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[0098]

[0099]

[0100]

[0102]
[0103]

[0104]

[0105]

[0107]

[0108]

[0110]

[0112]

[0113]

[0114]
[0116]

[0117]

S=501 10-2085758

Sy HAdHS 34 e AAUoRRE e S 100 xEUHOR mAHA 7|, A Eujste] 7um
FAC] ARG &Efol=o RASIAT. I¥W U, AUAES o] &sle] A AHS EyEtds) 3 Ho 1Ee
A Ak o= JdEres AT stal, p300(histone acetyltransferase p300), GCN5(histone

acetyltransferase GCN5) ™ PCAF(P300/CBP-associated factor)oll Eo]Z ¢l &AS o] g&dle] HIFME 3
3l o] Fof FgHu| A o] 85t z dlAEe] Wy £FS FA4sle], 2 A9E = 1 YA 3o YERATE.

= 1 WA 304 HEe uie} o], 3| 2E ofAdEdM AT tA(Histone acetyltransferase; ©|3F, 'HAT'2kal
<1 p300, GON5 B PCAF FolA p300°] AN emie A2 xHd Hlgte], 54 RS &2k x4
A F7 E O e AL FAsT.

3] p300°] 7%

A7) Ang B, S AR ge ARTY AT H2E ohiLEULR A FAA
s £ A%l A

fo] o FFow EAsty] Wi, p300e] LA EE 1 753 Solzom o)
Z

O i
»

[AA]e) 2] p300 BA] AAA] 2=8Y
[2-1] 12} 2389

PCAF 25 7|Wko 2 A|2kel HAT <JAAIQl $HE4 1 WA 673, HAT-24, HAT-26 3 HAT-28% o]&3ke] 100
pME 3238k 5 HATO] @48 =43stE 71E(Biovision, Cat no. K332, W=)E o8t A|FA} Al Eats
Wlo] whe} p300ol] the HATS] &4 oAl A=(AHsle)E elstar, 1 A3E = 49 Yehdrl. o714, &
A T o2 C646(HAT IAADES 28l ek ).

¢

o

T 4o]A BE ule}l Zo], FREZ 1 WX 14 HATY @Ao] 80% o)A A=A}, THEZA 15 WA 67,
HAT-25, HAT-26 9 HAT-28-2 HATS] &4 A &&o] 20% WA 50% &2sFd .

[2-2] 22} 2389

A7) [2-1]100 A4 HATS] oA E&o] U FTREA 1 YA 145 0.5 pM, 1M, 10uM 2 100uMe] 5= 3
] ] 1 2 3

At a9 o, A7) [2-1]3 U3 o HAT &4 oA FEE ste], 1 A%E =59 ¥ 1
o YeERH AT
¥ 1
THEA|l 1 2 3 4 5 6 7 8 9 10 | 11 | 12 | 13 | 14
ICso 50.84|44.09| 28.9 [ 12.12] 32.4 | 10.14{27.65| 35.52| 9.01 | 13.12|41.67|0.953| 32.84/ 35.82
(D)

5 2 7] & 1oflA B kel Zo], $HEA 1 YA 14 FolA FREF 12(HAT-12)9] 1Cx°] 0.953°0.2

2 =7 A EYelAS T FREAY FR-FAT AT didt ARE F5st Al HAT p300 =9l
I 718 A A (substrate inhibitor)¢l Lys—CoA2] &FAX(co-crystal) 3 (pdb: 3biy)E o] &sle] A mdl
= s, ol#A FHE A el HFA R Lys-CoAE Al =7 (re-docking) s+ A¥et & 24 x5
Hlugk 5 AR 23 o] deives ARE ERIFe RN =7 Ao FLeE Hristi(E 6), HAT p300

HQl Lys-CoAzte] AFel #ofsts F8 A7|E BASGoH(E 7), FREH 1299 &2 £7 A&

.
e FHAT(E 8).
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[0118]

[0119]

[0120]

[0121]

[0122]

[0124]

[0125]

[0126]
[0128]

[0129]

[0131]

6ol HE ulel o], oS¥ HAT p300 =wlel-#]7+=(Lys-CoA) o] A AT &48H T2 +e #A=7}

e A% gz,

=i

% 7914 Hi= wpel o], Lys-CoAet HAT p300 =9l 7ol Aol sl F8 A7|&
T1411, W1466, Y1467, L1398, S1400, 11457, W1436 2 Y1397¢] S=2Zgte] gelsgloeny, o1 F
/dell R1410, T1411, W1466 % Y14673}9] Fszhgo] Tastw, 53] Wi4660] A0 A& & + AN Erin
M.Bowers et al., Virtual Ligand Screening of the p300/CBP Histone Acetyltransferase: Identification of
a Selective Small Molecule Inhibitor, Chem Biol. 2010 May 28;17(5):471-82. %kal).

5 8oA HiE ule} o], THEA 129} HAT p300 Ew|¢l 7+ Adle] Il Fo 27|E BAs A3,
R1410, T1411, W1466 2 Y14673 <] A5 28-S i)z ¢kgror}) 1398 ¢ 514004 2AFS dod 5 9

= Aow goly g},

A7) A B A Ao 9lo] L1398 ¥ S1400 T3 FQ 35 o3-S
T1411, W1466 2 Y14673}2] F714Q0 G4 A¥to] doUns: sk 4

o O >~
#e % dnh

B PG ST 5 glom, R0,
=

[e)
- HAT p300 Asf &dE& HS =

ols} e Astel wek HAT p300 Ad TS B% £A & AEF 9
%) 19% ofelst o] Azssith.

(e 1 A 19] otd ERAFEA p300 HAE Al SFEL A=

10
m
flo
Bl
oX,
o
P
H
I
QL
rlr
%
ox
2
—
=

(34 1]
OHC.. R OHC R
5 2 R KGO 2 HoN
¥ e DMF * _\LR EtOH
OH Cl CI'AR 5
R'| R‘I
stetE 1 WX 17

P N-;’.‘I-*-. & ,-"';_\_-.\_C:\r Rg

|

R'.; U—. ——

o o R

0 1 LHX] 19

[3HA 2 1] 83t 1 WA 17

A5 4-stolmE A=A H =1 G T olo] YFHES *

i)
=
i
ull

ool =(1 F%) B K00:(1 &

ZF)E& DNFE §vllol A 80 CTollAl 1Az &<k vigstgitt. 8h8 EFES Ao = YAA 5 old oA HolE
& o]gsty F&3a, V] FEES &, Nalll0; 2 G5 (brine) & o] &3to] Mg H, MgS0, ‘oA 11"
T AEE . o]F, AYS FI fulE gHE] AAS FH, HAEFt A A=RvEOYEE Fste] -9
3} 3tEel S3E 1 WA 178 F5SIATHE 2 #Fa)
Z 2
3= R R, Ry
1 3-F = 299 (3-Chlorophenyl) OCHs Cl
2 3- FEE9d OCHs Br
3 3- FraAd OCH; I
4 3~ EAFt 2R OCH; Cl
(3-Ethoxycarbonylphenyl)
5 3- JEAFzZR I OCHs Br
6 3- dAEATIER Y OCH; I
7 3-AlolxHd OCHs Cl
(3-Cyanophenyl)
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[0133]

[0134]

[0135]

[0137]

[0138]

[0139]

[0141]

[0142]

[0143]

[0145]

[0146]

S=50l 10-2085758

8 3-Alotxdd OCH; Br
9 3-Alobsd OCHs I
10 3-Z = 294 (3-Fluorophenyl) OCHs Cl
11 3- FREId OCHs i
12 471282 A ¥ d (4-carbamoylphenyl) |QCH, Cl
13 4- FrEnRdHd OCH; Br
14 4- FrEntndd OCH; I
15 3- 7HEntRdad OCHj Cl
16 3- FtEuledsd OCH; Br
17 3- ZtEntrdd OCHs I
(3= 1] -Z22-4-(3-F22 WA EA])-5-1| EA | 2 ¢H| 5] = (3-Chloro-4-(3-chlorobenzyloxy)-5-

methoxybenzaldehyde)

5-EF=2ZudA(1.00 g, 5.36 mmol) % 3-F==WA F=ZeFo]|=(0.70 g, 5.36 mmol)E A}&3}o] ofo]H A
A SRHE 1S F5SFATHI.50 g, 96.5%).

Re 0.54 (& olAlElo] E:n-814191=1:3); H-NMR (CDCl;, 400 MHz) & 3.95 (s, 31), 5.13 (s, 2H), 7.30-7.32
(m, 2H), 7.36 (d, J = 2.0 Hz, 1H), 7.37-7.39 (m, 1H), 7.51 (d, J = 2.0 Hz, 1H), 7.53-7.54 (m, 1H),
9.86 (s, 1H); 13C—NMR (CDCls, 100 MHz) 56.5, 74.3, 109.6, 125.9, 126.4, 128.5, 128.6, 129.4, 129.9,
132.9, 134.5, 138.7, 149.4, 154.5, 190.1 ppm.

(3= 2] 3-HZ E-4-(3-Z 22U A S A])-5-1 5 A Hil =L H) 8] = (3-Bromo—4-(3-chlorobenzyloxy)-5-
methoxybenzaldehyde)

5-HRRAPIR(1.00 g, 4.33 mmol) H 3-FE=2wlA FRHe]=(0.58 g, 5.36 mmol)E ARE-3le] ofeo]n ] A
1A 3E 22 F58ATH1.50 g, 96.5%).

R 0.65 (& obalelo] E:n-a49l=1:3); H-MIR (CDCl;, 400 MHz) & 3.94 (s, 3H), 5.12 (s, 2H), 7.30-7.32
(m, 2H), 7.38 (dd, J = 8.4, 1.2 Hz, 1H), 7.40 (d, J = 2.0 Hz, 1H), 7.54-7.56 (m, 1H), 7.66 (d, J = 2.0
Hz, 1H), 9.85 (s, 1H); 13C—NMR (CDCl3, 100 MHz) 56.5, 74.2, 110.3, 118.5, 126.5, 128.6, 129.0, 129.9,
133.5, 134.5, 138.7, 150.4, 154.4, 190.0 ppm.

[33FE 3] 4-((3-Z22HA)ZA])-3-0]| =-5-H| EA| ¥l = & 5| 5] = (4-((3-Chlorobenzyl )oxy)-3-iodo-5-
methoxybenzaldehyde)

Bl - (1.00 g, 3.60 mmol) % 3-F=2=2ZWE F=2T0]=(0.58 g, 5.36mmol)S AF&3}le] ofo]®m A 1A

5-o] %=
53t 18 53 TH(1.423 g, 98.1%).

33}
Ri 0.67 (o2 opalElo] B n-s14191=1:3); H-MR (CDCl,, 400 MHz) & 3.94 (s, 3H), 5.10 (s, 2H), 7.31-7.33
(m, 2H), 7.41 (dd, J = 8.4, 1.2 Hz, 1),.7.43 (d, J = 1.6 Hz, 1H), 7.57-7.58 (m, 1), 7.87 (d, J =
1.6 Hz, 1), 9.84 (s, 1); C-MMR (CDCl;, 100 MHz) 56.4, 74.0, 92.8, 111.2, 126.6, 128.7, 128.8,
129.9, 134.4, 134.5, 135.1, 138.7, 152.9, 153.2, 189.9 ppm.

[34E 4] ¥ 3-((2-F22-4-IX=29-6-"SAAFADHE) A= ]E (Ethyl 3-((2-chloro-4-formyl-6-
methoxyphenoxy)methyl )benzoate)

-2 =28d U (1.00 g, 5.36 mmol) E o¥ 3-(ZFZ2HE)HFo]E(1.06 g, 5.36 mmol)S AF&3le] =gkl
1A TE 45 FEFATH(1.18 g, 63.1%).



[0147]

[0149]

[0150]

[0151]

[0153]

[0154]

[0155]

[0157]

[0158]

[0159]

[0161]

[0162]

[0163]

SE=50 10-2085758

Ry 0.39 (o8 opalElo] En-sl491=1:3); H-NMR (CDCly, 400 Miz) & 1.41 (t, J = 7.2 Hz, 3H), 3.95 (s,

3H), 4.39 (q, J = 7.2 Hz, 2H), 5.21 (s, 2H), 7.30 (ddd, J = 7.6, 1.2, 1.2 Hz, 1H), 7.36 (d, J = 1.6
Hz, 1M), 7.46 (dd, J = 7.6, 7.6 Hz, 1), 7.50 (d, J = 2.0 Hz, 1H), 8.02 (ddd, J = 7.6, 1.2, 1.2 Hz,

M), 8.18 (dd, J = 1.2, 1.2 Hz, 1H), 9.85 (s, 1H); C-NMR (CDCls, 100 MHz) 14.6, 56.5, 61.3, 74.7,
109.6, 126.0, 128.7, 129.4, 129.6, 129.7, 130.9, 132.8, 132.9, 137.1, 149.5, 154.6, 166.6, 190.2 ppm.
[38E 5] ¥ 3-((2-BEE-4-X2Y-6-v|EAHSA)HE)A R o]E  (Ethyl 3-((2-bromo-4-formyl-6-
methoxyphenoxy)methyl)benzoate)

5-EZREld (1,00 g, 4.33 mmol) 2 o€ 3-(ZZZWE)WMFO]E(0.86 g, 4.33 mmol)E Al&3lo] A
wgd 1A 3ghE 58 53 HH(1.53 g, 90.1%).

R 0.35 (o€ opAlElo] En-sl491=1:3); H-NMR (CDCly, 400 MHz) & 1.41 (t, J = 7.2 Hz, 3H), 3.95 (s,

3H), 4.39 (q, J=7.2Hz, 2H), 5.21 (s, 2H), 7.40 (d, J = 2.0 Hz, 1H), 7.46 (dd, J = 7.6, 7.6 Hz, 1H),
7.66 (d, J= 2.0 Hz, 1H), 7.75 (ddd, J = 7.6, 1.2, 1.2 Hz, 1H), 8.02 (ddd, J = 7.6, 1.2, 1.2 Hz, 1H),

8.19 (dd, J = 1.2, 1.2 Hz, 1H), 9.85 (s, 1H): C-NMR (CDCls, 100 MHz) 14.6, 56.5, 61.3, 74.6, 110.3,
118.6, 128.7, 129.0, 129.7, 130.9, 133.0, 133.4, 137.1, 150.6, 154.4, 166.6, 190.0 ppm.

[3gE 6] dE 3-((4-TEU-2-o|—-6-HEAHEZA)WE)HAZo]E (Ethyl 3-((4-formyl-2-iodo—6-
methoxyphenoxy)methyl)benzoate)

5-0]=uFd #(1.00 g, 3.60 mmol) % o8 3-(FREHE)WFo]E(0.71 g, 3.60 mmol)E Al&3le] AT =
2 1A SFE 62 FEIGUH(1.41 g, 88.8%).

R 0.39 (o8 opAlElo] En-sl49l=1:3); H-NMR (CDCl,, 400 MHz) & 1.41 (t, J = 7.2 Hz, 3H), 3.95 (s,

3H), 4.39 (q, J=7.2Hz, 2H), 5.21 (s, 2H), 7.43 (d, J = 1.6 Hz, 1H), 7.47 (dd, J = 7.6, 7.6 Hz, 1H),
7.78 (ddd, J=7.6, 1.2, 1.2 Hz, 1H), 7.86 (d, J = 1.6 Hz, 1H), 8.02 (ddd, J = 7.6, 1.2, 1.2 Hz, 1H),

8.22 (dd, J = 1.6, 1.6 Hz, 1), 9.83 (s, 1H); 13C—NMR (CDCl5, 100 MHz) 14.6, 56.3, 61.3, 74.4, 92.8,
111.2, 128.7, 129.7, 129.8, 130.9, 133.1, 134.3, 135.1, 137.1, 152.9, 153.2, 166.6, 189.9 ppm.

(35 & 71 3-((2-EREA4-XE2U-6-v|SA HEA])HE )l = EZ (3-((2-Chloro-4-formy1-6-
methoxyphenoxy)methyl)benzonitrile)

5-Z22rdH(1.00 g, 5.36 mmol) % od 3-(BEEEE)HXUEZ(1.05 g, 5.36 mmol)S o] &3&to] 3}k
1A gEgE 7S 53130 g, 80.5%).

Ri 0.25 o€l olAM|E| o] E in-3 A|Ql=1:3); 1H—NMR (CDCl5, 400 MHz) & 3.96 (s, 3H), 5.17 (s, 2H), 7.38 (d, J
= 2.0 Hz, 1H), 7.50 (dd, J = 7.6, 7.6 Hz, 1H), 7.52 (d, J = 2.0 Hz, 1H), 7.64 (ddd, J=7.6, 1.6, 1.6

Hz, 1H), 7.75 (ddd, J = 7.6, 1.6, 1.6 Hz, 1H), 7.84 (dd, J = 1.6, 1.2 Hz, 1H), 9.87 (s, 1H); FC-NMR
(CDCls, 100 MHz) 56.6, 73.8, 109.6, 112.8, 118.9, 126.0, 129.4, 129.5, 131.8, 132.1, 132.5, 133.1,

138.4, 149.1, 154.5, 190.1 ppm.

(35 & 8] 3-((2-E2R-4-X 29-6-HEA H=A] ) H & )il =Y ELH (3-((2-Bromo—4-formy1-6-
methoxyphenoxy)methyl)benzonitrile)

5-HE2EAEA(1.00 g, 4.33 mmol) 2 oE 3-(BZRHE)WEUEL(0.85 g, 4.33 mmol)S A}E3te] SFQEA)
a3 3HgHE 88 FEFATH.53 g, 83.8%).

Ry 0.24 (o8 o}xjg|o] E:n-814]21=1:3); H-NMR (CDCls, 400 MHz) & 3.95 (s, 3H), 5.16 (s, 2H), 7.42 (d,
J=2.0Hz, 1), 7.50 (dd, J = 8.0, 7.6 Hz, 1), 7.64 (ddd, J= 7.6, 2.0 1.6 Hz, 1H), 7.67 (d, J = 1.6
Hz, 1H), 7.70 (ddd, J = 8.0, 1.6, 1.2 Hz, 1H), 7.86 (dd, J = 1.6, 1.6 Hz, 1H), 9.86 (s. 1H); C-N\R
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[0165]

[0166]

[0167]

[0169]

[0170]

[0171]

[0173]

[0174]

[0175]

[0177]

[0178]

[0179]

[0181]

[0182]

S=50] 10-2085758

(CDCls, 100 MHz) 56.5, 73.6, 110.3, 112.8, 118.5, 118.9, 129.0, 129.5, 131.9, 132.1, 132.6, 133.7,
138.4, 150.1, 154.3, 189.9 ppm.
(3= 9] 3-((4-E2H-2-o| =-6-H|EAHFA]) v &)A=Y EH (3-((4-Formyl-2-iodo—-6-
methoxyphenoxy)methyl)benzonitrile)

—o]=md - (1.00 g, 3.60 mmol) @ g 3-(H2EHE)MZYEZ(0.71 g, 3.60 mmol)E AF&3}e] kA
1ﬂ~ﬂ§% 2 S5 TH(1.20 g, 84.4%).
Ri 0.27 (o|& o}AH| o] E in-3NA|<Ql=1:3); 1H—NMR (CDCl5, 400 MHz) & 3.95 (s, 3H), 5.15 (s, 2H), 7.44 (d,
J=2.0Hz, 1H), 7.51 (dd, J = 8.0, 7.6 Hz, 1H), 7.65 (ddd, J = 7.6, 1.6, 1.2 Hz, 1H), 7.78 (ddd, J =

7.6, 1.6, 1.2 Hz, 1), 7.88 (d, J=2.0 Hz, 1H), 7.89 (dd, J = 1.6, 1.2 Hz, 1H), 9.85 (s, 1H): C-NWR
(CDCl,, 100 MHz) 56.4, 73.4. 92.7, 111.3, 112.8. 118.9, 129.5. 132.0, 132.1, 132.7. 134.6. 135.0,

138.3, 152.5, 153.2, 189.8 ppm.

[BFE 10] 3-F224-((3-EFL2WA)ZA])-5-HEAN=LH 3= (3-Chloro—4-((3-fluorobenzyl)oxy)-5-
methoxybenzaldehyde)

522 2ud@(1.00 g, 5.36 mmol) @ o€ 3-ZTFoawz FEHo]=(0.78 g, 5.36 mmol)S AFE3le] &<k
A3 SRtE 108 F53ETH(1.15 g, 72.8%).

R 0.58 (o€ olME|o] E n-a491=1:3); H-NMR (CDCls, 400 MHz) & 3.95 (s, 3H), 5.15 (s. 2H). 7.00-
7.05 (m, 1H), 7.24-7.28 (m, 2H), 7.34 (dd, J = 8.0, 2.0 Hz, 1H), 7.37 (d, J = 2.0 Hz, 1H), 7.51 (d, J
= 2.0 Hz, 1), 9.85 (s, 1H); C-NMR (CDCl,, 100 MHz) 56.5, 74.4, 109.7, 115.3, 115.5, 123.8, 126.0,
130.1, 132.9, 139.3, 149.5, 154.6, 161.8, 164.3, 190.2 ppm.

[B3E 11] 4-((3-Z2E2WE)LA))-3-HEA AR LY 3= (4-((3-Chlorobenzyl)oxy)-3-methoxybenzaldehyde)
B A(1.00 g, 6.57 mmol) ¥ 3-w|EA|WZA F=28}o]|=(1.03 g, 6.57 mmol)E AFE3d}e] =gk vl A 3}t
B 1S 2539 00(1.48 g, 99.6%).

Ry 0.45 (o2 o}AE]o] B :n-s1491=1:3); H-NMR (CDCls, 400 MHz) & 3.95 (s, 3H), 5.19 (s, 2H). 6.95 (d, J
= 8.4 Hz, 1H), 7.29-7.32 (m, 3H), 7.39 (dd, J = 8.0, 1.6 Hz, 1H), 7.43-7.44 (m, 2H), 9.84 (s, 1H); C-
NMR (CDCly, 100 MHz) 56.2, 70.2, 109.7, 112.6, 125.4, 126.6, 127.4, 128.6, 130.2, 130.7, 134.8, 138.3,
150.3. 153.4, 191.0 ppm.

[33E 121 4-((2-2224-X 2U-6-HEA T XA W)l =olulo] = (4-((2-Chloro-4-formyl-6-
methoxyphenoxy)methyl )benzamide)

5-Z22Hd™(0.18 g, 0.96 mmol) % 4-(F=22vE)dl=olu}e]=(0.16 g, 0.96 mmol)E A&3}e] SIQEA 11
A shgE 128 F5390H0.22 g, 73.2%).

Ri 0.25 (o€ opale]o]E:n-a1A121=1:1); H-MR (400 MHz, DMSO-ds) & 3.88 (s, 3H), 5.12 (s, 2H), 7.29

(d, J= 1.6z, 1), 7.44 (d, J = 2.0 Hz, 1), 7.48 (d, J = 8.0 Hz, 2H), 7.83 (d, J = 8.0 Hz, 2H),

9.78 (s, 11); C-NMR (400 MHz, DMSO-ds) 55.2, 73.7, 109.5, 124.5, 127.2, 127.4, 128.3, 132.0, 133.2,

139.4, 148.4, 153.7, 168.4, 189.4 ppm.

[ = 13] 4-((2-B2R4-¥ 29 -6-0|EA 55 A]) v & ) sl Zo}ujo]| = (4~ ((2-Bromo-4-formyl-6-
methoxyphenoxy)methyl )benzamide)

5-HRRubd R (0.18 g, 0.79 mmol) T 4-(SE2wE)Wl=o}uto]=(0.13 g, 0.79 mmol)E AHE-3te] SFEA a1
Al BHHE 138 F538ITH0.20 g, 73.2%).
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[0183]

[0185]

[0186]

[0187]

[0189]

[0190]

[0191]

[0193]

[0194]

[0195]

[0197]

[0198]

[0199]

S=50 10-2085758

Ri 0.16 (o€ opAle]o]E:n-a1A]2l=1:1); H-NMR (400 MHz, DMSO-ds) & 3.88 (s, 3H), 5.11 (s, 2), 7.34
(d, J=2.0Hz, 1), 7.50 (d, J = 8.4 Hz, 2H), 7.60 (d, J = 1.6 Hz, 1), 7.83 (d, J = 8.4 Hz, 2H),
9.78 (s, 1H); "C-NMR (400 MHz, DMSO-ds) 55.7, 73.6, 100.1, 117.6, 127.2, 127.4, 127.5, 132.6, 133.2,
139.4, 149.5, 153.5, 168.4, 189.3 ppm.
[334E 14] 4-((4-X2D-2-0| E-6-H| EA H ZA] ) v & ) ]l Zo}ulo] = (4-((4-Formyl-2-iodo—6-
methoxyphenoxy)methyl)benzamide)
5-0]:=rhd#1(0.26 g, 0.94 mmol) B 4-(S2=2vd)wl=o}lv}o]=(0.16 g, 0.94 mmol)E AH&3te] shekd LA
SIHE 148 F531900H0.28 g, 72.4%).
Ri 0.10 (o€l ofAle]o]E n-a1A]2l=1:1); H-NMR (400 MHz, DMSO-ds) & 3.87 (s, 3H), 5.10 (s, 2I), 7.36
(d, J=2.0Hz, 1), 7.53 (d, J = 8.0 Hz, 2H), 7.79 (d, J = 1.6 Hz, 1), 7.83 (d, J = 8.4 Hz, 2H),
9.76 (s, 1H); "C-NMR (400 MHz, DMSO-ds) 55.6, 73.4, 92.1, 111.0, 127.2, 127.6, 133.1, 133.5, 133.6,
139.4, 151.9, 152.3, 168.4, 189.1 ppm.
(3 E 15] 3 ((2-EE22-4-XEU-6-WEAHFA])WE )l =olulo] = (3-((2-Chloro-4-formyl-6-
methoxyphenoxy)methyl)benzamide)
5-Z22Zupd#(0.40 g, 2.14 mmol) ¥ 3-(FZ2WE )Ml Zo}ulo]=(0.36 g, 2.14 mmol)S AFE3le] sFekA a1
A s3E 168 F53I3TH0.32 g, 45.0%).
Rr 0.10 (o€ o}alElo]E:n-31491=1:1); H-NMR (CDCl, 400 MHz) & 3.88 (s, 3H), 5.11 (s, 2H), 7.30 (d,
J=2.0Hz, 10), 7.37 (dd, J =7.6, 7.6 Hz, 1), 7.44 (d, J = 2.0 Hz, 1H), 7.59 (d, J = 8.0 Hz, 1H),

7.77 (ddd, J = 7.6, 1.6, 1.2 Hz, 1H), 794 (dd, J = 1.6, 1.6 Hz, 1H), 9.78 (s, 1H); 13C—NMR (400 MHz,
DMSO-a;) 56.4, 74.1, 110.9, 124.1, 127.2, 127.6, 127.9, 128.2, 131.1, 132.6, 134.4, 136.6, 148.2,

154.0, 167.6, 191.1 ppm.

(3 E 16] 3-((2-BER4-XE2U-6-HFA H A HE )il Zolvlo] = (3-((2-Bromo—4-formyl-6-
methoxyphenoxy)methyl )benzamide)

5-BERupd#(0.18 g, 0.79 mmol) B 3-(FE=rd)wl=olrte]=(0.13 g, 0.79 mmol)E AH&3Fe] aFQkA a1
A g3E 168 533 TH0.20 g, 73.2%).
Ry 0.16 (ol& opAlgo] Ep- M 2l=1:1); "H-NMR (DMSO-di, 400 MHz) & 3.88 (s, 3H), 5.10 (s, 2H), 7.34

(d, J=2.0 Hz, 1H), 7.38 (dd, J = 8.0, 8.0 Hz, 1H), 7.60 (d, J = 2.0 Hz, 1H), 7.62 (ddd, J = 7.6,
1.2, 1.2 Hz 1H), 7.78 (ddd, J = 7.6, 1.2, 1.2 Hz 1H), 7.96 (dd, J = 1.2, 1.2 Hz, 1H), 9.78 (s, 1H);

PC-NMR (400 MHz, DMSO-dy) 55.7, 73.8, 110.0, 117.7, 126.9, 127.2, 127.6, 127.9, 131.0, 132.6, 133.5,
136.3, 149.5, 153.6, 168.5, 189.3 ppm.
(3 E 171 3-((4-X2P-2-0| =-6-H|FA| H 5 A] ) v & ) fl Zo}njo] = (3-((4-Formyl-2-iodo—6-
methoxyphenoxy)methyl )benzamide)

-o]=nbd§(0.26 g, 0.94 mmol) R 3-(FR=vE)wl=olvle]=(0.16 g, 0.94 mmol)E AH&38ke] SFE4 117
ﬂl%1%%$%ﬂﬁ@w28g7zmy
Ry 0.10 (ol& opAlgo] Ep- M 2l=1:1); H-NMR (DMSO-di, 400 MHz) & 3.88 (s, 3H), 5.09 (s, 2H), 7.36
(d, J=2.0 Hz, 1H), 7.38 (dd, J = 8.0, 8.0 Hz, 1H), 7.65 (ddd, J = 7.6, 1.6, 1.6 Hz 1H), 7.78 (ddd, J

=76, 1.2, 1.2, Hz 1), 7.79 (d, J = 2.0 Hz, 1), 7.98 (dd, J = 1.6, 1.6 Hz, 1H). 9.76 (s, 1H); ‘C-
NMR (400 MHz, DMSO-ds) 55.6. 73.6, 92.2. 111.0, 126.9, 127.3, 127.8. 131.1, 133.5. 113.6. 133.7.

136.2, 151.9, 152.4, 168.5, 189.1 ppm.
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[0201]

[0202]

[0204]

[0206]

[0207]

[0208]

[0210]

S=50] 10-2085758

(34 9 2] 34 1 WA 19(A1 U1A] AL9)

A7 34 W 1A FA4E 0-ddstE IEE0 ) 1 By 1-(2-olv o) I H g d(1-(2-
aminoethyl)piperidine); 2-(2-o}v]:=o&)y & (2-(2-aminoethyl)pyridine); 2-(2-o}n]:=oe)E]Q 3 (2-
(2-aminoethyl)thiophene); ¥+ (4-7}=2EAlsd)Wdolwl ((4-carboxyphenyl)methylamime)S o €3-S &
2 3lo] 2AIF B BFAIZ Hl ALoA WA, o]F, AYS T EME &3] AATEA olvl
shgtEd el FAd 1 WA 198 F5dvh(E 3 3Har).

# 3
G ol R R, Ry R
1 -EFR=yd OCH; Br N-7] 2]t d
(N-Piperidinyl)
2 -FraAd OCH; I N-d] =g Hd
- EA Tt ER YWY OCH; Cl N-7] 3|2l o) d
4 -l EAFIER I OCHs Br N-F# =t
5 - EA T2 R I 0CHs I N-3 gt d
6 3-Aletwsd OCH; Cl N-31] 7 2] ]
7 3-Aletxdd OCHs Br N-F# g d
8 3-Alot=dd OCHs I N-F# gt d
9 -ZeraId OCHs Cl N-F#
10 -Fzzdd OCH; Cl 2-El o Hd
(2-thiophenyl)
11 -Fradd OCH; Cl 2-9] 2] (2-pyridyl)
12 -EFzzdd OCH; H 2-E] 9 #|d
13 EFEAd OCH; H 2-¥gd
14 4-7Entzdsd OCH; Cl N-d] =g ed
15 4-Fh=upR e #Hd OCH; Br N-9 3 2] d
16 4-7tEnr dHd OCHs I N-7] 3|2l o) d
17 3-FhEurR A Hd OCH; Cl N-9 3| 2]t d
18 -7tEnRdHd OCH; Cl 2-El 2 Hd
19 -EF2Evd OCH; Cl 4-FrEEA Y
(4-carboxyphenyl)

[34d 11 (B)-1-B-EER-4-(-F2EWF)SA])-5-dEA Hd)-N-(2-(3] g D-1-1.48) o &) vl o]
((E)-1-(3-bromo—4-((3-chlorobenzyl )oxy)-5-met hoxypheny! )-N-(2-(piperidin-1-1.48yl )ethyl )methanimine)

3}FHE 2(208 mg, 0.59 mmol) 2 1-(2-o}u| o &) I H 2T (75 mg, 0.59 mmol)S AFE3ste] zZHAl x| <] A
1S #5339 0H260 mg, 95.4%) .
'H-NMR (400MHz, CDCls) & 1.48-1.51 (m, 2H), 1.67-1.72 (m, 4H), 2.61-2.63 (m, 4H), 2.77 (t, J = 7.2 Hz,

2H), 3.85 (t, J = 6.8 Hz. 2H), 3.92 (s, 3H), 5.03 (s, 2H), 7.29-7.32 (m, 2H), 7.33 (d, J = 1.6 Hz,
1H), 7.39 (ddd, J = 8.8, 1.6, 1.6 Hz, 1H), 7.42 (d, J = 1.6 Hz, 1H). 7.54-7.56 (m, 1H), 8.19 (dd, J =

1.6, 1.2 Hz, 1H); 13C—NMR (100 MHz, CDCl;) 23.9, 25.3, 54.4, 54.9, 56.4, 59.3, 74.1, 110.1, 118.2,
125.9, 126.5, 128.5, 128.7, 129.8, 133.5, 134.4, 139.1, 147.3, 154.1, 160.8 ppm.

[(Fdd 2] (B)-1-(4-((-E2EWA)SA)-3-0| =-5-H FA 3 E)-N-(2- (2 D-1-)od) ol ((E)-
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[0211]

[0212]

[0214]

[0215]

[0216]

[0218]

[0219]

[0220]

[0222]

[0223]

[0224]

[0226]

[0227]

S=50] 10-2085758

1-(4-((3-Chlorobenzyl)oxy)-3-iodo-5-methoxyphenyl)-N-(2-(piperidin-1-yl)ethyl) methanimine)

3}3HE 3(205 mg, 0.51 mmol) % 1-(2-oln|:ol ) H 2T (55 mg, 0.51 mmol)S AFE3le] 24 Alge] 34
E FEIAT(260 mg, 99.6%).

1H—NMR (400MHz, CDCls) & 1.48-1.51 (m, 2H), 1.65-1.70 (m, 4H), 2.57-2.61 (m, 4H), 2.75 (t, J = 7.2 Hz,

2H), 3.83 (t, J =6.8 Hz. 2H), 3.91 (s, 3H), 5.01 (s, 2H), 7.30-7.32 (m, 2H), 7.37 (d, J = 1.6 Hz,
1), 7/41-7.43 (m, 1H), 7.57-7.59 (m, 1H), 7.62 (d, J = 1.6 Hz, 1H), 8.17 (dd, J = 1.6, 1.6 Hz, 1H);

PC-NMR (100 MHz, CDCly) 23.9, 25.3, 54.4, 54.9, 56.3, 59.3, 73.9, 92.8. 111.2. 111.3, 126.6, 128.5,
128.8, 129.8, 131.7, 134.4, 139.1, 149.8, 153.0, 160.5 ppm.

[FAo] 3] dE (B)-3-((2-F22-6-HEA-4-(((2-(FHFd-1-d)dE) ol v =) d &) H A HE )l R o] E
(Ethyl (E)-3-((2-chloro-6—methoxy-4-(((2-(piperidin-1-yl)ethyl)imino)methyl) phenoxy) methyl)benzoate)
3}3HE 4(200 mg, 0.57 mmol) B 1-(2-opv| =o€ I H W (73.5 mg, 0.57 mmol)S AFE3lo] =&k Algle] A
o 3& FEFQTH275 mg, quantitative).

Ry 0.18 (o]& o}aElo] E n-a14]21=1:3); 'H-NMR (400MHz, CDCly) & 1.40 (t, J = 7.2 Hz, 3H), 1.44-1.48

(m, 2H), 1.59-1.63 (m, 4H), 2.50-2.53 (m, 4H), 2.67 (t, J = 7.2 Hz, 2H), 3.78 (¢, J = 6.8 Hz. 2H),
3.92 (s, 3H), 4.38 (q, J =7.2 Hz, 2H), 5.12 (s, 2H), 7.24 (d, J = 2.0 Hz, 1H), 7.29 (d, J = 2.0 Hz,
1), 7.40 (ddd, J = 8.0, 2.0, 2.0 Hz, 1H), 7.44 (dd, J = 8.0, 8.0 Hz, 1H), 8.00 (ddd, J = 8.0, 2.0,
2.0 Hz, 1H). 8.16 (br s, 1H), 8.18 (dd, J = 2.0, 2.0 Hz, 1H);

[3Ad 4] A8 (B)-3-((2-BRER-6-HEFA-4-(((2-(HAH I D-1-) ) o|r =) d ) dl5A]) dE)llzdolE
(Ethyl (E)-3-((2-bromo—6-methoxy—4-(((2-(piperidin-1-yl)ethyl)imino)methyl)phenoxy) methyl)benzoate)
3}gHE 5(200 mg, 0.51 mmol) % 1-(2-o}m] ol &)y #H| 2] H(65.2 mg, 0.51 mmol)S AM&3dle] =&t Ao A
o 45 FS3HAT (252 mg, 938.2%).

Re 0.18 (o€ olAEo]E in-3 A|<¢l=1:3); 1H—NMR (400MHz, CDCl3) & 1.39 (t, J = 7.2 Hz, 3H), 1.44-1.48

(m, 2H), 1.59-1.65 (m, 4H), 2.52-2.54 (m, 4H), 2.68 (t, J = 7.2 Hz, 2H), 3.76 (t, J = 6.8 Hz. 2H),
3.92 (s, 3H), 4.38 (q, J =7.2 Hz, 2H), 5.11 (s, 2H), 7.34 (d, J=1.6 Hz, 1H), 7.40 (d, J = 1.6 Hz,
1), 7.45 (dd, J = 8.0, 8.0 Hz, 1), 7.76 (ddd, J = 8.0, 1.2. 1.2 Hz, 1H), 8.01 (ddd, J = 8.0, 1.2.
1.2 Hz, 1. 8.16 (br S, 1), 8.20 (dd, J = 1.2. 1.2 Hz, 11);

[FAo] 5] dE (£)-3-((2-°]=-6-HEA-4-(((2-(FHFHd-1-d)dE)olv ) E)H=A]) HE)HAZR o E
(Ethyl (E)-3-((2-iodo-6-methoxy-4-(((2-(piperidin-1-yl)ethyl)imino)methyl )phenoxy) methyl)benzoate)
3h3HE 6(200 mg, 0.45 mmol) % 1-(2-ol| e @) # 2 (58.3 mg, 0.45 mmol)S ARE3le] = AlHe] 3
d 58 539 TH238 mg, 93.0%).

Rf 0.21 (& oA H O] E n-3M1=1:3); 'H-NMR (400MHz, CDCls) & 1.40 (t, J = 7.2 Hz, 3H), 1.43-1.46

(m, 2H), 1.59-1.64 (m, 4H), 2.47-2.51 (m, 4H), 2.67 (t, J = 7.2 Hz, 2H), 3.77 (¢, J = 6.8 Hz. 2H),
3.91 (s, 3H), 4.38 (q, J=7.2Hz, 2H), 5.10 (s, 2H), 7.37 (d, J = 2.0 Hz, 1H), 7.45 (dd, J = 8.0, 8.0
Hz, 1), 7.61 (d, J=2.0 Hz, 1H), 7.7 (ddd, J = 7.6, 1.6, 1.6 Hz, 1H), 8.01 (ddd, J = 7.6, 1.6, 1.6

Hz, 1H). 8.15 (br s, 1H), 8.22 (dd, J = 1.2. 1.2 Hz, 1H); C-NMR (100 MHz. CDCls) 14.6, 24.4. 26.0,

55.1, 56.3, 59.1. 59.8, 61.2, 74.2, 92.7, 110.2, 129.6, 129.5, 129.8, 130.8, 131.8, 133.1, 134.6,
137.4, 149.8, 153.0, 160.0, 166.7 ppm.

[FAdd 6] (B)-3-(2-F22-6-HEA-4-(((2-(FHEd-1-d) ) olv ) E)dA=ADHE) HEUEH
((E)-3-((2-Chloro-6-methoxy—-4-(((2-(piperidin-1-yl)ethyl)imino)methyl)phenoxy)methyl) benzonitrile)

3}3HE 7(200 mg, 0.66 mmol) B 1-(2-o}v| o €)F]H 2T (85.0 mg, 0.66 mmol)<S AF&3lo] =gkl A]He] &
6

3
Ao 6& 539273 mg, quantitative).
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[0228]

[0230]

[0231]

[0232]

[0234]

[0235]

[0236]

[0238]

[0239]

[0240]

[0242]

[0243]

[0244]

S=501 10-2085758

R 0.15 (ol|d ofAlH| o] E - AQ1=1:3); 'H-NVR (400MHz, CDCl3) & 1.40-1.46 (m, 2H), 1.54-1.62 (m, 4H),

2.47-2.49 (m, 4H), 2.64 (t, J = 7.6 Hz, 2H), 3.76 (t, J = 7.6 Hz. 2H), 3.91 (s, 3H), 5.07 (s, 2H),
7.24 (d, J=1.6 Hz, 1H), 7.30 (d, J = 1.6 Hz, 1H), 7.44 (d, J = 7.6 Hz, 1H), 7.47 (dd, J = 8.0, 7.6
Hz, 1H), 7.60 (ddd, J = 7.6, 1.2, 1.2 Hz, 1H), 7.83 (br s, 1H), 8.18 (br s, 1H);

(A4 7] (B)-3-((2-BE2E2-6-HFA-4-(((2-(FHE-1-)dE) ol v )W &) H Z AN e ) HZUEZH ((B)-
3-((2-Bromo—6-methoxy-4-(((2-(piperidin—1-yl)ethyl) imino)methyl ) phenoxy)methyl) benzonitrile)

3}3HE 8(200 mg, 0.58 mmol) B 1-(2-o}v=o &) A2 (74.1 mg, 0.58 mmol)S AFE3}o] =g Algle] 3t
Ao 78 F53FFTH265 mg, quantitative).

R 0.15 (olE olAlE|o]E :in-dA|Q1=1:3); lH—NMR (400MHz, CDCl3) & 1.42-1.46 (m, 2H), 1.55-1.62 (m, 4MH),

2.46-2.49 (m, 4H), 2.64 (¢, J = 7.6 Hz, 20), 3.74 (t, J = 7.6 Hz. 2H), 3.91 (s, 3H), 5.06 (s, 2H),
7.34 (d, J=1.6 Hz, 1H), 7.40 (d, J = 1.6 Hz, 1H), 7.47 (dd, J = 8.0, 7.6 Hz, 1H), 7.61 (ddd, J =
7.6, 1.6, 1.2 Hz, 1H), 7.75 (ddd, J = 7.6, 2.0, 1.2 Hz, 1H), 7.85 (dd, J = 1.6, 1.2 Hz, 1H), 8.16 (br
s, 1H);

[ 8] (B)-3-((2-°]=-6-HEA-4-(((2-(FH I d-1-d)d ) olv]| w)d ) H A )HlZYEZ ((E)-3-
((2-Todo-6—methoxy-4-(((2-(piperidin-1-yl)ethyl ) imino)methyl )phenoxy)methyl) benzonitrile)

3}gHE 9(200 mg, 0.51 mmol) 2 1-(2-o}m] ol &)y #| 2] W (65.2 mg, 0.51 mmol)S AM&3le] =t A< A
o 88 533 TE (245 mg, 95.7%).

Ri 0.14 (ol& olAE o] E in-3 A|Ql=1:3); 1H—NMR (400MHz, CDCls) & 1.42-1.48 (m, 2H), 1.58-1.62 (m, 4H),

2.48-2.52 (m, 4H), 2.66 (t, J = 7.2 Hz, 2H), 3.77 (t, J = 7.2 Hz. 2H), 3.91 (s, 3H), 5.06 (s, 2H),
7.38 (d, J=1.6 Hz, 1H), 7.49 (dd, J = 8.0, 7.6 Hz, 1H), 7.61 (d, J = 1.6 Hz, 1H), 7.62 (d, J = 8.0

Hz, 1H), 7.79 (d, J = 8.0 Hz, 1H), 7.88 (br s, 1H), 8.16 (br s, 1H); 13C—NMR (100 MHz, CDCl;) 24.4,

26.1, 55.1, 56.3, 59.1. 59.8, 73.3, 92.6, 110.9, 112.7, 119.0, 129.4, 131.8, 131.9, 132.0, 132.7,
134.9, 138.7, 149.3, 152.9, 159.9 ppm.

[GAdd 9] (B)-1-(3-E22-4-((3-ZF 2293 )2 A -5-H EA H 9 )-N-2-(FHFd-1-L) s &) el eto| 9 ((E)-
1-(3-Chloro-4-((3-f luorobenzyl)oxy)-5-methoxyphenyl )-N-(2-(piperidin-1-yl )ethyl) methanimine)

3}5HE 100200 mg, 0.68 mmol) Z 1-(2-o}v]:=o &) 3 H 2 (87.0 mg, 0.68 mmol)S Ab&3te] =& Alglel 3t
dd 95 F53IT (267 mg, 97.2%).

'H-NVR (400MHz, CDCls) & 1.44-1.49 (m, 2H), 1.60-1.66 (m, 4H), 2.51-2.54 (m, 4H), 2.69 (t, J = 7.2 Hz,
o), 3.80 (t, J = 7.2 Hz. 21D, 3.92 (s, 31), 5.06 (s, 2H), 7.02 (dd, J = 7.6, 7.2 Hz, 1H), 7.25-7.33
(m, 5H), 8.18 (br s, 1I); C-NMR (100 MHz, CDCl;) 24.2, 25.8, 55.0, 56.4, 58.8. 59.6, 74.2, 109.2,
115.3, 115.5, 123.1, 128.9, 130.8, 133.1, 139.7, 146.2, 154.6, 160.6, 161.8, 164.3 ppm.

[FA4d 10] (B)-1-(3-F22-4-((3-F22MA)ZA))-5-m 5 A #'d)-N-(2-(E] A-2-) s &) vl gtel )l ((B)-
1-(3-Chloro-4-((3-chlorobenzyl )oxy)-5-methoxyphenyl )-N-(2-(thiophen—2-yl )ethyl) methanimine)

3}3HE 1(200 mg, 0.64 mmol) 2 2-(2-o}w| o &) E] Q.3 (87.6 mg, 0.64 mmol)S AFE3le] 2 X e] 1A o
o 2~

=

10S +53FtH270 mg, quantitative).

Ri 0.68 (o€ olAEH|o]E in-3A|21=1:3); 'H-NMR (400MHz, CDCls) & 3.24 (t. J=7.2 Hz, 2H), 3.88 (t. J

7.2 Hz. 2H), 3.93 (s, 3H), 5.05 (s, 2H), 6.83-6.84 (m, 1H), 6.92 (dd, J = 6.0, 3.6 Hz, 1H), 7.14
(dd, J=3.6, 1.6 Hz, 1H), 7.23 (d, J = 2.0 Hz, 1H), 7.29-7.32 (m, 2H), 7.34 (br s, 1H), 7.36-7.39 (m,

), 7.54-7.55 (m, 1H), 8.07 (s, 1H); lSC—NMR (100 MHz, CDCl;) 31.6, 56.5, 62.9, 74.2, 109.6, 123.9,

126.0, 126.4, 126.5, 127.0, 128.5, 128.6, 128.7, 128.9, 129.8, 132.9, 134.4, 138.8, 154.3, 154.6,
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[0246]

[0247]

[0248]

[0250]

[0251]

[0252]

[0254]

[0255]

[0256]

[0258]

[0259]

[0260]

S=501 10-2085758

160.3 ppm.

[FAd 111 (B)-1-(3-F22-4-((3-F22WH)ZA])-5-HEA A )-N-(2-(F g d-2-L) o &) v eto]ql  ((B)-
1-(3-Chloro-4-((3-chlorobenzy! )oxy)-5-met hoxyphenyl )-N-(2-(pyridin-2-yl)ethyl) methanimine)

3}t 1(100 mg, 0.32 mmol) @ 12-(2-o}u| ol €)1 2] (40 mg, 0.32 mmol)& AF&sle] ZA] X|g9o] 3HA o
118 531 tH(133 mg, quantitative).

1H—NMR (400MHz, DMSO-ds) & 3.07 (t, J = 7.6 Hz, 2H), 3.88 (s, 3H), 3.93 (t, J=17.6 Hz. 2H), 5.06 (s,

2H), 7.20 (ddd, J =7.2, 4.8, 1.2 Hz, 1H), 7.28 (d, J = 7.6 Hz, 1H), 7.35 (d, J = 2.0 Hz, 1H), 7.40
(d, J=2.0 Hz, 1H), 7.41-7.43 (m, 3H), 7.54 (dd, J = 1.2, 1.2 Hz, 1H), 7.69 (ddd, J = 7.6, 7.6, 1.2

Hz, 1H), 8.24 (s, 1H), 8.50 (ddd, J = 4.8, 1.6, 0.8 Hz, 1H); C-NMR (100 MHz, DMSO-d;) 56.2, 59.9,

73.3, 121.3, 121.4, 123.3, 126.7, 127.3, 127.8, 128.0, 130.2, 132.98, 132.9, 136.3, 139.3, 144.9,
149.0, 153.7, 159.3, 159.5, ppm.

[FAd 121 (E)-1-(4-((3-Chlorobenzyl )oxy)-3-methoxyphenyl )-N-(2-(thiophen-2-y1)ethyl) methanimine
((E)-1-(4-((3-Chlorobenzyl )oxy)-3-methoxyphenyl )-N-(2-(thiophen-2-yl )ethyl) methanimine)

3}8E 11(200 mg, 0.72 mmol) 2 2-2(o}u] =o€ E} @ #(91.9 mg, 0.72 mmol)S AF&&te] 24 AlH o] A4
125 5391280 mg, quantitative).

1H—NMR (400MHz, CDCls) & 3.24 (t, J=7.2 Hz, 21), 3.86 (t, J = 7.2 Hz. 2H), 3.97 (s, 3H), 5.16 (s,

2H), 6.84 (dd, J = 2.4, 1.2 Hz, 1H), 6.86 (d, J = 8.0 Hz, 1H), 6.91 (dd, J = 5.2, 3.2 Hz, 1H), 7.08
(dd, J =8.4, 2.0 Hz, 1H), 7.13 (dd, J =5.2, 1.2 Hz, 1H), 7.28-7.32 (m, 3H), 7.44 (dd, J = 1.6, 1.6

Hz,, 1), 7.52 (br s, 1H), 8.08 (s, 1H); C-NMR (100 MHz, CDCls) 31.8, 56.3, 62.9, 70.3, 109.6, 113.2,

123.1, 123.8, 125.3, 125.4, 126.9, 127.5, 128.4, 130.1, 130.3, 134.8, 139.0, 142.6, 150.2, 150.4,
161.5 ppm.

[FA 13] (B)-1-(4-((3-EZZWE)EA])-3-HEA HL)-N-(2-(FHd-2-d) &) &ol ™ ((E)-1-(4-((3-
Chlorobenzyl)oxy)-3-methoxyphenyl )-N-(2-(pyridin-2-yl)ethyl )methanimine)

3lstE 11(200 mg, 0.72 mmol) Z 2-(2-obv] o &) E] 2 F(88.3 mg, 0.72 mmol)S AFg3sle] ZA Algde] A
d 135 53+t (277 mg, quantitative).

1H—NMR (400MHz, CDCls) & 3.18 (t, J = 7.2 Hz, 21), 3.94 (s, 30), 3.99 (t, J = 7.2 Hz. 21), 5.14 (s,
20), 6.83 (dd, J = 8.4 Hz, 1H), 7.03 (dd, J = 8.4, 2.0 Hz, 1H), 7.10 (ddd, J = 8.8, 4.8, 1.2 Hz, 1H),
7.18 (d, J = 7.6 Hz, 1H), 7.27-7.321 (m, 3H), 7.41-7.44 (m, 2H), 7.57 (ddd, J = 8.0, 7.6, 2.0 Hz,,
), 8.11 (br s, 1H), 8.55 (ddd, J = 4.8, 1.2, 1.2 Hz, 1H); C-NMR (100 MHz, CDCls) 40.0, 56.2, 61.2,

70.3, 109.5, 113.2, 121.5, 123.0, 123.9, 125.4, 127.5, 128.4, 130.1, 130.2, 134.8, 136.4, 139.0,
149.6, 150.1, 150.3, 160.1, 161.4 ppm.

[FA 14] (B)-4-((2-FZ2-6-EA-4-(((2-(FHFd-1-Y)dE) ol v =)W ) H = A )& )l = o}v}o] =
((E)-4-((2-Chloro-6-methoxy—4-(((2-(piperidin-1-yl)ethyl)imino)methyl)phenoxy)methyl) benzamide)

& 12(100 mg, 0.31 mmol) % 1-(2-olv:o€)F# 21 (40.1 mg, 0.31 mmol)S ARE3le] 34 3179
145 45319 0H(132 mg, 98.6%).

L

oX, I

2 o
—

Rf 0.10 (o€ oA EH o] E n-3H1=1:1); 'H-NMR (400MHz, CDClz) & 1.43-1.49 (m, 2H), 1.60-1.67 (m, 4H),

2.52-2.54 (m, 4H), 2.69 (t, J = 7.2 Hz, 2H), 3.77 (¢, J = 6.8 Hz. 2H), 3.91 (s, 3H), 5.13 (s, 2H),
7.24 (d, J=2.4Hz, 1), 7.30 (d, J =2.4 Hz, 1H), 7.59 (d, J = 8.0 Hz, 2H), 7.82 (d, J = 8.0 Hz,

oH), 8.17 (br s, 1H); "C-NMR (100 MHz, CDCls) 22.3, 22.7, 29.9, 54.0, 56.5, 74.5, 109.7, 126.0, 128.4,

129.4, 132.9, 133.3, 140.9, 149.4, 154.6, 168.9 ppm.
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[0262]

[0263]

[0264]

[0266]

[0267]

[0268]

[0270]

[0271]

[0272]

[0274]

[0275]

[0276]

[0278]

[0279]

S=50] 10-2085758

[EAd  15] (B)-4-((2-BEEE-6-HEA-4-(((2-(FH g d-1-d) &) ol v =) d &) H = A v & )l Zolvlo]| =
((E)-4-((2-Bromo-6-methoxy—4-(((2-(piperidin-1-yl)ethyl)imino)methyl)phenoxy)methyl) benzamide)

33E 13(100 mg, 0.27 mmol) H 1-(2-opv| =0 &) 9] H 2] ¥1(35.2 mg, 0.27 mmol)S AF&3&te] g v 17|
o] A4 155 55+ vH(123 mg, 97.3%).
R 0.06 (o8 olAlglo] = n-s1491=1:1); H-NMR (400MHz, CDCly) & 1.47-1.52 (m, 2H), 1.63-1.69 (m, 4H),

2.51-2.54 (m, 4H), 2.72 (t, J = 7.2 Hz, 2H), 3.82 (¢, J = 6.8 Hz. 2H), 3.91 (s, 3H), 5.13 (s, 2H),
7.34 (d, J=1.6 Hz, 1H), 7.41 (d, J = 1.6 Hz, 1H), 7.61 (d, J = 8.4 Hz, 2H), 7.82 (d, J = 8.4 Hz,
2H), 8.18 (br s, 1H);

[FAe 16] (£)-4-((2-°)=-6-HFA-4-(((2-(FHFD-1-Q) A D) olr =) ) F 5 ADHE) WZEolvfol=
((E)-4-((2-1odo-6-methoxy—4-(((2-(piperidin-1-yl)ethyl)imino)methyl)phenoxy)methyl) benzamide)

3}shE 14(100 mg, 0.24 mmol) 2 1-(2-opn:=o &) F #H 2] (31.2 mg, 0.24 mmol)S AME3le] A% =gk 31
A A 162 753190128 mg, quantitative).

Ry 0.08 (o€ ofAlelo] = n-349)=1:1); H-NWR (400MHz, CDCls) & 1.47-1.53 (m, 2H), 1.64-1.67 (m, 4H),

2.56-2.60 (m, 4H), 2.74 (t, J = 6.8 Hz, 2H), 3.83 (t, J = 7.2 Hz. 2H), 3.91 (s, 3H), 5.11 (s, 2H),
7.37 (d, J=1.6 Hz, 1H), 7.62 (d, J = 1.6 Hz, 1H), 7.64 (d, J = 8.0 Hz, 2H), 7.86 (d, J = 8.4 Hz,
20), 8.17 (br s, 1H);

[(EAd 171  (B)-3-((2-EZ2-6-"EA-4-(((2-(FH g d-1-d) &) ol v =) d &) H Z A v & )l Zo}vlo] =
((E)-3-((2-Chloro-6-methoxy—4-(((2-(piperidin-1-yl)ethyl)imino)methyl)phenoxy)methyl) benzamide)

ﬂ@%1(wom 0.31 mmol) ¥ 1-(2-o}m| o &) T2 Y (40 mg, 0.31 mmol)S AF&sle] 24 A= 314 o
o >~

'H-NVR (400MHz, CDCl3) & 1.41-1.44 (m, 2H), 1.58-1.63 (m, 4H), 2.58-2.62 (m, 4H), 2.81 (t, J = 6.8 Hz,

2H), 3.86 (t, J=6.8 Hz. 2H), 3.92 (s, 3H), 5.13 (s, 2H), 7.26 (d, J = 1.6 Hz, 1H), 7.29 (d, J = 1.6
Hz, M), 7.46 (dd, J = 7.6, 7.6 Hz, 1H), 7.69 (d, J = 7.6 Hz, 1H), 7.79 (dd, J = 7.6, 1.6 Hz, 1H),

7.96 (br s, 1H), 8.19 (br s, 1H); 13C—NMR (100 MHz, CDCl3) 22.8, 23.4, 54.2, 54.8, 56.5, 58.9, 74.5,
109.7, 122.9, 126.0, 127.3, 127.4, 128.9, 129.0, 132.1, 132.9, 133.7, 149.4, 154.3, 169.2 ppm.

[EAd ) 18] (E)-3-((2-Chloro-6-methoxy-4-(((2-(thiophen-2-y1)ethyl)imino)methyl)phenoxy)methyl)
benzamide ((E)-3-((2-Chloro-6-methoxy-4-(((2-(thiophen-2-yl)ethyl)imino)methyl )phenoxy)methyl)
benzamide)

335 15(100 mg, 0.31 mmol) 2 2-(2-o}u %o &) E] 2 #(39.8 mg, 0.31 mmol)S AFL3le] AFE ¥k 113
(foamy semi-solid)¢] A4 188 FE538+FTHI3 mg, 69.3%).
'H-NMR (400MHz, CDCly) & 3.24 (t, J = 6.8 Hz, 2H), 3.88 (t, J = 6.8 Hz. 2H), 3.94 (s, 3H), 5.14 (s,

2H), 6.83 (dd, J = 3.2, 1.2 Hz, 1H), 6.93 (dd, J = 5.2, 3.6 Hz, 1H), 7.14 (dd, J = 4.8, 1.2 Hz, 1H),
7.23 (d, J=1.6 Hz, 1H), 7.26 (d, J = 1.6 Hz, 1H), 7.46 (dd, J = 8.0, 8.0 Hz,, 1H), 7.69 (d, J =7.6

Hz, 1), 7.79 (dd, J = 8.0, 1.6 Hz, 1H), 7.97 (br s, 1H), 8.06 (s, 1H); 13C—NMR (100 MHz, CDCl3) 30.8,

56.6, 60.6, 74.6, 109.7, 124.1, 125.6, 126.0, 127.3, 127.4, 127.5, 128.9, 129.4, 131.9, 132.0, 132.9,
133.7, 137.5, 149.4, 154.6, 169.1 ppm.

[FAo 19] (B)-4-(((B-EEEA4-((B-E22HRA)EA)-5-HEA A o] d)olr| =) wd )l =9 A= ((E)-4-
(((3-Chloro—4-((3-chlorobenzyl )oxy)-5-methoxybenzylidene)amino)methyl )benzoic acid)

3}stE 1(200 mg, 0.64 mmol), 4-(o}wj=meE)dlzze] AH(39.8 mg, 0.31 mmol) % E]oEo}l(65 mg, 0.64
mmol )< Mﬂ%%&%ﬁJﬁﬂﬁﬁﬁ1%§$%&“@MOm 14.0%) .
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[0280]

[0282]

[0283]

[0284]

[0285]

[0287]

S=50] 10-2085758

'H-NMR (400MHz, DMSO-ds) & 3.85 (s, 3H), 4.77 (s, 2H), 4.96 (s, 2H), 7.22-7.26 (m, 2H), 7.27-7.28 (d,
J=8.0 Hz, 2H), 7.32 (m, 2H), 7.45-7.46 (m, 2H), 7.93 (d, J = 8.0 Hz, 2H), 8.22 (br s, 1H);
[AAd 4] A 1 WA 19¢] HAT p300 9A A= &9l

271 @l 1 WA 198 100 pM= A H, 7] [2-119 Fd3 Bz HAT p3009] &4 <Al A=E %
dsted, 1 A = 9 Yerlidle. o714, dixwrez 47] Fdel 1 WA 198 didlste], (646 R FRE
2 12(HAT-12) 5 A a3l

% 9o A B vpe} o], dAdd 1 WA 19(A 1 WA A 19)2] HAT p300 A g4 Ats= HH oz 50%) 3
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