F4H 2548 99 dds] aAZ=HAT. sEE 6eo] sto]|=FAMA
°JE O B NH Z13-& 77F N106 &7]9] opnl= Saff B h=wd e} 279 RIbAQl o4 A do48+

A,

[l 10] HDAC6 (PBD ZE=: 5EF7)<he] H¥AA 332 6ed 58 2 =4

HDAC6l digh 33t 6eo] A& A3 & B7ietr] fste], S3tE 6eE HDAC6S] 714 A3; =71 (PBD =
T 5EF7) W29 HFE =AS FAYT. & 99 wE wf, =7 AlEdolAdS SFHE 6eo sto]=FAMH O E
OH 2 =0 “18o] o]z il WA o= 7n” oo Ml$IE= HDAC6S] 712 AF LA T2 67} ATHANLS
Ho]Fdek, &3, 3E 6ed] stol= } HolE O ¥ C=0 15> ZH7; H573 2 Y7459 4 AF 45 24
S FA4PT. 3= 6ed FZ+ dd gl HDAC6S A ¥7 Ajde] FgE o] F583 2 F643 H7]9] HHA
Za9 pp BE4ES FAeE. AFE 6eo] 2,4-vistol=SAMEY PP U)E BHE o] 2-sto| ==
T4o] H614 R L712 1o} B A AY AeAeSs RS 71E 43 2] =] 91

A% 7o) gAY 9
. B 6eo] olawau A7): F6a3e] b-erao) 9 W B2 wa 45488 B4

[AAld) 11] SFE 6e9] E&]354 54

3HE 6e2 oFE FAMIS HUFSr] $18ke], ADMET 54 2 &
|5 g9 27] (Lipinski)9 3 2 W (Veber)9] 7129 &

kel AT A olgEg ASshzd del A
skebs i AESE AN

7‘1

# 4
Lipinski & Limit Ge
Weber's Criterion®
MW = 300 3584
cLogP =35 1.3
HED <35 4
HBA <10 T
Nrot < 10 10
tPSA < 140 110
Sum of HBD & <12 11
HBA -

MW, B clog, AXME B/ Bu) S HBA, 4 A &A1 F HBD, 4 A TAA F

)‘\_]:
Nrot, 3|d 7Fsgt A%<l & 9 tPSA, EZEA] 4 1WA,
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