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ARl AHEE Solt BX Y BHom Agw Zom, @Al o dNHcE o At
Fol EEE B Bl oeA £eA 9 @, B4 RS TIBh L wWAdelA, "Ege =
UM S gole BAM Aol JIAE 54, 24, WA, BA, PALL, PE EE 52 2¥W A
of EAFE ARSE Aol st E 1 o] i SABY &1, WA, B4, FARL, HE EE
N5 2YF A0 £A| E ¥t A5HS VY AR B Ao oshsloiok gt

tEdl AR gt @, A1%del A Betael SolE XA o7]H AgHE BE golme A7t &
She /1% RoklA B A4 7k A s AdwAoR oldHE A3t FAW v AA; Ak, A
Aoz AgHE A Aol Yt A ge folse A slEe B 4 AAHE ejus AAGE oy
g e Ao sasolof svl, B U4 Fushl ol gt @, ool AL Husl P45
ol A etk

B oo tod Mee 4 4 AR e A ANGE A S A, olg 54 AAdES Eue
At S ARl A AEatad gk, e, ol B oW S4d A4 el tal agstes
Aol ohm, & wgel A H 7% Helel THHEE BE W, 2EE A dARS Egeks Q0w ol
Holok @eh. ¥ wHe AWl glold #AH FH %ol U FAN Hge] ¥ wye] aAE 5
ki weEE A9 1AM AEe Az

Akt gule A8 EdA(Signa-Aldrich: PlFE]F MIIEFO]2 Thermofisher: wiARFAZF A,
TCI: & E7)2EH FYste] &8 HWASHA &E & Al gz ARk, 182 2872 60 Fou(Merck,
Darmstadt, Germany)= AP FEE 8] AEE AMEste 248 93 I2rfEd39(TLC)E B3 ZUEHHE
I A A UV) F(254 nm) st A A 23k,
CDCls, 543 gve AdEZEALO]=(DMSO-d;), D0 % CD:ODo] &3f¥ 3stE2 UAA A7) (H-NMR) =2
E YL Bruker Avance 400MHz(Bruker Corporation, Billerica, MA, USA)olA 7]=3t}. s+ o5& 2AHF &
W) 3 =(CHCl,: 'H, 7.26ppm; DMSO: H, 2.50ppm)S 7]%0.2 A&ake] Wiubg (ppm)
A3 4 (coupling constant)E dE2=(Hz) T AFd}, 93 HE e olz FAHT: bs, Y
dd, o]F5A¢ o]FA; m, OFA; q, 45 s, S t, A D td, o)FA MHF
2 Waters ACQUITY UPLC® BEH C18 1.7u-Q-TOF SYNAPT G2-Si(Waters Corporation:
z 171(HRMS) & AMg-3ste] d9lth. 9 A=utE e A7 60(230-400 ]

=
=
(@}

-

i
=
=
k]
:?é,
o
H
2
ol
S
_1>~

€ AzvtEadd] Wl gk 824 &l (Eluent solvents)® Fo%l 53] of
) vES zbe Adg £3 e BAESAG

Ao 1-2. MEZ wiF

HEK293T = MDA-MB-231 M ¥ (A EFLY)E 10% AEjoldA 2 AdAAZE Hr7lel Ed3m Wy o]F XA
(Dulbecco's modified Eagle's medium, DMEM)ol A wio¥at3ith. MCF-10A Al¥E 5% & &3, 10 pg/mL S1&#,
500 ng/mL stol=®A=E|E, 20 ng/ul X3 A% 1A, 100 ng/ul FElet H4 B A7 BFE DMEM/F-12
]l Al wFgict. 3 7]ol(serum starvation)E Hdl W o] glE MCF-10A 47 wixlE& A&,
HEK293T A3+ PEI Max(MW 40,000; Polysciences)E Ab&-3to] AA7+A= ).

Ao 1-3. FA|H A o] Ao]

TEAD At #-91¢] 8719 A 7495 zb= pGL3 vfo]ol&eto]l FA| ¥ ekA]l #E (Promega) ¢t Renilla A3 244
7 Alo]E 918 pRL-CMV(Promega) & YAP 2 TEAD2 @& #E| 9} 7] 3% FALAANAYG. BE Zetavss
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[0166]

[0167]

[0168]
[0169]
[0170]
[0171]
[0172]

[0173]

[0175]

[0176]

[0178]

[0179]

[0181]

[0182]

[0184]

[0185]
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Ao AFL @R |EU) o2 HE VTRt FEAE 16A7F Fof| SFES HUIeHT. ARAY] A
Aloll W} Dual-Luciferase Reporter Assay System (Promega)S AFg3lo] dtolo]Zglo] FAH A 2 dHdet
FAHEA GdS A Yl AEE S3AIFT.

A e 1-4. SAA 2 G PCR

TRIzol(Invitrogen)& AR&&te] RNA &5 9l A A4 vl e MDA-MB-231 Al¥o} dA o= 143t &<t
=8 MCF-10A AxE AT, AxgAle] Aol web F29) 6FAS ARSS= MMV 9 &
(Enzynomics) & AME3sle] JHALE =33k, cDNAE TOPreal SYBR Green qPCR premix(Enzynomics)E& AF-&3}o]
AeFA PCRS F=33Fal CFX Connect A AIZF PCR(Bio-Rad)Z A1 git}. gPCR E4o Algd Zolw MEL o
= d g

CTGF “d%3F : CAGCATGGACGTTCGICTG;

A

B

CTGF S"3F : AACCACGGTTTGGTCCTTGG:
CYR61 A& : GGTCAAGTTACCGGGCAGT;

(@)
—
o)
(@)}
—
12
o%
of

. GGAGGCATCGAATCCCAGC;
GAPDH #4%+&F : CTTCGCTCTCTGCTCCTCCT;
GAPDH <%}aF : GTTAAAAGCAGCCCTGGTGA

A 1-5. 3HGH A (Coimmunoprecipitation)

HEK293T MEE ZI-TEAD2E Wdste Zetav| == FARAAZTH. Z2HokA 2 2 ATEA] AAA 7 B
2% NEIN €39 (10mM Tris-HCl pH 8.0, 0.5% NP-40, 100mM NaCl 2 1mM EDTA)S AFg&3alo] 32 93] =
A 24N T AEE FEYY. AX &ES 500ul EHFLZ UFATE. 1ug Flag FA (Wako) o} F12. 3}
M-S #HUbskar 47 ColA whAl widdlch. 23 ofg @i A/G ol/FR2 ¥ =(Gendepot) & MXE &3ll&7 3

2417 ok vk, Bl= AY WM AAE NEIN dFNo g 33 AFea 9o EEYS ALeste] A

o

e 3
39
5

ANl 1-6. A9 Erhe B4

His6 Ej717} &2 TEAD2217-447 @& Escherichia Coli BL21(DE3)olA &=l FAE i) o] Al
3 U FvEdsyt FPEA] ottt FE AQstars Li(W. Zhou, Y. Li, J. Song, C. Li, Fluorescence
polaritzation assay for the identification and evaludation of inhibitors at YAP-TEAD protein-protein
interface 3, Anal. Biochem. 586 (2019) 113413.)c] ¢l&] 7|¢® oz AA=HUYG. AdB o Zvhs B24L
18l Al His-TEADZ 4 ugs NEIN ¢+ <ol Al Ni-NTA H]=(Thermo Fisher Scientific)®} $7] 2A17F &<k

A wFETh. 9194 FLAG-el 2% YAPS er&}i= HEK293T S-3l&S TEAD-YAP 23S e 247 5oF &3 &l
A7Fgeh. vz A3E TEAD-YAP H3AE 100mM ojw|thEe] H7Fd NEIN oz 53] AHeta 21 &

>
= =

AN 1-7. &AXE

rot

q4 F2Y Y4 B4
MCF-10A AEZ 0.33% A§4d IS

X2 e st vy - S fel AAH =Y. AEE 3F < v & FaE uvlo]
(d7gseh) o= A5

AR e 1-8. AE BEY B4

MCF-10A M EZ 969 Z¥olE<)] 20007/ AE/de] Ui HE3 T A4 95 AdFE 13 AFZT. 164



[0187]

[0188]

[0190]

[0191]
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&, 4 ¥4 9 EGF7E AoEo o $H SIRMES ShRske A wixE HURsETh. AxgAY A
w2} Cell Titer Glo Assay(Promega)E Ab&3le] At AlE AEHS BX 3.

Al 1-9. B 27 A

Schrodinger aestro B]A 13.1(Release 2021-2, Schrodinger, LC, ew ork, Y, SA)S AF&3}e] 9a ¥ 11qY &

2} =& k. 9a9t 11q9] +F+ Chemdraws AFEsle] 2 AL, Schrodinger igPrep X213
sted 3D FF7F BAAEUTE. LigPrep2 9a E 1lgel W3l Epiks AF&3e] pH 7.0014 7k BE SHo|d =
2 el S ATt TEAD(PDB Z=: 3KYS ¥ 6S64)2] 274 3%+ Protein Data Bank(PDB)olA AT}, e
2 4] nPPAL(Protein Preparation Wizard)E AF&-3he @UL 2 AAS AL, pl 7.0004 FAE Z7}eka,
B 2AE AAste deds Fun. rEtE Abol= ARl £ E $Hdsh7] 91 Prime AZESOJ7F ARE
Heloh, AT e® ) 0.30 A MSDO] 7] AleF =T} OPLS 2005 G4S AMEste] AAE #HA8H(restrained
minimization)& F&ste] @¥ld FulE S, EA4 = AEHIAS BiF TREF (3T JERE) B=
oA Glide frie %F =7 RES AMEstel AT, 9ast 119 23 Felg A8kl TEADS o4 59
7)ot gk s 28-S g,

tlo
>
>

"
=2 0150

AAd 2. 2 AA

A= AA AAE A8 Inventivaol A 71Ed FE 87 9a0] F2E I E A9} BE Uttt WA =g
£ BE Ao st WIS OFS =9ete 7224 AR E AT 7 FEAE AMEEte] YAP-
TEAD ¥ TAZ-TEAD E3tAel digh 34 335 (9bn)2 JA &A4e F7HPeh. o=z SA o 2=E(10a) ¥ o}
"= (11a)E X, BE B 3|=ghEn v]dt 27)9F EAS /A E OSa-wz(blE e fFEAE A
ek, S ol 2E FEA(10b-u) 9k olm = FE=A (11b-r)ol el HE A9 HH 37t ALHAY. =2 g2 24
ole] HAZ A&l FEAS FAete] tSa-Mz([blE oA} E A9 o} IF Alo]o] I Ho|Z
Aatgct. A7) gSa-dz(blged FEAe AAZ = 19 YehfdT.
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[0193]

[0194]
[0195]

[0196]

[0197]
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[0200]
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Azd 1. 74 9a WA 9ne FA

0 Cl
NH a “N b
s - o —
6o o
13 14 %9a-n
9a(R = 3-0CH;-4-0HPh),67%
9b (R = 3-OCF3-4-OHPh),50%
9¢ (R = 3-CF3-4-F-Ph), 68%
H 9d (R = 3-OCH3Ph),67%
Q ¢ N 9e (R = 2-0CH;-5-0CF5Ph), 85%
JL — N‘ ~~""0H 9f (R =3 5-0CHsPh), 57%
R~ R R)\H 9g (R =4-CHsPh), 63%
9h (R =34.5-0CHPh),43%
15an 16a-n 9i (R = 4-CFsPh), 76%

9j (R = 4-CI-Ph),59%
9k (R = 4-OBnPh), 84 %

9l (R = 4-NHCOCH:Ph), 84%
9m(R =4-0CH=(CH2)-CHsPh), 49%
9n (R = 2-(5-CHs)thiophenyl) 61%

35S 9and A7) =43t% EH 1§6P2M. ARFE(13)2 1,4-t]SAkel A dstel e d ) RSt 8 &
ALl 145 BT, FAAHLS A3E 24 (599 L, 8.3mmol, 1.593)S AA thr|stolA 1,4-t]2A
(78nL, 0.1MmL) W A7 (1g, .5mmol, 1.09%) gdo Hr7tgct, ttSo g DNF(E) ¥ H$S 7).
TS @ sboll 2443 ok 110TeA ZHEGit. e $A §F, g EFES A w5 5T
2 33 zHﬁX4o}Oq =2 AAE 14(789mg, 70%)S AT}
FHaAer olf Jhsgr WL dds|= 15ane  oehE
AT, FAHo R, =gkl 2 oMAEAYEFS of g
S 80Tl 2417 B<t 71Eslgit). whgo] dmd §, EE
2RE AAAF ] Y3t 3FE 16ans AT

313E 9and IFPE 1UE =g 16ano = ofnlgisle] Aoz}, FAHoRE, 319w 14(1.0 ©%) %
DIPEA(2.0 B%)E THF(0.1 M) & 16a—n(l.5 W) &do A4 H7sItt. &AS 7FE3sta 75Tl A
2A1ZF Bt wukslgith, WhSo] gnd F kg EFES Moz AQAAAG Y Y AAE 9an(3A T

wEkA 31x, 28% WA 85% 4&)S Ar).

XA 9a A 9nol A Y

golX p-slEeb ol ehe gl l6and
Fo W= 15an Gl Wk, S
2 AZsel FHsYh. DAL Uolg oe=

_g
m
e

Azd  1-1.  (£)-3-(1-(2-Hydroxyethyl)-2-(3-methoxybenzylidene)hydrazineyl)benzol[d]isothiazole 1,1-
dioxide (9a)

/
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& 67%; —IH NMR (400 MHz, CDsOD): & 8.95-8.93 (m, 1H), 8.54 (s, 1H), 7.96-7.93 (m, 1H), 7.83-7.81
(m, 2H), 7.46 (d, J=6.0, 1), 7.31 (dd, J = 8.2, 1.8 Hz, 1H), 6.93 (d, J= 8.1 Hz, 1), 4.51 (t, J =
5.7 Hz, 2H), 3.99 (t, J = 5.7 Hz, 2H), 3.97 (s, 3H); lSC NMR (100 MHz, DMSO-ds): & 159.28, 149.70,
148.85, 148.15, 143.45, 133.55, 133.48, 130.50, 127.46, 124.96, 122.57, 121.76, 115.89, 110.38, 56.73,
55.43, 48.78; HRMS (ES+) m/z calculated for CaMlaNeDwSNa [2M#Nal': 773.1673; found: 773.1670.

A Z o 1-2. (E)-3-(2-(4-Hydroxy-3-(trifluoromethoxy)benzylidene)-1-(2-
hydroxyethyl )hydrazineyl)benzo[d]isothiazole 1,1-dioxide (9b)

OH

F&: 50%; 1H NMR (400 MHz, DMSO-d;): & 8.81-8.69 (m, 1H), 8.58 (s, 1H), 8.09-8.05 (m, 1H), 7.89-7.83
(m, 2H), 7.78-7.67 (m, 2H), 7.18 (d, J = 9.0 Hz, 1), 5.13 (s, 1), 4.42 (t, J = 6.0 Hz, 2H), 3.78 (t,
J = 6.0 Hz, 2H); 13C NMR (100 MHz, CD,OD): & 161.73, 153.87, 148.47, 145.08, 138.54, 134.47, 134.15,
131.83, 129.53, 129.25, 127.10, 123.09, 122.24 (d, J = 256.38 Hz), 119.24, 58.94, 50.05; HRMS (ESt+)
m/z calculated for CisH1N3F3055Na [MtNal': 452.0504; found: 452.0500.

| Z <) 1-3. (£)-3-(2-(4-Fluoro—-3-(trifluoromethyl)benzylidene)-1-(2-
hydroxyethyl)hydrazineyl)benzo[d]isothiazole 1,1-dioxide (9c)

O

e}

!

~

/
"N

(%)

N
He \N/ F

& 68%; ' NMR (400 MHz, CDCl3): & 8.68 (dd, J = 7.1, 1.6 Hz, 1H), 8.51 (s, 1H), 8.03 (dd, J = 6.7,
2.2 Hz, M), 7.99-7.90 (m, 2H), 7.75-7.73 (m, 2H), 7.37 (t, J=9.1 Hz, 1H), 4.54 (t, J = 5.3 Hz, 2H),
4.17 (t, J=5.1Hz, 2H); 13C NMR (100 MHz, DMSO-ds): & 159.99, 145.79, 143.31, 133.77, 133.59, 133.53

(d, J=12.25 Hz), 130.94 (d, J = 3.5 Hz), 130.32, 127.59, 127.14, 122.35 (d, J = 272.4 Hz), 121.90,
118.64, 118.43, 117.36 (q, J = 15.2 Hz), 56.55, 48.56; HRMS (ESt+) m/z calculated for CiH;sFaNsOsSNa

[M+Na]': 438.0512; found: 438.0510.
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[0213]

[0214]

[0216]

[0217]

[0218]

[0220]
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Az 1-4.  (F)-3-(1-(2-Hydroxyethyl)-2-(3-methoxybenzylidene)hydrazineyl )benzol[dlisothiazole 1,1-
dioxide (9d)

/

S8 67% H MR (400 Mz, CDCl): & 8.81 (dd, J = 6.8, 2.3 Hz, 1), 8.43 (s, 1), 7.95 (dd, J = 6.5,
2.3 Nz, 1), 7.72-7.70 (m, 20), 7.43 (t, J = 7.8 Hz, 1), 7.37-7.27 (m, 21), 7.06 (dd, J = 8.4, 2.5
Hz, 1), 4.54 (t, J = 5.5 Hz, 2H), 4.15 (t, J = 5.4 lz, 20), 3.89 (s, 30); C NMR (100 Mz, CDCl): &
161.14, 160.32, 147.51, 144.00, 134.99, 133.20, 133.00, 130.63, 130.44, 128.21, 122.15, 120.95,
117.17, 112.77, 59.59, 55.53, 49.29; HRMS (ES+) m/z calculated for Ci/H72Ns0,SNa [M+Na]+i 382.0838;

found: 382.0835.

A Z o) 1-5. (E)-3-(1-(2-Hydroxyethyl)-2-(2-methoxy-5-
(trifluoromethoxy)benzylidene)hydrazineyl)benzol[d]isothiazole 1,1-dioxide (9e)

o}

okl
N

N

T
F
F O/

S8 85%; 0 NMR (400 Mz, CDCly): & 8.73 (d, J = 7.6 Hz, 1), 8.72 (s, 11),) 7.95 (d, J = 7.5 liz,
1), 7.78-7.65 (m, 3H), 7.31 (dd, J = 9.0, 2.9 Hz, 1), 7.00 (d, J= 9.0 Hz, 1H), 4.56 (t, J = 5.6 Hz,
oH), 4.14 (t, J = 5.6 Hz, 2H), 3.95 (s, 30); C NMR (100 MHz, DMSO-ds): & 160.33, 157.34, 143.80,
143.32, 141.35, 134.27, 133.67, 130.67, 127.73, 125.44, 123.46, 122.34, 120.71 (d, J = 255.8 Hz),
120.06, 114.39, 57.32, 57.00, 49.47; HRMS (ESH) m/z calculated for CislliF:N:OsSNa [M+Nal': 466.0661;

found: 466.0659.

Az 1-6. (E£)-3-(2-(3,5-Dimethoxybenzylidene)-1-(2-hydroxyethyl )hydrazineyl)benzo[d]isothiazole 1,1-
dioxide (9f)
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[0221]

[0222]

[0224]

[0225]

[0226]

[0228]

[0229]

ZIHSd 10-2025-0064991

S0 57% H NWR (400 Miz, CDCly): & 8.81 (d, J = 7.6 lz, 1), 8.38 (s, 1H), 7.94 (d, J = 7.3 liz,
M), 7.78-7.62 (m, 2H), 6.90 (d, J = 2.4 Hz, 2H), 6.59 (t, J = 2.4 Hz, 1), 4.53 (t, J=5.5Hz, 2H),
4.15 (t, J = 5.5 Hz, 2H), 3.87 (s, 6H); C NMR (100 MHz, CDCI,): & 161.46, 147.43, 144.08, 135.51,
133.21, 132.92, 130.61, 128.20, 122.15, 106.05, 104.30, 103.35, 59.53, 55.66, 49.31: HRMS (ES+) m/z
calculated for Cy7HiZN30,SNa [M+Na]+1 412.0943; found: 412.0942.

Azd  1-7. (E)-3-(1-(2-Hydroxyethyl)-2-(3,4,5-trimethoxybenzylidene)hydrazineyl )benzo[dlisothiazole
1,1-dioxide (9g)

S8 63%; 1 MR (400 MHz, CDCly): & 8.80 (d, J = 7.9 Hz, 1), 8.39 (s, 1), 7.95 (d, J = 7.5 liz,
), 7.73 (td, J = 7.4, 1.0 Hz, 1), 7.65 (td, J = 7.7, 1.2 Hz, 1), 7.01 (s, 2H), 4.52 (t, J = 5.4
Hz, 21), 4.15 (t, J = 5.4 Hz, 21), 3.95 (s, 6H), 3.93 (s, 3H); C NMR (100 Mz, CDCl)): & 160.95,
153.94, 147.42, 144.19, 140.89, 133.24, 132.67, 130.49, 129.06, 128.29, 122.22, 105.22, 61.22, 59.54,
56.35, 49.51; HRMS (ESt+) m/z calculated for CigHyNs0sSNa [M+Na]+5 442.1049; found: 442.1045.

Az 1-8. (E)-3-(1-(2-Hydroxyethyl)-2-(4-methylbenzylidene)hydrazineyl)benzo[d]lisothiazole 1,1-
dioxide (9h)

o
/
N

N
\ N/ V\OH
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[0230]

[0232]

[0233]

[0234]

[0236]

[0237]

[0238]

[0240]

ZIHSd 10-2025-0064991

& 43%; MR (400 MHz, CDCly): & 8.83-8.76 (m, 1H), 8.44 (s, 1H), 8.01-7.86 (m, 1H), 7.77-7.69
(m, 2H), 7.67-7.61 (m, 2H), 7.32 (d, J = 7.9 Hz, 2H), 4.53 (t, J = 5.4 Hz, 2H), 4.14 (t, J = 5.5 Hz,
2H), 2.44 (s, 3H); 13C NMR (100 MHz, DMSO-ds): & 159.55, 148.65, 143.37, 140.91, 133.62, 133.59,
130.93, 130.47, 129.85, 127.98, 127.35, 121.78, 56.77, 48.69, 21.12; HRMS (ESt+) m/z calculated for
Cy7H17N5055Na [M+Na]+1 366.0889; found: 366.0886.

A Z o 1-9. (F)-3-(1-(2-Hydroxyethyl)-2-(4-(trifluoromethyl)
benzylidene)hydrazineyl)benzol[d]isothiazole 1,1-dioxide (9i)

-~

l

S8 76% H NVR (400 MHz, DMSO-dy): & 8.78 (d, J = 8.1 Hz, 2H), 8.10-8.06 (m, 3H), 7.93 (t, J = 7.8

Hz, 4H), 5.15 (t, J = 5.6 Hz, 1H), 4.50 (t, J = 5.7 Hz, 2H), 3.83-3.81 (m, 2H); 13C NMR (100 MHz, DMSO-
&) & 160.05, 146.74, 143.27, 137.58, 133.77, 133.74, 130.45, 128.59, 127.16, 126.41 (t, J = 375.6

HZ) y 126. 13, 126. 10, 12188, 5675, 48.66; HRMS (ES+) m/z calculated for ClgHngNgOgSNa [M+Na]+1
420.0606; found: 420.0603.

Az 1-10. (£)-3-(2-(4-Chlorobenzylidene)-1-(2-hydroxyethyl)hydrazineyl)benzol[d]isothiazole 1,1-
dioxide (9j)

o
ol

Cl

S8 59%; H MMR (400 Miz, DMSO-ds): & 8.73 (d, J = 6.8 Hz, 1), 8.45 (s, 1), 7.95 (d, J = 6.1 liz,
1), 7.76-7.65 (m, 4H), 7.63 (d, J = 8.4 lz, 20), 5.13 (t, J = 5.1 Hz, 1H),) 4.53 (¢, J = 5.3 Hz, 2H),
416 (t, J = 5.3 Hz, 20); C NMR (100 MHz, DMSO-d): & 159.79, 147.30, 143.31, 135.36, 133.72,
133.67, 132.57, 130.43, 129.63, 129.37, 127.21, 121.84, 56.71, 48.65; HRMS (ES+) m/z calculated for
CioluCINOSNa [MHNal™: 386.0342; found: 386.0340.

A Z o) 1-11. (E)-3-(2-(4-(Benzyloxy)benzylidene)-1-(2-hydroxyethyl )hydrazineyl )benzol d]isothiazole
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[0241]

[0242]

[0244]

[0245]

[0246]

[0248]

ZIHSd 10-2025-0064991

1,1-dioxide (9k)

S8 84% H NWR (400 MHz, CDCly): & 8.81-8.75 (m, 1H), 8.41 (s, 1H), 7.94 (dd, J = 5.9, 2.8 Hz, 1H),
7.77-7.65 (m, 4H), 7.53-7.35 (m, 5H), 7.10 (d, J = 8.8 Hz, 2H), 5.16 (s, 21), 4.52 (t, J = 5.6 Iz,
oH), 4.14 (t, J = 5.4 Hz, 2H); C NMR (100 MHz, CDCl;): & 161.35, 160.86, 147.79, 136.41, 133.09,
133.00, 130.65, 129.84, 128.89, 128.43, 128.31, 127.61, 126.47, 122.09, 115.77, 77.48, 70.36, 59.62,
49.53; HRMS (ES+) m/z calculated for CyslyiNs0,SNa [M+Na]+5 458.1151; found: 458.1146.

A Z o) 1-12. (E)-N-(4-((2-(1,1-Dioxidobenzol[d]isothiazol-3-yl)-2-(2-
hydroxyethyl)hydrazineylidene)methyl)phenyl)acetamide (91)

(0]

o\\s

/
N

O /©/\N/N\/\QH
,//JL\\N
H

& 84%; ' NR (400 MHz, DMSO-d;): & 10.24 (s, 1H), 8.84 (d, J = 7.7 Hz, 1H), 8.60 (s, 1H), 8.07
(d, J=7.4Hz, 1H), 7.96 (t, J=7.3Hz, IH), 7.88 (t, J=7.3 Hz, 1H), 7.85-7.70 (m, 4H), 5.14 (t, J

= 5.6 Hz, 1H), 4.45 (t, J = 5.8 Hz, 2H), 3.80 (t, J = 5.9 Hz, 2H), 2.10 (s, 3H); 13C NMR (100 MHz,
DMSO-ds): & 168.76, 159.42, 148.41, 143.35, 141.73, 133.74, 130.59, 128.88, 128.05, 127.34, 121.73,

119.13, 56.77, 54.90, 48.72, 24.17; HRMS (ES+) m/z calculated for CigH;eNs04SNa [M+Na]+1 409.0947; found:

409.0943.

Azd  1-13.  (£)-3-(2-(4-Butoxybenzylidene)-1-(2-hydroxyethyl)hydrazineyl)benzol[d]isothiazole 1,1-
dioxide (9m)
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[0249]

[0250]

[0252]

[0253]

[0254]

ZIHSd 10-2025-0064991

(o}

VA

HO//”\\\,//N\\N///
o’///\\\\////\\\\

S0 49% H NWR (400 Mz, CDCly): & 8.89-8.74 (m, 1H), 8.41 (s, 1H), 8.00-7.86 (m, 1H), 7.75-7.58
(m, 4H), 7.01 (d, J = 8.8 Hz, 2H), 4.51 (t, J = 5.4 Hz, 2H), 4.13 (t, J = 5.4 Hz, 2H), 4.05 (¢, J =
6.5 Hz, 2H), 1.91-1.69 (m, 2H), 1.64-1.43 (m, 2H), 1.00 (t, J = 7.4 Hz, 3H); "C NMR (100 MHz, CDCl,):
§ 161.85, 160.80, 148.06, 144.05, 133.07, 132.98, 130.70, 129.82, 128.34, 125.97, 122.04, 115.35,
68.15, 59.53, 49.57, 31.31, 19.36, 13.97; HRMS (ES+) m/z calculated for ColuN:O;SNa [MNal': 424.1307;
found: 424.1305.

A Z <) 1-14. (E)-3-(1-(2-Hydroxyethyl)-2-((5-methyl thiophen-2-y1)
methylene)hydrazineyl)benzol[dlisothiazole 1,1-dioxide (9n)

o
O\

n=—-

/
AN

A \N/N\/\OH
\ |

& 61%; 1H NMR (400 MHz, DMSO-d;): & 8.86-8.79 (m, 1H), 8.77 (s, 1H), 8.11-8.04 (m, 1H), 8.00-7.81
(m, 2H), 7.45 (d, J = 3.5 Hz, 1H), 6.95 (dd, J = 3.7, 1.2 Hz, 1H), 5.20-5.10 (m, 1H), 4.39 (t, J=5.9
Hz, 2H), 3.78-3.76 (m, 2H), 2.55 (s, 3H); 13C NMR (100 MHz, DMSO-ds): & 159.00, 144.43, 143.43,
143.10, 136.05, 133.67, 133.49, 133.42, 130.38, 127.31, 127.08, 121.81, 56.77, 48.95, 15.53; HRMS
(ES+) m/z calculated for CisHisN30sS:Na [M+Na]+1 372.0453; found: 372.0448.
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[0256]

[0257]
[0258]

[0259]

[0261]

[0262]

[0263]

10-2025-0064991

Az 2. 3FE 11a WA 11r9] A
.
"y ~OH
+
Hall E
a
b 1, _a
S
23a (< =H) 24ar
23b (< =Er)
b
—_—
Ma n=1,%=H, R =3-OCHz4-CH-Ph},90%  Mj (n=1, X=H, R =2-OCH3-3-OCF4Ph}, 59%
1bin=1,4{=H.R =Ph), 84 Mkin=1, ¥=H R =2-{5-CHy)-dicxothisphsn _|].—'1|]':!-"i}.
M1e (n=1,<=H R =4-C Ml in=0 X=H R=Ph) 52%
Mdin=1%x=H,R =30 4 fm(n=2, X=H.R
MMen=1,4=H, R =2-Br-Ph), 7 Mn (n=2 X=H. R
11f l:n=1,.(=H R =4- Mo l:n=: “=H P
11g|2_n=1,<=H R =4-Cl- 11p |:_n=: “=H F
Mh{n=1<X=H,F =35F- ) Mg (n=2, Xx=H R =
Mi =1 <=H R =3.F4-OCHPH). 53%  Hr n=1 %= Br R
ol = =4 1la-rS A7) =238td g5 dAsact. a2 253-r< HATU &4 stollA] wlz[b]E o #-3-7}

r
ei/u}\} 23a—b9]r o]'f%}: o}u 243—1’-4 o]_u]c
W F AREAL.0 F)
<]

,
PN
R SRS Y

Agel o8l dojxirh. A CRE,
O}H (1.0 2) 2 DIPEA(3.0 &) &olo] H7bgct. wks

HATUZ A 2ol A DMF(0.2

S
=
ot wyksgiT). Hh-g-o] = WA (quenching)dtal DOMC. 2 F=E31%ct. A F715S F
T NgSO, 2 T AxsTh. 53 AAHEQ 25a-r F7HAA AA 4 §lo] v wEgol AF83ksitt.

o] w-CPBAE A}83te] 3FE 20a-rs AMSAIA FE 1llars AYu. FAHoZE,
DCM(0. 1)l &3AIA AL & oHo| m—CPBA(2.5%
2 deow FoluA 2443 =

o [¢ [<)
AL F715E T MeS0,= AR F A §5% F 94 A9 AzvtEady 2 A

Az 2-1. N-(4-Hydroxy-3-methoxybenzyl)benzo[ b]thiophene-3-carboxamide 1,1-dioxide

o)
H OH

7
o

HE Bhen &

o2 i g
ol MWL, Weel BRU F FHAE YE WIAL DUSE FEAAT.

she] et B
DSNEE

(11a)

/
S HaC
NN
o
80 90%: H NMR (400 MHz, DMSO-dy): & 9.34 (s, 1H), 8.89 (s, 1H), 7.91 (d, J = 7.6 Hz, 1H), 7.84 (d,
J=7.4Hz, W), 7.72 (t, J=7.1Hz, W), 7.67 (t, J=7.1Hz, 2H), 6.91 (s, 1), 6.74 (s, 2H), 4.35
(d, J = 5.9 Hz, 2H), 3.76 (s, 30); C NMR (100 MHz, DMSO-dy): & 161.24, 154.51, 147.50, 145.68,
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[0265]

[0266]

[0267]

[0269]

[0270]

[0271]

[0273]

[0274]

[0275]

ZIHSd 10-2025-0064991

137.44, 136.71, 134.16, 131.21, 129.36, 129.07, 125.28, 121.43, 120.01, 115.26, 111.92, 55.58, 42.37;
HRMS (ES+) m/z calculated for CiH;sNOsSNa [M+Na]+1 368.0569; found: 368.0566.

Az 2-2. N-Benzylbenzol blthiophene-3-carboxamide 1,1-dioxide (11b)

0 H
N

A\

N
o

OQU,

TE 84%; I NIR (400 MHz, CDCl3): & 7.95 (d, J = 7.3 Hz, 1H), 7.71 (d, J = 7.8 Hz, 1H), 7.64-7.52

(m, 2H). 7.47-7.31 (m, 5H). 6.82 (s, 1H), 6.41 (s, 1H), 4.62 (d, J = 5.7 Hz, 2H); "C NMR (100 Mz,
CDCly) 6 161.56, 138.60, 137.16, 136.94, 134.07, 131.30, 129.35, 129.17, 128.54, 128.27, 128.15,

126.00, 121.63, 44.19; HRMS (ESt) m/z calculated for CiHi3NOsSNa [M+Na]+1 322.0514; found: 322.0508.

Az 2-3. N-(4-Methylbenzyl)benzol h]thiophene-3-carboxamide 1,1-dioxide (1lc)
0O H
N

S
N
INo

& 83%; I NMR (400 MHz, CDCl3): & 7.94 (d, J=6.7 Hz, 1H), 7.69 (d, J = 7.4Hz, 1H), 7.62-7.54 (m,

OH), 7.22-7.16 (m, 4H), 6.80 (s, 1H), 6.50 (s, 1H), 4.56 (d, J = 5.6 Hz, 2H), 2.36 (s, 3H); C NWR
(100 MHz, CDCly): & 161.49. 138.66, 138.10, 137.18, 134.05. 133.87, 131.28, 129.82. 129.35. 128.48,

128.14, 125.99, 121.62, 43.98, 21.28; HRMS (ES+) m/z calculated for Ci/H;sNO;SNa [M+Naff 336.0671
found: 336.0672.

Az 2-4. N-(3-Methoxybenzyl)benzol h]thiophene-3-carboxamide 1,1-dioxide (11d)

C H
N

7

HsC
A\ 3
\\O

O=¢,

%8 57% 'H NMR (400 MHz, DMSO-ds): & 9.45 (t, J=15.9 Hz, 1H), 7.92 (d, J = 7.5 Hz, 1), 7.85 (d, J
= 7.6 Hz, 1H), 7.76-7.65 (m, 3H), 7.27 (t, J = 7.9 Hz, 1H), 6.99-6.90 (m, 2H), 6.85 (dd, J = 7.5, 2.3
Hz, 1H), 4.44 (d, J = 6.0 Hz, 2H), 3.75 (s, 3H); C NMMR (100 MHz, DMSO-ds): & 161.46, 159.36, 139.97,
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[0277]

[0278]

[0279]

[0281]

[0282]

[0283]

[0285]

[0286]

[0287]

ZIHSd 10-2025-0064991

137.33, 136.72, 134.18, 131.24, 129.55, 129.50, 129.33, 125.30, 121.46, 119.51, 113.00, 112.52, 55.01,
42.43; HRMS (ES+) m/z calculated for Cy;H;sNO,SNa [M+Na]+1 352.0620; found: 352.0626.

Az 2-5. M(2-Bromobenzyl)benzol h]thiophene-3-carboxamide 1,1-dioxide (1le)

0 H
N

N\

N
o

Br

O

S0 71% 0 NMR (400 Mz, CDCly): & 7.91 (d, J = 6.9 Hz, 1), 7.72 (t, J = 4.1 Hz, 1H), 7.62-7.58
(m, 3H), 7.46 (dd, J = 7.6, 1.4 Hz, 1), 7.34 (t, J = 7.5 Hz, 1), 7.22-7.20 (m, 1H), 6.85 (s, 1H),
6.59 (s, 1), 4.69 (d, J = 6.0 Hz, 2H); C NMR (100 MHz, CDCI,): & 161.49, 138.50, 137.23, 136.08,
134.05, 133.30, 131.31, 131.10, 130.09, 129.26, 128.75, 128.15, 125.94, 124.08, 121.66, 44.55; HRMS
(ESt) m/z calculated for CiHysBrNOsS [M+H]": 379.9775; found: 379.9774.

Az 2-6. N-(4-Bromobenzyl)benzo[ h]thiophene-3-carboxamide 1,1-dioxide (11f)

(0]
H Br

A\

o

O=}

8 56% H NMR (400 MHz, DMSO-dy): & 9.50 (t. J =5.3 Hz, 1H), 7.92 (d, J = 7.4 Hz, 1H), 7.86 (d, J
= 7.3 Hz, 1), 7.70-7.65 (m, 3H), 7.55 (d, J = 6.9 Hz, 2H), 7.33 (d, J = 7.9 Hz, 2H), 4.45 (d, J = 5.8
Hz, 2H); "C NMR (100 MHz, DMSO-dy): & 162.01, 138.38. 137.72, 137.18, 134.66. 131.74, 130.13, 125.84,

121.94, 120.59, 42.37, 31.43, 22.54, 14.44; HRMS (ES+) m/z calculated for CyHuBroN,0-S, [2M-H] :

752.9359; found: 752.9370.

Az 2-7. N-(4-Chlorobenzyl)benzol h]thiophene-3-carboxamide 1,1-dioxide (11g)
O
H cl

S
AN
S

5 53%; ' NMR (400 MHz, CDCl3): & 7.74-7.72 (m, 1H), 7.45-7.38 (m, 4H), 7.14 (d, J = 8.4 Hz, 2H),

7.08 (d, J = 8.5 Hz, 2H), 6.79 (s, 10), 4.34 (d, J = 5.8 Hz, 20); C NMR (100 MHz, DMSO-di): &

_33_



[0289]

[0290]

[0291]

[0293]

[0294]

[0295]

[0297]

[0298]

ZIHSd 10-2025-0064991

161.72, 138.13, 136.56, 135.65, 134.02, 133.48, 131.07, 129.23, 129.21, 128.87, 128.66, 125.85,
121.29, 43.05; HRMS (ESt) m/z calculated for CisHi3CINOsS [M+H]+Z 334.0301; found: 334.0299.

Az 2-8. M(3,5-Difluorobenzyl)benzol b]thiophene-3-carboxamide 1,1-dioxide (11h)

F

N
\O

OQ:C,)

TE 41%; I NIR (400 MHz, CDCl3): & 7.95 (d, J = 4.0 Hz, 1H), 7.71-7.69 (dd, J = 6.3, 1.1 Hz, 1H),

7.61-7.59 (m, 2H), 6.90 (s, 1H), 6.87-6.85 (m, 3H), 6.77-6.75 (m, 1H), 4.58 (d, J = 6.0 Hz, 2H); C
MR (100 MHz., DMSO-di): & 162.44 (dd, J = 13.2, 246.1 Iz), 161.76, 143.21 (t. J = 9.1 Hz). 137.13,

136.73, 134.18, 131.25, 129.95, 129.27, 125.39, 121.47, 110.36 (d, J = 18.5 Hz), 102.47 (t, J = 25.9
Hz), 41.83; HRMS (ESt+) m/z calculated for CigHNOsS [M+H]+Z 336.0428; found: 336.0502.

Az 2-9. N-(3-Fluoro-4-methoxybenzyl )benzo[ bl thiophene-3-carboxamide 1,1-dioxide (11i)

F

N\

S,
AN
I

S 53% H NMR (400 MHz, CDCly): & 7.94 (d, J = 7.2 Hz, 1H), 7.72-7.70 (m, 1H), 7.66-7.54 (m, 2H),
7.10-7.02 (m, 2H), 6.95 (t. J = 8.6 Hz, 1H), 6.83 (s, 1H), 6.48 (s, 1H), 4.53 (d, J = 5.7 Hz, 2H),
3.90 (s, 3M): C NMR (100 MHz, DMSO-di): & 161.43, 152.51, 146.16 (t, J

10.7 Hz), 137.28, 136.71,

134.17, 131.28 (d, J = 10.8 Hz), 129.62, 129.29, 125.32, 123.70 (d, J = 3.5 Hz), 121.45, 115.20,

115.02, 113.76, 56.02, 41.63; HRMS (ES+) m/z calculated for Ci7H14sFNOsSNa [M+Na]+1 370.0526; found:
370.0524.

Az 2-10. N(2-Methoxy-5-(trifluoromethoxy)benzyl)benzol b]thiophene-3-carboxamide 1,1-dioxide (11j)

O/CF3

ZT

/?\ CHa
0
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[0299]

[0301]

[0302]

[0303]

[0305]

[0306]

[0307]

ZIHSd 10-2025-0064991

S8 59%; 0 NMR (400 MHz, DMSO-ds): & 9.35 (t, J = 5.6 Hz, 1H), 7.92 (d, J = 7.0 lz, 1H), 7.80 (d, J
= 7.0 Hz, 1), 7.77-7.64 (m, 3H), 7.28 (d, J = 11.7 Hz, 1), 7.11 (d, J = 8.7 Hz, 2H), 4.44 (d, J =
5.7 llz, 211), 3.86 (s, 3); C NWR (100 MHz, CDCl): & 161.41, 156.21, 142.64 (d, J = 2.0 Hz), 138.73,
137.17, 134.05, 131.56 (d, J = 149.8 Hz), 131.29, 128.39, 126.47, 125.93, 123.42, 122.22, 121.60,
111.31, 77.36, 56.17, 39.78; HRMS (ESt) m/z calculated for CigH4F3NOsSNa [M+Na]+1 436.0398; found:
436.0446.

Az 2-11. N((5-Methylthiophen-2-yl)methyl)benzol b]thiophene-3-carboxamide 1,1-dioxide (11k)

0 S

AN

ZT

\
\

S
A
N

S8 40% H NMR (400 MHz, CDCly): & 7.92 (q, J = 2.7 Hz, 1), 7.72 (d, J = 7.0 Hz, 1H), 7.61-7.53
(m, 2H), 7.03-7.00 (m, 1H), 6.98 (s, 1H), 6.69 (d, J = 4.4 Hz, 1H), 6.37 (¢, J = 2.1 Hz, 1H), 4.51 (d,
J=5.9Hz, 2H), 2.14 (s, 3H); C NNR (100 MHz, DMSO-ds): & 161.69, 139.93, 138.34, 137.10, 136.63,
134.18, 131.31, 129.88, 129.07, 125.67, 125.46, 123.11, 121.48, 33.38, 8.61; HRMS (ES+) m/z calculated
for CaolleN:OwSiNa [2M4Nal': 725.0367; found: 725.0362.

A Ze 2-12. NPhenylbenzo[ b]thiophene-3-carboxamide 1,1-dioxide (111)

0 H
N

A\
S

N
o

S8 52%; H NMR (400 MHz, DMSO-ds): & 10.85 (s, 1H), 7.96 (d, J = 7.3 Hz, 1H), 7.84 (t, J = 3.7 Hz,

20), 7.80-7.65 (m, 4H), 7.40 (t, J = 8.0 Hz, 2l), 7.18-7.14 (m, 1H); 13C NMR (100 MHz, DMSO-ds): &
159.98, 138.03, 137.55, 136.67, 134.26, 131.34, 129.94, 129.16, 128.89, 125.24, 124.58, 121.56,
120.17; HRMS (ES+) m/z calculated for CisHiiNOsSNa [2M+Na]+1 593.0818; found: 593.0811.
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[0310]

[0311]

[0313]

[0314]

[0315]

[0317]

[0318]

[0319]
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A Z ¢ 2-13. NPhenethylbenzo[ b]thiophene-3-carboxamide 1,1-dioxide (11m)
O H

N

S
N
o O

T8 84%; 1H NMR (400 MHz, CDCls): & 7.82-7.76 (m, 1H), 7.74-7.66 (m, 1H), 7.58-7.55 (m, 2H), 7.35
(dd, J =7.5, 6.1 Hz, 2H), 7.29 (d, J = 7.3 Hz, 1H), 7.25-7.19 (m, 2H), 6.66 (s, 1H), 6.07 (s, 1H),
3.78-3.64 (m, 2H), 2.94 (t, J = 6.8 Hz, 2H); 13C NMR (100 MHz, CDCl;): & 161.63, 138.89, 138.12,
137.20, 134.02, 131.30, 129.29, 129.11, 128.88, 128.25, 127.17, 125.85, 121.63, 41.02, 35.40; HRMS
(ES+) m/z calculated for Ci7H;sNOsSNa [M+Na]+1 336.0698; found: 336.0677.

Az 2-14. N-(2-Chlorophenethyl)benzol b]thiophene-3-carboxamide 1,1-dioxide (11n)

0 H
N

N\
Cl
Mo

!
g 78% H NMR (400 MHz, CDCly): & 7.87-7.81 (m, 1H), 7.75-7.68 (m, 1H), 7.64-7.52 (m, 2H), 7.43-
7.35 (m, 1H), 7.24-7.19 (m, 3H), 6.73 (s, 1H), 6.30 (s, 1H), 3.76-3.71 (m, 2H), 3.09 (t, J = 6.8 Hz,
o); “C MR (100 MHz, CDCl): & 161.74, 138.78, 137.14, 136.05, 134.26, 134.02, 131.28, 131.16,
130.02, 129.32, 128.66, 128.34, 127.41, 125.95, 121.59, 39.80, 33.11; HRMS (ES+) m/z calculated for

C17H14CINOsSNa [M+Na]+1 370.0298; found: 370.0282.

A Zo 2-15. M(4-Fluorophenethyl)benzol b]thiophene-3-carboxamide 1,1-dioxide (1lo)
0 H
N
S
N
o O F

S8 98%; H NMR (400 Mz, CDCly): & 7.79 (t, J = 4.0 Hz, 1), 7.71 (t, J = 4.1 Hz, 1H), 7.59-7.57
(m, 2H), 7.19 (q, J = 4.6 Hz, 2H), 7.02 (t, J = 8.6 Hz, 2H), 6.71 (s, 1H), 6.23 (s, 1H), 3.71-3.66 (m,
9H), 2.91 (t, J = 7.0 Hz, 2H); C NMR (100 MHz, CDCl;): & 163.21, 161.68, 160.77, 138.81, 137.11,
134.06, 131.34, 130.28, 129.28, 128.24, 125.86, 121.62, 115.87 (d, J = 21.3 Hz), 41.14, 34.70; HRMS
(ES+) m/z calculated for Ci7HFNOsSNa [M+Na]+1 354.0598; found: 354.0568.
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A Zo 2-16. M(4-Methylphenethyl)benzol b]thiophene-3-carboxamide 1,1-dioxide (11p)
0 H
N

S
™
o (@]

T8 51%; 1H NMR (400 MHz, CDCls): & 7.84-7.76 (m, 1H), 7.73-7.67 (m, 1H), 7.63-7.53 (m, 2H), 7.17-
7.06 (m, 4H), 6.67 (s, 1H), 6.14 (s, 1H), 3.71-3.66 (m, 2H), 2.89 (t, J = 6.8 Hz, 2H), 2.34 (s, 3H);
13C NMR (100 MHz, CDCls): & 161.61, 138.91, 137.16, 136.74, 134.96, 133.99, 131.26, 129.75, 129.34,
128.74, 128.21, 125.89, 121.58, 41.07, 34.92, 21.18; HRMS (ES+) m/z calculated for CigHi;NOsSNa [M+Na]+1

350.0798; found: 350.0818.

Az 2-17. N-(4-Methoxyphenethyl)benzo[ b]thiophene-3-carboxamide 1,1-dioxide (1lq)
0 H
N

S
I
o (@]
H4C

& 57%; 1H NMR (400 MHz, CDCls): & 7.80-7.78 (m, 1H), 7.72-7.70 (m, 1H), 7.59-7.57 (m, 2H), 7.14
(d, J=8.5Hz, 2H), 6.88 (d, J=8.5Hz, 2H), 6.66 (s, 1H), 6.00 (s, 1H), 3.81 (s, 3H), 3.71-3.66 (m,
2H), 2.88 (t, J = 6.7 Hz, 2H); 13C NMR (100 MHz, DMSO-ds): & 161.49, 158.58, 138.77, 137.00, 133.89,
131.13, 129.94, 129.72, 129.23, 128.07, 125.78, 121.44, 114.32, 55.31, 41.08, 34.36; HRMS (ESt) m/z
calculated for CsgHssNoOsSs [2M+H]+I 687.183; found: 687.1829.

Az 2-18. 5-Bromo-M-(4-hydroxy-3-methoxybenzyl)benzo[ b]thiophene-3-carboxamide 1,1-dioxide (11r)

o}
H OH
Br-
‘\\ o—CHs
S
I
4o

& 11% H MR (400 MHz, CDCly): & 8.17 (d, J = 1.8 Hz, 1H), 7.72 (dd, J = 8.1, 1.5 Hz, 1H), 7.58
(d, J=7.9Hz, 1), 6.92 (d, J=8.11Hz, 1), 6.87-6.73 (m, 3H), 6.29 (s, 1), 5.64 (s, 1), 4.53 (d,
J =57 Hz, 2, 3.92 (s, 31); CNMR (100 MHz, DMSO-ds): & 160.83, 147.52, 145.73, 136.00, 135.73,
133.81, 131.59, 130.90, 128.95, 128.15, 127.44, 123.27, 120.11, 115.25, 111.96, 55.59, 42.47; HRMS
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(ES+) m/z calculated for CaygBraoNs010S:Na [2M+Na]+i 868.9450; found: 868.9377.

AF o
A 1. TEAD-YAP 4 2]3XE FA|H kA o] Ao
AA, Harske] TR RE|Q} TEAD HAF AAF A7t H-919] 871 WiE 7hg] o] Alo] 3sfol] mpojojEefto] FA|H A
FAAE Ees TEAD-YAP &4 2] 2E FA A £48 AF&ste] AlEolA] TEAD-YAP A& 284S A=
3135 o] &S HIEEY. o] @ XEEE TEAD-YAP @ TEAD-TAZC] ZAL EA4S AT = o}, <lakgl 9@ &
A2 MEFS 2EFoZN TEAD-YAP SAd| s nAE 5= 7FsAS AAs] H& 2 24
H]Q1A+8kA] YAP 5SA 2 TAZ 5SA E¢IWolS ARE3lth. TEAD-YAPO| thdt 232 X 20], TEAD-TAZol th3h 23}
£ & 39 YeEpiien, 25 digt BE SgEe] A A0 FAe HEs B,
A AHA AP =9 35HE 9a WA 9ne] Ag- gy WA ey ge FHRA)EE dlalE AE s
Egsta A2 AR SHEed dis] FAAGA gxEH #4S Fdste] 1 ARE ebr] & 1o YERAT.
oo sshE2 oFst Al A4S dERlTh. wEbA SE A9l Ml X $hA| Fxeob oA &4 Alele] BAE
ARsteE Ao w@stgion, gode] Adz gy SFE ond FE 9axtt ¢ U2 oA FHS A f
A3 3Ez e
# 1
3 R = % AAEH = % AAEHd =
(TEAD-YAP) (TEAD-TAZ)
9a 3-(0CH;)-4-0H-Ph 56+3 58+6
9b 3-(0CF3)-4-0H-Ph 5945 75+4
9¢ 3-CFs-4-F-Ph 87+6 84+5
od 3-0CHs-Ph 86+6 81417
9e 2-(0CH;)-5-(0CF5)-Ph 80£8 75+19
of 3,5-(0CH;),-Ph 87+5 78+14
9g 3,4,5-(0CHs)s~Ph 85+7 83+11
%h 4-CHs~Ph 89+4 95438
9i 4-CFs-Ph 80+11 87+13
9j 4-C1-Ph 77+5 87+7
9k 4-(0Bn)-Ph 77+8 90+ 18
91 4-NHC(0)CHs~Ph 84+5 87+5
9m 4-(0(CH,)4CH3)~Ph 93+7 101£9
9n 2-(5-CH3)-thiophenyl 46t4 4819
DMSO 100£6 100£3
H2gEey 2342 34424
IE] WE 00 0£0

5o s=gpls ved 2719 S4 =2 A sgE 10a WA 10ue] oAl @45 rhste] 17
% 20 e, 3-HE-4-s=E AT de] 4] odaEe HF FaE slEE 10aw SA4 o ~Elet 3-WE-

Ade SFHE 1orRt 9 v Al &5 verlth. olE w9
A o A~HE Atole] A o)zt oA DA FastiE AS AAFSCH(TEAD-YAPOl A Z+zb 53% 2 90%,
TEAD-TAZON A 242} 61%¢}F 86%). d S zte L4 o AF FEA7F YAP-TEAD A3 28-S whajste o &9

il
ol
I
Jp
>
5,
L
S~
>
o
2
ol
o
i
o
e
N
N
)
B
N
N
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¥ 2
s E n = R = % A= % AAEHE
(TEAD-YAP) (TEAD-TAZ)
10a 0 3-CHs~4-0H-Ph 53+8 61%5
10b 0 Ph 73+15 88+ 16
10¢ 0 4-F-Ph 86423 111412
10d 0 2-C1-Ph 91+10 91+6
10e 0 4-C1-Ph 105+ 16 11143
10f 0 4-Br-Ph 78+11 95+6
10g 0 4-CN-Ph 106+ 16 118+6
10h 0 3-CFs-Ph 99418 98+12
10i 0 4-CF4-Ph 98+14 103+5
10j 0 2-F-4-CF5~Ph 101+13 101£2
10k 0 2-F-4-CF5~Ph 90+23 102£5
101 0 3-F-5-CF5~Ph 100+ 16 102+8
10m 0 4-F-3-CF5~Ph 7710 90+6
10n 0 2,4-(0CH3),~Ph 92+16 104£10
100 0 3,5-(CHs)»~Ph 7448 80+12
10p 0 3,5-(CF3),~Ph 83+23 100+12
10q 0 2-0CH;-5-0CFs-Ph 594 78+8
10r 1 3-CHs~4-0H-Ph 90+13 86+5
10s 1 Ph 87410 81%5
10t 1 2-(5-CHsy~furany! 97+£8 97+£8
10u 1 2-(5-CHs)-thiophenyl 99+38 99+38
DMSO 100+6 100+3
Hegres 23+£2 34+£24
BE] e 0£0 0£0
o2, ofuE §EA 1lla-re oA &4 H7kste 7] & 36 YERATE. 3-HE-4-3=sAHd S =
sl 3HEE 1la® 9a(56% % 58%) 9} Hegk oA &4 (55% H 61%)S HERH e Algl= F 7P 7% &
g UERIITH. i) ofm 52 54 FEAET O Y2 A 25& YE

1= S EaY = R
. ofu|=9} Hd Ale]e] AolE zl?ﬁ}z%} | #1s
1m-q= 8htbe] B (lla-k)oll dAE ofm=
e 1lc(n=l) ¥ 11p(n=2) FollA 11p7t ¢ Y42 JAE

Mol Ba(1lmq) 2 A4dH 33
SoArt Andow ¢ UJ& A4S el
ettt 3385 11q(n=2, R=4-0CH3-Ph)&= &4

EI—/H }_9%]:]_ . :5:].61—

H
4-=FL A

?l H&a-nxldleladelE FEA 9a9t vud W ¥ H& oA &S yehdllth #ide A3 49 s
B 111 A E A &4l tis) Bl=EXHATE. ofn=9} WAl aie] Aol A oAl dFgFS FATt.
#* 3
33t n = R = X = % AALHE % AALHE
(TEAD-YAP) (TEAD-TAZ)

11a 1 3-0CH;-4-0H-Ph H 55+5 61+5

11b 1 Ph H 54+12 7314

11c 1 4-CHs;-Ph H 73110 88+t6

11d 1 3-0CH3-Ph H 62115 777

lle 1 2-Br-Ph H 69+4 74+12

11f 1 4-Br-Ph H 72+3 85+16

1lg 1 4-C1-Ph H 76+17 78+12

11h 1 3,5-diF-Ph H 69+7 76+£5

111 1 3-F-4-0CHs-Ph H 58+13 76+3
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11j 1 2-0CH3-5-0CF3-Ph H 6710 81£8
11k 1 2-(5-CH3)-dioxothiophenyl H 86+1 86+1
111 0 Ph H 72%4 90£9
11m 2 Ph H 70x£6 74%5
11n 2 2-C1-Ph H 6612 68%10
11o 2 4-F-Ph H 7420 81%8
11p 2 4-CHs;-Ph H 64+6 63+11
11q 2 4-0CH;-Ph H 569 568
11r 2 3-0CH3-4-0H-Ph Br 84120 96%5
DMSO 100£6 100£3
Verteporfin 23+2 34+24

Empty vector 0%0 0%0

AFA PCRS AFS3te] 1 43 MEZF MCFL0AN A WA ==l Al TEAD-YAP AP H3HAe] Ao digh S
7V AEE A8 syl & 4l vERE 81 st ES et
F 4

% inhibition % inhibition

Compound  \1eAp.yaAP) (TEAD-TAZ)
9a (ref) 44 42
9b 41 25
9n 54 52
10a a7 39
10q a1 22
11a 45 39
1i 42 24
11q 44 44

4 A= Al MCF10A= YAPE wh=2A] &4dstalar 34§34 CIGF(AE 24 47 92 2 CYR61(A] 2=l
THE 9 A F2A 619 AAE AT, 4o JERRo], 4 FH FFE, 53] 11gE A3
X Z7F CTGF 2 CYR61 nRNA & 43S 73 gaA7ls 3 & k. s3Ee] TEAD-YAP o
A s Zgo] A AAARIAE Fsy] fste] FE W A S Syt HEdE TEADZE v
7|2 AFESFA 10g B 11gE Al §8Edd H7hst 4 35 W dE YAPY Fo3 havt #HEE A (=
4). 3}3HE 11gE TEAD-YAP A3 =g tigh oA &Aol] el Inventivazt AA3 7|5 3432 9agte] F7} 4
T 2 HuE 93 A9 A,

E3], TEAD-YAP A5#82S H2~AE" FEZ(10pl)olA 9adl o& waimA &t AxE

TEAD-YAP ¥4 fdzF &de] HAagoz 4%k #23 XY= 4). o5 B3l 1197} tSa-w=[b]E
A AAZ=(IC50 = 12.7p)E 2= UL 7283 TEAD-YAP/TAZ JAIAYS S8 = gldtt. o] FA| A
YEH BEA(E 5dA HEHZEEZACC = 8.6ulM)d} M3t 71F 3F3FE 9a(1C50= 26.5 uM)xv}
¢k, 119 2 WAYSS AAE His-s2¥ TEAD 9 AS ALgE Aldn ) 208 BAS Ea) el
HA. FEE 1lqE &3 9F7F W o® TEAD-YAP veld A5 28(% 6)S Z8eA JAAT(IC50= 12.7

e}

ﬂ{
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WM © 7). 53, %E SFE 9ash G4 BFE 1lg Aol TEA-VAP HE AES AsHE B9 Aol T
ASeA SEE BHCE 5)el vsl PR, FEAGHA % AGH W ErhE BA(E 4, 6 L 9)IA o A,
Az, Sl ga AR ALAA Aifshol AL OV PE AE Ao Fenilla £ A B4 A2
A SA% AQRen, ol 0o} A AelolEetel AR Dol AoBow GeeA HololBetol/
ddet FARA BY MEo] FAATHE 9). 53, WZHTE O TEAD-VAP FEAE0] AL o]
of wiE AvE ZUsH AT 6). ol olhe] miE whel Lol wuld BTl AAHE Bk W=
HE2o] Hol mEHo] WA $AA 4R/ WED F ATCE 10). 53, FFE lgE WSelH o
W bmE fEshA egeh(s 1)

Adel 3. HEE 11q9] VAPS A# BF 44 T

YAP/TAZ 29] £ 9l A A4 L AE Abdel WASY] Wil FHE sEEel VAP WY S o

n

A s AS HAEGD. dad R 11q A 85 YAPY TAZE Fdsts A5 &4 ek A3 MDA-MB-
2313} Hs578T¢) AEHS AASA Z2AHT (= 12). 11q A& MDA-MB-231 M EFo]|A CIGF mRNAS] &< &
stakdo] AN OH (% 13), o] YAP/TAZ &9 A7t SHE AEHE HAAANHASS BoFr. FF3E
11g3= MCF10A Mo A YAP zZhdde] o] Fod I 564 AFS ZE3A dAANE 14 9 = 15).
TEAD-YAP & ¥H 2daRT AE Ao ¥ UL AZ BT £ AAJu(d: AE 7t B4 B$
G150=3.2 uM o 11qol oigt 2] EE #A9 49 1650=12.7 M, = 15).

vpA o R 11g7F AZE 33 ZEY P4 EA A NCF10A AlEe] YAP 3hd-dol & f=d
A 2RY e &d8] AAdEE FhE AT (E 16). o wEh Edwwe] sgt= 1lg7b VAP H
TAZO] &4 Wy ow kS A8 7ol e 4 TEAD-YAP/TAZ 3348 AAIALS AT 4 Uit

-l [d] oA okEd Y-z (blE el F=AVF IEse]s 2 E= 3o AdEA o F
7.

24
Qo wA wY EAE SRR,

WA, sl EgE-t S e [d] o] 2E|obE 9ast ob|E-vSa-WZ[b]E 2l F=A] 11q7F TEADL w2l (PDB:
3KYS) ] QIE#o]2 30 = EQTE. 9aw AE|#H o] 3¢l4 Phe370 H Glu3933} H-ZA3S FAHsE 3= 4
SEATHE 179] A). YAPZ} 9aot AHSW YAPZF HEaaEEd HAA ol (% 179] B), 9a= (1] 39
aield e w) YAP-TEAD = 285 Weld & lvt. Zeju &7 Has -4,964%2 AlRtso] frolvahA] gkt
7b& 2 YAP-TEAD Al 245 w9l 313he 1ol vS524E 3 Wix(blelesd ue7t 47 n-n S8 4
S2E S H-ATS ) Asp243 R Tyrd06% o8 Aor AFHAFNE B etal -5.1999 =7 A
7b &EE i

SO = TEAD2(PDB: 6S64)9] QIEjwo]2 20] 9a9} 11g5 =AW o, 9as} 11¢9) =74 A+ 7H7F -8.480%
-7.1300.2 ARSI, A= 9ash 117} SIE o] 3o =AHNS W Artd Anyg 4 ¥ $esih

o] <dE ol 3uthE dE ol 20] AREHE 92 EE 1gol tid) mrh oy Aoz ehgAl Yy il
F4E AR 5HAEE YeEhdit
3ehe 9a9t 1lgi= HHACIA 204 A2 T & 25 7 AoR «dSHAT(RE 189 A). 929 A,
sl=ehEe] stol=sAleld & TEADS] Lys389 Bl Asn38set H-Ash 5485 94dsts W, HA=e sl
=54 a5 2% P98 A Vald02sh --AE FAstE Hor o5y

E O

Lys389¢} -2 %S A= AR oFHor, #d el Phe3d86 2 Phe3508 n-n Z~EHIF A%
A4 FHYTHE 189 0. St VAPOl 0a % 11qsh AW VAPSE e £47h 43 Aolgta o5t
(£ 189 D). WebA o5 e slE ol 20 Aol VAPSE TEAD Abolo] 25 282 oAlG).

OiD}(C 18] B). 11q9] Y54

olgat ol MAelEel v WHE Wl o8] Hymort, Y sERoklM Bel A4E 47 Ay
NG 2R DR 1EH 24 % WS 483 & gk, o Sol, 4uE s&Eel A9 P o
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