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Ve B2 REAEOR TR Aol o EE NG AW EAE 2B
yigel dy

7l & £ oF

wowge seny fE=A, ool AxwE 2 ol% fEAROR TS ool df Ei ARE oFb x4
Bl #3 olth,

I

ore] WL getEd, WA, HloldAE ¥3eke od 1A B9 4
2}, AEAE (apoptosis) T DNA Htel BA® fxzte] Wt So BaAso] i, H olefd ko] BAH
AAVES ola|stel wet =g A Eel =

A ARAES dibAor XV SHA R ML e EAE FA LR sto] O g9E Yl =
TtEoixy | BxA Aol HE AL ¢ ANEZAE7d Z(signal transduction pathway), HIAA
ngiogenesis), AEZFE (matrix), AEF7|ZZE AR} (cell cycle regulator), AEAFH (apoptosis) ol #&H
AL, dAl A=A T8 A ASAR AMEEHI e ASR= B[R4 JlvolAl(tyrosine

kinase) SAAE v ZS 'NoAGHZ AAA ' ABERYG A A Eo] 9

o=

Lo 9 Jj

A E]2 A 7)ybolAl (protein tyrosine kinase)® B2 A FdlA FR3 T8 = Aoz "R
W, 53] erbB el & E]ZA4l 7|uolA (receptor tyrosine kinase)$l ¥ AF AR &
(epidermal growth factor receptor, EGFR): H]AA3EH 9FE(NSCLC), %HLOL, ’d@ﬂ% T AH A
o, oigek, 23 AdE, FAEY, 99 2 AEAds =3 |
g3t dar, 7] EGFR-E] 241 7IvobAle] @437t A& Alx %*—‘., T A g 3, o
dol, ¢ IS oy Ax AES S7HA el & v 9l

| &g "
rlo
ox,
L‘
Hil
ofN
02
3 -
o
=
oxl
o

TAH R, 7] EGFRS ErbB E|ZAl7|YolA] =&+ (tyrosine kinase receptors family; EGFR, HER-2,
ErbB-3, ErbB-4) Z¢] shvhz, Axe] 2= 9 (extracelluar ligand-binding domain)®} EJ&21 7]i}o}
A9 (tyrosine kinase domain)S ¥38Fe Al¥XW 9 (intracellular domain)S 7FAal A& HAHHF E|ZA7]
UrO]—Zﬂ(transmembrane tyrosine kinase)o]t}. T RUt}o]lW (homodimer) HE+ 3| E]Zt}o]™ (heterodimer)E o] &

SAll gzt=rt AgslA AlxEde] |27 oAz &St AL o] g Al EGFR o]F) A=E AE= EAT)
E]‘Q_O]‘:_Z]% 3-7) Yo} Al (phosphat idylinositol 3-kinase(PI3K)/AKT/mTOR, RAS/RAF/MAPK, JAK/STAT) Az A<
A7E &A3}3tH(Nat Rev Cancer 2007;7:169-81).

EGFRE E3], v]AA ¥EH < (non-small cell lung cancer, NSCLC)S] Zwto]ilol A 3pldmo] X go] HAHOFE
Be AFEo] AYEHAT. EGFR E]2A7|YolA] &48 A= EGFR TKI(tyrosine kinase inhibitor)7} 7l
wElon txEAel kA 2= A9 Eld (IRESSA™) | o] 22 E]'d (TARCEVA™) | g}3+€]d (TYKERB™, TYVERB™) o]
ATt

AE W Human EGFR2(HER2):= HER2/neu 3-& ErbB22 defA dow, <zb #y AAAA F8=
(HER/EGFR/ERBB) familyell <3l E]2A4104bst & 448 (tyrosine kinase receptor)ol™ FAA o2 A
9 AR polste] X A 2 REE FEdrh. HER2E oh2 3% EGFR family (HERL, HER3, HER4)$} v
- EE TR FAME 2]l

=

_IZi o.?i
)

a3y, o2 &9t A3 2E] Her2(Human epidermal growth factor 2)9 ¢ o]¢t A= #it=+& o7
dH Flo] lom zt=el AdS s THE HER receptor£3 HEUE o] 7™M heterodimerE ©]Fo o
3k AN S Z(signal pathway)E 3 MXE F7|57F, MEFTA2A agla 31 9 A& #HA3t). Her2E E}
Ao 3dh= A A Ig62 typelZ A ASAE A= AT Fe Ja, FAJEAMESA
(ant ibody-dependent cellular cytotoxicity, ADCC) o]} BA o)E=A A E =4 (complement-dependent
cytotoxicity, CDC)7} obd, &A= <138l 3184 (neutralizing activity)o] 9 & ZHgolt}.

olof, EGFR E¢o] & HER2 EdWolZ2 AA|sle o XN BAZS MEslr] 9] wg¥sid =, 2 dyo) ue
fmu]L FFEA7F EGFR Edwo] 2 HER2 %03_%1 loll diste] x& A= L}E}%Eibﬂ el el Ee= A
2ol F83H AFEE & A2S Yool E wgs AAISIT),
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[0012] }7) BEAE @str] flshe],
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S

[0015]

[0016] 371 sheha] 144,

[0017] = -80,- T —C0-o]aL
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[0019] = -0R, = -NRy ROl T

[0020] 3714, R NRyRye 2 X 8he Ced o]z,

[0021] Ry 2 R 7 @A OZ 4, Y3 = NRaReE X84E (47, B5 Ry 2 Rpe olE°] 23" 24
29 A N, 0 2 SZ2 o]FoA= Fo2RY AYH= s o] HZYAE i o) xSt H X E
TE (27 X NRRLZ X3HE 3 YR 8 9219 FEBRAS2AAS A5,

[0022] Ra 2 Rev A7 5HAHORZ 4, (%84, BE Ry % Rev olE0] Afd 24 4 N, 0 2 S2 o] Fof

AEl = dAE st o] ek HIAIS E= Ced U E A SHE 3 WA
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U
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3

]

!

_‘1

!

Ao

A

AlE= shgtE, o9 o

-
R

o) A7) sheta 1=

[0232]

ol

K

ko

o}, 0.001 mg/kg W= 1000 mg/kg, 0.01 mg/kg WA 100
[e}
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AE
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[0236]

[0237]
[0238]

[0239]

[0240]

[0241]

[0242]

[0243]

[0244]

ZIHSdl 10-2023-0022393

<Az 1 WA 3> o 2o wet A=K,

3N HoN
(INOZ Y NaH, DMF HN:C Fe/NH,CI HNI)
NH, )\‘m 0->t, 14 h a N THF, H,0,85 °C, 5 h C!fﬁq
A A

N™ "CI N™ "Cl

\/\S\ N
g6 T @
5%
i) EtzN, DCM, rt, 14 h HN
ii) K,COs, MeOH cl
m,12h | N
PN

<Az 1> 2,5-UE2Z-N-(2-UEZ¥)3 gud-4-o}719 A%

=9l 2-UE=RZod (10 g, 72.4 mmol)e] il
7Febal 30+ &]F wwkslglrt. olojA 2,4, 5-E2 2 2R )]

e Aeo® ZRekal 1443t Fet A8kl
(300 mDE FWAIZ]AL 158 Ft wwksglet. dd A
FA DA E F5SFAT(T7 g, 85%).

rE

b g oo NaH(3.47 g, 144.8 mmol)E 0TolA
19(16.0 g 86.8 mmol)S 0ColA H7IsEATH. A
Foo TLCE RUEPsdT. uhe 3RSy
o #}slar zretatel AxA|A Aot zﬂg:oq] 15

d

mim ('

'HONMR (300 MHz, DMSO-ds) §10.23 (s, 1 H), 8.49 (s, 1 H), 8.10 (dd, J = 8.2, 1.4 Hz, 1 H), 7.91 - 7.71
(m, 2 1), 7.53 -7.43 (m, 1 H).

<Alzxd 2> N1-(2,5-"H 229 gn|d-4-d )l A-1,2-t)o}7 9] Az

THF/H0 = 1/1 (300 mL)ell 51 AZFe] 1(17 g, 59.6 mmol)2] nRkEl §Mo] A E(16.6 g, 298 mmol) 2
NHCI (15.9 g, 298.1 mmol)& F7Fstoivh. A H E3F=2 5A13 &t 65T 7Hdaklth. WS TLCE KU
BEsgn. v E§d2S Aeor Yriaya Al ES £d oysln od oA ER AU, &
1% BEetn 952 AHetn NaSO, = Axstn 7etdd SHA A dsts AHE Axd 22 I a4 =
FESGTHI0 g, 65%). LOMS: 256.8 [M+H 1.

<Az 3> N-(2-((2,5-UF229gud-4-Q)olu| ) d ) T2 R-1-H Foln| =9 Az

DCM(50 mL)ell 3¢l Az 2(3 g, 11.5 mmol)<] wikE golo] Et;N(5 ml, 35.0 mmol) A-2ox H7}slict. uk

& E¥Ee 0CR WYL 1-ZRddyd FRge]=(2.2 ml, 23.0 moD)E A7lsigleh. AdE EFEE
AEoR JHEEka 1UARE Eek fAEth Wk TLCE RUEFEgit. v £S5} NalC0;(30m1) =

A3 DIM(30 ml) o2 FE3ATE. F715S B, G542 AFsal NaS02 AZxstar 7etstel] SWAH
FEH FEAS WEL(50 nl)d £3MAI7]IL KL0:(2.0 )& A7t 12A17F 59t watelgitt. AAdE E£3E
S 7etste] EEA AT, 59 2E4S H0(100 m)E 348k DM(100 ml) o8 F=a19tt. 28 2838}

Rl

IN HCI(pH ~ 5-4)& AHdslstal DO 2 FE&33Th. f715S &8skal NaS0,= 71x3kar 7H¢tst

=,
off
Ay

ol
o

2

Ash AR Az 3% & WA WA

&
4
ol
-/
2
=
AV}
ol
0Q
(@)}
g
=
N7
oy
(@)
=
w2
w
(@)}
—
[\
=
+
jem}
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[0245]

[0246]
[0247]

[0248]

[0249]

[0250]

[0251]

[0252]

[0253]

[0254]

[0255]

[0256]

ZIHSd 10-2023-0022393

<Az 4 WA 8> o 2o wet Az,

ril Boc,NH
|
NH, BOE\NH \ﬂ/\x/ ~ o\
-0~ (Boe)0, DMAP O Cs,C05 ol Pd/C
| | _— - ‘ _— - e
= DCM, rt, 12 h DMF, rt, 12 h
OZN/\I/ O,N = /N\L MeOH,
F -~
N
|
NHchacooH
Buc\
o} O
/@r Acroyloyl Chloride \).L \\‘)LH
EtaN, DCM N Do, 1, 12 h N
N 1
-

\L hll’ N

<Az 4> HE-H4E (4-ZFQ2-2-vEA-5-UEZH )7l o] E9 A=

DCMell 3591 ZF e 2-2-WEA-5-UEZold# (4.5 g, 24.1 mmol) 2 DMAP(300 mg, 2.41 mmol)e] nwke &-of
of 0CelA (Boc)0(5.8 g, 26.2 mol)E H7Fellth. W EFES A8 Ao = 7F23kal 1243F 5
Atk wbg EES DOMCZ FAEkal ¥3F NalCo; §9oz FHeHT. Bed F715S 2, 952 A
At NaSO, = 7dxstar gskstel FLAIZY. 58 ZEAS 2y AZvEaHT /oY ofAgolE
(7:3)5 geldoz AHgste] AAlste] Yot AAE Axd 45 4 AR F590H4.0 g, 58%). LOMS:
287.2 [M+H'].

<Az 5> HE-FE (4-(-(gHEoelm ) ") (HE)olr x)-2-w| F A -5-UEZH Y ) Fuld o] ES] Az

1.1 2

DMF(5 ml)ell <1 Alxe] 4(300 mg, 1.04 mmol)e] kel KA N N N-EZH

ol o gk-1,2-t o} (106 mg,
1.04 mmol) 2 EFAEA ]‘EF(183 mg, 1.56 mmol)g Al-&oj A @7}0}%311}. X <

¥ EFES 70TCAA A mukskel
o owkg ERES ARo® YAAT D YR AT, JAE nAE Adeta gt AxAlA Yske
Aze] 52 FA uAZ FE5ATH250 ng, 65%). LOIS: 369.0 [M+ .

<AlZzd 6> HE-FE (5-otux-4-((2-(HHdelu] ) &) (W& ) o}v| o )-2-w| FA H d ) FHul ]| 0] ES] A=
HeHE (15 ml)oll =<l AZo| 5(250 mg, 0.64 mmol)e] WHEE gollo] o= FE7]oA] 10% Pd/C(6.8 mg,
0.06 mmol)ZE #H7}etvt. AAE ZIES latm T4 EY7|dA 447 FoF wukegdt). wke =355 Azt
O|EE F3 AHsta st st ke Axd 68 24 AR 53 H(210 mg, 91%). LCMS:
339.2 [MHI'].

<Alzxd 7> HE-FE (5-oladolE—4-((2-(HdEolr] =)ol e ([ E)o}r] i )-2-H| FA 5 d ) Fhute]| 0] EL] A

x=

HkEl golel] -30°Col A of
o Jhesha 347 B

S BYsta &, 9=

DCMell 591 A Z<o] 6(200 mg, 0.59 mmol) E EoEo}l1(0.16 ml, 1.18 mmol)e] !
A892d F20]=(0.047 ml, 0.59 mmol)E 7}, vk iﬂ‘j 28 A3 A
AT, WS £3ES DOMe R 3| star 3k NaHCO; §o =z AT, 7715
MASIL Nap,SO, 2 AZsta 7dste] S2AF. =59 2528 44 a=2vlE2d]9 DCM/MeOH(9.5:0.5)
f@do g Ag3le] AAsle] Yate AAE AZd 7S FWA uA 2 F=53F (150 mg, 65%). LCMS: 393.0
[M+H ],

<A|Zd 8 N-(5-otm:=-2-((2-(HHdolu] ) o &) (HE)olu| 2 )4-v| EA| s d o} T Holn| = E|ZTFQ Zo}A|
B 49 Az

DCMell =51 AJZe] 7(150.0 mg, 0.38 mmol)e] e -&olo] DCM(Iml)oll <1 25% TFAS A-2oA] 78k ct.
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[0257]

[0258]

[0259]

[0260]

[0261]
[0262]

[0263]

ZIHSd 10-2023-0022393

AEE =S A2oA 1243 Fb ankeiglty, g =S TLCE ZYHHSNH. g8 F, 2=dS
ksl wEsta 27b AAgle]l e WA o BAZTH LOS: 293.2 [ ].

<Az 13> N1-(2-F2 2921 d-4-2) A Al-1,2-t)o}ql 9] A=

HN._~
NH Gl J
@: 2 ﬁ DIPEA Ethanol  pn~° X~
+ SN - -
|
NH = reflux, 4 h =
) N)\CI | JJ
N i
g2 (100 ml)ell =91 #Al-1,2-t]o}7l (5.0 g, 46.2 mmol)2] ankgEl goMo DIPEA(16.15 ml, 92.4 mmol) 2
2,4-0ZF229v (6.9 g, 46.2 mol)S A2eA H7tstdct. ARE EFES 447 Bk 7bDsEkal TLCR
EUHPsIAT. v eSS AR %7“\1 71aL, Hdd _Liﬂ% oFatar, oeh&® AlFsta 1Fatd
ZAA Y3t 53 IFE N-C-S22ygud-4-d)wAl-1,2-toll S WA TAZ 53R THE0%) .

+

LCMS: 221.2 [M+H ].

<Az 36> N-(2-((2-((5-0h] ;2 B A -4- R 2 Fel s W )ov 12)-65-F = 25 2] W] -4~ o 1) A ) &
HE = Az

H H
e L
0, \\ \ o I
NO, (\o HN NH; 0

Iron NH,CI
Cl — Cl SN N
J\ THF, H,0,65°C,4h |
P
N N/\l‘lwl
H

O.
Osch, CH,

THE/H0[1:11(5 ml)dl 32 N-(2-((5-F2Z-2-((2-WEA]4-RE2Z g =-5-UEZHd)o}n )T g nd-4-Y )o}

v =) g ) | R Eol ) 0 mg, 0.18 mmol)ell & EZ(50.7 mg, 0.90 mmol) = NHACI(48.6 mg, 0.90 mmol)

=(100
g Ppstech. 44E EREE SAU FU 650 ALt v EFRS WAAw AeolE W=E §
3 ol olzelg oY opAHlER FEAAG. 715 Beshu A%z AHTAL WSOl Uz

A7) 7kl ZHAA ek Az 369 w59 S A2 S58TH85%). LOS: 519.8 [MHI .

s & A2 2718 AlxdE R e s Alxd Axd 1 WA 828 Aelste] vk Aol
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[0264] [ A]
Hxo | = ol LCMS Ex
K=ol
1 ON 2,5-UEE2E-N-(2-UE=ZY
HN:© d)¥ g vd-4-o}7l
ct | Sy
N//L‘Gl
2 HoN N1-(2,5-t1 229 gud-4- |256.8
, Q) A-1,2-t]) o}l [M+H*]
HN
R
NT el
3 H N-(2-((2,5-CI2 220 2|0] Tl-4-Y)o} | 361.2
\/;s:‘N TH| pri 2 c +
o Hzm 0| o)H| )T 22-1- 4 E0t0| = M+H*]
!
N el
4 Boc., HE-RY (4-TFez-2-1|287.2
/@0\ EA-5-UEZH D) ub o] | [MHTY)
ON =
F
5 BOC~ 1y HE-2d (4-((2-()9Qo} | 369.0
' O ) E)(HE)olrm)-2- | [MHH']
CONT & A-5-U E Z3'd) 7}l
/Nl S E
N/
i
6 Boc.,, B|E-RY (5ol x=—4-((2- | 339.2
o (degoelr ) g)(dE)o} | [MH]
| xz)-2-H| E-A | d ) F}uld] o]
HoN =
AN _
T
|
7 80Cwyy, HE-28 (5-olaPolv=-|393.0
o O 4~((2~(dHdotu )l (Hl | [MHEY]
Sy Y)okul :)-2-5] SA 5 D)7t
IN\L vl o) E
N/
1
[0265]

_31_



[0266]

8 N SFCOOH | N (5-01| t=-2-((2- (Ll T Rl otal =)0l | 2932
g O )OO n) 4 HEABEOT | (MeH?]
SN goiO|E EZZEEQ ROt EM o
hl‘/
9 @\ N-(2-((2,5-C|22 21 2|0| T-4-2)0 | 396.0
Az“:@ 0] =)El )y dZoto| = [M+2H*]
"o
HN
oAy
T
N e
10 \@\ Ny N-(2-((2,5-CIE 2 20| 2|0] E-4- )0t | 410.0
> ;(’;‘@ Ol o)E E)-4-HEAMLZOI0|S | [M+2HY]
HN
Cl Ay
[ e
N'J\cl
11 H N-(2-(2,5-C]2 2 212/ 0| Hl-4-2)0} | 348.2
Ao
0’,s\~0:© 0] ) )0l EHd Z ot = M+H"]
HN
i Ay
|
N/J\cn
12 H N-(2-((2,5-CI 2221 2[0| T-4- )0t | 362.0
0//830@ 0| o) Bl )T 2 2. 4 E0l0| = [M+2H"]
HN
cu\ﬁ%N
|
NdJ\CI
13 HgN@ N1--222mz|0|g4- - | 2212
1,2-Cjopal M-+H*
HN |OF [M+H*]
=N
’ 2
N el
14 @kj N-@-(2-2=2=m2|o|H-4-2)otd] | 361.0
‘ o¢s;o© ) A =otn| = [M+H"]
HN
Y
N‘J\CI

_32_
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[0267]

15 n N-@2-(2-222I|2|0|H-4-2)otD0| | 299.0
N~
o”s“o© =)W ol Eotoe M+He]
HN
C
NéJ\CI
16 n N-@2-(2-22=2I|2|0|¢l-4-)oto] | 327.1
o”s‘\om )H ) E 214 Eof0| S M+H"]
HN
=N
L.
N el
17 \@\ " N-Q2-(2-222I)2|0|Hl-4-2)otn| | 375.1
oﬁ%@ )| 2)-4- 0 YL Eoto| [M+H"]
HN
B
NACI
18 /\s'g N-(2-(2-22=2m2|0|g-4-)on| | 313.1
0" o L)H )0l erd Eot0| = [M+H+]
HN
N
I S
N~ °Ci
19 - i N-2-(2-222-5-EF22u|Z|0|H | 317.8
*>0 4-)OL0| ) H HELEODIE | MeH?]
HN
NN
I L
N Cl
20 H N-2-(2-222-5-EF22m0z2|0|T | 3310
e NF _
0“0 i -4-2hot0| ) E| )0 EHE Zoto| = [M+H*]
HN
F. ! N
N i
21 i N-@2-(2-222-5-EF22m2(0|T | 3451
8¢
"0 -4-)ot0| ey hZ2TH-1-HZ0F | [M+H*]
HN
|
N e
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[0268]

22 ! N-2-(2-222-5-B8221(2|0|T | 679.1
o’fsibj@ -4-2)0t0| o) H YA A ZOI|E | [M+H]
HN
Ct
N{'kCl
23 \@ o N-Q-(2-222-5-2222Tz2(0|2 | 3931
&s:g@ 4-)OH0|)H )4 HYABLE | M+H"]
HN
Fﬁ” oojE
|
N
24 . N-@-(2-B22-5-0Zm2|0|El4- | 3138
"% 2)0t0| =) =)D Erd Zofo| = M+H"]
HN
B
N//i“Ci ,
25 @H N-@2-(2-222-5-0Ema|0|T-4- | 389.1
oas:\o@ )0t0| i) ')-4- D A H M Zot| | [M+H?]
hAl E
(Y
,’)\cl
26 o H N-@-(2-222-5-H Y20/ E-4- | 3410
~% 1 2)010] ) )T 2T 1-HEOTIE | [M+H”
o )OO o) Bl ) Z R EH-1- M EOHO|E. | [M+H]
Y
N?J\Ct
27 \3\5 A N-(2-(2-2E=2-5-HEm2|0/t4- | 3270
3?»4:@ )0t o) )0 et Eofo| = [M+H*]
(Y
N)\CI
28 Q " N-@Q-(2-2E2-5-HYmalo|El4- | 3758
NN
oY) OO W LBODE | MeH]
HN
(Y
NJ\C!
29 NH; gfﬁmﬂ N-(5-0t0| =-4-B| S A|-2-(TI ” 2-T | 319.0
gt jf)’ £2|5-1-2)0 F)0t0] ) B H)0t 2 | M+H"]
N ey olojEo| EEE2Q20tHEA &
O
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[0269]

30 N, O000H | N-(5-OH0| lm-4-Df S A-2-(2-(T @2 | 3062 8
o (YOS E1-1-)0I SADE| L) 0L -OI0|E2| | [M+H?]
A Q =
N EZERQE0HEM &
\EK
O
31 NH; CFsCOOH | N-(5-Ot0|'o-4-O SAl-2-(H B (2-(T | 333.0 8
o ~ 2| E-1-2)ol 2)ota| =)H| )0t 2 E | [M+H"]
o =
N ofojEo| EB|ZRQE OLHEM o
0
32 Ficoon WA (2-(2-0t2Yot0| £-4-01D] k- | 441.0 8
\/ﬁ S O~ 5-Of| & A|EI )T 2)oral o)A &)Ol | (M+H*]
., " v
N A AT 2T)7HHHH 0| E
\LN,C&
A
33 WA A (2-((2-Ot3YOD| =-4-(5-E2 | 7380 13
o ]
E«ﬁmio 2-4-Q-(LLZOIO ST 00| | MeH"]
RN ol
o d L | )20 E-2-2)0t0) o)-5- B & A
" e | (0| £)0F0] =)0 E)(0| A T2 )
FIH}H[ 0| E
34 CF3COOH HE  (2-((2-Ot3 ™ ol0| £-4-0t0|=- | 413.0 8
. L2 ol [sosume @Ot E | MeH
A y7utolol=
H
N
-
I Che
N
i
35 )_,,.N:@ N HE (2-(e-ot2Eotn| E-4-(5-2 2 | 709.8 13
oy i
. WSy O | EA@OEEZOOIEH L0 | MeH)
\E:lnﬁj TV | mymeioi s g0t =) 50 S Al
o, ) 1)(0l ©)0}0] =)ol =y(ol &7 Huto
oE
36 A N-(2-((2-((5-010] '=-2-H| EA]-4-22 | 519.8 -
L PN
RS S B2l B )0 )5S 2220 | [M+H"]
“y )i)'" E1-4-21)0} 0| i) E| <)l EHS ZopO| £
SN Cl-4-2)0}n| i) | &)0j St Zopo| =
H Q~m§
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[0270]

37 ois;“@ N-(2-(2-((5-Ot0] '=-2-0| A -4-4-T{ | 534.0 36
a S g | SRR REEO )58 | M)
T ﬁg\f 22120 5-4-2)0t0l ) H ol
" S HEoo|e
38 N N-(2-(2-(5-0t0] e-4-(-(CIB ot [ 5352 |37
%X, 0]) O E)(CIE)0H0] )2 HHAIE] | [MsH"]
c‘\f;'tn Q*“‘r’ )0t0]ie)-5- B2 2T 2)0| E-4-2)
Y ob 0] ko) )| EH4 Zoj | =
39 o\ N-(2-(2,5-C1 8221 2|0| T-4-Q)o} | 347.1 13
“zﬂ@ Ol)H'E)-N-H YOS ZOtOE | (MeH?]
CI\EBLN
lN Cl
40 o b N-(2-((2,5-C] 82212/ 0| ©l-4-Y)0t | 361.1 13
\/s‘,éN,D OB E)-N-DHO EHIZODIE | [MH"]
01\{“‘
‘N,)\GI
41 0\\\1 N-(2-(25-CI 22 212|0| 51-4-Q)0} | 361.1 13
/{;]@ 0ic)H g)-N-Of S EHIZOO|E | [M+H"]
HN
e Ay
]N/ I
42 A N-(2-(25-CI 8221 2|0|H-4-2)0 | 375.1 13
)‘%é“@ 0] ) HS)-N-O| AT S HO|EHI 20} | M+H°]
Ci\?iN ol
‘N/)\Ci
43 o) N-2-(2,5-CI2 220 2|0 2-4-)0t | 375.1 13
\;‘81;)”@ 0]) B )-N-I O EHS OIS | (MH]
HN

Ct

N
N7 O
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[0271]

44 ﬁ ¢l N-R-222-6-((25-CI222m2|0| | 367.8 13
Py j@ El-4-2)0t0| o) B[ )0 EHL ZOL0| £ | [M+2H*]
[#)
HN
Ct\(kN
lN’)\c'
45 | ¢l N-2-222-6-(25-CI222m2|0| | 3812 13
5% £1-4-2)0H0 i) B 2)-N-DEIHEH | (M+H"]
HN Eojo|=
cnfw
lN&kﬁl
46 A N-@2-(2,5-C 22 25| 2|0|¢l-4-Y)o} | 3488 3
o059 Oli)-6-H L E)HEHSZOIE | [M+H]
HN
Ci N
N"’J\Cl
47 | N-@2-(2,5-C 22 21|2|0|El-4-Y)o} | 389.8 13
02532 0| k)-6-0| AT 2 WH| &)-N-H S0 E | (M+H*]
HNT MdEomojE
S Ay
|
N’)I\CI
48 :3: N-(2-((2,5-CIZ§ 2 21 2|0| £-4-2)0 | 362.0 13
N
075 0| tc)-6-0f 2 H|'H)-N-H 2 i EH 20 | [M+H*]
HN 0cE
CIT‘L\\N
I
N‘/)\Cl
49 N N-(2-((2,5-CI222m|2|0|T-4-2)0t | 376.0 13
o:s;gﬁj 0])-6- O & )-N-O DI EHI ZO} | [M+H]
HN oc
[}
N
50 " N-(2-(2,5-C2 2 21 2|0| Tl-4-Y)o} | 361.8 13
% 0|)-6-0f H L) EHIZolO|= | M+H*]
HN
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[0272]

51 | N-(2-((2,5-CI2 2 20| 2|0| ©l-4-)0t | 376.0 13
58 0 tr)-6-0f S H| )-N- G IO EFL ot | M+H*]
HN oc
S Ay
|
N/)\Cl
52 f N-(2-(2,5-C1 82 20]2|0| €l-4-)0t | 376.0 13
5 0k)-6-0EH )OI EHAZOIOE | [M+2H"]
HN
Ct SN
NT el
53 - i N-(6-((2,5-CI2 2 21| 2|0| tl-4-Q)0} | 376.0 13
o"s‘:ﬁ O]ic)-2,3-C O S )-N-S O EH | (M+H+]
2] N Zoio|=
|
NJ\CI
54 n N-(6-((2,5-C| 2221 2|0| Tl-4-Y)o} | 361.8 13
RN
0755 Olie)-2,3-C SH M EHL Zotn] | M+HY]
H
| =
Cl ! N -
N/)\CI
55 gq N-(2-(2,5-CI22 21 2|0| Tl-4-2)0t | 361.1 13
e
298 O te)-5- DI T ) N-TN O EHIZOF | M+
HN
S Ay oE
!N/J\Ci
56 - y N-(2-((2,5-C| 22 20| 2|0| Tl-4-Y)0t | 348.0 13
c”"’*‘oﬁ 0)i)5-HEHEHELEOAIE | MeH"]
HN
B Ay
|
N/J\Ci
57 N-(2,5-C| 2 221 2|0| ©l-4-)-1-(0 | 3740 13
(;s;g EMTY)1234-BHEAB|E2RE | M+H"]
HY 2l-g-otgl
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[0273]

58 \8’51? . EE-RE  (2-((2-0t2YOI0|=-4- | 7152 7
o jﬁg,u\f (6-B22-4-(1-HELR L) M+H*]
c!\Ekj: 'gwg; 1.234-BIERIS| E27)=2-8-2)0t

N Y O] )T 2] 0] §-2- )0t 0] &=)-5- 0} &
’ AL (0 )t 0] )0l (0 ) 7t
oojE

59 N SFRCO0H | N-(5-0t0]=-2-(4-(CIH &lof0| )T | 319.0 8
RELe 2| E1-1-2)-4- B SAH )OLLHOL | [M+H"]
“"’u‘ﬁ' ! 0|29 EAEZLEOHEM &

~y
60 T SOOH N-(5-0H0| i=-4- B & Al -2-(4-(4- T E 8
U °» {241 -1- )T B2 E1-1- 2y )
N Ot ™ol0|E9| EBZEQEOIHE
Q s
N
[’rj
61 9 % g 2-222-4-((1-CIELEY)- [ 3972 13
/S,Zo 1,234-BIERB| E2FER-8-2)0t | M+H"]
ned 0| )} 210 E1-5-7H 2 M 30| =
1M’ ]
62 o % O|2Z2E 2-E2E-4-((1-(HE4Y | 4251 13
-2 Z)1234-EHEASERH SR8 | M+H]
)M?\Ei,, 2otal )Tl gl-5-748 A ao|
u“’km B

63 N, OO0 -(5-0t0| e -4-T| B A-2-(0 " (2-22 | 3352 8

2|0l 2ot =B oI Wotn| | M+H]

C
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[0274]

64 oo N-(5-OHli=-2-(-(ClHEotal =)ol | 3110 |8
HNZ’ S)(0 )0t c)-4- LI EAH )-2-8 | M+H"]
'l‘\/’w/ FQ20t3E0I0|EC| EZERRE
HN ’ OfMIEM o
65 . ht N-@2,5-CI222I|2(0] Tl-4-Y)-1-(0 | 359.8 13
a‘fs%% YHEH)IE2.7-01 M+H-]
HN
¢l Ay
gﬁgj\@
66 N-(2,5-CI22202(0| E-4-Y)-1-(of | 374.0 13
g
> H;E) SdzEd)oEa-7-ota M+2H*]
>} ] i
Nl
67 - BE-SE  @(2-0laYoto|=4- | 701.8 7
ol A (6-B224-(-CIYYZLAET- | M+H"]
Oy oy | 7-otols)mail 2ot )-
L 5015 AT )01 )00l O ol
g)7Hto o =
68 QN HE 2-2RE4-(-OITYEE) | 3831 13
3 b £21-7-2)00] )W a|0[ E-5-7H 84 | [MaH"]
7" 8ol
o (N
Néj\ci .
69 %*N/Ej Ol2Z2H 2-FR2-4-((1-(HEYY | 4118 13
6 ZE)E-7-ghoto| mym2(ofE- | [M+H*]
A 5-71= a0l s
1 N
[ i~ ]
70 L:{ 2-BER24-((1-(HEL=EY)ASE- |3518 13
"%"% 7-2)0H0| =) TR0 E-5FHEUEY | MaH]
HN )
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[0275]

71 ppCFO00H | N-(5-01D| m-2-(2-(CIH ROtD| )0 | LCMS: 8
U o SAl)-4-0SAH )0 2ot =2] | 280
Hl E2B20E OMEM ¢ Ms+H*]
.
|
72 ey, OO0 EE-£8 (5-0t3YOl0|=-2-0 54| | 3352 8
U fijc\ 4-(ER-22E2| 0| 2)00| )H | M+H*]
H 5 y7titoo|=
73 %ﬁ N-2-222-5-(EQEF20EHT | 3940 13
6 11 20/ C-4-2)- - YHELAS - | Me2H"]
Fsc\?\u 7-otel
i
M“L“cl
74 SN N-25-Cl8220/2/0)24-2)-1-@ | 3588 |13
o g4z )-1H-Q1E-7-010l [M+2H*]
HN
oAy
““N’J"m
75 NPy N-(6-((2,5-CI 22 20 2|0| £l-4-2)0} | 399.1 13
o‘%{,‘é’" 0] )7 5 425 9)-N-BI O EHEE | [M+H?]
e
76 wo Ny N-(6-(2,5-C| 82 20]2|0| E-4- )0} | 385.8 13
03333, ]'N 0le)Fs42-5-Y)HEHIEOIE | M+H*]
HN
<t N
|
o
77 I 2-(2-((2,5-CI8 220 2|0| l-4- )0t | 359.8 13
% 1) Ol i) B )02 MOIOHERIE  1,1-C] | [M+He
On )H[=)0] 4 g2l 11-00 | M+H]
ckka SAOIE
N
N™Cl
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[0276]

[0277]

[0278]
[0279]

[0280]

[0281]

[0282]

[0283]

[0284]

SIHS3 10-2023-0022393

78 C\ 2-(2-(25-Cl822mza|0|g-4-2)0t | 3740 13
N
d,%b@ O] ) )-1.2-MOIOFRI Lt 1,1-CI | M+2H"]
HN AlO|E
o ng
N’;;\‘Gi
79 ’(o CFGOOH | AA(5-OHD|im-4-T B A|-2-(HE(2-(4- | 3485 8
HN

0f| B | [ 24 E1-1- )0l ’)OtD| .m)E ) | [M+H*]

00 | oamotoize) sagzezome
HN / NS == ===7 -

N Mg
80 f CF4CO0H N-(5-0t0| =-4-T| B A|-2-2-ZEE2| | 3224 8
o Ol SANH )OI YOS Ed| | [M+H?]
H,uif o ERo2 OtEMY
a1 ,E CF,C00H N-(5-0t0| =-4-Di - A]-2-(2-(T|H|2| | 320.0 8
i Ay E1-1- )0 SANT Ot YOI E2] | M+H]
H,»m @ EZBZ220tHEM ¥
82 f CFCOOH | -(5-040| '=-2-((2-(OFHIE El-1-R)0l | 305.2 8
HN

Yolo|Eo] EZ|EEQEOMEM

G ) )OH0L=)-4-HEAHED | M+H"]
Ry

HZN’J?/ \j

~ C

<A|x] 83 WA 86> o} xZ | we} Ax3}3Act.

0
i) Acetyl chloride Y YO
HuN i - EiJN DCM, it, 12 h HN K5CO3, Mel N Fe, NH,CI
ST e ~ e
ch03 MeOH O;N DMF, it, 12 h ON THF/H,0, 65 °C, 4 h
N
LA -
3
\fo N7l N
DIPEA, n-BuOH
A e HN
90°C,12h CI\EL

<A|zd 83> N-(2,3-Huld-6-HEZH ) Eotr| =] A=

H,N

DMFOl 591 2 3-t]mE-6-UEZobdd (2.0 g, 12.1 mmol)e] ke g¥el] NaH (0.8 g, 36.3 mmol) % T4
OPAEZ} (1.7 ml, 18.1 muol )& 0 CAllM 3] Hrlatict. A E TFELS 42717 dgA2 347 et
WRLE AT, ¥hE ERES dSERE 9 dsta, A aAe AFRHJA, 22 AT, feld dHE®

>

Noda Bt 7|3, AxEY, AlZRd 838 45359, LONS: 208.4 [M+H].
<A zd 84> N-(2,3-t v E-6-UE=ZHd)-N-HeolHEo}n =9 Az

DMFell =<1 Alxe] 83(290 mg 1.40 mmol)e] ugtel oo olejodsivd (0.9 ml 14.0 mmol) % € FA&H

(580.0 mg 4.20 mmol)S 0 CollAl H7lstolch. Ast EFEL AL7tx d9Aa 4X7F Fek wnkE et wg
EELS BER g24s5ta dEolAHoER FE5Y. 28 FE f75S B 2 d¢=E AlFska, MgSo4

2 Azxsta st FEAA, Az 842 53T, LONS: 222.3 [M+H 1.

<Az 85> N-(6-o}v|=-2,3-t] e d )-N-H| d o} Eopr| =¢] A=

THF/H0 (1:1) 20 mlol 591 AlZol] 84(1.08 g 4.84 mmol)e] mwtyEl &olo] A 7} (1.3 g 24.2 mmol) 2
NHCL (1.3 g 24.2 mol)S oA H7letglch. AdE EFES 65 (A AHEEI 4ARE B3t

swetelth, W EFEe UM FEHE AoES Ba) oA FEF FAL oY ohiHelER
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[0285]

[0286]

[0287]

[0288]
[0289]

[0290]

[0291]

[0292]

[0293]

[0294]

[0295]

ZIHSd 10-2023-0022393

3Xsla B2 AFHEAT. F714S BeEa, 942 AFHsta, MgSo,E A Fskal, o3t st =
A7, Axe] 852 FE5akGITh. LONS: 102.4 [MHI].
<Az 86> N-(6-((2,5-HEZ2Hn|d4-4)o}n|x=)-2,3-g v e d)-N-w| o} A Ecln| = o] A=

n-BuOH (5 ml)ell ¢l #A|Zd 85(1.00 g, 5.67 mmol)e] xykgl LMo to]lazzAo|doly]l (1.9 ml, 11.4
mmol) 2 2.4 5-EfEE22Y Y (1.2 g, 6.82 mmol)S A20A H7legch. AAE EELS 1447 F¢t

00 ‘C7HA AT, e BB FeA W7bEkn gAselA FHEAT. FE5d BAL AT -
BuOHE Al Hako], Az 862 S5aF%th. LONS: 340.0 [MHI].
A

<Az 94 WA 96> ot XZo wet

Cl 0
N
e *b
(D Ac0 @@ Fe. NH,CI (ji; N’)\g HN
_—-——8
o aDME 0 THEMOY o= DIPEA, n-BuoH ©! N
90°C,12h /)\

<A Zd 94> 1-(7T-HUEZAEH-1-9) o &h-1-29 AZ
DMFoll 5¢l 7-UERSIEH(2.0 g, 12.1 mmol)o] WA &Ho] Na (0.8 g, 36.3 mmol) E T ofAE
(1.7 ml, 18.1 mmol)& 0 ColA HH3 Hrtetgder. AAEE EFd&

o
aksklth, Wk ERES dowel HuAdT §, JdE AAES ofdeta, 22 AHsta Held oH==

ol

Ashe], weba nA R AFe] 945 FEEGTHTI%) . LONS: 207.2 [MHI ],
Az 95> 1-(7-obu| =9 B -1-2) o eh-1-&9] Az

THF/H,0 (1:1) 20 mlol =<l A|Zd] 94(1.0 g 4.84 mmol)9] Wbyl oMo & 7}5(1.3 g 24.24 mmol) 2 NH,CI

(1.3 g 24.24 mmol) & “F-2olA H7lellvh. AR £35S 65 (7hA 7kEdshal 14413 9t wgkekqict. wh
& ZHES ASEtA sFE Agte|lEE F3 AFHHAT. £53F 24 dg opAHo|ER Mt 2R
AARsATt. F718 BelAl7la 952 AReta, NgSods Axsta, st sF5AA, 24 uA2 Az

©
(@]
Jlﬂ

3 TH(90%) . LCMS: 177.8 [MAH+].
<Az 96> 1-(7-((2,5-F 229 g ud-4-L)opr| =) A ET-1-L) ol &h-1-29 A=

n-BuOH (5 ml)ell <l A|Zd 95(1.0 g, 5.67 mmol)e] IWHE -] 5101.&3%?”0“%0]'”](1 9 ml, 11.35

mmol) F 2,4 5-EZFZ2FIH|U(1.2 g, 6.82 mmol)S oA H7leldth. AAdE E3FELS 1441759 90
‘A ALY, S ETES Aeo WziA 7| getEtol A HEE Ul S5 BAS ofuiAl7])al n-
+

BuOHE A H3te], Ao =M AR AZd 968 F539THE80%). LOMS: 324.8 [M+H ].

7] % BS A7) AlxdS nlgon Axd Az 83 WA 1042 A ste] Ebd Aeoltt,
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[0296] [E B]
H=E0 | = o1& LCMS =t
H =0
83 0 N-(23-CHo| E-6-LEST|L)OLHE |208.4 .
HN:@/ oto|E [M+H%
O.N
84 o N-(2,3-CHo| -6-L|E2H H)-N-0| 2 | 2223 -
/N]é/ ofMEotD|E M+
OoN
85 0 N-(6-0t0|=-2,3-C| 0 | &) -N-0y & | 1924 -
N l [MHH']
- OlM| EoO|E
HoN
86 0 N-(6-((2,5-C| 2 2 21 a|0| tl-4-Y)o} | 340.0 -
N _ [M+H*]
- 0] kc)-2,3-C| 0| 2 H| &)-N-H & Ot E
HN ofojc
CI%N
|
N/)\CI
87 0 N-(6-((2,5-CI2220|2|0| El-4-Y)0} | 325.8 86
HN@/ 0]ic)-2,3-ClH EE 2)OLH EOLIE | [M+H*]
HN
cn\f\‘
N/)\CI
88 \f° N-(2-((2,5-C)2 2 212/ 0| 51-4-2)0} | 326.8 86
/N]é 0] ix)-6-0fl 1B <)-N- B L OLM E0HD] | [M+H"]
HN 1=
cn\ﬁN
Néj\CI
89 P N-(2-(25-CIZ22m2(0|E-4-2)0t | 3114 | 86
““Kﬁ 0] ic)-6- 0 &/ ') 0bH| E0LD| = M+H*]
HN
C|\(§N
N/)\CI
[0297]
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90 \(O N-(2-((2,5-CI22 21| 2| 0| El-4-2)0} | 325.8 86
/N:©/ 0| t=)-5-0 2 H )-N-BI 2 opH E0D| | [M+H*]
HN E
C'\f*n
N/)\CI
91 0 N-(2-((2,5-C| 22 20| 2|0| El-4-2)0} | 311.8 86
AN 0| t)-5-0| 21| <) otHl Eoto| = M+H*]
HN
CI\ﬁN
N/)\CI
92 0 N-(2-((2,5-CI 22 20| 2|0| Tl-4-2)o} | 311.2 86
N 0| )T ')-N-Dl 2otM Eoto| = [M+H"]
HN
CI\{%N
|
N/)\CI
93 Y N-(2-((2,5-C| 22 21|2|0| El-4-2)o} | 297.2 86
HN:@ 0| =)H|<)otH| Eot0| E [M+H*]
HN
ca I\N
N/)\CI
94 1-7-UEZQAS2-1-)oIE1-2 | 207.2 -
N [M+H']
OJ\ NO2
95 1-(7-0t0| = QI ERI-1- oy Ek-1-2 [ 177.8 -
N [M+H+]
o’& NH,
5) -(7-((2,5-CI8 220 2| 0| Cl-4-)op | 324.8 -
9% - -(-(@5-CIBR2TRATE-4- Aot |2
0] 4c) OIS 21-1- Q)0 EF-1-2
HN
CI%N
|
NJ\CI
97 °YN f EIE-butyl (2-(4-(4-(1-OtMEIE | 665.2 7
HN e -7-¢)010| c)-5-2 2 2L B|0|El- | [M+H*)
O LY, | 2ol 2-oaols s o
YN LY | ameyegotoimor e )t
oo|E

[0298]
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[0299]
[0300]

[0301]

[0302]
[0303]

[0304]
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98 }N 1-7-(@5-CI22202|0|2-4-2)ot | 337.8 %
Olk)QlEd-1-QhZ2E-1-2 [M+H*]
HN
O Ay
|
N/)\CI
9 1-(8-((2,5-CI222]2|0] H-4-2)0F | 351.8 %
"j’” Ol)-34-CI80| E2HET-1RH)- | M+H']
HN nmanq.e
O Ay
|
N/)\CI
100 1-8-((25-CI22 20| 2|0 El-4-2)0p | 337.8 9%
N
g 0l ix)-3,4-CI840| E2FE2-12H)-
HN ol EH-1-2 X
UNGZ\" M+H*]
I
N/)\CI
101 . N-(5-OH0|i=-2-(@-(ClHEotal =)ol [ 3048 |8
o ~
/lLN ) (0 )0H0| ir)-4-H SAH ERE- | M+H"]
Z N N 2-olojo|
o e —_—
1.
|
102 °>,N 4-(1-OL M2 Q1 E 31-7- Q)00 te)-2- | 3138 9%
S22102(0|g-5-FtE L EY M+H*]

HN
NC\hN
|
N/)\Cl

103 °\>,N 1-7-(-22212|0|H-4-)ota| | 2888 96
)R- Eh1-2 [M+H*]
?

104 O}’N 1-7-(-222-5-Z2202m2|0|H- | 306.8 9%
4-20L0 )R- LOE-2 | [MeH"]
F I \)N\
N cl

<AAd FFEY A=>

<AA 4 1>
N-(5-((5-E22-4-((2-(Z2E A Eoln E)Hd) olv| o) F v d-2-L ) o} ] = )-2-((2- (T W Eo}u] = ) o & ) (7]
d)olu e )-4-H EAFd ) oI Holn| =9] Az

CF3COOH \ H
H NH; ,S~N /
\/\;S’ == o
o0 Js. | o ~ n-BuOH N o
Hi * e " Gl Ny~
Ch H N l N I '\"
| S aie o &
N7 el \
n-FEH2-(30 ml)ol] <1 IN TFA 59 A x4 1(100 mg, 0.3 mmol)e] gl &oMo] A2o|x A% 8(71.5
mg, 0.3 mmol)S H7}8FEt}. WhE FHE HEZE207 o]y H Moz HE vk EES 90TolA Ay
ETIAS] 250 S #AgA FFZAHY. FFES DMl &3A7I E3} NalCo;, &, I5= MAHstx

AZA)7)aL Fdete] FEAAY. 58 2E2ES Ay a=2vtEad 9 (DM 0 MeOH/9 @ 1-8.5 : 1.
5)Z AHAEY 48 AAd 18 I uAZ 53R H(31%).

<AAld 24> N-(5-((-FEZ2-4-((2-(HBAEZo =) ¥d)otr| =) H v d-2-¢ ) o} W] =) -2-((2- (o] A Z = F o}



[0305]
[0306]

[0307]

[0308]

[0309]

[0310]

[0311]
[0312]

[0313]
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=) E) () otr| e )-4-H| FA s d ) o Hofu =9 A=

\ H H
,S’N = Y =S
o~ o \| (o e
HM HN™ ~O (o] J\
8N HCI
oy Py e gy iy
N/*N A )\ reflux, 1 h N/ I}l
| |
| H 0.
R O“C|-|3 CH;

6N HC1(1.0 ml)ol =<1 AZd] 33(50.0 mg 0.06 mmol)S 1A1ZF St 72 SAFAHAY. BAE E0ES A0

=

2 YA 7 getstel sEAAT. 259 254S HPLC(HO 5 0.1% TFA 2 9= guj=A AN 5 0.1%
TFAZ AA S 93l AAE Ao 245 N uAZ 5330 0H(40%).

<AAld 26> (B)-N-(5-((5-€2E-4-((2-(MEA o =) 3 d) otr| =) ¥ 2 v d -2-Y ) o} 1| .= ) ~4-W| B -2- R 2
8 x=3d)-4-(HrLojr| ) B/l -2-olr| =9 A=

H
Ols\:“jg %N E
o)
o b NHz O _HATU, DIPEA j@””
\IL)QN T OoMF.4n C N\)
P x

N™ N

1
H o,
CHs o.

DME(5 ml)ol 35¢1 AZd] 36(100 mg, 0.20 mmol)] xwkgl &-oho] DIPEA(0.1 ml, 0.60 mmol), (2E)-4-(T]w|

ol ) FE-2-ql Ak 932k (38.2 mg, 0.23 mmol) 2 HATU(114.0 mg, 0.3 mmol)S H7}slict. AAHE E23&

14A17F ot WRESIITH, WS ERES B2 PAS I oY ofMEHER FEIUY. FU15S sl &,

ArZ AHstL MgSO,Z AZsta 7Hetstel] SHAIAT. 5 FEAS 4d A2vEadd (S dozA
N

DCM 5 5-9% MeOH) & &3l GAIsle] w5e Al 268 3|WA uAZ 553 TH(35%) .

€]
=
(o]
=

Nl

<AA 4 48> N-(5-((5-FE22-4-((1I-(WEA ¥ d)-1,2,3,4-HEHS| =2 A EU-8-Y)o}r| ) ¥ F 1) Pd-2- ) o} 7]
2)-4-HEA-2-(ME (2-(F ol ) ) olm ) s d Yo T Ho}m| =9] A2

) " TFA, DCM HN
_—
| \)N\ [\/\Né:: rt CI\ﬁN hll\/\ﬁ/
N/ N N//\N
H H

DCMel]l ¢l A|Zd 53(50 mg 0.07 mmol)dl TFA(0.1 m)E AL Hrlsle] ZEIFEL 12A417F St

R84

h= |
et W EFES Fske FE3Fa HPLC(HO0 & 0.1% TFA 2 9= &ul= 4 ACN = 0.1% TFA)E A}
g3l A st Tt AAle] 488 WA uAZ FEAT(46%) .

AN 57> N(5-((5-BEE4-((-(NRHEY) AFA-T- ) obu] 1)) 2 v A -2- & ) ohvi 1 )-4- | S 4] -2-(+1
(2-(sgotul =)ol @)ohul ) s D) opaotul =) Az
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[0314]
[0315]

[0316]

[0317]

[0318]
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\ N H
LB N 5 AN
= eeh! Sy S
HN HN (8] I?N HN o
Cl N .Chz
\ﬁN |\/\IT’ 6 N HCI Cl S r\[l\/\N/
NN reflux, 1 h I 2l H
) N N
H O )
CH;, H O\CH
3

DCMol %01 Aol 67(50 mg 0.07 moD)el kel §9jo] TFAQ.1 nDE H7kstel 44d £FEE 24T 5
%6k HPLC(H0 & 0.1% TFA 2 9h5 Sv]=A) AN % 0.1% TFA)E

>~
>,
fo
O
ol
Q
2
2
O
ol
Q
.&
4
o
1
>
2
()]
3
o
ot
=
=

A& FESHITHE9%) .

<AAd 91> N-(5-((4-((1-olAE A EA-7- ) o} = )-5-F 2 23] 2] 1| g -2-Y Yo} ] 1= )-2-((2- (] H| E o} m] = ) o]
) (HE)oln 2)-4-HEA|H d)o}mHolr| =9 X

n-BuOH (15 ml) Wie] 1 N TFAel <21 (1-(7-((2,5-vE 229 grd-4-d)opr] )& -1-d) ol gh-1-= (1.0
g 3.10 mmol)9] xxkel §-efo] N-(5-obr|i-2-((2-(H o] iz) ol &) (W& ) o} i) ~4-vi| 54 1‘1é)°Pﬂ%°}Ul
}_

= (TFA ) (0.90 g 3.10 mmol)S AFLoA Hr1eldnt. AAE EIEL 16417 E9F 90 0C7HA] 7+ A AL,
g EES W77 fHetdlA s E QU mﬁ L CHZCIZE s Aslal ¥3 FEAJERS H7E
o] FIAAY. F7AL BeHa 42 (HC128 FEHAT. 7] EFE 3, MgSO4=

al

7]
) 5 Az, ol e
petel AR, A5E BAL 1 - 106 AR KT § ;

A& ALgste] AANAT. FA4Q AL gL s A8 A 4

at7] 3 Coll & goll what Alxg daje 1 WA 101 shgh=Ee] 724& Aelste] Yehlit.
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[0319]

[0320]

[ C]
HAl0/HE T= NMR; LCMC
1/ H NMR (400 MHz, Chloroform-a)

N-(5-(5-222-
4-(R-(ZREME
OF0| =)H E)otn|
Tymz|ojg-2-2)
OO te)-2-((2~(t
| gl o] )0

(O )00 &= )-
4-U| EA|H )0t

§1014 (s, 1 H), 898 (s, 1 H), 8.17
(s,1H),7.67-758(d, /= 7.9 Hz, 1
H), 748 (s, 1 H), 744 - 739 (d, / =
7.8 Hz, 1 H), 7.27 - 7.21 (m, 2 H),
721- 714 (t, /= 7.6 Hz 1 H), 6.74
(s, 1 H), 646 - 636 (d, /= 165 Hz,
1H), 630 (s, 1H),575-568(d, /=
107 Hz, 1 H), 3.83 (s, 3 H), 3.04 -
2.97 (m, 2 H), 2.88 (bs, 2 H), 2.70 (s,

N-(5-(5-222-
4-(2-(H 2 HEot
0] =) )otal o)
12| 0 £l-2-2)ot
0] =)-2-((2-(C|H|
OO )0 E)(H

J8otne 3 H), 2.31 (bs, 8 H), 1.89 - 1.77 (m, 2
H), 1.04 - 096 (t, ) = 74 Hz, 3 H) ;
LCMS: 517.2 [M+H"].

2/ 'H NMR (400 MHz, Methanol-dj)

5809 (s, 1 H), 7.72 (s, 1 H), 7.70 -
7.66 (d, /= 80 Hz, 1 H), 7.64 - 7.58
(d, /=78Hz 2 H), 747 - 740 t, J
=74 Hz 1H), 7.33-7.22 (m, 3 H),
7.16 - 706 (m, 2 H), 695 (5, 1 H),
657 - 649 (m, 2 H), 5.98 - 5.91 (dd,

N-(5-(5-B22-
4-((2-((4-Tl =
H)yd Zofo| )
Y)oto| )ym| 2| 0|
€l-2-)ot0| tr)-
2-(2-(Clt Eotj
=)0l E)(m ot
0| te)-4-0 SA|H
got3oto|e

NTN J =177, 42 Hz, 1 H), 400 (s, 3 H),

)L ke)-4- B4 £ o Oy, 351-344(t, /=58 Hz 2 H), 328

AlE|'d)ota ot -223(t, /=58Hz 2H), 286, 6

e/)= H), 270 (s, 3 H) LCMS: 651.2
M+H-].

3/ H NMR (400 MHz, Methanol-d;)

68.09 (s, 1 H), 7.70 (s, 1 H), 7.66 -
761(d, /=81Hz 1H) 748 -743
(d, /=79Hz,2H),728-722(d, /
=79Hz 1H)722-712 (m, 2 H),
7.06 - 699 (d, /= 7.9 Hz, 2 H), 6.95
(s, 1 H), 6.56 - 6.50 (m, 2 H), 5.99 -
5.93 (m, 1 H), 400 (s, 3 H), 3.51 -
345 (t, /=57 Hz, 2 H), 3.28 - 3.22
(d, /=5.8Hz 2 H), 2.86 (s, 6 H), 2.71
(s, 3 H); LCMS: 665.8 [M+H"].

4/
N-(5-(5-222-

TH NMR (400 MHz, Chloroform-a)
610.11 (s, 1 H), 8.95 (s, 1 H), 8.16 (s,
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[0321]

4-((2-(V L Z0t
0] =) )0to| )
1|20 El-2-)ot
0| =)-2-((2-(C| |
SOHD| ) Ofl =)l
g)ot0| )-4-0 &
AlmH ot ot
I:I|E

1H), 763 -757(d, /=78Hz 1H)
748 (s, 1 H), 745-740(d, /=78
Hz, 1 H), 7.27 - 7.20 (m, 2 H), 7.20 -
7.14(t, /=7.7Hz 1H), 673 (s, 1H),
6.51 - 6.15 (m, 2 H), 5.76 - 5.68 (d, /
=116 Hz 1 H), 3.83 (5, 3 H), 3.11 -
3.01(q /= 74 Hz, 2 H), 291 (bs, 2
H), 2.69 (s, 3 H), 2.34 (bs, 8 H), 1.38
- 130 (t /=74 Hz 3 H) LCMS:
604.8 [M+H"].

5/
N-G-(>-222-
4-(-((1-TI 2 off
Ehd Eot0| Z)H
g)oto| 1)yl 2| 0|
£l-2-2)0t0| tc)-
2-((2-(EIH 2ot
=)0f| E)(H E)ot
0| )-4-0 S A|H|
g)or3 goto|=

'H NMR (400 MHz, Methanol-dj)
8815 (s, 1 H), 779 (s, 1 H), 7.75 -
7.69 (dd, /=79, 20 Hz 1 H), 751 -
744 (m, 1 H), 7.33 - 7.20 (m, 2 H),
6.92 (s, 1 H), 6.59 - 645 (m, 2 H),
5.99-591 (dd, /=79, 40 Hz, 1 H),
396 (s, 3 H),350-343(t /=56
Hz, 2 H), 3.30 - 3.17 (m, 4 H), 2.86
(s, 6 H), 2.68 (s, 3 H), 1.38 - 1.28 (d,
J = 68 Hz 6 H), LCMS: 6182
[M+H*].

6/
N-(-((2-(CIHI'E
Ot0| &=)0fl = )(H
2)0t0|i)-4-0| &
Al-5-(4-((-(T e
dEoto|E)H
ot0|t=)m 2| 0 El-
2-2)0H0| ) )

H NMR (400 MHz, Chloroform-d)
87.86-7.81(d, /=58Hz 1H) 769
-760(d, /=76Hz,3H),743 (s, 1
H), 7.28 - 7.18 (m, 3 H), 7.18 - 7.11

| (t, /= 7.7 Hz, 2 H), 6.80 (5, 1 H), 6.56

- 647 (d, /= 169 Hz, 1 H), 646 -
6.33 (m, 1 H),5.82-6.75 (d, /= 10.2
Hz, 1H), 566 - 558 (d, /= 5.8 Hz, 1
H), 3.90 (s, 3 H), 2.93 (bs, 2 H), 2.75

ot gotnE (s, 3 H), 233 (5, 6 H), 2.30 - 2.22 (m,
2 H); LCMS: 617.8 [M+H"].
7/ TH NMR (400 MHz, Chloroform-d)

N-(2-((2-(CIHIE
OFo| =)ol E&y(®
€)oto| )-4-H &
Al-5-((4-((2-(T &
2ot =)m d)

HN
N
A
N l}l
H

610.34 (s, 1 H), 9.80 (s, 1 H), 8.12 -
8.05(d, /= 5.7 Hz, 1 H), 7.66 - 6.59
(m, 1 H), 753 - 744 (m, 2 H), 740
(bs, 1 H), 7.27 - 7.22 (m, 2 H), 6.78
(s, 1 H), 645 - 6.23(m, 1 H), 6.10 -
6.05 (d, /= 5.8 Hz, 1 H), 5.75 - 5.69
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oto| &)= 2ol &l
2-9)0t0| Le)H

(d, /=113 Hz, 1 H), 388 (s, 3 H),
2.96 (s, 3 H), 2.91 (bs, 2 H), 2.73 s,

of3 ool 3 H), 230 (s, 8 H); LCMS: 555.2

M+H*].

TH NMR (300 MHz, Chloroform-
8 e P ( g
N-Q2-((2-(CIH & [+ ») 8§10.35 (s, 1H), 9.70 (s, 1H), 8.03 (d, /
ofo] )0 Ey( HN HN : = 58 Hz, 1H), 7.62 - 7.53 (m, TH),
&)0H0] o) 4-D{ & I \jl\ N | 746 - 736 (m, 2H), 7.24 - 715 (m,

- pe

2H), 6.75 (s, 1H), 640 (dd, / = 16.9,

Al-5-(@-(-=2 NN ) 675 (5, TH) 640 (

T4 EoH| B
£)0t0| -)m| 2|0
l-2-8)0t0| =) 5|
o3 goto =

2.1 Hz, 1H), 6.27 (dd, / = 293, 7.5
Hz, 1H), 6.01 (d, /= 5.8 Hz, 1H), 5.73
- 562 (m, 1H), 3.84 (s, 3H), 2.99 -
2.91 (m, 2H), 2.86 (t, /= 6.0 Hz, 2H),
2.70 (s, 3H), 2.27 (d, / = 2.6 Hz, 8H),
1.85 - 1.67 (m, 2H), 083 (t, /=74
Hz, 3H); LCMS: 583.8 [M+H"].

9/

N-Q-(2-(EIH &
Ol =)0 =) (|
g)0t0| c)-4-0 &
Al-5-((4-(2-(4-
W 2E )& Zot
0| )& &)0t0]| )
I 2| o] gl-2-2)ot
0| =)H =)ot 3 ™
=

TH NMR (300 MHz, Chloroform-d)
51045 (s, 1H), 9.83 (s, 1H), 7.82 (d, /
= 58 Hz, 1H), 7.61 - 7.52 (m, TH),
747 (d, /=83 Hz 2H), 738 (d, /=
11.2 Hz, 2H), 7.23 - 709 (m, 3H),
6.88 (d, /= 8.0 Hz, 2H), 6.77 (s, TH),
6.50 (dd, /= 17.0, 1.6 Hz, 1H), 634
(dd, /=171, 10.1 Hz, 1H), 5.75 (dd,
/=100, 1.6 Hz, 1H), 5.61 (d, /= 5.8
Hz, 1H), 3.87 (s, 3H), 2.89 (t, /= 5.5
Hz, 2H), 2.73 (s, 3H), 2.29 (s, 8H),
2.19 (s, 3H); LCMS: 631.8 [M+H*].

10/
N--(-(CIH g
OF 0| =) ofl &yl
§)0t0| )-5-((4-
(-l 24 Zot0|
E)H &)ot0| )|
2]0]l-2-)ota|
)-4-0| SAIH )
o3 oo

TH NMR (400 MHz, Chloroform-d)
610.29 (s, 1H), 9.77 (s, TH), 8.06 (d, /
= 5.7 Hz, 1H), 7.63 (d, 1H), 747 (s,
1H), 742 (dd, / = 7.6, 1.9 Hz, 1H),
7.24 - 7.16 (m, 2H), 6.76 (s, 1H), 6.38
(d, TH), 6.28 (dd, / = 16.9, 9.9 Hz,
1H), 6.00 (d, /= 5.7 Hz, 1H), 5.69 (d,
J = 10.1 Hz, 1H), 3.86 (s, 3H), 3.06
(q /=74 Hz 2H), 287 (t, /=55
Hz, 2H), 2.70 (s, 3H), 2.26 (s, 8H),
1.28 (t, /= 7.7 Hz, 5H); LCMS: 569.7
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[0323]

[M+H*].

11/
N-(2-((2-(CIHI'E
Ot 0| =)0l &)
&)0t0] k)-5-((5-
ER22-4-(2-
(HEEEoto| &)
H H)010| )| 2|
o gl-2-ghotn|
T)-4-HEAMNTHY)
of3 oo E

H NMR (400 MHz Methanol-dj)
§8.10 - 8.05 (d, /= 4.3 Hz, 1 H), 7.79
(s, 1H), 7.75 - 7.68 (m, 1 H), 753 -
7.46(dd, J = 6.0, 3.6 Hz, 1 H), 7.33 -
7.25 (m, 2 H), 692 (s, 1 H), 638 -
647 (m, 2 H), 599 - 591 (dd, / =
8.0, 3.9 Hz, 1 H), 3.96 (s, 3 H), 349 -
343 (t, /= 5.8 Hz, 2 H), 3.27 - 3.20
{t, /= 5.7 Hz, 2 H), 2.96 (5, 3 H), 2.86
(s, 6 H), 268 (s, 3 H). LCMS: 573.2
[M+H*1.

12/

"H NMR (400 MHz, Chloroform-a)

N-Q-(2-(CIHE 0% f 510.16 (s, 1H), 9.10 (s, 1H), 8.04 (d, /
ofo| &) off &) . g B =29 Hz, 1H), 765 (d, / = 79 Hz
&1)0}0] ix)-5-(4- I = i |~ 1H), 7.41 (d, / = 7.9 Hz, TH), 7.35 (s,
(@-Olg 2 =0 NPN 1H), 7.26 - 7.17 (m, 3H), 7.14 (, / =
)5 20tz H oL 7.6 Hz, TH), 6.72 (s, 1H), 6.38 (d, / =
oo 16.6 Hz, TH), 6.28 (s, TH), 5.69 (d, /
-8R0z = 104 Hz, 1H), 3.82 (s, 3H), 3.05 (q,
©-2-8)0t0| te)- J= 74 Hz, 2H), 2.85 (5, 2H), 267 (5,
4-0| S A5 Z)ot 3H), 2.32 - 2.20 (m, 8H), 1.33 (¢, / =
JEotn= 7.4 Hz, 3H); LCMS: 587.8 [M+H"].
13/ K ~ H NMR (300 MHz, Chloroform-d
N-Q-(-(CI & o“*@@ £ §10.22 (s, 1H), 9.08 (s, 1H), 8.00 (d, /
o} o) =)of lyo| . H HN™ "0 = 3.0 Hz, 1H), 7.70 (dd, /= 80, 16

)0t kr)-5-((5-
B2z 4 (-
(Z2gdEofo|
£)H d)ot0| )]
20| ¢l-2-ghoto|
)-4-0| EAH'Y)
of3 Zotn|=

Hz, 1H), 7.56 (d, / = 2.8 Hz, TH), 7.39
(dd, /=79, 1.6 Hz, TH), 7.25 - 7.14
(m, 2H), 7.10 @td, / = 7.7, 1.6 Hz, H),
6.71 (s, 1H), 638 (dd, / = 16.9, 1.8
Hz, 1H), 6.26 (dd, / = 17.1, 9.7 Hz,
1H), 5.69 (dd, / = 9.7, 2.1 Hz, 1H),
3.81 (s, 3H), 3.02 - 2.94 (m, 2H), 2.85
{t, / = 5.6 Hz, 2H), 2.67 (s, 3H), 2.27
(s, 8H), 1.87 - 1.73 (m, 2H), 0.95 (t, /
= 7.4 Hz, 3H); LCMS: 601.8 [M+H*].
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14/
N-(2~((2-(C|H =
O] ) of] E)(al
€1)0}0| i)-5-((5-
ER224(2-
(T 2 4 Eo0tD| &)
| 'e)o0| )m| 2|
0| gl-2-ghotn|
L)-4-HEAHY)

TH NMR (300 MHz, Chloroform-d)
810.19 (s, 1H), 9.11 (s, 1H), 793 (d, /
= 3.1 Hz, 1H), 7.63 - 7.56 (m, 2H),
7.52 (d, /= 7.9 Hz, 1H), 7.50 - 743
(m, 1H), 7.37 - 7.29 (m, 2H), 7.23 -
712 (m, 3H), 7.09 - 700 (m, 1H),
6.89 (d, /= 2.7 Hz, 1H), 6.72 (s, TH),
6.39 (d, /= 16.7 Hz, 1H), 5.67 (dd, /
= 11.8, 8.0 Hz, 1H), 3.82 (s, 3H), 2.87
(s, 2H), 2.68 (s, 3H), 2.26 (d, /= 14.3

H), 715 (s, 1 H), 711 - 705 (t, / =

of3 ool Hz, 8H); LCMS: 635.9 [M+H"*].
15/ H TH NMR (300 MHz, Chloroform-dj
N-2-(@-(ClHE &% @ /Co §10.17 (s, 1H), 912 (s, 1H), 7.93 (d, /
o} o) )0 | ) AN HN N ) = 3.1 Hz, 1H), 7.58 (d, TH), 7.51 -
2)0t0] i )-5-(5- I ,/']"\ '\/\T 745 (m, 2H), 7.21 - 7.16 (m, 2H),
52024 Ny ¥ 7.15 - 7.09 (m, 3H), 7.06 - 6.97 (m,
(@M gy = “ 2H), 6.72 (s, 1H), 639 (d, /= 163 Hz,
1H), 630 (s, 1H), 5.73 - 5.62 (m, 1H),
oral =) ot 3.82 (s, 3H), 2.87 (s, 2H), 2.68 (s, 3H),
LT 2|0l E-2-g) 231 (d, / = 152 Hz, 11H); LCMS:
OtO| c)-4-0i E Al 649.9 [M+H*].
| 'dyota Zoto|
[ =
16/ « n p H NMR (400 MHz, Chloroform-a
N-Q2-(@-(C|H = 0«13\\0 Lo 810.11 (s, 1 H), 9.05 (s, 1 H), 7.97 (s,
oF ] ) off (o HN HN 1H),7.79 - 7.73 (d, /= 8.1 Hz, 1 H),
Rotole)40% | Sy N T vt 720 1
Al-5-((5-0 2-4- N»)\N 721 /=78 Hz 1H), 720 s,
H

((-(HI 24 Zot0)
£)5 )00l )T
2|0 El-2-2)o}0|
o)E E)or3 -t

o=

7.7 Hz, 1 H), 6.73 (5, 1 H), 643 - 6.22
(m, 2 H), 573 - 566 (m, 1 H), 3.84
(s, 3 H), 293 (s, 3 H), 2.90 (bs, 2 H),
269 (s, 3 H), 232 (s, 8 H), 214 (s, 3
H). LCMS: 569.2 [M+H"].
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17/
N-Q-((2-(CIHE
oto| L) ol Ely(
g)ot0|ic)-4-H &
Al-5-((5-0 E-4-
((2-((4-0 2H &)
HEo|D)E
oto| x| 2| O -
2-2hot0| o)H| )

TH NMR (300 MHz, Chloroform-g)
610.09 (s, TH), 9.09 (s, 1H), 7.90 (s,
1H), 7.64 (d, / = 8.1 Hz, 1H), 7.48 (s,
1H), 745 (s, 1H), 7.21 - 7.08 (m, 4H),
7.01 - 6.90 (m, 2H), 6.71 (d, /= 3.7
Hz, 2H), 6.39 - 6.26 (m, 2H), 5.70 -
5.60 (m, 1H), 3.82 (s, 3H), 2.87 (s,
2H), 2,67 (s, 3H), 2.36 (s, 3H), 2.26 (d,
J = 15.8 Hz, 8H), 1.95 (s, 3H); LCMS:
645.8 [M+H*].

Of3 8otiE

18/ o fl p H NMR (400 MHz, Chloroform-c)

N-2-(-(CIH = s~b ]@ L o 810.17 (s, 1 H), 9.05 (s, 1 H), 7.92 (5,

Of O] =) of| &y HN HN N 1H) 780 -774(d, /= 8.1Hz 1H),

=)0} ir)-4-T & I i I N7 | 736, 11,726, 1H), 7.23 - 715

}\|_5_((5_|]|| El4- N ﬁ (m, 2H),708-699( /=76Hz 1
Osthy H), 6.72 (s, 1 H), 6.40 - 6.24 (m, 2 H),

(-(ZZHHEot
0| &=)E &)0t0| )
12| 0| gl-2-&)ot
0| =)H Z)ot 3

ofoj=

573 - 564 (m, 1 H), 3.83 (s, 3 H),
3.01 - 2.95 (m, 2 H), 292 - 2.84 (t, J
=56 Hz, 2 H), 269 (s, 3 H), 2.31 (s,
8 H), 2.11 (5, 3 H), 1.85 - 1.74 (m, 2
H), 1.00 - 091 (t, / = 7.4 Hz, 3 H).
LCMS: 597.8 [M+H?*].

19/
N-Q2-((2-(CIH &
OF O] )0l & )(Hl
=)0t0| o)-5-((4-
(-2 2ot
)El 2)ot0| =)-
5-0 Elm 2| 0] ¢l-
2-2)0}0| Le)-4-0
EAlH )02
ool

H NMR (400 MHz, Chloroform-g)
81016 (s, 1 H), 9.05 (s, 1 H), 7.96 (s,
1H),775-769(d, /=80Hz, 1H),
735-730(d, /=79Hz, 1H),724
-716(m,3H),710-704 (, /=77
Hz, 1 H), 6.73 (s, 1 H), 6.41 - 6.23 (m,
1 H), 573 - 566 (m, 1 H), 3.83 (s, 3
H), 309 - 299 (q, / = 74 Hz, 2 H),
291 - 283 (m, 2 H), 2.69 (s, 3 H),
2.30 (s, 8 H), 2.14 (s, 3 H), 1.36 - 1.29
(t, / = 74 Hz, 3 H). LCMS: 5834
M+H"*].
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20/
N-(2-((2-(CIHI'E
Of 0| &=) o E)(H
€)0t0| r)-4-0 &
Al-5-((5-0 &-4-
(-(H 2 Eoto|
=)H|'E)ot0| =)x|
2|0 2l-2-e)ot0|
=)H|'d)or 3 2ot
o=

TH NMR (400 MHz, Chloroform-d)
610.20 (s, 1 H), 9.05 (s, 1 H), 7.86 (s,
1 H),7.65 - 7.61 (d, /= 80 Hz, 1 H),
7.61 - 755 (d, /=78 Hz, 2 H), 7.50
-743(t /=74Hz 1H),737-729
(t, /=76Hz 2H) 718 (s, 1 H), 7.16
-711(d, /=77 Hz 1H),7.02 - 690
(m, 2 H), 6.76 (s, 1 H), 6.73 (s, 1 H),
6.40 - 6.24 (m, 2 H), 5.72 - 5.64 (m,
1 H), 384 (s, 3 H) 292 - 285 (m, 2
H), 2.69 (s, 3 H), 2.31 (s, 8 H), 1.93 (s,
3 H). LCMS: 631.2 [M+H"*].

21/
N-(5-((5-222-
4-((2-(HE L E0t
0| £)E| €)ot0| )
m2|o| E-2-)ot
0] tc)-4-0 S Al-
2-(HER-(m g2
d-1-2)o E)otn

H NMR (400 MHz, Chloroform-a) &
9.77 (s, 1 H), 892 (s, 1 H), 8.15 (s, 1
H), 7.69 - 7.64 (d, / = 80 Hz, 1 H),
753 (s, 1H),743-737(d, /=79
Hz, 1 H), 7.27 (s, 1 H), 7.25 - 7.21 (d,
J=78Hz, 1H),719-713 (t, /=
7.7 Hz, 1 H), 6.73 (s, 1 H), 647 - 626
(m, 2 H), 578 - 567 (m, 1 H), 3.83
(s, 3 H), 2.94 (bs, 5H), 2.68 (s, 3 H),

o)yH dyot3 8ot 264 - 2.53 (bs, 4 H), 247 (bs, 2 H),
ol 1.88 (bs, 4 H). LCMS: 615.0 [M+H"].
22/ Y H NMR (500 MHz, Chloroform-d) &

N-GG-(5-222-
4-(-(HEHEO}
0| =) &)oto| e)
Ia|o| g-2-2)ot
0| i=)-4-0| S Al-
2-(2-(m &2l el-1-
)0l £ ADH H)ot
ool

936 (s, 1 H), 8.74 (s, 1 H), 8.10 (s, 1
H), 7.70 - 7.65 (d, / = 8.0 Hz, 1 H),
760 (s, 1 H), 740 - 734 (d, /= 79
Hz, 1H), 7.23 - 718 (t, /= 7.8 Hz, 1
H), 717 (s, 1 H), 7.15 - 709 (t, / =
7.6 Hz, 1 H), 655 (5, 1 H), 641 - 6.34
(d, /=168 Hz, 1 H), 6.33 - 6.24 (m,
1 H), 574 - 570 (d, / = 10.2 Hz, 1
H), 419 - 413 (, / = 5.2 Hz, 2 H),
3.82 (5, 3 H), 293 (s, 3 H), 2.78 (bs,
2 H), 270 (bs, 4 H), 1.96 - 1.85 (m, 4
H). LCMS: 603.2 [M+H"].
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23/
N-(5-(5-E2E2-
4-(-(H M=ot
0| =)H &)oto| o)
1|2|0| El-2-)ot
0] )-4-HEA|-
2-(0| & (2~(T| T 2|
El-1-2yo Ehotn
L)m )ot=2 2ot
I:I|E

H NMR (400 MHz, Methanol-dj) &
816 (s, 1 H), 784 - 776 (m, 1 H),
773 (s, 1 H), 750 - 744 (m, 1 H),
733 -724 (m, 2 H), 692 (s, 1 H),
6.61 - 6.51 (m, 1 H), 6.51 - 643 (m,
1 H), 599 -592 (m, 1H), 395, 3
H), 3.52 - 347 (t, /= 56 Hz, 2 H),
346 -341(d, /=122 Hz, 2 H),3.23
- 317 (m, 2 H), 296 (s, 3 H), 293 -
2.83(m, 2 H), 2.68 (s, 3 H), 2.12 - 1.98
(m, 2 H), 1.96 - 1.85 (d, /= 12,5 Hz,
2 H), 163 - 147 (m, 2 H). LCMS:
630.8 [M+H"].

24/
N-G-(-222-
4-((2-(HEHEot
0| =)m €)otd| )
I|2|0] El-2-)ot
0| Lke)-2-((2-(0l &
Z2Fotal )0
E)(m 2)otD0| =)-
4-O S AlT] )oF
Ao/ 1=

'H NMR (400 MHz, Methanol-dy) &
816 (s, 1 H), 784-777(d, /=78
Hz, 1 H), 7.74 (s, 1 H), 749 - 743 (d,
J=75Hz 1H),733-722(m,2H)
6.88 (s, 1 H), 6.60 - 6.38 (m, 2 H),
5.97 - 588 (d, /= 9.7 Hz, 1 H), 3.95
(s, 3 H), 344 - 339 (m, 3 H), 3.15 -
3.07 (m, 2 H), 297 (s, 3 H), 267 (s, 3
H), 1.37 - 1.30 (d, / = 6.7 Hz, 6 H).
LCMS: 604.8 [M+2H*].

25/
N-(5-(5-2RE-
4-(R-(H M E0ot
0| £)T '&)oto| )
o 2| o] gl-2-)ot
0] )-4-H EAl-
2-(H E-(H Eot
Ol o) ofl 2)oto| k)
| )ot=3 2otn|
cC

"H NMR (400 MHz, Methanol-d) &
815 (s, 1 H), 784 - 7.77 (m, 2 H),
748 -743 (dd, /=76, 19 Hz, 1 H),
7.34 - 7.25 (m, 2H), 6.90 (s, 1 H), 6.60
- 641 (m, 2 H), 596 - 589 (m, 1 H),
394 (s, 3 H) 342 -336( /=156
Hz, 2H), 316 - 3.10 (t, /=55Hz 2
H), 2.98 (s, 3 H), 2.71 (s, 3 H), 2.67 (s,
3 H). LCMS: 576.2 [M+2H*].
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[0328]

26/
(E)-N-5-((5-22
EWN N B
Eota| yH &)ot
0] )W) 2| 0] El-2-
)0t0| ir)-4-0] &
Al-2-BE2ZE2|
I )-4-(C| o 2ot
0] i) B2} 0]
| =

H NMR (400 MHz, Methanol-dj) &
826 (s, 1 H), 813 (d, / = 45 Hz, 1
H), 7.82 (t, /=56 Hz, 1 H), 744 (t, /
= 44 Hz, 1 H), 7.32 - 7.23 (m, 2 H),
691 (s, 1 H), 685 (d, /= 72 Hz, 1
H), 6.77 (d, /= 15.3 Hz, 1 H), 4.06 (d,
/=69 Hz 2 H), 3.90 (s, 3 H), 362
(bs, 4 H), 3.23 (sb, 2 H), 3.17 (d, / =
12,0 Hz, 2H), 301 (d, / = 2.3 Hz, 3
H), 2.98 (s, 6 H).

27/
(E)-N-(5-((5-22
B-a(-(mEd
£0f0| &)H )0t
0|ty 2|0 El-2-
2)0t0| e)-4-0 &
Al-2-(4-0 5|

H NMR (400 MHz, Methanol-dj) &
8.11(s, 1H), 808 (s, 1 H), 7.83 - 7.77
(m, 1H), 749 - 743 (d, /= 88 Hz, 1
H), 7.32 - 7.24 (m, 2 H), 692 (s, 1 H),
6.86 - 681 (m, 1 H), 672 (s, 1 H),
645 (s, 1 H), 407 - 402 (d, /= 7.0
Hz, 2 H), 3.89 (bs, 7 H), 3.04 - 2.90

N" N (m, 13 H). LCMS: 645.0 [M+2H"].
2t8-1-2)H H)- H O
CHs
A-(C|H FotO| k)
gH-2-010|E
28/ | H NMR (300 MHz, Methanol-d) &

(E)-N-(5-((5-22
E-4-(-(mEd
Zoto| =)m d)ot
0| )| 2|0 El-2-
)0tD| £)-2-((2-
(CIHI Eoto] Lo
(@ E)o| )-
4-0| S AT H)-4-
(CITIEoro| ()&t
gl-2-oto| =

8.10 (s, 1H), 7.92 (s, 1H), 7.82 - 7.77
(m, 1H), 745 - 740 (m, 1H), 7.28 -
721 (m, 2H), 698 - 692 (m, 1TH),
6.90 (s, 1H), 6.69 (d, /= 15.2 Hz, 1H),
4.07 (d, /= 7.1 Hz, 2H), 3.92 (s, 3H),
343 (t, /= 6.2 Hz, 2H), 2.97 (s, 6H),
2.93 (s, 3H), 2.88 (s, 3H), 2.85 (s, 6H),
2.64 (s, 2H); LCMS: 646.6 [M+H*].
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[0329]

29/
N-G-(>-222-
4-(-(N-CIEoE
2ot =)H )
Oto|t=)m|2| o |-
2-9)0H0| e)-2-
((-(EIHIEotn|
=)ol E)(m =)ot
0| &=)-4-0| S-A |
otz goto|=

H NMR (300 MHz, Chloroform-a) &
10.03 (s, 1H), 9.18 (s, 1H), 841 (d, J
= 8.2 Hz, 1H), 8.31 (s, 1H), 8.16 (s,
1H), 7.29 (d, /= 1.6 Hz, 1H), 7.06 (t,
J =74 Hz, 1H), 6.74 (s, 1H), 6.36 -
6.30 (m, 2H), 5.69 - 564 (m, 1H),
3.84 (s, 3H), 3.29 (s, 3H), 2.98 (s, 3H),
2.87 (t, / = 5.4 Hz, 2H), 2.68 (s, 3H),
2.28 (s, 8H): LCMS: 603.7 [M+H*].

30/
N-(5-((5-222-
4-(-(N-HEH &
HEOI| 2)H )
ofo| t)mj2|of gl-
2-)ot0| tr)-2-
(-(tiolEloto|
)0l &) E)ot
0|tx)-4-H E AT
E)ora ot =

"H NMR (300 MHz, Methanol-d,) &
8.15 (s, 1H), 7.98 (dd, / = 8.1, 1.6 Hz,
1H), 7.88 (s, 1H), 7.57 (dd, / = 7.8,
1.6 Hz, 1H), 7.40 - 7.32 (m, 1H), 7.28
(td, /= 7.6, 1.7 Hz, TH), 6.93 (s, 1H),
653 - 647 (m, 2H), 5.96 - 5.89 (m,
1H), 3.96 (s, 3H), 347 (t, /= 5.7 Hz,
2H), 3.26 (s, 3H), 3.22 (d, /= 7.5 Hz,
2H), 2.85 (s, 6H), 2.68 (s, 3H), 1.36 (¢,
J =74 Hz, 3H), LCMS: 617.6 [M+H"].

31/
N-(5-((5-EB22-
4-((2-(N-C| 2o &
HEOD| T)E )
of0| &)m|2|of 2l -
2-2)0t0| te)-2-
((@-(C|H| EotOl
)0l ) E)ot
0| )-4-H| S A T
ot ool =

TH NMR (300 MHz, Methanol-dj) &
8.19 - 8,13 (m, 2H), 7.95 (s, TH), 7.56
(dd, /=79, 1.6 Hz, 1H), 7.37 (t, TH),
727 (t, 1H), 6.94 (s, 1H), 6.50 (d, / =
6.3 Hz, 2H), 5.95 - 5.89 (m, 1H), 3.96
(s, 3H), 348 (t, /= 5.7 Hz, 2H), 3.25
{t, /= 5.7 Hz, 2H), 3.04 (s, 3H), 2.86
(s, 6H), 2.69 (5, 3H), 1.01 (¢, /= 7.1
Hz, 3H); LCMS: 617.6 [M+H"].

_58_

ZIHSd 10-2023-0022393



[0330]

32/
N-(5-(5-222-
4-((2-(N-0| &= 2
Lo g Eotn|
L)m d)yoto| o)
2|0/ ¢l-2-gyot0|
)-2-(-(CIo g
of 0| Lyoll &yl
E)O0t0| c)-4-0i &
AlH'E)yora ot
] =

TH NMR (300 MHz, Methanol-d) &
8.17 (s, 1H), 8.13 (d, / = 8.2 Hz, 1H),
7.97 (s, 1H), 748 (dd, /=79, 1.6 Hz,
1H), 743 (t, /= 7.9 Hz, 1H), 7.27 (td,
J=176,15Hz 1H), 6.94 (s, 1H), 6.51
- 6.46 (m, 2H), 592 (dd, /= 6.6, 5.3
Hz, 1H), 4.55 (p, /= 6.7 Hz, 1H), 3.96
(s, 3H), 347 (d, /= 5.9 Hz, 2H), 3.26
(d, /= 5.7 Hz, 2H), 3.08 (s, 3H), 2.86
(s, 6H), 2.69 (s, 3H), 1.27 (d, /= 6.7
Hz, 3H), 096 (d, / = 6.7 Hz, 3H);
LCMS: 631.6 [M+H*].

33/
N-(5-(5-E222-
4-((2-(N-0f| 0 &
HZoio| o) d
oto|)ma|o| El-
2-)0H| te)-2-
(-(Clu|Eotn|
L)ofl )l E)or
0| te)-4-0 S A|H|
gora oo =

H NMR (300 MHz, Methanol-dj) &
8.16 (s, 1H), 8.09 (dd, /= 80, 1.5 Hz,
1H), 793 (s, 1H), 7.54 (dd, / = 7.9,
1.6 Hz, 1H), 7.38 (td, /= 7.8, 1.6 Hz,
1H), 7.28 (td, / = 7.6, 1.6 Hz, 1H),
6.94 (s, 1H), 6.51 (d, / = 1.1 Hz, 1H),
6.49 (s, 1H), 5.96 - 5.89 (m, 1H), 3.96
(s, 3H), 3.47 (t, /= 5.7 Hz, 2H), 3.27
- 3.16 (m, 4H), 2.85 (s, 6H), 2.69 (s,
3H), 1.39 (t, /= 7.4 Hz, 3H), 0.99 (t,
J=17.1Hz, 3H); LCMS: 631.6 [M+H"].

34/
N-G-(5-222-
4-((3-222-2-
(HE L Eoo| )
| &)0t0| L=)x|2|
0| €l-2-ghot0|
)-2-(Q-(CIH &
OF | =) )(H
2)ot0| r)-4-0 &§
Am 'E)or3 2ot
] )=

o
Cl
H
X,
6§st &
HN HN™ ™0
Cl~ Pil

H NMR (400 MHz, Chloroform-a) &
10.00 (s, 1 H), 9.05 (s, 1 H), 8.61 (s, 1
H), 8.28 - 809 (m, 2 H), 7.27 - 7.09
(m, 2 H),673 (s, 1H),636(d, /=
154 Hz, 2 H), 5.80 - 562 (m, 1 H),
3.84 (s, 3 H), 3.11 (s, 3 H), 3.04 - 2.84
(m, 2 H), 2.70 (s, 3 H), 2.62 - 2.11 (bs,
8 H). LCMS: 624.0 [M+2H"].
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[0331]

35/
N-(5-(5-22=2-
4-(3-EE2-2-
(N-HIEOE4EE
ofo| =) 'd)ot 0|
)T 2| 0| El-2-g)
0t te)-2-((2-(El

H NMR (400 MHz, Methanol-dj) &
820 (s, 1 H), 7.89 - 7.83 (d, / = 8.1
Hz, 1 H), 7.81 (s, 1 H), 7.47 - 7.32 (m,
2 H), 6.95 (s, 1 H), 6.60 - 6.44 (m, 2
H), 598 - 590 (d, / = 9.3 Hz, 1 H),
3.96 (s, 3 H), 3.48 (bs, 2 H), 3.30 -
3.24 (m, 5 H), 3.17 (s, 3 H), 2.88 (bs,
6 H), 270 (s, 3 H). LCMS: 638.0

W Elota| =)oy M+2H].

E)(T 2)otD| =)-

4-0| S A1 )0t

3gotole

36/ TH NMR (400 MHz, Methanol-d;) &

N-5-(5-2EE-
4-((3-MIE-2-(
4 Eor0| &)H|
d)oto| )@l 2|o|
El-2-21)0}0| Lo)-
2-((2-(Cl Eotn|
L)oot
0|c)-4-H EA T
dyot3 2oto| =

8.17 (s, 1H), 7.84 (s, 1 H), 7.70 - 7.65
(d /=79Hz, 1 H),728-721( J
=78Hz 1H),720-715(, /=76
Hz, 1 H), 6.94 (s, 1 H), 6.59 - 6.46 (m,
2 H),599-591 (m, 1H),397 (s, 3
H), 3.51 - 344 (t, /= 58 Hz, 2 H),
3.28 - 323 (t, /= 5.7 Hz, 2 H), 305
(s, 3 H), 2.87 (s, 6 H), 269 (s, 3 H),
246 (s, 3 H). LCMS: 604.2 [M+2H"].

37/
N-G-(5-EE2-
4-((3-0|2Z2H-
2-(N-HIEHE4
EZoto| z)E )0t
0| &) E| 2|0 El-2-
Qhoto| l)-2-((2-
(CIo g oto] =)oy
(T 2)otD| k&)-
4-H EA|EI )0t
3ot

HN™ O
ey
N !
H o‘CH;

TH NMR (400 MHz, Methanol-d,) &
819 - 812 (m, 1 H), 784 (s, 1 H),
7.73 - 765 (d, /= 8.1 Hz, 1 H), 744
-735(t /=74Hz, 1H),733-726
(d, /= 8.1Hz 1H), 694 (s, 1H), 6.60
- 646 (m, 2 H), 6.00 - 590 (m, 1 H),
401 (s, 3 H), 3.54 - 340 (m, 2 H),
330 - 3.22 (m, 3 H), 3.22 - 3.17 (m,
3 H),317-312 (m, 3 H), 2.86 (s, 6
H), 2.72 - 263 (m, 3 H), 1.37 - 1.23
(m, 6 H). LCMS: 645.8 [M+H"].

38/
N-(-((5-E2&2-
4-((3-0 E-2~(N-

H NMR (400 MHz, Chloroform-a) &
10.07 (s, 1 H), 9.22 (s, 1 H), 8.18 (s, 1
H), 812 - 807 (d, /= 83 Hz, 1 H),
796 (s, 1H), 727 (s, 1H),7.23-717
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[0332]

HE g dEot|
£)H )00l )|
/0] gl-2-g)otn|
L)-2-(-(CIH 8
O] &) )(u
2)0t0| o)-4-0 &
AlH ')ota 2ot
oE

{t, /= 7.7 Hz, 1 H), 699 - 695 (d, /
= 7.7 Hz 1 H), 677 (s, 1 H), 641 -
633 (m, 1 H), 633 - 623 (m, 1 H),
572 - 566 (d, /= 9.8 Hz, 1 H), 3.86
(s, 3 H), 3.27 (s, 3 H), 311 (s, 3 H),
2.88 (bs, 2 H), 2.71 (s, 3 H), 241 (s,
3 H), 230 (s, 8 H). LCMS: 618.2
[M+2H+].

39/
N-G-(>-2R2-
4-((2-(N-O ST &
HEot0| £)-3-0
SH H)ot0| )]
g|o| gl-2-ghyoto|
L)-2-(-(CIE
o] ol &yl
g)ot0| =)-4-H &

H NMR (400 MHz, Chloroform-dj &
10.06 (s, 1 H), 9.21 (s, 1 H), 831 -
8.15 (m, 3 H), 808 (s, 1 H), 7.27 -
719 (m, 1 H), 701 (d, /=74 Hz, 1
H), 6.76 (s, 1 H), 6.37 (m, 2 H), 5.69
(d, /= 9.3 Hz 1H), 399 - 3.81 (m,
5H), 3.55 - 3.41 (m, 2 H), 3.08 (d, /=
34 Hz, 3H), 290 (s, 2 H), 271 (s, 3
H), 2.39 (s, 3H), 2.32 (s, 8 H), 1.18 (,
J = 37 Hz, 3 H). LCMS: 6320

AlH| E)ota Eof IM+2H"].
oc
40/ H NMR (500 MHz, Chloroform-a) &

N-(5-(5-222-
4-(3-0I & -2-(H
g EoHn| 5
)00 =)m| 2| 0|
El-2-2)00] =)-
2-((2-(C|H = ot
)0l E)(Tl &)ot
0| =)-4-H A H
goraotol=

N SHN
cl\fw Ny~
|
'N’J‘*nli
H o

1010 (s, 1 H), 915 (s, 1 H), 8.16 (s, 1
H), 7.88 (s, 1 H), 7.74 - 769 (d, / =
80 Hz, 1 H), 7.28 - 7.23 (m, 1 H),
722 (5, 1H), 713-708(d, /=77
Hz, 1 H), 6.75 (s, 1 H), 643 - 6.36 (d,
J=16.8 Hz, 1 H), 6.29 (bs, 1 H), 5.73
- 567 (d, /= 102 Hz, 1 H), 3.84 (s,
3H), 3.01 (s, 3 H), 292 - 2.81 (m, 4
H), 2.70 (s, 3 H), 2.29 (s, 8 H), 1.28 -
1.21 (t, /= 7.5 Hz, 3 H). LCMS: 617.8
[M+H*1.
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[0333]

41/
N-(5-(5-B22-
4-((3-0| &-2-(N-
ol 2 ojl 2 Zofa)
)5 2)0t0| =)l
2|0 El-2-ghotaj
)-2-(@-(CIH
OF O] &) ofl (el
§)0t0| r)-4-0 &
Almg)ota o}
oE

H NMR (400 MHz, Methanol-dj) &
8.16 (s, 1 H), 7.79 (s, 1 H), 7.66 - 7.59
(d, /=79 Hz 1 H), 741 -7.33 (m, 1
H), 7.30 - 7.25 (d, /= 7.9 Hz, 1 H),
6.93 (s, TH), 6.62 - 6.42 (m, 2 H), 5.98
-591(d, /= 8.8 Hz, 1 H), 3.96 (s, 3
H), 3.55 - 3.39 (m, 2 H), 3.26 (bs, 2
H), 3.16 (s, 3 H), 3.12 (s, 3 H), 2.86 (s,
6 H), 2.82 - 2.70 (m, 2 H), 2.68 (s, 3
H), 1.34 - 1.27 (td, /= 7.6, 3.9 Hz, 3
H). LCMS: 631.8 [M+H"*].

42/
N-(5-((5-222-
4-((3-01 & -2-(ol
g4 EZot0|m)H
g)ot0| )| 2| 0j
£l-2-g)ot0| ir)-
2-((2-(Clt| 2ot
L) ol E)(H E)oF
0| io)-4-O| SA|H
ot ool =

H NMR (500 MHz, Chloroform-a) &
1010 (s, 1 H), 9.13 (s, 1 H), 8.16 (s, 1
H), 7.88 (s, 1 H), 7.69 - 7.65 (dd, / =
80, 14 Hz, 1 H), 7.28 - 7.24 (m, 1 H),
722 (s, 1H),714-710(d, /= 7.8
Hz, 1 H), 6.73 (s, 2 H), 646 - 6.21 (m,
2 H), 574 - 567 (d, /= 114 Hz, 1
H), 3.84 (s, 3 H), 318 - 3.1 (q, / =
74 Hz, 2 H), 299 - 2.81 (m, 4 H),
270 (s, 3 H), 231 (s, 8 H) 142 - 137
(t /=74 Hz 3H),129-123 (@t /
= 75 Hz 3 H). LCMS: 6319
[M+2H*].

43/
N-5-(>-EE2-
4-((34-C|0 E-2-
(N-HEnEYE
ofo| =)E d)otn|
L)mz|ojgl-2-&)
ota| t=)-2-((2~(K|
ol 2 ota] &) of
2o 2)ot0| ir)-
4-0f| S A|H )0t
3gone

"H NMR (400 MHz, Chloroform-d) &
10.08 (s, 1 H), 9.26 (s, 1 H), 8.17 (s, 1
H), 801 - 794 (d, /= 85 Hz, 1 H),
790 (s, 1H), 726 (s, 1 H), 717 - 7.09
(d, /=84Hz 1H),6.76 (s, 1 H), 644
-635(d, /=166 Hz, 1 H), 635 -
6.24 (m, 1 H), 573 - 766 (d, /= 99
Hz, 1 H), 3.85 (s, 3 H), 3.26 (s, 3 H),
3.09 (s, 3 H), 2.88 (bs, 2 H), 271 (s,
3 H), 229 (s, 8 H), 226 (s, 3 H).
LCMS: 6320 [M+2H*].
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[0334]

44/
N-G-(5-E22-
4-((34-CIoI E-2-
(HE4EoH|E)
H 'g)0tD| o) x| 2]
oj gl-2-gotn|
)-2-(-(CIH g
OF 0] =)o El)(H|
2)0t0|=)-4-0 &
Alm 'g)ot3 2ot
ojE

H NMR (500 MHz, Chloroform-d) &
1011 (s, 1 H), 911 (s, 1 H), 8.14 (s, 1
H), 7.74 (s, 1 H), 7.50 - 747 (d, / =
7.9 Hz, 1 H), 7.22 (s, 1 H), 7.15 - 7.10
(d, /=82 Hz, 1H), 672 (s, 1 H), 643
- 6.23 (M, 2 H), 5.74 - 5.68 (m, 1 H),
3.84 (s, 3 H), 2.95 (5, 5 H), 2.70 (s, 3
H), 2.33 (s, 8 H), 2.27 (s, 6 H). LCMS:
6182 [M+2H"].

45/
N-G-(>-BR2-
4-((4-0I'=-2-(N-
e 4 Eot|
)5 E)oto| )|
2| 0] El-2-gyotaj
)-2-((-(CIHE
O] =)0l E)(H
E)0t0| )-4-0 &
AlH d)ora ot
o)1=

H NMR (400 MHz, Methanol-d) &
8.12 (s, 1H), 7.98 - 7.92 (m, 2H), 742
(d, /= 2.0 Hz, 1H), 7.17 (dd, 1H), 6.95
(s, TH), 6.51 (d, / = 2.3 Hz, 1H), 6.50
(s, 1H), 5.92 (dd, /= 7.0, 4.8 Hz, 1H),
3.96 (s, 3H), 348 (t, /= 5.7 Hz, 2H),
3.28 - 3.24 (m, 5H), 3.03 (d, /=13
Hz, 3H), 2.86 (s, 6H), 2.69 (s, 3H),
2.37 (s, 3H); LCMS: 617.6 [M+H"].

46/
N-(5-(5-B22-
4-((4-0I = -2-(
A Eo0| )|
hoto|.ym 2|0
£l-2-9)ot0| tr)-
2-((2-(CIH Eoto|
=)0l (o 2ot
0] tz)-4-0 S A|H|
otz ot

TH NMR (400 MHz, Chloroform-a) &
1016 (s, 1 H), 9.03 (s, 1 H), 8.14 (s, 1
H), 7.53 - 744(d, / = 83 Hz, 1 H),
739, 1H),726-721(d, /=39
Hz, 2H), 710 - 704 (d, /=83 Hz 1
H), 6.72 (s, 1 H), 6.47 - 6.20 (m, 2 H),
575 - 567 (m, 1 H), 3.83 (s, 3 H),
292 (s, 5 H), 270 (s, 3 H), 2.34 (m,
11 H). LCMS: 603.8 [M+H*].
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[0335]

47/
N-(5-((5-222-
4-((1-(HELZE
4)-1,2,34-EH Ez2}
S ERRE2-8-
2)oH| L)@ 2| Of
£l-2-2)0t0| &=)-
2-((2-(CIH ot
=)0 E)(ml &)oF
0| \c)-4-0| SA|H|
g)ota 2ot

H NMR (500 MHz, Chloroform-a) &
10,08 (s, 1 H), 9.16 (s, 1 H), 853 (s, 1
H), 8.16 (s, 1 H), 7.99 - 7.94 (d, / =
8.2 Hz, 1H),7.23 (s, 1 H), 7.20 - 7.15
(t, /=79 Hz 1 H), 694 - 689 (d, /
=75 Hz 1 H), 675 (s, 1 H), 641 -
635 (d, /= 168 Hz, 1 H), 6.34 - 6.35
(m, 1 H), 571 - 565 (m, 1 H), 3.84
(s, 3 H), 3.73 (bs, 2 H), 302 (s, 3 H),
2.88 (bs, 2 H), 2.86 - 2.81 (t, /=72
Hz, 2 H), 2.70 (s, 3 H), 2.30 (bs, 8 H),
221 - 212 (m, 2 H). LCMS: 629.8
M+H*].

48/
N-G-(>-222-
4-((1-(HELE
H)-1234-HEz}
S =2 EE-8-
)00 =)mz| o
l-2-2)0t0| kr)-
4-T| SA-2-(HE
(-(Hl Eotal =)of
)ota| t)H )0t
EET =

e
01\(%1 rlxl\/\,r/
NTN
H O,
Ss 0

TH NMR (500 MHz, Chloroform-d) &
8.70 (s, 1 H), 853 (s, 1 H), 8.10 (s, 1
H), 792 (d, /= 82 Hz, 1 H), 7.31 (s,
1H), 722 (t /=78 Hz, 1H), 697
(d, /=75Hz 1 H)6.70 - 6.64 (m 1
H) 6.62 (s, 1 H), 6.38 (dd, / = 16.9,
1.7 Hz, 1 H), 5.75 (d, /= 10.1 Hz, 1
H), 3.86 (s, 3 H), 3.76 - 3.66 (m, 2 H),
3.19 (bs, 2 H), 3.02 (s, 3 H), 292 -
2.81 (M, 4 H), 263 (s, 3H),2.56 (s, 3
H), 2.22 - 2.11 (m, 2 H). LCMS: 615.2
[M+H*).

49/
N-(5-(5-2R2-
A((-(HEEE
&)-1,234-E E2t
sE2dstl-8-
ghotn|te)mz|a|
H-2-2)0t0| io)-
2-(4-(C|| Eota|
=) H 2| E-1-
2)-4-0 SAIH )
o3 ot e

H NMR (300 MHz, Chloroform-a@) &
9.03 (s, 1H), 8.51 (s, 1H), 8.24 (s, TH),
8.11 (s, 1H), 7.90 (d, / = 8.2 Hz, 1H),
7.22 (s, TH), 7.15 (t, / = 7.8 Hz, 1H),
6.91 (d, /= 7.5 Hz, 1H), 6.65 (s, TH),
6.32 - 6.25 (m, 2H), 5.76 - 5.70 (m,
1H), 3.82 (s, 3H), 3.70 (s, 2H), 3.06 (d,
/=120 Hz, 2H), 2.99 (s, 3H), 2.82 (t,
J=72Hz 2H), 270 (t, /= 11.7 Hz,
2H), 2.56 (s, 7H), 213 (d, /= 7.3 Hz,
4H), 1.84 (d, / = 12.3 Hz, 2H); LCMS:
655.6 [M+H*].
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50/
N-(5-(5-222-
4-(-(HEEE
g)-1,234-6 E2t

H NMR (300 MHz, Methanol-d) &
8.09 (s, 1H), 7.97 (s, 1H), 7.56 (d, / =
79 Hz, 1H), 7.20 (t, / = 7.7 Hz, 1H),
713 (d, /= 74 Hz, 1H), 6.89 (s, TH),
6.55 (dd, /= 170, 10.1 Hz, 1H), 6.34

S EEREE-8- N

_ o. (d, /=164 Hz, 1H), 5.84 (d, /= 115
ghoto| -)m|2| o]
Fpoolior Hz, 1H), 3.87 (s, 3H), 3.63 (s, 2H),
Hl-2-2)0t0] kx)- 3.20 (d, /= 12.6 Hz, 6H), 3.00 (s, 3H),
4-U| EA|-2-(4-(4- 2.84 (d, /= 11.1 Hz, 8H), 2.08 (d, / =
o & o m 2t El-1- 12.3 Hz, 4H), 1.96 - 1.79 (m, 2H);
ehmm 2| Tl-1-2) LCMS: 710.7 [M+H*].
H dyora oo
1=
51/ o TH NMR (300 MHz, Chloroform-a) &
HE 2G-ora ,“s‘” ,Jf 1035 (s, 1H), 9.97 (s, TH), 9.05 (s,

W

2l0H0| E-4-((2- o ﬁN N0 1H), 8.85 (5, TH), 7.94 (d, /= 8.2 Hz,

(CIH ot ool
&)(0 &)0t 0] =)-
2-0| SA|H )0t
0lx)-4-((1-(l &
AEH)-1,2,34-H
Eaps|Ea sl
-8-2)0t0| =)W
Ol £l-5-7h 5 43|
olE

1H), 745 (s, 1H), 7.08 (t, /= 8.2 Hz,
1H), 6.88 (d, / = 7.6 Hz, 1H), 6.71 (s,
1H), 6.35 (d, /= 13.8 Hz, 2H), 5.72 -
5.62 (m, 1H), 3.89 (s, 3H), 3.82 (s,
3H), 3.66 (s, 2H), 3.11 (s, 3H), 2.90 (s,
2H), 2.80 (t, /= 7.1 Hz, 2H), 2.68 (s,
3H), 258 - 205 (m, 10H);, LCMS:
653.6 [M+H"*].

52/

olAZ2E  2-
((>-ot= o0 =-
4-(-(Clo Eotn
L) ol &)l E)of
0] te)-2-0f S A|H|
=)010| )-4-((1-
(M2 M= )-
1,2,34-E E2}3)|
E2/=8-8-2)
Ofo| )| 2| | gl-

os
e}
N,
/s\\ ] “
o]
)\ S HN HN S0
i My
P N |
)
O

H NMR (300 MHz, Chloroform-aj &
10.39 (s, 1H), 10.04 (s, TH), 9.21 (s,
1H), 8.89 (s, 1H), 7.97 (d, /= 8.1 Hz,
1H), 746 (s, 1H), 7.12 (s, 1H), 6.89 (d,
J =176 Hz, 1H), 6.73 (s, 1H), 6.38 (d,
/=156 Hz, 2H), 5.68 (d, /= 11.8 Hz,
1H), 5.23 (p, /= 6.2 Hz, 1H), 3.83 (s,
3H), 3.66 (s, 2H), 3.14 (s, 3H), 292 -
2.77 (m, 4H), 2.69 (s, 3H), 249 - 2.06
(m, 10H), 1.35 (d, / = 6.3 Hz, 6H);
LCMS: 681.8 [M+H"].
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5-7H5 4 0|E

53/

"H NMR (400 MHz, Methanol-d4) &

N-G-(5-222- f“\\—“ f 8.12 (s, TH), 7.76 (s, H), 7.60 (dd, J
4-(-OELE N HN S0 =81,15Hz 1H), 7.23 (t, /= 7.8 Hz,
d)1234-8E8 | © Ay N ~ 1H), 7.10 (dd, / = 75, 14 Hz, 1H),
weaneas | LALT T armecon
H , /=90, 2. , 4.10 - 3.
2)0f0l=)m|2(o] O (m, 4H), 396 (s, §H), 361 (s, 2H),
€-2-2hotn| =) 3.53 - 347 (m, 2H), 329 - 3.10 (m,
4-H S A-2-(H 6H), 3.02 (s, 3H), 2.82 (t, / = 7.0 Hz,
(-22Ez2|Lof 2H), 2.66 (s, 3H), 2.05 (s, 2H).
)00 )| )of
Ao E
54/ o TH NMR (300 MHz, Methanol-dj) &
N-(5-(5-222- /“s\:N , Ff 8.15 (s, 1H), 7.80 (s, TH), 7.60 - 7.51
- EEEE o o (m, TH), 7.26 (, /= 7.8 Hz, H), 7.12

H)-1,2,34-EH E&t
S|C2R=2l-8-
g)oto| L=)m2(o|
£l-2-20)0}0| Lc)-
2-((2-(Cl Eotn|
=)ol =)ol E)ot
0] tc)-4-0 S A|H|
g)-2-ER 220t
agojoje

(d, /=76 Hz, 1H), 6.92 (s, 1H), 5.90
(dd, /= 46.7, 3.5 Hz, 1H), 5.51 (dd, /
=15.1, 3.5 Hz, TH), 3.96 (s, 3H), 3.61
(s, 2H), 345 (t, /= 5.8 Hz, 2H), 3.24
(t, /= 5.7 Hz, 2H), 3.02 (s, 3H), 2.90
- 2.77 (m, 8H), 2.67 (s, 3H), 2.06 (s,
2H); LCMS: 647.7 [M+H*].

55/
N-G-(5-222-
4-(1-CIEHE
)l Ea-7-2)ot
D|)m| 2| D] El-2-
)0t0| r)-2-((2-
(CITIEoto] =)o)
E)(H ¥)o0| i)-
4-0| S A 5 )0t
Sy L=

H NMR (400 MHz, Chloroform-d) &
10.07 (s, 1 H), 917 (s, 1 H), 8.88 (s, 1
H), 815 (s, 1 H), 807 - 802 (d, /=
83 Hz, 1H),722(s,1H),7.16-7.10
(t, /=78Hz 1 H)702-696 (d /
=72 Hz, 1 H), 6.75 (s, 1 H), 642 -
634 (d, / = 22 Hz, 1 H), 634 -
6.26(m, 1 H), 5.72 - 5.65 (m, 1 H),
418 - 410 (t, /=75 Hz, 2 H), 3.84
(s, 3H),312-304(t /=75Hz 2
H), 2.94 (s, 3 H), 2.88 (bs, 2 H), 2.70
(s, 3 H), 2.30 (bs, 8 H). LCMS: 615.8
[M+H*].
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56/
N-(5-(5-222-
4-(1-OIEHZ
el E2l-7-e)ot
0| )i 2| 0] 2-2-
2)ot0| k)-2-((2-
(CloI € oto] o]
) E)o0| ko)-
4-0| S A|H| )0}
3gotoe

H NMR (400 MHz, Chloroform-a) &
10.06 (s, 1 H), 9.12 (s, 1 H), 8.83 (s, 1
H), 814 (s, 1 H), 7.95 - 7.89 (d, / =
83 Hz 1 H),7.22 (s, 1 H), 7.15 - 7.09
(t /=78Hz 1H),704-797(d, J
=75 Hz 1H), 672 (s, 1 H), 648 -
6.24 (m, 1 H), 5.74 - 5.66 (d, /= 115
Hz, 1 H), 415 - 707 (t, /= 74 Hz, 2
H), 3.84 (s, 3 H), 3.18 - 3.05 (m, 4 H),
3.01 - 283 (m, 2 H), 271 (s, 3 H),
2.33 (bs, 8 H). LCMS: 629.8 [M+H"].

57/
N-(5-(-2E22-
4-(1-(IEHZE
H)ol=2l-7-)ot
0| &)m| 2| o) gl-2-
yoto| r)-4-0 &
Al-2-(o & 2-(H
2 0r0]| &0 &)ot

H NMR (400 MHz, Methanol-di) &
8.15 (s, 1 H), 7.92 (s, 1 H), 7.72 (dd,
J=59,35Hz 1H),7.23 - 717 (m,
2 H), 692 (s, 1 H), 655 (dd, /= 17.0,
9.8 Hz, 1 H), 645 (dd, / = 17.0, 2.1
Hz, 1 H), 5.93 (dd, /= 9.9, 2.1 Hz, 1
H), 4.13 (t, /= 75 Hz, 2 H), 3.96 (s,
3 H), 341 (t J=56Hz 2 H), 3.22 -
3.11 (m, 4 H), 2.98 (s, 3 H), 2.72 (s, 3

E NV ER] H), 268 (s, 3 H). LCMS: 603.8
olo|E [M+2H*].
58/ TH NMR (300 MHz, Chloroform-dj &

N-(5-(5-22E-
4-(1-(HIEH=E
H)olE2l-7-)ot
0| )m 2|0 El-2-
2)oro| k=)-2-(4-
(CIoI 2 oto| )|

8.90 (s, 1H), 8.07 (s, 1H), 7.92 (d, / =
8.2 Hz, 1H), 7.09 (t, / = 7.8 Hz, 1H),
6.98 (d, /= 7.3 Hz, TH), 6.60 (s, 1H),
642 - 629 (m, 2H), 5.73 (d, /= 93
Hz, 1H), 411 (t, /= 7.5 Hz, 2H), 3.85
- 377 (m, 3H), 3.07 (g, /= 104, 7.5
Hz, 4H), 2.90 (s, 3H), 2.83 - 2.63 (m,

H2|E-1-2)-4- 9H), 2.17 (d, / = 120 Hz, 2H), 198
o EA|H €)ot3 (d, /= 114 Hz, 2H); LCMS: 641.6
goto = [M+H"].

59/ H NMR (300 MHz, Methanol-d) &

N-(-(5-222-
4-(-(CEEE
E)eIE-7-g)ot
Olt)m| 2|0 E-2-

8.09 (s, 1H), 8.07 (s, TH), 7.69 (d, / =
79Hz 1H), 721 (d, /=72 Hz, 1H),
715 (t, /= 7.7 Hz, 1H), 6.91 (s, TH),
6.54 (dd, /= 17.0, 10.1 Hz, 1H), 6.33
(d, /=17.0Hz 1H), 583 (d, /= 11.1
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Qoo r)-4-0{ &
Al-2-(4-@4-0 2o
H| 2HF-1- ) B

2| £l-1-2hH &) ot
8ot

Hz, TH), 411 (t, /= 7.5 Hz, 2H), 3.89
(s, 3H), 3.29 - 2.99 (m, 10H), 2.96 (s,
3H), 2.85 (s, 6H), 2.08 (d, /= 12.5 Hz,
2H), 1.95 - 1.77 (m, 2H); LCMS: 696.7
M+H*],

60/

HE 2-(5-013
8 0t0| =-4-((2-
(Clol g oto] )|
)M E)otD| &=)-
2-0 EA|H )0t
0| to)-4-((1-(HI &
dzy)elsdl-7-
ghoto| oym2|0]
H-5-7h542 o]
E

TH NMR (300 MHz, Chloroform-dj &
10.36 (s, TH), 9.96 (s, 1H), 9.02 (s,
1H), 8.84 (s, 1H), 7.88 (d, /= 74 Hz,
1H), 7.48 (s, 1H), 7.10 - 6.90 (m, 2H),
6.71 (s, 1H), 6.31 (s, 2H), 5.71 - 5.60
(m, 1H), 4.09 (t, /= 7.3 Hz, 2H), 3.89
(s, 3H), 3.82 (s, 3H), 3.05 (s, 3H), 2.92
(d, /= 14.0 Hz, 2H), 2.68 (s, 3H), 2.34
(s, 8H), 1.69 (s, 2H), LCMS: 639.6
[M+H*].

61/
olAaZz24 2-
(5-OF= ot =-
4-(-(Clt o}l
EENCENS
O] tx)-2- 0 S A B
)0t0] ix)-4-((1-
¢ ECEINES
21-7-2)0}0] )|
20| El-5-7h2 4
8loje

H NMR (400 MHz, Methanol-d;) &
873 (5, 1 H), 7.90 (s, 1 H), 7.72 (bs,
1 H), 723 - 7.1 (m, 2 H), 698 (s, 1
H), 6.60 - 645 (m, 2 H), 5.95 (dd, /
= 85,32 Hz 1 H), 536 - 5.24 (m, 1
H), 409 (t, /= 74 Hz, 2 H), 3.99 (s,
3 H), 349 (t, /= 5.7 Hz, 2 H), 327 t,
J=58Hz 2 H), 315 (t, /= 73 Hz,
2 H), 304 (s, 3 H), 288 (s, 6 H), 2.71
(s, 3 H), 142 (d, / = 62 Hz, 6 H).
LCMS: 667.8 [M+H*].

62/
N-(5-((5-A|Ot ke~
4-(1-(HEEE
=)ol E2l-7-)ot
0|y 2|ofE-2-
2)0t0| &=)-2-((2-
(CIH 2 oto| =)0
(o )08 =)

H NMR (500 MHz, DMSO-di) &
10.08 (s, 1 H), 9.12 (bs, 1 H), 8.96 (s,
1H), 848 (s, 1 H), 827 (5, 1 H), 7.70
(bs, 1 H), 7.10 - 701 (bs, 1 H), 700
(s. 1 H), 694 - 677 (bs, 1 H), 640
(dd, /= 169, 10.1 Hz, 1 H), 6.20 (dd,
/=169, 20 Hz, 1 H), 5.75 (dd, / =
10.1, 20 Hz, 1 H), 409 - 3.97 (m, 2
H), 3.75 (s, 3 H), 3.04 (s, 5 H), 2.87 (¢,
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4-0| S A )of

J=58Hz, 2 H), 272 (5, 3 H), 232

3gotoje (t, /= 58 Hz, 2 H), 222 (s, 6 H).
LCMS: 606.8 [M+H"*].

63/ Q X H NMR (400 MHz, Methanol-d;) &
N-(5-((5-222- "’gg \l 8.10(s, 1 H), 8.01 (s, 1 H), 7.77 - 7.69
(- ez HN HNT S0 (m, 1 H), 731 - 723 (m, 1 H), 7.16
OIS E-7-2)0F | Sy Oy~ (d, /= 6.8 Hz, 2 H), 6.88 (s, 1 H), 653
Ol T}2] 0] El_2- | y ‘J\N v [ (dd, /= 17.0, 99 Hz, 1 H), 642 (dd,
2)0101ix)-2-2- hoo. J =170, 1.9 Hz, 1 H), 5.89 (dd, / =

CHa 9.9, 1.9 Hz, 1 H), 456 - 4.48 (m, 2 H),

(CIo Zoto] )of
S A|)-4-D|EAH
TEEL L

414 (d, /= 99 Hz, 2 H), 3.96 (s, 3
H), 364 - 358 (m, 2 H), 3.15 (¢, / =
75 Hz, 2 H), 302 (s, 6 H), 2.98 (ds,
3H). LCMS: 603.8 [M+2H*].

64/
N-(-(5-22=2-
A-((1-(CEERE
=)l E3l-7-2)0
0| )m 2| of El-2-
)0t kr)-4- T &
Al-2-(0ER-22
Eo|=0f E)otdl

"H NMR (400 MHz, Methanol-dj) &
8.15(s, 1 H), 7.88 (s, 1 H), 7.74 (dd,
J=61,33Hz 1H), 724 -7.17 (m,
2 H), 6.96 (s, 1 H), 6.62 - 651 (m, 2
H), 6.00 (dd, / = 9.5, 22 Hz, 1 H),
413 (t, /=75Hz 2 H), 406 (t /=
49 Hz, 4 H), 398 (5, 3H), 352 /
=56Hz 2H)332-322( /=56
Hz, 6 H), 321 - 3.14 (m, 3 H), 2.98

)M )or3 8ot (s, 3 H), 269 (s, 3 H). LCMS: 657.8
= M+H"*].
65/ Q N H NMR (400 MHz, Methanol-dj) &
N-@-@-clog | T 1 840 (s, 1 H), 7.80 (dd, / = 46, 23
oto| =) of| Ey(| HN HN Yo Hz, 1 H), 759 (s, TH ), 729 - 713
£)0t0| kr)-4-HH & FaG\“\/K f‘[il\//\Nx (m, 2 H), 7.01 - 6.90 (m, 1 H), 6.60 -
644 (m, 2 H), 5.96 (d, /= 8.1 Hz, 1
Al-5-(@-((1-(0 2 NN ' (m. 2 H), 5.9 ¢ z
- h H), 4.16 - 400 (m, 2 H), 3.87 (m, 3
dzy)elsal-7- H O,
CHy H), 347 (d, /= 59 Hz, 2 H), 3.25 (s,

Qyo}o| kr)-5-(E
ZER22HE
1|2|0] €l-2-g)ot
0| &-)E E)ot3 2
ofolE

2 H),3.15(d, /= 58 Hz, 3 H), 3.20 -
3.10 (m, 2 H), 286 (s, 6 H), 2.69 (s,
3 H). LCMS: 649.8 [M+H"].
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66/
N-(5-(5-222-
4-((1-(CIEHZ
g)elEal-7-2)ot
0] &)mj2|olH-2-
2)010| Le)-2-((2-
(ClHIEloto| =)o)
(Ol E)ot0| )-
4-0f| S| &)-2-
Z=o=zol3 o}
I:I|E

H NMR (300 MHz, Methanol-d) &
8.14 (s, 1H), 7.92 (s, 1H), 7.67 (dd, /
= 6.9, 24 Hz, 1H), 7.28 - 7.15 (m,
2H), 6.94 (s, 1H), 5.88 (dd, / = 46.7,
3.5 Hz, 1H), 5.50 (dd, / = 15.1, 35
Hz, 1H), 412 (t, /= 7.5 Hz, 2H), 3.97
(s, 3H), 346 (t, / = 5.8 Hz, 2H), 3.25
(t, /= 5.8 Hz 2H), 3.16 (t, /= 7.5 Hz,
2H), 2.96 (s, 3H), 2.86 (s, 7H), 2.68 (s,
3H); LCMS: 633.7 [M+H*].

67/
N-(5-(5-222-
4-((1-(MIEEE
H)-1H-91&-7-
)oro| Lo)m 2|0
gl-2-g)otO| r)-
2-(-(CIm &lotn|
=)o &)l E)oF
O] tc)-4-0{ S A|H|
goragotn e

H NMR (400 MHz, Methanol-d) &
8.19 (s, 1 H), 7.64 (s, 1 H), 7.62 (d, J
=37 Hz, 1 H), 7.60 (dd, /= 7.8, 1.2
Hz, 1 H), 7.52 (dd, /= 7.8, 1.1 Hz, 1
H), 7.34 (t, /= 7.8 Hz, 1 H), 6.88 (s,
1H), 681 (d, /= 38 Hz, 1 H), 657 -
647 (m, 2 H), 5.98 (dd, / = 86, 3.2
Hz, 1H),3.94 (s, 3H), 343 (t, /=57
Hz, 2H), 3.21 (t, / = 57 Hz, 2 H),
2.83 (s, 6 H), 264 (s, 3 H). LCMS:
613.8 [M+H*].

68/
N-G-(5-222-
4-((5-(N-HEHE
HEOOE)R S
48l-6-2)0t0| L)
2| 0] ¢l-2-)of
0| L&)-2-((2-(CI I
OO L) 0l = )(H
g)oto| x)-4-0 &
AlH E)ora ot
I:I|E

TH NMR (500 MHz, Chloroform-a) &
9.23 (s, TH), 8.86 (d, /= 94 Hz, 1H),
8.81 (s, 1H), 8.76 (d, /= 1.8 Hz, TH),
8.75 (d, /= 1.9 Hz, 1H), 8.22 (s, TH),
7.95 (d, /= 94 Hz, 1H), 7.36 (s, TH),
6.73 (5, 1H), 5.91 (d, /= 16.7 Hz, TH),
5.39(d, /= 104 Hz, 1H), 3.86 (s, 3H),
3.54 (s, 3H), 3.15 (s, 3H), 2.69 (s, 3H),
2.35 (s, 6H); LCMS: 655.5 [M+H*].
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69/ H Nq H NMR (500 MHz, Chloroform-a) &
N-(6-(5-222- O;‘ \:NN ,(/ 10.01 (5, 1 H), 9.18 (5, 1 H), 9.09 (s, 1
2 (-2~ E NS H), 8.83 (s, 1 H), 8.82 - 8.69 (m, 2 H),
OI-Ellh-_)OilEE')(IJiI c|f§N T\/\Nf 823 (s, 1H),797-788(, /=95
£0)0¢0]ix) 2.0 = | | Hz, 1 H), 7.34 (s, 1 H), 6.73 (s, 1 H),
I S)0¢0 )1 N E ! 6.25 - 5.85 (M, 2 H), 5.50 - 5.42 (d, /
CH, =102 Hz, 1 H), 3.86 (s, 3 H), 2.97 (s,
2|01 E-4-g)ot| 3 H), 272 (s, 5 H), 226 (5, 8 H).
=) =eE-5-2) LCMS: 6422 [M+2H°].
HEHdZoO| E
70/ q H NMR (400 MHz, Chloroform-a) &
N-G-(5-2E2- d’%‘; f 10.08 (s, 1 H), 9.20 (s, 1 H), 840 -
4_((2_(1'1_[_'%”. AN HN o 834 (d, /=83 Hz 1H), 833 (s 1
O|.Z 0| AMHO|O}E Cl\f\\w Nosyr | H 817651 W 746 - 739 (6d, /=
2| El-2- 2 9)0 P | ;.9, 16 1Hz 1 H:, 737 - 7.29 (t,_ J=
- b b 5 Hz, 1 H), 7.14 - 706 (4 /= 7.7
Q)OHI 22 N Hz, 1 H), 6.75 (s, 1 H), 6.49 - 6.26 (m,
1 H), 5.74 - 5.66 (m, 1 H), 3.87 (s, 3
(I EOFO| =)o H), 376 - 370 (t, / = 6.7 Hz, 2 H),

(O 2)o0| =)
4-0 SA|H E)ot

348 - 3.42 (m, 2 H), 3.04 - 2.84 (m,
2 H), 2.64 - 2.54 (m, 2 H), 2.34 (bs, 8

3ot H). LCMS: 615.8 [M+H"].
71/ C\ H NMR (400 MHz, Chloroform-a) &
N-G-(5-222- Py N:@ f 1009 (s, 1 H), 923 (5, 1 H), 848 -

(4
4-((2-(1,1-C| S AL o IS)N HNSo 842 (d, /=82 Hz 1H)822 (s, 1
0| =-1,2-M+0|Of cl\(QN T\/\N/ “Z 818 (s, 1H), 7-:6 - 7:91 (dd;/ =
_ » 79,15 Hz, 1 H), 7.34 - 7.39 (m, 1 H),
Ru2meor | L L ' 215, (1)
NTTN 710 - 703 (t, /= 7.7 Hz, 1 H), 676
0| )m| 20| §l-2- H ©

“CH; (s, 1H), 649 - 6.23 (m, 1 H), 5.75 -

)0t0]m)-2-(@- 565 (m, 1 H), 3.95 - 3.83 (m, 4 H),

(CIH 2 oto =)ol
(O =)0F0| &=)-
4-0 £A|H E)ot
JZotOlE

349 - 323 (m, 3 H), 2.92 (m, 2 H),
272 (s, 3 H), 253 - 2.19 (m, 10 H),
2.03 - 1.89 (m, 2 H). LCMS: 629.8
M+H*].
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[0343]

72/
N-G-((5-BR2-
4-((1-CIELE
g)elEal-7-g)ot
0| &)yif 2| o] El-2-
oo x)-4-0 &
Al-2-(0 " -
2 g-1-g)ol )
Ofo| .o)yE E)ot3a
gotol=

H NMR (400 MHz, DMSO-di) § 9.34
(s, 1 H), 892 (s, 1 H), 822 (s, 1 H),
8.17 - 8.06 (m, 2 H), 7.89 - 7.79 (m,
1 H), 7.08 — 6.95 (m, 2 H), 692 (s, 1
H), 6.58 (dd, / = 17.0, 10.2 Hz, 1 H),
6.17 (dd, / = 16.9, 20 Hz, 1 H), 5.79
~567(m, 1H), 403 (t /=74Hz2
H), 3.7 s, 3 H), 3.12 - 2.98 (m, 5 H),
294 (t, /= 6.6 Hz, 2 H), 267 (s, 3 H),
239 - 223 (m, 6 H), 1.57 - 1.43 (m,
4 H), 143 - 133 (m, 2 H); LCMS:
655.5 [M+H*].

73/
N-G-(5-22=2-
4-((1-(HELE

el sal-7-g)ot
0| &y 2| o] §l-2-
gyotO| r)-4-H &
Al-2-(0 E@2-4-
| g | | 24 -1-
)0 £)ot0| L) H|
g)or3 8ot =

H NMR (300 MHz, Methanol-d,) &
814 (s, 1H), 799 (s, 1 H), 7.72 (d, /
=77Hz 1 H),725-712 (m, 2 H),
7.01 (s, 1 H), 6.58 (dd, / = 17.0, 9.8
Hz, 1 H), 6.45 (dd, /= 170, 1.9 Hz,
1 H), 597 (dd, /= 9.8, 1.9 Hz, 1 H),
412 (t, /= 7.5 Hz, 2 H), 3.95 (s, 3 H),
345 (t, /= 59 Hz, 2 H), 340 - 3.33
(m, 4 H), 3.24 - 3.09 (m, 6 H), 3.09 -
3.01 (m, 2 H), 2.97 (s, 3 H), 2.86 (s, 3
H), 281 (s, 3 H);, LCMS: 670.5
[M+H"].

14/
N-(5-(5-2EE-
4A((1-(HEER
2)lS8l-7-2)ot
0| k)T 2| of §l-2-
2)0t0| e)-4-0 £
Al-2-(H 2 -
E2|H-1-Y)dl E)
Oto| =)H )ot2
gon|e

H NMR (300 MHz, Methanol-d) &
8.15(s, 1 H), 7.81 (s, 1 H), 7.74 - 7.65
(m, 1 H), 723 - 714 (m, 2 H), 6.92
(s, 1 H), 653 (dd, /=169, 9.7 Hz, 1
H), 642 (dd, /= 16.9, 22 Hz, 1 H),
5.94 (dd, /= 9.6, 22 Hz, 1 H), 411
(t, /=75Hz 2 H), 3.96 (s, 3 H), 3.61
—349 (m, 2 H), 346 (t, /= 56 Hz, 2
H), 315 (t, / = 7.5 Hz, 2 H), 3.11 -
2.98 (m, 2 H), 2.96 (s, 3 H), 2.68 (s, 3
H), 2.24 - 2.09 (m, 4 H); LCMS: 641.5
[M+H*].
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[0344]

75/
M-G-((>-222-
4 ((1 (0“ EIA‘I
el EE-7-)0t
0| )m|2| o] El-2-
hoto| )-4-0| &
Al-2-(0 &l 2-(Tl
Ea|E-1-)olE)
Ofo| .o)H| )0t
gotol=

H NMR (300 MHz, Methanol-dj) &
8.14 (s, 1 H), 7.83 (s, 1 H), 7.68 — 7.61
(m, 1 H), 7.20 = 7.13 (m, 2 H), 691
(s, 1 H), 653 (dd, /= 16.9, 9.5 Hz, 1
H), 642 (dd, /= 170, 23 Hz, 1 H),
5.94 (dd, /= 9.6, 2.3 Hz, 1 H), 407
{t, /= 7.5 Hz, 2 H), 3.96 (s, 3 H), 3.59
—348(m, 2 H), 345 (t, /= 55 Hz, 2
H), 3.25 - 3.10 (m, 4 H), 3.10 - 2.97
(m, 2 H), 267 (s, 3 H), 2.22 - 2.09 (m,
4 H), 1.30 (t, /= 7.4 Hz, 3 H); LCMS:
655.7 [M+H*].

76/
N-GG-((5-222-
4-((4-M =-2-(N-
ol 2 ol 2 Zoto)
£)E| 2)0t0| =)
2|0 El-2-gyotO|
L)-4-HEA[-2-
(HEE-(mE22
-g2hof ghotal

L)E g)ot3 & of

] )=

H NMR (400 MHz, DMSO-ck) 8 9.77
(s, 1H), 838 (s, 1H), 824 (s, 1 H),
821 (s, 1 H), 8.13 (s, 1 H), 808 (d, /
=84 Hz 1 H), 737 (s 1H), 703 -
6.90 (m, 2 H), 643 (d, /= 143 Hz, 1
H), 6.19 (d, /= 16.9 Hz, 1 H), 5.74 (d,
J=102 Hz, 1 H), 3.77 (s, 3 H), 3.16
(s, 3 H), 3.09 (s, 3 H), 3.01 - 2.89 (m,
2H), 270 (s, 3 H), 226 (s, 3 H), 1.83
— 1,62 (m, 4 H); LCMS: 643.6 [M+H*].

77/
N-(5-((5-222-
4-((1-(HELE
=)I=3-7-2)0t
0| t-)m|2| 0] E-2-
2)0t0| o)-4-0 &
A-2-R-22E2|
O SADE E)ot
azojo|e

1H NMR (300 MHz, DMSO-d6) &
9.14 (s, 1 H), 8.92 (s, 1 H), 8.10 (s, 2
H), 803 (s, 1 kH), 7.90 — 7.80 (m, 1
H), 7.10 - 6.99 (m, 2 H), 6.84 (s, 1 H),
6.58 (dd, J = 17.0, 102 Hz, 1 H), 6.17
(dd, J = 170, 21 Hz, 1 H), 5.71 (dd,
J=101,21Hz 1H), 420 (t, ) = 58
Hz 2 H), 404 (t ) = 7.4 Hz, 2 H),
3.80 (s, 3 H), 363 — 3.54 (m, 4 H),
3.17 = 2.96 (m, 5 H), 2.79 — 2.66 (m,
2 H), 255 = 245 (m, 4 H). LCMS:
648.7 [M+H"].
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[0345]

78/
N-5-(5-BE2-
4-((1-(CIEHZ
el Eal-7-2)ot
0| &) 2| 0] gl-2-
)ot0| ie)-4-0 &
Al-2--@Hz| ¢
-1-2)o| SA)HH
E)ot3 oo =

1H NMR (300 MHz, DMSO-d6) &
917 (s, 1 H), 891 (s, 1 H), 8.10 (s, 2
H), 8.06 (s, 1 H), 7.89 - 7.77 (m, 1 H),
7.03 (d, ) = 43 Hz, 2 H), 685 (s, 1
H), 6.58 (dd, J = 17.0, 10.2 Hz, 1 H),
6.17 (dd, J = 17.0, 2.1 Hz, 1 H), 5.71
(dd, J = 102, 2.1 Hz, 1 H), 418 (t, J
=59 Hz 2 H), 404 (t, ) = 70 Hz, 2
H), 3.79 (s, 3 H), 3.13 - 2.98 (m, 5 H),
266 (t, ) = 5.9 Hz, 2 H), 248 — 2.33
(m, 4 H), 1.51 (d, J = 49 Hz, 4 H),
146 - 131 (m, 2 H). LCMS: 643.2
M+H*].

79/
N-(5-(5-222-
4-((1<(HIEHZE
ol E2l-7-)ot
0| -)xm| 2| 0] el -2-
)0t0| -)-4-0| E
A-2-@-(m2alel
-1-)o| SANH
g)ota8oto|=

1H NMR (300 MHz, DMSO-d6) &
940 (s, 1 H), 892 (s, 1 H), 8.16 -
8.07 (m, 3 H), 784 (d, ) = 74 Hz, 1
H), 7.08 - 6.96 (m, 2 H), 6.87 (s, 1 H),
6.49 (dd, J = 16.9, 10.1 Hz, 1 H), 6.17
(dd, J = 170, 2.1 Hz, 1 H), 572 (dd,
J=101,21Hz, 1H), 419 ) = 57
Hz 2 H), 404 (t J = 7.4 Hz, 2 H),
378 (s, 3 H), 3.12 - 2.98 (m, 5 H),
2.82 - 271 (m, 2 H), 263 - 2.53 (m,
4 H), 179 - 1.68 (m, 4 H). LCMS:
629.2 [M+H*].

80/
N-(2-((2-(OtH E|
E1-1-2)0ll E)(|
€)0t0| .o)-5-((5-
g222-4-(1M
gd=d)Ea-
7-2)0t0| 1)1 2|
O] cl-2-ghyoto)
L)-4-0EAEHY)
o= gotol=

1H NMR (400 MHz, Methanol-d4) &
13.11 (5, 1 H), 10,06 (s, 1 H), 9.57 (s,
1 H), 9.20 (s, 1 H), 8.70 (s, 1 H), 7.90
(s, 1H), 773 (d, ) = 82 Hz, 1 H), 7.13
— 690 (m, 3 H), 6.69 (s, 1 H), 631
(dd, J = 169, 2.1 Hz, 1 H), 5.70 (dd,
J =101, 2.1 Hz, 1 H), 4.36 (bs, 2 H),
409 (t,) = 7.5 Hz, 2 H), 381 (s, 3 H),
3.78 - 3.66 (m, 2 H), 3.21 (bs, 2 H),
3.17 - 2.99 (m, 4 H), 2.88 (5, 3 H),
267 (q ) = 97 Hz, 1 H), 255 (s, 3
H), 232 (bs, 1 H). LCMS: 6280
M+H*].
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[0346]

81/
N-(2-((2-(OtHIE]
E-1- 20 &)
)0t te)-5-((5-
2E2-4-(1-(Y

1H NMR (400 MHz, Methanol-d4) &
13.11 (s, 1 H), 10.26 (s, 1 H), 9.62 (s,
1H), 919 (s, 1 H), 866 (s, 1 H), 7.88
(s,1H),7.65(d,)=82Hz 1H),7.14
- 6.87 (m, 3 H), 6.69 (s, 1 H), 6.32

_ NN (dd, J = 1658, 2.1 Hz, 1 H), 5.71 (dd,
gdzaasd- SN J=10.1, 21 Hz, 1 H), 4.36 (bs, 2 H),
7-)or0l =) Hi| 405 (t, ) = 7.5 Hz, 2 H), 381 (5, 3 H),
0l El-2-ghot | 377 = 365 (m, 2 H), 322 (s, 2 H),
o)-4-HEAEE) 3.15-2.99 (m, 6 H), 267 (q, ) = 98,
or3™otnlE 9.2 Hz, 1 H), 2555 (s, 3 H), 2.39 - 2.25

(m, 1 H), 1.36 (t, J = 7.4 Hz, 3 H).
LCMS: 641.7 [M+H*].
82/ Q ,L TH NMR (400 MHz, DMSO-d6) &
N-(2-((2-(OFH E| /S‘b U /f 10.20 (s, 1 H), 848 (5, 1 H), 8.28 (s, 1
E1-1-2)0] =) HN HN Y0 H), 820 (s, 1 H), 8.12 (s, 1 H), 808
)00 )55~ | © ) T\/\N\j () =84Hz 1H)737(d J=19
2240 N/)\N Hz, 1 H), 6.99 - 6.89 (m, 2 H), 6.66
a2
H (dd, J = 17.0, 10.2 Hz, 1 H), 625 (dd,

-2-(N-HEHEd
£0t0| =)H 'H)ot
0| )T 2|0 gl-2-
2)0t0| i=)-4-0| &
A= E)or2 = of

oE

J =167,20Hz 1 H), 581 (dd, J =
10.0, 2.0 Hz, 1 H), 3.76 (s, 3 H), 3.21
(t, /=7.0Hz 4 H),3.17 (s, 3 H), 3.10
(s, 3H), 273 (t, /=58 Hz, 2 H), 2.69
(s, 3H), 251 =245 (m, 2 H), 2.26 (s,
3 H), 204 (t, ) = 7.0 Hz, 2 H). LCMS:
629.7 [M+H*].

83/
N-5-(5-E22-
4-((34-Cl0 E-2-
(N-O &l Ot M| E O}
0| =)& )oto| o)
1j2|o| H-2-2)o}
0] =)-2-(@-(C|H)
2 0k0| =)ol (|
€)0t0| o)-4-0H &
AlH )03 ot

oE

H NMR (500 MHz, DMSO-d6) &
10,06 (s, 1 H), 842 (s, 1 H), 8.09 (s, 1
H), 8.04 (s, 1 H), 7.85 (5, 1 H), 7.72
(d, ) =83 Hz, 1 H), 7.06 (d, ) = 84
Hz, 1 H), 6.95 (5, 1 H), 6.39 (dd, J =
16.8, 10.2 Hz, 1 H), 6.23 - 6.15 (m, 1
H), 5.80 - 5.71 (m, 1 H), 3.75 (s, 3 H),
299 (d, J = 2.5 Hz, 3 H), 287 (s, 2
H), 2.70 (s, 3 H), 2.31 (s, 2 H), 2.26 -
2.15 (m, 11 H), 204 (s, 3 H), 1.63 (s,
3 H). LCMS: 596.2 [M+H"].
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84/ YO H NMR (300 MHz, DMSO-d6) &
N-(5-((4-((2-OFAl HN Z 10.09 (s, 1 H),9.59 (s, 1 H), 846 (s, 1
E0t0|£-34-C| HN:©;¢’E0 H), 8.08 (s, 1 H), 7.99 (s, 1 H), 7.87 (s,
ol 2iE <)oto| oL N 1 H), 762 (d, ) = 83 Hz, 1 H), 696
=)5.2221)3) \f\/)N\ /@/ | I\Il (s, 1H), 693 (d, ) = 8.3 Hz, 1 H), 641
Ol El-2-21y0t0] NN (dd, J = 16.9, 10.0 Hz, 1 H), 6.21 (dd,

H oO. =17.2,22 Hz, 1 H), 5.80 - 571 (m,
=)-2-(@-(CIHE Chs 1H), 3.77 (5. 3 H), 286 (5, 2 H), 269
OBl =)0l =) (s, 3 H), 231 (s, 2 H), 222 (s, 6 H),
g)0to| e)-4-0 218 (s, 3 H), 211 (s, 3 H), 2.08 (s, 3
AT Ehota ot H). LCMS: 382.8 [M+H*].
=)=
85/ o H NMR (500 MHz, DMSO-d6) &
N-(5-(5-222- /Njij / 1005 (s, 1H), 836 (s, 1 H), 8.14 (s, 1
4-((3-0| E1-2-(N- N HN/QO H), 8.11 (d, ) = 22 Hz, 1 H), 7.90 (s,
ogordEotsl | g "L N 1 H), _7.85 @, ) =80 Hz 1 H),_7.14
) 2040 )] \(:N\ /@/ | lil (d,J=82Hz 1H),709(d,J=77
210/ E1-2- 20t NN Hz, 1 H), 695 (5, 1 H), 643 — 634 (m,

H O 1H), 6.20 (d, ) = 168 Hz, 1 H), 5.75
fe)-2-(-(HHE Chs @ J = 94 Hz 1 H), 3.75 (s, 3 H), 3.01
OtB| =) ofl (e (s, 3 H), 287 (s, 3 H), 270 (5, 3 H),
)0t0| =)-4-0H £ 231 (s, 2 H), 222 (s, 6 H), 2.15 (s, 3
AlH )ora &ot H), 164 (5, 3 H). LCMS: 5818
ot M+H"].
86/ \(O H NMR (400 MHz, DMSO-d6) &
N-(5-((4-((2-OFMl HN / 10.02 (s, 1 H), 9.60 (s, 1 H), 8.39 (s,
o0 E-3-0 HNjfjHN/(O 1H), 8.10 (s, 1 H), 8.03 (s, 1 H), 7.98
B )otol )58 | o L N (s, 1 l—n, 7.72(d,) = 80 Hz, 1 H), 701
=20/ \{\/j‘\ /@/ | ril {t, ) = 7.9 Hz, 1 H), 6.97 - 6.90 (m, 2
o N7 N H), 644 (s, 1 H), 6.22 (d, J = 16.3 Hz,
2)0t0| e)-2-((2- 1

H o. 1 H), 575 (d, ) = 86 Hz, 2 H), 3.77
(EIH =00l =) Chs (s 3 H), 290 (s, 2 H), 267 (s, 3 H),
ol )@ Ehotn| 227 (s, 6 H), 220 (5, 3 H), 2.12 (s, 3
£)-4-0 SA|H H) H). LCMS: 568.0 [M+H*].
o3 Eoto|E

[0347]
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[0348]

87/
N-G-(5>-E22-
4-((4-0IE-2-(N-
O ElotM| EofO]
&)H 'e)oto| =)
2|0 ¢l-2-yotn|
)-2-(~(CIHE
O 0] =) 0f] =)(ol
E)ot0| x)-4-0 &
AlH E)ora ot
e)=4

H NMR (300 MHz, DMSO-d6) &
10.04 (5, 1 H), 846 (5, 1 H), 8.21 (s, 1
H), 8.07 (s, 1 H), 7.85 (s, 1 H), 7.61
(d, ) =82Hz 1H),7.15(s, 1 H), 7.07
(d,J =84 Hz 1H),692 (s, 1H) 636
(d,J = 99 Hz, 1 H), 6.26 - 6.15 (m,
1H), 574 (d, ) = 11.0 Hz 1 H), 3.75
(s,3H),2.99(d, ) = 3.0 Hz, 3 H), 2.85
(s, 2 H), 2.69 (s, 3 H), 2.29 (s, 5 H),
221 (s, 6 H), 1.73 (s, 3 H). LCMS:
581.8 [M+H*].

88/
N-(5-((4-((2-OAl
Eojo|z-4-0E
B 'g)ot0| r)-5-8
EZmz|0|g-2-
)0t0| ke)-2-((2-

"H NMR (400 MHz, DMSO-d6) &
10.07 (s, 1 H), 9.92 (s, 1 H), 845 (s, 1
H), 8.35 (s, 1 H), 806 (s, 1 H), 7.89 (s,
1 H), 7.61 (d, ) = 83 Hz, 1 H), 7.01
(s, 1H), 694 (s, 1H),688(d,J)=85
Hz, 1 H), 640 (dd, J = 16.9, 10.1 Hz,

H oO. 1 H), 6.22 (dd, J = 17.0, 2.1 Hz, 1 H),
(CIEoto]te) CHs 577 = 572 (m, 1 H), 376 (s, 3 H),
of| 2yl g)oto| 2.86 (s, 2 H), 2.68 (s, 3 H), 2.32 (d, J
b)-4-HEANHY) = 8.8 Hz, 2 H), 223 (s, 9 H), 2.07 (s,
of3 Zoto|E 3 H). LCMS: 568.0 [M+H"].
89/ 0 "H NMR (400 MHz, DMSO-d6) &

N-G-(5-EE22-
4-((2-(N-T =L Ok A
Eofo| z)H ot
0| oym|2|o| §l-2-
e)yota| i)-2-((2-
(CIoIEoto| )

ofl )Tl E)oto|
)-4-0 EAEHE)
of3 ZotO|E

10,03 (s, 1 H), 839 (s, 1 H), 8.25 (s, 1
H), 8.09 (s, 1 H), 7.94 (5, 1 H), 7.78
(d,J=79Hz 1H),7.33(dd, ) =74,
1.8 Hz, 1H), 7.29 - 7.18 (m, 2 H),
6.92 (s, 1 H), 6.38 (dd, ) = 170, 100
Hz, 1 H), 6.25 - 617 (m, 1 H), 5.79 —
571 (m, 1 H), 3.75 (s, 3 H), 3.00 (s, 3
H), 2.89 - 2.82 (m, 2 H), 2.68 (d, ) =
44 Hz, 3 H), 2.38 - 217 (m, 8 H),
172 (s, 3 H). LCMS: 567.8 [M+H"].
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[0349]

90/
N-(5-((4-((2-Ot Al
Eoto|cH ot

'H NMR (400 MHz, DMSO-d6) &
10.08 (s, 1 H), 10.00 (s, 1 H), 843 (s,
1 H), 841 (s, 1 H), 808 (s, 1 H), 7.96

ojw)5-222 | L g\/\ |1 77a @) = 60,37 ke
210/E1-2-2)0t0] \f\/)N\ | rll H), 7.20 (dd, J = 5.9, 3.6 Hz, 1 H),
)20l N 713 = 704 (m, 2 H), 693 (5, 1 H),
orole) oIS °‘CH3 640 (dd, ) = 17.0, 10.1 Hz, 1 H), 6.22
(dd, J = 17.0, 21 Hz, 1 H), 5.75 (d, J
g)ot0| )-4-0 =93 Hz, 1 H), 3.75 (s, 3 H), 2.84 (d,
AlE|'E)ota & ot J = 6.6 Hz, 2 H), 2.68 (s, 3 H), 2.29
o= (s, 2 H), 222 (s, 6 H), 2.09 (s, 3 H).
LCMS: 554.2 [M+H*].
91/ Oy N N H NMR (400 MHz, DMSO-d6) &
N-(5-((4-((1-0|‘A1| ?f HNlO 10.12 (s, 1 H), 9.77 (s, 1 H), 840 (s, 1
"ol al.7-2)o} HN | H), 8.06 (s, 1 H), 8.00 (s, 1 H), 7.68 —
Oji)5.222m | © | Sn NI 7.61 (m, 1 H), 6.95 (s, 1 H), 6.92 (d, J
2/0]g1-2-2)0ta] N/)\ v = 47 Hz, 2 H), 638 (dd, J = 16,
y2-@(CIE o | 10.1 Hz, 1 H), 6.19 (dd, ) = 17.0, 2.1
ooyl CHa Hz, 1 H), 5.74 (dd, J = 10.0, 2.1 Hz,
1H), 410 (t ) = 7.7 Hz, 2 H), 3.76 (s,
E)0t0| )-4-0H & 3 H),3.01(t ) =7.7 Hz, 2 H), 2.84 (t,
Al E)ot3 ot J =58 Hz, 2 H), 269 (s, 3 H), 2.35 -
o= 225 (m, 5 H), 2.21 (s, 6 H). LCMS:
5794 [M+H*].
92/ oy H NMR (300 MHz, DMSO-d6) &
N-(5-((4-((1-0|'A‘" ?f 1017 (s, 1 H), 938 (s, 1 H), 8.44 (s, 2

gelsgl-7-g)ot
0lk)-5-2220|
2|0] El-2-ot0|
)-4-T £ A|-2-

(M & -(mEoto|
=)0l =)ot 0| =)
g)otaothE

H), 8.33 (s, 1 H), 8.16 (s, 1 H), 8.11 (s,
1H), 7.64 (dd, J = 6.6, 29 Hz, 1 H),
7.06 — 6.96 (m, 2 H), 692 (5, 1 H),
6.64 (dd, J = 169, 10.1 Hz, 1H ), 627
(dd, J = 170, 2.1 Hz, 1H ), 5.81 (dd,
J=101,21Hz, 1 H), 413 (¢ ) = 7.7
Hz, 2 H), 3.83 (s, 3 H), 3.25 - 3.17 (m,
2 H), 317 - 2.98 (m, 4 H), 261 (t, J
=53 Hz, 2 H), 256 (5, 3 H), 2.32 (s,
3 H). LCMS: 565.8 [M+H"].
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93/
N-5-(>-222-
4-(1-Z2meyd
Q& gl-7-ghotn|
T)m2|o|g-2-¢)
00| =)-2-((2~(El
HEotDlk) o
E)(H &)0t0| &=)-
4-0| SAIH )0t
azoo|e

H NMR (400 MHz, DMSO-d6) &
10.09 (s, 1 H), 9.62 (s, 1 H), 841 (s, 1
H), 8.06 (s, 1 H), 7.97 (s, TH ), 7.72 -
761 (m, 1 H), 695 (s, 1 H), 6.94 —
6.90 (m, 2 H), 639 (dd, J = 16.9, 10.1
Hz, 1 H), 6.20 (dd, J = 16.9, 2.2 Hz,
1 H), 5.80 = 5.70 (m, 1 H), 410 (t, J
=76 Hz 2 H), 3.77 (5, 3 H), 3.02 (¢,
J=76Hz 2 H), 2.85 (t, ) = 5.8 Hz,
2 H), 269 (s, 3 H), 261 (dd, J = 92,
55 Hz, 2 H), 2.29 (t, ) = 5.8 Hz, 2 H),
222 (5,6 H), 1.12 (t, ) = 7.3 Hz, 3 H).
LCMS: 593.8 [M+H?*].

94/
N-G-(5-222-
4((1-ZRIeY.
1,23 4-E| Ea}3]
E2=3-8-9)
Of0| L)xm| 2/ O] El-
2-)0t0| r)-2-
(-(CIo EotOl
L)oll )y E)or
0| c)-4-HE AT
g)or3 oo

'H NMR (500 MHz, DMSO-d6) &
9.62 (s, 1 H), 846 (s, 1 H), 8.05 (s, 1
H), 797 (s, 1 H), 768 - 756 (d, ) =
48 Hz, 2 H), 7.06 (d, ) = 86 Hz, 1
H), 6.96 (s, 1 H), 692 (s, 1 H), 640
(dd, J = 16.9, 104 Hz, 1 H), 6.20 (d,
J =169 Hz, 1 H), 572, J = 107
Hz, 1 H), 3.78 (s, 3 H), 2.90 (s, 2 H),
269 (d, ) = 90 Hz, 5 H), 233 (s, 2
H), 2.21 (s, 6 H), 1.94 (s, 2 H), 1.08 (s,
2 H). LCMS: 607.2 [M+H*].

95/
N-(5-((4-((1-OkA|
g-1,234-EH E2t
slE2R =28
ghoto|x)-5-E2
Zmz|o|gl-2-g)
Ob| &=)-2-((2~(El
H &l oo )0y
2@l 2)ot0| i)
4-0j| S A1 )0t
EE[ =

H NMR (500 MHz, DMSO-d6) &
9.60 (s, 1 H), 846 (s, 1 H), 8.06 (s, 2
H), 7.62 (s, 1 H), 7.06 (d, ) = 80 Hz,
1 H), 696 (d, ) = 7.1 Hz, 1 H), 692
(s, 1 H), 640 ¢t J = 13.9 Hz, 1 H),
6.24-6.13 (m, 1H), 572 (d, ) = 10.3
Hz, 1 H), 3.79 (d, J = 35 Hz 3 H),
291 () =59Hz 2H), 269(q, J =
65,35 Hz, 4 H), 234 (d, ) = 6.8 Hz,
2 H), 223 (s 9 H), 197 (s, 2 H).
LCMS: 593.8 [M+H?*].

[0350]
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[0351]

96/
N-(5-(5-E22-
4-((1-(HEER
=)ol E2l-7-Y)ot
D kc)m 2| O] §-2-
&)0t0| )-2-((2-

H NMR (400 MHz, DMSO-d6) &
11.02 (s, 1 H), 8.92 (s, 1 H), 8.27 (s, 1
H), 8.16 (s, 1 H), 811 (s, 1 H), 7.80
(d,J = 80 Hz, 1 H), 7.10 - 7.01 (m,
2 H), 6.99 (s, 1H), 405 t, ) = 74 Hz,
2H),3.76 (s, 3H),3.08 (t, ) = 74 Hz,
2 H), 3.05 (s, 3H), 2.83 (t, J = 55 Hz,

(CIT = oto) )0 e, 2 H), 270 (s, 3 H), 2.28 (s, 8 H), 205
=)o 2)ot0| =)- (s, 3 H). LCMS: 627.4 [M+H"].

4-0| EAH )&

£-2.900E

97/ H NMR (400 MHz DMSO-d6) &

N-(5-(4-((1-OA]
oS E-7-2)0t
oj&)-5-222T]
20| €l-2-)ota|
I)-2-(@-(CI T
ofolz) o &)
=)0t )-4-01 &

HN™ 0
|
"
"Il/
Osch,

11.02 (s, 1 H), 9.76 (s, 1 H), 8.28 (s, 1
H), 8.06 (s, 1 H), 7.95 (s, 1 H), 7.65 -
756 (m, 1 H), 6.99 — 6.95 (m, 2 H),
411t ) = 7.7 Hz, 2 H), 376 (5, 3 H),
3.05(t, ) =77Hz 2H), 281 (d,J =
5.8 Hz, 2 H), 269 (s, 3 H), 2.31 (s, 3
H), 2.28 (s, 6 H), 2.26 (d, ) = 5.2 Hz,
2 H), 206 (s, 3 H). LCMS: 591.8

Al ‘é) 2E-2- [M+H*1.
glo|l e
98/ 'H NMR (400 MHz, DMSO-d6) &

N-5-(5-222-
4-((4-0 2 -2-(N-
ol 2 ol -4 Zoto]
) H)yot0| )|
2|0| El-2-ghotn|
L)-2-(-(ClH &
OF 0] &) ol (ol
€)0t0| =)-4-H &
AlHY) RE-2-
Qlojo| =

11.04 (s, 1 H), 833 (s, 1 H), 8.23 (d,
J =101 Hz, 2 H), 8.12 (s, 1 H), 807
(d, ) =84 Hz 1H),740 (s, 1 H), 7.06
- 699 (m, 2 H), 3.76 (5, 3 H), 3.17 (s,
3 H), 310 (s, 3 H), 285 (d, J = 5.7
Hz, 2 H), 272 (s, 3 H), 2.29 (s, 11 H),
2.05 (s, 3 H). LCMS: 6292 [M+H*].
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[0352]
[0353]

[0354]

[0355]

[0356]

[0357]
[0358]
[0359]

[0360]
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99/
N-(5-((4-((1-OFA|
goIEE-7-g)0t
0| tc)-5-A|Of = 0]
2| 0] El-2-gyotn|
Ly-2-(~(CIHE
of0l) Of El)(o
ghoto|c)-4-H &
AlH|'g)or3 2ot
I:||E

H NMR (400 MHz, DMSO-d6) &
10.07 (s, 2 H), 842 (s, 1 H), 8.24 (s, 1
H), 7.62 (s, 1 H), 7.55 (s, 1 H), 6.97 (s,
1H), 693 (s, 1 H), 679 (5, 1 H), 6.41
(dd, J = 167, 102 Hz, 1 H), 620
(ddd, J = 169, 7.8, 2.1 Hz, 1 H), 5.75
~568(m, 1H),409(d,J =79 Hz
2 H), 375 (s, 3 H), 300 (d, J = 85
Hz, 3 H), 2.87 (s, 2 H), 2.70 (s, 3 H),
234 (s, 2 H), 229 (s, 3 H), 2.24 (s, 6
H). LCMS: 569.8 [M+H*].

100/
N-(5-((4-((1-OkM|
golEE-7-g)ot
0| &)ymj 2|0 §l-2-
yotd| i)-2-((2-
(CIoI €l oto] )0
g) (Mot x)-
4-0| EA|H )0t

H NMR (500 MHz, DMSO-d6) &
10.08 (s, 1 H), 942 (s, 1 H), 8.65 (s, 1
H), 7.97 - 7.93 (m, 1 H), 7.68 (s, 1 H),
765(d, ) =80Hz 1H),703(d J=
7.8 Hz, 1 H), 6.96 (s, 2 H), 6.40 (dd, J
= 170,102 Hz, 1 H), 622 (d, J =
169 Hz, 1 H), 607 (d, ) = 5.7 Hz, 1
H), 5.79 - 5.71 (m, 1 H), 413 ¢, ) =
7.9 Hz, 2 H), 3.82 (5, 3 H), 3.05 (t, J

38otnE = 7.8 Hz, 2 H), 2.88 (5, 2 H), 2.69 (s,
3 H), 231 (5, 5 H), 224 (5, 6 H).
LCMS: 544.8 [M+H*].

101/ 1H NMR (500 MHz DMSO-d6) &

N-(5-((4-((1-OkA
=oIEEl-7-)0t
O|k)-5-BR22
12| 0] ¢l-2-g)ot
0| e)-2-((-(CIH
got0| )0l )
(0l E)0t0| le)-4-
o £ AlH E)ota
gotole

10.09 (s, 2 H), 852 (s, 1 H), 8.04 (d,
J=32Hz 1H),783(d,J=281Hz
1H),7.76 (s, 1 H), 703 - 6.91 (m, 3
H), 645-6.33 (m, 1 H), 621 (d, ) =
16.9 Hz, 1 H), 579 - 574 (m, 1 H),
412 (t, ) =80Hz 2H), 379, 3 H),
3.04(t, ) =79Hz 2H) 286(s, 2 H)
269 (s, 3 H) 232 (s,5H), 223 (s, 6
H). LCMS: 562.8 [M+H*1.

\JF}-E

Mt oo @ r

12 do o
13
iy
o

oX,
Ay
ol
2

S
>

[¢]

8

o S z‘sL/Kl 1= EZ}\]E]‘_—; ﬁ.‘l—%
< 23S FPsislt. 2 ATE 5
o] th3l EGFR E4Ho] &
| A&sdrt. EGFR Sdwo
2} EGFR A763_Y764insFHEA &A=

assay buffer® A4 50 mM Tris-HC1 pH 7.5,

th. o37)e] 50 mil =
Agareet. setEe] EGRR S A EI} BAe 0}714 EREIRY NS DA

0.01% Tween 20, 0.1% BSA, 1 mM DIT ©|%}
Heol= 7)1 AS ARSI aankeS

o] wel a9

Component 1: 4 ulL ¢ EGFR EdWo] &4

o},

Component 2: 2 ul. ¢ 3= &N
Component 3: 4 uL ATP ¢} biotin ZEA] #H

3H-S-& component 1 ¥} component 2 =

Y
It

e
s
Si

<AEd 1> & oo mE 854 12 FAHE IFEY EGFR EdWo] add g JAs 53
o] EGFR E4Wo] aitol td AAlsS 91str] flste], 317]<}

1o YERNSATE.

of Wt &4dF542 Cisbio AlollA]l Fvlsl= HIRF A|2=HS 83}
224 EGFR dell9 &4+ Carna Biosciences oA #|&3h= A=
gnalChem oA A&t A2y ddS 2b2h Fulste] A1-8318]

100 mM NaCl,
Z9] ATP ¢} 0.5 mM &

7.5 mM MgCl,, 3 mM KCI,
=9 biotine® FA

)

Foj=

HA AoiE
o Cisbio AFllA A¥-%+= streptavidin-XL665 ¢t europium A% anti-phosphotyrosine antibody

[e)
o
Folxl SA4EN 10 mbE AARES & Frhsta 1ARE gt Aol Wkt HEAHSRZ Perkin-

ol component 3& 7}t A|ZFETE. 37TA 24]
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[0361]

Elmer AFe] Envision ZH]E o]

Graphpad Software, Inc.)< A}

ZIHSd 10-2023-0022393

5] 615 m 9 665 nm A FF ke WS Toke] BABAS ABA
2 =430 Sgue oAse feldth. 77H sEE sRdA 248 4@ 0
Q
(€]

sfe] wA s SgEel oAy AHa

Z 1
2 A |EGFR dell9 ICso| EGFR A763_Y764insFHEA| 2 Al o] |EGFR dell9 ICs|EGFR A763_Y764insFHEA
(w\D) ICs (ul) (uM) ICs (ul)

1 <0.001 0.004 50 <0.001 0.003
2 <0.001 0.003 51 <0.001 <0.001
3 <0.001 0.002 52 <0.001 <0.001
4 <0.001 0.002 54 <0.001 <0.001
5 <0.001 <0.001 55 <0.001 <0.001
6 0.007 0.02 56 <0.001 <0.001
7 <0.001 0.005 57 <0.001 <0.001
8 0.01 0.02 58 <0.001 0.01

9 0.02 0.09 59 <0.001 <0.001
10 <0.001 0.01 60 <0.001 <0.001
11 <0.001 0.001 61 <0.001 <0.001
12 <0.001 0.004 64 <0.001 <0.001
13 0.002 0.01 65 <0.001 <0.001
14 0.001 0.002 66 <0.001 <0.001
15 0.01 0.01 67 <0.001 <0.001
16 <0.001 0.002 68 <0.001 <0.001
17 0.01 0.02 69 <0.001 <0.001
18 <0.001 0.007 70 <0.001 0.004
19 <0.001 0.003 71 <0.001 0.005
20 0.002 0.006 72 <0.001 <0.001
21 0.001 0.003 73 <0.001 <0.001
22 <0.001 0.003 74 <0.001 <0.001
23 <0.001 0.003 75 <0.001 <0.001
24 <0.001 0.003 76 <0.001 <0.001
25 <0.001 <0.001 77 <0.001 <0.001
26 0.004 0.2 78 <0.001 <0.001
27 0.003 0.009 79 <0.001 <0.001
28 <0.001 0.008 30 <0.001 <0.001
29 <0.001 <0.001 81 <0.001 <0.001
30 <0.001 <0.001 82 <0.001 <0.001
31 <0.001 <0.001 83 0.003 0.019
32 <0.001 0.001 84 0.001 0.003
33 <0.001 <0.001 85 0.018 0.043
34 <0.001 0.001 36 0.002 0.020
35 <0.001 0.003 87 0.004 0.024
36 <0.001 0.001 88 < 0.001 0.002
37 <0.001 0.002 89 0.020 0.077
38 <0.001 0.002 90 0.001 0.007
39 <0.001 <0.001 91 <0.001 0.001
40 <0.001 0.001 92 < 0.001 0.001
41 <0.001 0.001 93 0.001 0.002
42 <0.001 <0.001 94 0.004 0.022
43 <0.001 <0.001 95 0.002 0.011
44 <0.001 <0.001 96 0.001 0.010
45 <0.001 <0.001 97 0.015 0.280
46 <0.001 <0.001 98 < 0.001 0.009
47 <0.001 <0.001 99 0.001 0.003
48 0.003 0.007 100 0.003 0.009
49 0.0001 0.01 101 0.001 0.005
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[0362]

[0363]

[0364]

[0365]

[0366]

[0367]
[0368]
[0369]

[0370]

[0371]
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E 1ol YERd vhe} o], B AHd 2 AAd e EGFR E9wWolel EGFR dell9 = EGFR
A763_Y764insFHEA Ed W ol tigte H& AAl%S vehdS &3

oo e shek 12 BAIEE SRHEC] HER2 EdWole] gk SAlsS &Qlsty] s, ahrleh 2
A3 ]

A8 5T, o A9E 7] ® YeER ST

2 o] g)3tEe uld HER S wlo] dko) ujdt B4d=HHLS (Cishio AtollA] Fullsl= HIRF Al 2-HS 283}

o] t&3 o] AFsIYTE. HER2 EZAMo] FAEA] HERZ A775_G776insYVWMA E<dWo] &A% C(Carna
A S

Tjste] ARSI
A=A ALEHE assay bufferd FAS 50 mM Tris-HCl pH 7.5, 100 mM NaCl, 7.5 mM MgCl,, 3 mM KCI,

0.01% Tween 20, 0.1% BSA, 1 mM DIT ©|it}t. o37]d] 50 mM 552 ATP ¢} 0.5 mM 552 biotine 2 EXH
Hefol= 71de ARgate]l mankgs IS, SetEe] HER2 A775_G776insYVMA Edwiolol ik &g oAl
7y 42 7)o B4 dkg @A gl wEk 23U

Component 1: 4 uL €] HER2 A775_G776insYVMA E<¢1Wo] &4
Component 2: 2 ul 9] 3}g&E &4
Component 3: 4 uL ATP ¢} biotin ¥A] fEfo]=

952 component 1 ¥} component 2 & WA 4] Fo| component 3 FH7}sle] A]Esitl. 37TCoAl 24
S Fof Cisbio AFlA A¥%+= streptavidin-XL665 ¢} europium A% anti-phosphotyrosine antibody
Folxl AN 10 nlE EaWE &R Frista 1AZE B oA whget. HFASZ Perkin-
Elmer AFe] Envision FH|E o]&3&to] 615 nm 9 665 nm oA 2] &3 ko] B]&S Falo] a428AS Ay o

2 A3 SRR JATS Fdsit. 77 SFE sXolA S4E S Prism ZE2 (M 5.01,
Graphpad Software, Inc.)< AR&3te] BA351a 31E 9] A% X ES ICy (uM) S AFE3T).

X* 2
A A] o HER2 A775_G776insYVMA ICsp (ul) A A4 HER2 A775_G776insYVMA ICsp (uM)
1 0.14 51 0.030
2 0.31 52 0.004
3 0.45 53 0.010
4 0.037 54 0.010
5 0.034 95 <0.001
6 1.2 56 <0.001
7 0.28 o7 <0.001
8 0.92 58 0.090
9 2.4 59 0.020
10 0.44 60 0.010
11 0.071 61 0.001
12 0.069 62 0.003
13 0.14 63 <0.001
14 0.41 64 0.003
15 1.2 65 0.015
16 0.051 66 0.005
17 1.1 67 0.081
18 0.11 68 0.006
19 0.034 69 0.006
20 0.37 70 0.033
21 0.046 71 0.061
22 0.022 72 0.001
23 0.030 73 0.005
24 0.027 74 <0.001
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[0373]

[0374]

[0375]

[0376]
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25 0.006 75 0.003
26 0.080 76 0.001
27 0.030 77 0.002
28 0.070 78 0.003
29 0.005 79 0.001
30 0.004 80 0.001
31 0.0003 81 <0.001
32 0.008 82 0.002
33 0.007 83 0.374
34 0.020 84 0.052
35 0.027 85 0.871
36 0.010 86 0.157
37 0.026 87 0.107
38 0.014 38 0.014
39 0.008 89 0.479
40 0.004 90 0.037
41 0.009 91 0.006
42 0.006 92 0.005
43 0.008 93 0.011
44 0.006 94 0.292
45 0.008 95 0.054
46 0.002 96 0.087
47 0.006 97 0.258
48 0.020 98 0.053
49 0.060 99 0.019
50 0.060 100 0.225
101 0.089

\
e
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o
o,
R
]
ot
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1>
—
fit
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>
1,
ot
oot
]
fo
los]
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S
w
=
9
=]

fr
f,
E
o,
=
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X,
o
1
2
off
N
o

We] we shehd 12 EAEE SRSl Ba/F3 GRR Bl AEAFel mEd oATE s
—% —’F— go}'%‘\ﬂr 1 72-1/}”@‘ —5}‘7] It 30]] LJrE}lﬂi’i‘:}

g o] 31329 Ba/F3 EGFR V769_D770insASVE}F Ba/F3 EGFR D770_N771insSVD &S ®o] M EFo] 3 &4
Promega AlollA] Fufdli= CellTiter-Glo A|2=¥lS F&3le] ths3 o] Ae3t}. CellTiter—Glo
assay> AXE vlF AdEol A AlEo] EAst= ATPE A 5ke] ME viabilityEs &<18t= WHolt}h, Ba/F3 EGFR
V769_D770insASVS} Ba/F3 EGFR D770_N771insSVD E<I®o] AEF= FuhE ulo]QAle| A=At A AF8k= Al
EFE Fuste] AL&3EITE. Ba/F3 EGFR V769_D770insASVS} Ba/F3 EGFR D770_N771insSVD EdHo] A EF+=
10% FBS, 1% penicillin-streptomycin®] £°Jl+= RPMI ©l| puromycine lug/ml & Yo 37C5% CO, Sl5H|o]E
o wjgatdrt.

3lgE 9] EGFR EdWo] AXAR JAals a3z 242 37 4 [ks #Age uwel dagE Aok, 1000
cells/ 100 puL & 96 well A|Xul%F plate o Althste] wjgstar 2447F 3 ] stekd] 12 A EHE SEES
0, 0.01, 0.03, 0.1, 0.3, 1, 3, 10 (uM) = Haet. 72X &< ¥h-3 F SFES A3 plates 3047
ZoF Ao Hx & & reagentS 100 pl © A st 108 E<QF A2 A] shakingslgtt. HEH o= AH|
£ o]&3te] 570 nm oA HF Fhe] HES el AFAoR FHASAL sEEY] NEAY oAl s &
b 87HA e sxolA 54" S Prism ZEI(M A 5.01, Graphpad Software, Inc.)& A&
HAsaL sheE e AEAY AT AESD 10y (nM) 7S AFESA.
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[0377]

[0378]

[0379]

[0380]

[0381]

[0382]

[0383]

ZIHSd 10-2023-0022393

#£ 3
2 A |Ba/F3 EGFR V769_ Ba/F3 EGFR D770_ A A] o Ba/F3 EGFR V769_ Ba/F3 EGFR D770_
D770insASV ICso (nM) [N771insSVD ICso (nM) D770insASV ICsy (nM)|{N771insSVD ICsy (nM)
4 B 61 B B
11 E 62 B B
16 E 63 B B
22 E E 64 C C
24 E E 65 B B
25 E E 66 B B
29 B B 72 B A
30 A C 74 A A
31 A C 76 A A
32 C C 79 B A
33 A C 80 A A
35 C C 82 A A
36 B B 83 C C
37 D D 84 C C
38 C C 85 C C
39 A C 86 C C
40 C C 87 C C
41 C C 38 B B
43 A D 89 C C
45 A A 90 C C
46 C A 91 A A
47 A A 92 B B
48 D D 93 B B
49 D D 94 B B
50 D D 95 B B
53 B B 96 A A
55 A A 97 B B
56 A A 98 B B
57 D D 99 B B
58 D D 100 B B
59 D D 101 B C

* A <10, 10< B < 30, 30 < C <50, 50 <D < 100, 100 < E

® 39
D770_N771insSVD

=2 v v

A
o wE s 12 %
Q8] fate], shrjef e A
B
A& Promega AlelA Bufste

sk,

3}3tE-©] HER2
cells/ 100 pL &

Zodo] A|XEA

=2 1 d

e e o], 2

Zoo] A EAX

A
98 ¢as. 1 AnE ]

96 well A|¥X8vjeF plate ol

Hluﬂoﬂ [q_% /K]}\‘I

goll thate] 2

H= 318E9 Ba/F3A| £330 A 2] HER2
I 4o YERST.

W o] 3}3H&9] Ba/F3 HER2 A775_G776insYWMA ¢} Ba/F3 HER2 G776delinsVC &9
ggate] v ol A3
ZA3te] AE viabilityE &<l o)}, Ba/F3 HER2
Hio] @ Afo] A=A A Al F Bk A
10%
Astulo]Blol g

CellTiter-Glo Al2=®¥l&
assay< AME wlF el A AE EA3t= ATPE
A775_G776insYWMA ©} Ba/F3 HERZ G776delinsVC
F5 Fulste] Abg3skdth. Ba/F3 HER2 A775_G776insYVMA ¢} Ba/F3 HER2 G776delinsVC
FBS, 1% penicillin-streptomycin®] ¢l RPMI ol puromycine lug/ml & Yo 37C (0,

& Als

o 3=

Selvio] AEFE

=2 v v

s e &)

Athate] wlj FstaL
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Ba/F3 EGFR V769_D770insASVe} Ba/F3 EGFR
AR5 YElE 2159

<ddd 4> 2 T3 wE 334 12 FAHE =9 Ba/F3AIEFNAM Y HERZ EAR el TE AT
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[0384]

[0385]

[0386]

[0387]

[0388]
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0, 0.01, 0.03, 0.1, 0.3, 1, 3, 10 (uM) = HZ3et. 72X & ¥ F SFES A3 plated 30+

boakeo] wkx] & 3 reagentE 100 pl Tl A skl 108 59k Aol A shakingstgith. HEH o= A
£ ©o]&3te] 570 nm oA e FF o] RIES 8l BRAH R A FE AEXAAT JATES Rl
th. 8714 FEE oA ZAHH SAHZS Prism ZEITH (WA 5.01, Graphpad Software, Inc.)S A3l
¥

Naba sharEe] AEYY s AR 10y () e WEFA.

F 4
2 Ao |Ba/F3 HER2 Ba/F3 HER2 G776 2 Ao |Ba/F3 HER2 Ba/F3 HER2 G776
A775_G776insYVMA 1Cso|delinsVC ICsy (nM) A775_G776insYVMA delinsVC ICso (nM)
(nM) ICso (nM)
1 C 53 B
2 C 55 A A
3 C 56 A A
4 E B 57 D D
5 C 58 D A
6 C 59 D D
7 C 61 B
11 E 62 B
16 E 63 B
21 C 64 B
22 E B 65 B
24 E B 66 B
25 E E 83 E A
29 D B 84 E A
30 C A 85 E B
31 A A 86 E A
32 C A 87 E A
33 C A 88 C A
35 D A 89 E B
36 D B 90 E A
37 D C 91 A A
38 C A 92 C A
39 C A 93 B A
40 C A 94 E A
41 D A 95 C A
43 C A 96 E A
45 A A 97 E A
46 A C 98 E A
47 A A 99 B A
48 D A 100 E A
49 D A 101 D A
50 D A

* A <10, 10< B < 30, 30 < C <50, 50 <D < 100, 100 < E

40 vehd vRel Zo] B odlgo] wrE AAd 33E-S HER
Ba/F3 HER2 G776delinsVC =<1 o] o

webd, #oune] mbE sy 12 BASE B, EGR
ohveh, EGFR E¢Wol/l HAY AL HAHE e 4 o
EGFR dell9 €} EGFR A763_Y764insFHEA, Ba/F3 EGFR V769_D770insASV, Ba/F3 EGFR D770_N771insSVD &< EGFR
FAuolsl HAH ] Aue] F&5 A8E 5 Uuh,

=W o]l Ba/F3 HER2 A775_G776insYVMA 2
< Y-S FQlsgitt.
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