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N, J o= -CHR)- EE -CHR)CH-, R = H, €27, CHOH, CHOC27, T CHN(C22),, 2 Y =

CR70]E‘r. A7) WA, 2 4-YEE R Y BE 2-F22-4-B 2 RYgu|d[B]S 3 2ZALo] EE
J19b e A SHA K]S AT, wkEe Hgksl &), oA °M]E145 Z 97, 9= =
BuolE9] &7 3lo] F=qT F v}, e Enjo] FF LX) FRdM FHT F Uk, olojM F3b
AKIZ obal RNLT 9SA17 A [L]S A2dt. 47 AZSY e Aie &), oAy tLa = 2
Zull . 7 Pdy(dba);, BINAP, H ZHg ZhHU|o|EQ] &4 slo =83 4= g}, gL S0, A&
A 90C WA 100CoAA 2 F2 FroA a4 5 ok, FIHALIE A7) g gk
S Ay Fo FHoAN s, AMelF o=z DIPEAS] EA] s, FHA 2
F o}ul R-NH3h whgAl7)E Aolth, E7A[LIIA Y] ol 2E2 mojolElE 7}

\f
& © o
o b
o _1}0
iy
of\

A 0C WA 50CoNA &v], gAY WL = THF 5 54 JEF sfol=Exlol= e =4 gF dol=
ZAtol =g Agste], gt FHEAA NS AlFeth. olojA FZhA|MIE ob[Fl AZHste] E Uy
sl3tE, & olule]=(I-B)E ATt 7] ofnfol=-AEY g2 H§sk &, oAd NMP(V-HE-2-3] 52
=) & AYAH o R HOBt(1-3to]=FAMzERolE) B Eddolvle] 4] 3fof ofnfo]=-AZEH Alef EDC[1-
ANE-3-(3-tivdetr e 2 )7t oln| =] & o] gale] T 4 givk. ¥ 2%, of7dd 0T WA 25T
AN FAE 5 Ak, Y] AEH S uijbH o ® IRt Al FAE o] WH thE ojmfo]=-AET Al
oF, dE B9 TP(ZRZIXEAEAL FFE)E o]&sle] a3 4 ).
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x5 9 71A4=
o ~H| =2 FXHA|[P]
71194 H}O ] JOH AH (SR Zd%‘ra
T WA 10T~ Faget. [S]old UEZ
slol] oJa FaPsto], EHOO}‘L oFRI(I-C)
Bt 25 psi FAolA AT,

i3
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"
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[F]
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R*—NH,
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\

T3P, EtzN, DCM, 1 Pd,(dba)s, K,CO3

BINAP, |:| 2 At

[0422] (Wl

Kol
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[0423]
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SRR
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[0427] ul

olo
A
3

(0]
HN/\$_< 5
R J< NS R R®

N| x RS Ré—| NI P R7 Y OMe [ P o
g — HN NN
- Pa) HN B cul-msa /S“(
HoN Br ||?4 u KoPO, R% R7J§Y OMe
[Y] [Z] [AB]
H R®
3/N\J 1 R
20 L:[ WA
s \ - B
4 2ol /S"/( EDC, HOBt R* R7L Yoo N
R3
AC I-F

[0428] [AC] (-F)

[0429] g 78 84 19 BgEe] Ax PEe =AM, 4] delA N Afelm, 7= CH, J = -CHR)- EE
SCHR)CH,-, R = H, €@, CHLOH, CHLOCI2Z, EE CIN(CL2Z),, 2 X = C-Rolth, A7) WiolA, 2-
obul-4-B 2w Y [Y]S 2eHE(0) Zuje] 4] s 290w F}FE R-13 wSAA Y FA[Z]E
i acia= %{Hﬂ[ 15 sleZAte] 28 o= Z2[AA]S} vHEAA FHAABIE Alsgith. 7] 93& Ee
2l FHoA 2%, oA 25C WA 150CoA F2(1) Louol=, L-X&d 9 ZHF IA¥o|ES &
stoll, &, AW DNF 5 33t SIHA[AB]o A 9] o ~H2 Ro]oElE W, oA -84 3904 [M]<]
g2 a8 Bdel Slal AREAE ¥, AN FAANCIE ohulo|E-AZY Wy, 7y 9$4
39 71AE FHE o]g3le] [Fle vbsAlA, 2 @] S3ME(I-F)S Alee. diddez, dxHE FHA
[AB]l+&= wH8-4] 6ol 7|Al" WS o]&ste] At &uf, AW EFd F EfuEdFrFS o83t (I-
HZ A3 A 4

[0430] Hk-g-2] 8

(€] _ @
NS R cPBA OJ\,@:j/RS el O R® RINH,
= | |
Cl cl = al = NO, Pd (0)
[AD] [AE] [AF]
8. @ s N R CIoEE N
/ —_— —_—
H’Tl N02 H'}l“ NH» H[Tl4 Br
R [AG] R am R A
RE O 5
[AJ] - e N R o
HN N R L o
R3 HITI“ N\\
&I, cul, L-ZE2 R N-J
R3 R1
[0431] (+-e)
[0432] kS 82 sleky 19 FFEQ AFXE T Fr HHE =AEH, V] A M AFela, 72 =CH, J =

_CH(R )_ BE’E‘ _CH(R )CHZ_, RZ = H, C1 4%_}721, CHZOH, CHQOCl—GOE}?'E], BE’E‘ CHZN(Cl 601—7])2, X = CH, ‘:7% Y
CHolth. 7] WlolA, 2-222-vd[AD]S Aatsta, Dahg ¥ obul R-Nh¥} wgA#A 4-UEz-ved
N-gAatol= SAAGIE Agdeh. [AGIlAM o] M-SAtel= 2 YER RolojElS &¢sta [AH]olA A4 4-of

_58_



SSS0ol 10-2644788

Vwr]E BHREulo]E RoloE|R Mgt} o]ojA 4-BRE-vIT FIHA[AIIS HAe dEzAbelE, oAz
& FEAATIgE WEAA, & 2] dE1-6)S At

[0433] nkg-2] 9
H N 5
5 N__# R
N Re R] R® Y NSRS N
=
HN NTR R4 JQ N/Z
R4 J= OH  EDC, HOBt 7Y N g
R7 Rs
[AC] [AK]
5
N| AN R RG
319 O
stal HN Z ,\L/g’/{ /(NHZ
R4 =y N
R7 R’3 R!
(I-H)
[0434]
[0435] WA 9t 84 19 PR Az WP LA, A7) ddld N AFolw, Z = CH, X = CR, T =

CHER)- 2 R = CHNHoIth 471 3ol A, w84 4 % 7o) wAE Au wppe] FeE o geta £Ftol
W o] BgE(1-me AEa

[0436] ¥4 10
N N Cl
N ~ '
N HN Cl NCS HN & Cl
| _ _ /g - . _
HoN Cl j)< o) o’&o
[AL] [AM] [AN]
[AQ]
HN
X! \\ X! e
s pao) "\ “ o i N/%”(
HaN cl l, 2171, DMF s R7JQN OMe
[AP]
[AQ] [AR]
H Cl
3/N\J NI X RG o
Ea )\/j: HNT N N/%_,(
M A o
EDC, HOBt R7 /0 R!
R3
[AS] (1-J)
[0437]
[0438] WA 102 5 19 SEY Az WS wASE | A oA NS Afelw, Z = CH, ] = -CHR)- &

= —CHR’ )CHy—, R = H, C4%Z, CHO0H, CHOC &2, =& CHN(CieZZ),, R = =Cl, X=CR, @Y = Nolt}.

47 WpgelA], 4-222-deRlA]S SHAR 3 4-t 2R 0]oR ARF F, F5 BAA 3]
gl Z1AE BT A RS olgstel ¥ wel SR (-D2 A,

s
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[0439] 24 11
RS
[AQ]
HN
S R® 6
— N/\S/l( Pd(0 HIN NM
TR A & o
Hal = Cl, Br
[AT] [AU] [AV]
I D EhEE
H’T‘ d N/\S"« EDC, HOBt
R4 R7)QN OH R R/;, nR1
[AW] [AX]
o
5t & 0
BE T
R 7N N -0 L=
R / 1 n=0 aT 1
Rs3 AQR
n
(I-K)
[0440]
[0441] k32 112 3184 19 33E Alx WS TA S, 7] dolA M A¥elx, Z = CH, R = CHNH,, X =
C-R, 2 Y = Nojt}. 7] WA, 2,4-tE22-9gd £ 2-F22-4-H2HIU[AT]S 4Fs &,
A DNF & @71, odxdl ZF FtRUoES EA 3ol ﬁﬂEﬂi*}Olﬁa‘ o ~e| 2 [AQ] 9} WHgAIXITY}. WhG
Ao 52, dAY 100C £E Sujo] 3F =74x] F3h = ¢ olojA 2-F=Z=Z-9gd F7HA|[AU]
£ opnl R4—NH2F+ HESAIA FHA[AV]E AFsct. A7) AEY e 48s &, oA o = ZF
Zuf, &7 Pdy(dba);, BINAP, B ZrHg 7R Uo|Ee] EX| sloll e 4= Q). HE2 244, d& &
Oeal 2 90TA] i 8 HHAA, e nlo|maas ZAIE o]&3ste] 100TCdA 588 4 Utl. o]olA
FIHAI[AV]S] A &=E2 HoloElE, o& Eo] &%, ozid 0C WA 50CAA o, ozd wWekE X THF
T T4 UEF stol=FAlols e A i stol=SAtol=R2e] Ay 93l 7iaaliste] u-sshe 7HgA
AHAW]S AFgTh. o]ojA FHEAAAN]S ofvlolE-AFH W, odAd ¥-§4] 3914 (I-B)e] AxE s
7148 S o] &3t oWl Rl AZHE] ofrlo]EAX]E FA ST, wg&A dEYol & Y yAES o
&3t At o) [AX]A UEZ Rolojgle] FAS Faste] d&ste ofv(I-K, & #39 S3ES
A&y, v o E 5o, oF ALA ¢F 6 A 16A17F F<2F 15 psi WA 25 psi FhollA 3t}
[0442] uk2-2] 12
0
R5
N Rs_NaNS' DMF NS R MeO)\% i : o
g o XN, cuso, LES ojraztols © N
Na,CO;, DL-Z 2! N=N  OMe
[AT] [AY] [AZ]
N R?
BI=2 AL 10 E£= 110] | o
LIEFH BEQF 2201 HIE&
TN L
R4 N=N /N\J
R R
[0443] (-1)
[0444] ghS2 12+ 33 19 e AR WHS =AS, 47 AAldel N AFela, Z=CH, X =N, 2Y
= Nojt}, A7) WA | 2 4-UZ22-3gd(EE 2-F22-4-H 22y )[AT] S YEF olAlo] =9} HE-SA]



[0445]

[0446]

[0447]

[0448]

[0449]

[0450]

[0451]

[0452]

2 4—omc—w Ve AZE ¥, Wy 2o
AAZ]o) A ol 2 1 woloel 2 Wy, o7y ¥
e i, olE chulel=-AZY Wy, oAt W 100]
1A, obholo-A%Y WS ol &ahol o
2ol #lste] ¥ we] BB (I-L)S AT}

B4 13

KR
4, GﬂﬁEH [RIF} W-&AI7 &, o) ¥-g4] 110 7]A€

VHE

3,

5
Wel Sjsl JHeRsistel oga Fps
AL P ol gate] oful, el [Fleh

z 1A )

R6
[N]
HNY
N™X )Q
NI N R*NH, | R’ /S—A(
-2 N
F & | H'Tl : EJ|, Cul, L& )
R4 Me

[BA] [BB] [BC]

(1-m)

W4 132 sHehy 1] sft=e] Alx WS A6k, 7] el M2 Adtolar,

Z7=CH R =H, %X =

Rolth. 7] WolA, 2-ZF02-4-2 6 %-72 W [BA]S ob¥l RN} wH-SAA F1HA[BB]S AZach. W
=S A3ket &vl, AW DNF EE NP Tl Fd3tn, &4, & 5o 90C WA 100CA H&
S8 FE S Qr. olojx FZA[BBIE sH EALo]EE  dAHIEZ([N]F WFSAA FIHA[BCIE
Aaach, ¥kSS 18 8 FHA 25T WA 52, dAY 100C A 150C B %ol L-ZEH, +
9(1) fertol=, % 7], AW ZF Audol=] FA sol AP §o1, A DIF = NP Fol 3
ek, FABCIAA Y o 2ElE WolojEl W, oAt WA 116 J1AE Bl s ARt g
She ZHmAMe 9e H, ojlelE-ABY Wy, oY W 109 JAR PEe ol gl opwl, <Ay
[FIS} Wb A7) A, olvbe] =AY e ol gstel obul, e [R1% WA F o) %g4 110 7]
AE vk} o] Yste], £ o] sRtE (IS AT,
3}eka 19 3 oA o] gH A WY EFo Az 83 WHS ool wkEAo] yeldth. T
A= E‘_P%*ﬁ‘ol B‘r—E— 3}eka 19 ﬁ}t}‘}% 2 gk 19 FRtEe gEH oz FHEUEI o, AFGE
SjslE 38, B YANPAAE Axs] f8 AYE 4 JSS AA T Hol}
w84 14
R? R? R?
Boc 25 LiAIH

1 1 | 4 1

HzN)\ﬁR BOC\N)\t/)R —4, Hsc\N)\(\/)R
n H n H n

RZ=H, Cy4 22, CHOH, CH0C 622, Ei= CHoN(Cro22),

n=0 %=1
w4 15

Ho§ H
N _N
e OH  LiBH, TMSCl g3 \gi\OH
n n
( = n= 0 £<= 1 ( R
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Oy H  Ti(OPH, TMSCN  HN_ _ZN
I &2 I NH;,
(W, (Yo
R 1
-0 = R
[0454] n=0%=1
[0455] WgA 17
> X L
s i
o \ 2 s=0 n-BuLi |
M rSi/ NH, N S
© N\\—’\ \ =20 7g°
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j\ //O
K\ ool
o \’< aq. HCl, MeOH, 1 h, rt
NZ |
\
[0456]
[0457] e, A7) 52 19 sEEe AFFEEA L&Y 5 s (I-N) 2 (1-0)9 Azxdd F83 Wi 4
2 obdle] WeA 18 % 190] etk PYAE ol e wgAe] Bt 1] SR ATeRRA 2§
T A F7 SFES Az A8 AEE F des AAFY Aol
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N
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Iyl
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[0459] (-
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H
NN
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Z 5 ‘
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[0462]

[0463]

[0464]

[0465]

[0466]

[0467]

SSS0ol 10-2644788

Hk-3-2] 20
: T oL Y
- \‘/ \|/ I 1
RB/ OH \/ \\\
(L\ — \n/ SoH —— \,( o™
R! ( 1 © (
R n-R’
[BD] n=0 & [BE] [BF] [BG]
: M t
RS/NL\\NB [Q] M
( R1 EDC R
[BH] [Bl] ’\(\%
NTX R® R6
e A~ o
S Hl}l N E\ N = NH
R% =y N—
R? o ,\(\)nfw
(l P) n=0 E‘EE 1
WA 20 eHA 19 o ARE 9T F7b WHS LA, A7) ddld WS Aela, R = CHN,
=N, 2 X = ROtk A7) e w40 vlAE Wl ook AT ATk A7) WelA, ol w-gta
oAlA, T ALGoldAA)BDIE BT Wl o3 =

N-Boc & {FAHAI[BE]IZ A3 3 &loj=
: = Ixd Z2gole 2 Egddg o
Cogshs ARAT e daHER ABUT. o)A A7) MEATHIE AL UER obAlol

o mx fo ™
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~N
2

ol

£S5 1‘ o
o
9
fu}
i
K3
il
{
|
op
=
£
)

=
o

N mm
fu

o
=
o
ofy
=
)
m>~
]

Zo} WS AIA UlSshE ofxtol= FEABG]E AT ofxfol= wbE-S HEe v, o7d] DMF EE NMP
ol Fdsta, oA, & 5o oF 50TolA FdT 5 Ak, o]oJA N-Boc7]E& #T WHd osl, &
5o Ot F 4 M HCIZS] Aol 23] 2%17‘]?1]'13}. 2 5 A otux ofxlel = SFHE([BH] S ofnfol=-AEH
W, ddd kg2 304 (I-B)] AZ=E Hl8] 7IAE WS o]&3ste] FHAIQI AEHs ofnte]
[1E gAsi}. ofzfel= Ho|AqEE, ] Oi Lo, dAY WEE F ol B3 % dny FZeo|=ebe
kS o)&] ste] 2 wrgo] 313-E(I-P)S, A7 ddAs @Y A oAz AF3tet

A Ao

BE WSE g gAFEA g5 3 Ax A4 9 EE o2 E47] shell s, g AdFEHA &=
3, BE 98, v 2 Ake A FFAH (AW, Avocado Research Chemicals, Apollo Scientific

Limited, Bepharma Ltd., Combi-Blocks Inc., Sigma Aldrich Chemicals Pvt. Ltd., Ultra Labs, Toronto
Research Chemicals Inc., Chemical House, RFCL Limited, Spectro Chem Pvt. Ltd., Leonid Chemicals, Loba
Chemie, Changzhou Yangyuan, NeoSynth., Rankem 5)ZFE ujsle] F71 AA glo] Ttz AFEIAAY Al
o Gkl FAE Aol o) FHY F A, AFHOZ, 7 kgl AP TC Bl 5] BUHPA
=

Biotage Isolera® One % CombiFlash®(Teledyne Isco) AF53} ZejA] AA A|A8S Zhzbo]l dxajo A AFH
SEN 285 o] 83te], 2AA AEY AHAE {3 drHoz o] gt A ARvEIYAE Y &
Zd TS ?346}71 el A "W/ k& 37|19k A ChemLabsEH-E19) g7l A(60~100, 100~200 =
230~400W51)& o]&3sted FAsglr. £HE WS AZwEIHI)(EFHE TLOE A¥7t A(Analtech, Inc.
Delaware, USAS] GF 1500 upM 20 X 20 cm 2 GF 2000 pM 20 X 20 cm ZF-~AFo|= ZHo]E)S o] &35}
sgsldn), BAg v g2uE g9 (TL0)2 AHd-38 Aglgl A XA E(Merck 60 Fuy) 2 o] &38}e] a6t
o A4 HJES AL, potyagdstel= G, dstel=d A HUERHY stol=exl 94, ZFE
HY7HO|E A, e ao = Fasgltt. Xiiowzl HgE ARz, d7dd, 0CalA HO/E+,

CollA otME/Ax D55 ol&ste] s8It} vloja=s} =3 she] W& CEM Discover SP 909155 whol=
23 9PN FytAT. $44E Lablndia MR-VIS 7HA] &8¢ W9 BAE2 o]ate] AAstAT:. H NIR 2

o
=
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]
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[0468]

[0469]

[0470]

[0471]

[0472]
[0473]

[0474]

[0475]
[0476]

[0477]

[0478]

SS=50l 10-2644788

AL Yi 7|Foz geEdHaAdTdS o] &to] 4204 Varian V400 E3F=37], Bruker 40022 (&8 F
A H A = gh) 400 MHzol A 71533lth. 38H4 o] 54k & (ppm, parts per million)® QI&3UTE. BE 5
A 2 HF e A7 ~HEZS 6150 SQD 71AISE A Acquity® UPLC-SQD(Waters) & Agilent 1290
Infinity® UHPLCE o] &3le] 71=3}%ck.  HPLC AFEHLS Agilent 1290 Infinity® UHPLC %2
Alliance(Waters) A|2¥1S& o] &3&le] 7]2&}9vh. LOMS ~FEHLS BEH €18 AW 2 Zorbax® HD C18 A Y (50
mn X 2.1 mm X 1.7 m) & (50 mm X 2.1 mm X 1.8 wm), 0.01%¢] TEAF D olMEYEE = 0.01%9 Eg
ZRQRMAEA E ol EYEZ] ojFA H 0.3 mL/mine F%, 70 EE 50T AY 2%, 2 3 WA 5
ming 3 A|7HE o]&3le] dolo= ool HEFX(DAD) HE LC-MS 717]9F ¥4 Agilent 1200® LCMS,
Agilent 1290® UHPLC-SQDE ol-&3te] 71F3lqitt. 22+ HF &9 £55 6150 SQD 7171 % 387 o
2 SQD % Agilent® DAD9} Waters® PDAES o|-&3}o] AA SIS}

Z7 1: ZAYW: BEH Cl8(Waters); ©]&A: 0.01% oFHEAIT} ofAEYUER & 0.01% olXEAN wekE; u):
(B/%T): 0/0, 1.2/100, 2.5/100, 2.8/0, 3.0/0; % 0.3 mL/min; &%: 70C; 438 A7+ 3.0 min.

zZ7 20 A Zorbax® HD C18; o]%Ar: 0.01% oMM EAIT ol MEUEHY & 0.01% oA EAIZ werL; Fuj:
(B/%T): 0/0, 2.5/100, 4.5/100, 4.8/0, 5.0/0; <% 0.3 mL/min; &%: 50C; 438 A]ZF: 5.0 min

2 oatgo] 474 33Eo AZFoA ol&3ty] s, 7] FAE o o] AZ3T).
Az 1: 2-olu|x-2-(3-Z 22 )N EYEH

CHO N2

1. NH3, MeOH, RT
2. E2lHEAAIONLIOIS Cl

Cl
WS (100 mL) 5 -FR2H=ddslo]=(5 g, 35.0 mmol)2] &S RTIA 2 h 59 Y=o}l 7|A= w35
Atk EFES 0CE Yk, EguEaddrlolte]=(5.293 g, 53.0 mmol)E #H7MeHth. E¥E=S 2 h &
QF RTOIA nwtelqich. E3h= —% e sl FFsal ARES §EHoR i F Y ofAHC|ESE o] &3l
T A AEvtEaue os) AAste] 2-olnm-2-(3-FE2RIAL)HNEYEZ S = 1A (4.8 g, 81%
S8R A&, 1HNMR(400 MHz, DMSO-ds): & 7.57(s, 1H), 7.47 - 7.40(m, 3H), 5.06(s, 1H), 2.92(s,

2H).
Ax 2: 2-oln| =-3-HdEZ2 R EY

NH,

Ti(OiPr),, MeOH 3 NH; eN
TMSCN, RT

CHO

MeOH(50 mL) ZF 2-FldolMESHslo]=(10.0 g, 83.33 mmol)e] wyk &oHo] MeOH 3 NH3(80.0 mL) 2
Ti(0iPr)4(30.7 g, 108.33 mmol)E H7}s}ar, AA LAS 2 h EoF RTo|A wukstdt). o]o] A HS E3-Eof
Egvdg

H

gl

YA o}}o] = (TMSCN) (14.88 g, 149.9 mmol)E A7}k 3 wkS %%L%% 20 h % RToll A muks}lsd
?}% < B2 A, A 3N JdS Ak, AAS 749t stoll FF38ta, oY ofAlH o] E
Fil 4472 < 15 mL) & AIHSATE. §7158 NaS0, el Al x1zatar, ofatatar 7t abel E53ate],
FES DM T MeOHZ &3 Fu]ZYA](Combiflash)ol]l &) AAste] 2-olv|w-3-HdZZ2AEZH (5.4
g, 45%)% AATt. 1HNMR(400 MHz, DMSO—d6)2 § 7.37 - 7.21(m, 5H), 3.93(t, J = 7.2 Hz, 1H), 3.33 -

.olom

,d
ol
K rM'

ZY

S

3.23(m, 2H), 2.36(br s, 2H). LC-MS 433t Aok ARt 146.08, AZgk m/z 147.04[M+HI] .
HES-A 1o gigt g

AAle] 10 (9)-1-(1-(3-ER = E)-2-3o|=F A E)-3-(1-(2-(2-EE22-¥d)-o}7| =)-5-H &3 g v D -4~
A)-14-3 2E-4-4) S oHSHE #2)
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Cl
94 1: 2-222-5-Hd-4-(I-JEZ-1F 9 FE-1-9) 9 ud,

B oo

k,cos OLME, S NN

NO,

Y

65°C
4-UER-1F982(1.0 g, 8.8 mmol), 2,4-UJFE2=E-5-wdugu)d(1.18 g, 7.96 mmol), ZF 7IHU0E
(3.6 g, 26.4 mmol) D ol E(30 mL) 9] W EIES 6 h B 65ToNA JtEEgTy. we EIES ZFubA| A
o ARES 55 dEsta, dE ofMHoER FE3T. A715S UER AdolE AoA Hxsta, T

Al7]aL, Hf—'rgé fZdo= A F ol olMEO|EE o] §dte] gt A AoA Ay AZefEH I <
) AAste 2-FR2-5-WE-4-(4-YEZ-1/F92E-1-9) I gn 9 (0.73 g, 56%)S LAk, 1HNMR(400 Mz,
CDCly): 9.32(s, 1H), 8.62(s, 1H), 8.31(s, 1H), 2.69(s, 3H). LC-MS A srst Az Azl 239.02, AZ=%k n/z

240, 1[M+H] .
G4 2: F(2-FER2HY)-5-1E-4-(4-UEZ-1F¥EE-1-¢) v g ud-2-op7

NH,

Cl N7
0, o
b HN™ N N
ol N N \ [ I\ N02
N NO2  K,COs, Pdy(dbay)s, c N
BINAP, [| = &F,

90°C, 2= |

-2 2-5-Hd-4-(4-UEZ-1F3gZE-1-) I D(0.4 g, 1.67 mmol), 2-FEFEoPIA(0.19 mL, 1.84
mmol), ZHEF 7FHUYIO]E(0.34 g, 2.5 mmol), & TJ=4H(15 mL)9] ¥FE &E3&E8 #28 FHolA 20 min &9 2
2 7IAR #AsNT. Ega (gl oA &)t &5 (0)(0.076 g, 0.083 mmol) % BINAP(0.103 g, 0.167

mmol) S WHE ZgEo] H7lslar, o= thA] 15 min &9 AL ZAE HAZ T FHES W85l 447 E<t
90CollA 7FEstirt. H-3 %?}%% Aglo|EE T3 dgslta, S FHAFHY, IF/ES 5 s,
oAle olAHo]ER FE3IQT. 7158 YEF AHE oA Hxsta, TIA7|L, JFES £590

Al 5 20% olE olME|O|EE 01 sto] A7t A oA AE A2vtEa e o AAlste] NF(2-E22=
Hd)-5-He-4-(4-HEZ-192E-1-9) ) gl n| g -2-0}71(0.33 g, 60%)S A}, 1HNMR(400 MHz, DMSO-ds):

9.23(s, 1), 9.17(s, 1H), 8.61(s, 1H), 8.54(s, 1H), 7.78(d, J=8 Hz, 1H), 7.51(d, J=8 Hz, 1H), 7.35(t,
J=8 Hz, 1H), 7.18(t, 1H, J=8 Hz), 2.38(s, 3H). LC-MS A &gk A=k A2t 330.06, D=4 m/z 331, 1[MHI] .

@A 3t 4-(4-olH| =-1F-H FE-1-9)-N(2-F 22 d)-5-W a3 g n|d-2-o}7l

N/\/( /\A(
HN)I\N/ N

N
f cl N:>’N02 Zn, NH4C), THFI\/IeOH(21) f :>’NH2

ME

0CE ¥zrst THR: #ek2(2:1)(10 nl) & e N (2-ZF22Hd)-5-wd-4-(4-UEZ-1F72}Z-1-9) 7] g1
-2-0}71(0.33 g, 1.0 mmol)94 golo]] ofed B(0.39 g, 6.0 mmol) E URF F=7}o]=(0.43 g, 8.0 mmo
A

DE 7MY, £3=S 30 min & RTAIA watsigle). vbe £35S Ago]lEE F3l oista, o9&
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1E1N

=

SUA AL FFES FF dEgsta, DAMeR FE35T. §7158 UEF AHolE oA Axsia
7 4-(4-olv - 1T B - 1-A ) -V (2-F 229 ) -5-w e 3] gl v el -2-0}71(0.24 g, 80%)S AT}, 71
oS dAA F7F AA glo] o] &3kt 1HNMR(400 MHz, DMSO-dg): 8.63(s, 1H), 8.26(s, 1H), 7.83(t,

Hz, 1H), 7.72(s, 1H), 7.48(d, J=7.6 Hz, 1H), 7.42(s, 1H), 7.38-7.32(m, 1H), 7.13-7.11(m, 1H), 4.39(s,
9H), 2.40(s, 3H). LC-MS &3k Ao A4z 300.09, 227k m/z 301. 1[M+H] .

ri OlN

=
(e}
==
J=8

9 4 (9-1-(1-(3-FE2HY)-2-So| A € )-3-(1-(2-(2-F 223 d ) o}v| = )-5- D 2 v 4% )-
19 3E-4-9) - o}

HaN oo

> or
N / H
A ©/o| N&N A

1 gl E}NHZ - N
CDI, THF, o] iy
0+01 3 211+, 80-120°C OH
Cl

4-(4-oln| - 14T 8} E-1-d)-N(2-F 229 d)-5-v e -9 g d-2-0}71(0.15 g, 0.5 mmol), 1,1'-7tEdr]o]
uthE(0.32 g, 2.0 mmol), % THF(5 mL)2l WHg E3&ES CEM vwlo]A 23} wlo]dolA CEM wlo]AZ3= 20
min ¢k 85CoA wwratdrt. (9-2-olne=-2-(3-F 2= ) er-2(0.25 g, 1.5 mmol)S WHE E3t&o] H7}
stal CEM mhola2st& 20 min B¢F 120ColA  wRksigch. we E3ES A AT, A{FES FF
dAetstar, oY ofMHo|ER FEEQTE. F715S UEF AdolE oA nxsta, FHA7|, AFES
FZdoR DM 5 vehES o]&ste] BFHE wF AZutEag v o At (9-1-(1-(3-F2=23d)-
2-sto| =& A " )-3-(1-(2-(2-F 2 25 d ) o}n| =) -5-w & I 2] 7| -4~ L) - U 9] 2} & -4-) §-e] 2} (0.02 g, 80)E
Adrl. IHNMR(400 MHz, DMSO-dg): & 8.79(s, 1H), 8.63(s, 1H), 8.46(s, 1H), 8.31(s, 1H), 7.79(s, 1H),

o

ﬂ_4

7.78(s, 1H), 7.47(d, J = 7.6 Hz, 1H), 7.35 - 7.26(m, 4H), 7.13(t, J = 7.8 Hz, 1), 6.79(d, J = 8 Hz,
1H), 4.99 - 4.91(m, 1H), 4.74 - 4.72(m, 1H), 3.65 - 3.55(m, 2H), 2.41(s, 3H). LC-MS m/z A3 Az A

AbgE 49711, 223k m/z 498.3[MH]; HPLC 4% 99.17%.
ak-&-2] 2o digt ¥ o:

AAd 20 (9)-F(1-(3-E2=23d)-2-30| EE A Y )4~ (5-HIBA - 1A E-3-L ) -1 E-2-F1FA o] =
(B2 #20)

Cl } }_NH

Cl

a4 1: 2-222-4-(-UEZ-1F93E-1-¢)dgnd,

Z

K.COs OLMlE, CI7 N NyNOZ
65°C N

A-VEZ-1F98+%£(4.0 g, 35.3 mmol), 2,4-T)F229¢n(5.23 g, 35.3 mmol), ZF 7}H o]
106 mmol) % oFAE(200 mL)o] RES E3ES 4 h 5% 65CA 7FEaigint. w8 =35
7

=g T dHSL, dE oAHOIER FEAJY. FUISS HEF AuE AelA

BN oy
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tlo
oo

FFE o= ik F oE olAH | EE o]&3te] A7l A oA AY A=2ntEa I o5 AHA
3t 2-FRE2-A4-(4-YEZR-1F98E-1-)n (1.7 g, 21%)S AT, IHNMR(400 MHz, CDCls): 9.30(s,
1H), 8.78(d, J = 5.6 Hz, 1H) 8.32(s, 1), 7.74(d, J = 5.2 Hz, 1H).

G4 2: 1-(2-F=2=2YFud-4-¢)-11-3 gE&—4-o}dl .

XL XL

CI” N 'T‘}Noz Zn, NH,CI, c” N N;\>7NH2
N THF:MeOH (2:1), 0°C-RT N

0CZ ¥Z43 THF: W e-2(2:1)(20 nl) F 2-FZ2-4-(4-HEZ-1/92}&-1-9) 9 gD (0.4 g, 1.77 mmol) )
fdlo] ofed (0.7 g, 10.6 mmol) 2 URE ZFEelo]=(0.75 g, 14.16 mmol)E H71etdth. EFES 30
min &<t RTOIA nwtelich. wbg &8-S Ao EE T o¥ysta, JAs FIAAY; AHFES 535 &
geli, DS R FZ3QTE. f7]|5S YEF AuolE oA dxsti, FTEAA 1-(2-S2=IFnd-4-
A)-1F 9 2FE-4-0171(0.33 g, 97%) = DATE. 7] HES oF dAdA F7F GA gle]l o] &3ksitt.
THNMR(400 MHz, DMSO-d¢): 8.60(d, J = 5.6 Hz, 1H), 7.76(s, 1H), 7.71(d, J = 8 Hz, 1H), 7.58(s, 1H),

+

5.21(br s, 2H). LC-MS &3t A& AXgL 195.03, AZ% m/z 196. 1[M+H]

@7 3: (9-1-(1-(3-FZ 29 d)-2-3to| =5 ¥ )-3-(1-(2-2 2 =29 gD -4-L)- ¥ &E-4-¢ ) T8l o}

o0
|
N/j ON ° PN
NN A N
H,N W
N;>7NH2 2 W \OH le] -n|\

o]
Il 2| &l |, DIPEA, DCM, 0°C-RT

Cl

DCM(6 mL) & 1-(2-F2 29 2v|d-4-)-1/F3 2E-4-0}7(0.1 g, 0.51 mmol), 32](0.041 mL, 0.51 mmol)
o] E3E S 0CRE W3 & 4-UE=RHY 7lH=ZF2Ho]E(0.102 g, 0.51 mmol) S FH7}etx EES 1.5
A 7F For RTANA wwksldtt. whe 2825 0C= W2Zbskar, DIPEAC0.28 ml, 1.53 mmol) 2 (§)-2-o}m] =-2-
-2E29d)oehE(0.088 g, 0.51 mmol)S H7FeAth. REE ZFES 16412 &% RTOIA wRESHGITh. W
% DCNe® FAMeta & H {5 AHSGT. f715s HER HHloE Ao dxstar, FUA7]

a EEqow i F 60% e oMAEHOIESE o]&ste] A7l A elA AY AmmtEIZ o] o3
4 A3} (9-1-(1-(3-FZ22HH)-2-3o| EEA &) -3-(1-(2-F 2 29 g v A -4~ ) - 1T 2} &4~ ) -2 o}
(0.045 g, 23%)E AUth. I1HNMR(400 MHz, DMSO-dg): 8.74(s, 1H), 8.68(d, J=5.6Hz, 1H), 8.45(s, 1H),

~
olo

K

h=]
=
h=]

=

tlo o
ol

XLl 0

7.92(s, 1H), 7.80(d, J=5.6 Hz, 1H,), 7.36-7.32(m, 2H), 7.28(d, J=7.6 Hz, 2H), 6.96(d, J=8 Hz, 1H),
5.00-4.98(m, 1H), 4.76-4.72(m, 1H), 3.65-3.58(m, 2H). LC-MS A&3s A=k Axbzk 392.06, A= w/z

393. 1[M+H] .

gA 40 (9-1-(1-(2-(2-22E-4-ZF 29 d) ol =) v 2 v D -4- U ) - 13 2} E-4-9)-3-(1-(3-E =2 =¥~
2-3to|=ZA Q) $elcl,

)Nl\/j\ FQNHZ HN)Nl\/Nj\N

cl N I}J:\>~NH cl 1 :\>7NH
NS NS A NH
SR NI K,COs, Pdy(dba)s, RN
OH BINAP, [|< At OH
80°C, U ;
o] cl

(9-1-(1-(3-F22Hd)-2-3lo]| =2A| & )-3-(1-(2-Z 2 23] g U -4- ) - 17 2} F-4-2 ) 27 o} (0.02 g,
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0.05 mmol), 2-F2E24-ZF L ZolJT(0.009 g, 0.6 mmol), Z-F ZFEUIE(0.01 g, 0.075 mmol), % TS
2H2 mD) o] E3dES 8 FEOA 20 min ¢ A VAR AT, Ea(oydg ol E) v Hetw
(0)(0.002 g, 0.0025 mmol) = BINAP(0.003 g, 0.005 mmol)S WHE &3t&of H7}star, o= tiA] 15 min &<t
A 7IAZ ARSI, FEES QB3I 4A7F B9 90Tl 7HEetdtt. e EES ATiolEE F3) o
FHatar, oARE FLAFZT %% T dEsta, od ofAH | ER %%ﬂﬂiﬂr. F715S YEF Ao
E oA dzxstar, %‘%}AW] S &0 M F 60% olE ofMHIEE o] &3] At %1 =3
ol A ARwEIZHI ] o3| @211’804 (9-1-(1-(2-((2-FR2A4-EF2dd) ol ) F e v d-4-Y)-1F
A} E-4-2)-3-(1-(3-ZF 2279 )-2-3l | =2 A &) -7 01 (0.003 g, 12%)2 LT}, 1HNMR(400 MHz, CDCls,
2 1he-o] MeOD F7F +): 8.50(s, 1H), 8.33(d, J = 5.2 Hz, 1H), 8.27 - 8.25(m, 1H), 7.51(s, 1H), 7.28
- 7.19(m, 1H), 7.23 - 7.12(m, 3H), 7.12 - 7.10(m, 1H) 7.04 - 6.99(m, 1H), 6.23(d, J = 6.8 Hz, 1H) 4.87
- 4.84(m, 1H), 3.81 - 3.77(m, 1H), 3.64 - 3.61(m, 1H). LC-MS A3t A=k AAzL 501.09, A=k m/z

502.30M+H] . HPLC &% 98.17%.

}11

JHU

Al 3 (9)-1-(1-(2-(A=[d][1,3]H&E-5-Lohr =)-5-H D 3] 2] v d -4~ )- 13| 2}E-4-Y )-3-(2-3} 0| =
FA-1-Hdol ) o (B 3= #55)

N7
P HoH
HN” N l\‘ly e Noy
N= o
0

-0
94 1: 2-822-5-4d-4-(4-JEZ-1F598=-1-4) v d

__no, AA/( ﬁ(

HN
N= KoCOs, OFAIE, NOZ
70°C

Ol E(100 nL) F 4-UER-1/92+4(4.0 g, 35.36 mmol)2]
mol)E 7T, EFES RTAA 15 min &9 wwksh

mol)S HA7bstar, o]oja] EFES 70CoA 8 h Bk wukslgth, WSS 2(100 mL)Z AHst3, oE oFA
Elo]E(3 X 100 mL)2 FF3 § A5(30 nL) =2 AFs6th. 233 §7]5S YEF Avo|E oA xs}
a1, ZSE stel EFsh. ARES A F 8% oY olAEHlER &&35tH Fu Ayl A=ntE I 9
3 AAete] 2-FREZ-5-vE-4-(4-UEZ-1F9E-1-Q) 9 gndS T4 1A (4.2 g, 500 58)E AE8H
t}. 1HNMR(400 MHz CDCls): & 9.31(s, 1H), 8.61(s, 1H), 8.31(s, 1H), 2.68(s, 3H). LC-MS A =t3t A=k A4k

bl golo] ZH IR U C]E(14.66 g, 106.1
A-tE22-5-wE-Ignd(5.76 g, 35.36

7k 239.02, AZ3k m/z 240.20M+H] .

94 2: 1-(2-E22-5-v e 94 )- 1T &40t

|
o
N}Noz Zn, NH,CI, THF, c N %}NHZ

MeOH, RT

THF: W €h-&(50:25 nl) & 2-F2Z-5-vEe-4-(4-HEZ-1F-9FZE-1-d) I v (4. 17.2

o] oy FE}o]=(6.85 g, 172.0 mmo ) 2 o} (5.28 g, 87.4 mmol)< ﬂmz z‘fr e E3FES 30 min
SRt RTOIA aRbabgieh. ojojA §kg ZHES weh& (50 mL)& ©]&3te] AzfolEE

stoll FAIFATE. o]ojAl (100 mL)=} i?&o}l, e olAJH|O]E(3 X 100 mL)o] ©]o], ¥A==(50 mL)i
Atk 2/ F71S5E HEF AHulolE Aolx dxstal SE skl 53t 1-(2-F = 2-5-wE ¥ g

-4-)-1F-3 g} Z-4-opulS A 1(3.0 g, 82% F&)E AUTE. 1HNMR(400 MHz CDClsy: & 8.36(s, 1H),
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[0517]
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8.11(s, 1H), 7.49(d, J=8 Hz, 1H), 3.19(s, 2H), 2.62(s, 3H). LC-MS A&+ A= AAkzk 209.04, AZ=Zk n/z
210.2[M+H]".

g4 3: (9-1-(1-(2-F22-5-v eI g n|d-4-9)- 13 2tE-4-9)-3-(2-3lo| =5 A -1-F d ol & ) - o}

N7
A7 NN
CIONTONN SN
N}NHz o_¢C ,'\13/ T e o
o)
. LY
ON

Il2l = | DIPEA, DCM, RT

DCM(15 mL) & 1-(2-F22-5-we g nd-4-A)-UF3 2}&-4-0}17(0.2 g, 0.95 mmol) 9] ¥t &
4-UERFY R =F22d0)E(0.23 g, 0.11 mmol)E A7 & EES RTIA 2 h B¢ wvtakdint. o
oA, E&Eo| DIPEA(0.5 mL, 2.86 mmol), DCM(3 mL) % (S)-2-o}v]=-2-3do|e-2(0.13 g, 0
929 (0.08 mL, 0.95 mmol)S H7}slaL, W& EJHES sy B9k RTOIA mukslgich, wke EdE8 E(25
mL)e] F7tol ola AAs T, oY ofAHC]E(3 X 50 nL) & FEH3At. 283 F715S HEF AiolE A
ol Az, Axtsta ¢t stoll FHSa, olElEE2 AFHI F uWy shol @z (9)-1-(1-
S-l I g n|d-4-U) -1 9 215 -4-9 ) -3-(2-3 | =5 A -1-H - &) §-#o}& 3| 17 (0.1 g, 28%)i A o)
t}. IHNMR(400 MHz DMSO-ds): & 8.68(s, 1H), 8.61(s, 1H), 8.52(s, 1H), 7.89(s, 1H), 7.3(d, J = 4.4 Hz,
4H),7.24 - 7.19(m, 1H), 6.83(d, J =7.6 Hz, 1H), 4.93(t, J=5.2 Hz, 1H), 4.75 - 4.71(m, 1H), 3.65 -

3.55(m, 2H), 2.48(s, 3H). LC-MS A 3Hat ek AAtgk 372.11, =3k m/z 373. 1M+

9A 40 (9-1-(1-(2-(A=[d][1,3]H§&-5-Lotr) o )-5-v e ¥ 2 v| D -4-2 )- -3 2}E-4-U )-3-(2-8} | =F
Al-1-# el d)-9-4lof

AN o) NH; N™~X
OGN 1Y BOGYTIN
CI NN NN o} 3/ SNoy

Oy S8 S
0 KoCO5, Pdy(dba)s,

BINAP, [| = At, 100°C
-0

&5 nl) F (9-1-(1-(2-F 2 2-5-w g 3] g v ¥ -4-2)- 153 & F-4-Y )-3-(2-3}o| == A -1-F d o & ) - ¢
0}(0.1 g, 0.26 mmol)2] MW+ &-Mo Z-F 7} U] E(0.055 g, 0.40 mmol), WZ[d][1,3]t]%<%-5-0}71(0.044
g, 0.32 mmol), @ 2 2'-H]A(T)H|dFE2I|w)-1,1" H}oM»ﬂa(o 016 g, 0.026 mmol)S Z7}slr). o]o]A
EFTES 20 min B¢ o202 €@ F Efa(udAgdolAE)-t&2E(0)(0.012 g, 0.013 mmol)=
H7ystaL, olox %?2&%»@ 100CelA 4 h 5 L& %E] FrolA wyedlth. g £3FES M ES

Se ofFsta, oJHE =(15 nl)2 AHstar, od olAElO]E(3 X 20 nL)2 FE8Ah. =TI 771
EF A¥o]E AoA HdAzxsta, oztstar, 7¢t st SAAAT. FFES DM F 3.5% WELE £&
W A" IRutEagae] o) Xéxﬂo}O% (9-1-(1-(2-(M=[d][1,3] ) &&-5-Lo}n| & )-5-w & -3] 2] v el -4~
A)-1F- T 8tE-4-d)-3-(2-3to] =5 A -1-Hd &) - ot5 WA 1A (4 mg, 4%)= 4FE3FAth. 1HNMR(400
MHz, DMSO-ds): & 9.44(s, 1H), 8.81(s, 1H), 8.56(s, 1H), 8.34(d, J = 12.4 Hz, 1H), 7.77(s, 1H),
7.37(d, J=1.6 Hz, 1H), 7.31 - 7.29(m, 4H), 7.23 - 7.19(m, 1H) 7.12 - 7.09(m, 1H), 6.9(d, J = 7.6 Hz,
H), 6.8(d, J =8 Hz, 1H), 5.97(s, 2H), 4.95(s, 1H), 4.74 - 4.69(m, 1H), 3.63 - 3.55(m, 2H), 2.45(s,

3H). LC-MS AsHek Aek AAbgh 473.18, 227k m/z 474.50M4H]; HPLC %% 98.33%, 712 HPLC <% 99.01%,
mp 208.37C.
ou o2 34 thdl UiF4d:

AAd 40 (9)-1-(2-((2-E22-4-EF L 2¥d) o =)-5-m e Y d-4-A) N (1-(3-F 223 d)-2-3lo| =5
Al @) -1 E-3-7H5Avto| (313 = #29)

_ELm&o
1 ru&o ru

i om
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[0523]
[0524]

[0525]
[0526]

[0527]

[0528]
[0529]

SS=S0ol 10-2644788

N

HN” N N@,{ —OH
cl =/ HN—
O
F

G4 1: WE 1-(2-§22-5-v e rd-4-A)-1FF E-3-F1 52 F o] E

(¢}
HN\ \
= N
X
o [e oy
o WNa Koy oHen, O NN 4
S o/

=2
%T\'

e 19 E-3-7tE A0 E(3.0 g, 24 mmol)¢] |0 2 4-t|F22-5-vdgnd

OFMEYEZ (100 mL) T
(5.9 g, 36 mMol) ¥ ZH JFIHUO)E(6.6 g, 48 mmol)E H7}3FH . whES 12 h §¢F SF3sly nukaleict.
ESS UHEF A

W EFES " oHOIE(500 mL) & SME & & 9 AR AHEI. 9 OMlEﬂ OJESTS

Ho|E AellA Azt ofdatar, zhet stell FEAIZTH AHRES &Fo% I F odd opH | EE

gate] H) Ay ArviEadgye o) FAlste] wE 1-(2-FZ2-5-vd v d-4-9)- 143 E-3-7} 52 2

s 12(3.2 g, 53%)% AESHTH. HNR(400 MHz, CDCly: & 8.51(s, 1), 8.0(s, 1H), 7.41(d,
3H). LC-MS Ahst A=k Al1bgh 251.05,

o]

o]E_E-
J=24Hz, 1H,), 6.79(t, J=1.2 Hz, 1H,), 3.85(s, 3H), 2.51(s,
AZ=ZE m/z 252. 2[M+H]

94 2: ¥E 1-(2-((2-822-4-SF229d) o= )-5-HE3 27| D -4-U)- 1 E-3-71 7 F 0| E

BINAP, [| = AF,
100°C

N W cl
= o~ Pd,(dba)s, KyCOs,

F

OLAH10 nl) = WY 1-(2-F22-5-9ed9gn|d-4-)-1F 9 Z-3-7} 22 H o] E(0.3 g, 0.1195 mmol)e &
Hof| 2-FEZ-4-ZF0 2o} (0.17 g, 0.1195 mmol) L ZF 7FHY]E(0.24 g, 1.17 mmol)ZE H7}38t ).
A e RS 15 min B9 A4 AR HAZ 5 2 2'-HA(YAL EAT N )-1, 1 -vlo] Y E (0,074 g,
0.119 mmol) % Z&F (Aol E))Ze}5(0)(0.054 g, 0.059 mmol)S A7k, v EFES 12
h %<k 100ColA wukatth, vhs ZFES o e olAH | E(200 mL)&E 3|Aeta AolE =& E3] o7tst
Ak, S5 dE ofAHCIE(2 X 50 nL)E M HIGITE. s Y L ojoja AFRE oy H xﬂz%}"ﬂt} S
7158 UYEF AUoE Aol Hxsta Adstar, 749 st TEAAY. ARES £Fd90=2 A F od
olAE|| EE o] §ete] Tl Ail ZZwlEade] o AAst HE 1-(2-((2-FREZ-4-ZF =25 d)o}v
)5 G v D-4-9))-UF 3] S-3-7H2 e 0| ES 8w 1A)(0.25 g, 58%)2 AHESHIch. HINWR(400 Mz,
§ 8.40 - 8.36(m, 2H), 7.95(s, 1H), 7.51(s, 1H), 7.40 - 7.34(m, 1H), 7.19 -7.16(m, 1H), 7.07 -
LC-MS A &sk d=F ALkt 360.08, A=k m/z

10

CDCl3):
6.99(m, 1H), 6.77 - 6.76(m, 1H), 3.86(s, 3H), 2.40(s, 3H).

361.30M+H] .
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[0530]

[0531]
[0532]

[0533]

[0534]

[0535]

[0536]

[0537]

SS=50l 10-2644788

@A 3 1-(2-((2-EERE4-FF L2 d) ol =)-5-H e g rd-4-4) -3 E-3-7H54 4

2N NaOH,
MeOH, 50°C

F F

HN™ N W HNT N N@,__/(
CI\© =/ o— cl =/ OH

mlghE(20.0 mb) & WY 1-2-(2-FREA-FF L2 d)opr| ) -5-v d ¥ v 9 -4-<) -9 E-3-754 2 o]
E(0.25 g, 0.833 mmol)2] &Mo] N-UIEF slo]=Fatol= Gol(10 L) S H7IeIT. W EES 2 h &
Qb 50TelM anksglet. wleha& ek shol AASIAL s w2 Askratte] 7ol o) pl 6.5-7= =45

AT, 4L old o EOE(3 X 50 i) FEFL 2T §715S YEF Hso|E golx Axaln

oqalar, 7t st FLAA 1-(2-((2-FRE-4-ZFQ 2 Hd)oln| ) -5-WE 3 g | d-4- ) - 13| Z-3-7} 2
e S w4 (0.17 g, 7192 AEaHITE. HNR(400 MHz, DMSO-dg): & 12.14(s, 1H), 9.06(s, 1H),
8.39(s, 1H), 7.86(s, 1H), 7.67-7.64(m, 1H), 7.50- 7.48(m, 1H), 7.36(t, J=2.8 Hz, 1H), 7.24-7.19(m,
), 6.57(t, J= 2.0 Hz, 2I1), 2.27(s, 3H). LC-MS A 3tsh Ak A4zt 346.06, A5k m/z 347.3[M+H] .

WA 4 (9-1-(2-((-F2E-4-BFL2H9) o) -5-A W 7| 9-4-2)H-(1-(3-F 2 25D )-2-5fo] 25 A
o9)-14-51 E-3-7 8 A}nto) =

_—OH

| o] z cl ' O
TS0 s T SRS Sl e
CI\© = OH cl = N~

EDC.HCI, HOB, H cl
Et;N, NMP, RT

NMP(2.0 mL) % 1-(2-(2-222-4-ZFQZ23d)olu|w)-5-He 2 nd-4-A)- 13 E-3-7H5242H0.05 g,
0.144 mmol)2] ol (9)-2-o}u|=-2-(3-F 223 ) e=2(0.029 g, 0.173 mmol), EDC(0.055 g, 0.288 mmol)

2 HOBt(0.005 g, 0.043 mmol)E 78I Th. A4 Whs E3MEC)] RTAA EZlo€olwl(0.04 g, 0.432 mmol)2
A7V Th, vk %?&%M 15 h &<k RTNA nRESES) Hhg

CHRS EFES WS (10 o) R B2 5 g oA
Bl E(3 X 50 nL)Z 3 6}033}. 238 77155 HEF AvolE oA Axstar, ofifsta, 14k el 5
ARG FRES AL FI9 DM Fol &AM F dHZR SAsgith. &vlE ARSI, d4E
IZAZ EHz @ p-Fero g AFHsl (9)-1-(2-((2-FR2-4-ZF ¢ 23d) ol ) -5-m g I 2 v v -4- ) -N-
(1-(3-F22¥d)-2-3o| == =

Aol &)-1F5] E-3-7t 2 Abutol =5 3wl 3A](0.022 g, 3192 AbESHAT).
1INMR(400 MHz, DMSO-ds): & 8.99(s, 1H), 8.37(s, 1H), 8.25(d, J = 8.4 Hz, 1H), 7.95(s, 1H), 7.69 -
7.65(m, 1), 7.49 - 7.41(m, 1H), 7.37 - 7.18(m, 6H), 6.75(s, 1H), 5.04 - 4.99(m, 1H), 4.92(br s, 1H),
3.65 - 3.64(m, 20), 2.28(s, 3M). LC-MS A2 A=k Azt 499.10, 27k m/z 500.30MHI]; HPLC w2k
99.03%, 71Z HPLC: 99.66%.

HAA 51 (-N-(1-(-22 2)2-5h0] ESA D )-1-(2-(Aho] F2Z 2 Yool 12 )-5- G 2] 0] ©-4-2)-1-
¥ g&-4-F1E A} nto) = (3}H3HE #39)
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[0538]

[0539]
[0540]

[0541]

[0542]
[0543]

[0544]

[0545]
[0546]

[0547]

SE=ES0l 10-2644788
@A 10 ¥ 1-(2-FE2E-5-WE 9 gn|d-4-9)- 1 FE-4-FHR A E
/j\/jf Cl)\\N NI
K,CO3, OHMIELIE N}"«o

'2|-E /

OPEUEZ(20 nl) T HE-1FSE-4-7H5 A 80| E(1.00 g, 6.134 mmol) ] RF &Ko Zg FHRUO|E
(2.543 g, 18.40 mmol)E H7I8ta, EFES RTNA 5 min <k WHESATH. % 2
5-wlE 9] m|d(0.773 g, 6.134 mmol)& F7bebal, EFES skl &k 80TolA wrtalglvt. E3taES W7t
sta & (15 mL) <= i*ﬂo% THFES oY ofAHOIE(3 X 50 mL)E FE3UTt. =

HolE AdA 7Ax3 & 7kl slo] ZUAl7| T AFES &Aoo p-dA = oE oA Ho|EE o] &5l F
W AY mgeeEadgded o8 AAlste] WY 1-(2-F22-5-vE v gu d-4-d)- 13 2} E=-4-7} =
A 340,65 g, 42%)F AJATE. 1HNMR(400 MHz, CDCls): & 9.08(s, 1H), 8.54(s, 1H), 8.15(s, 1H),

3.89(s, 3H), 2.67(s, 3H).

A 2: HE 1-C-(Ate| ERZ 2 g o] o )-5-w e Y F 1| d-4- D) - I HE-4-TH A F o) E

A
L2
«
©
m
|

NH,
T A 1
0 0
)\\N l\\lw HN)\\N N},{
i1 il=
N=/ o  DIPEA O[AX JE,A N/ o

/ Ud=s FE ,85°C

O AXZHEZ(7 ml) T HWE-1-(2-FZ22-5-vE I ud-4-d)- 19 ZE5-4-7I 520 E(0.3 g, 1.18 mmol)
o] golo| DIPEA(0.43 mL, 2.47 mmol) = Apo]ZFE2Z2Ho}1(0.09 mL, 1.3 mmol)S FH7}eict. ¥hg &=
S SRR B2t 85TCAA HE 8 FHAA wykellth. wkE E3ES Wrbetal &(10 mb)E At oY
obAlEIO]E(3 X 10 mL)E FE3IUT. f715S HYER AMACE oA Hdxstar, sk, 7H¢F skl S
A7, AFES EEH0RE n-dit F " olAHolEE o] &ste] Tl Ad AxmtErefudl ofs) AAlst

o WE 1-(2-(AlelEFR2Z2Folu| ) -5-wE 2 nd-4-d)- 13 E-4-FI 5 Ao EE FA 1A(0.17 g,
52%) = AFZEstgith. 1HNMR(400 MHz, CDCly): & 8.97(s, 1H), 8.27(s, 1H), 8.09(s, 1H), 5.26(s, 1H),

3.87(s, 3H), 2.80-2.76(m, 1H), 2.47(s, 3H), 0.87-0.83(m, 2H), 0.56(t, J=7.2Hz, 2H). LC-MS A &3 A=k
Azt 273,12, 225k w/z 274.6[M+H]

A 3: 1-(2-(A}o| EF 2 X 2P o}u| 1 )-5-wd ¥ | D -4-Y )-1F3] & Z-4-71 544

THF(7 nL) 2@ E(1 mL) & ®gd 1-(2-(Afo]ZFRZ 2 Foln| 1) -5-w & o] g u| d-4-Y )- 1T 2} Z-4-F} 2 A o] E
(0.2 g, 0.72 mmol)¢] uyk gefe] 245 afo 1CEA}O1C 15°82-(0.306 g, 7.29 mmol)S FH7baldch. wk

FES 4 h < 50Tl wRkelglvt. E3HES W2bstar ket bl wFska, 1 N HC1e] #H7bel o3 33l
r:}(pH oF 7). FAH uAE AHste] 1-(2- (A} |E 22 2ol v)-5-wE g g v| Hd-4-< ) - 13| 2} E-4-7HT A
ARG B 3 A1(0.122 g, 65%) % AATE. 1HNMR(400 MHz, DMSO-dg): & 12.0(br s, 1H), 8.82(s, 1H), 8.31(s,
1), 8.09(s, 1H), 7.48(s, 1H), 2.74-2.71(m, 1H), 2.30(s, 3H), 0.69-0.65(m, 2H), 0.48-0.44(m, 2H). LC-

NS sk Ak AAbgE 259,11, A2k m/z 260.2[M+H]

<
S

r}o{'

VA 41 (9)-N(1-(3-F225d)-2-510| EF Ao D)-1-(2- (Aol SR Z 2 Wopw] 12)-5-w @] 2] vl W-4-21 )- 1]
&E-4-7HBAbto] =
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[0548]
[0549]

[0550]

[0551]

[0552]
[0553]

[0554]

[0555]

SSS0ol 10-2644788

HoN " —OH

N
HNT NN A N $
A N=/ ‘o EDC.HCI, HOBY,
Et;N, NMP, RT cl

NIP(0.8 nL) % 1-(2-(Ato]E Rz 2ol )-5-w 3 gt -4-d ) -1 3| 2}F-4-7H5 24 4H0.035 g, 0.134
mmol)2] :WF &Mol]l EDC(0.051 g, 0.26 mmol), HOBt(0.005 g, 0.04 mmol), % E&]&o}7l(0.05 mL, 0.4
mmol)S 7k & E3HES 10 min < RTIA wbsiiTh. 7] E3hEC (9)-2-otr| =-2-(3-F 229 d )9
€-5(0.027 g, 0.16 mmol)& F7tellvh. whg E3FES 32 & RTAA wwksglet. £3ES (10 mb) =
s]Astar o "l ofAlElo]E(2 X 20 mL)E FEIIUTH. 2T 7715 -2 AFst, YEF AHoE Aol
A Azstar, ¢k sl AT AFES gEdow DN F WESS o]gste] Ay FAEntE I 9
&l At (H-W(1-(3-FZ2Hd)-2-3lo]| =EF A€ )-1-(2-(Ate] 2R Z 2 Ho}n| 1o )-5-HE 3] | v 4~ )~
19 8 &-4-7 B A ol =8 A 371.2)(0.011 g, 20%) = AFZ3agich. 1HNMR(400 MHz, DMSO-dg): & 9.00(s,
1H), 8.61(d, J = 8 Hz, 1H), 8.32(s, 1H), 8.22(s, 1H), 7.44(d, J = 11.2 Hz, 2H), 7.36 - 7.27(m, 3H),
5.07 - 5.01(m, 1H), 4.98 - 4.95(m, 1H), 3.66 — 3.65(m, 2H), 2.76 - 2.73(m, 1H), 2.34(s, 3H), 0.68(d, J

= 5.2 Hz, 2H), 0.48(d, J = 2.4 Hz, 2H). LC-MS A& A=k Aarzk 412.14, A=k n/z 413. olu+H1"; HPLC
5% 99.32%, 713 HPLC <%= 99.76%.

At wh3A 4o ot djE:

A 61 W(2-ohvle-1-(3-22 239 d) M E)-1-(2-(2,2-1EF 2 22 [d] [1,3] ] &&-5-4 ) ohv| =) -5-v D7)
Y H-4-)- 1 E-3-75A ko) = (33HE #136)

NTX
P 0
HN” N W NH,
=/ HN
cl
o)

_
F

a4 1: ¥E 19 E-3-71E Ao E

0 0
HN@,{ HW
= OH 6 NHCI, MeOH = o—
80°C
0~5C=Z WZ3h web&(40 nl) 5 1F9Y=-3-7}5324H4.3 g, 38.7 mmol)9] &<Mell 6 N HC1(9 nL)E H7}8FA
E} i’ﬁ%e 5 min &< RTANA e & %% oF dFsy 71dsd. vhs EFES Wztsta gt
T2 YZsta x3 YERF ulolgtR o] Ee] H7to] o3& pll oF 72 A3, EFES

>

& ol
T UEF AuelE FelA xstar, ofifsiar, At st SHAA WE
IF] E-3-71 540 ES 24 1A|(4 g, 830 AZEATE. HNMR(400 Miz, CDCl): & 8.56(br s, 1H),
7.43(s, 1), 6.75(s, 1), 6.65(s, 1), 3.92(s, 3H). LC-MS A&3 AF AXgk 125.05, 2Z% n/z
126,200+
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[0556]

[0557]

[0558]

[0559]

[0560]
[0561]

[0562]

[0563]
[0564]

SEE36 10-2644788
a7 2: ¥E 1-(2-E22-5-"eynd-4-9)-1FF E-3-71 5 A F o E
O
|
O Cl)\N/ cl NI
HNTN L
Q//(o—— )\/\/(

K2003, MeCN, Cl N N7
60°C == o—

SPHNEVUEZ (50 nl) & WE-1/F3E-3-7H5 4ol E(1.4 g, 11.2 mmol)2] & ZF 7FHU]E(3.09 g,
22.4 mmol)E H7letgth., EFES 15 min T RTOA wwke 3 2 4-t|F22-5-wgy)gnd(2.738 g,
16.8 mmol)S FH7letdct. A EFES - ¢ dFsiy stdesith. vk EFEES W% & 4t )
oﬂ SHA7)aL, B3 Z3telal oY ofAlHIO|ER FEIIGTH. 2Fe 75S UEF AUoE AolA Hdxs)

OMoh et stell FEAIZTH IARES EENCRE - T dld o HOlEE o] &35t T A
ﬂfau}ilﬂMoﬂ ofs GAste] WY 1-(2-F22-5-wE IV d-4-U)-1F T E-3-7I 5 AP EE A 11

(1.2 g, 43%) 2 2Z=3r3h. HNR(400 MHz, CDCly): & 8.50(s, 1H), 7.99(s, 1H), 7.40-7.39(m, 1H), 6.78
6.77(m, 1H), 3.85(s, 3H), 2.51(s, 3H). LC-MS &3 Ak Az 251.05, 227k n/z 252.304H]

@A 30 Wd 1-(2-((2,2-"HEF 228X [d][1,3]H5E&-5-9) otv| =)-5-m @9 v d-4-A) -3 E-3-7H54

HolE
iy
I o)
o) NH )\ “
N7 FX :@’ 2 HN™ N N@_,_/( ~
P o o o
cI” N N&,«
= 0o— Pdy(dba)s, K,CO3 o

BINAP, [|= & F——0
100°C F

T]22H20 mL) = Wg-1-(2-F 2 &2-5-w gy ngd-4-9)-1/F3 Z-3-7} 22 o] E(3.1 g, 12.31 mmol) 2] &
o ZF JFHU0]E(2.549 g, 18.47 mmol), 2,2'-H]A(U#AIEATN)-1,1"-8lo| XA (0.766 g, 1.231
mmol) 2 2,2-TZFQ2-M=(d][1,3]10%&-5-0}(2.23 g, 12.92 mmol)& H7Fstct. whg EFES 15
min ¢t ol2 o7 v7)3 & EfAa(tuldg ol E)-t)Ze5(0)(0.563 g, 0.615 mmol)S 718ttt A
4 EFES 9 h B 100CAA 2E F8 FRAA ugtelgict. vk E3ES AgfolE AollA ofi}sla, o

o stell FFst. AFES 75 &dsta, oY oMHER FE3haL, i\ﬁ& F71%s ' 9 4
Sk, Z23e f71dS UEF AdolE A dxstal, oFetar, et stel FEAIHT. ARE
=2 oA H O] EE o] & 6}04 Tu A= JEH}EZHMOH ofsf A A8t
318 &E-5-Y)obv| ) -5-H 9 g v -4-Y ) - 1T F-3-7HE A Y o EE

1
At 1HNMR(ZLOO MHz, CDCly): & 8.34(s, 1H), 7.95(s, 1H), 7.69(d, J = 1.6 Hz,

e 2
2
)
T
¥

1), 7.34(t, J = 2.8 Hz, 1H), 7.23(s, merged with CDCl; peak, 1H), 7.06 - 6.99(m, 2H), 6.78 - 6.77(m,
1), 3.86(s, 3H), 2.40(s, 3H). LC-MS g 2Hat ek A2zt 388.10, 237k m/z 389.30M+H] .

@A 40 1-(2-((2,2-"ZF =2 0%[d][1,3]H5E-5-9) o] :=)-5-v e H 2| v D -4~ ) - 3| E-3-7H 5 A4t

i L
l o] | o]
HN)\N/ W HN)\N/ W

LiOH, THF, H,0,
QO 0, Q
F—5—0 60c F—5—0
F F
THF(40 mL) % E(20 mL) T wWE 1-(2-((2,2-tZF 2% ([d][1,3]t&E&-5-d) o] =) -5-w & 7] g] v ¢l -

4-) 13 E-3-7 5 A0 E(1.0 g, 2.5 mmol)2] &M FF JFo|=FAto]l= 143HE(0.648 g, 15.4 mmol)
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[0565]

[0566]
[0567]

[0568]

[0569]
[0570]

[0571]

SS=50ol 10-2644788

2 Wsketh. A4 EFES 12 h B 70CAA BRSN AGag. W ERES 2
s%3ka, 1N HCle] A7kl oa) phl o 602 AT, nAE ojnetu n-Aw ¥ vold =z
o 1-(2-((2,2-EF L EME[dI[1,3]6)S4-5-9)-obv] 32)-5-v &3] 2] o] W -4-2 -3 B-3-74 20 42 A
al

A(0.85 g, 88%)% Ar=3}AT). 'HNMR (400 MHz, DMSO-ds): & 11.98(br s, 1H), 9.58(s, 1H), 8.38(s, 1H),

i

7.94-7.82(m, 2H), 7.36(d, 2H J=8 Hz), 7.0(d, 1H J=8.4 Hz), 6.69(s, 1H), 2.38(s, 3H). LC-MS A3t A=
ARk 374.08, 223k m/z 375.1[M+H]

A 50 M(E-2RRAE)(Aohe)ME)-1-2-((2,2-H EF 222 [d] [1,3]15 §&-5-9 ) obvl =)-5-F & ¥} 2 ]
d-4-2)- 13 E-3-7H5 Aol =

N
H,N_ PN

o P o
N@_,/( HNT N N&/(
= OH ol =/ HN

o EDC.HCI, HOB, o

TEA, DCM, THF, RT
F+O

DCM(15 mL) 2 THF(3 mL) & 1-(2-((2,2-0ZF 2 29 %[d][1,3]5]%%&-5-9)oln) ) -5-H & -3 g n| d—4-2 ) -
13 2-3-7}2- 2 2H0.2 g, 0.53 mmol)e] &Aoo F/] olgol (0.2 mL, 1.6 mmol)& H7}sta, EFE

29171 3slell 5 min B¢F WWEFATE. o]o] A, FEo] 2-oln)-2-(3-F 22 ) HNEUEZ(0
mmol), EDC(0.2 g, 1.06 mmol), 2 HOBt(0.021 g, 0.16 mmol)S H7}ttt. AA EFES 8}2‘“ Bot
A awkskgivk, Bk ERES B2 Ak, DANeE FEIIT. 23 fUles B 2 4 2
UEF Ailo]E AeA Hzxstal, oFfstar, 7 stell S2AZt. IRES 59 el
EHo]EE o] & }04 T A9 ARutEadu)e] o3 At NM((B-F2=2Hd)(Aotx)HE)-1
EFEME[d][1,3]0SE&-5-) b ) -5-w I 2w H-4-% ) -1F 9] F-3-7}EAbulo| =5 314
36%) 2 At }Oﬂrﬂr 1HNMR(400 MHz, CDCls): & 8.35(s, 1H), 7.95(s, 1H), 7.6(s, 1H), 7.56(s, 1H), 7.4(d,
J =6.8 Hz, 1H), 7.41-7.38(m, 3H), 7.0-6.99(m, 2H), 6.6(s, 1H), 6.4(d, J = 8.8 Hz, 2H), 6.34(d, J =

8.8 Hz, 2H), 2.4(s, 31). LC-MS A&a Ak A%t 522.10, A=Z w/z 523.2[MH], HPLC 4= 98.03%.

E
=%

WA 6 N(2-oble-1-(3-22 A ) Y)-1-(2-((2,2-0 EF 0 20 (111,310 445~ o}l )52
5117 ¥ -4-)- 151 & -3-7H B Al o] =

X

O
Q_/( HNT N W NH,
=/ HN
Ho, e LI Ni,
5 Cl (| EF= H NHa, RT o Cl
F—-O F—-O

F F

HEE(10 nl) 5 MFGB-FEEIAD) AN otxm)ME)-1-(2-((2,2-1&F
5—UﬂE‘ﬁ%ﬂul"4—4—%‘)—1H4%—3—7P%A}H}01E(0.1 g, 0.191 mmol)<] &4
LE A7 = #y YR (0.05 @& H7tekith. A4 vg £FES 37 F49
of RTeIA 3F&%t &<t uksigleh. whg E3ES AgolE AollA oFfstar,
AFES EEH02 DN 5 WEES o&ste] ) ZAd ARwtEIguld] o3 FAlste] M(2-oFH]=-1-
B-Z2=2d)dde)-1-(2-((2,2-0EFF 22 % [d][1,3] ) &&-5-Y) oln| = )-5-w 3] ) v 4~ ) - 14-3] &~
3-7HEA o] =5 SulAl 1A(0.03 g, 30%) % AFESFRITE. 1HNMR(400 MHz, CDCI3): & 8.34(s, 1H), 7.95(s,
M), 7.69(d, J = 1.6 Hz, 1H), 7.34(t, J = 2.8 Hz, 1H), 7.23(s, merged with CDC13 peak, 1H), 7.06 -
6.99(m, 2H), 6.78 - 6.77(m, 1H), 3.86(s, 3H), 2.40(s, 3H). LC-MS A &3t A= AXrkgk 526.13, A3 m/z

527 500+

AAe 70 N (2-olr =-1-3-E2 23 d) N E)-1-(5-H & -2-((E| E}e} o] E2 -2 3] &4 ) o} ] &= ) 7] 2] | -4~
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[0572]
[0573]

[0574]
[0575]

[0576]

[0577]
[0578]

[0579]

[0580]
[0581]

omn
J
Jm
Qﬂ

10-2644788

A )-14-0] v }Z-4-FHE A rlo] = (BHFHE #225)

N~ X
A~ 0
N” N7 NN NH;

Cl
O

@4 10 [E 1-(2-F22-5-Wed I rd-4-d)-1Fo| 1| t}E-4-FH 5 E o] E

O - L

O
K,COg, MeCN, RT N \;}’J(O,_
PN EYUEZ (200 nl) T WE-1Fo|nthE—4-7HE A H o] E(10.37 g, 74.0 mmol)9] & 2.4-t]E22-5-7
g9 gu (10 g, 61.7 mmol) @ ZF FFRMO]E(25.5 g, 185.2 mmol)E H7tet &, E3ES B 297
3ol 16 h FoF RTA mutsldt), whs 3328 B2 AFsla, dE oMo ER =&35At. 728 &
2 AFsta, YERF AUo|E AolA HAxstar, ozstar, 79t sl TEAIHT. IAFES £EQo2 it
2ulEagdd o AHAste] #HE 1-(2-F22-5-vg ] gu -

Z olE olAH 1‘5& o|gsle] o Ay =
4-A)-1F-0|n|TZ-4-71E A H o ES A 1A (11 g, 75%)F Ar=3F2tl. 1INMR(400 MHz, DMSO-dg): &

8.88(s, 1H), 8.38(s, 2H), 3.80(s, 3H), 2.41(s, 3H). LC-MS A3+ Az Argk 252.04, A3 n/z
253.2[M+H] .

G4 2: "WE 1-(5-vE-2-((H| Eg}sl o] = 2 -2 3] &-4-< ) o}v] = ) 3] 2] 1] -4~ ) - U o] 1| T} Z-4-F1 E- A | o] E

NH,

N/j\/ ﬁj HNJ\II\T\:('\IW

oo Nw . = o—
\QN o— DIPEA, IPA, 100°C
O
O|AZRFAL(30 nL) F 1-(2-FRE-5-HEygud-4-A)-1Fo|nt}E-4-7} 22 o] E(5 g, 19.7 mmol)e] &
ollo]] DIPEA(7.658 g, 59.0 mmol) @ E|Eg}slo]=2-2/-3]#-4-0}(2.402 g, 23.0 mmol)S F7}3} . "3”‘3
E}ES 17 h &< 100TAA He WE%HOH/H wHkeith, v E3ES RT=E W24sta, 24E& FA45HA
T AAE Aeta, @Aos MFHsIA, M stel| dxste] WE 1-(5-HE-2-((HEZsto| B2 -2/ 3

-4-) ol ) -F] gl -4~ ) - 1o vt} E -4~ 7}—““‘ JolEE  3wAl  mA(5.2 g, 83%=E A&
THNMR(400 MHz, DMSO-dg): & 8.36(s, 1H), 8.30(s, 1H), 8.27(s, 1H), 7.39(d, J = 7.6 Hz, 1H), 3.90 -
3.83(m, 3H), 3.78(s, 3H), 3.37(t, J = 11.6 Hz, 2H), 2.16(s, 3H), 1.82(d, J = 12 Hz, 2H), 1.54 -
1.45(m, 2H), LC-NMS A8 Ak A3t 317.15, 2AZ3k m/z 318.2[M+H]

g4 31 ME-EEEHY) (Aol E)-1-(6-vE-2-((H EZ3lo| =2 -2F 3 & -4-4 )-o}v]| =)-F Z| v d -4~
A)-1#-°] 1| }E-4-FHEAlHfo] =

N7 X

L s L s
HNT ONT NN N7 N
fj \;,}f/<o’ \;r\?’ﬁN

(CH3):Al, S 22l

100°C, 0t0l 3 2 It o cl

O

EF(20 mL) T WE 1-(5-wE-2-((H Egtslo| =223 -4~ ) o}r] o) ] 2] v T -4~ ) - 1o v T -4~ T
21 0]E(0.500 g, 1.57 mmol)e] &Ml 2-oln=-2-(3-FEZ2EH )N EUEZ(0.392 g, 2.3 mmol) % Eg
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[0582]

[0583]
[0584]

[0585]

[0586]

[0587]
[0588]

[0589]

SSS0ol 10-2644788

2 M g% 1.96 mL, 2.5 eq)S H7FeIv. AAH &
CWhS RS B AHsa, oY ofHoER z‘,sg—a—}};
E Joﬂ/\i Axsta, oJabeta, 7Het ato] WA AT ARES £

4 ARuEa#T ] oF) BAEt M((B-F2EIH L)X otxm)m]
T -20-v] -4~ %‘)OML) v d-4-d)-UFo|n tE-4-7HeAlto] =5 =g

k. LCMS e A Alabgk 451.15, A=k m/z 452.2(MH)

h &<t 100CollA CEM v}k
LTSS YR AE3E)

Mo DM ZF WEeS
g)-1-(5-Hd-2-((HE
A IA(0.29 g=

G4 4:
N(2-ol=-1-(3-22 2 ¥ 4) 9 8)-1-(5-HE-2-((H| Eg3lo| =2 -2 5] @4~ ) o} ] = ) F 2] 1| D -4-Y )-VF-9]
A& -4-FHEALulo| =

N N
r oo
(ﬁ Q,J( HN” N Nﬁ,_/( NH;

N HN
NiCl,.6H,0
Cl' NaBH,, MeOH, Cl
0°C ¢

AehE(15 ml) F MF((B-22=23d) (A o) me)-1-(5-mEd-2- (Bl Egtslo] = 2 -2 3] gh-4-4) o] 1) 9] 2] ]
H-4-9) - 1o W thE-4-7H5AREe] =(0.700 g, 1.54 mmol)e] <ol =& £9]7] skl 0CeA YA tj2=
gol= 6738(0.552 g, 2.3 mmol)S H7F &, EFES uRkslo B2

UEF BEslo]=gle]=(0.175 g, 4.6 mmol)E 0ColA A3 #7E F EFEE 0TNA 10 min F¢F wnk
it W EdEs AolEE F8 ofasta odE A st A, Aiws SEACRE UIE
gt 5 vees ol&ste] Tl AY ARvEI S os) AAste] N(2-obr]m-1-(3- Jiiiﬂ‘é)oﬂ‘%‘)
(5-mlE-2-((B| Eg}ato] =2 -2 gh-4-<)) opv] 1) v 2 ] d ~4-<d ) - U0 v hE—4-7P At = (2hAl e E9ka
E A 1A4(0.050 g, 70)E AFESEAL, o]& 71E HPLC #ElolA A ol &altt. fArek WA ow Axd
A wfxlel] tia] 5% dlolE: 1HNMR(400 MHz, DMSO-d6): & 8.53(d, J = 8 Hz 1H), 8.32(s, 1H), 8.25(s,
1), 8.06(s, 1H), 7.40(s, 1H), 7.32-7.27(m, 4H), 4.98-4.88(m, 1H), 3.83-3.81(m, 3H), 3.37-3.35(m, 2H),
2.95-2.88(m, 2H), 2.16(s, 3H), 1.79(d, J = 11.2 Hz, 2H), 1.50 - 1.40(m, 2H). LC-MS A3t d=F Azt

—1m
E
FO
%
(o3

4

4

o,
2

i)
T,
lo
fo

)

v

455.18, AZ=37k m/z 456. 50T

AN 8a: ALl AAA #1, (9)-N-(2-o}|=-1-(3-F2 29 d)d)-1-(5-HEe-2-((H E&3}o| =224 7 &
—4-d)obr| =) ¥ v D —4-< ) -V o| P hE-4-FHJ Ao =5 B

AN 8b: AL AAA, (B-N-(2-0tH]|=-1-(3-ZF 225 Q) 9)-1-(5-HE-2-((H| E&} 3l o] = 225 3] -4~
d)opv] ) ¥ g 1| -4-4 ) -1 o) W T E-4-FLFALwfo| = (2 Z; 3138 #2252 © 3H§HE #225h)

>
N7 P NH,

Cl

2hA g MN(2-otH] e-1-(3-F 2 27 d) o e )-1- (- E-2-((H Eg}slo| = 2 -2/F 3] &-4- ) -o}H] . ) -3 ] 1] T -
4-) -1 o | T E~4-FH5ALmEe] =(50 mg)E 1 mL 50:50 #€-2/DCM ZFoll &3iA71ar, 0.01% tloldol 5
olAxad AFE(100%) = ©]5 e R Chiralpak® IA AFH[250 mm X 4.6 mm X 5 mm]; 7% 1 nl/minS ©]
&3ote] 712 HPLC AAE AR, F 7AdelddAe] &5 85 HE Fstal o3 £8& ¥k S
7 12 mg(48% 3|4)e] Aol ddA] #1((9), 3tFE #225a)S 3 HAAR &&FF & Ao ddA=Z, 2 10
mg(40% 3]5)e] Aol A4 #2((R), k= #225b)5 F MAZ &&%+= 74%”0] A Z, ZH2F >98.1%
ee I >98.7% eeE AFESATE.

AN 8a, FFE #225a(AEA ol AAAA #1, (9-N-(2-olr]=-1-(3-F 229 d)d &)-1-(5-v & -2-((H E&}s}
o|E R -3 H-4-Ad)olr] o) F g v -4~ )~ 1o v T E-4-F}EAFFo] =) THNMR(400  MHz, DMSO-dg): 6
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[0590]

[0591]

[0592]

[0593]
[0594]

[0595]

[0596]

[0597]

[0598]
[0599]

EEE5 10-2644788
8.58(d, J = 6.8 Hz, 1H), 8.33(s, 1H), 8.27(s, 1H), 8.07(s, 1H), 7.41(s, 1H), 7.36 - 7.28(m, 4H),
4.97(br s, 1H), 3.84 - 3.82(m, 3H), 3.38 - 3.33(m, 2H), 3.01 - 2.94(m, 2H), 2.16(s, 3H), 1.80(d, J
=11.6 Hz, 2H), 1.52 - 1.44(m, 2H). LC-MS &3 Ak A2zt 455.18, A3k m/z 456.2(MHI] .
AN 8, BFE #225h(ALFo|AAA #2, (B-N-(2-oluw-1-(3-F 227 ) d)-1-(5-W & -2-( (| E&}3}
o| =7 -2f-3 &-4- )olu| ) 3] g v P -4-A ) -1F-o| 1| T} F-4-F} = AFmlo] =) 1 THNMR(400  MHz, DMSO-ds): 6§

8.58(d, J= 8 Hz, 1H), 8.33(s, 1H), 8.27(s, 1H), 8.07(s, 1H), 7.42(s, 1H), 7.36 - 7.27(m, 4H), 5.02-
4.91(m, 1H), 3.84 - 3.82(m, 3H), 3.35(m, 2H), 3.05 - 2.91(m, 2H), 2.16(s, 3H), 1.79(d, J = 11.6 Hz,

9H), 1.51 - 1.4(m, 2H). LC-MS &3 Ak A5 455.18, =7k n/z 456.2[M+H] .
Ayl vk22] 59 g dFEo:

AN 90 1-(2-((4- B2 20 d) ok 3 )5~ B 3 2] 7 Tl -4-2 ) A (2- 30| EZ A -1- ol &) -2-w P - -] ]
thE—4-7}E A oo = (838 #153)

N
A

L s
HN” N7 NN OH
F

G4 1: 1-(2-F2=2-5-v 93 g ud-4-d)-2-v & -1 o] 1| t} = -4-7} B & | slo] =

o)
HNT, Y
Al s O
Cl)\N/ Cl o N N:\§“/

K,CO3, DMF, RT )\N

DMF(30 mL) ¥ 2,4-vlZF22-5-mdagv|d(2.50 g, 15.33 mmol), 2-#E&-1/-o]n|t}ZH-4-7}8 A dslo] =(1.85
g, 16.87 mmol), @ ZF FIRO]E(4.65 g, 33.74 mmol)9] EFES 18 h H¢ RTANA mytaldyt. £FE&S
E(100 nL) 2 3|A3ta ol olAlHo]E(3 X 100 L) 2 FE3ATH. F715S UYEF AdolE Ao HAxs
I 7t Eell FAA 7L, FRES gERo7 FA F 80~90% oE olAEo]EE o] &sto] Azt A (100~200
W) ol Ay AazetEagyd o AHAslY 1-(2-FZ2-5-WEy g nd-4-d)-2-w e -] n|thE-
4-7tBdHslo]=(0.5 g, 15%)E 5383k, 1HNMR(400 MHz, DMSO-dg): & 9.76(s, 1H), 8.99(s, 1H),

8.40(s, 1), 2.35(s, 1H), 2.22(s, 3H). LC-MS: &3 Ak Ak 236.05, AZgk n/z 237.070MH], +=:
99.23%.

@A 2: 1-(2-E€22-5-HEy | d-4-d)-2-m E-1H-o| | E-4-71 54

H H

Z O 2-HEg-2-5d Z O
NN/ ——————— ¢ NN
p’/ NaH,PO,, NaCIO,, );\?"(

T OH
+, THF, t-BuOH, RT

FREE(1.5 mL) 2 THR(7 nL) 5 1-(2-Z22-5-vdygrd-4-Y)-2-ve-14-o|nt}Z-4-7} B | slo| =
(0.5 g, 2.11 mnmol)&] &Yl RTNA 2-wWE-2-FelS H7slgitt. 7] EFE, EG ) & YERF 22
O|E(1.87 g, 20.7 mmol) @ UJEF Utslo|=z AL AHO|E(L.5 g, 12.28 mmol)e] €M HdHds| Hrtsehgloh.
TLC7F ¢Hd ¥b3-& ekl &, Z3ES (25 nb)E 3| 3ta dE ofAH o] E(2 X 10 mL)E2 AlHSA. F
AES AF shd E=saL DM 5 10% WE-S(3 X 50 mb)E FEsgt. f715S g stol wEske] 1-
(2-222-5-WE v g d-4-d)-2-w & -UFo| | T} E-4-7} 54 2H0.70 g)& A uAZ F533c. LC-NS 3
+

ksl Ak AL 252.04, AZZE m/z 253.0[M+H]
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[0600]

[0601]
[0602]

[0603]

[0604]
[0605]

[0606]

[0607]

SEE06] 10-2644788
YA 3 1-(2-2 225D Y| F-4-Q)N-(2-5F0] S S A|-1-5 o & )-2-m Y- 10| | HE—4-7HE Ao =

HN~on N/\j\/
)I\ = QO
NI/\/( CI” N NM OH
Cl)\N/ N/\>_,_/<O )QN HN
): oH TsP, Et3N, DCM, RT

N

DCM & 1-(2-F22-5-vEygrd-4-d)-2-wd- 10| "t} Z-4-F 52 2H0.5 g, 1.98 mmol) F Ego|dolwl
(0.5 mL, 3.96 mmol)¢] &He]]l (DL)-2-o}r| =-2-H o] E-1-2(0.288 g, 2.18 mmol)L HH3] H7tstgdch. A
7] &35, T3P(2.5 mL, 3.96 mmol, o€ oFAE|O]E = 50% £M)E Hrlelm E£FELS 18 h S RTA
keI TE, TLC7F WhSo] a S vEdl 3 EFES E(30 mL)2 H7kl 98] AAsAY. 2EES DN
X 30 mb)o2 F&33, F715E G2 A, UEF AuolE oA xsta ¢ st SEAIFAT.
FFES §E90= DM T 5% MeOHE o] &3] A7t A(230~400W4]) FellA ZA] A2vlE I <3|
AAstY  1-(2-F22-5-W I g -4-U)-N(2-3} o] EEA| -1-d| d ol & ) -2-W| & - 1/f- o] v| T} F—4~ T} H Al o] =
(0.580 g, 79%)= 3WMA wAZ FE53FPTF. 1HNMR(400 MHz, DMSO-dg): & 8.95(s, 1H), 8.26(d, J=8.4 Hz,
1H), 7.98(s, 1H), 7.36-7.35(m, 2H), 7.33 - 7.34(m, 3H), 7.22 - 7.21(m, 1H), 5.02 - 4.98(m, 2H), 3.74 -
3.69(m, 21), 2.36(s, 3H), 2.21(s, ). LC-US ek A A4Hgk 371.11, A5k n/z 372.00MH] .

g4 4 1-(2-((4-EF L2 ) ol = )-5-v e v d-4-Yd )-N-(2-3}o]| =& A]-1-H Do & )-2-H & - 1H-°] v| T}
E-4-F}FA}mlo| E

X, O
| o P
CI/J\N/ NM OoH ———= HNT'N N/w OH
)QN HN Pd,(dba);, K;CO3 )QN HN
BINAP, [| S A&F
90°C

UL2k(20 nL) F 1-C-F22-5-wE g gnd-4-d)-N(2-3 o] =5 A -1-F el &) -2- WD -1#-o| | & -4-7} 5
Albo]=(0.5 g, 1.42 mmol), 4-ZFQ Zo}d#(0.173 g, 1.56 mmol), ¥ ZH 7}EU0]E(0.39 g, 2.84 mmo
Dol EFES 78 FHOA 10 nin T o= VAR HASGT. EfA(guAdolyE)tiZetE
(0)(0.130 g, 0.142 mmol) = BINAP(0.0.089 g, 0.142 mmol)Z thA] 108 EoF o2& A= AT wks
FEo "It EFES 6AIF S UE 2l FHAA 90TeA FdEih. whgo] gEE &, whg
eSS Wzbsta, B2 34stal, ofd ofMHOIE(3 X 100 mb)E F&E3I5T. #7115
A AzshaL FEATIA, AFES EEdom @i F 80% olE  olAEHIO|EE  o]&3le] A

A (230~4009151) Zdell Al ZA] AY A2efEag g o FASte 1-(2-((4-FF 29 d)oln| = )-5-vE s
YrHd-4-A)-N-(2-3o| =F A -1-A D & ) -2-m D -1 o| M|} E—-4-FF A Fo] (0,109 g, 1705 A 1A
Ak, 1HNMR(400 MHz, DMSO-dg): & 9.89(s, 1H), 8.60(s, 1H), 8.21(d, J = 8.4 Hz, 1H), 7.92(s, 1H),
7.70-7.67(m, 2H), 7.37(d, J =7.2 Hz, 2H), 7.31(t, J =7.2 Hz, 2H), 7.24(d, J =7.2 Hz, 1H), 7.16(t, J
=8.8 Hz, 2, 5.02(d, J = 4.8 Hz, 20), 3.77-3.69(m, 2H), 2.35(s, 3H), 2.03(s, 3H). LC-MS A &3l =

ARVgE 446,19, D=3k n/z 447 52[MHH], <% 96.12%.
Ayl vk22] 6o g dFEo:

AAl 100 F((S)-1-(3-F 229 d)-2-3o| =E A9 & )-1-(5-HE -2-(((S)-H EZ | E2-FF-3-L ) o}H| 1)
¥ g v d-4-4 )- 17 0| u| T} E-4-F} B Atalo] = (813 E #192)
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[0608]
[0609]

[0610]

[0611]

[0612]

[0613]
[0614]

[0615]

o
J
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10-2644788

N /0 K,COs, MeCN, RT =N

SAIEUE™ (50 mL) & wE-1Fo|ntE&E-4-FIE5 Aol E(7 g, 42.9 mmol)e] wyF &de] ZF FHHYO|E
(11.87 g, 85.88 mmol)E H7}8ldtt. £FEL RTAIA wwdk & 2 4-vjFz2-5-wdy)gudl(5.41 g, 42.9
mmol)& H7psta, &3 SRR Bk RToIA wdkslelet. 388 E(50 ml)3 Z=§stal od ofAH o E
(3 X 150 nb)& F= L2 F715E 4420 nbE AMFHS, F4 UEF AHE A
Azxstar, oHstar, A9t stoll FELA7|AL, FHES S§FAOE -k F old olAHIOIEE o] 83te]

I AAste] WE 1-(2-F2=2-5-wE v d-4-%)- 1ol v thE-4-7H g A g 0| EE

4y A=2atEa I ¢
AW 1A (4.5 g, 41%)E AFE3FITE. 1HNMR(400 MHz, DMSO-dg): & 8.88(s, 1H), 8.38(s, 1H), 3.8(s, 3H),

st

y yo o
o
-~

],

~ ol

EO

ol
o

2.41(s, 3H). LC-MS A &3t &=k Axkzgk 252.04, 253k m/z 253. olH]
@A 2: (9-"E 1-(5-vE-2-((FlEgslo| =2 F#-3-Y ) olu| o) I T v H-4-Y -] 1| T} Z-4-FH 5 g o] E

NH

OJAXEZRE(30 ml) F WE 1-C2-FEZ-5-vEI v d-4-Y)-1F-o)ufE-4-FHE A H o) E(0.6 g, 2.37
mmol)e] & (S)-HEZslo|=2Fe-3-0171(0.310 g, 3.56 mmol) X DIPEA(1.53 g, 11.8 mmol)Z
A7vstar, EFES 100ColA 36 h ek 28 {2l FHOIA WPo}OﬂB} TP ES WA T AY st 55
8tal, E(50 mL)E 3&Jslar od o}lAlE|e]E(2 X 100 mL)E FE3At. F715S 445G )2 AFea, F
T UEF AAo]E oA nzxsta, ofFstar, 3t st TN, IAFES o2 i F dE of
AElo]EE o] &sto] vl Axl a=wtEa o] ofs) AAlste] (9-"4E 1-(5-wd-2-((H| Eg}sto] ===
D)ot ) I d-4-A)- 1o n|ThE-4-FI 5 Ao ES  FA  uA(0.45 g, 63 FTEIEZ AESSIT
IHNMR(400 MHz, CDCls): & 8.28(s, 1H), 8.16(d, J=2.4 Hz, 2H,), 5.47(s, 1H), 4.56(s, 1H), 4.0-3.88(m,
5H), 3.87-3.85(m, 1H), 3.75-3.71(m, 1H), 2.31(s, 3H), 2.36-2.33(m, 1H), 1.92-1.85(m, 2H), LC-MS A3k

A2k AAEE 303.13, =7k n/z 304.4[M+H]

a4 3: F((9)-1-(3-FZ=2¥Y)-2-3o| =E A& )-1-(5-HE-2-(((S)-H Eg}slo]| =2 FH-3-d ) o} 1| 1= ) 7 ]
Hld-4-2)-1fo| B E-4-FHR Ao =
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[0616]
[0617]

[0618]

[0619]
[0620]

[0621]
[0622]

omn
J
Jm
Qﬂ

10-2644788

NHy_ o~

©
N
P @ J\A/(
NH N N/\>_(O al NS />—/< <OH
z(s) lQN o [ N (S)
@ ¢ AlNe;, S =20 O
o 100°C, Otol 3 2 1t 0 cl

(25 mL) F (9-wE-1-(5-vE-2-(E Eg}slo] ER2F&-3- ) o}n| 1o )-F] Z] v -4~ ) - 1o W] v Z-4-7H =
1E(0.45 g, 1.48 mmol)-% Rk gollof] (9)-2-ofn]| -2-(3-F 2239 )e2(0.509 g, 2.96 mmol) H E
AT F(E M &N 2.2 mL, 4.45 mmol)S CEM whel=Z =3} wlojde] 0CelA H7tatgdth. ulo)
Botal J% —EH%% CEM mlo]lm 232 2 h §<F 100CoA ks, E3tes Yzhsla, S22 A3
g opAEIO|E(3 x 200 )& FEIAUTH. 2R F715S 4500 ab) 2 AHFAL, 5 GEF A

Ty

£

O o ue L omx i
(m Koo & = Hu

oz

ol Hxstar, oAFsta, 7S kel AT, AFES EEHCE DA F WEES o]&ste] )
Ay ABRAtEaYF o8] FAE] M(9)-1-(3-FEEIL)-2-3lo] =2 Ao €] )-1-(5-7| &l -2-(S)-H| E g}5} o]
SR FA-3-d) o ) W g H| d-4-U) - 1o | thE-4-FHAlELo| 25 A 1A](0.23 g, 35%) = AFESIITH.
1HNMR(400 MHz, DMSO-d¢): & 8.38(t, J = 8.4 Hz, 2H) 8.29(s, 1H), 8.11(s, 1H), 7.60(d, J = 5.2 Hz, 1H),
7.43(s, 1H), 7.31(d, J = 15.6 Hz, 3H), 5.02(d, J = 5.2 Hz, 2H), 4.34(s, 1H), 3.87 - 3.78(m, 2H), 3.72
- 3.67(m, 3H), 3.55 - 3.28(m, 1H), 2.19(s, 3H), 2.19 - 2.08(m, 1H), 1.89 - 1.85(m, 1H). LC-MS B &3t

_ﬂ.m _I%

Ak A2 442.15, A=3k m/z 443, 5[] . HPLC 2% 99. 2%, 712 HPLC =% 99.7%; mp 117°C.

AAld 110 F(1-3-FE2E)-2-3t | =5 A € )-1-(5-v 2 -2-((H| E&}sto| E2 -2 3] F-4- ) o} 7| = ) 7 2] 7|
d-4-)-1F-o| & -4-FHEALwL o] (3} HE #4201)

N
P o

OH
HN” N NM

N HN
Cl

94 1: ¥E 1-(2-ERE-5-mEYrd-4-d)- 1oV TE-4-FHE Ao E
\O
HN N\
Cl)l\N/ Cl e N N/M
K,CO3, CH3CN, RT (.

SFAIEYUEZ (75 nL) 5 WY UFo|nt&E—4-715 A do]E(2.32 g, 18.4 mmol)9] 1wk folo] ZHE FIHU|o|E
(5.08 g, 36.8 mmol)E H7lsldth. ¥+8 EHES 5 min 5¢F RTAIA Hkek 3 2 4-tjE 2 2-5-vEdygud
(2 g, 18.4 mmol)S FH7tekdvh. B4 %;}%—% 2Rk . S E(50 mL)E AA s}
olel opAElo]E(3 X 150 mL)Z FZa3itt. % 7155 HEF AulolE AdolA Hxsta, o3tatar,
o Stell AT, JFFRES §FNoE p-IAi F old oMAHOEE o]&ste] Tl Ay ARvE 1YY
ols AGAste] vE 1-(2-F22-5-mdy v d-4-A)- 1ol v t}E-4-FI Ao ES gl 313 (53.7%) =

AFZaHoith. HNMR(400 MHz, CDCly): & 8.63(s, 1H), 8.25(d, J = 5.2 Hz, 2H), 3.95(s, 3H), 2.52(s, 3H).

£ 0¥ K

LC-MS AsHak Ak Az 252.04, A7 m/z 253, 1] .
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[0623]

[0624]
[0625]

[0626]

[0627]
[0628]

[0629]

[0630]
[0631]

[0632]

SEE36 10-2644788
G4 2: WE 1-(5-vE-2-((B| Egtsl o] = 2-20F 3] &-4-< ) o] = ) 3] 2] 1] -4~ ) - U o] #| T} T4~} E- A | o] E

NH,

N™ X
Xr N,
0 HN"ONZ N
c” N N/\§__./< o \;MO_,
=/ D DIPEA, IPA, N

/ U2 S8 100°C

O AZRRE(5 nl) F 1-(2-FE2-5-wEygnd-4-2)-1-0] v t}E-4-7} 52 P o] E(0.27 g, 1.07 mmol)<]

olo] DIPEAC0.58 mL, 3.21 mmol) ¥ E|Eg}slo] =249 &-4-0}1(0.16 mL, 1.60 mmol)<S H7}stgich. A4
EFES 20 h §2F 100CAA D& 2 FHAA wysidict. v £3ES E(10 nL) & A8}, o4
SJAEHIOIE(50 ml)E FEEQT. f71%2S UEF AuolE AoA Axsla, oysla, ek s
THAAG. FRES §EFY0F DN T WEES ol&ste Tl HAH AZvtEaY I o AHAste wE
1-(5-mle-2-(H Egtslo] =2 -2-9] g4~ ) ol . ) F 2l w| D -4- U ) - 1o V| }E-4-FHF A o] EE  3|ulA 314
(0.25 g, 76%) % A+&3FtE. 1HNMR(400 MHz, DMSO-dg): & 8.35(s, 1H), 8.29(s, 1H), 8.26(s, 1H), 7.38(d,
J=7.6 Hz, 1), 3.85-3.82(m, 3H), 3.77(s, 3H), 3.37(t, J=10 Hz, 2H), 2.15(s, 3H), 1.80(d, J=10.4 Hz,

+

&
3

2H), 1.50-1.46(m, 2H). LC-MS &3t AgF ALkt 317.15, =3k m/z 318.4[M+H]

WA 31 N(1-(3-F2251d)-2-8t0] ESA) o ©)-1-(5- F-2-((H| E 2ato] = 22 3] -4~ )ohw] ) 2}l -
4 9)-1-ol W T E-4-7H A}k o] =

iy X
M 0 0
Cl =
HN” N7 NN HN” N7 NN OH
AlMe;, S0l Cl
0 OFOI2 210+, 100 °C o

0 mL) % "WlE-1-(5-vE-2-(H Egsto] = 2247 -4~ ) o} &) -3 2 | T -4~ ) - 10| v T F -4- T}
°]E(0.1 g, 0.315 mmol)&] &hol] 2-0}n=-2-(3-F 223 ) e2(0.10 g, 0.63 mmol) 2 EwWddz
FEFA T 2089 0.78 nL, 1.57 mmol)S 718k, A EFES 1.5 h 59 100TCA CEM wlo]

Fhith, £ ES We & E(10 nb) 2 A3 A" ofAlH S E(50 mL) & FE33TE. §71%
S E(10 )2 AFsta, YEF AuolE A Azxsta, oJ¥sta, et st SHAAL. AHES £F
Mo DOM = WELS o]gste] o) Ay IARuETHT ) o) At M(1-(3-FREHY)-2-slo]| ==
Al g)-1-(5-w e -2-((H| Eg}sto] = 2 -2/ 3] gh-4- ) o}v] e ) - T 2] W T -4- % ) - VF-o| P thF-4-F} FAbuto| =5 3]
WA 3A4(0.12 g, 86%) = AFE3FATE. 1HNMR(400 MHz, DMSO-ds): & 8.41(d, J = 7.8 Hz, 1H), 8.34(s, 1H),

|

8.28(s, 1H), 8.09(s, 1H), 7.42(s, 1H), 7.38(d, J = 9.6 Hz, 1H), 7.32 - 7.27(m, 3H), 5.05 - 4.98(m,
2H), 3.85 - 3.77(m, 3H), 3.71(t, J =4 Hz, 2H), 3.38(t, J =8 Hz, 2H), 2.16(s, 3H), 1.80(d, J = 11.2

Hz, 2), 1.51 - 1.44(m, 2H). LC-MS g&H+ ==k A2zt 456.17, 233k m/z 457.50MH]; HPLC %25 99.53%.

it
1)
it
El
rlI
ol
0

AAY 12: (9-F(1-(3-F 22U Y)-2-3o]| =5 A9 E)-1-(5-HE-2-((H Ed}slo| =2 -5 F-4-Q ) o} 1] i ) 5]
g u ¥ -4-9 )- 140 1| T} E-4-F EAtalo| = (S FE #211)

L
—OH

A 0
HN N NN
MN =
Cl
O

9A 1 2 GA 2 33 dap= Al 110l 71AE A3 fAbskd o
@A 31 (9-F(1-(3-FE2¥H)-2-3to| =5 A & )-1-(5-H B -2-(E| E&} 30| =223 F-4- ) o} ] =) 9] 2] ]
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[0633]
[0634]

[0635]

[0636]

[0637]
[0638]

[0639]

[0640]
[0641]

SEE06] 10-2644788
U-4-9)- 1ol v e E-4-7H & Afo o] =

NH; .~

o7 OH
NTX
Y, oo
2 —
NN cl NH N NM <

NH M l 3

= NH
sy o— AlMes, & = 1 fj N ©
0FOl 321}, 100 °C cl
o o

EF4d(©2 nl) F WY 1-G6-vE-2-((HEgsIo| =2 -2/ &-4-% ) o} =) I 2| v| -4~ ) - 1/ o] v T} E—4-F} 5
29 0]E(0.07 g, 0.22 mmol)e] &M (9-2-oln=-2-(3-FEZEH ) EFL(0.075 g, 0.44 mmol) % E&

d

AFF(EFA F 2 M &5 0.22 mL, 0.44 mmol)& H7Fepich. A E£3FES 1.5 h 52t 100CTA CEM
aese awstnh, EEEE WAsE, B0 a2 s, AP ohAHCE(0 iR FESHA
¢ B0 Al AHN, GEF AolE Jol A Axkshu, olmehi, 1St sl THAZ. WF
O D01 F MREE olgst] T 742; Aot S AAT § deld HEE naHe

=1
=

_%
oN 2
7] g
ulla—z;—oa‘)—11+o1ulﬂr§—4—7}%@u}o15§ ﬂﬁﬂ*ﬂ zxﬂ(o.oeo g, 60%)i ﬁgo}aiv}. 1HNMR(4OO MHZ, DMSO-ds) :

§ 8.39(d, J = 8 Hz, 1H), 8.34(s, 1H), 8.28(s, 1H), 8.09(s, 1H), 7.43(5, 1), 7.37 - 7.32(m, 3H),
7.29(br s, 1H), 5.02(d, J = 8 Hz, 2H), 3.85 - 3.82(m, 3H), 3.72(t, J = 8 Hz, 2H), 3.39 - 3.26(m, 2H),
2.17(s, 3H), 1.81(d, J = 8 Hz, 2H), 1.48(d, J = 8 Hz, 2H). LC-MS & f?} A ALgk 456.17, A S53E n/z

457.2[M+H]+§ HPLC <% 99.81%, 71= HPLC <% 99.92% ; mp 145TC.
9 4 9 30M o ¥ el Eqo] v BE:

AN 13: N-(3-222-2-(3t0| ESA WY )M A )-1-(5-v D-2-((el ET}ehol 229 7] &h-4-2 o] i) 7 2] W] 0
~4-)-1F o P|ThE-4-7H B AL ek o] = (S E #93)

A 1 % GA 2: A dap= Al 110l 71 A fFARsEI T
@A 3: 1-(5-HE-2-((F Egtato| == -20- 3 F-4-d ) ofv| =) ¥ 2] v D -4- U )- 1o W T} S -4-FHE A4t

g i
I 0 I o)
HN)\N/ W HN)\N/ W
=N O~ KOSiMe3, THF, =N  OH
0°C-45°C
0 (o]

HEgslo]| =2 (30 mL) & WY 1-(5-vlE-2-((H Egsto] =2 -24-1] -4~ ) o} &) I 2] v -4~ ) - 14-¢]
T E-4-7H 5 o] E(1.5 g, 4.731 mmol)<] wyHE &0 Z-H EvWdidalEzdo]E(1.82 g, 14.18 mmol)E
0CollA H7Fstoiet. ¥hg EFES 1.5 h &F 45ToA uytaqltt. ojojx whg EjHES 2(25 mL) = A%
atar, ol" olAE|o]E(2 X 10 mL)Z A3}, *HZ—g 4 N HCI g H7lel o8] pH ¢ 5~608 A3}
Rk, oo FAHFE olE oM HOIE(3 X 60 nL)E FEFdta, 2T F71ES 14 sl FFHsk 1-(5-7
d-2-((H Eg}ste] =2 -2/ @-4- ) ohr| 1) F] 2| m -4-< ) -1F-o W] T} E-4-7} 5 A2k s A (1.2 g,
84%) % AFZ3HIth. HNR(400 MHz, DMSO-de): & 12.47(br s, 1H), 8.33(s, 1H), 8.23(br s, 1H), 8.20(s,

Akr

rulo

1H), 7.36(d, J = 7.6 Hz, 1H), 3.88(br s, 1H), 3.83(d, J = 11.6 Hz, 2H), 3.36(t, J = 10.8 Hz, 2H),
2.15(s, 3H), 1.80(d, J = 10.4 Hz, 2H), 1.52 - 1.42(m, 2H). LC-MS A &3+ A=k A2kzk 303.13, A=%t m/z
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[0642]

[0643]

[0644]

[0645]

[0646]
[0647]

[0648]

[0649]
[0650]

[0651]

[0652]
[0653]

SEE5] 10-2644788
304.4[M+H]".
G4 4: dd 2-(BEEdE)-6-E2 22X o|E

I I
O 0 OO

cl - cl
NBS, Hl X2 |2 AH0|E  Br

CCly, 80°C

ArAslERA (50 mL) & g 2-FEE-6-deddlFoo]E(l g, 5.4 mmol)e] &M fFEHERSMoHE(1 g, 5.9
mmol) & WlFY HLA}o]=(0.131 g, 0.5 mmol)S A7}, A E3HES 80TolA 10 h H<t 7&&&@.
Hhg- 3 S Aol EE E3 oFsta, ods A st SEAA WY 2-(BEEdY)-6-ER 2ol E

AZaGITh. LCMS A3 Ak AAkgk 261.94, AZFE m/z 263.00MH] .

(

b=

olo
rlo
A

~

1.2 g)

Ll

@A 5: WE 2-(oA EHE)-6-S 22Xl 0| E

| |
Os O OO
I —— !
Br c NaN;, DMF N c
70°C

DMF(10 mL) & WE 2-(RREWE)-6-F2 2 Fo]E(1 g, 3.8 mmol)e] &N YEF o}x}o]=(0.494 g,
7.6 mmol)E 0ColA #H7bsiich, A E3FES 70TColA 12 h &< ﬁb&é}aiv} g EEES WY4(100
mL) 2 81Xk, o" ofAlElo]E(2 X 100 mL)E FZF3ITh. 27 F715S 910 )2 AFHsta, YE
F AdolE AoM Axsta, outetar, ¢ st FHAA wE 2-(olALrd)-6-F 220 E(1.2 g)

2 AZEQTE. LCNS A3 A ARk 225.03, AZEE m/z 198, 1IMHIN ]

@A 6: C-(oterE)-6-S= 2 d)HES

O, (o] OH
Cl cl
Ns LAH, THF,RT N
HEZslo|=2F2(10 mL) 5 HE 2- (ovuuﬂ@_) -6-FZ2MFO|E(0.5 g, 2.2 mmol)e] &M FF &F
vl sFo] =20l =(0.337 g, 8.8 mmol)E 0CelA 3] H7tekaict. AG EFES HA20A 12 h B Wyt
st W TEES WWS(50 mL)i 3| Aslar, oe olAHO|E(2 X 100 nL)E FZagt. %233 7=
S @410 ML) 2 AFstal, YEF A¥olE Aolr Azxsta, oxsta, 79t dloll SEHAA (2-(olv v

e)-6-Zradd)EL(0.4 g,) AEeTh. LO-NS AEa A AAG 171,05, A=7k m/z 172, 1[M+H] .
G 7. F(E-EEE-2-(Fol=ENYE ) )-1-(5-HE-2-((E Ed3lo| = 2 -3 F-4- ) o} = ) ] ] m| P-4
A)-1-0| |} & -4-F} 2 A wlo] =

NTX
HN)I\/N)\/N/M
OH )I\ _ o
HO,
o 0 HN” N W

HaN T3P, DIPEA N
DCM, RT cl
o)

DCM(10 nmL) F  1-(5-WE-2-((E|Egtslo] =224 -4~ ) o}u| o) F] 2 v -4~ ) - 1#-°] v T} Z-4-FHE A 4t
(0.1 g, 0.3 nmol)¢] &M (2-(opm|=me)-6-F2 29 <)M eF2(0.84 g, 0.4 mmol) % DIPEA(0.17 mL, 0.9
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[0654]

[0655]

[0656]
[0657]

[0658]
[0659]

[0660]

[0661]

[0662]

=50l 10-2644788

0|ﬂ

(

1.

I

mmol)ell ©]o] T3P(0.24 mL, 0.8 mmol)E H7IsSith. AH EFES H2004 6 h &<
B8 W (50 mL)E 34383, DOM(2 X 100 mL) o2 Z=Z3Act. 2gs §71=S

YEF AHelE AeolA dxstar, ofastar, 7t dtell SEAIZY. IRES 8 DM & HEES o
&3te] Biotage Isoleradl o3 AAste] W(3-FRZ-2-(3to] =F A d e )il d)-1-(5-H & -2-((H| Eg}3to] =2 -
29 &-4-)obv] 1) 9] g m| d -4- ) - 1ol M thE-4-7Hg Aol =5 3] 310,43 g, 29%) & AFESEAlT
HNMR(400 MHz, DMSO-dg): & 8.62(t, J = 6 Hz, 1H), 8.33(s, 1H), 8.25(s, 1H), 8.10(s, 1H), 7.36 -

welgle. Wy &
S
o

al
@4(10 mL) = A #skar
=

fo B olo

7.23(m, 4H), 5.24(t, J = 5.0 Hz, 1H), 4.76(d, J = 5.2 Hz, 2H), 4.61(d, J = 6 Hz, 2H), 3.9(br s, 1H),
3.83(d, J = 11.2 Hz, 2H), 3.36(t, J = 11.0 Hz, 2H), 2.17(s, 3H), 1.80(d, J = 11.6 Hz, 2H), 1.52 -

1.43(m, 2H). LC-MS A3t A=k AArgk 456.17, 227k m/z 457.0[MH] " HPLC %% 99.05%.
At w82 7o Tt diFo:

AAC 14: F(1-(3-F22H9)-2-3l0)|=F Ao E)-1-(2- (s do}v]| =) ¥ 2] D -4- L ) -1 o] | T} E-4-FHF AHa] o)
=(33HE #77)

N/\>/(O ont
(S N

oA 1: 482 R-pEdyEd-2-o}%

s i

| |
/'\@\ N -"
5N & Br

CS,C0O;3, Xantphos,
Pdy(dba);,1,4- [| = A+, 110°C

1,4-024t F 4-B 25298 d-2-0}71(1.0 g, 5.7 mmol), L E=WIAN(2.35 g, 11.56 mmol) % Al ZlH U0l E
(8.82 g, 24.855 mmol)9] €915 30 min =< o207 E7]|3 Z Xantphos(0.66 g, 1.156 mmol) % Eg A~
(A dop E) S H(0)-FEEILE F715(0.528 g, 0.578 mmol)S H7FSIITH. A4 EFES 12h &

Qb 150CellA & % FHEAAM wnkegie. Wb 9w Wrskal, =(50 mL)@k 2§skaL, old opAlE o]
E(3 x 200 mb)E FEATG. 239 §715S B(100 mL) R 2550 nb) 2 A AsL JEF AolE Ao
A Azskal, ofdtskal, gt sl SEAZG. AFES FEA0E ¥t T ol opAHO]ES o] §dto]

o Ae FzeEadne] s AAste] 4-nER-ysdy]Ev-o-obulS w kA wA|(0.81 g, 56%) % AEs
oAtk. LC-MS Aetek Ak Aakgk 247.99 2 249,99, =7k m/z 251. 10N+

94 2: WY 1-(2-(ddolr] =) g 8 g-4-d)-1H-o| P E-4-7H 5L H 0| E

o)
HNM
NT EN 0 N
L

o]
— HN NM
Cul, L-Z S8l \QN o
KsPOy, 2S5 72, /
150°

DMF(3 mL) % 4-BRX-Nddazld-2-0l71(0.5 g, 2.00 mmol)2] & W& 1f-o]ntpE—4-7}E Aol E
(0.37 g, 3.01mmol) ¥ ZF E2HO|E(2.12 g, 10.00 mmol)E H7IsFE . £FES 15 min 9 o2 o

u}

2
R ool g N

3 & (1) 2210]=(0.076 g, 0.40 mmol) ¥ L-ZE(0.046 g, 0.40 mmol)E H7IsIHck. A &
< 12 h & 150CelA D& e FHAA wwaivt. W £35S ¥4t =30 nb) 3 =33k,
OFAE| O] E(50 mL)®2 FE3UTE. f715S UEF AHACE oA dxsta, oAfetar, 748 stel %
. IFEs BEN0R n-dit T oY opAHo]ES o] &ste] ] Ay AzmmtEIrgve o8] AAst
of wWe 1-(2-(sdetv ) F el d-4-)-1Foln|thE-4-7H A o] EE F4 1A(0.15 g, 25%) = AF=38qltt.

Ll

1.

of

>
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[0663]

[0664]
[0665]

[0666]

[0667]
[0668]

[0669]

[0670]

[0671]

SS=50l 10-2644788

1HNMR(400 MHz, DMSO-d¢): & 9.18(s, 1H), 8.45(d, J = 11.6 Hz, 2H), 8.25(d, J =5.6 Hz, 1H), 7.64(d, J =

8 Hz, 2H), 7.28(t, J = 7.2 Hz, 2H), 7.15(d, J = 4 Hz, 1H), 7.03(s, 1H), 6.93(t, J = 6.8 Hz, 1H),
3.79(s, 3H) LC-MS A3t A= ALkgk 294.11, 257k m/z 295. ol

@A 3: 1-(2-(sld ot =)V B D-4-d ) -0l M| E-4-7H 52 4

o
HN N7\ _— Z
HN N
\;\?’/(o LIOH, THF, H,0 \;M
/ #g @ N OH

THF(6 mL) % &(6 mL) < g 1-(2-(ddolr) e d-4-d)-1F-o| v t}E-4-7} 54 o] E(0.1 g, 0.77
mmol)e] &M ZF sto]=2Alol= 15315(0.057 g, 1.36 mmol)S A7ttt A EFES 6 h S<F RTO

A AdtEith, EFES 7ot Stol SEAI7]aL, 1N HC1e M7bel 98] pH oF 622 A, dAE 1A
£ oo o8 AAGL, G a2 AHET F A St Axse] 1-(2-(Fdolv ) I 2 H-4-U ) - 1ol v th
F-4-7}E RS A 1A(0.08 g, 88%) 2 ArEEHTE. 1HNMR(400 MHz, DMSO-dg): & 12(br s, 1H), 9.30(s,

1H), 8.42(s, 1H), 8.37(s, 1H), 8.24(d, J = 5.6 Hz, 1H), 7.64(d, J = 8 Hz, 2H), 7.28(t, J = 7.6 Hz,
2H), 7.17(d, J = 1.6 Hz, 1H), 7.06(s, 1H), 6.94(t, J = 7.2 Hz, 1H). LC-MS &3t H=F ALtkgk 280.10,

222k n/z 281.1[MH]

WA 41 N-(1-(3-F 22 d)-2-510| E2 A o 8 )-1-(2-( Do} 1) 2] W -4- L )- o] vl chE 47} & A}mpo] =

FeN OH
i 2
o}
= = 6]
HN NN al HN T\M oH
=N  OH =N HN
EDC.HCI, HOBY,
DCM, DMF al

TEA, RT

DCM(6 mL) % DMF(0.2 mL) & 1-(2-(sdotr] )3 g el-4-d)-14-o| v th&-4-7H522H(0.04 g, 0.178 mmol) <]
golo]] Eg]o€o}7l(0.053 mL, 0.534 mmol), EDC(O. 068 g, 0.356 mmol) = HOBt(0.007 g, 0.053 mmol)Z 7}
sk, WS EFES 15 min H¢F RTAIA mWHeE & 2-oln|-2-(3-F 229 ) o e+2(0.036 g, 0.213 mmo
D& #71eiith. E9ES 12 h &<k RTOIA wyksidict. vk8 E9d&S &3 £@stal odld ofAHER 5
=3tk f715S HEF AFlE oA dxstar, oetar, 74 stoll SHAIZT. ARES §EdoR
DCM & wWlekeS o] &3t 7ol Ay ARmELH I o3 A s M (1-(3-F223d)-2-3fo| =F Ao & )-
1-(2-(dd ot ) -T2l D -4- ) -UFo| P T -4-7H Aol =5 ) 314](0.015 g, 24%) % AFE3SRQlTh.
1HNMR(400 MHz, DMSO-dg): & 9.17(s, 1H), 8.45(s, 1H), 8.40(d, J = 8.4 Hz, 1H ), 8.24(d, J = 7.6 Hz,
2H), 7.64(d, J = 7.6 Hz, 2H ), 7.42(s, 1), 7.32 - 7.28(m, 2H), 7.27 - 7.25(m, 3H), 7.15(d, J = 5.6
Hz, 1H), 7.02(s, 1H), 6.92(t, J = 7.2 Hz, 1H), 5.04 - 4.99(m, 2H), 3.73(t, J = 5.6 Hz, 2H). LC-MS A3}

s AeF AAbgE 433.13, AZ7k n/z 434.2[M4H] . HPLC <% 99.52%: mp 130.0°C.
uk vk-2-2 8o diF g

A 15 1-(2-(A=[d][1,3]H&E&-5-L ot o)-5-HE ¥ 2w d-4-U )N (1-(3,5-H EZ 2 d)-2-3o| =5
Aol 8)-1H-3] E-3-7HE A uLo| = (B1]HE #74)

1CX

I

F o)

A '\f;\>—( OH
@ HN

_86_



[0672]

[0673]
[0674]

[0675]

[0676]

[0677]

[0678]

[0679]
[0680]

SS=S0ol 10-2644788

9 1: 2-222-5-HdgId 1-§Alo|=

z

/

I
=Z 5

I N F m-CPBA, CHCl3, | A~

50°C
CHC15(20 mL) = 2-Z2=2-5-"d38¢1(2.0 g, 15.7 mmol)] &Mo] WE-FREH A M ZAH3.2 g, 18.89
mol)& ZA M7k &, E3ES 16 h &< 50CoA 71detgitt. vhs £¢ES -10CE ¥4sta, IAE
Agol|EE Fd AFstgitt. AdS TUA7L EEqoz At F 80% oY olAH | EE o] &3l ATt
A Ao Ay FAzulEzd e o8] AHASte] 2-FRZ-5-dEygld 1-%Alo]=(1.9 g, 84%)5 At
1HNMR(400 MHz, DMSO-dg): & 8.33(s, 1H), 7.64(d, J=8.4 Hz, 1H), 7.18(d, J=8.4 Hz, 1H), 2.22(s, 3H).

LC-NS A &at AeF AAGE 143.01, A=7F n/z 144.1[MHH]
94 2: 2-E22-5-1Ed-4-UE=Z3Z Y 1-SA}o]=

© S}

® ®
| |

I NF HzS?SbECNos’ I " No,

Wl AA(4.5 pL) 2 A6 ml) Y E3E 2-FEEZ-5-wEygd-1-LA0]=(1.4 g, 9.7 mmol)E A3
A7 sl tE. olojx EFES 2 h Ee 100CoA 7tgstgdtt. £3dES RIE vﬁﬂroh = 4 141?1 e
H, ZA YEF JtRUe|E HIloll 93] Fssidtt. EFES oY olAH o E Z3stL, 7158 HE
F ATolE oA Hzsta, 7St bl TUAA 2-FTE2E-5-vd-4- HE?LJMD] 1- SLAMK(I 3 g, 72%)E
ooitk. 1HNMR(400 MHz, CDCls): & 8.27(s, 1H), 8.26(s, 1H), 2.60(s, 3H). LC-MS AZ3 Az Ailrzgk

188.00, A3k m/z 189. 1[M+H] .
@A 3: 5-HE-4-YEZ-2-(Hdolr| ) d 1-SAlo|=
o
®
O«

3.@ NH, NES
TN l =
)J HN NO

Cl NO2 K,COj3, Pdy(dba)s,

BINAP, []| =3 4F,100°C

2

2210 L) F 2-FR2Z-5-WE-4-JEzTd 1-2x}0]=(0.5 g, 2.6 mmol), °}d#(0.5 g, 5.3 mmol),
ZF ZFEUOIE(0.73 g, 5.3 mmol)®  E¥ES 30 min HOF éli 1A= HASA.
(oA g dlolA E) g ZeHE(0)(0.12 g, 0.13 mmol) 2 BINAP(0.16 g, 0.26 mmol)S &g-=ol #H7}sfar,
E ohAl 20 min B¢ A 7IAE HAS T, 16 h 5 100TolA 7tEedtt. EFES Ao EE T o
L, NG 7t st THAIFT. RRES 55 dEstal, dY oMAHER FEI5H. f715S UE
AFo|E AolA HAFstar, 7@ shol SR, FFES FEH0R st T 60% oY olAEHI|EE o
sto] A7t A AdeA Ax AZutEag e o& GAste] 5-wE-4-UEZ-2-(Fdoln| )2 1-SA}
°]=(0.4 g, 56%)S LATt. 1NMR(400 MHz, CDCly): & 8.48(s, 1H), 8.17(s, 1H), 7.73(s, 1H), 7.45(t,
J=8.4 Mz, 2M), 7.29 - 7.25(m, 3H), 2.50(s, 3H). LC-MS A3 Az Axgk 245.08, 2=k m/z

246. 1[M+H] .

Obnim:iﬁlmmﬁ_l
o g
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[0681]

[0682]
[0683]

[0684]

[0685]
[0686]

[0687]

[0688]
[0689]

S=S35| 10-2644788
2A 4: 5-HE-N2-sg v E -2, 4o}l

®
\

ACOH, Fe, 100° C, 20 min l
HN” N2 N0, HN” N7 “NH,

4 s

A B2(0.53 g, 9.57 mmol)E o} EANT nl) F 5-HE-4-UEZ-2-(Hd-o}lr| =) g d-1-2A}0]=(0.35 g
1.42 mmol)¢] &Nol] H7}etar, EFES 20 min =¢F 100CAA 71938t cr. EES WYz & 1 M NaOH &
A 2 B DAMeR FZ3UTE. fUl5S & 2 @52 A, YEF AHoE oA nxsta, T
toll A s-wE-N-2-Hdu gl e -2, 4-T]o}(0.26 g, 93%)S L ATF. 1HNMR(400 MHz, DMSO-ds): 8.75(s,
1H), 7.52(s, 1H), 7.38(d, J=8 Hz, 2H), 7.25(t, J=7.6 Hz, 2H), 6.92(t, J=7.2 Hz, 1H), 6.26(br s, 2H),

6.07(s, 1H), 1.93(s, 3H). LC-MS <&k Az AMbgk 199.11, A5k m/z 200. 2[M+H]

97 5: 4-BE2R-5-vE-}udEy2d-2-o}7]

CuBn, 28l L2,
MeCN, RT

SPNEYVEZ(5 ml) F FE(II) HRZulo]=(0.56 g, 2.51 mmol) 2 tert-58 UEZOE(0.25 mL, 3.12
mmol)¢] E£3ES 30 min < RTAIA mursta, 0CE Wzhst & 5-wEd-p2-Fdy g d-2,4-t]o}71(0.25 g,

1.25 mmol)E #H7}ATE. E£FES 1 h B¢k RTA wwksldet. 25 & YWE Ha, od oA HoER

FESAT. 71T Y dEFE StolESAtoln (o] AlRkd wizhA]), = B AR AFHE3I.
715 UHER AdolE AolM xstar, gt stell S2A7]AL, FFEs §EACE 6% olE oA ES
sto] Aeh A AdelM Y ARviEI gl o8] HAlste] 4-H 2R -5-vd-N-3d v 2] d-2-0}71(0.07

g, 18%)S dgth. 1HNMR(400 MHz, CDCls): 8.21(s, 1H), 8.15(s, 1H), 7.53-7.39(m, 4H), 7.04(d, J=7.2 Hz,
9H), 2.39(s, 3M). LC-MS A&ak Ak A%t 262.01 2 264.01, 2=t m/z 265.1[M+H] .

WA 6: N-(2-8H0] =8 A -1-3] Qo) & )-1- (5w & —2-(sf Yo} =) 3 2] W4~ )~ I 7] B-3-7F E Ao =

o OH
X
— = 0
HN g HN "E\>_/<
<

OH

K3PO4, CU|, L_E%Eﬂ
DMF, 100°C

DMF(2 mL) & 4-PEr-5-de-N}adaald-2-0}71(0.07 g, 0.26 mmol), N(2-3lo]|EFA-1-#dol| & )-1F3
E-3-7}EAo] =(0.07 g, 0.29 mmol), ZHE EAHO]E(0.16 g, 0.79 mmol)e] E$E-L 15 min <
A2 HAsYY. L-Z=%(0.006 g, 0.053 mmol) % ?a 9 T}ol=(0.01 g, 0.053 mmol)E WHg Z3Eo

A7kskar, ol% vhAl 10 min FO A ZIAE HAF F 16 h B 100TAA DR el Fuold stdsian,
EdEe ki 7 Adeln, o oMlHelER AT 4715% HEF AMlE AelA Axs
2% dol FWAYIL, BFRES SZO0 DN F 2% HTLS olale] Azt A AolA Ay AzelEo)

el & FA|ste] N(2-3to] EFA-1-H D ")-1-(5-mE-2-(H Do} =) 3 2| d-4-Y ) - 1T F-3-7}F Al mto]
=(0.04 g, 40%)E LATH. 1HNMR(400 MHz, DMSO-ds): 9.04(s, 1H), 8.13(s, 1H), 8.09(d, J = 8.4 Hz, 1H),

7.66(s, 1H), 7.61(d, J = 8 Hz, 2H), 7.31(t, J = 7.2 Hz, 2H) 7.29 - 7.22(m, 5H), 7.19 - 7.08(m, 1H),
6.87(t, J=17.6 Hz, 1H), 6.74(d, J = 7.6 Hz, 2H), 5.06 - 5.01(m, 1H), 4.85(t, J = 5.6 Hz, 1H), 3.66 -

3.63(m, 2H), 2.14(s, 3H). LC-MS A&k A ANt 412.19, AZ7F n/z 413.300+H] . HPLC %% 99.39%.
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[0690]

[0691]

[0692]
[0693]

[0694]
[0695]

[0696]

[0697]
[0698]

SS50l 10-2644788

Ank w34 9o 9k E:

AR 16: ¥(2-obH] mo1-(3-22 A D) D) 1-(2-((4-FF2 259 o} )59 0 2] 9-4-2)- B 85
FFE A ufo| = (SHHE #159)

N™X
|

z 0
HN N
@—4 NH,
Sy
HN
cl
F

94 1 WE 1-(2-222-5-vE9 2 2-4-A)- 13 E-3-71 52T o E

a“ﬂ

052003 DMF
100 °C
/
DMF(15 mL) & HE 1F92-3-72 27 o]E(1.24 g, 9.97 mmol)] WHF LMo Al¢ 7FRY0]E(1.22 g, 3.72

mmol) & FH7betdieh. ¥k %;}%a 15 minE<F RTeIA] wpkeh 2,4 gEE2-5-maddd(2 g, 1.24
mmol)£& 7Fak3itt. M EHESS 10 h B9 100TelA 7FEaivt. Egh=+ =(200 nL) ¥ e, oe

ORAEIC]E (800 mL) 2 FESATE. F715S UYEF AddlolE oA Hdxsta, ofdstar, 3t stell SEAZ
O AREs FEY0R -8t 7 olE oMAHIIEE ol &ste] Tl AR AmviEI v o) GAlste] v
g 1-(2-22e-5-ug9 A U-4-)-1F 9] B-3-72 Ao ES A wA (1.3 g, 436) % AESATh. HNMR(400
MHz, DMSO-ds): & 8.44(s, 1H), 7.80(s, 1H), 7.59(s, 1H), 7.22(t, J = 2.0 Hz, 1H), 6.66 - 6.65(m, 1H),

3.73(s, 3H), 2.25(s, 3H). LC-MS A&t A= Axkgk 250.05, 257k m/z 251. 1+H]"

A 2: WE 1-(2-((4-EF 223 d)olr| e )-5-vE v 2D -4-d)- 13 E-3-71 54 0| E

S
e
= O
cl F N @] HN W
=~ ,  Pda(dba); KaCO;, == o—

/ BINAP, [| = A,
Uz 52

100 °C F

gLak(10 L) F WY 1-(2-F22-5-v g9 g v-4-9)-1F9 S-3-7F2 A8 o] E(0.4 g, 1.60 mmol)e] &
F 7FEY°|E(0.66 g, 4.8 mmol) B 4-ZF2 20}d(0.26 g, 2.40 mmol)S H7}eich. EES 15 min
2713 & Ega(duldzdolA =)o ZeHE(0)(0.073 g, 0.08 mmol) 2 2-(TJAte]| 2 AT
o2z 2 dulo]#d(0.09 g, 0.16 mmol)S H7Iekdct. AH EFES 12 h &< 100Cl
et EES W4stn 2(50 nL)E #AAsar, oY olAE o] E(200 mL)E &
éﬂiﬂolE oAl Axstar, odatar, 7 atell FEAIZTH AFES EENOR n-
£ ol&ste] ) Ad AmwtEIHe] o FAste] WY 1-(2-(4-EFL=23Hd)
owli)—5—uﬂ%Aﬂ6—4—%)—M—AE -7HEAdolEE WA uA(0.4 g, 76%) = AFESEITE. 1HNMR(400
MHz, DMSO-ds): & 9.06(s, 1H), 8.12(s, 1H), 7.69(s, 1H), 7.64-7.60(m, 2H), 7.14 - 7.07(m, 3H), 6.69(s,
), 6.64 - 6.63(m, 1H), 3.73(s, 3H), 2.10(s, 3H). LC-MS &3 A= Azt 325.12, A% n/z

326.2[M+H] .
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SSS0ol 10-2644788

[0699] @A 31 1-2-((4-FF-=23d)olv=)-5-H 2 v 2| d-4-U)-1F3] E-3-71 54t

o N
=

|
0]
Sy
O_ =
LiOH, THF:H,0 (1:1), OH
68 °C

[0700] F

[0701] THF(10 mL) ¥ E(10 nL) T W¥ 1-C2-U-ZF 29 d)obrn)-5-HEd g d-4-U ) - 13 E-3-FH5 A g o] E

(0.5 g, 1.3 moD)e] EREe] 2 sfol=FAlo= 15:81(0.25 g, 6.15 moD)E A7hekglch. 44 B9
%12 h B BFAY AU, EFES BT 2 Aol FFSa, 1N IS A7 <) pil o 6
2 A, wAF ool a AA%n, B AAsa, AF sl Axstel 1-(2-(U-EF0.2d)o}r]
) -5-T 3 2] -4-9 ) 15 B-3-7H R A4S 5w

TA(0.45 g, 94%) & ArE3FIT. 'HNMR (400 MHz, DMSO-
dg): & 9.16(s, 1H), 8.11(s, 1H), 7.62(t, J = 7.6

Hz, 3H), 7.11(t, J = 8.4 Hz, 3H), 6.71(s, 1H),

6.59(s, 1H), 2.12(s, 3H). LC-MS A& Ak AXZE 311.11, AZF n/z 312.20MH] "
[0702] @A 4: F((B-EZZ2FY)(Notwe)HE)-1-2-((4-EF L 29 <)o = )-5-H ey d-4-A ) -3 E-3-71 5A}
u]-o]E_

N
HN__F

I
I
= @] N
NP HN I\E\>_/< Vi
=~ Cl =/ Y

OH

N

EDC.HCI, HOB, cl
TEA, NMP, RT
[0703] F

[0704] NMP(5 nL) & 1-(2-(4-FF Q=23 d)obr| ) -5-wd 3| 2] d-4-)-UF 9] E-3-7H5 2 4H0.1 g, 0.32 mmol)e] &
Hol| Egjo]doe}wl(0.09 g, 0.96 mmol), EDC(0.12 g, 0.69 mmol) = HOBt(0.013 g, 0.096 mmol)Z 7}a}L).
WS EFE-S 15 min F¢F RTOA] wwkdk 5 2-oju|-2-(3-F 2291 )l ELUEZ(0.064 g, 0.38 mmol)S
H7rednk. A EFES 12 h 5 RTAIA RSt whE EFES 2(100 mL)Z AA sk, g ofAH
°]E(100 mL) 2 FZF3IUtt. 77158 YEF Auo|E AdA Axsta, of¥eta, 7t st FHAIZAGT. &
FES 902 DOM T eSS o]gate] Ful A9 A=vtEI Y] o8 AFAste] N(3-F22-3d)(A]
o)W e )-1-(2-((4-ZF Q2o Y )-o}v] ) -5-v & o] 2| J -4- ) - VF 9] Z-3-F} FApulo] =5 F-4)

A 3174(0.03 g,
20%) 2 AFZ3F9iTh. 1HNMR(400 MHz, DMSO-ds): & 9.21(d, J= 8 Hz, 1H), 9.07(s, 1H), 8.12(s, 1H), 7.71(s,

1), 7.64-7.60(m, 2H), 7.54(s, 1H), 7.49(s, 3H), 7.13(s, 1H), 7.10(t, J= 8.8 Hz, 2H), 6.75(s, 1H),
6.68(s, 1H), 6.40(d, J= 7.6 Hz, 1H), 2.13(s, 3H). LC-MS #H&3a A= Az 459.13,
460.2[M+H] .

AE53 m/z

070s) @A 5 M(2-ohvl1-(3-222A W) R)1-(2-((4-EF 2 2 9)o}r] 1) -5 @ 2] D-4-2 )1 B-3-7}
Eajeto] =

r 'S
A p ) X
NN, P ) wAHn o
=~/ HN =~ 2
2 LI /Ni, MeOH, HN
cl 0l §F= Al
L o @[] 0f,RT ol
F

WErS (15 nl) F MB-Z22Id)(Nolwe)WE)-1-(2-(4-ZSF .27 d)oln v )-5-m e 9 2 H-4- ) - 13 -

3-7HEAELo] =(0.03 g, 0.065 mmol)9] &Mol| of=2 B97] o] gy YA(<k 0.05 g)& H7He 3, wes

Al GEYeH10 nL)E H7FsIh. AR E3ES 12 h &<t RTAA 7] FHYUE o] 838t H, #9171 3tell

[0706]

[0707]

El
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[0708]

[0709]

[0710]
[0711]

[0712]

[0713]

[0714]

[0715]

[0716]

SSS50l 10-2644788
ghateleh. Wb E9ws ARelEE Tl oj¥stal, wE2(100 ml)E - AFSkAL, s geh Sl
TEARG. AREE SFNLR DA T HEes ol&ste] o AY A=viEIule] ofs) AAste] N
(2-oe-1-(3-F 229 D) A E)-1-(2-(U-EF 23 d ) o 1) -5-w B 3] 2 T -4- ) - V- 9] E-3- 75 A wo] =
=S A(0.015 g, 50%) % AFE3Flch. 1HNMR(400 MHz, DMSO-dg): & 9.07(s, 1H), 8.15-8.12(m, 2H),

7.67-7.61(m, 3H), 7.39(s, 1H), 7.36-7.26(m, 3H), 7.09-7.06(m, 3H), 6.75(s, 1H), 6.69(s, 1H), 4.90(d, J
= 6.8 Hz, 1H), 2.84(d, J = 7.2 Hz, 2H), 1.88(br s, 2H), 2.14(s, 3H). LC-MS A3+t Az ALzt 463.16,

A2k m/z 464 504H], HPLC 4% 99.71%, mp 118.1°C.

Aut Bk 109 it HEH:

AN 17 1-(5-222-2-(A D ob) ) M & T -4-2) - (1-(3- 2 229D )-2-30) E5 Ao @ )- 1o Hl th & -4-7}
Exlolo]| = (3}3HE #106)

NES Cl
| _ o)
HN NN OH
Cl

G4 10 Tert-FE (-Z 2297 d-2-¢) 7t o E

N
N E2IHE OIHE 22210/S, T2l RT |
| _ HN Cl
HoN (]
(@]
(15 nl) & 4-ZFz2Hd-2-0}(1.5 g, 1.16 mmol)e] mut %faﬂoﬂ Egvgold F=Zalo]=(1.688
g, 1.4 mmol)E 747}0}034 ges o}%‘# ot RTOIA wutalith, EFES B(20 mL) ¥ 2=gsla g o}
AHCOIE(3 X 40 m1)E F=3}9c). 23st 57 UEF AHolE oA HAx3 & 7t st SuA]7

(<0

2+ R

155
SN0z Atk F od ofAHOIES o] gste] | A ARvIEIHY A7 dFvved s AAlst
A A (1.7 g, 69%) % AESATH HNR(400 Mz, CDCly): &
8.35(s, 1), 8.14(d, J = 5.6 Hz, 1), 8.02(br s, 1H), 7.04 -7.02(m, 1H), 1.32(s, 9H).

GA 2: Tert-FE(4,5-t1Z 22307 d-2-) 7wl o] E

tert-N(4-2 2292 d-2-¢) 9 Totuto| =5

rd'

NTX N\CI

HN" N ¢ HN Z ¢

ﬁ/go NCs, obH Erjrd, 0
i

SFHNEUEZ(40 mL) 5 NMU-FE229d-2-9)dwolnlo]|=(1.6 g, 7

M =(5.02 g, 3.76 nmol)E H7Fstivh. E3FES S ¢ #stH ﬂ%ﬁ}%‘t}. %@%—% Wzkskar, (10
mL) 3} 2§star, ol" ofAElo]E(3 X 50 mL)2 FEdvt. 23 A
T Y stell SAA7IAL §EFNOR n-FA F oE oM H O EE

QAo N(4,5-0) 2 22T g d-2-2) ] utelulol =2 A 1A|(1.3 g, 70%) 2 A3, HNR(400 Mz,
CDCly): & 8.48(s, 1H), 8.25(s, 1H), 7.98(br s, 1H), 1.32(s, 9H).
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[0717]

[0718]
[0719]

[0720]

[0721]

[0722]

[0723]

[0724]

[0725]

SS=50ol 10-2644788

9A 3: 4,5-HE2 29 d-2-o}7

N\CI

| : cl
HNT NF ¢ 6N HCI, 23 NS

6 N HCI(20 mL) & M(4,5-t)Z 223 d-2-a) g dolulo] =(1.25 g, 5.04 mmol)2] EIES 10 h T 100C
oA wwkelitt. E£3ES Wst, E(20 mb)T ZFSta, YEFH u}o]a}mﬂo]E £ (20 mL)4 A7k o
3 0371*@} stk EHES JdE OWEﬂ OJE(3 X 40 mL)2 FEFdaL, ={F F71TE HEF AAIE Al
A AZT oAt slell A7 EENORE n-dat T oE olAHOEE o]&3le T AY A RvwlE 1T
sell ola] AAsI 4,5-r]ZEE|E-2-opuS A TA0.7 g, 85%)E AEE%th. HNMR(400 Miz,
CDCly): & 8.06(s, 1H), 6.60(s, 1H), 4.48(br s, 2H). LC-MS s A= Axkzt 161.98, A=3ZE m/z
162 8[M+H] .

@A 4: 4,5-t1222 - gd-2-o}T

cl
SN
o (- )
N =

HN Cl

HNT N2 ¢ CS,C0;3, Xantphos,
Pdy(dba)s, [| < &

Bl=

OLAk5 nl) F (4,5-tEFEE989-2-0b(0.1 g, 0.61 mmol)e] uwwr &M @0 wwiA(0.25 g, 1.22
mmol), Al ZFEU]E(0.597 g, 1.83 mmol), % Xantphos(4,5-H]2=(TdAldEA3%)-9,9-t)HE=El; 0.035
g, 0.06 mol)E 7}tk EFEE 10 min & ol2Fo 2 V|3 & EFA(Yldg ol E)-tZetF
(0)(0.029 g, 0.03 mmol)° A7Fsta, EFES 10 min B o2 o® A 78T, EES 100T A
3 h &t wnksiith. EFES WAL, A dtel s58ta, S(10 mL)E Ak o' ofAlH O] E(3 X 50
)& FE3T. 23 f715E 9700 nb)E AFSAL, F¢ UEF AHAHCE AelA Azxsial,
oAskaL, 7Sk stell FHART. IRES SR A4 F old oMH | EE o] &3t Fuf A F=n}
Eagyd o8] AGAlste 4,5-t]FZ2-Ndygd-2-ol1& WA A (82 mg, 56% TE)IE AHESISIC.
1HNMR(400 MHz, CDClg): & 8.17(s, 1H), 7.36(t, J = 7.2 Hz, 20), 7.28(s, 2H), 7.12(t, J = 7.6 Hz, 1H),

6.92(s, 1), 6.51(br s, 1H). LC-MS A3+t A2k AAkat 238.01, 223k m/z 239. 1M+H]

24 5: dE 1-(6-EZ2-2-(F <ol =) I d-4-4) - o P& -4-FHE A F o] E
(0]
N - C! HNQ_,/( N ~r

= N o— = 0O
HN Cl HN N/M
K,CO3, DMF, \QN o—
100°C

DMF(7 mL) ¥ 4,5-t)ZF22-N-#Hd3e)d-2-0}7(0.3 g, 1.25 mmol)e] W+ &Mo] Z-FH JlH U] E(0.867 g,
6.2 mol)E H7FsIith. EFES 15 min &<t RToNA wwher 3 wd 1F-o|uvhE-4-7H5 A 8 0] £(0.159 g,
1.25 mmol)E #H7bstal, EFES 10 h 5 100 coﬂﬁ wHksith, E3ES WAsta, &(40 mL) ¥ x=Feba
old ofMHOIE(3 X 100 mL)E FE3[ATH. 2FF F7]5S HEF AuolE oA dxd &, 7% sl
S, AFESE EEQOE -4 T oY oMAHO|ESE o] &3le] i A A=RntEajT]e o) A
Agte] wE 1-(5-F 2 2-2-(Hdopv| =) 2| d-4-Y)- 1o | thEF-4-FH A H o) EE 392 313 (103 mg, 25%
FE)E AFEE9h. 1INMR(400 MHz, DMSO-ds): & 9.44(s, 1H), 8.39(s, 1H), 8.26(d, J=1.6 Hz, 1H),

8.14(d, J=1.2 Hz, 1H), 7.62-7.59(m, 2H), 7.3(t, J=5.2 Hz, 2H), 6.96(t, J=8 Hz, 2H), 3.78(s, 3H). LC-MS
Aalat Ak ALt 328.07, A=7F n/z 329 1[MHI]
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[0726]

[0727]
[0728]

[0729]

[0730]
[0731]

[0732]

[0733]

[0734]

SSS0ol 10-2644788

YA 4 1-(5-F22-2-( Qotv )3 & A-4-Q)- Yol W thE-4-7H 2 A

NES Cl PO cl
l 4 O | p” (6]
HN l\\l:\>__,/< HN N/\§,_/<
=N 0— LiOH, THF H,0, = ‘ow
50°C

2-(Hd ol =) 9 g -4- )-UFo| 1| TFE-4-7F5 A 8 ©] E(0.075
Abol= 1928HE(0.039 g, 0.91 mmol)S H71ekqich. whs E3HE
72t sell wFskar, 1 N HCle] #H7tel o8 pH oF 72 F3}s}
-(5-FEZ-2-(dFd ot ) I B -4-d) -1 o) v T E-4-FHE S
1HNMR(400 MHz, DMSO): & 9.45(s, 1H), 8.38(s, 1H), 8.16(s,
M), 8.11(s, 1H), 7.61(d, J=8 Hz, 2H), 7.29(t, J=7.6 Hz, 2H), 6.97-6.93(m, 2H). LC-MS A &3 Az A4t

THF(14 ml) ® =4 nl) =
g, 0.22 mmol)e] Wk E3HE-o
& S ek 50Tl ekl
oﬂq dx—]& J_;(ﬂ Q%J%oﬂ 943H A
84 SA(35 mg, 49% F&)E A

é

A
T
ﬂlL

Al
ot —
_O\L
-9,
f
_lHll l‘m

i

°

A mlo

2 I

rlot
o
Iy

[e:

X
2 o
ny

7k 314.06, AZ3k m/z 315, 10M+H] .

A 70 1-(5-E22-2-(¥dotu ) I d-4-d )N (1-(3-F 22 d)-2-3}o| EZ A I & ) - 10| 1| T} & -4-F}H &
Apetol =

H,N
!
o} Z
Z OH
HN NN HN N/M
Cl =
Q’«OH =\ HN
EDC.HCI, HOBT, cl
EtsN, NMP, RT

NMP(1.5 nL) & 1-(5-F2Z-2-(ddolv| )T g -4-U ) -1 v t}ZF-4-7}5 2 4H(0.035 g, 0.11 mmol)<] wRE
gl EDC(0.065 g, 0.33 mmol), HOBt(0.005 g, 0.033 mmol), EgNEobA(0.02 mL, 0.22 mmol), % 2-o}u]
w-2-(3-F229d)ole2(0.022 g, 0.13 mmol)S H7I3ISTh. ¥hE EFES 5 59 RTAIA wRksSIT.
ESES E(10 )& 34t oE olAHOlE(3 X 15 mL) & F=vt. 233 £715S 510 mb)E A
Halal, JEF AHlE Ao fxsta, 7 sho SHAAT. 244 FAFES £EY0Z DM T W
o]-g&to] EHE TLCOl 28] AAste] 1-(5-FZ2-2-(Hdoln =)y g d-4-2)-N-(1-(3-F 225 )-2-3}0]
=20 g)-1f0]|n| t}E—4-F A ato] =2 3| ulAl R (19 mg, 36% F&)E AFESEth. 1HNMR(400 MHz,
DMSO-ds): & 9.44(s, 1H), 8.41(s, 1H), 8.38(d, J = 4.0 Hz, 1H), 8.16(s, 1H), 8.02(s, 1H), 7.61(d, J =

7.6 Hz, 2H), 7.44(s, 1H), 7.33 - 7.30(m, 2H), 7.29 - 7.27(m, 3H), 6.93(s, 2H), 5.02 - 5.01(m, 2H),
3.72(t, J=5.6 Hz, 2H). LC-MS A &gt A% AXgk 467.09, =3k m/z 468. 1[M+H] ; HPLC =% 99.88%.

H ru&o_l

ok wk3A 114 g diFo:

AA Y 18: MF(2-olux-1-H Qe g )-1-(2-((4-Z2 9 2 5 )o}u| 1 )-5-w & 7] ] d -4- )- o] | T} Z-4-F} A}
"o = (SH3HE #191)

N7 NH,
| HN
/
HN N
‘;ﬁo
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[0735]

[0736]

[0737]

[0738]

[0739]

[0740]

[0741]

[0742]

[0743]

SS=S0ol 10-2644788

294 1: dE 1-(2-E22-5-WdH T d-4-U)- 1o v tE-4-F 5 A o E

O-——

HNM
N™ X \:N ] NI\ o
| = -
cI” N F ¢ K,CO3, DMF, Cl m
100°C =y O

DME(15 mL) = 2,4-t&F=2-5-9ed9ad(1.285 g, 7.93 mmol)e] &He] wE 1fo|uc}E-4-7E A g o] E(1
g, 7.93 mmol) @ K,005(5.476 g, 39.68 mmol)E H7}3 ¥, E4ES 6 h o 100CA s}, £3d&

S WAsta 52 gAsta, A4 aAE AT o8 AAst dxste 2GA AES F5ESITh. Z2AA
AHES Biotage Isoleradl] 98] AAstA(LESHNoz dx Z 50% o€ Ol-ﬂﬂEﬂO]E% o] g3sle]) HE 1-(2-F=
2-5-WEy] g d-4-U)- 140 n o} E-4-71 A g 0] E(0.670 g, 34%)S 538k ch. 1HNMR(400 MHz, CDCls): 6

8.44(s, 1H), 7.79(s, 1H), 7.69(s, 1H), 7.27(s, 1H), 3.94(s, 3H), 2.28(s, 3H). LC-MS A &r3t A=k Arrzt
951.05, =3k m/z 252. 1[M+H] .

@A 2: ¥E 1-(2-((4-FF 29 d)olv| = )-5-HE ¥ g d -4~ )-1H-o| v| T E-4-FH 5 0| E

e O Q(

N KoCO3, BINAP, Pda(dba)s, 0
Cl= 4k, 100°C, 00| 3 2 10}

F

$AH10 nl) F HE 1-(2-F22-5-vedgd-4-9)-1H-0o| vt} ZF-4-7} 2 A H o] E(0.4 g, 1.59 mmol)e] &
o] 4-ZFQ 2old#(0.353 g, 3.18 mmol) Z K,005(0.439 g, 3.18 mmol)E H7}3}HT}h. ¥ke E3HES 0]-_51

4-
o 73 & Egla(ouldgdolAE)YHeE(0)(0.072 g, 0.079 mmol) = BINAP(0.099 g, 0.15 mmo
D ojo}A] EFEE CEM vholZ&ut Al=glol A 1 h <k 100ClAM 7HEatint. E3ES W7s)
i, B2 gAsta, " oM H e ER FEIIT. 27 §U14S B H AFE AFHEa, YEF AFE
ol Al HAxstar, ofFstar, ek sl FEAAY. AFES AY AZvtEdf g oF] FAste(EEHeR
DOM = 4% WerSs o]gate]) we 1-(2-((4-ZF e 27 d) ol w)-5-v &l 3] 2] d-4-2 )-1H-o] v T} Z-4-7} =24
HolE(0.4 g, 7T7%)E F53FIth. 1HNMR(400 MHz, CDCls): & 8.18(s, 1H), 7.74(s, 1H), 7.61(s, 1H), 7.29-

7.25(m, 2H), 7.06(t, J = 8 Hz, 2H), 6.55(s, 1H), 5.29(s, 1H), 3.92(s, 3H), 2.14(s, 3H). LC-MS A &3t
Ak AAEE 326.12, A=k n/z 327.2[M+H]

QL O

My |o
Y
N
N
(<0
o,

A 3: 1-(2-((4-EF 225 d)otr o )-5-vd ¥ g D -4-L )-1H-o] v & -4-FH 542

N7 N
| o— | . | OH
Z LiOH, THF/H,0, 75°C Z
HN NN\ HN N7
F F
THF(12 mL) &

12 1-(2-(4-FF=29d)olr| ) -5-mEd J 2| d-4-Y ) - 1o | thF-4-7H3 A H 0] E(0.450 g,

1.38 mmol) <] &M E(8 mL) % LiOH(0.289 g, 6.90 mmol)S H7lsldvl. E35 % 8}%%

Hhelal, EES WZskal, 7t stel w&shal, 2 N HCLS] #H7bel| o8] F3}baict.
e opAHo|ER FZ3} ﬂt} 23 F71°4S UEF AFoE oA A= Pi sk, @ st F

A 1-(2-((U-EF 2o d) obv] ) -5-w D 3] 2] d-4-<)- Vo] V5 -4-7H5 4400210 g, 49%)& 533

t}. 1HNMR(400 MHz, CDCly): & 12.0(br s, 1H), 9.15(s, 1H), 8.15(d, J=11.2 Hz, 2H), 8.04(s, 1H), 7.64-

1H), 2.08(s, 3M), LC-MS gt A=k A4t 312.10, A=

kv

7.60(m, 2H). 7.09(t, J=17.2 Hz, 2H). 6.73(s.
m/z 313.1[M+H] .
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[0744]

[0745]
[0746]

[0747]

[0748]
[0749]

[0750]

[0751]

[0752]

SS=50l 10-2644788

WA 41 M (Aloh= () MR)-1-(2-(4- BT L2 9) o}r] 1) -5-W @5 2] D-4-90 )-U-o| W] th 47 Abwpo] =

N
N HzN N7 Vi
HN o NWH L~ HN
HN A\
\QN o _ = %@
EDC.HCI, HOB,
TEA, DCM, RT
F F

DCM(16 ml) T 1-(2-((4-FF 23 d)olu )5~ e 2 el-4-U ) - 1ol v thE-4-7}5 4 4H0.2 g, 0.0641
mmol)e] &Me] 2-olm--2-Hde A EYEZ(0.151 g, 0.0769 mmol), EDC(0.345 g, 0.128 mmol), HOBt(0.040
g, 0.019 mmol) 9 TEA(0.194 g, 0.192 mmol)E H7}slgith. whe £35S 24 h E<F RToA] wwhalgiTh.
A3t g obAHOIER FE3ITE. F714e HER HHE oA Azxsta, OMoP
1, 7 skell SEAIA 2AA AHES S5 T. 24A AHES Biotage Isolerad] €3] AAIst] (§&FH L
2 DM F 6% WIEEE o]&3te) NM(Alokx=(sld)mE)-1-(2-((4-ZEF L2 d) ol =) -5-m e gt -4- )~
1H-0] v T2 -4-7} B Aabo] =(0.040 g, 15%)E Avh. IHNMR(400 MHz, CDCls): & 8.36(s, 1H), 8.12(d, J =
14.4 Hz, 2H,), 7.63-7.60(m, 3H), 7.52(d, J = 12 Hz, 2H), 7.45-7.34(m, 4H), 7.09(t, J = 8 Hz, 2H),
6.73(s, 1H), 6.34(d, J = 8 Hz, 1H), 2.87(s, 1H), 2.08(s, 3H). LC-MS A &3 &A=k Azt 426.16, A=

m/z 427 20N+

olo
Flof
]
-~ m.ln
1' o
m{n
Nk

9A 5 N(2-obr]=-1-Fd el d)-1-(2-((4-FF 2 23 d) obv] :=)-5-v 2 9] 2| D -4- 4 ) - W-o| | T E-4- 7 J{ Apu}

o)t

N
4
HN NTN\\
Qf\« O
PH Ll Ni/NH4OH
MeOH, H,, RT

HEH& (5 mL) T FAote(Ed)HE)-1-(2-(4-EF 2 9d ) o] o )-5-w E 7 g I -4- ) - 1o v o} £ -4-F}H

0.0094 mmol) 2] ﬁoﬂoﬂ Ay UA(0.060 g) B IREF slo|=2ato]l=(5 mb)E HFskgith.
% Tl A 6 h B¢ 7] FHUE o]&3l] 4 B97] shol mitednr, vkg &85 A
ojytsta Hgke = H]Xék , NS Y Sl SLAIFTH. ARES EFHE TLCA o3 AAl
2 DM % 3.5% Weges 01oo}04) A= AE(0.010 g, 25%) S S533th. UINMR(400 MHz,
DMSO-ds): & 9.14(s, 1H), 8.45(d, J = 8.4 Hz, 8.15(s, 1H), 8.08(s, 1H), 7.97(s, 1H), 7.61(t, J = 8.4
Hz, 2H), 7.37 - 7.29(m, 4H), 7.24 - 7.22(m, 1H), 7.11 - 7.06(m, 2H), 6.72(s, 1H), 4.98(d, J = 5.2 Hz,

1), 3.06-2.93(m, 2H), 2.09(s, 3I). LC-NS 43ah Ak A4kgh 430.19, A=3k m/z 431.50M+1]°, HPLC &%
98.54%, mp 154.7°C.

At Bk 12¢] i3t fEA:

AAe 190 NM(1-Alol=-2-#dE)-1-(2-((2,2-U EF L2 X [d][1,3]HEE&-5-Y)-ol] =)-5-Wd ¥ 2| -
4-Y)-1}1,2,3-E g o} Z-4-F} = Alulo| & (313 S #134)

>_A

N™ X
| P 0
HN NN NHy
\
Q
F)Y_O
F
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[0753]

[0754]

[0755]

[0756]

[0757]
[0758]

[0759]

[0760]

[0761]

[0762]

SE5061 10-2644788
97 1t 4-oA E-2-2 2 2-5-vdyEd

N NaNs, DMF, 100°C N7

|
Cl Z Cl Cl & N3

DMF(15 mL) %= 2,4-t]Z=Z2-5-wgdy (1.0 g, 6.7 mmol)e uyl KA JYEH olzxto]=(0.52 g, 8.1
mol)E H7Fst &, A A& 4 h 5L 100CoNA witslgle), ojojA E3r&ES 0CE W¥adsta, E(35 ml)
2 Az, dE ofAHO|E(3 X 25 mL)E FE3IFT. =¥ F715S NaS0, AellA Axsta, o3sta

b

ol &lo wEstal, AFE(XAA AHE, 1.2 9)& AA flo] the dAA o] &5},
G4 2: WE 1-(2-§22-5-1eddd-4-U)-1F1,2,3-EZo}E-4-F1 5 A o] E

N
N7
|

r\l D o — O
cl N
CIF PN, CuSO, Na-0lA3ZH|0|E NMO
Na,COs, DL—&%EI,DMSO, N
H,0, 65°C

DMSO(10 mL) + H,0(2 mL) % 4-olAZ=-2-F2=2-5-wEy2]d(1.0 g, 5.93 mmol, ZAHAE)S] nHk £do
CuS0, - 5H,0(0.074 g, 0.0297 mmol), W& Z 23] QU0]E(0.499 g, 5.95 mmol), YEF o}~FEH|o|E(0.117

g, 0.595 mmol), YEF ZIHUC]E(0.126 g, 1.19 mmol), & DL-ZE%(0.126 g, 1.19 mmol)<S RTIA H7}s}
Ak, A EFEES 18 h Tk 65CoA mukatAdrh. ojojA] whg EFEL 0T WZeta, B(35 ml)= A
shar, o" opAlHO]E(3 x 25 mL)® FET. £FE F715E NaS0, dellA Axstar, ofasta 34k &
of FHsAL, IFES &FNR n-IF F 40% E oMAEHO|ES o] &ste] Ay AmwtE T o3 A
Aste], deh= AbEs AN A(0.87 g, 5602 AU LCMS A& A=F Artgh 252.04, HASgk m/z
253.06[M+H] .

WA 3 WY 1-(2-((2, 2-HEF2ME[d)[1,3]0SE-5-2) okl w)-5-m P 2 F-4-2)-11, 2, 3-E ¢l o} &
~4-7HE ol E

SCoAIn GOy
N HN N

| P 0] F o "\l:[\?——’(O"
cl 'EI/M K,CO3, BINAP,

=N /O Pdy(dba)s, [l 2 AF,

100°C -0

HEah20 nl) 5 WE 1-(2-FR2-5-vEy e d-4-9)-1F1, 2, 3-Ee|obE4-7H A o] E(0.4 g, 1.58 mmo
1)e] Rk golol] K,C05(0.438 g, 3.17 mmol), BINAP(0.098 g, 0.158 mmol), % 2,2-t]ZF e =Zwlx[d][1,3]T)
£4-5-0171(0.549 g, 3.17 mmol)< RTo|A] A7}egicr. A 8NS 20 min B9 o2 7|A2 @73 &,
Pd,(dba)s(0.145 g, 0.18 mmol)E FH7}stal, wH& EFES 8 h ¢ 100CoA =& F2 FHolA
S EFES 0CE Y4sla, B(35 mh)E AHsar, og olAH o E(3
=83l 55;?‘& F715S NaS0, Aol A Axshar, o#ata 74t sholl wEabal, A AR
Mo -3tk T ole oEo]|EE o]&ate] Ay ARwELHI ] o5 FAste] Hdt= 4

(0.43 g, 70%) 2 ATk, LC-MS g A AbgE 389.09, 233k m/z 388. 19[M-H] .

o
4

@A 40 1-(2-((2, 2-"HEFLENZ[4][1,3]HEE-5-Y) ol =)-5-HE T2 d-4-4)-1F1,2,3-Eg o}F-4-7
292
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[0763]
[0764]

[0765]

[0766]
[0767]

[0768]

[0769]
[0770]

SSS0ol 10-2644788

NT N
I = w I Z />_—<O
HN N7 HN NTN
| |
N=N o— N=pN OH
LiOH, MeOH:THF,
o H,0, 80°C o
F)go F)Y:’O

THF:H,0(5 mL:2 mL) 5 ®& 1-(2-((2,2-0ZF 2 Z[d][1,3]5Z<%&-5-Y)-o}n| = )-5-v & 9] 2] 1 -4- ) - 14~
1,2,3-Ego}Z-4-7} 220l E(0.24 g, 1.02 mmol)e] ¥ &M LiOH(0.215 g, 5.14 mmol)E #H7}s = Wb
£ 3IES 4 h S B0TAA wykeQtt. EFES 0CE Y2Ztstar, 2 N HCL €9 (10 mL)¢] H7kol 93 4
Adetst &, oE olAHO|E(3 X 20 mL)E FE3ATE. 2¢S F715S NaS0, oAl :Azxstar, o3sta 3

ol 3o FEsle], Yt AFES =@ 1A (0.21 g, 91%)E AUk, LC-MS Z3Hs A=k AAkgk 375.08, A=
zk m/z 376.0[MHH] .

@A 50 F(I-Aoke-2-3de®)-1-(2-((2,2-HEF L 22 [d] (1,310 §&-5-4 ) obr] e )-5-F & ¥ 2 d -4~
4)-14#1,2,3-E o} E-4-FH 5 A mlo]| =

NT NH, N™

| 0 L p
N NN mN HNT N N4 N
N=y  OH N=N HN
EDC.HCI, HOB,

TEA, DCM, RT

0
0 F)E—O

DCM(10 mL) & 1-(2-(2,2-1 &R 2Wlx[d][1,3]t&&-5-Y)oln| =) -5-m e -T g -4-Y )-1/#1,2,3-E|o}&
475 A42H0.2 g, 0.533 mmol)e] W &Moo EDC(0.2 g, 1.06 mmol), EgoE€o}1(0.18 mL, 1.33 mmol),
2 HOBt(0.1 g, 0.799 mmol)Z F7FstFth. o]o]A, 2-olmw-3-HIdZTZHYJEZ(0.155 g, 1.066 mmol)S 3
7bstar QA EES 18 h B9 RTolA wRkslith, 288 5(20 mb) 2 A3, e olAlEo]E(3 X 20

R FEFAG. 2TW F715E NasO, FNA Azsar, olshsta get sl FEeN, AFEL oA F
256 " obdHlolER §E3Y 60~120m4] Hel7k AL olgshel T AmckE e olsf HAIst], U}

© AHES =4 A(0.15 g, 56%) = AT

9A 60 WF(1-ofv=-3-ddZ 2 #-2-U)-1-(2-((2,2-1 E2F 228 % [d][1,3]1 §&-5-2)-o}7 =)-5-v e 7 ]
d-4-4)-1#1,2,3-Edo}E-4-F1E A vlo| =

I o] | o)
= =
HN NN CN HN NN NH,
| 1
N;\?—/SN N:HN
NiCl,, NaBH,,
@)

MeOH, RT

0
FAgO FA;O

(10 nL) F M(A-Aokx=-2-3deo’)-1-(2-((2,2-t EF 2= [d][1,3] I &&-5-¢)oln| = )-5-H E 7]

-)-1/1,2,3-Eglo}Z-4-7} 8 mbo] =(0.13 g, 0.258 mmol)e] wF oo DOM(2 mL)S H7lste] 4
S FAEATE. olo)A &l NiCl,(0.006 g, 0.051 mmol) 2 NaBH4(0.049 g, 1.29 mmol)Z F7}slar, &
S5 14 h ¢ RTOA wwtelginl, whe E3HES 2(20 mb) 2 AAstn, Ato|ES & oala, DOM(3

0 mL)o2 FE3Ut. 23 F7158 NaS0y Aol Al Azxstar, oJ3sta 7t stoll wF3ba, =4A) 4t
5 AHES DM F 8% MeOHE 8Z319 60~120W 4] Aej7F AL o] &slo] Fu] ARnE 2T o o) BA|s)
o], el AES =T 1#(0.03 g, 23%) 2 FATF. 1HNMR(400 MHz, DMSO-ds): & 11.29(s, 1H), 9.49(s,

1H), 9.04(s, 1H), 8.59(d, J = 8.8 Hz, 1H), 8.28(s, 1H), 7.93(d, J = 1.6 Hz, 1H), 7.33-7.14(m, 8H),
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[0771]

[0772]

[0773]

[0774]

[0775]
[0776]

[0777]

[0778]

[0779]

SSE561 10-2644788
6.94(d, J = 9.6 Hz, 1), 4.29(s, 1H), 3.50(s, 1H), 3.16-2.83(m, 3H), 1.97(s, 3H). LC-MS A Zte+ A= 7
A5k 507.18, AZgE m/z 508.22[MH1 s HPLC &% 97.94%.
Ank 934 13 tfgh YiF:

AAe 20: F(1-(3-E22Hd)-2-3lo]| =5 A€ )-1-(2-(((9)-1-3}0| EFZA| L &-2-4 )-o}r| = )-F g -4~ ) -
1H-0]| 1| T} Z-4-F} B Abulo) = (31382 #105)

N™ X
|

BOHO_{ OH

\/\/

Cl

9A 1: (9)-2-((4-2 =92 d-2-d) o} =) F&-1-2

NH2 NN
\ =
ﬂ \\«ﬁg\v/OH | _
FONY HY !
NMP, 22 5, A _OH

100 °C

NMP(10 mL) & 2-ZF Q. 2-4-9
13.45 mmol) & #H7Fe &, &3&E
S WZska, (50 nL)E A

=9 (2.0 g, 8.97 mmol)e] uwk ool (§)-2-opm| =R e-1-2-(1.197 g,
& 100CelA 12 h &¢t 28 2] FHAA anksiin. ojojA nhg FihE

, ol oAlEICIE(3 X 80 mL) = FESIth. 2R fUleE HEF A
°1E el Hzskar, o vkl st shell wHdhaL, XHTz— =A%t 5 20% oAE oHAEOlER FF
ol AR ARvtEadsel o8] GAste] (9)-2-((4-8.e =y d-2-)opu] e )-F-5h-1-35 34 314](0.8
g, 30%) % AUt 1HNMR(400 MHz, DMSO-ds): & 7.61(d, J = 5.6 Hz, 1H), 6.91(s, 1H), 6.74 - 6.72(m, 1H),

6.34(d, J =8 Hz, 1H), 4.57(t, J = 6 Hz, 1H), 3.73(d, J = 5.2 Hz, 1H), 3.42 - 3.38(m, 1H), 3.31(s,
1H), 1.60(t, J =6 Hz, 1H), 1.36(t, J = 7.2 Hz, 1H), 0.84(t, J = 7.6 Hz, 3H). LC-MS A3t @zF Azt

292.01, =% m/z 293. O[M+H]

nilﬂ

i

O

94 2: (9-"E 1-2-((1-3to| EF A F&-2-4) o}r| =) ¥ 2| -4~ )- 10| M| -4-7} 7 A F o] E

QMQ

KsPOy, Cul, A OH \ 0—
L-Z Z 2l DMF, 150°C

DMF(5 mL) & (9-2-((4-L =9 d-2-d)olr| ) Fek-1-8(0.8 g, 1.71 mmol)e] ¥t &l ZF =
E(0.32 g, 2.57 mmol), ™9 1/Fo]nt}E-4-7FE ¢ 0]E(0.323 g, 2.57 mmol), 2 L-ZZ(0.039 g
mmol)& F7FsHTh. EFES 20 min B o2 VAR @r]g &, FE(I) 82ve]=(0.065 g,
mmol)f;l H7yskal, olojA EFES 150TCoNA 12 h &k 2% {8 FHoA wwseltt. 1 7, vk &

S Yztala B(35 mL)E AHsaL, oﬂE‘ obAE|C] E(3 X 60 mL)E FE3UTE. 23T FU15S
°1E dell A Azebar, ozstar et stell wFskal, IFES -k F 80% olE oM HER
vl A7 Z2atE g o) A 10}04 (9)-wE 1-(2-((1-3fe] EFA - eh-2-< ) opw] 1) T 2] T -4-% ) - 10| 1]
Gz-4-7}2 A e o] B2 sWA wla4(0.25 g, 32% F8)2 At HNMR(400 MHz, DMSO-dg): & 8.42(s, 1H),

8.38(s, 1H), 8.02(d, J = 6 Hz, 1H,), 7.67(m, 1H), 6.85(m, 1H), 6.75(s, 1H), 6.36(d, J = 8.4 Hz, 1H),
5.72(s, 1H), 4.61(s, 1H), 4.12(m, 1H), 3.81(d, J = 4 Hz, 1H), 3.78(s, 3H), 3.46(t, J = 5.6 Hz, 1H),
3.34(t, J = 5.6 Hz, 2H), 1.60-1.44(m, 1H), 1.33-1.24(m, 1H), 0.89-0.83(m, 3H). LC-MS =3t A=k AXk

7k 290.14, AZ3k m/z 291.20M+H] .
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[0780] A 3: (9-1-C2-((1-3}o| EFAIF-g-2-¢ ) o}v| =) F 2 I -4- L )- o] v| FE-4-7H 544

N™ LiOH, NS
HNT N o THF:H,0 (2:2), 50°C

\/:\/OH L/I\>_<O—

|IZ

[0781]

[0782] THF: &= (5 mL:5 nL) & (9-wE 1-(2- ((1 Sho] =H A ER-2-¢
E(0 25 g, 0.86 mmol)®] iyt 5L°"q] slo|EFALO|E 1

S 50ColA 12 h B¢ wyalgich. % Wztsta ket

] OJE(2 X 5 nl)E AHsTt. £4

&“-hru

N 110{'

6.74(s, 1H), 6.37(d, J = 8.4 Hz, 1H), 3.81(d, J = 5.6 Hz, 1H), 3.48-3.44(m,
1.46-1.40(m, 1H), 1.37-1.31(m, 1H), 1.26-1.24(m, 1H), 0.89-0.86(m, 3H).

276.12, A&k m/z 277. 2[M+H]

[0783] 94 41 FA-3-ZEiY)-2-3o| =2 A" )-1-(2-(((S)-1-3}o| == A R &t

14-0] 9] e} -4-7 B Ao =

HN OH
NT X
D\ 0 C HN)Q\
Ay N/\>—/< l < __OH
o~ OH I*N OH EDC.HCI, HOB, e
NMP, RT

0
'L/\>—/< OH
N HN

Cl
[0784]

yobu| i) ¥ 2l el -4-< )~ 1o v T} E-4-71- 52 2] o]
BHE(0.179 g, 4.29 mmol)S FH71e ¥ 2FE
of ¥Fstal, =(15 mL)T} lf&o}i, oﬂ% oFA
=2 4 N HC1Y] 747}01] o8] pH ¢F 6~6.5% A T FAE 1AE o
ol o3 AAGL WF Ffol| HdFete], Yk AES WA 1A (0.15 g, 630 F

Miz, DMSO-dg): & 12.5(br s, 1), 8.32(d, J = 12 Hz, 2H), 8.02(d, J = 5.2 lz,

H)Z I, 1HNMR(400
1H), 6.84-6.82(m, 1H),

1), 1.67-1.60(m, 1H),

LC-NS A&tak A Arkgk

~2-91)-o}v] 1) 2 W-4-41)-

[0785] NMP(3 mL) % (5)—1—(2—((1—6}01*:Ef\1‘:'E¥—2—°1)OFUL&)EMEM—O‘)—IH—°1UID¥5—4—7}%*E‘*J(0 07 g, 0.25
mmol)9] nwE gl EgoEol1(0.076 g, 0.76 mmol), ©]o]A EDC(O 097 g, 0.51 mmol) ® HOBt(0.01 g,
0.075 mmol)E H7Fekth. £3&ES RTAIA] 20 min EOP RS 3 2-olu|w-2-(3-F 2= 3d) o E-&(0.052

g, 0.30 mmol)S #H7}staL, oAl Hbg- iﬂ%e RTOIA 12 h B¢t wukaidt}h, vk

S EAdES 55 nl)E A

Aatal, de oMAlHe]E(3 x 50 mL)E FEIATH =FHT 71‘7]%% A=(10 mL)?r_ AlF sk, GEF Aol

E Ab|lq Azxeta, of#eta, 73 sk A7), FHFES DM F 3% WEHSE

|E5t ) A9 A2

nfE g e o8] HAlste], M(1-(3-F22HY)-2-3Fo] =FA]o & )-1-(2-(((9)-1-3}o] = FA| - ek-2-2 ) o} n|

) -4 -Vl g -4-7h S Abebol =5 A S1A (15 mg, 14%) 2= A
6 8.38(t, J =7.2 Hz, 2H), 8.18(s, 1H), 8.01(d, J = 5.6 Hz, 1H), 7.42(s,

th. 1HNMR(400 MHz, DMSO-d):
1), 7.32 - 7.26(m, 3H),

6.84(d, J=5.6 Hz, 1H), 6.74(s, 1H), 6.36(d, J = 7.6 Hz, 1H), 5.02 - 4.99(m, 2H), 4.61(d, J = 5.6 Hz,
1H), 3.81(s, 1H), 3.71(t, J = 5.6 Hz, 1H), 3.47 - 3.44(m, 1H), 3.34 - 3.27(m, 1H), 1.67 - 1.65(m, 1H),
1.63 - 1.61(m, 1H), 1.07(t, J = 7.2 Hz, 1H), 0.87(t, J = 6.8 Hz, 3H). LC-MS &3t A= Akgk 429.16,

222k n/z 430.2[MH]" HPLC 4% 99.46%.

[0786] AAd 21: F(1-(3-FZ=2HY)-2-Fo] =29 d)-1-(2-((2,3-T Fo| = 2N FF&-5-

1ol vtk F-4-FH 5 ALmlo) = (3138 #163)
N OH

S o

[0787]
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[0788]

[0789]
[0790]

[0791]

[0792]
[0793]

[0794]

[0795]

[0796]

SSS0l 10-2644788

G4 1: F(2,3-H3lol =2l F&-5-U)-4-8 2 =3 g d-2-0}7]

1:1 T2k E(200 nl) & 2,3-T)sfo] 2wl 2 Fe-5-014l(1 g, 7.4 mmol)e] HE Mo 2-ZF 0 2-4-8 ¢ =]
©1(1.982 g, 8.8 mmol) % A HCI(2 nL, 35%)S H7Feddt. 22 100ColA 15 h FoF ¥
ol A HPo}%‘E} g £35S Wdstn 23t 44 UER vlolFtR o] EY Il 93] 9714
olAH| EZ FEAt. 233 F715S NaS0, AellA Azxzsta, omsta THUAA 244 AE AFES
di, o %%%”zi -4k F e oA HOIEE o|&sle] Tl A I ZefEgTe] 93] AAlstq M
-4-2 0= d @ H-2-ol7S A TH (600 mg, 24%)F A3, 1HNMR(400
MHz, CDCI;;) § 7.76(d, J = 4.8 Hz, 1H), 7.13(s, 1H), 7.00 - 6.97(m, 3H), 6.77(d, J = 8.4 Hz, 1H),
6.48(s, 1H), 4.60(t, J = 8.8 Hz, 2H), 3.23(t, J = 8.8 Hz, 2H). LC-MS A3t A= AAkzk 337.99, A=3k

m/z 339.0[M+H] .

94 2: "1g 1-(2-((2,3-t3o| m2 il Z2F&-5-9 )olu| ) ¥ T P -4-9 ) - 1F-o] u| T} -4-FIE A g o E

N7 ) N
| {

HNT N N HN NN
L_J_LEE| , K3PO4 CU|
DMF, 140°C, L2 &=

(0] o}

DMF(3 mL) & M(2,3-t]3lo] =2l 2h-5-9)-4-2 2 = 5] 2]t -2-o}71 (300 mg, 0.88 mmol)e] &N wE 1/
oju|t}tE-4-71 2 A g o] E(167 mg, 1.3 mmol) g ¥X2Y0)E(564 mg, 2.6 mmol) % L-ZEZH(20 mg, 0.17
mmol) & A #2971 shel ?47}0}053} S EZ3HES 10 min S FAE HAS F, T8 82l =(33 mg,
0.17 mmol)E H7FstaL, o]ojA nkg 0CelA 15 h &< EE fre] FHAA wikslgict. w3 &3
55 W¥4sta AgfolEE Fa 04%13}57—, oAHE B2 3MFtL Y o AHER FE7F
Na,S0; ollA HAxskar, oFstar, 3 FLAI7|5L, ARES §EHoE n-F4 5 o

o] &3t Tl AY AZwtETHT ] o3 AASt wWE 1-(2-((2,3-tsto| =2l = F
H-4-d)-1FolnthE—4-7HE A G ol ES wghd w1 A (0.10 g, 17%) =2 AF&Eskith. LC-MS &8st A= ALtat

336.12, A4k m/z 337. 2[M+H]

E?L'
W oo
mlo
E

| el
[

mlo

il

WA 30 F(1-(3- 22 W)-2-5t0| EH Ao D)-1-(2-((2, 3-TIsho] EZMEF B-5-91 o} v ) 7] H-4-2)- -
ol Bl ThE-4-7HE Avtol =

TN NEEN P

(CH3)3AlL S 2
100°C, 01013

(0] (0]

Cl

EF4d( L) F dE 1-(2-((2,3-Ysle| =2l 2 F e-5-d ) o} v =) I 2| -4~ ) - 1o v T} E-4-F} 5 A o] E
(90 mg, 0.26 mmol)e] &l Z—O]—U]_L—Z—(S—:Liiﬂ]‘é)oﬂ%%(91 mg, 5.3 mmol) ¥ EF = EgdddF
52 M, 0.26 mL, 2 eq)S A E97] dto] H7tstgdct. £3ES 100ColA 45 min §<¢F CEM nlo|a =232
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[0797]

[0798]

[0799]
[0800]

[0801]
[0802]

[0803]

[0804]
[0805]

SSS0ol 10-2644788

ke Ah. wke EhEs WY W2 AL olE oMHolER FEEIY. 23 §715S NaS0, BellA A
=z

2
Zotar, ofystar, st el THAIA JHES Lal, olF §EIoRE DM F eSS o]&ste ) HH
vtz s o8 AAEY M(1-3-F2EFH)-2-3l| EFA 19) 1-(2-((2,3-v 3o = 2 2 3F -5
Ad)obr w)- B el -4-A)-1F-o| | T ZF-4-F} B Abato| =2 3wl A (20 mg, 16%) 2 ArEEgich.  1HNMR(400
MHz, DMSO- ds): & 8.88(s, 1H), 8.42 - 8.37(m, 2H), 8.20 - 8.16(m, 2H), 7.51(s, 1H), 7.42(s, 1H), 7.32

- 7.28(m, 4H), 7.21(d, J = 8.4 Hz, 1H), 7.05(d, J = 4.8Hz, 1H), 6.88(s, 1H), 6.8(d, J = 8.4 Hz, 1H),
5.02(br s, 2H), 4.47(t, J = 8.8 Hz, 2H), 3.72(s, 2H), 3.15(t, J = 8.4 Hz, 2H). LC-MS A 3sst A=k At

@ 475.14, A3k n/z 476, 100H]
Avk w34 200 g ciES:

AAd 220 (S)-N(2-017] =-1-(3-2 229 d) A D )-1-(5-HE-2-((H E&} 3l o] E2 -2 &-4-4 ) o7 =) 9] 2] 7|
D-4-A)-1F o] 1| FE-4-FHEALubo | 2 (S FE #225a0] TS dHE F4)

QX
M NH,

O e

@A 1 (S)-tert-F8 (1-(3-E2Z=23d)-2-30|=EZ A€ ) FHule| o] E

HoN ¥\, 2N NaOH, (BOC),0 \4/ .
(S t-BUOH, 70 °C, 16 h \ﬂ/(S) N0
cl o

B8 (15 nL) 5 (8)-2-op-2-(3-F 22 d)oe2(1.0 g, 5.83 mmol)e] n§k LMo 2 M YEF slo
Atol= £M(0.29 g, 7.28 mmol) ¥ T-tert-FE-t]7IHYo]E(1.92 mL, 8.16 mmol)E H7}elF k. WH&-
55 16.0 h B¢ 70ColA nutalFe. whg-o] 23S TLC(n-34F 5 30% ol olAlE]o]E | KMnO, E43)9l
RUHHEAT. ¥ TRES E40 nb)E AASIa, dE ofAHIOIE(3 X 40 mb)E FEsta, 23st
S 7t sl HEEAT. AFES n-3A F 20% oY oA HOIER &3 60~120W4] A7t A%
S35t e mEwtEa ] o8] AAS, EFE FHFL 7Y dtol] wF3] (S)-tert-FE (1-(3-F
22 d)-2-3Fo| =2 Ao el o| ES A 1A (1.0 g, 63%) = A=A, INR(400 MHz, DMSO-ds): &

—

o e
o

fo [r
il

@

o
= f

3:1012
o N,

( OIN,

l

7.32 = 7.21(m, 5H), 4.78(t, J=5.6 Hz, 1H), 4.49(d, J = 5.6 Hz, 1H), 3.51 - 3.41(m, 2H), 1.34(s, 9H).

@A 20 (S)-2-((tert-FFAFtE L) otr|2)-2-(3-F 223 ) E WEHEMo|E

\‘/ TEA, MsCl, DCM \*/ H 9/

? o 0°C-RT, 1.5 h O NS5
\ﬂ/(S) _— \c[)]/(s) O @]

Cl Cl
g2 e (15 L) F (S)-tert-549 (1-(3-F2&23HYd)-2-3lo| =FA] &) 7o) E(1.0 g, 3.68 mmol)2
ik gefel Eelold bl (0.62 nl, 4.42 mmol) & 737}—8}1, EFEL 0CR WA, Muazd Fell
p

=(0.313 mL, 4.049 mmol)E 0TCeolA #H7}ek &, ZTFES 1. Bt Ao wHkET), LOA A&
TLC(n-3AF Z 25% o€l olA|H ol E ﬁ?o}ﬂﬂwﬂ 9]
Z(0 m)E A, S22 eh(3 X 30 nL) o7 =331
star, ofetar gt skl FFsta, n-HEo R AF

W )-2-(3-EE2 2 )oY HRAEVESE T 2U(0.65 g, 51%)



[0806]

[0807]
[0808]

[0809]

[0810]
[0811]

[0812]

[0813]

[0814]

[0815]

SS=S0l 10-2644788

A 3: (S)-tert-F8 (2-olAE-1-3-2 223 Q) E) 7| E

. +
\4/ H I NaN3, DMF, 50 °C o H

(@] N _‘\\‘\ /S\\/ N _‘\\‘\
Y oo 180 Yt N
o o
cl cl

N N-gHE ¥ Eolmlo]=(10 ml) T (9-2-((tert-F-EA|7tHd)olr] v)-2-(3-2 229 d)od ve-d XY o]E
(0.65 g, 1.86 mmol)e] 1yl KMo LJEF ofxfo]=(0.242 g, 3.72 mmol)E H7}slal EES 16 h B¢t 50
CTollA awralich. 939 A&S TLC(n-AAE F 20% o€ olAlEHo|E)el 3] ZUEHath. w-s 35
3} dRE FEGo|=(15 nL)ol oo, E(30 mL)E AL, oE olAEHO|E(3 X 30 mb)E FE3}L, &;}

P 5715 72 st st ZFES n-dat T 8% " ofHEolER §F3H 60~120W4 Aest A
ojgste] Tl A=ZwlE I o] AT, AAe #ES st Ay skl wFsked, (9)-
tert-5g (2-o}AE-1-(3-Z 2= d)o|e)-Fululo] EZ A 91(0.5 g, 91%)= AEeTh. HNMR(400
MHz, DMSO-d¢): & 7.67 - 7.58(m, 1H), 7.42(br s, 1), 7.37 - 7.31(m, 3H), 4.73(br s, 1H), 3.44(t, J =
8.4 Hz, 2H), 1.35(s, 9H).

@A 4: (9)-2-MAE-1-(3-F2 =¥ d)d eho}Hl slo|=2Frdo|=

Cl

T2 (5 nl) F (9-tert-F8 (2-o}A E-1-(3-F 227 )& )7 o] E(0.5 g, 1.69 mmol)<] .yl &of
0ColA ©=4H10 mL) % 4 M HCIS #H7let EFES 16 h & Ao wykelgdeh, wks <
stell wHstal, n-HWwo R Fsta E sfo] Axdte], (9)-2-olAE-1-(3-F 22 )l golyl Fhol=
ZEol=E WA uA(0.43 g, HCl )2 &3, LOMS A3hst A= ALz 196.05, m/z A

197. 1[M+] "

@A 5: 1-(5-HE-2-((H E&}3to| =223 -4~ ) o}v| =) 3 E] 1] A -4~ ) - 10| ¥ T} Z-4-F} B A 4k

P o) KOSiMe3, THF, Pl o)
HN” N7 N 45°C,1.5h HNT NN
X S e

N o— N OH

O O

HEZ o] =2 F3H(450 L) 5 wE 1-(5-wE-2-((HEg}sto| =2 -2/-1] H-4-4 ) o} =) 3] 2] v T —4- ) - 1/-©]
HthE-4-7H8 A 8 0] E(10.0 g, 31.53 mmol)e] ¥k folo] 0TColA ZE Egvd Ae=#o]E(12.13 g,
94.60 mmol)E H7tstar, A4 ZTFES 1.5 h 5 45T/ upksigltt. REg9] s TLU(HEZZMYE F
5% WlEkE)ol o8] RUEHSET. vk EFES E(250 nL)E A3, oE olHHO|E(3 X 50 mL)Z Al
% TS 4 NHCl &9 H7te] o3| pH 4~52 =A3ta, I 2E2He T 10% HE-&(8 X 250 mL)
2 FEZ3ta, 2F §715S 72 st w531, 1-(G-mE-2-((H Egsto] =2 -2/-3 #-4- ) o}n| =) 7] 2] 1]
V-4-9)- 10| 1 T} F-d-}E A 210 WA 1R (7.0 g, 730)E AAEESITH. HNMR(400 MHz, DMSO-ds): &

12.46(br s, 1H), 8.34(s, 1H), 8.23(br s, 1H), 8.20(s, 1H), 7.36(d, J = 7.6 Hz, 1H), 3.89(br s, 1H),
3.83(d, J = 11.6 Hz, 2H), 3.39 - 3.33(m, 2H), 2.16(s, 3H), 1.80(d, J 10.4 Hz, 2H), 1.52 - 1.42(m,

2H). LCMS A &3k A= AXgk 303.13, A% m/z 304. 1M+H]

A 61 (S)-N(2-HE-1-B-22 2 d)E)-1-(6-"E-2-((H Egete| =2 -3 F-4-F ) o}v] =) ¥ F) | D -
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[0816]
[0817]

[0818]

[0819]
[0820]

[0821]

[0822]

SS50l 10-2644788

4 9)-14-ol W E-4-7H A} sk o =

W/f e N
Mo o) Cl Mo
HN N N™N\ HN N N
L

N
=\ HN=
N OH  enc ol Host fj N ©
TEA, DCM, DMF, cl
@) r, 16 h o

U229 eh(150 nL) 2 VA YHE EEolvlo]=(50 nl) 5 1-(5-mE-2-( (¥l Eg}é}o] &2 -2H-3 #-4-% ) o} ]
I g e-4-2)-10-0 vt} E-4-7} 22 4H(6.0 g, 19.80 mmol)] Ly fo] Egogelwl(13.81 mL, 98.97
mmol), 1-o|E-3-(3-tjHEolr| =X 2 )7}H]o|n|=(5.99 g, 59.40 mmol), 3FO|=EFA|MIZEZo}=(0.605 g,
3.96 mmol) Z (9)-2-olX=-1-(3-FE22Hd)dsto}d] slo|l=2F2To]=(4.65 g, 19.80 mmol) S HA E9
| stell H7beklvh. vk £3ES 16 h & A2olA wgkellvt. vkg-o] MalS TLO(HEF22H e 5 5% v
80 o RUEH AT, oJojA whE E3ES ¥3F UYEF Hlo|FtRYolE &9(50 nL)o2 AAET Y
ZEEZHE(3 X 50 L) o2 FEskL, &(100 mL) 2 ¢ (650 nb) 2 AHET. 27 f715S I st
a3tk ARES ﬂ%iiUﬂL T 4% WEEE &F3H 60~120M 4 HE7t AL o] &35t T AERRED
EEE L X*xﬂo}"ﬂﬂr =kl —E—Q% SR8k 2t gl FF8E] (9)-MN(2-olA =-1-(3-F22Hd )l E)-

- o) v d-4-Y)-VFo| v thE-4- ﬂ—m}u}ﬂca IRLES TR

N
2o &

-
G
é
E
N
T 3
(m
5&
o
3
I
HU
N
F
£

WA 70 (9)N-(2-0}H x-1-(3-2 2 23] 9) ] ©)-1-(5- v D-2-( (Bl B3 o] = 22 9] k-4~ ) o} ] )3 ]l -
4-9)-140] Pl ThE-4-7 B Afuo] =

N7
)':I o Zn 28, H,0 E NH,CI )\/r
N "N™ N7 s Ns MeOH, 55° C, 1.0 h +~NH;

H
=N HN(S) N HN(S)
Cl Cl
O (0]

W ehe- (75 ml.) 3
(S)-N(2-o A =-1-(3-2 225 d) o e )-1-(5-HE-2-((H Eg}&to]| = 2 -2/F 3] @-4-U ) o} 1| 1) F] 2] W] T -4~ ) -
1ol & -4-F}EA o] =(7.12 g, 14.77 mmol) 9] :WE oo o} H7(4.82 g, 73.87 mmol)S H7}3haL,
A g 10 min FeF Ao wwkek & E(15 nl) = %LE%‘* F2d}0]=(3.95 g, 73.87 mmol) S H7}s)
Sk, ¥k E3ES 1 h T 55TCoA weglvt. whgo] Mas TLC(HE2 2 & 5% wgkE)dd o3 =
e Hath, v E3ES X3} UJEF HiolFtRUo|E %%“(50 mL) o= A3 Aol EE T o
=, 10% wlerez2 AHstt. f715S B2 x 25 nb) & AlFsta, 233 f715S 72t st
of &, FRES HIFREAE F 13e(vetE /oA doln) & &E3tH 60~120W 4 A7t AS o]
§3to] Biotage AZntE LT A|~Flo o&] AAsITt. Ads IS FHEL 4eF sl wFsked, (9)-
N-(2-opr] e-1-(3-F 229 d) o) -1-(5-m & -2- (Bl Ed}sho] = 2 -2 9] h=4-< ) o] = ) -] 2] W] Wl —4- )~ 1/
ol n| T} -4-F} EAtulo] 22wl Al 317 (4.38 g, 65%) 2 AFZ5Hth. HNMR(400 MHz, DMSO-ds): & 8.52(d, J =

8.0 Hz, 1H), 8.33(s, 1H), 8.26(s, 1H), 8.07(s, 1H), 7.40(s, 1H), 7.36 - 7.25(m, 4H), 4.92 - 4.87(m,
1H), 3.86(br s, 1H), 3.84 - 3.81(d, J = 11.2 Hz, 2H), 3.33(t, J = 11.6 Hz, 2H), 2.97 - 2.92(m, 1H),
2.88 - 2.85(m, 1H), 2.17(s, 3H), 1.80(d, J = 11.6 Hz, 2H), 1.51 - 1.44(m, 4H). LCMS B &3t A= AAkzk

455.18, A2k m/z 456. 10MHI] . HPLC <X 99.47%, 712 HPLC <=0 99.68%.
7] AAlde A7 3§Ee] AXE A3

Al 230 (9)-NF(2-otr| =-1-(3-22 29 d) 0 E)-1-(2-((3,3-HESF L EA| 2R H ) ohr| =) -5-H| & ¥ 2] ]
A-4-)-1F-o| & -4-FHEALw o] (31 HE #259)
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[0823]

[0824]

[0825]

[0826]

[0827]

[0828]
[0829]

[0830]

[0831]

[0832]

SS=S0ol 10-2644788

L
[ /o)
HN)\N I\\l\\ ::"NHz
=N HN ©
Cl

FF

24 1 wWE 1-(2-((3,3-H EF L 2A | 225 9) ohH] 1 )-5-rd 3 2| v| -4~ )-1H-o| v T} E-4-71 52 e 0| E

F. [
\ o)
P> \=
clI” N N/\>_,< N o—
lw __ DIPEA, IPA, 100 °C, 20 h
NGO HEEE!
FF

O|AXEHRE(60 nL) T WE 1-(2-FE2Z-5-wdI | d-4-d)-UFo|rthE-4-7F5 A 0] E(10.0 g, 39.59
mmol)&] Wb FoMoll N N-T]o]AZZ Yol (28.36 mL) F 3,3-UEFZAto| F 2 EholTl Slo|=2E 2}
°]=(6.81 g, 47.50 mmol)E M7}k, Whg Z3FES 20 h 5 100TCAA D& FHRAAA wielic). vh-g

=70 TII i O
o AAL TLC(FERME 5 56 vere)el sl mUePtt, Wg EFS 002 Wstn I4H A4
= oftsta et 3ol ESSES R !
1-(2-((3,3-t] 72 2ALo] 2278 )ohv] 1 )-5-w| D 3] 2] 1] Rl -4-2 ) -1H-0] v] } Z-4-7} B A gl o] ES w17

(23.0 g, 89%)= ArZFATh. LONS A& Ak AMkat 323.12, 223k m/z 324.2[M+H]

GA 2: 1-(2-((3,3-H EF 22| F 22 E ) otr| o )-5-w E ¥ g 1| H -4~ )- 10| 7| T} S-4-FH 544t
N7~ N
)'\t( O KOSiMe3, THF, )'\/I o)

HN™ N™ N7 HNT N7 NN

<} \;\?——/(O/ r, 1.5h <} \;\?-—/(OH

FF FF

THF(1.0 L) & =¥ 1-(2-((3,3-"UEF L ZAto| E2 59 ) ojr| 1o ) -5-w & 7] gl v d—4- )- 1o v T} Z-4-FH5 A 7]

°]E(30.5 g, 94.3 mmol)2] mHF &Mo] TN Z-FH Egved Alswo]E(48.38 g, 377.4 mmol)E 73

F, A 9 EEES VAA wRbEAE o]&38te] 1.5 h 59k A mutaldnl, vk 13e TLC(HE

22 F 5% W) ofs BEYUEHSNY. v EFES (1.0 LE AAH3I, o ofAH ol E(3 X

200 mL) & AlFedvh. A4S g HCLo AAH2 H7bel o8 pH of 342 A1, £d=S I =R
S}

F 108 AREE < 15 D2 FE39. 27 4715 49 sl o] 1-(2-((3,3-t BT 20|22y
ot i)-5- U el m H-4-Q)- Yol Mk E-4-AHR A4S WA BA(27.0 g 9WE  AEehenh

HNMR(4OO MHz, DMSO-d¢): & 12.50(br s, 1H), 8.38(s, 1H), 8.26(s, 1H), 8.22(s, 1H), 7.88(d, J = 6.0 Hz,

1H), 4.17(t, J = 6.4 Hz, 1H), 2.98 - 2.88(m, 2H), 2.68 - 2.57(m, 2H), 2.18(s, 3H). LCMS A3t Ak A
AbzE 309.10, 223t m/z 310, 1[M+H]

YA 3: (9)-N(2-obAE-1-(3- 222D Y)-1-(2-((3,3- T EFL2A]| 227 80w 12)-5-] G- 2} v W -
4 9)-1-ol W B4~ A} s o =

N SN e
N™ 2%¢(s) N
Xae O XX
NTONTONTY HN” N7 N
v S

H :/N3
N OH \QN HN {S):
EDC.HCI, HOBt, DIPEA, cl
DCM:DMF, rt, 16 h
FF F F

gEz 2N AgHExEotulo] = (150 mL:50 ml) T 1-(2-((3,3-HZF L 2Alo|F 2R e )oln] - )-5-w & 3]
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[0833]

[0834]
[0835]

[0836]

[0837]

SS=50l 10-2644788

Y -4-A)-1/-0] v t}E-4-FH 324 2H(5.5 g, 17.79 mmol)e] JHF flo] N N-T]o]AZ 2ol Elo}(15.49 mL,
88.98 mmol), 1-ol€-3-(3-TH|doln| =T 2H )7t T]o]n=(6.82 g, 35.54 mmol), 3Jlo]EZAIMIFETolZ
(1.399 g, 88.99 mmol), 2 (S)-2-o}AE-1-(3-F 223 d)o|gho}ql slol=gFZa}o]=(4.950 g, 19.41 mmo
DE #7Me &, £35S 16 h &<k ALoA wyeivt. whg-o] S TLU(HEREMWE 5 5% HEE)dl
ol RUHHsIATE. Wg £3¥=S E(500 mL)ol olo] E3t YEF Hio]7tHYo]E &4 (50 mL)o] H7IE 71
Ak I o’ olAE|e] E(3 X 250 mL)E FESIUTE. 23T FUITS HEF AHHE oA dxsta, 7t
3t sloll T3St AFES UEFZZE F 3% WESZ §53H 60~120v4] A7t AL o] &35t )
AzntEagel] o AAGTE. FhTE FIS Y Gl FFd] (S)-M(2-ofAE-1-(3-FEZHH)
9)-1-(2-((3,3-HEF 2L B2Ao| ZF 259 o .o ) -5-m & -T] g u| I -4- ) - VFo| M| T} £ -4-F} g Al rfo] 25 @A)
TR (6.0 g, 69%) 2 AFE3F3Ith. HNWR(400 MHz, DMSO-ds): & 8.87(d, J = 9.2 Hz, 1H), 8.38(s, 1H),

8.30(s, 1H), 8.13(s, 1H), 7.86(d, J = 6.0 Hz, 1H), 7.55(s, 1H), 7.42(d, J = 7.2 Hz, 1H), 7.36 - 7
.28(m, 2H), 5.25(d, J = 5.2 Hz, 1H), 4.17(t, J = 6.4 Hz, 1H), 3.86(t, J = 12.0 Hz, 1H), 3.65 - 3.60(m,
1), 2.95 - 2.90(m, 2H), 2.67 - 2.60(m, 2H), 2.20(s, 3H). LCMS A &3+ #=F Alrkgk 487.14, A=3 n/z

488. 10w+ .

YA 4 (S)-W(2-ohli1-(3- 222 W) B)-1-(2-((3,3-UEFLE Ao F2 $8)ovlx)-5-w @5 ule
~4-Q)-1- o] T -4 A o) =

NTX
OO NS

HNT N7 NN —Ns Zn, NH4Cl, MeOH,

A o

P

e/ AN L AN HN™ N NM —NH
N (s) = \QN AN

—_— N
<} Cl <? ©
A cl
FF

HE-E (100 mL) & (9-NF(C2-otA=-1-(3-F 223 d)d " )-1-(2-((3,3-T ZFF L ZAL | F2 7 E ) o} 1 )-5-H &
9 g -4-A)-1F-0| " thE-4-F} A o] =(6.0 g, 12.30 mmol) Q] myF &oWo] (25 mL) F o} £31(6.43
g, 98.38 mmol) ¥ ¢+RF F=2}o]=(5.35 g, 98.38 mmol)E HIIE F, EFES 4 h B A0 wE
k. wvESo] WS TLC(HEZ2ME F 5% WErS)o] 93] RYEHst. vk EdES IRl & (50
nL)o2 AHsla, Ago|ES £ AHsla, YIS =2u ek F 5% weke (25 nl) 2 AH sk, §7)
ATk, FASS UIFRE2YE F 5% WES(3 X 80 nL) 2 FEHs, 23 715 7
AFES UZFzade 5 8 (e /oszggoeln)or &&31 60~12014] 27t A& o]&ale] Fuj =
2ol E 2 S A3 w3s TRt Kt 3lol 539,
(9)-N(2-o -1-(3-F 2 =Hd ) ol g)-1-(2-((3,3-T EF L 2ZA| E 2 FE ) opn]| .o )-5-w e 7] W) -4-¢ ) -

Lol H| T} E-4-7h 2 Aol =8 84 1A (4.1 g, 72%) 2 AHEEATH. HNMR(400 Miz, DMSO-dg): & 8.54(d, J =

8.0 Hz, 1H), 8.38(s, 1H), 8.29(s, 1H), 8.10(s, 1H), 7.86(d, J = 5.6 Hz, 1H), 7.40(s, 1H), 7.35 -
7.25(m, 3H), 4.93 - 4.88(m, 1H), 4.17(d, J = 6.0 Hz, 1H), 2.90 - 2.84(m, 4H), 2.68 - 2.55(m, 2H),

2.20(s, 3H), 1.54(br s, 2H). LCMS &gt A=k ALbgk 461.15, AZ=3 oz 462.1[M+H]+. HPLC =% 99.98%,
71g HPLC: 99.97%, mp 104.3C.

AAd 240 (S)-N-(2-opH] =-1-(3-E22-5-EF 229 d) N E)-1-(-HE-2-((F Eg}sto| =2 -20-3 &-4- ) o}
] ) ¥ g v d-4-d )-1H-0] 1| FE-4-FHE Aol o = (SHHE #275)

N/\/(

[ /o)

HN)\N W —NH;
=N HN7g

Cl
O

- 105 -



[0838]

[0839]
[0840]

[0841]

[0842]
[0843]

[0844]

[0845]
[0846]

SS=501 10-2644788
9A 1: (-tert-F8 (1-3-F22-5-FFL2¥d)-2-3lo| =F A &) 7lulH| o] E

H,N ~ 2N NaOH, (BOC),0 Bo
73 K aOH, 2
H
(S © t-BuOH, 70 °C, 12 h H?‘S) ~Son
HCl
F Cl

FREL(100 mL) F (9)-2-olnx—2-(3-F22-5-Z 2o 2 ) e dlo|=2ZReto]=(10 g, 44.44 mmo
yol mwt gollo] 2 N NaOH(2.22 g, 55.55 mmol, 111 mL %) 2 U-tert-#¥ 7} 0] E(13.56 g, 62.22
mol)E  H7FIYTH., A EFES 12 h B 70CHA  wuksigith. wheo ﬁfsg—"« TLCol <] 3)
EYE T, oo whgS E(2 X 100 mL)E A " ofAH O E(2 X 100 mL) 2 FZE38FaL, 7t
F71%S =0 nb)dl olo] f4(30 mL)E AAH3IL, YEF A o]E AolA Hxstar, o7sta, et 3ol
SHUAIA 13 g9 2HA AHES AFET. ZHA *P%»% frAbek Ao R Az 279 F7F 2A4A AHE W)
Ao} zFstal, 273 2HS §ENH0R p-Iik F oE ofHH O EE o]&35le] Fu] A AZwmlEI o
o AAlste] (S)-tert-Hd (1-(3-FRZ-5-ZF 2 &2HY)-2-slo| =2 A &) FlulH o] ES 3]m A 1.4 (94%

Sg)@ AZ3h. HNR(400 MHz, DMSO-dg): & 7.26 - 7.23(m, 2H), 7.20(s, 1H), 7.11(d, J =8 Hz, 1H),

4.83(t, J=4Hz, 1H), 4.52 - 4.50(m, 1H), 3.50 - 3.43(m, 2H), 1.34(s, 9H). LC-MS A &3t =z Azt
989.74, A2t m/z 190.0[M+H-Boc] .

A 2: (9-2-((tert-F-FA 7R ) ol 1)-2-(3-ERE-5-ZF L2 ) dr gL L 0| E

IIBOC I?oc
HN_ S TEA/MsCI/DCM HN o™ S\

(S) " TOH 0°C-rt,1h (S) " o070
F Cl F Cl

OZZ 29 el(100 mL) = (9-tert-58 (1-(3-F22-5-ZF 9 2Z3|d)-2-5o]| =2 Ao &) F w0 E(12 g,

41.52 mmol)2] nuk fdlo] 0ColA Egodolwl(6.93 mL, 49.83 mmol)S H7}etn E£FES 0ColA 10 min

Zol wukalodr). olojA wWek Axd F2e}o]=(3.73 mL, 45.674 mmol)E Hr}eli, £IES 1 h B9 AL
Al

o A nRE3IITE, Wkg-o] R3S TLC <8 HEF%WE} 3HS-S E(100 mL) 2 AAstT CE2 2 EH3 X
100 mL)o.2 FZ3l3, 2Fs §712S ¥3) dny F2dglel= £a(100 mL) 2 G550 nL)E M =5k,
F715S YEF AHolE oA Hzxsia, O%JJroh, ZHtE holl FRAA  (9-2-((tert-F-FA]71Ed ) o}

=
)-2-(3-FR2-5-ZFe2Hd)od Mg FTYo]E(15.25 g)E ¥e =dA uAE AEsta, o v
A s 271 A4 glo] o] gakgith. HNMR(400 MHz, DMSO-de): & 7.68(d, J = 8.4 Hz, 1H), 7.36(s, 1H),
7.33(s, 1), 7.29(d, J = 9.6 Hz, 1), 4.28 - 4.19(m, 20), 3.15(s, 3H), 1.36(s, 9H). LC-MS A &3+ Az
A2zt 367.07, 223k m/z 268.0[MHI-Boc] .

9A 31 (9-tert-F8 (2-olAE-1-3-FR2-5-ZF 2 dd) [ d) 7t o] E

7o° g NaN3, DMF poe
HN .~ ST ats, B HN.
<, ° . N
F cl F cl

NN, -OHE E Folule] = (100 ml) & (9-2-((tert-FFAIFFE )OI x)-2-(3-F22-5-FF 2 2Hd)o & 1
5.25 g, 41.55 mmol)9] ¥k fdo] ALo|x YEF olxo]=(5.4 g, 83.11 mmol)E H7}8t%

12 h &< 60CoNA 7FEssitt. vk 7aS TLCol <& BUHHT §, vk EdES
(100 mL) & 3 Aalar o ofAlHo]E(3 X 100 nlL) & FE&vt. =gt =S =
(100 mL) & AHsa, YEF Ado|E A zxsta, oeta, e sl

STUARG. 2 AbEe FARE AR Alxg 279 F7F 244l Abe v ek 2eeta, =9% =de

f
=
E
I
:
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[0847]

[0848]
[0849]

[0850]

[0851]
[0852]

[0853]

SS=S0ol 10-2644788

LEN0 T p-NAi F oE olAMHEE o|&slo] u) A ARvlEI ] oF AAS] (S)-tert-H-E
(2-0l A E-1-(3-F22-5-Z2 0 2ud)de)shutro] ES Al 1A (83% F8)Z ASaHth.  HNR(400
MHz, DMSO-dg): & 7.66(d, J = 8.0 Hz, 1H), 7.31(bs, 2H), 7.21(d, J = 12.0 Hz, 1H), 4.77- 4.75(m, 1H),

4.44(d, J = 8.0 Hz, 2H), 1.36(s, 9H). LC-MS A& A= ALbzk 314.09, AS7 m/z 259[M+H- tBu] .

A 41 (9-2- M E-1-(3-F22-5-EF 27 d)d&o}d] 3po|=rT2ato|=

Boc .
HN o~ 4M CI= AHHCI HaN oSy
) N 0°-1t, 3h (S)
HCl
F Cl F Cl

SAH100 mL) T (9-tert-FE (2-0}A=-1-(3-FZZ-5-3F 22 ¥d)dE) 7}‘3}“*1 °]E(10 g, 31.85

mmol)&] mHF galo] 0T 1,4-t12F 5 4 M HCI(100 nl)S #H7F8lth. WhE E3E8 3 h B¢k A4

3G, HEEe] SujE 7t sl A A 1A AHES FEIFY. nAE {E(Z X 50 mL)e.Z A%
Blo] (9)-2-0}A E-1-(3-F R 2-5-ZF 0 2o d) o gloll slo|=2F2elo|=(7.87 g, 98.8%) 3

A AR Ak, HNR(400 MHz, DMSO-dg): & 8.94(br s, 3H), 7.56(s, 1H), 7.49(d, J = 4.8 Hz, 2H),

2L
S
o
PN

4.55(t, J= 6.4 Hz, 1H), 3.92 - 3.81(m, 2H). LC-NS A3+ Ak A3zt 214.04, AZ3 m/z 215, 1[M+H] .

B 5 (9-W(2-oME-1-(3-Z22-5-FF 0 299)ol D)-1-(5-H @-2-((F £}t o] = 2 -2H-5] &-4-2) o}
)2 7] ©-4- 9 )-1H-0] P thE-4- 7 Aok o] =

“/(
ol x

HoN SO

Y fj —N

o s S M :
fj ks HN(S)

F

EDC.HCI, HOBt Cl
Cl TEA, DMF O
rt, 16 h ¢

N N'-tedxFoluto] =(120 nl) % 1-(5-"WE-2-((H Egtslo] = 2-20-3] &-4-< ) o} =) 7 2] 1] T -4-% )-1H-©]
o} E4-7} 22 2H(12.2 g, 40.26 mmol)-% aEk golof] Elo"dolwl(16.8 mL, 120.79 mmol), 1-°€-3-(3-Y
v Eloju] -3 2 9 )R o] n = (15.44 g, 80.53 mmol), slo] =AMl 2 E @] o} (3.08 g, 20.13 mmol) 2 (9)-
2-0l A E-1-(3-FEZ-5-ZF o 2| d) ol eto} 7l Flol=ZFReo]=(8.01 g, 32.21 mol)S DA E97] Fld

Arkskedth. 4 EFES 16 b Bk ALolA wwsac. vl A4S MC(HIFEZAE F 8k kel
o8] EUHGSAT, vhg EFES B2 X 100 )R AL ol ohalHeIE(2 X 100 ml)E FEeHsT.
28 #7122 ¥ duy FRobolm 891 x 200 al)el olo] £3k EF vholsbuulolE &el(1 x 200
) 2 G x 50 )R AHSAG. §715¢ HEF AdolE gelA Axsa, oldstn P sl B
sto Ashs 2R ABL Ak, 2RA ABS AR PO ARF 29 F7h 2HA BE A} =
Han, 23 gaolon danein 29 olgate] il Ay AmwiEadsdl s A

)-1-(5-Hd-2-((Bl Eg}sl o] = 2 -20-3] &—4-< )o}m] 1)
] 2 1] ¥l -4-9) )~ 1H-0] 1] T} Z—4-F} B Abu}o] = (69%) S 3| WA T2 AZ3%t. HMR(400 MHz, DNSO-ds): &
8.90(d, J = 8.8 Hz, 1H), 8.34(s, 1H), 8.28(s, 1H), 8.11(s, 1H), 7.42(s, 1H), 7.34 - 7.31(m, 3H), 5.29

- 5.23(m,1H), 3.86(br s, 1H), 3.85 - 3.84(m, 3H), 3.66 - 3.62(m, 1H), 3.36(t, J = 10.8 Hz, 2H),
2.17(s, 3H), 1.80(d, J = 10.8 Hz, 2H), 1.51 - 1.44(m, 2H). LCMS A 3st A= Azt 499.16, A=3k n/z

500. 1[M+H] .

g4 61 (9)-N-(2-ote-1-(3-2R2-5-EF 22 Y) e )-1-(6-HE-2-((H E}3lo| =2 -21-9] -4~ ) o} ]
=) Z v d-4-d)-1H-o| v TFE-4-FHE A uto] =
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[0854]
[0855]

[0856]

[0857]
[0858]

[0859]
[0860]

SSS0ol 10-2644788

)N'\/\/( o Zn, NH,CI )\/j\/
@ CH30H, H20

HN”ONT SN —Ns —NH;
an it _ocenan MN(S,
Cl Cl
O [®)
F F

HEFS (100 L) F (9)-NF(2-oA ©-1-(3-F R 2-5-ZF 2 27 d) o &)-1-(5-m & -2-((B| E &} &} o] = = -2H-3] 2+
—4-) o] ) F 2 W) —4-< ) - 1H-o| M| thF-4-7HEAPu}o] (9.0 g, 18.04 mmol) o] wwk goHo] ofd #31(5.89
g, 90.18 mmol)ell ©o]o], E(20 ml) F URE FEo)=(4.823 g, 90.18 mmol)E 0CA H7st = g?{}%
< Sob Ao mutadtl, REgo] ML TIC(HEZZde T 8% wE-2)ol %H Uy, ¥

S EEES ¥3 UYEF vlol7lRYolE £4(100 mL) 2 HEkS(100 mL)Z A 5, Ao]EZ T oqwa
star, WEER2 AFEGIT. AS FEAZ]A 50 ml YEF vlo]7tR o] ER «lﬁom, DCM(3 X 100 mL).
2 FE30Y. 27 F715S HEF AUolE A nxsta, oFsta &
ZAGA AEE A Ao R Az le] F7F 2AA AHE wjX e xdetal
0.1% o|AZzHolul S FHhdts tZEzver F WeSS ol gste] T A ﬂiu}ilﬂﬁﬁw o3 A st
o], (9-MN(2-oM =-1-(3-FR2-5-FF 27 d) o d)-1-(5-ve-2-((H| Eg}slo]| =2 -2H-7] &4~ ) -0} 1 ) -
)] v € -4-2)- 1H-o0| 1] & —4-7} B Abuko] 5.(18.5 g, 55%)F FMA mA A&k HNWR(400 MHz, DMSO-
d): & 8.58(d, J =8 Hz, 1H), 8.34(s, 1H), 8.27(s, 1H), 8.08(s, 1H), 7.35(d, J = 7.2 Hz, 1H), 7.28 -

7.25(m, 20), 7.19(d, J = 9.2 Hz, 1H), 4.93 - 4. 90(m, 1H), 3.90(br s, 1H), 3.83(d, J = 11.6 Hz, 2H),
3.36(t, J = 10.8 Hz, 2H), 2.95 - 2.95(m, 1H), 2.91 - 2.88(m, 1H), 2.17(s, 3H), 1.98 - 1.9(br s, 2H),
1.80(d, J = 12 Hz, 2H), 1.50 - 1.46(m, 2H), LCMS A3+ Ak AAgh 473.17, 2= m/z 474.20MH] .
HPLC 4% 99.79%, 7]1% HPLC +%: 99.92%.

HAA 2 S AT

= =
W, 298 242 gEdow

A 25: F(3-EREZ-5-ZFLZ-2-(Fo|=EAWE ) A)-1-(5-HE-2-((| ET}3lo| =2-21-3] &-4- ) o} 1]
)3 d-4-Y )-1H-0] v T}E-4-F}E Alul o] = (S E #297)

N
A 0
N~ N N™N\ HO

Cl

9A 1: 2-F224-ZTF20 =2 -6-rEdul A

0.
Pd(OAc)2, NCS,
DMF 100°C, 16 h
F

N N-OHE-ZEotnto] = (20 mL) F 4-ZFQ2-2-WEdHZAH(5.0 g, 32.46 mmol) ] Wyl glo] Falg oA H
OJE(1.74 g, 2.59 mmol), P NEFEEHAOIW=(6.4 g, 48.70 mmol)E F713 ¥ EFES 16 h E<F 100T
ol mytalgivl. whe TYFES Yzela ¥3 JEF E|OAHCE RA(200 mL) O.E FAEtar, old ofAlH
O]E(2 x 500 mL)i FEen, 2393 §7158 4560 )2 AFen, 173 sl 5%

2 2 4-FF 2wl At EFES 2 A (
o dAllA o] &3, 2-F R E-4-F
NS HBHE A Aakgk 188.0, =7k m/z 189, 10MH]

(
™

[
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DA 2: 2-F22-4-ZF 9 2-6-vDl At

O OH 0. OH
z \jf SOCl,, MeOH, j \jr
Cl + 85 C,2h
F F

HES (100 ml) F 2-F22-4-ZF o 2-¢-veulxa 2 4- W25 g)o] b g-of

Z g Aol Bl
2ol =(11.6 mL, 159.5 mmol)E 0Tl HH3] AH7}e ¥, ¥ke Z9ES 2 h T 85T
7 E(
E(

o

Hhakei Tt
b ERES SUAIAL X3 UEF bR Yo]E 8o (100 mL) o® Ak, o" opAlHe]E(2 X 300
mb) 2 FZ3 T 28 HC1e H7bel oJa pl o 6~7= 2A3sta, olojA] EFES od ofAHOIE(2 X 300
mb) 2 FE8hL, 2HF 7155 920 mb) 2 AIHSEAL, Na,S0, ol A Axstar, ek sl sFdte] 2-2 2
BA-ZZQE-6-MAEAS 24 A (2 g & AEEa, olZ F7F AA glo] o]&sitk. LC-NS g 2
=%k m/z 189.00MH] .

9A 3: v 2-Z22-4-ZF Q0 2-6-vdHlRd o E

K2CO3, Mel,
Cl DMF, 1t, 2 h cl

N ANt E-FEEolnlo]=(15 mL) ¥ 2-F22-4-ZFQ2-6-wEWlZAH(2 g, 10.63 mmol)e] Wk g ZHF
FFE Y] E(2.9 g, 21.27 mmol) % HE QQrt}o]=(3.3 mL, 53.19 mmol)Z 0TColA H7}star, &

T A2 A wRkskith. "hgo S TLC] o8] REUEHI AT, 73 EFES = (50 mL)i AAstaL,
old ofAHO]E(2 X 100 ml)® FE3F1L, 27T F715E 9520 nb) = AFEL, HEF HHCE Aol
Azstal 7 stoll sFte] vd 2-FRE2-4-ZF Qo 2-6-HEH o ES A 9 (2 g)i &aoh, ol &

=7} AAl glo] o] &ataltt. LC-MS BEa Ak A 202.02, A=t m/z 203.0[M+H] .

G4 4: qE 2-(E2RHE)-6-F22-4-SF L ZWZE

0s_O 00O

S NBS, MIZQY IS AIC ~

cl CCly, 80°C, 12 h cl

Br
F F

AA8lEb A (5 L) & WE 2-F224-Z202-6-yEHFoo]E(2 g, 9.9 mmol)Y] mHF S N-BERIEA
oln=(1.9 g, 10.8 mmol) ¥ WIFYU ¥-L2A}o]=(0.239 g, 0.99 mmol)ES H7}3 }Oﬂﬁ} A TEES 80TlA
12 h 9k WUkl e 2B Teel o8] mUBPIAG. B EFES 14 UEF Slo|ESAolE §

N (50 mL)o. = ZNA3FL, o ofAHO]E(2 X 200 mL)E F&3FaL, 3% %7]%% A(20 mL) = M A 3}a,
HEF AdolE FAA Azsm 44 sl FHsel MY 2-(MERAY)6-FEEA4-EFL MR =S

28 AA(2 g, 2AA AE)Z AT, LCNS A8 A ANt 279.93, AZ7 m/z 281.00MH] .

G4 5: HE 2-(IRAEHE)-6-FEE-4-ZF Q2 Zo|E

(@] () |
> NaNj, DMF Ox©
¢l 70°C.6h
|
Br . N; C
F F
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NN-tedZFobrto] =(10 nl) & ME 2-(H2RuYE)-6-SER2-4-FF 22 E(2 g, 7.16 mmol)9] il
d g olo] GEF ofx}e]=(0.931 g, 14.33 mmol)E 0CTolA A7bstich. AR EFES 70CIA 6 h $<F L
Hhskitt. Whg-o] AEe TLCOl ole] RUE Pt uhe EFES H“ﬂ—’F(lOO ml) 2 8Aska, oE olAlE|

E(2 X 200 mL)2 FE3Act. 233 7715S A510 )2 AFsta, F4 YEF A ]E Aol A Az
star, oFsta, 7HeF sl FHAA HE 2—(0}21ﬂﬂ'a)—6—%&;—4—§Tiitﬂ_iﬂl oJEE ZA ;A (1.5 g,
A

2AA AE)Z A=A, [M-NAH] o] ek Le-MS AEek Ak AR 243.02, A=7F m/z 218.0.

@7 6: (2-(ex=HE)-6-ER2-4-EF 2T d)veS

0w o OH
LAH, THF cl
N3 Cl rt, 12 h HZN
E F
THE(10 mL) & € 2-(olAEHE)-6-ZF 22 4-ZF o 2WZoo]E(0.2 g, 0.823 mmol)e] Wk &M #&F
odFnF sto]=ko]=(0.108 g, 3.29 mmol)E OCOH/H A3 WApeldnr. A BgES ALoA 12 h Bt

E

AT, W 23S TLCo o8] FUEHSF L. s EFES WUS5(50 nL) 2 FA5tar, g obAE
OJE(2 x 200 mL)E F=Act. 2 f715S I (10 b E AFE I, F+ YEF AHolE Ao Ax
slar, ofytstar, 7t stoll SLAIA (2-(olv=ME)-6-FRR-4-ZF 2 ) ME2(0.2 g, 23FA MHE)S

AZaGITh. LCMS A3 Ak Ak 189.04, A= m/z 190. 1M+

o

il

94 70 FG-ERE-5-ZFQE-2-(Flo|=EA v E )i A )-1-(5-H D -2-((F| E&}3} o] =2 -2H-7] @4~ ) o} 7]
=) FEu d-4-Y)-11-0] P E-4-F EAvlo| =

o]
HN N NN N
o e L
o RTINS AL
HoN ° = HN
EDC.HCI, HOBt

DIPEA, DCM 0
F rt, 12 h

-

Cl

U229 eH(10 mL) & 1-(5-vg-2-((e| Eg}slo] =2 -20-3] &@-4-4 ) o}u] 1) 3] g 1| d -4-& ) -1H-o] v T} Z-4-7}
H24H0.1 g, 0.33 mmol)e] Wk A (2-(oleHE)-6-FR2R-4-ZF 29 d)We-&(0.093 g, 0.495
mmol), N,N-Tjo]AZ2doeoe}d(0.16 mL, 0.9 mmol), ©]ojA 1-ol&-3-(3-tjWdoln| =L 2d)7}lrr]oln =
(0.075 g, 0.396 mmol) @ Blo]=ZA-HMZEF}Z(0.06 g, 0.396 mmol)S F7latdvt. BA EFES A2
A 12 h Eeh wksgith. whEo]l &S TLCAl o EUEHESAT. whe EFES WS G0 nl)E
s|M3EtaL, HERZEWE(2 X 200 nL) o= FE3r. 23 §71FS (10 b= Aﬂﬂ staL, o UYEF
Ado|E AedA Hzxsta, oJsta, 7S sl FEAIZY. AFES £EHoF IR Hehe-S
o]-83}o] Biotage Isolera A|Z~ElS o]&3Fo] AA Sl N(3-FEZ-5-ZFQE-2-(sfo|==A g )& )-1-(5-
g -2-((e| Ed}slo] = 2-20-3] ¢-4-)o}n| o) ¥ gl v D -4- )-1H-0| v T} Z-4-F} B A mfo] =2 julal 31|
(0.015 g, 9.5%)2 ArZal3Ith. HNMR(400 MHz, DMSO-ds): & 8.73(t, 1H), 8.33(s, 1H), 8.

J% & o) 4n

26(s, 1H),

8.11(s, 1H), 7.35(d, J = 7.6 Hz, 1H), 7.30 - 7.28(m, 1H), 7.10 - 7.07(m, 1H), 5.22(t, 1H), 4.71(d, J =
5.2 Hz, 2H), 4.60(d, J = 6 Hz, 2H), 3.89(s, 1H), 3.83(d, J = 10.8 Hz, 2H), 3.39 - 3.32(m, 2H), 2.17(s,

3H), 1.82(t, 2H), 1.53 - 1.44(m, 2H). LC-MS A 8ah Ak Axtgh 474.16, =3k m/z 475.101#H] . HPLC %
T 98.2%.

AN 260 (9)-W(2-oh] =-1-(3-2 22Dl D)-1-(5- D-2-( (A =28 o] = 2-24-5] @-4-21 o} ) 2] m]
U-4-9)-1H-0] Pk -4-7H B Alsto) = Sol= 2@ Zetol= & (SHEE #208)
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i
|
N)\N/ N

H N ; NH
N 2

SHREL
Cl

O

L4-H20(10 mb) & (9)-N-(2-ot|=-1-(3-F 223 d) ol &) -1-(5-m| & -2-((E| Ee}sf o] = 2 -2H-] g4~ ) o}
U]L—_)TJJE]U]E]—ZL—O‘)—lH—O]U]U‘r}"—ZL—?PE/\]-U}O]‘:(0 1 g, 0.21 mmol)e] &do] 1,4-t]F4F 5 4 M HCI(0.05
mL, 0.22 mmol)S 0Tl A3 H7sch. v EFES A4 1.0 h 5 wRksth. kg E3dE8
A 715, o 1% deZ2 MAHSa Az (9-M(2-o}|=-1-(3-F22Fd)d e )-1-(5-HE-2-((H Ee}
5}015;-21{_4 T-4-d)oln| ) ¥ gl Tl -4- ) -1l-o| M| T} E-4-F} A o | = sto| =2 ER2gol= 98 A 1
A0.1 g, 93%) = AZ31%ch. HNMR(400 MHz, DMSO-dg): & 8.90(d, J = 9.2 Hz, 1H), 8.35(s, 1H), 8.29(s,

HCI

1H), 8.14(s, 1H), 7.97(br s, 3H), 7.51(s, 1H), 7.42 - 7.37(m, 4H), 5.32(d, J = 4.4 Hz, 1H), 3.83(d, J
= 11.6 Hz, 3H), 3.38 - 3.35(m, 2H), 3.31 - 3.23(m, 2H), 2.16(s, 3H), 1.80(d, J = 12.8 Hz, 2H), 1.49(t,
OH). LC-MS A3he Ak A 455.18, AZt m/z 456.2 for[M4H] . HPLC &% 98.79%, £g4: 193 ~
195C.

AAd 27: (9-NF(2-olv|=-1-(3-E2 2 d)E)-1-(5-vE-2-((H| Eg}3}o]| =2 -20-F -4~ ) o} 7] = ) 7] 2] H]
d-4-Y)-18-o| vt} E—-4-F}FAlulo] = p-EF A EAL H(S3HE #299)

N\

< NH; Q
\:>’/< HO-S
@ o O
Cl
O

1,4-952H6 mL) T (9-N(2-olre-1-(3-EZ2 29 d) & )-1-(5-vE-2-((H Eg}slo] = 2 -20-3] &4~ ) o}
U]L—_)TJJE]U]E]—ZL—O‘)—lH—O]U]U‘r}"—zl—?}if\]—H}O]E(O 1 g, 0.21 mmol)9] &N p-EFNEEL} 15382 (0.041
g, 0.22 mmol)< 0CoA HH3] H7tsekglet. v EFES A4 1 h & uyts
WAl 713, o 1% e 2= M=3sta Az} (S)—N—(Z—O}Ul+—1—(3—%iiiﬂé_)oﬂ‘é)
ol =2 -2H-1 &-4- ) olu| =) ¥ gl u|H -4- ) -1H-o] v| T} Z-4-F} E A oo = p-E 2

g, TA%)E AE3SITH. INMR(400 MHz, DMSO-dg): & 8.81(d, J = 8.8 Hz, 1H), 8.35(s, 1H), 8.29(s, 1H),

8.11(s, 1H), 7.46(t, 2H), 7.41 - 7.35(m, 4H), 7.09 - 7.07(br s, 3H), 5.24(d, J = 4 Hz, 1H), 3.85 -
3.82(m, 3H), 3.38 - 3.27(m, 3H), 3.18 - 3.13(m, 1H), 2.30(s, 3H), 2.16(s, 2H), 1.80(d, J = 11.6 Hz,
OH), 1.52 - 1.44(m, 21). [M+H1'o] i3t LC-MS A &3 Ak 73k 455.18, AZ3k m/z 456.2. HPLC
99.32%.

A 28: (S)-MN(2-oM] x=-1-(3-E2 29 d)dE)-1-(5-HE-2-((E| EF 3} o] EE-2H-T] &4~ ) o} 7] = ) & E] ]
d-4-4)-10-°] v gE-4-FHEA o] = WlAE E4F 4 (3H3HE #300)

N7 X
A~ o
HNT N7 NN ~—NH, o
D e a
(S) i
cl
0

1,4-tE2H360 ml) T (9-M(2-opr-1-(3-FZ2H ) e )-1-(5-HE-2-((EB| Eg}elo]| = 2 -2~ &4~ )
o}u]i)ﬁ}aum—zx—m)—1H—o]u]r:}i—4—7}%A}u}o]C(6 g, 13.18 mmol)e] & HANMEEA(2.08 g, 13.18
mol)< 0CelA M3 H7bsdeh. v Z3ES A-2oA 1 h B¢t wwesict. g E33ES U7,
Held ol 28 AlAstal 71x3}o] (S)—NL(Z—O}H]4—1—(3—%iiiﬂé)°ﬂ%‘)—1—(5—1111 2-2-((H Eg}sfol == -2H-
) H-4-)obH| ) 3 g u| Hd-4- )-1H-o| M| T} E-4-F}EAtmpol & WAl E4F S WAl 1A(6 g, 740 E AHE

1otk £ 141~142.5C. 'HNMR(400 MHz, DMSO-dy): & 8.89(d, J = 9.2 Hz, 1H), 8.35(s, 1H), 8.29(s,

ol
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1H), 8.12(s, 1H), 7.91(br s, 3H), 7.58(d, J = 5.6 Hz, 2H), 7.51(s, 1H), 7.42 - 7.35(m, 4H), 7.28(d, J
= 6 Hz, 3H), 5.34 - 5.31(m, 1H), 3.85 - 3.82(m, 3H), 3.41 - 3.32(m, 3H), 3.28(s, 1H), 2.16(s, 3H),
1.80(d, J = 11.6 Hz, 2H), 1.49(t, 2H). [MHH]'oll oh& LC-MS &H&t Ak A2bzk 455.18, AZ3t m/z 456.2.
HPLC 4% 98.63%.

AAd 290 (H-N(2-ol=-1-(3-E 229 9)E)-1-(2-((3,3-4ZF L 2ZAo| E2 3¢ ) o}r] 1 )-5-v| & 1] 2] 1]
d-4-Y)-18-0| |t} E—~4-F}HEAlulo] & Fo|E2F 2 go|E F(3HFE #301)

T
—NH,

AL e
HN N NTN
3 HCI
g
fag
FF

1,4-t152H20 mL) 5 (9-N(2-opv]we-1-(3-F 225 ) E)-1-(2-((3,3-H EFF L ZA o] 2 H-E ) -0} 1) -
s5-dl g T g n Y-4-2 ) -1H-o] n| T} F-4-FH = Abalo] =(1 g, 2.16 mmol)] wyk &) ] 4

mL, 2.16 mmol)< 0CellA 3] H7bslgivh. ¥hg £3ES A2l 1 h & wrkaekgl 3 <
A7), geod ol 22 AlFstar 1xste] (S)-M(2-obn| e-1-(3-F 22 )l E)-1-(2-((3,3- T EF 2=
Aol 2 g obn ) -5-w g 9] g W T -4- ) -1H-o| M| T} E-4-F} Ao = Slol=g T wete]= S 3[ula G

(1g, 93%)2 At&E3sISltt. 1HNMR(4OO MHz, DMSO-d¢): & 8.90(d, J = 8.8 Hz, 1H), 8.39(s, 1H), 8.31(s, 1H),

}‘\_}_.
oo Eges

8.18(s, 1H), 7.88(d, J = 4.8 Hz, 1H ), 7.62(br s, 3H), 7.50(s, 1H), 7.38 - 7.35(m, 3H), 5.29(d, J =4
Hz, 1H), 4.16(s, 1H), 3.39 - 3.28(m, 1H), 3.18 - 3.14(m, 1H), 2.92(t, 2H), 2.61(t, 2H), 2.19(s, 3H).

[M+H] o] chah LC-MS A &3t Aok AAak 461.15, 233k m/z 462.1. HPLC =5 99.81%, &84 213-216T.

AAle 300 (9)-N-(2-opr] =-1-(3-E22-5-EF 229 d) N 8)-1-(-HEB-2-((F Eg}sto| =2 -20-3 &-4- ) o}
] )3 2 9 -4-4)-1H-o| v E-4-71E A vkol = WAl EAL A (3R #302)

N/Qij:i

/”\ pZ O o}

HN”™ "N” °N —NH I
(S)

Sk

F

1,4-t]24H(10 mL) & (S)-N-(2-olux-1-(3-F22-5-ZF ¢ 2Hd)dE)-1-(5-mE-2-((H Egslo]| ==~
2H-7) -4-9) ofu] =) 3 2] m] H —4- ) -1H- 0] P T} Z-4-FHEAPmEo] =(0.2 g, 0.422 mmol)©] Wk &Ko wlAldE
2H(0.066 g, 0.422 mmol)= 0CelA HH3s] Hrtsitt. wh-g E3ES A=A 1 h &< wRksgltt. w3 &
FES A7, Yo dHER M-t fdxste] (S)-N-(2-opk-1-(3-ERE2-5-EF2=29d

(5-HE-2-((HEgsto] =2 -20-T &-4- ) o}v| .o T Y | -4- U ) -1H-o| V| T} Z—-4-F} FAlufo| Ml Al A E4F 98
A 140,22 g, 83%) % AZESITh. HNMR(400 MHz, DMSO-ds): & 8.92(d, J = 8.8 Hz, 1H), 8.35(s,

1), 8.30(s, 1H), 8.13(s, 1H), 7.83(br s, 3H), 7.57(d, J = 6.4 Hz, 20 ), 7.37(s, 3H), 7.28(d, J = 6.4
Hz, 4H), 5.32(d, J = 4.4 Hz, 1H), 3.83(d, J = 11.6 Hz, 3H), 3.41 - 3.27(m, 3H), 3.18 - 3.14(m, 1H),
2.16(s, 3H), 1. 80(d, J = 12 Hz, 2H), 1.52 - 1.44(m, 2H). LC-MS &t H=F ALtgk 473.17, AS3k n/z

474 2[MHH]". HPLC 4% 99.85%, £874: 161~162C.

AN 3L (9-N(2-oh m-1-(3-F 22 D) B)-1-(2-((3,3-T BT 2A o] F 23 ) ool 1) -5-v] @3 2 v
W-4-9)- 1ol v & -4-71 B Alwto| = p EFAHEL G (SHEE #303)
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X
I o

O

HN N N —NH

(S) g

Ras
F*F
1,4-t%4H6 mL) 5 (9)-MF(2-oln=-1-(3-F22H ) E)-1-(2-((3,3-UZEF 2 ZAlo| F =P )-o}1] = )-5-
eI grd-4-d)-1H-o| | thF-4-7F Ao =(0.1 g, 2.16 mmol)] wRE &Ae] p-EFAMHEL 153
(0.041 g, 2.16 mmol)= 0ColA M3 H7tetdict. wg TFES 2204 1 h 5 Wi}, vg &3t
S S2A72, Yod dHER AFsta Axse] (9)-N(2-olnw-1-(3-F22Hd)dE)-1-(2-((3,3-1 &
Fo Aol F 2 e ) ol ) -5- e I g vl -4-U ) -1H-o| v| T} F~4-F} FAlulo| & p-BRAEEN 98 39 1

A(0.11 g, 78%) = AFE3FSATE. 1HNMR(KLOO MHz, DMSO-ds): & 8.88(d, J = 9.2 Hz, 1H), 8.39(s, 1H), 8.32(s,

1), 8.14(s, 1H), 7.87(d, J = 5.2 Hz, 2H ), 7.75(br s, 3H), 7.51(s, 1H), 7.46 - 7.42(m, 2H), 7.40 -
7.35(m, 3H), 7.08(d, J = 7.6 Hz, 2H), 5.31(d, J = 4.4 Hz, 1H), 4.16(s, 1H), 3.40 - 3.27(m, 1H), 3.24 -

3.19(n, 1H), 2.92(t, 2H), 2.61(t, 2H), 2.26(s, 3H), 2.19(s, 3H). [M+H] o] th&+ LC-NS A&a+ Ak Axzt
461.15, A=3t m/z 462.1. HPLC &% 98.11%, &84 : 150-151C.
AAd 32: (S)-M(2-otr=-1-(3-E2 29| d) " )-1-(2-((3,3-tEF L 2| 23 E ) o}u| = )-5- & 3 ] 1|
H-4-d)-18-0| 1| T} E-4-FHEAulo| = HAAH EAL A (SHE #304)

N X
HN)I\N/ NMO NH a
SN2 I
sy HN HO—s@

(S) I}
S
FOF

we g gng-4-)-1-o] n| t}E-4-7} A ube] =(0.25 g, 0.541 mmol)e] wwk oo wIAIAZEAN0.085 g,
A

2
0.541 mmol)& 0Tl A3 H7bstalet. whs E3E& A2olM 1.0 h ¢k wntsgicy. whg Ed=s &
3

=
Apo] 2 2.8 )ohv] )5 & 5] €] 1] 1l -4-9)) - 1H-o] 1] L} E-4-7H R Alwho] = WA HES A4S Swa 3A](0.28 g,
83%) = AHE3IiT. 1HNMR(KLOO MHz, DMSO-d¢): & 8.88(d, J = 8.8 Hz, 1H), 8.39(s, 1H), 8.32(s, 1H),

8.14(s, 1H), 7.87(d, J = 4.8 Hz, 1H ), 7.72(br s, 3H), 7.57(d, J = 6 Hz, 2H), 7.51(s, 1H), 7.42 -
7.37(m, 3H), 7.28(d, J = 6.4 Hz, 3H), 5.31(d, J = 4.4 Hz, 1H), 4.16(s, 1H), 3.39 - 3.27(m, 1H),
3.23(d, J = 4.8 Hz, 1), 2.92(t, 2H), 2.63(d, J = 12 Hz, 2H), 2.19(s, 3H). [M+H]'el thak LC-MS A &g
Ak Ak 461.15, A3k m/z 462.1. HPLC % 99.82%, |74 : 155 ~ 156C.

A 33: (S)-F(2-otH] =-1-(3-E22-5-FF 2 2Hd)¥)-1-(5-HE-2-((H Egslo| =2-21-3 &-4-Y ) o}
") 1 d-4-4 )-1H-0] 1| }E-4-F1EAMulo| = Elo]l=2 g2 gol= F(SHEE #305)

o
| 0
s
\QN HN— HCI
(S)

Cl
O

1,4-952H3 nl) F (H-N-(2-olH|=-1-(3-F2E2-5-ZF 2 25 d)d d)-1-(5-H e -2-((H Eg}3}o]| = 2 -2H-5]
F-4-) o =) 7 ] 1 -4- )-1H-0| 1] T} &4~ 7} 5 A mFo] =(0.05 g, 0.105 mmol) o] ¥k &oHo] T 24k 5 4 M
HC1(0.02 mL, 0.105 mmol)& 0CeA M3 H7Fsidet . B £33E8 A=A 1.0 h &< wwksint. ®F
S EFES TLA7IA, Held dHEaz AFHeta Axse (S)-M(2-01ke-1-(3-FR2-5-ZF 22 H d)o

o
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2)-1-(5-E-2-((H Eg}3lo] =221~ &4~ ) o}H| 1) ] 2] 1| -4~ )~ 1H- 0] v| T} F—4-F} E Aluf o] =
F2dole gL FMA 1(0.05 g, 94%)E ALE3FTH. 'HNMR (400 MHz, DMSO-ds): & 8.95(d, J = 8.8 Hz,

lol =2

1), 8.35(s, 1H), 8.30(s, 1H), 8.15(s, 1H), 8.00(br s, 3H), 7.37(br s, 3H ), 7.28(d, J = 9.6 Hz, 1H),

5.33(t, 1), 3.85 - 3.82(m, 3H), 3.37 - 3.33(m, 3H), 3.25(t, 1), 2.16(s, 3H), 1.80(d, J = 11.6 Hz,
M), 1.52 - 1.44(m, 20). [MHI]'o] ohab LC-MS Asksh A=k Azt 473.17, AZ% m/z 474.2. HPLC &%
99.86%, &g 210 ~ 211°C.
371 B 12 ded e, 3 o Axd dgEY BEAHEAA F5HI o)&d HoHE FEste, of7]dA
gl & e FFES Axsy] Y olgd F4 Y foks AFett. dF S, o&d I U
e el we WEE AFe mol viehd sk gol, 2719 Aeld el EFolalrh. the 24 4o
Ao, o] &H e ¥h3A WMEE AFEE He okzhe] Wl olg WEHE G A e
Aoty o2 &4 A9 oA, A WHES ZolA BESA ®se] 95 vERd vhel 2ok, FPR A @
o BAE PHES o180l F7be) kel stghn Wl Akt
E I
IFE # | FZ 33 MR H°]H wh-g-2 #
1 = ] (S)-1-(1-(3-Z= | 1HNMR (400 Mz, DMSO-ds): & 9.02 (s, 1
ST S Z¥d)-2-3F°l= |1y 866 (s, 1H), 8.39 (s 1H), 8.38
b s Yy en [ SANR) -2 | (5, 1), 7.79 (s, 1), 7.74 (d, J = 8
“ C1 (=22 Ny, W), 7.49 (d, J =7.99 Hz, 1H),
Ny ol ) Ae M4 17 52 - 7.34 (m, 2H), 7.31 - 7.26 (m,
—)olE 12, 7.19 - 7.15 (n, 2), 6.83 (d, J =
AepE-4-DA 759 1z, 1), 4.98 (s, 1H), 4.74 -
o} 4.72 (m, 1H), 3.64 - 3.56 (m. 2H)
2 S (S)-1-(1-(3-Z= | 1HNMR (400 Mz, DMSO-ds): & 8.79 (s, 1
N N}N’* H 2o9d)-2-501= ), 8,63 (s, 1H), 8.46 (s, 1H), 8.31
Ae w e SANE)S3-U-(2 1 (s, 1)), 7.79 (s, 1), 7.78 (s, 1),
“~ ) "om (@=2=22d) 17,47 (4, 7= 7.6 Hz, W), 7.35 - 7.26
d Ol )=5-u1E 9 (n, am), 7.13 (t, J = 7.8 Hz, 1),
s A E-A- - 16 79 (d, 7= 8 Hz, 1H), 4.99 - 4.91
HeE-4-D) A | (o, ), 4.74 - 4.72 (n, 1H), 3.65 -
°f 3.55 (m, 2H), 2.41 (s, 3H)
3 " (S)-1-(1-(3-Z= | 1HNMR (400 Mz, DMSO-ds): & 8.61 (s, 1
w7 i 23230l = ) 8.55 (s, 1), 8.18 (s, 1H), 7.72
HNTONTONTN N H , 8. S, , 8. S, 7.
A N}O%N " SANE)-3-(-(2 (s, 1), 7.34 - 7.26 (n, 41D, 6.77 (d,
oH TAROIFREEA - 76 0z, ), 4.97 (s, 1H), 4.73 -
Ol )=5-u1E 9 1y 71 (m, 1), 3.62 - 3.57 (m, 2H),
o A E-A- -l 9 67 - 2.66 (m, 1H), 2.34 (s, 31),
ﬁa}?‘l‘a)ﬂﬂ 0.63 (d, J=5.2 Hz, 2[), 0.44 (s, 2I)
4 L (R)-1-(1-(2-((2- | 1HNMR (400 Milz, DMSO-ds): 9.01 (s, 1
BN N FEEAD) 1) 863 (s, 1), 8.38 (d, J = 6.4
@C' =y )R IE Ay o), 7,78 (s, 1), 7.74 (d, J = 8
SDO-UERE-A- g, 1), 7.49 (d, J = 8 Hz, 1), 7.34
2)=3-(2-3LOI =5 |- 7 99 (m, 4H), 7.22 - 7.15 (m, 30D,
A-1-sEel =) 673 (4, J= 8 1z, 1), 4.92 (s, 1),
#llo} 4.73 = 4.70 (m, 1), 3.63 - 3.54 (m,
2H)
5 NS ] 1-(1-(2-((2-2= | 1TINMR (400 Mz, DMSO-ds): & 9.02 (s, 1
PN [ =)o) S ) 8 45 (s, 1H), 8.45 - 8.39 (
HNTONT NN N , O. S, , O. . m,
k/[ca g N S -4-eD)-UE on), 7.79 (s, 1H), 7.74 (d, J = 7.99
g sAetEod- iz, 1), 7.49 (d, J = 7.59 Hz, 1),
' 2)-3-(1-(3-5 2 17,37 — 7,26 (m, 4H), 7.19 - 7.16 (m,
H 2AD AN o), 6.83 (d, J= 7.99 Hz, 1H), 4.79
°f (t, J=6.79 Hz, 1H,), 1.36 (d, J =
6.79 Hz, 3H), 1.2 (s, 1H)
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6 o (9-1-(1-(3-Z2 | 1INR (400 Mz, DMSO-ds): & 8.64 (s,
e = =AD)-2-8O1= |1y g 51 (s, 1H), 8.29 (d, J = 4.8
AN on SAAND)-3-1-(2 |y, 1), 7.73 (s, 1), 7.50 (br s,

d “(MPIFRIRE Iy 735 - 7.31 (m, 2M), 7.27 - 7.25
o o) SR VIR=4 | (1, 2H), 6.97 (d, J = 8 Hz, 1H), 6.82
-S)-1H- (d, J=8Hz, 1), 5.015 - 4.94 (m,
AehE-4-)# 1), 4.73 - 4.71 (m, 1), 3.64 - 3.58
°F (m, 2H), 2.73 - 2.72 (m, 1H), 0.67 -
0.66 (m, 2H), 0.47 (s, 2H)

7 I ] (S)—1—(]1—é(2—}((]2— 1INMR (400 MHz, DMSO-dg): & 9.01 (s,
i T zzdAd)eb 1) 8.63 (s, 1H), 8.39 (d, J = 5.59
A ”J?f o IRV Ay, o) 7.78 (s, 1), 7.74 (d, J =
" 0 TUEAREA- 15 04 Hz, W), 7.49 (d, J = 7.99 Hz,

N A)=3-(2-3FOl =% I qpy 734 - 7.29 (m, 4H), 7.22 - 7.15
A== | (m, 3H), 6.73 (d, J = 7.6 Hz, 1H),
#lof 4.91 (br s, 1), 4.73 - 7.71 (m, 1),
3.63 - 3.56 (m. 2H)

9 L 1-(3- 1INR (400 Mz, DMSO-ds): & 9.04 (s,
B Ny.«“ H F2EMA)-3-(1- |11, 8.71 (s, 1), 8.43 (s, 1), 8.39
)j/m A (@ (d, J=5.6Hz, 1H), 7.80 (s, 1H),
| 223 D)et] 775 (4, J =8 Hz, ), 7.49 (d, J =

8 w)I TR A- 7.6 12, 1), 7.35 - 7.23 (m, 5H), 7.20
o D-UEAEE-4- |7 16 (m, 21), 6.85 (br s, 1H), 4.28
&)l ot (d. J =5.6 Hz, 2H)

10 oy (R)-1-(1-(2-(2-Z | 1INMR (400 Milz, DMSO-ds): & 9.02 (s,
o N}N’ . EEAE)CIE) 845 (s, 1), 8.39 (t, J=5.2
BT A gt sefuid-d Hz, 2H), 7.79 (s, 1H), 7.74 (d, J = 8
L) D) -UFIRE-A~ g, ), 7.49 (d, J = 8 Hz, 1H), 7.37

- W)=3-(1--2= |- 7 96 (m, 51), 7.19 - 7.15 (m, 2H),
al =ADAND) A |6.82 (d, J= 7.6 Hz, WD), 4.79 (t, J =
of 7.2 Hz, 1), 1.36 (d, J = 6.8 Hz, 3H)

11 s (9)-1-(1-(3-Z2 |1INR (400 Mz, DMSO-ds): & 8.91 (s,

A 3 2¥d)-2-8F0l= |y 8 47 (s, 1H), 8.33 (d, J = 4.8

HN™ 'NT N N H , , , ,

e e HAANE)3-(1-(2 g, om), 7.73 (d, J =8 Hz, 1), 7.47

§ °© on |[T(-EEEAL) (g J=8H, 1H), 7.34 - 7.26 (m,
oful=) A2 vE-4 |51y 7 19 - 7.09 (m, 21), 6.94 (d, J =
a —SD)-5-vE--3 17 6y, 1), 5.01 (s, 1), 4.73 - 4.70
FE-4-D) At | (m, 1), 3.65 - 3.61 (m, 2D, 2.22 (s,

3H)

12 o (9)-1-(1-(3-Z = |[1INMR (400 Mz, DMSO-ds): & 9.73 (s,

o Nl = )-2-3el = 1) 8.69 (s, 1H), 8.57 (s, 1H), 8.46
NN SAND)-3-(1-(2 | (q, 7 =5.2 Hz, 1), 7.79 (s, 1H),
© L on =GR 7 75 (g, T = 8 He, 2M), 7.36 - 7.32
VIR -4-SD =13 |y op) 7,29 - 7.15 (m, 4HD), 7.17 (d,
o gE-4-)vEloh 7= 56 Hz, 1), 6.96 (t, J = 6.8 lz,
1), 6.85 (d, J = 7.6 Hz, 1), 4.9 (br
s, ), 4.75 - 4.73 (m, 1), 3.65 -
3.57 (m. 2H)
13 v ] 1—;8;1—(3?]; 1INR (400 MHz, DMSO-ds): 6 8.63 (s,
NN K Z3E)=2=8l = 1Y) 8.48 (br s, 1H), 8.23 (br s, 1H),
HoJ1 N\}JN Ny HACR)-3-(1-(2 |7 79 (s, 1), 7.35 - 7.32 (m, 2H),

~((R)-1-3}o] =%
A-4-v & k-2

e)opu] i) 2] v

d-4-9])-1ii-3] 2}

E-4-20) 9o}

7.28 - 7.26 (m, 2H), 6.93 - 6.87 (m,
2H), 6.81 (d, J=7.6 Hz, 1H), 4.98
(t, J=5.2 Hz, 1H), 4.73 - 4.72 (m,
M), 4.59 (s, 1H), 4.05 (br s, 1H),
3.65 - 3.55 (m, 2H), 3.43 - 3.38 (m,
1), 1.66 - 1.59 (m, 1H), 1.39 - 1.36
(m, 2H), 0.88 - 0.86 (m, 6 H)
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14 . 1-(($)-1-(3-Z5 | IINMR (400 MHz, DMSO-ds): & 8.64 (s,
g N Ni>k¢F H 2A)-2-811= |1y 849 (s, 1), 8.25 (s, 1H), 7.20
N/ N SAINE)-3-(1-(2 |- 7 66 (m, 2H), 7.53 (s, 1H), 7.35 -
© " on “((Edz=-4-3}ol 17 o3 (y 41), 6.91 (d, J = 5.2 Hz,
& ESAAMCIZES 1) 6.83 (d, J = 8.4 Hz, 1H), 4.98
o Aob=) =T (s 1H), 4.82 (s, 1), 4.73 (s, 1H),
H-d=)-1-912F 1y 59 - 4,52 (m, 1H), 4.49 - 4.40 (m,
Z-4-d)$-o} ), 4.12 (s, 1), 3.71 (s, 1H), 3.61
(s, 1H), 3.49 (s, 1H), 1.99 - 1.90 (m,
2l), 1.35 (m, 4I)
15 o ($)-1-(1-(2-((4- |1HNMR (400 Mz, DMSO-ds): & 8.65 (s,
NN (4- 1), 8.42 (s, 1H), 8.34 (d, J =5.2
- g oPAE AT\, 1), 8.19 (s, 1), 7.78 (s, 1),
Y a2 7.62 (d, J = 8.8 Hz, 1H), 7.36 - 7.27
e g fﬂ'1f1ﬁlfi§°}ﬂ1 (m, 4H), 7.05 (d, J = 4.8 Hz, 1),
g w)Rel e 6 84 (d, 7= 7.6 Hz, 1), 6.63 (s,
o D-W-ASE -4 1Y) 6,50 (d, J = 7.6 Hz, 1H), 4.98
D)3-(1-(3-Z2 | (5, 1), 4.74 (d, J = 6 Hz, 1), 3.79
23 d)=2-3lel= (5, 3H), 3.58 (br s, 6H), 3.10 (d, J =
SATE) ot 94,8 Hy, 4l), 2.03 (s, 3H)
16 = 1-(1-(3-2 =27 |1INR (400 Mz, DMSO-ds): & 8.63 (s,
NN H d)-2-8Fel=5A |y 851 (s, 1H), 8.29 (d, J = 4.8
N:>'N>'N ol €)-3-(1-(2=(A+ |z 1), 7.72 (s, 1), 7.51 (s, 1),
© _ on olFEIEHO] 7 35 732 (m, 2M), 7.28 (d, J = 7.6
W, w)Rel ey, o), 6.96 (t, J = 5.2 Hz, 1),
a AR EA= 1681 (d, 7= 7.6 Hz, 1H), 4.9 - 4.96
2)-ello (m, 1), 4.74 - 4.70 (m, 1H), 3.65 -
3.57 (m, 2H), 2.74 - 2.72 (m, 1H),
0.68 - 0.66 (d, J = 6.4 Hz, 2), 0.46
(s, 2H)
18 v (S)-3-(1-(2-(A}o] | THNMR (400 Miz, DMSO-ds): 8.69 (s,
H e FEXZH] |y 833 (d, J = 5.6 Hz, 1), 7.75
A w e 24 (g ), 7.38 - 7.26 (m, 4H), 7.14 (d,
© /" on D)= &E-4- | 7= 56 H, 1H), 6.66 (s, 1H), 5.55 -
A)-1-(2-3F°1 =% |5 52 (m, 1H), 5.34 (s, 1H), 4.68 (br
Al-1- s, 1), 4.23 - 4.11 (m, 2H), 2.80 (s,
ANE)-1-HE |3y 0.87 - 0.83 (m, 2), 0.57 (br s,
$-Zo} 2H)
20 '}\1 ) g)i—li—(i—(};( E)Z—i IHNMR (400 MHz, CDCls, few drops
NN NN N SEEA-ST R )eoD): 8.50 (s, 1H), 8.33 (d, J = 5.2
P e I o Aok =)=y, 1), 8.27 - 8.25 (m, 1H), 7.51 (s,
Cr (%:L PIE-A=D)-1=9) ), 7,28 - 7.19 (m, 1H), 7.23 - 7.12
i o 2 -4- (n, 3H), 7.12 - 7.10 (m, 1H) 7.04 -
A)=3-(1--2 2 6,99 (m, 1), 6.23 (d, J = 6.8 Hz, 1H)
2o d)-2-8tol = 1y g7 - 4.84 (m, 1H), 3.81 - 3.77 (m,
SATE) ok ), 3.64 - 3.61 (m, 1)
21 ol ($)-1-(1-(2—( 1INVR (400 Mz, DMSO-ds): & 9.60 (s,
e wj>,NH " ﬁﬂzi[d][l,S]tqf% 1H), 8.68 (s, 1H), 8.53 (s, 1H), 8.42
il 5. E5-dobie) A (g, =5.6 Hz, 1), 7.78 (s, 1),
. o | EPIEA-SD)-H- 17 41 (4, J = 2 Hy, 1), 7.36 - 7.34
o e -4- (m, 2H), 7.32 - 7.27 (m, 2H), 7.13 -
b W)-3-(1-(3-2 % 17 09 (m, 2H), 6.83 (t, J = 6 Hz, 2H),
2I)-2-31°1= |5 05 (s, 2H), 4.99 (t, J = 4.1 Hz,
SATE) ok ) 4.74 - 4.72 (m, 1), 3.65 - 3.57
(m, 2H)
22 NS (S)-1-(1-(3-Z= | 1HNMR (400 Mz, DMSO-d): & 9.47 (s,

2Hd)-2-3fo] =

= Ao " )-3-(1-(2
-((4-(4-M &1 7 7|

2Hl-1-9) sl d ) o}
w5 ) 3 g -4~

) -1~ 2} &4~

) $-2lo}

1H), 8.67 (s, 1H), 8.53 (s, 1H), 8.39
(d, J=5.6 Hz, 1H), 7.78 (s, 1H),
7.54 (d, J=9.2 Hz, 20), 7.34 (m,
20), 7.28 (d, J = 8.4 Hz, 2H), 7.08
(d, J=5.6 Hz, 1H), 6.89 - 6.83 (m,
30, 4.99 (t, J=5.2 Hz, 1H), 4.73
(t, J=7.2 Hz, 1H), 3.65 - 3.56 (m,
20), 3.08 (br s, 3H), 2.31 (br s, 2H)
(GF A= Fgdat= &) Aset 5
=)
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23

($-1-(1-(3-2 =&
=3|d)-2-3fo] =
HA119)-3-(1-(5
-HE-2—(

¥ 2] el -3~
Aot ) v 2w d
—4-%)-1H-

v 2tE-4-d) -
o}

THNMR (400 MHz, DMSO-d¢): & 9.79 (s,

1), 8.86 (s, 1H), 8.70 (s, 1H), 8.61
(s, 1H), 8.40 (s, 1H), 8.14 (d, J =
5.2 Hz, 2H), 7.80 (s, 1H), 7.34 (t, J
= 7.6 Hz, 2H), 7.30 - 7.27 (m, 3H),
6.84 (d, J=7.6 Hz, 1H), 5.0 (t, J =
4.8 Hz, 1), 4.73 (t, J=6.8 Hz, 1H),
3.65 - 3.56 (m, 2H), 2.44 (s, 3H)

24

(9-1-(1-(3-2=
Z3d)-2-3fo| =
SA1919)-3-(1-(2
-(F] 2 -3-dofw]
o) v e v -4-

d)-1H-3) 2pE -4~

) g-dlo}

1HNMR (400 MHz, DMSO-dg): & 10.08 (s,

1H), 8.98 (s, 1H), 8.72 (s, 1H), 8.58
(s, 1D, 8.52 (d, J=5.2 llz, 1),
8.24 (d, J=4.8 Hz, 20), 7.81 (s,
M), 7.46 (d, J=17.6 Hz, 2H), 7.36 -
7.32 (m, 2H), 7.29 - 7.25 (m, 3H),
6.87 (d, J=7.6 Hz, 1H), 4.73 (t, J =
7.2 Hz, 1H)

25

($)-1-(1-(2-((2-
g 4-ZFoF
#d ) o} = )-5-1
gl 7] 2] m] el -4-
) -11-9] 2} & -4~
)-3-(1-(3-F=
23 d)-2-3fo] =
=)o d) -7 o}

THNMR (400 MHz, DMSO-d¢): & 8.92 (s,

1), 8.62 (s, 1), 8.42 (s, 1H), 8.27
(s, 1), 7.79 (s, 1H), 7.70 - 7.66 (m,
1), 7.48 - 7.45 (m, 1H), 7.35 - 7.32
(m, 2H), 7.28 - 7.26 (m, 2H), 7.20 -
7.17 (m, 1), 6.79 (d, J = 7.2 HUz,
1), 4.98 (s, 1H), 4.74 - 4.72 (m,
1), 3.64 - 3.56 (m, 2H), 2.40 (s, 3H)

26

(9-1-(1-(3-F=
24~
EFerdd)-2-
slo] =F Al " )-3
-(1-(2-((2-
SRR A4-ZFoF
#d)oln] & )-5-1
g 7] g m] -4~
d)-1H-v) 2hE -4~

) -g-dlo}

IHNMR (400 MHz, DMSO-d¢): & 8.91 (s,

1), 8.62 (s, 1), 8.41 (s, 1H), 8.27
(s, 1), 7.79 (s, 1H), 7.70 - 7.66 (m,
1), 7.50 - 7.46 (m, 2H), 7.32 - 7.31
(m, 2H), 7.20 - 717 (m, 1H), 6.79 (d,
J=8Hz, 1H), 4.98 (t, J = 4.8 Hz,
1H), 4.73 - 4.71 (m, 1H), 3.62 - 3.57
(m, 2H), 2.40 (s, 3H)

27

(9)-1-(1-(3-Z =
2-4-
ZFo7vd)-2-
slo] = F Ao " )-3
-(1-(2-((2-E2=
#Hd)olu] & )-5-1
g3 grd-4-

A )-1H-3] FF &4~
) -#lo}

THNMR (400 MHz, DMSO-d¢): & 8.79 (s,

1H), 8.63 (s, 1H), 8.45 (s, 1H), 8.31
(s, 1H), 7.80 (d, J = 4.4 Hz, 2H),
7.48 (t, J =6 Hz, 20), 7.37 - 7.27
(m, 3H), 7.15 - 7.12 (m, 1H), 6.79 (d,
J=281Hz, 1H), 4.98 (t, J=5.2 Hz,
1H), 4.74 - 4.72 (m, 1Hz), 3.63 - 3.55
(m, 2H), 2.48 (s, 3H)

28

1-(1-(3-Z =229
d)-2-3}0| =5 A
o &)-3-(1-(2-(A}
o2 2 ZFo}u]
)-5-w el ) g
©-4-a1)-1f-3 2}

E-4-d) -2}

IHNMR (400 MHz, DMSO-ds): & 8.60 (s,

1), 8.55 (s, 1), 8.17 (s, 1), 7.72
(s, 1H), 7.34 - 7.25 (m, 5H), 6.77 (d,
J=7.2Hz, 1), 4.97 (t, J=7.2 Hz,
1), 4.72 (d, J = 6.8 Hz, 1H), 3.63 -
3.54 (m, 2H), 2.67 - 2.64 (m, 1H),
2.34 (s, 3H), 0.64 - 0.62 (m, 2H),
0.43 (br s, 2H)

29

(S)-1-(2-((2-E=
2-4-
Zgo=sd)o}
v 1 )-5-H & 51 g

e -4-
A)-N-(1-(3-E =
23d)-2-3fo| =

Aol &)-1H-
3] Z-3-7}H5A}uto]

=

IHNMR (400 MHz, DMSO-d¢): & 8.99 (s,

1), 8.37 (s, 1), 8.25 (d, J=8.4
Hz, 1H), 7.95 (s, 1H), 7.69 - 7.65 (m,
M), 7.49 - 7.41 (m, 1H), 7.37 7.18
(m, 6H), 6.75 (s, 1H), 5.04 - 4.99 (m,
1H), 4.92 (br s, 1H), 3.65 - 3.64 (m,
2H), 2.28 (s, 3H).
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30 N/fj:F (9)-1-(1-(3-Z2 | 1INR (400 Mz, DMSO-ds): & 8.68 (s, 1
A e 22811 1) 849 (s, 1H), 8.42 (s, 1), 7.79
HNT N N , O. s , O. s , .
A o N 5§}4°ﬂ§§>—§j(1j§2 (s, 1H), 7.57 (s, 1H), 7.35 - 7.32 (m,
° M |TAIEEEEE o) 798 (br s, 21), 6.84 (d, J = 7.2
OFM)-5-FFL |Hz, 1), 4.98 (s, 1H), 4.73 (s, 1D,
o =l d-d4- 3.60 (t, J=4.8 Hz, 2H), 1.34 (s,
- BE-4= ) 0.65 (d, ] = 6 Hz, 20), 0.45 (s,
Q1) -elo} o)
31 T 1-(2-((2- 1INR (400 MHz, DMSO-ds): 6 8.99 (s, 3
N NN ZggYy-T=o 2 _
A 2= SFLE 1), 8.38 (s, 1), 8.25 (d, J = 8.4
D ) ;ﬂjﬁ>°}ﬂ14a>—5—”ﬂ Hz, 1H), 7.69 (s, 1H), 7.69 - 7.65 (m,
e S ), 7.49 - 7.41 (m, 1H), 7.37 7.18
D)N-(1-B-2E | (n, 6H), 6.75 (s, 1), 5.04 - 4.99 (m,
Z¥d)-2-81°l= |y 4,92 (t, J=5.6 Hz, 1H), 3.66 -
SAA)U- (360 (o, 2 228 (s, A
5 §-3-7hAvpe (707 T T ST
32 T, 1-(2-((2- 1INMR (400 MHz, DMSO-dg): 6 8.99 (s, 3
= e ?iiﬁﬁgﬁi 1), 8.38 (s, 1), 8.22 (d, J=17.6
“\[%x =/ Eif\ AR %) =5-¥ |1, 1), 7.95 (s, 1), 7.68 (br s,
{J W BRI ), 7,47 (d, J = 8.0 Hz, 1), 7.35
‘ D)N-(2-8FO1 =5 (g, J = 8.4 Hz, 30), 7.31 - 7.21 (m,
;ﬁ;i;ﬂeg) . 4), 6.76 (s, 1), 5.04 (s, 1), 4.86
ey | (P s 1D, 3.64 (s, 21D, 2.29 (s, 31D
33 N 1-(1-(3-2 =227 | 1INR (400 Miz, DNSO-ds): & 9.08 (s, 7, 1
N D)-2-8kol =5y g 57 (s, 1), 8.30 (s, 1), 8.13
£>H,NH N)-3-(1-(2-(F | (q, J = 5.6 Hz, 1), 7.72 (s, 1H),
° H Aot 7 64 (d, 7= 8 Hz, 2D, 7.33 (d, J =
Tl 184 Hz, 2, 7.28 - 7.22 (m, 4H), 7.19
o AehE-4-D) 78l | (s, 1), 7.10 (d, J= 4.4 Hz, 1H),
°f 6.88 (t, J=7.2 Hz, 1), 6.83 (d, J =
8 Hz, 1), 4.98 (t, J=5.2 Hz, 1),
4.73 (d, J=7.6 Hz, 1), 3.66 - 3.56
(m, 2H)
34 ~ (9-1-(1-(3-Z2 [1INR (400 Mz, DMSO-ds): & 9.08 (s, 7, 1
T =AE)-2-31C1E |1y 858 (s, 1), 8.30 (s, 1), 8.13
[ij S;D*';r*gm“ SANED)3-(1-(2 ) (4, J = 5.6 Hz, 1), 7.72 (s, 1H),
o “GAE ORI =) A2 17 64 (4, J =8 Hz, 2H), 7.33 (d, J =
S-S ISR g g w, o), 7.28 - 7.22 (m, 4H), 7.19
. Eo4-d)rEet (s, 1), 7.10 (d, J = 4.4 Hz, 1H),
6.89 ~ 6.82 (m, 2H), 4.99 (br s, 1I),
4.74 - 4.72 (n, 1), 3.63 - 3.58 (m,
21D
35 r ($)-1-(2-((2-2 2 | 1INR (400 Milz, DMSO-ds): & 9.03 (s, 3
N 2-4- _
TN EA 1H), 8.92 (s, 1), 8.64 (d, J = 8.4
T O gtgiﬂéf} Hz, 1H), 8.42 (s, 1H), 8.25 (s, 1H),
b M22)-5-wLS e |7 73 - 7.7.66 (m, 1), 7.50 - 7.47 (m,
oA ), 7.43 (s, 1), 7.35 - 7.28 (m,
N2 % ay), 7.25 - 7.20 (m, 1), 5.06 - 5.01
A 2EOl=  (n, 1H), 4.96 (1, J = 5.6 Hz, 1),
AN E)-TH- 2} |3 66 — 3,61 (m, 2H), 2.48 (s, 3H)
E-4-7hAvpo]=
36 1-(1-(2-((2-Z= | 1HNR (400 MHz, DMSO-ds): & 8.9 (s, 2

24~
Zeozwd)o}
7)) -5-1 e ) )
v el-4-<1)-1H-7)
2E-4-

d)-3-(1-(3-E=
Z3d)-2-8fo] =
Aol ) 5-2lof

1), 8.61 (s, 1), 8.41 (s, 1H), 8.27
(s, 1), 7.78 (s, 1H), 7.68 - 7.65 (m,
M), 7.46 - 7.44 (m, 2H), 7.35 - 7.27
(m, 2H), 7.21 - 7.20 (m, 1H), 7.19 -
7.16 (m, 1), 6.78 (d, J =8 Hz, 1),
4.97 (t, J=4.8 Hz, 1H), 4.74 - 4.70
(m, 1H), 3.65 - 3.55 (m, 2H), 2.39 (s,
3H)
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37 e 1-(1-(2~( 1INVR (400 MHz, DMSO-d¢): & 9.44 (s,
SN M=[d]L 3185 1 1h), 8.66 (s, 1H), 8.56 (s, 1), 8.32
/LW S 5 o | (s, 1), 7.78 (s, 1H), 7.37 - 7.32 (m,

AN o dotre)-5-H" ay) 7.28 - 7.26 (m, 20), 7.11 (d, J =
e Y sefuid-ds 7.2 Hz, 1), 6.80 (d, J = 8.4 Hz, 2H),
: S-UEATE A~ 1593 (s, 2H), 4.99 (t, J = 5.6 Hz,
28172 % 11y), 4,73 - 4.722 (m, 1H), 3.63 - 3.58
=Ad)-2-31O1 = |y 9H), 2.4 (s, 3H)
5 Ao ) $-#o}
38 )L (9-1-(1-(3-Z2 [1HINR (400 Milz, DMSO-ds): & 9.85 (s,
W/Lm/‘wijy,w 23d)-2-Skel= 1), 8.69 (s, 1), 8.59 (s, 1H), 8.49
i oW SAOIE)-3-(1-(2 | (q, J=5.2 Hz, 1), 7.87 (s, 1H),
- Mo ~(G-olEl ) 1780 (d, = 8.8 Hz, 2H), 7.36 - 7.26
- eFP) V-4 | (m, 5H), 7.20 (d, J = 5.6 Hz, 1),
. Tl 17.04 (d, J=7.2 Hz, 1), 6.85 (d, J =
AepE-4-D) A |76 Hz, 1), 4.99 (t, J = 4.8 Hz, 1H),
of 4.73 (d, J= 6.4 Hz, 1H), 4.06 (s,
1), 3.64 - 3.57 (m. 2H)

39 Y (9-N-(1-(3-Z= [1HINR (400 Milz, DMSO-ds): & 9.00 (s,
W*“'ffj 5“ 2AD)-2-3101E 1y 861 (d, J= 8 Hz, ), 8.32 s,
A e SAAE)-1-2-C ), 8.22 (s, H), 7.44 (d, J = 11.2

o AtelgE 2ok, o), 7.36 - 7.27 (n, 3H), 5.07 -
Ple)-5-d =R 5 01 (m, 1), 4.98 - 4.95 (m, 1),
PPl 5 66 - 365 (n, 21D, 2.76 - 2.73 (n,
SHE-A-7ERAEOL 1), 2,34 (s, 3H), 0.68 (d, J = 5.2
- Hz, 2H), 0.48 (d, J= 2.4 Hz, 2H)

40 Y N-(1-(3-Z 225 [1INMR (400 Mz, DMSO-ds): & 8.99 (s,
W*“'CYK ! D)-2-5FN=FA 1y 861 (d, J =8 Hz, 1), 8.32 (s,
A= ME)-1-(2-(#Fel 1), 8.22 (s, 1), 7.44 (d, J = 10.3

o ?iii%4ﬂ+>Hazm,731m,J:BﬁHL3m,
-5 5.04 - 4.90 (m, 1), 4.95 (d, J = 5.2
A4y, ), 5,65 (s, 21, 2.65 (br s,
D) EE—A- ) 236 (s, 81D, 0.68 (d, J = 4.8
7 Abbol = Hz. 21D, 0.47 (br s. 2H)

41 r 1-(2—( 1HNMR (400 MHz, DMSO-dg): & 9.58 (s,
AL M= [dL3195 {1H0), 9.02 (s, 1H), 8.66 (d, J =8.0
e -, S Hz, 1H), 8.47 (s, 1), 8.26 (s, 1H),

7 W dopule)-5-Me 17 44 (s, 1), 7.37 - 7.30 (m, 41),
seuie-d- 17,12 (d, J= 9.6 Hz, 1), 6.84 (d, J =
) N33 218 4 1z, 1), 5.95 (s, 21D, 5.06 - 5.04
2D 2-8kOI= (m, 1), 4.96 (br s, 1), 3.65 (br s,
A -1H-912} oy 2 40 (s, 3I)
E-4-71 % A}no]

42 T 1-(2—( 1INR (400 MHz, DMSO-ds): & 9.53 (s,
L M[dIL3195 1h), 8.43 (s, 1), 8.26 (d, J = 8.0
® ., =5 Hz, 1), 8.00 (s, 1), 7.41 (d, J =

Y S Aol -5-vle g 01y, 2H), 7.32 (s, 2H), 7.28 (br s,
speuis-a- ), 7.10 (d, J = 8.4 Hz, 1),
SN2 % 16.836.78 (m, 2H), 5.94 (s, 2H), 5.04 -
=A)2EOl= 1501 (n, 1), 4.92 (1, J = 5.2 Hz,
= Aol )-1H- M), 3.63 (d, J=4.8 Hz, 2), 2.29
¥ E-3-7H5 Al | (g 3p)
43 ; 1-(1-(3-Z= 2% |1NR (400 Mz, DMSO-ds): & 8.78 (s,

d)-2-3Fo]| =5 A]
o &1)-3-(1-(2-((2
-2 223d)o}n|
)-5-w e ¥ 2w
©-4-21)-1f-3 2}

Z-4-9)%-dlo}

1), 8.63 (s, 1), 8.45 (s, 1), 8.30
(s, 1D, 7.79 (t, J = 3.6 Hz, 21,
7.47 (d, J=8 Hz, 1H), 7.39 - 7.25
(m, 41), 7.13 (t, J=6.7 z, 1),
6.79 (d, J =8 Hz, 1H), 4.98 (t, J =
5.6 Hz, 1H), 4.73 (br s, 1H), 3.65 -
3.55 (m, 2H), 2.47 (s, 3H)
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44 e ($)-1-(1-(2~( 1INR (400 MHz, DMSO-ds): & 9.44 (s, 2
e e Mz 3IH5 {1h), 8.66 (s, 1H), 8.57 (s, 1), 8.32
ﬂ IRV A N IS o |G, 1D, 7.78 (s, 1), 7.37 - 7.32 (m,
O}Y e | Fermle)=5-EE 3y, 7,97 (4, J = 7.2 Hz, 2H), 7.12 -
o \W sefuid-ds 7.09 (m, 1), 6.8 - 6.79 (m, 2H), 5.94
S-UEsebE-4- (5 o), 5.0 (t, J = 4.8 Hz, 1), 4.74
A)3-(1-3-2 2 | (¢, 7=5.2 Hz, 1H), 3.65 - 3.57 (m,
Z¥d)-2-8[°l= oy 2.4 (s, 3H)
S g)2-# o}

45 S 1-(2-((2- 1INMR (400 MHz, DMSO-dg): 6 9.04 (s, 3
w N SREZAFFQZ 1) 803 (s, 1), 8.64 (d, J = 8.4
oy LN ”1]%>°}“L]+>‘5‘”11 Mz, 1), 8.42 (s, 1), 8.25 (s, 1H),
~ L) geulE-d- 17,73 - 7.50 (m, 10), 7.49 - 7.43 (m,

‘ 2)-N-(1--==2 1), 7.35 (s, 1), 7.33 - 7.28 (m,
2od)-2-8F°|= 3y 795 - 7.20 (m, 1H), 5.06 - 5.01
SACNED-T-32 | (1), 4.97 - 4.94 (m, 1), 3.65 (t,
EATPEAOIE | f < 6.4 Hz, 2H). 2.40 (s, 31

46 ot N-(1-(3-Z2 =3 [1INMR (400 MHz, DMSO-dg): & 9.13 (s.| 7

w oL )-2-3FOl =54 ) 8.35 - 8.1 (m, 21), 8.0 - 7.9 (m,
AN - ' 011%):1—_(2—(31@ ), 7.8 - 7.55 (m, 2H), 7.5 - 7.11
o (e e R RA- gy 711 - 6.71 (m, 4), 5.1 -

S)-UIZ-3-7F 1490 (m, 2), 3.65 (br s, 2H)
ERERLS
47 IS4 1-(2—( 1INR (400 Mz, DMSO-ds): & 9.53 (s, 3
WSS e [RRIALEIES (1)) 842 (s, 1), 8.22 (d, J = 8.0
= m‘4il\ S o |Hz, 1), 8.0 (s, 1), 7.41 (s, 21),
. Oy |&erml=)=5-¥" 17,37 (4, J = 6.8z, 2D, 7.28 (t, J =
d - jiﬁlﬂ]?i—éf 7.2 Hz, 1), 7.21 (d, J = 6.0 Hz, 1M),
A)N-(2-8F°1 =5 17 10 (d, J = 8.4 Hz, 1), 6.83 - 6.79
Al-1- (m, 2H), 5.94 (s, 2), 5.04 (d, J =
A el e )-1H- 7.6 Hz, 1H), 4.86 (br s, 1H), 3.65 (br
HE-3-7hAbtel |5 an), 2.29 (s, 3H)
48 Y —on ($)-1-(2—( 1INMR (400 MHz, DMSO-ds): 9.65 (s, 6
”T/\Hﬂf\/ ‘iilZ:[d][l,B]E]% 1), 8.51 (s, 1), 8.41 (d, J = 8.4
Jo A T Hz, 1H), 8.33 (s, 1H), 8.15 (s, 1H),
o dopule)-5-e 17 43 (s, 1), 7.38 (s, 1), 7.34 -
- SEE-4- 7.3 (n, 3H), 7.06 (d, J = 1.6 Hz,
DN-(1-(3-2 % |1y), 6.82 (d, J = 8.4 lz, 1), 5.94
#A)-2-811= | (5 o), 5.03 (br s, 2H), 3.73 - 3.71
F A )-1H-em] | (o) 2.25 (s, 3H)
EENE ENEN

49 = (R)-1-(1-(3-Z2 |1HINR (400 Mz, DMSO-ds): & 9.08 (s, 7, 1

WS =AE)-2-81C1E 1) 857 (s, 1), 8.30 (s, 1), 8.13
Ay“%j SAAND)-3-(1-(2 | (q, J=5.6 Hz, 1), 7.72 (s, 1H),

g “GAE ORI =) A2 17 64 (d, J =8 Mz, 2H), 7.33 (d, J =

o | RS- g gy o), 7.28 - 7.10 (m, 6H), 7.19
o)t (s, 1), 7.10 (d, J = 4.4 Hz, 1),

i 6.88 - 6.82 (m, 2H), 4.98 (t, J=5.2

Hz, 1), 4.73 (br s, 11), 3.65 - 3.55

(m, 2H)
50 ($)-1-(2—( 1INR (400 Mz, DMSO-ds): & 9.58 (s, 3

Wz [d][1,3]19%

A~

AR

Qopr] - )5 el
3 2] o] & -4-

) N-(1-(3-22
23d)-2-5}o| =
= 2] o &)-1H-3] 2
E-4-FHR Ao =

1H), 9.01 (s, 1H), 8.65 (d, J = 8.0
Hz, 1H), 8.47 (s, 1H), 8.26 (s, 1H),
7.44 (s, 1), 7.37 = 7.30 (m, 4H),
7.12 (d, J=6.4 Hz, 1H), 6.84 (d, J =
8.4 Hz, 1H), 5.95 (s, 2H), 5.08 - 5.02
(m, 1H), 4.96 (t, J =5.2 Hz, 1H),
3.65 (br s, 2H), 2.40 (s, 3H)
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51 04 (R)-1-(1-(2~( 1HNMR (400 MHz, DMSO-ds): & 9.44 (s, 2
AN ™ MZLdIL3IY5 1 1h), 8.66 (s, 1H), 8.56 (s, 1H), 8.32
"~ =5 o |(s, 1D, 778 (s, 1), 7.36 - 7.32 (n,
; N 2ol 5-ME sy 729 - 7.26 (m, 2H), 7.11 - 7.09
o () sefuid-ds (m, 1), 6.82 - 6.79 (m, 2H), 5.94 (s,
u ;§>—1H—l4E+e§;4— 2H), 4.99 (t, J=5.2Hz, 1), 4.74 -
2)-3-(1-(-S2 1472 (n, 1), 3.65 - 3.57 (m, 2H),
2o d)-2-3o1= 9 47 (s, 3H)
=20 8) 2o}
52 ol N-(1-(3-Z =25 [1HNMR (400 Mz, DMSO-ds): & 9.85 (s, 3
S N d)-2-8F1 =54 ) 9,04 (s, 1H), 8.76 (d, J= 8 H
HNT N TN P . s . S, s . , Z,
%T kwﬁﬁﬁﬂ\ ﬂ%tg&*ﬂé 1), 8.59 (d, J=5.6 Hz, 1H), 8.29
~ o | oHERIE A (5 1), 7,75 (d, J = 8 Hz, 2H), 7.45
L (s, 1), 7.34 - 7.27 (m, 6H), 7.00 -
S eFE-d=7R AR 16,90 (n, 1), 5.1 - 4.9 (m, 2H), 3.67
°l= - 3.65 (m. 21
53 ot (9)-N-(1-(3-Z = [1HNMR (400 Mz, DMSO-d): & 9.85 (s, 3
N 23d)-2-8kel= 1), 9.04 (s, 1), 8.76 (d, J =8 Hlz,
2 ™ =ANE)-1-(2=C|1y), 8.59 (d, J = 5.6 Hz, 1), 8.29
"~ { Aderm) el (s ), 7.75 (d, J = 8 Hz, 2M), 7.45
-l (s, ), 7.35 - 7.27 (n, 6D, 7.02 -
ehE-4-7ER AL 16,98 (m, 1), 5.05 - 5.02 (n, 1H),
= 4.98 (t, J=21Hz, 1), 3.67 (t, J=
5.2 Hz. 21D
54 ﬁ/«t[j i, N-(2-o}r]%=~1-5 |1HNMR (400 MHz, DMSO-ds): 9.04 (s, 4
N el &)-1-(2-(2 |1y, 8.92 (s, 1), 8.58 (d, J=7.6
o 2RE4-ZEO
a b=/ % = =TSz, 1), 8.42 (s, 1), 8.24 (s, 1H),
ZA)OI)5 773 — 7,66 (m, 1H), 7.50 - 7.47 (m,
] SRR A gy 750 - 7,25 (n, 4, 7.24 - 7.20
U BEA (21, 4.93 - 4.90 (m, 1), 2.85 -
7 Aol = 2.83 (d. J=6.8Hz, 21), 2.40 (s, 3H)

55 g (9)-1-(1-(2~( 1HNMR (400 MHz, DMSO-d¢): & 9.44 (s, 2
Tf*w/ N M=[dL3195 {11), 8.81 (s, 1H), 8.56 (s, 1H), 8.32
SRR AT =5 (s, 1), 7.77 (s, 1), 7.37 (d, J =

O/LT/ o dobr|e)-5-wE 11 6 11z, 1), 7.31 - 7.29 (m, 4H), 7.23

e \ sefuid-d- - 7.19 (m, 1) 7.12 - 7.09 (m, 1H),
E)ﬂﬂﬂﬂﬁﬁifé 6.9 (d, J=7.6Hz, 1), 6.8 (d, J =38
2)=3-(2-3kOI =5 Iy, 1), 5.97 (s, 2H), 4.95 (s, 1),
A1) 14 74 -~ 469 (m, 1), 3.63 - 3.55 (m,
ot 21D, 2.45 (s, 3M)

56 o (R)-1-(1-(2-((2- | IHNMR (400 MHz, DMSO-ds): & 8.91 (s, 2

W"Lw* S SREASTFLE ), 8,64 (s, 1), 8.41 (s, 1), 8.27

Y Fd)orele)-5-v | (s, 1), 7.79 (s, 1H), 7.70 - 7.60 (m,
S (T | BRI 1H), 7.47 - 7.45 (n, 1H), 7.35 - 7.32
Y -UEARE A, o), 7.22 (d, T = 4 Hz, 20), 7.19
0 ) S-(1-(3-2 % 17,17 (w, 1), 6.8 (d, J =8 lz, 1ID),
22O 14 098 (1, J= 4.8 Hz, 1), 4.73 - 4.72
SAN)FEOE | (n, 1), 3.64 - 3.65 (m, 2H), 2.40 (s,
30
57 [ (9)-1-(2-((2-Z= [1HNMR (400 Mz, DMSO-ds): & 8.99 (s, 3
P2 o
i v 3 W =4 1), 8.38 (s, 1H), 8.27 (d, J =8.0

At = o)

EFezdAE)t Ay, qm), 7.96 (s, 1H), 7.70 - 7.66 (m
W) -5-m— S |1y 7.47 -7.19 (n, 7H), 6.75 (s, 1H),

v e -4- 5.03 = 5.01 (m, 1), 3.64 (br s, 2H),
DN-(1--ZZ |2 29 (s, 3H)

23d)-2-3fo| =
EA]1E)-1H-
3] &-3-F} Ao

=
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1-(2-(
Wz [d][1,3]19%

A~

AR

otn] e )-5-H g
I gmd-4-

&)-N-(1-(3,5-1
FrEdd)-2-3}
o] = Aol E)-1H
-3 &-3-7H5Almt

o]g;

THNMR (400 MHz, DMSO-d¢): & 9.54 (s,

M), 8.43 (s, 1H), 8.29 (d, J = 8.4
Hz, 1H), 8.01 (s, 1H), 7.46 - 7.40 (m,
5H), 7.11 (d, J = 8.4 Hz, 1H), 6.82
(d, J=28.4Hz, 1H), 6.77 (s, 1H),
5.94 (s, 2H), 5.04 - 4.98 (m, 2H),
3.66 - 3.65 (m, 2H), 2.29 (s, 3H)

(S)-1-(2—(
Mz[d][1,3]5]=

I~

Ecn i g

=4

Lopr]z)-5-md

IHNMR (400 MHz, DMSO-d¢): & 9.52 (s,
1), 8.41 (s, 1H), 7.89 (s, 1H), 7.73
(d, J=28.8 Hz, 1H), 7.39 - 7.38 (m,

2H), 7.24 - 7.23 (m, 4H), 7.13 - 7.09

sejvie-4- (m, 2H), 6.82 (d, J = 8.4 Hz, 1M),
DIN-(1-3F°I =5 |6 70 (s, 1H), 5.94 (s, 2H), 4.78 (t, J
A-3- =5.2 Hz, 1), 4.11 (s, 1H), 3.46 (.
Ad 22 J=61Hz, 1), 3.40 - 3.37 (m, 1H),

D) -I-9E-3-7F 19 95 - 2.90 (m, 1H), 2.78 - 2.72 (m,
HARRe| = 1), 2.28 (s, 31

(S)-1-(2—( 1NMR (400 MHz, DMSO-dg): & 9.54 (s,

Wz[d][1,3]9%
%-5-
dolr|)-5-m e
92 v el —4-
A)-N-(2-3o] ==
Al-1-

A el ™) -1H-
9% -3-7H Afufo]

=

1), 8.43 (s, 1), 8.29 (d, J=8.4
Hz, 1H), 8.01 (s, 1H), 7.46 - 7.40 (m,
6H), 7.11 (d, J = 8.4 Hz, 1H), 6.83 -
6.81 (m, 2H), 6.77 (s, 1H), 5.94 (s,
2H), 5.04 - 4.98 (m, 2H), 3.66 (d, J =
7.2 Hz, 2H), 2.29 (s, 3H)

(R)-1-(1-(3-Z =
29d)-2-3fo| =
= Ao 9)-3-(1-(2
-((2-2=2=294)
o}n] 1= )-5-H & 5
g d-4-)-10-
vl gHE-4-d) -2
o}

THNMR (400 MHz, DMSO-d¢): & 8.78 (s,

M), 8.67 (s, 1H), 8.45 (s, 1H), 8.30
(s, 1H), 7.80 (d, J = 4.0 Hz, 2H),
7.47 (d, J=7.2 Hz, 1H), 7.35 7.31
(m, 3H), 7.28 - 7.26 (m, 2H), 7.13 (t,
J =28.8 Hz,1H), 6.83 (d, J = 7.60 Hz,
1), 4.98 (t, J=5.2 Hz, 1H), 4.73
(d, J=7.2Hz, 1H), 3.63 3.58 (m,
2H), 2.48 (s, 3H)

N-(1-(3-Z 229
d)-2-3}o] EEA]
ol ")-1-(2-((2,2

OZ 2o 2dlx[d]
[1,3]

] &4&-5-9)o}n
)-5-w e g
H-4-)-1H-

3] E-3-7H5Apr}o]

Iy

THNMR (400 MHz, DMSO-d¢): & 9.90 (s,

1H), 8.49 (s, 1H), 8.28 (d, J = 8 Hz,
1H), 8.04 (s, 1H), 7.91 (d, J = 2.0
Hz, 1H), 7.45 7.39 (m, 3H), 7.36 -
7.27 (m, 4H), 6.79 (d, J = 1.2 Hz,
1H), 5.06 - 5.03 (m, 1H), 4.93 (t, J =
5.6 Hz, 1H), 3.68 - 3.64 (m, 2H), 2.32
(s, 3H)

1-(2-((2,2-H &+
emrlz[d][1,3
S&-5-d)ofm

I

) 5 e ) 2]
94-2)N-(2-3
N

—_ =

IHNMR (400 MHz, DMSO-d¢): & 9.89 (s,

1), 8.49 (s, 1D, 8.24 (d, J=28.0
Hz, 1H), 8.04 (s, 1H), 7.92 (s, 1H),
7.44 (s, 1H), 7.40 - 7.38(m, 3H), 7.36
-7.31 (m, 3H), 7.21 - 7.19 (m, 1H),
6.80 (s, 1H), 5.07 - 5.02 (m, 1H),
4.86 (t, J=5.2 Hz, 1H), 3.65 (s,
2, 2.32 (s, 30

(S)-1-(2—(
Mz[d][1,3]5]=

H 5 A -1~
ol el )-1H-
3] E-3-7H5Abmfo]

IHNMR (400 MHz, DMSO-d¢): & 9.54 (s,

1H), 8.42 (s, 1H), 8.35 (d, J = 8.4
Hz, 1H), 8.01 (s, 1H), 7.41- 7.38 (m,
4H), 7.31 - 7.29 (m, 2H), 7.25 - 7.21
(m, 1H), 7.11 7.09 (m, 1H), 6.83 -
6.81 (m, 2H), 5.94 (s, 2H), 5.28 -
5.22 (m, 1H), 3.65 (t, J = 10 Hz, 1H),
3.56 - 3.54 (m, 1H), 2.29 (s, 3H)
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65 Y 1-(2-( 1HNMR (400 MHz, DMSO-dg): & 9.65 (s,
o N G Az -5-<dobm] |y g 45 (s, 1), 8.24 (d, J = 8 Hz,
PR L:>f'éw~<;;> 25— ), 8,08 - 8.06 (m, 2D, 7.91 (d, J =
L O A-4-)-N=(2-3F |9 115, 1), 7.54 (s, 1), 7.52 - 7.45
U = Ol=S Ao | (4, 21), 7.44 - 7.38 (m, 1), 7.36 -
) MEAZ-37F 17 532 (m, 2H), 7.30 - 7.28 (m, 2H),
ApRel = 6.90 (d, J=2.0 Hz, 1), 6.78 (s,
M), 5.08 - 5.04 (m, 1), 4.86 (t, J =
6.0 Hz, 1H), 3.68 - 3.65 (m, 2H), 2.31
(s, 3H)
66 P ’ 1-(2-( 1NMR (400 MHz, DMSO-dg): & 9.67 (s,
W);Ityg ML 3IY5 | 1H), 8.63 (d, J = 4.0 Hz, 1H), 8.39
~/ % S an | J=8.0Hz, 1), 8.18 (s, IH) 7.57
2 ]fﬁ—h>‘§;?€'r (s, 1H), 7.37 - 7.30 (m, 5H), 7.22 -
d AR E A 1719 (n, 1H), 7.08 (d, J = 8.4 Hz,
A)-N-(2-8Fel =5 1 1yy) | 6.86 (s, 1H), 6.84 (s, 1), 5.96
;%;i;ﬂEl) " (s, 2H), 5.03 (d, J = 6.8 Hz, 1),
ey |47 (s, 1H), 3.65 (d, J = 6.8 Hz, 2I)
67 o~ . 1—(2;(%2—%}§é§éiﬂ 1HNMR (400 MHz, DMSO-dg): & 9.15 (s,
P N o H/er Ié)o o }—1_‘—)_5_%‘3!— =
N W A 1), 8.61 (d, J = 4.0 Hz, 1H), 8.38
LLTORND emenE-d- I(q, 7 =7.6Hz, 1), 8.13 (s, 1H),
1@ A)N-(2-8F1 =5 17 71 (d, J= 7.6 Hz, 1), 7.51 (s 2I),
Al-1- 7.35 - 7.34 (m, 3H), 7.29 (t, J = 8.0
A el d)-1H- Hz, 2H), 7.22 - 7.17 (m, 2H), 6.83 (d,
I E-3-7hEARel | 12 16 Hy, 1H), 5.05 - 5.00 (m, 1H),
= 4.86 (t, J=6Hz, 1H), 3.69 - 3.61
(m, 21).
68 rr <;fH ii(zth} o 1HNMR (400 MHz, DMSO-dg): & 9.65 (s,
e U il 3Est-5-2dokv] ) 8,46 (s, 1H), 8.29 (d, J = 8.00
Q DA O ) SRRV, 1), 8.07 (d, J = 7.2 Ha, 2H),
o o . |7.91 W, J=2.0Hz, 1), 7.54 - 7.47
- 2)-N-(1-B-=2 | (n, 4), 7.43 (s, 21), 7.33 (s, 1),
2o E)-2-81ol = 17 99 (s, 1H), 6.89 (s, 1H), 6.77 (s,
Aol &) -111- M), 5.07 - 5.04 (m, 1), 4.93 (t, J =
A E-3-7HAel 6.0 Hy, 1H), 3.66 (d, J = 4.0 Hz, 2H),
= 2.31 (s, 3H)
69 IS o (S)-N-(1-(3-Z= | 1HNMR (400 Milz, DMSO-dg): & 9.90 (s,
e YT 24 1), 8.49 (s, 1), 8.27 (d, J =8 Hz
| VR = = _ , , , , ,
- \”;f EFLRAE)2- ) 8.03 (s, 1), 7.91 (s, 1H), 7.56
<Y i SOl =Sl -1 |- 7 46 (m, 1), 7.4 - 7.41 (m, 1H),
- -(2-((2,2-H1&% 7,40 - 7.29 (n, 4H), 6.79 - 6.78 (m,
S =ML 3] ), 5.07 - 5.01 (n, 1), 4.93 (1, J =
H5E-5-2)°M] |56 1y, 1H), 3.67 - 3.64 (m, 2H), 2.32
w)-5-E I | (g 3p)
d-4-)-11-
5 £-3-7} 2Aplo]
70 o 1-(2-( 1HNMR (400 MHz, DMSO-dg): & 9.54 (s,
ywﬂgy§/§ﬂ‘ MELAIIL3IES 1), 8.43 (s, 1), 8.34 (d, J = 6.8

Do)t )-5-wd
]2 H e -4~
D-N-(1-(3-2=
22~
ZFoEd)-2-
sho] =5 Ao ©)-1
-] &-3-7h5 Ak}

ol

Hz, 1H), 8.01 (s, 1H), 7.44 - 7.41 (m,
40), 7.19 (t, J=7.6 Hz, 1H), 7.09
(d, J =8.0Hz, 1H), 6.82 (d, J =8.4
Hz, 2H), 6.77 (s, 1), 5.94 (s, 2H),
5.33 (d, J =6.4 Hz, 1H), 5.03 (s,
1H), 3.66 (d, J =5.2 Hz, 2H), 2.29
(s, 3H)
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71 N-(2- THNMR (400 MHz, DMSO-dg): & 9.12 (s, 7
shel=SA-1-91d 1) 8,18 (t, J = 5.2 Hz, 1H), 8.02
N)-1-2-CAd | (5, 1), 7.65 (d, J = 8 Hz, 2H), 7.43
oFvlte) e |l-4- (5, 1), 7.7 - 7.32 (n, 2, 7.26
gi)‘lH‘li;a‘3‘7} 7.19 (m, 5H), 7.04 - 7.03 (m, 1H),
SApERO] = 6.95 (s, 1), 6.90 (t, J =8 Hz, 1),
6.78 (s, 1H), 5.07 - 5.01 (m, 1H),
4.86 (t, J=5.2 Hz, 1H), 3.70 - 306
(m, 2H)
72 (S)-N-(1-(3-Z& [1INMR (400 Mz, DMSO-ds): & 9.18 (s, 13
Zdd)-2-8F1 = ) 845 (s, 1H), 8.40 (d, J = 8.4
FANE)-1-(2-C |z 1), 8.24 (d, J = 7.2 Hz, 2H),
Ao =) AW 7 64 (d, J=7.6 Hz, 2H) 7.42 (s, 1H),
“4=)-ll-elT 7 39 — 7 98 (m, 2H), 7.27 - 7.25 (m,
E-4-FPEAROIE 3y 716 (d, J = 5.6 Hz, 1H), 7.02
(s, 1), 6.91 (t, J= 6.8 Hz, 1H ),
5.03 - 4.99 (m, 2H), 3.73 (t, J = 5.6
Hz, 2H)
73 N-(2- THNMR (400 MHz, DMSO-ds): & 9.43 (s, 3
SOl == A-1-91 |1y 8.40 (s, 1H), 8.25 (d, J = 8.4
AD)-1-(5-  |Hz, 1), 8.01 (s, 1), 7.56 (d, J =
M= -2-(4-( g gy, o), 7.42 (s, 1H), 7.37 - 7.31
ERl-1-eD) A |y 21, 7.30 - 7. 28 (m, 2 H), 7.21 -
D)l R -As 17 19 (m, 1), 6.89 (d, J = 8.8 Hz,
;§>—1H—li;a—3—7} 2H), 6.79 (s, 1), 5.03 (t, J=7.2
SApERO] = Hz, 1H), 4.88 (s, 1H), 3.65 (br s,
2H), 3.10 - 3.02 (m, 8H), 2.29 (s, 3H)
74 N-(2- THNMR (400 MHz, DMSO-dg): 9.04 (s, 8
Shol ==A-1-91 1) 8.13(s, 1H), 8.09 (d, J = 8.4 Hz,
ol &)-1-(5- M), 7.66 (s, 1), 7.61(d, J = 8 Hz,
AL -2-(AE et o) 7.31 (¢, J= 7.2 Hz, 2H) 7.29 -
w)uel -4 7.22 (m, 5H), 7.19 - 7.08 (m, 1H),
E*mﬂif&ﬂ'637&,J=76Ha1m,674m,J=
SApERO] = 7.6 Hz, 2H), 5.06 - 5.01(m, 1H), 4.85
(t, J=5.6Hz, 1H), 3.66 - 3.63 (m,
o). 2.14 (s, 3H)
75 N-(2- THNMR (400 MHz, DMSO-ds): & 8.23 (s, 3
Sl =S AI-1-¥1d oy 7.94 (s, 1H), 7.35 (d, J = 8.0
NE)-1-(2-(((S)= |11z, 31), 7.29 (t, J = 7.2 Hz, 2I),
1- . 7.21(d, J=7.2Hz, 1), 6.77 (t, J =
Etf153§?*1ﬂ‘ﬁi—2 8.4 Hz, 21), 5.03 (d, J = 6.0 lz, 1M),
—ele) =5 14,90 (s, 1H), 4.56 (s, 1H), 3.81(s,
geie A 1H), 3.64 (s, 2H), 3.32 (br s, 1H),
£§>—1H—l4ez—3—7P 2.21 (s, 3H), 1.64 (br s, 2H), 1.45 -
SARRO = 1.41 (m, 1), 0.85 (t, J = 6.8 Hz, 3H)
76 1-(2—( THNMR (400 MHz, DMSO-ds): & 8.99 (s, 7
L M= 35 1), 8,18 - 8.14 (m, 21), 8.00 (s,
~ E-5-dot )3 [y 7.40 (s, 2 H), 7.37 - 7.31 (m,
2 H-4-2)-N=(2- o) 7.30 - 7.22 (m, 2H), 7.21 -7.19
shol==A-1-3d | (y 2, 6.99 - 6.94 (m, 2H), 6.84 -
NE)-H-3E-3- |6.77 (n. 3H). 5.94 (s, 2H), 5.06 -
ThEApeRo] = 5.01 (m, 1), 4.86 (s, 1), 3.50 (d, J
= 5.6 Hz, 2H)
77 N-(1-(3-Z- 225 |[1HNMR (400 MHz, DMSO-dg): & 9.17 (s, 7

d)-2-3fe] =5 A

olg)-1-(2-(sAd

opu] v ) 7] 2] €l —4-

4)-1H-

o m| ch-4-7} 2 A}
nlol =

1H), 8.45 (s, 1H), 8.40 (d, J = 8.4
Hz, 1H), 8.24 (d, J= 7.6 Hz, 21),
7.64 (d, J=7.6Hz, 20), 7.42 (s,
1), 7.32 - 7.28 (m, 2H), 7.27 - 7.25
(m, 3H), 7.15 (d, J = 5.6 Hz, 1H),
7.02 (s, 1), 6.92 (t, J=17.2 Hz,
1H), 5.04 - 4.99 (m, 2H), 3.73 (¢, J =
5.6 Hz, 2H)
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78 ):j 1-(2-((2- THNMR (400 MHz, DMSO-ds): 8.45 (s, 8
A FREA-ZFLE ) 812 (s, 1H), 8.10 (d, J = 6.4
HN - , , , ,
I a Q”% @ AR5y, o), 7.99 - 7.95 (m, 1H), 7.67 (s,
L = guelE-as ), 7.46 - 7.43 (n, 1H), 7.37 (d, J =
T A)-N-(2-8el =% 17 611, 21), 7.33 (¢, J = 7.6 Hz, 2H),
Al-1- 7.24 - 7.16 (m, 2H), 7.09 (s, 1H),
A el & )-1H- 6.76 (s, 1), 5.08 - 5.02 (m, 1H),
I E-3-7h Aol |4 88 (¢, J = 6.0 Hz, 1), 3.66 (s,
= 2H), 2.16 (s, 3H)
79 N on 1-(2-( THNMR (400 MHz, DMSO-ds): 9.02(s, 1H), 8
i M%} M= A-5-dOkr] 1814 (s, 10), 8.10 (d, J = 8.0 He,
~" % =)5 M), 8.05 (s, 1), 7.91 (d, J = 2 Hz,
21113»1313—4— M), 7.67 (s, 1), 7.48 (d, J=9.2
\{ A)-N-(2-3FOl =%y, 1), 7.38 (d, J = 7.2 Hz, 31),
Al-1- 7.33 (t, J=7.6Hz, 2H), 7.24 - 7.20
sl el d)-1H- (m, 1), 7.10 (s, 1), 6.91 (s, 1H),
I E-3-7k=Aktel 16 76 (s, 1H), 6.72 (s, 1H), 5.08 -
= 5.04 (m, 1H), 4.88 (t, J = 5.6 Hz,
1), 3.66 (s, 2H), 2.16 (s, 3H)
80 s ] 10(2315(2[,2]{4%] THNMR (400 MHz, DMSO-ds): & 9.30 (s, 8
I W e =2REMdIL 3] ) 8,17 (s, 1), 8.11 (d, J = 7.6
/g = “W,) "4“)%;‘ “Dekl Hz, 1), 7.95 (s, 1H), 7.68 (s, 1),
'S - = )=o- 7.37 (d, J=7.6Hz, 2H), 7.33 - 7.30
P vE e (m, 3H), 7.28 - 7.22 (m, 2H), 7.11 (s,
A)-N-(2-8Fel =5 1 1yy) | 6.77 (s, 1), 6.72 (s, 1H), 5.08
%ﬁ;ﬂa) . - 5.03 (m, 1H), 4.87 (t, J = 5.6 Hz,
e 1), 3.66 - 3.65 (m, 2H), 2.17 (s, 3H)
81 o~ N-(2- 1INMR (400 MHz, DMSO-dg): & 9.29 (s, 8
e = shel =S5 A-1-21 | gy 877 (s, 1H), 8.19 - 8.10 (m,
/ O ol &)-1-(5- 4H), 7.69 (s, 1H), 7.38 (d, J = 7.2
M HE -2~ Hz, 2H), 7.33 - 7.29 (m, 3H), 7.28 -
sefe-g- 7.27 (m, 1), 7.20 (s, 1), 6.77 (s,
sorm) el o) 5,07 - 5.05 (n, 1), 4.87 (s,
A)-1-91F-3-7H 1)) 3.66 (s, 2H), 2.18 (s, 3H).
Aol =
82 ﬁ 1-(2-((2- THNMR (400 MHz, DMSO-ds): & 9.13 (d, J| 7
i ENI G BERE-A-SFOR -7 9, 1), 8.29 (s, 1), 8.23 (d,
e ’(h A s)ME |7 =7.2 By, 1), 8.13 (d, J = 8.0 Hz,
N J L—4—;)—N—£2—o} H), 7.86 (s, 1H), 7.79 - 7.77 (m,
; lEB AL ), 7.76 (s, W), 7.48 (d, J = 7.6
S-MEAZ-3-7F Iy, 1H), 7.39 - 7.7 (m, 2H), 7.34 -
ApRel = 7.31 (m, 4H), 7.23 (t, J = 7.6 Hz,
M), 6.82 (s, 1), 5.07 - 5.03 (m,
M), 4.89 (t, J = 5.6 Hz, 1), 3.67
(t, J=6.0 Hz, 2H).
83 N o N-(2- THNMR (400 MHz, DMSO-ds): 8.76 (s, 3a
s M shel =S5 A-1-91d | 1p) | 8.09 (d, J = 14.0 Hz, 2), 7.64
Ny (IG5 ), 7.44 (d, J = 8.4 Tz, 21),
= L -2-(A-C 1737 (4, 7= 7.6z, 20), 7.31 (t, J =
T 2RSSOk 17 2 1y, 2H), 7.24 (d, J = 6.8 Hz, 1H),
) Ple)sieldoA- g 07 (s, 1), 6.87 (d, J = 8.8 Hz,
! S Z-3-7F 1op), 6.75(s, 1), 6.24 (s, 1H), 5.06 -
ApRe] = 5.04 (m, 1H), 4.87 (s, 1H), 3.65 (s,
2M), 2.99 (s, 4I), 2.89 (s, 4I), 2.13
(s, 3H)
84 1-(2-((4-ZF 9.2 | TINR (400 MHz, DMSO-ds): & 9.15 (s, 7
Ard)orm =) E |1y 8.17 (d, J = 6.0 Hz, 2H), 8.01

d-4-90)-N-(2-3
o] == A|-1-5] el
©)-1H-3) 2-3-7}

B Apulo] =

(s, 1H),
1H), 7.36 (d, J = 7.6 Hz,
(t, J=14.0 Hz, 3H),
Hz, 1), 7.12 (t, J = 8.8
7.02 (d, J=4.0 Hz, 1H),
1H), 6.71 (s, 1H),
4.87 - 4.80 (m, 1H),
21).

3.69

7.67 - 7.64 (m, 2H),

7.21 (t,

5.06 -5.01 (m, 1H),

7.42 (s,
2H), 7.30
J=17.6
Hz, 1H),
6.89 (s,

- 3.63 (m,
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85 - 1-(2-((2- 1INVR (400 Mz, DMSO-dg): & 8.51 (s, 11
Y . U g SERE-A-SFORE ) 8,25 (d, J= 8.4 Hz, 1H), 8.08
. i;;*’éw ADOFN=)=5w | (4, = 11.6 Hz, 20), 7.96 (s, 1),
I ﬁuhﬂ%f{- Lo |7.92-7.88 (m, 1), 7.45 -7.42 (m,
I = ) N-(2-8F1 =5 1) 7.36 (d, J= 7.6 Hz, 2), 7.30
A (d, J=7.61Hz, 2H), 7.23 - 7.15 (m,
Al =)Ll o) 6.91(s, 1H), 5.03 - 4.96 (m, 2H),
HHEATESARL 3 71 (4, J = 5.6 1z, 21D, 2.09 (s, 31D

86 D 1-(2-((2,2-T) =5 | THNMR (400 Mz, DMSO-dg): & 9.36 (s, 11

WK/TS [ o S=MELAIL 3] 1), 8.25 (d, J = 8.4 Hz, 1), 8.19
< 8 E*;wsf‘5‘Ez>°}“1 (s, 1), 8.09 (s, 1), 7.99 (s, 1H),
() ==)=o- 7.91 (d, J=1.6 Hz, 1H), 7.37 - 7.32
Q9 (] — s ) )
B AR R A, 20, 7.29 - 7.27 (m, 3H), 7.23 -
4 A)N-(2-8FO1 =5 17 91 (m, 21), 6.75 (s, 1), 5.01 -
Al-1- 4.96 (m, 21), 3.71 (d, J = 4.8 Hz,
A E)-1H-°17] o) 210 (s, 31)
UhE-4-7HEAto]

87 Y ($)-1-(2~( 1INVR (400 Mz, DMSO-dg): & 9.54 (s, 3
T OAL ML 31U 1 1h), 8.43 (s, 1H), 8.25 (d, J = 8 Hz,

- R O 1), 8.00 (s, 1H), 7.56 (d, J=7.2
| I o . ; ; : :

<jJ <C} dopule) 5 Iy, ), 7.42 - 7.34 (m, 4H), 7.20 (d,

i seuid-d- 7= 8.4z, 1H), 6.82 (d, J = 8.4 Hz,

D)N-(1-G-22 111y, 6.77 (s, 1), 5.94 (s, 2H), 5.03
RN (d, J=6.4Hz, 1), 4.93 (s, 1),
TELEADI2- 1365 (d, J = 6.0 Hz, 20), 2.29 (s, 3H)
Sho| == Ao 8 )-1
B3] S-3-7} 5 A}
o]g;

88 IS 1-(2~( 1HNMR (400 Mz, DMSO-ds): & 8.97 (s, 11
S = W M=[dIL319< 1h), 8.36 (d, J = 8.4 Hz, 1H), 8.13
T A &5 (s, 1), 8.08 (s, 1), 7.98 (s, 1H),

{{; \/ Gt ie)-5-HE 17 44 (s, 1H), 7.34 - 7.28 (m, 4H),
sefd-d- 16,93 (d, J = 8.4 Hz, 1), 6.81 (d, J =
) N(-(3-2 2 184 1z, 1), 6.67 (s, 1), 5.93 (s,
iﬂﬁg?ﬁﬂﬁ]mx503—5m(m2m,&m(ujz
= ~1H- 5.6 Hz, 2H), 2.07 (s, 3H)
£ -4-7} 5 Al wto]
89 = N-(2- 1INVR (400 Mz, DMSO-dg): & 9.12 (s, 11
P stol == A-1-9d -
N N . oto] == M), 8.25 (d, J = 8.4 Hz, 1), 8.17
O oNE)-1-(5- (s, 1), 8.08 (s, 1), 7.98 (s, 1H),
AIE-2-CAE k1761 (d, J = 8.4 Hz, 2H), 7.36 (d, J =
w)ulel -4 7.2 Hz, 21), 7.30 - 7.27 (m, 2H), 7.25
Sl =720 (n, 4, 6.88 (t, J = 7.2 Hz,
CIMIHE-A=75AF 1), 6.77 (s, 1), 5.02 - 4.96 (n,
hel= 2H), 3.71 (d, J=5.6 Hz, 2H), 2.09
(s, 3H).
90 N-(1-(3-Z- 225 |1INMR (400 Mz, DMSO-dg): & 9.36 (s, 11

d)-2-3fo] =FA]
A")-1-(2-((2,2
ZF oz Z[d]
[1,3]
H&&-5-9) ot
)5~

e v 2] el -4-
4)-1H-

ol tE-4-7H5A}
nlol =

1H), 8.38 (d, J = 8.0 Hz, 1H), 8.19
(s, 1H), 8.10 (s, 1H), 8.00 (s, 1H),
7.91 (s, 1H), 7.44 (s, 1H), 7.34 (d J
= 4.8 Hz, 2H), 7.28 (d, J = 8.8 Hz,
2H), 7.22 (d, J=28.4 Hz, 1H), 6.76
(s, 1H), 5.04 4.99 (m, 2H), 3.72 (t,
J =5.6 Hz, 2H), 2.10 (s, 3H)
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91 Y L-(2- [1INIR (400 Mz, DUSO-dy): 6 8.44 (s, 3a
i S N SRRSO ) 814 (d, J = 8.0 Hz, 1H), 8.07
A L:>/éw”§,\ AD)eble)=5-¥ | (s, 1), 7.95 - 7.93 (m, 1), 7.65 (s,
§J o |2 ), 743 (1, J = 2.8 Hz, 20), 7.32 -
‘ D N-(1-(3-22 17 96 (m, 3H), 7.20 - 7.15 (m, 1H),
23d)-2-81O1= 17,09 (s, ), 6.88 (s, 1H), 6.74 (s,
Aol e)-1il- 1), 5.04 - 5.02 (m, 1), 4.92 (t, J =
FE-3-7F=ARel 15 6 Hz, 1H), 3.65 - 3.62 (m, 2H), 2.14
= (s, 3H)
92 ., N-(1-(3-Z 225 [ 1HNMR (400 MHz, DMSO-d): & 9.29 (s, 3a
A d)-2-etel =% A ), 8.15 (d, J = 8 Hz, 20), 7.93 (d,
/ﬁﬁ N\ AD)-1-(2-(2,2 | 7= 2 Hz, 1), 7.67 (s, 1), 7.42 (s,
Lo e 1), 7.35 (d, J=7.6 Hz, 2H), 7.28 -
: EreRzld] |7.26 (m, 20), 7.22 - 7.20 (m, 1H),
(1,31 7.10 (s, 1), 6.75 (s, 1H), 6.71 (s,
3?§ﬂﬂb4ﬂ 1), 5.04 = 5.00 (m, 1), 4.92 (t, J =
)5 . 1), 3.67 - 3. M), 2.1
S ?sgﬁ H), 3.67 - 3.63 (m, 2H), 2.15
d)-1H-9] =-3-7}
2 xjppol =
93 'O §ii§;§;%ﬁi£§;ﬁ°} HNMR (400 MHz, DNSO-d): 6 8.62 (t, J| * 3
TN OHA e A)-1-(5-  |=61Hz, 1), 8.33 (s, 1), 8.25 (s,
L%j " }f“zti}_ TE o-( (el eas |1, 8.10 (s, 1), 7.36 - 7.23 (m,
o a el -2-( (e E2}3t
o] = 5ol 4H), 5.24 (t, J=5.0 Hz, 1H), 4.76
7 eh-4-2] )o}u] (d, J=5.2 Hz, 20), 4.61 (d, J=6
e = Hz, 2H), 3.9 (br s, 1H), 3.83 (d, J =
o) 11 11.2 Hz, 21), 3.36 (t, J = 11.0 Hz,
o] |t} E-4-7} = A} 20), 2.17 (s, 3H0), 1.80 (d, J = 11.6
o] = Hz, 2H), 1.52 - 1.43 (m, 2H)
o o ﬁiiﬁ;§§;{iﬁ}f§fﬁ5 R (400 Mz, DNSO-de): & 8.46 (¢, J| 3
TN _wEl_o-((elEg |56 Hz, 1), 8.33 (s, 1H), 8.24 (s,
NG Solmzog- |1, 8.09 (s, 1), 7.35 (d, J=17.2
o O Seb-4-olyotu]  |Hz, ), 7.25 (d, J=5.2 Hz, 1H),
v )3 g n) e -4- 7.16 = 7.13 (m, 3H), 4.67 (t, J=5.2
4)-1H- Hz, 1H), 4.48 (d, J =6 Hz, 2H), 3.89
o] 1|t} —4-7} A} (br s, 1H), 3.83 (d, J = 11.2 Hz, 20),
nho] = 3.62 - 3.57 (m, 2H), 3.39 - 3.32 (m,
2H), 2.82 (t, J=6.8 Hz, 2 H), 2.17
(s, 3H), 1.80 (d, J = 11.2 Hz, 2H),
1.52 - 1.44 (m, 2H)
95 g 1-(2-((2,2-t)4 g | 1HNMR (400 MHz, DMSO-d¢): & 9.46 (s, 3
- «Wgﬁﬂ[m ML 31U 1 1h), 8.41 (s, 1H), 8.23 (d, J = 8 Hz,
J/*] e e o |1, 7.99 (s, 1H), 7.41 - 740 (m, 1),
'S | B)ekvl)-5-E 17 37 - 7.35 (w, 2H), 7.31 - 7.28 (m,
e sefvi -4 3M), 7.22 - 7.21 (m, 1), 7.19 - 7.05
| A)N-(2-3FO1 =5 |y 1H), 7.03 - 6.78 (m, 1H), 6.72
Al-1- 6.70 (m, 1H), 5.05 - 5.03 (m, 1H),
A el & )-1H- 4.85 (t, J=5.6 Hz, 1H), 3.66 (d, J =
SE-37ESAL o 6 1z, 21D, 2.28 (s, 31D, 1.6 (s, 61D
96 Y i;%l—(S;%%Eééii? 1THNMR (400 MHz, DMSO-ds): & 8.28 (s, 3
gty £ TSROl =S AL ) 7,01 (s, 1H), 7.37 (s, 2H), 7.33
/ji] = AE)-1-(2-((2,2 |- 729 (m, 31), 7.28 - 7.17 (m, 1),
Y - - : 1 .93 - 6. 1
je Dl |69 (5, DL 6,93 683 (. 1),

3] &E-5-d)o}
v ) -5-1 e ) )
Ve -4-<)-1H-3]
=37 Ao =

6.81 - 6.8 (m, 1H), 6.69 - 6.67 (m,
1), 6.62 - 6.56 (m, 1H), 5.25 - 5.23
(m, 1H), 4.0 (t, J=5.2 Hz, 2H), 2.49
(d, J =5.2 Hz, 1H), 2.35 (s, 3H),
1.67 (s, 6H)
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97

(R)-1-(2-((2-==
24~
EFo2vd)o}
H 4 )-5-v e o )
-4-
d)-N-(2-( g
o] I)-1-3d o]

=)

THNMR (400 MHz, DMSO-dg): & 8.99 (s,

M), 8.37 (s, 1H), 8.21 (d, J = 8.0
Hz, 1), 7.92 (s, 1H), 7.67 (t, J =
7.2 Hz, 1H), 7.48 (d, J = 6.0 Hz, 1H),
7.38 - 7.32 (m, 3H), 7.30 (t, J =7.2
Hz, 2H), 7.24 - 7.16 (m, 2H), 6.74 (s,
1), 5.10 (br s, 1H), 2.71 - 2.60 (m,
20, 2.28 (s, 3H), 2.19 (s, 6H)

98

N-(2-o}n]| =-1-7]
do&)-1-(2-((4
-Z2 o 2 d)o}
| 5)-5-v| & 5 g
-4-<1)-1H-

3] &-3-7} A}

¢l ¢ o

il

IHNMR (400 MHz, DMSO-d¢): & 9.18 (s,

1H), 8.34 (d, J = 8.4 Hz, 1H), 8.11
(s, 1), 7.74 (s, 1H), 7.66 - 7.63 (m,
2H), 7.37 - 7.29 (m, 2H), 7.22 (¢, J =
6.8 Hz, 1H), 7.08 (t, J = 8.8 Hz, 3H),
6.77 (s, 1H), 6.72 (s, 1H), 5.60 (br
s, 2H), 5.02 (t, J=5.6 Hz, 1H), 3.02
- 2.89 (m, 2l), 2.14 (s, 3l

99

N-(1-o}]| x=-3-7]

oj v thE-4-7H5 AL
U}o]t

THNMR (400 MHz, DMSO-d¢): & 9.36 (s,

1H), 8.19 (s, 1H), 8.04 (s, 1H), 7.90
(t, J=1.6Hz, 3 H), 7.29 - 7.20 (m,
6H), 7.15 (s, 1H), 6.74 (s, 1H), 4.12
(s, 1D, 2.85 (d, J = 5.6 Hz, 21),
2.65 (br s, 2H), 2.09 (s, 3H)

100

N-(2-

stol =5 A-1-d
ol &)-1-(2-(((S)-
1_

o] EE A k-2
- o] )-5-7]
g4~
d)-1H-9] &-3-7}
HApuel =

THNMR (400 MHz, DMSO-ds): & 8.06 (d, J

=8 Hz, 1), 7.89 (s, 1H), 7.57 (s,
1H), 7.36 - 7.34 (m, 2H), 7.31 - 7.29
(m, 2H), 7.22 - 7.20 (m, 1H), 6.99 (s,
1H), 6.70 (s, 1H), 6.40 (s, 1H), 6.23
(d, J=7.6 Hz, 1H), 5.03 - 5.02 (m,
1H), 4.84 (s, 1H), 4.58 (s, 1H), 3.76
(s, 1H), 3.46 (s, 2H), 3.44 (m, 1H),
2.02 (s, 3H), 1.66 = 1.65 (m, 1H),
1.42 - 1.38 (m, 1H), 0.81 (t, J = 12.
8 Hz, 3H)

101

1-(2-((6-ZF= =l
Z[d][1,3]

U8 4-5-d)o}u
=)-5-FE gl
©l-4-
A)-N-(1-(3-F=&
=3d)-2-3lo] =
Aol &)-1H-

3] &-3-7}5 Ao

=

THNMR (400 MHz, DMSO-d¢): & 8.80 (s,

1H), 8.35 (s, 1H), 8.26 (d, J = 8 Hz,
1H), 7.94 (s, 1H), 7.41 (s, 1H), 7.37
(s, 1), 7.33 = 7.30 (m, 3H), 7.21 (s,
20), 7.10 (s, 1H), 6.75 (s, 1H), 6.06
(s, 2H), 5.05 - 5.01 (m, 1H), 4.92 -
4.91 (m, 1H), 3.67 - 3.63 (m, 2H),
2.27 (s, 3H)

103

1-(2—(
Mz[d][1,3]5]=

I~

Ecn T g

doln| 4)-5-m e
I g md-4-
U)-N-(2-3fo] =%
Al=1-(] 2] -3
) E)-1H-

9] &-3-7}H5Anto]

IHNMR (400 MHz, DMSO-d¢): & 8.80 (s,

1H), 8.35 (s, 1H), 8.26 (d, J = 8 Hz,
1), 7.94 (s, 1), 7.41 (s, 1H), 7.37
(t, J=2.0 Hz, 1H), 7.33 - 7.27 (m,
i), 7.21 (s, 1), 7.10 (s, 1H), 6.75
(d, J=1.2 Hz, 1H), 6.05 (s, 2H),
5.05 - 4.99 (m, 1H), 4.92 (t, J=15.6
Hz, 1H), 3.67 - 3.61 (m, 2H), 2.27 (s,
3H)

104

opy] 1) -5-vi g
)2 1] -4
A)-N-(2-sfo] ==
Al-1-

ol d)-1H-

5 &-3-7H 5 A v}o]

=

THNMR (400 MHz, DMSO-dg): & 11.10 (s,

M), 9.43 (s, 1H), 8.61 (s, 1H), 8.27
(s, 1H), 8.25 (s, 1H), 8.04 (s, 1H),
7.64 (s, 1), 7.59 (s, 1H), 7.45 (d, J
=7.2Hz, 20), 7.32 (d, J =8 Hz, 1H),
7.26 (s, 1H), 6.73 (s, 1H), 6.49 (s,
1H), 5.45 (s, 1H), 4.64 - 4.57 (m,

1), 4.56 - 4.52 (m, 1H), 1.99 (d, J =
12.0 Hz, 2H), 1.89 (s, 3H)
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105 o~ J N—(%%j—l—(Si%%E£ THNMR (400 MHz, DMSO-ds): & 8.38 (t, J| 13
N Wi i 23 d)-2-3kC1= |2 7 9 1., 2H), 8.18 (s, 1H), 8.01 (d,
le L;?'4&:Ti:§*” SACNE)-1-(2- | 7= 5.6 Hz, 1H), 7.42 (s, 1H), 7.32 -
- (CR)-1-8tel =5 17 96 (m, 31), 6.84 (d, J = 5.6 iz,
AlE=2-e)obi ) 6.74 (s, 1H), 6.36 (d, J = 7.6
§§>”434?1‘4‘ Hz, 1H), 5.02 - 4.99 (m, 2H), 4.61 (d,
-1 J=5.6Hz, 1), 3.81 (s, 1H), 3.71
olMYE-A-THEAL I (t | J= 5.6 Hz, 1H), 3.47 - 3.44 (m,
lo] = 1H), 3.34 - 3.27 (m, 1), 1.67 1.65
(m, 1H), 1.63 - 1.61 (m, 1H), 1.07 (t,
J=7.2Hz, 1), 0.87 (t, J = 6.8 Hz,
3H)
106 P a1 1-(5-Z 5 &-2-(7 | 1HNMR (400 MHz, DMSO-ds): & 9.44 (s, 10
N NN o) 92l d—4 | 1) 841 (s, 1H), 8.38 (d, J = 4.0
[ij o 5 “DN-(-G-Z = 1y, 1), 8.16 (s, 1), 8.02 (s, 1H),
2ud)-2-30l= 1761 (d, J=7.6 Hz, 2H), 7.44 (s,
AN E)-1-01v] 1) 7.33 - 7.30 (m, 2H), 7.29 - 7.27
SE-4-7H ARl |y 3H) | 6.93 (s, 2H), 5.02 - 5.01 (m,
= o), 3.72 (t, J=5.6 Hz, 2H)
107 T, N-(1-(3-Z- 225 |[1HNMR (400 MHz, DMSO-dg): & 9.67 (s, 3
N H)-2-3FOlE5A | qg) 8,43 (s, 1H), 8.14 (d, J = 7.6
- = M AN)-1-(2-((4=F |1, 1H), 8.10 (s, 1), 7.75 7.72 (m,
~ D FeEA )M o) 743 (s, 1 =
‘ _ FeRod ) L 7.43 (s, 1), 7.33 (d, J = 6.0
*>5;ﬂeﬂﬂﬂ1 Hz, 2H), 7.29 (s, 1H), 7.25 (s, 1H),
do-el)-4 7.11 (t, J=8.8 Hz, 2I), 5.01 - 4.93
23;3—1H—¢4;3—3—7} (m, 1), 4.92 (t, J=5.2 Hz, 1),
SApERO] = 3.64 (s, 2[), 2.33 (s, 3M), 2.19 (s,
3H)
108 W/ft[j 1-(2-((4-Z= 9.2 [1INVR (400 MHz, DMSO-ds): & 9.66 (s, 3
W*«wj%j o |5 1y 843 (s, 1), 8.14 (d, J = 8 iz,
~( ™ geevEoas ), 8,12 (d, J = 8.4 Hz, 1),
I\ A)N-(2-8}O1 =5 |7 757 71 (m, 2H), 7.43 (s, 2H), 7.36
I = Al-1- - 7.73 (m, 2H), 7.30 - 7.27 (m, 1H),
Aol )4 7.25 - 7.21 (m, 1), 7.11 (t, J = 8.8
23;3—1H—¢4;3—3—54- Hz, 2H), 5.03 - 4.98 (m, 1H), 4.91 (t,
SApERO] = J=5.61Hz, 1), 3.66 - 3.63 (m, 2I),
2.33 (s, 3H), 2.19 (s, 3H).
109 o~ on N-(1-(3-Z- 225 |[1HNMR (400 MHz, DMSO-dg): & 8.18 (d, J| 13
S T:>*‘Z'{££j%”0 d)-2etel =5 1= 8.4 Wz, 1), 7.97 (d, J = 6 Hz, 20D,
~ E)-1-(2-(((S)= |7 .41 (s, 1H), 7.36 (s, 1H), 7.32 (t, J
= 1= =7.6 Hz, 2H), 7.28 (t, J =2 Hz, 1H),
SHIESAIFE-2 |6 74 - 6.72 (n, 2H), 6.65 (s, 1H),
- 6.32 (d, J=7.6 Hz, 1H), 5.05 - 5.01
okl e -y qp), 4,92 (t, J=5.2 Hz, 1),
A-D)-1-E-3- |4.61 (s, 1H), 3.82 (d, J = 4.4 Hz,
ZHsAbelel = 1H), 3.65 3.63 (m, 2H), 3.48 - 3.43
(m, 1H), 3.37 - 3.27 (m, 1H), 1.69 -
1.65 (m, 1H), 1.47 - 1.41 (m, 1H),
0.87 (t, J = 7.6 Hz, 3H).
110 o N-(1-(3-Z- 225 [ 1HNMR (400 MHz, DMSO-dg): & 9.75 (s, 3
e E?’ﬁ o d)-2etel =5 A ), 8.49 (d, J = 5.6 Hz, 1H), 8.29
) T [ M@ (UAE (5 ), 8.22 (4, J = 8 Hz, 10D, 7.75
~ L Tl (¢ J='8.8 1z, 20), 7.46 (d, J = 14
‘ w)SR R A g, o), 7.33 (s, 20), 7.29 (s, 1),
;§>—4—“1£z—1H—l4 7.15 (t, J = 8.8 Hz, 2H), 7.06 (d, J =
E-3-7hAROl = |5 6, 1H), 5.00 (d, J = 6.4 Hz, 1H),
4.92 (t, J=6Hz, 1H), 3.64 (s, 2H),
2.18 (s, 3H).
111 ™ O (o-((2- [ (400 MHz, DMSO-dg): & 9.12 (s, 3
AL SEEA-STRE ) 842 (d, J=5.2 Hz, 1H), 8.29
0 7 igj\,ﬁ Ad)oble) A2 (g, =8 Hz, 1), 8.19 (s, 1H), 7.68
ﬁ/ " -4 (t, J=8.41Hz, 1), 7.61 (s, 1H),

D)N-(1-(3-2 2
23d)-2-5}o| =
= Aol 8)-1-

3] §-3-7H % Afvo]

7.50 (d, J=28.4Hz, 1H), 7.41 (s,
M), 7.32 - 7.24 (m, 40), 7.14 d, J =
5.2 Hz, 1H), 6.78 (s, 1H), 5.01 (d, J
=7.2 Hz, 1H), 4.92 (s, 1H), 3.65 (s,
2H).
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112 ™ O (S)-1-(2-((2-Z-= | THNR (400 Mz, DMSO-dg): & 9.12 (s, 3
LT 24 1H), 8.43 (d, J =5.2 Hz, 1H), 8.29
Y > Zx SFRAEIL (g 7=8 1z, 1), 8.19 (s, 1), 7.68

g —/ Ay -d- 1 p =84 Hz, 1), 7.61 (s, 1H),
DIN-(1-(3-2 2 17 49 (d, J = 8.4 iz, 1), 7.41 (s,
iﬁl%g?’a}"ﬁ H), 7.32 - 7.24 (m, 4H), 7.14 (d, J =
j;loﬂa)—ilH— 5.2 Hz, 1), 6.78 (s, 1), 5.01 (d, J
HE-3-7H5AROl |2 7 9 1y, 1H), 4.92 (s, 1H), 3.65 (s,
= 2H).

113 O N-(1-(3-Z- 225 [ 1HNMR (400 MHz, DMSO-dg): & 9.69 (s, 3
o L D)-2-3FOlE5A] H1p) | 8.46 (s, 1H), 8.28 (d, J = 8 Hz,
S ol &)-1-(2-((4=3F |1H). 8.03 (s, 1H), 7.73 - 7.70 (m
L [Ne |FomAD)o LT3 (s o). 7. J=5
. a T d)e 2M), 7.43 (s, 2M), 7.34 (d, J = 5.6

+>—5;$ﬂe”131‘31 Hz, 2H), 7.27 (s, 1H), 7.11 (t, J =
?—;ﬁ‘a)‘g‘ 8.8 Hz, 2H), 6.78 (s, 1H), 5.07 - 5.01
I E-3-7R ARl | (1), 4.93 (t, J = 5.6 Hz, 1i),

= 3.68 - 3.62 (m, 2H), 2.31 (s, 3H).

114 N'X 1-(2-((4-Z2 0. 7 [1HNMR (400 MHz, DMSO-ds): & 9.69 (s, 3

WSS e [R5 1) 86 (s, 1), 8.24 (d, J = 8.8
/" =) 2] -4~ Hz, 1H), 8.02 (s, 1H), 7.73 7.70 (m,

b A)-N-(2-3Fo1 =5 o) 7.44 (s, 1H), 7.37 (d, J=7.6
l = Al-1- Hz, 21), 7.35 - 7.28 (m, 2H), 7.20 (d,
A el & )-1H- J=7.21Hz, 1), 7.11 (d, J = 8.8 Iz,

I E-3-7hARel oy 6,79 (s, 1H), 5.05 (d, J = 6.4

= Hz, 1H), 4.87 (s, 1H), 3.65 (m, 2H),

2.31 (s, 3H).

115 4 N-(1-(3-Z= =5 |[1HNVR (400 MHz, DMSO-ds): & 8.28 (s, 3
= U d)-2-sFol =5l ) 894 (d, J = 11.2 Hz, 1H), 7.96
A= lE)-1-2-(Ael | (s, 1), 7.41 (d, J = 6.4 Hz, 3H),

[ = Ee;iii%c’}“]i) 7.28 - 7.26 (m, 3M), 6.74 (s, 1H),
5= 5.05 - 5.00 (m, 1H), 4.92 (s, 1H),
A e 565 (t, 7= 5.6 Hz, 2), 2.23 (s,
A)-1-9E-3-7F |31), 0.66 - 0.63 (m, 2H), 0.45 (s,
H Aol = 3H).

116 o~ (S)iNé—(l—(Si%{i THNMR (400 MHz, DMSO-ds): & 8.47 (s, 13
WNINN o =) -2-3kel = 1) 8.37 (d, J = 8.4 Hz, 1H), 8.28
A Sy W SAE)-1-2-C | (s, 1), 8.07 (d, J = 5.2 Hz, 1M,

b'm ArelE=E R0l |7 49 (s, 1H), 7.32 (t, J = 5.6 Hz,
‘jli)”*ﬂlﬂ“l‘ 31), 7.03 (s, 1), 6.96 (d, J = 4.0
o)1 Hz, 1), 6.80 (s, 1H), 5.04 - 5.01 (m,
ol YE-A-TFEAL 1oy 3.72 (t, J = 5.2 Hz, 2H), 2.56 -
Aol = 2.48 (m, 1H), 1.33 - 1.22 (m, 2H),
0.43 (s, 2H).

117 g N-(2- THNMR (400 MHz, DMSO-ds): & 8.21 (s, 3
DA ST U 1 s 10 7 s
- I R R R I IR T Fo A T i
~ J e - 7.34 (m, 4H), 7.31 - 7.01 (m, 7H),

e)"}‘ﬂi)ﬂm‘ﬂ 6.72 - 6.71 (m, 1), 5.04 (t, J = 6.0
doa-s)l- Hz, 21), 4.85 (t, J= 6.0 Hz, 1H),
I E-3-7H5AEO] 3 67 - 3.62 (m, 2H), 3.39 - 3.23 (m,
= 1H), 2.18 (s, 3H), 1.28 - 1.22 (m,
1), 1.07 (t, J =7.2 Hz, 1H).
118 1-(2-((4-Z2 0. 7 [1HNMR (400 MHz, DMSO-ds): & 9.80 (s, 6

#d) o] 1) -5-w]
&5 2] g4
d)-N-(2-3}o| ==
Al-1-

s o) -10-o] ]
o} -4-7HAfwto]

=

1H), 8.54 (s, 1H), 8.33 (s, 1H), 8.29
(d, J=28.4Hz, 1H), 8.15 (s, 1H),
7.69 (t, J=5.2Hz, 20), 7.36 (d, J =
7.2 Hz, 2H), 7.26 (¢, J=6.8 Hz, 2H),
7.21 (t, J=6.8Hz, 1), 7.12 (t, J =
9.6 Hz, 2H), 5.04 - 4.97 (m, 2H), 3.71
(d, J=4.4Hz, 20), 2.26 (s, 3H).
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119 N N-(1-obv]:=-3-¥] | 1INVR (400 Milz, DMSO-ds): & 9.15 (d, J| 9
wANANA gii%ﬂ—:H3=92m,mL816m,J=6m,mL
" A)-1-(2-((4==7F 17 90 (s, 1), 7.66 (t, J = 4.4 Hz,
_ S2A)OM ) 5, 7.38 (s, W), 7.23 (d, J = 4 Hz,
] C) sefe-d-el U ), 714 - 7.12 (w, 21, 7.01 (d, J =
=37 ARl g 4z, 1), 6.90 (t, J = 10 Hz, 1),
= 6.71 (s, 1H), 4.02 (d, J = 5.6 Hz,
1), 2.88 - 2.85 (m, 1), 2.77 - 2.72
(m, 1), 2.65-2.48 (m, 2H), 2.15 (s,
1), 1.85 (s, 2H).

120 N/ft[j N-(2- 1INVR (400 Mz, DMSO-dg): & 8.25 (s, 3

NN . Stel =S5 A-1-91d | 1p) | 8.19 (d, J = 8 Hz, 1H), 7.94 (s,
/" NE)-1-(5- 1), 7.35 (d, J =8 Hz, 3H0), 7.29 (t,
ﬂggéyﬁﬁﬁTJ=asm,%x720u,J=72m,
© ==-2H- 21), 6.74 (s, 1), 5.06 - 5.00 (m,
FR-4-eb)okwl 11y 4.85 (s, 1H), 3.86 (t, J = 14 Hz,
w)Sel oA ) 564 (s, 2, 3,37 (1, J = 10.4
SO Z-3-7F g, i), 2.21 (s, 8H), 1.81 (d, J = 12
Aol = Hz, 21), 1.52 - 1.45 (m, 2H)
121 oo N-(2- 1HNVR (400 Mz, DMSO-dg): & 9.56 (s, 3
P o shol=SAI-1-91d | 1) 8.46 (s, 1H), 8.21 (d, J = 8.4
anY o &)-1-(5- Hz, 1H), 8.09 (s, 1H), 7.47 (s, 1),
] v WL -2-((3,4,6-E 1736 (4, J= 7.2 Hz, 20), 7.3 (t, J=
RN S0k 17 61, 21y, 7.21 (t, J=7.2 Hz, 31,
D)l nlE-As e 7 (s, 1), 5.04 (d, J = 7.2 Hz, 1),
S-S Z-3-7F 1485 (t, J = 5.6 Hz, 1), 3.73 (s,
Akl = 6H), 3.62 (s, 2H), 3.59 (s, 3H), 2.32
(s, 3H0)
122 - 1-(2-((2- 1INVR (400 Mz, DMSO-dg): & 9.43 (s, 3
NN ZER-4-Z2ow -
i . 2 STEE ), 8.68 (s, 1), 8.32 (d, J =8 Iz,
) ﬁ/LW;L{:>CWA//m' AD)OF ) =5-C 1), 8.05 (s, 1H), 7.64 - 7.61 (m,
) - |eeETEE ), 7.57 - 7.53 (n, 1), 7.35 - 7.26
N L |EmEa i, s, 7.22 - 7.18 (n, 2H), 6.68 (d,
; A)N-(2-3FOl =% | 72 1.6 Hz, 1H), 5.00 - 4.95 (m, 1H),
Al-1- 4.83 (t, J=5.6 Hz, 1H), 3.67 - 3.56
ldeol el )-1H- (m, 2H)
5] &-3-7} At o]

123 IS¢ N-(1-(3-Z 223 |1INMR (400 Mz, DMSO-ds): & 8.27 (t, J| 3
e = O d)-2-SFol=HAl |- 4 81z, 2, 7.96 (s, 1H), 7.48 (d,
<i7 e lE)-1-(5- 1 7=6.0 Hz, 1H), 7.40 (d, J = 8.8 Hz,

d (= |MIE-2-(CEERVRE o) 7,34 (¢, J = 7.6 Hz, 21), 7.28
OJERFE-3-) (¢ J=8.4H, 1), 6.75 (s, 1H),
OE?15:)»{?4U1€1—4 5.05 - 5.00 (m, 1H), 4.95 (t, J=5.6
T3P g, 110), 4.36 (br s, 1), 3.89 - 3.78
SARREO] = (m, 2H), 3.72 - 3.63 (m, 3H), 3.54 -
3.52 (m, 1), 2.17 (s, 3H), 2.15 -
2.08 (m, 1), 1.90 - 1.86 (m, 1I)

124 S 1-(5-2 2 2-2-(¥ | 1HINMR (400 Miz, DMSO-ds): & 9.35 (s, 10
A dotuli) A Z D4y 834 (s, 1), 8.21 (d, J = 8 iz,
S TN = % gy, 7,76 (s, 1), 7.61 (d, J = 7.6
o (= |Bod)2-slel= gy, oy, 742 (s, 1D, 7.34 - 7.26 (m,

Aol &) -111- SH), 7.17 (t, J = 2.8 Hz, 1), 6.94
HE-3-7H ARl | (= 7.6 Hz, 11D, 6.87 (s, 1H),
= 6.78 (s, 1H), 5.06 - 5.0 (m, 1H), 4.92
(t, J=6Hz, 1), 3.67 -~ 3.62 (m, 2H)
125 N (S)-N-(1-(3-22 |1HNVR (400 Milz, DMSO-ds): & 9.7 (s, 3

24~
ZF02¥d)-2-
slo] = F Al " )-1
-2 (4-EFe=
#d ) o} = )-5-1
g 7] g m] el -4-
Ad)-1H-3 &-3-7}
EApatol =

1), 8.46 (s, 1), 8.27 (d, J=7.6
Hz, 1H), 8.02 (s, 1H), 7.73 - 7.71 (m,
2H), 7.57 (d, J =6 Hz, 1H), 7.44 (t,
J=2Hz, 1), 7.36 - 7.34 (m, 2H),
7.14 - 7.09 (m, 2H), 6.77 (s, 1H),
5.06 - 5.01 (m, 1H), 4.94 (t, J=15.6
Hz, 1H), 3 .68 - 3.61 (m, 2H), 2.31

(s, 3H)
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126 r (S)-N-(1-(3-Z& [1INMR (400 Mz, DMSO-ds): & 9.57 (s,
w/km‘y/yf/ o 24 M), 8.47 (s, 1), 8.25 (d, J=17.6
ey SR 2 Ay 1), 8.09 (s, M), 7.57 (d, J =6

Y - shel==AE)-1 (Hy, 1H), 7.48 (s, 1H), 7.36 (d, J =
. y -(5- 6.8 Hz, 2H), 7.19 (s, 2H), 6.79 (s,
AE-2-((3.4.5-E | 111) | 5.04 (d, J = 7.2 Hz, 1H), 4.93
Eﬁfﬂfﬁ;l;ﬂﬁ%}°z (s, 1), 3.73 (s, 6). 3.64 (s. 2H).
iRl 3.60 (s, 3M), 2.32 (s, 30)
2ajrpo] =
127 ot N-(1-(3-Z =23 |[1INMR (400 MHz, DMSO-ds): & 8.24 (s,
W/Lw/\yi>,4{ o D)-2-3FOlE5A1 o) 7,95 (br s, 1), 7.42 (s, 1H),
™ AE)-1-2-((-H 7 57 (s, 1), 7.34 (s, 2), 7.28 (s,
5 { SAEE-2-9)0k 1) 6,97 (br s, 1), 6.74 (s, 1H),
B Ple)-5-mlEAE 5 03 (d, J= 7.2 He, 1), 4.92 (s,
UW¥*3*ﬂ%ﬂ 1), 4.0 (s, 1H), 3.65 (d, J = 4.8 Hz,
E-3-7HAREOI= ol 3.35 (d, J = 6 Hz, 2H), 3.22 (s,
3M), 2.31(s, 3H), 1.59 (s, 1H), 1.45 -
1.43 (m, 1), 0.86 (t, J = 7.6 Hz, 3I)
128 N/fi[j N-(2- THNMR (400 MHz, DMSO-dy): & 8.28 (s,
wASP A o shel=SA-1-91d | 1) 8.20 (d, J = 8.0 Hz, 1H), 7.95
<f?7 ~ E)-1-(5- (s, 1H), 7.45 (s, 1H), 7.37 (t, J =
J A e -2-((AI=28E g 4 1y, 3H), 7.30 (t, J = 7.2 Hz, 2H),
— OJERFE-3-C) 1791 (t, J= 6.8z, 1), 6.75 (s,
0}?15:)3{?4U1?i—4 1), 5.06 - 5.01 (m, 1H), 4.86 (s,
;§é>—1H—*4%%—3—7P 1H), 4.36 (br s, 1H), 3.89 - 3.78 (m,
EARRo] = 2H), 3.72 - 3.63 (m, 3H), 3.54 - 3.52
(m, 1), 2.17 (s, 3H), 2.15 - 2.08 (m,
1H), 1.90 - 1.86 (m, 1H)
129 e 1-(2-((2- THNMR (400 MHz, DMSO-dy): & 8.77 (s,
1 Zmg-4-Z2om -
N N 2 =5 M), 8.43 (s, 1H), 8.27 (d, J = 8 Hz,
m\T)\ ‘w//ﬁw«kw Aokl ) =5-m | 1yp) | 8.21 (s, 1), 7.76 - 7.72 (n,
7J O AT E-A- ) 7.63 (t, J = 2.8 Hz, 1H), 7.49 -
I = A)-N-(2-8}°I =% |7 46 (m, 1H), 7.35 (d, J = 7.6 Hz,
Al-1- oN), 7.27 (t, J = 8.4 Hz, 2H), 7.24 -
A el d)-1H- 7.19 (m, 2H), 6.79 - 6.78 (m, 1H),
IE-3-7HAROl 15 05 - 5.0 (m, 1H), 4.85 (t, J = 5.6
= Hz, 1H), 3.92 (s, 3H), 3.68 - 3.62 (m,
2H)
130 "/fj[j 1-(2—( THNMR (400 MHz, DMSO-dy): & 8.25 (s,
AN P lEotulie)-5-¥ |11y 8.19 (d, J = 8.4 Hz, 1), 7.94
P _ [ EEEIS I (s 1) -
HN—X ~ S, s 7.35 (d, J 7.6 HZ, SH),
TN D)N-(2-8F1 =5 |7 99 (¢, J = 7.6 Hz, 2H), 7.22 - 7.16
_ A-1- (m, 2H), 6.74 (s, 1), 5.06 - 5.01 (m,
Aol ©)-1H- 1), 4.86 (t, J =6 Hz, 1), 3.67 -
I E-3-7FAo] 13 69 (m, 2H), 3.30 - 3.23 (m, 2H),
= 2.21 (s, 3H), 1.11 (¢, J = 6.8 Hz, 3H)
131 W/flf 1-(2-((2,3-T]3}0] | THNMR (400 MHz, DMSO-ds): & 9.46 (s,
NN P =224 g, 842 (s, 1), 8.2 (d, J = 8 Hz,
~/ W H5A-6-21)°kml 1) 8.0 (s, 1), 7 .41 (t, J = 2.8
) [N S)=5-w= Iy, 1), 7,41 - 7.34 (m, SH), 7.22 (d,
(L - W-4-)-N-(2-3} | 7= 7.6 1z, 1), 7.11 (t, J = 2.8 Hz,
o= A-1-sdel | 1) 6,79 (s, 1), 6.75 (d, J = 8.8
S)-M-915-3-7F |y, 1), 5.06 (t, J = 7.2 Hz, 1H),
HAhke] = 4.86 (t, J=5.2Hz, 1), 4.20 - 4.16
(m, 4H), 3.66 - 3.64 (m, 2H), 2.29 (s,
3H)

132 Y 1-(2( THNMR (400 MHz, DMSO-dg): & 9.77 (s,
Hm\ﬁw:ygv(w ?Ef%%%igéyﬂ 1), 8.54 (s, 1), 8.42 (d, J = 8.4
T e B REEN T, 1), 8.36 (d, J = 0.8 Hez, 1),

Y = o 8.18 (s, 1), 8.03 (s, 1), 7.91 (d, J
e A )-N-(1-(3-F =

23d)-2-3fo] =
= Aol &)-1H-0] 7]
Z-4-F} 5 A u}o)

=2 Hz, 1H), 7.54 - 7.48 (m, 2H), 7.44
(s, 1), 7.34 (d, J=5.2 llz, 21,
7.29 (t, J=1.6 Hz, 1H), 6.90 (d, J =
1.6 Hz, 1), 5.02 (d, J = 8 Hz, 20),
3.72 (d, J=5.6 Hz, 2, 2.27 (s, 3
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133 7 N-((S)-1-(3-Z= |1HINVR (400 Mz, DMSO-ds): 8.24 (d, J = 3
w N o 24 5.2 Hz, 2H), 7.94 (s, 1H), 7.56 (d, J
{/AT =/ ae ERQRAD)2- -7 5 1y, 1), 7.36 - 7.32 (n, 3,
oo Q shol==A191E)-1 1679 (d, J= 8 Hz, 1H), 6.73 (s, 1H),
F —(2—(($ﬂ5>—1—’5}°1 5.03 - 4.99 (m, 1), 4.93 (t, J =6
ESAEE-2-) g, ), 4.56 (t, J= 5.6 Hz, 1H),
ofwe)-5-w=E I |3 91 (br s, 1H), 3.67 - 3.62 (m, 21),
el -4-eD)-1l- 13 47 - 3.43 (m, 1), 3.35 - 3.33 (m,
HE-3-7 Al 1) 2014 (s, 3, 1.68 - 1.62 (m,
= ), 1.22 (s, 1), 0.86 (t, J=7.6
Hz, 3H)
134 N-(1-o}v]=-3-%] | 1HINVR (400 Milz, DMSO-ds): & 11.29 (s, 12
JX L o 1H), 9.49 (s, 1H), 9.04 (s, 1), 8.59
Crm) e g, =88 iz, 1), 8.25 (s, 1D,
;\d srezdzldl |7.93 @, J= Hz 1H), 7.33 - 7.14
! (131 (m, 8H), 6.94 ( = 9.6 Hz, 1H),
‘i;—’?;—F)—"‘)OW 4.29 (s, 1H), 3.50 (s 1H), 3.16 -
SN 2.83 (m, 3H), 1.97 (s, 3H)
)-10-1,2,3-E
oF-4-7HH At ol
135 i~ o N-(2- 1HNVR (400 Mz, DMSO-dg): & 9.12 (s, 9
e o S A opAlERPEelle-1-31 | 111y 8,33 (s, 1), 8.11 (d, J = 18.4
=~/ el =)-1-(2-((4 1y, o), 7.63 (s, 3H), 7.35 (s, 5H),
—EFeRAE)L 1711 (s, 3H0), 6.71 (d, J = 10 Hz, 2I),
! ﬂi)o? ”Eéﬂm 5.08 (s, 1), 3.46 (s, 2), 2.15 (s,
1l =
B 31, 1.78 (s, 3H)
136 i~ N-(2- IHNVR (400 Mz, CDCI3): & 8.34 (s, 4
HTAN/ A o ol -1-(3-F& |1H), 7.95 (s, 1H), 7.69 (d, J = 1.
T T 23d)e)-1-(2 [Hz, 1), 7.34 (t, J = 2.8 Hz, 1H),
LY g -((2,2-v] &7 2.2 |7.23 (s, CDCI3 A9} Wi, 11),
e Wz [d][1,318 [7.06 6.99 (m, 2H), 6.78 6.77 (m,
&5 1), 3.86 (s, 3H), 2.40 (s, 3H).
2o}y e )-5-u g
5] 27 6 -4-
d)-1H-9] &-3-7}
2ajrpo] =
137 Y E?‘(Sﬁ%ﬂ 1HNVR (400 Mz, DMSO-dg): & 9.41 (s, 3
[ o “278ol == A ) 8.4 (s, 1H), 8.27 (d, J = 8 Hz,
Y - " NE)-1-(2=((2.3 |1p), 8.03 (s, 1), 7.68 (d, J = 7.6
N O “HskOlERMEF \y, 11y, 7.43 (s, 2H), 7.34 - 7.27 (m,
e H-5-9D)P%)-5- 4y 6.76 (s,1H), 6.67 (d, J = 8.8 Hz,
zﬂ%ﬂﬂfg—ﬁl— 1), 5.06 - 5.01 (m, 1H), 4.92 (d, J =
SDUES =37k 16 112, 1), 4.47 (t, J = 8.8 Hz, 21D,
ARk = 3.66 (t, J=5.6Hz, 2l), 3.15 (t, J =
8.8 Hlz, 21). 2.29 (s. 3H)
138 o 1-(2-((2,3-t) ko] | 1HNMR (400 MHz, DMSO-ds): & 9.4 (s, 3
w N o ERMEFE-5- ), 8.39 (s, 1), 8.23 (d, J = 8 Hz,
)\W O D)ot =)-5-9 | 111) | 8.03 (s, 1H), 7.59 (s, 1H), 7.42
g\\/ slejuie-4- (s, 1), 7.37 - 7.34 (m, 3H), 7.32 -
d D)N-(2-8Fol =% |7 98 (m, 21), 7.21 (¢, J = 7.2 Iz,
Al-1- M), 6.77 (s, 1), 6.67 (d, J = 8.4
Aol ©)-1H- Hz, 1), 5.07 5.02 (m, 1H), 4.86 (s,
A E-3-7HEAROl () 447 (t, J = 8.4 Hz, 2H), 3.65
= (t, J=9.2Hz, 21D, 3.15 (t, J=28.8
Hz, 20, 2.29 (s, 3H0)
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139 Y, N-(1-(3-Z 225 |1INR (400 Mz, DMSO-ds): & 9.47 (s, 3
GRS Ve d)-2etel =5 A ), 8.42 (s, ), 8.27 (d, J=8.4
ST e | @@, ), 8,00 (s, 1), 7.43 (s, 2H),
N L - 7.33 (s, 3H), 7.29 (s, 1H), 7.12 -
- F161T15i51?ﬂ55[b] 7.09 (m, 1H), 6.76 (t, J = 7.2 Hz,
: 2l), 5.03 (t, J=7.6Hz, 1H), 4.93
H&A-6-eDeb (5 1), 4.18 (t, J = 5.6 Hz, 4H),
)5S W] 3 66 (4, J = 4.4 Hz, 2H), 2.29 (s, 3H)
©l-4-9))-1H-
5] £-3-7H Awol
140 Y 1-(2-((1H- 1HNVR (400 Mz, DMSO-ds): & 12.87 (s, 3
e o O AE-5-2D)ekl 1), 9.61 (s, 1), 8.45 (s, 1), 8.26
_ W<;x 25BN (q g = sz, 1), 8.19 (s, 1), 8.07
(O [94)N-28 (s 1), 7.97 (s, 1), 7.55 (d, J = 8
St ol =S A-1-AEel 1y, ), 7.45 (¢, J = 4.4 Hz, 21),
EUESAE-37F 1757 (4, J= 7.2 Wz, 20D, 7.30 (t, J =
sARRe] = 7.2 Hz, 20), 7.21 (d, J = 6.8 Hz, 1I),
6.78 (s, 1), 5.08 - 505 (m, 1H), 4.87
(t, J=5.6Hz, 1H), 3.66 (s, 2H),
2.31 (s. 3M)
141 N/«t[j N-(2- 1HNVR (400 Mz, DMSO-ds): & 8.26 (s, 3
s f o Shol =S A-1-71 | 1p) | 8.20 (d, J = 8.0 Hz, 1H), 7.94
S ME)-1-(5-  |(s, 1), 7.36 (d, J = 7.2 Hz, 3H),
] O = -2-(CIESE |7 99 (¢, J=7.2 Hz, 31), 7.20 (t, J =
— o] == -2H- 6.8 Hz, 1), 7.10 (s, 1H), 6.75 (s,
) @-3-9) opw) 1), 5.04 (d, J=7.2 Hz, 1H), 4.86
b E-d- (1), 3.84 (d, J = 8.4 Hz, 2H),
- E-3-7F 1379 (4, J = 11.2 Hz, 1), 3.65 (d, J
HARAEe] = = 4.0 Hz, 2H,), 3.08 (t, J = 10.8 Hz,
M), 2.22 (s, 3H), 1.94 (br s, 1H),
1.66 (s, 1H), 1.54 (d. J = 8.0 Hz. 2H)
142 o~ N-(1-(3-Z 223 [1INR (400 Mz, DMSO-ds): & 8.40 (s, 3
LA d)-2-3tel =5 qy)| 8.27 (¢, J = 8.8 Hz, 2H), 8.0 (s,
) TN NE)-1-(2-((4== |11y, 7.87 (t, J = 7.6 Hz, 1D, 7.41
T " Fo2-2-vIEAA | (5 o), 7.34 -7.27 (m, 3H), 6.98 -
d)otwe)-5-M49 |6 95 (m, 1), 6.76 (s, 2H), 5.06 -
sejvd-d4- 5.01 (n, 1), 4.93 (t, J = 5.2 Hz,
2D)-1-95-3-7F | 111), 3.82 (s, 3H), 3.68 - 3.64 (m,
ARFe = 2M). 2.30 (s. 3H)
143 T N-(1-(3-Z 223 [1INR (400 Mz, DMSO-ds): & 9.66 (s, 3
LA )-2-3Fel =54 1) .46 (s, 1H), 8.27 (d, J = 8.4
1) Dy AE)-1-(2-((3-= |y, 10), 8.02 (s, 1), 7.70 - 7.67 (m,

o ond FE-2-WEAA ) 743 - 7.40 (m, 3H), 7.33 - 7.27
)obme)-5-H" |y 3m), 7.09 (t, J= 9.6 Hz, 1H),
sejvd-d4- 6.79 (s, 1), 5.27 (d, J = 7.6 Hz,
;i>—1H—”4ez—3—7P 1), 4.95 4.85 (m, 1), 3.78 (s, 3M),
ARl = 3.66 (d, J = 4.8 Hz, 21), 2.31 (s, 3H)

145 L N-(1-(3-Z 223 [1INR (400 Mz, DMSO-ds): & 8.20 (s, 13

HN//[>£ o d)-2-8Fl =541 ) 8,01 (t, J = 5.6 Hz, 2H), 7.40

(fE =/ NE)-1-2-(FF | (q, J=10.4 Hz, 21), 7.30 (d, J =
b a Z-3-oM) 115 9 1z, 30), 6.78 - 6.72 (m, 3H),
e d-4-)-1H- 559 (s, 1), 5.02 (d, J = 7.2 Hz,
I E-3-7H Al ) 4,04 (s, 1), 4.26 (s, 1), 3.65
= (s, 2H), 3.09 (d, J = 11.2 Hz, 2H),
2.95 (s, 2l), 2.85 (s, 1), 2.04 (t, J
= 6.8 Hz, 1D, 1.62 (s. 1M)
146 N N-(1-(3-Z 223 |1INMR (400 Mz, DMSO-ds): & 8.24 (d, J| 3

d)-2-5fo] E5]
ol E)-1-(2-((($)-
1_

So] = %A El-2
-9 ) o} 1) -5
RELNERS
2)-1H-3] 2-3-7H
2 Avpo] =

=7.2 Hz, 2H), 7.94 (s, 1H), 7.42 -
7.26 (m, 5H), 6.80 - 6.74 (m, 2H),
5.05 - 5.00 (m, 1H), 4.94 - 4.91 (m,
1H), 4.57 - 4.55 (m, 1H), 3.83 (br s,
1), 3.65 (d, J = 4.8 Hz, 2H), 3.47 -
3.42 (m, 1H), 3.37 - 3.32 (m, 1H),
2.21 (s, 3H), 1.68 - 1.61 (m, 1H),
1.45 - 1.38 (m, 1H), 0.862 (t, J=17.2
Hz, 3H)
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147 N/«t[j 1-(2-((1,3-t) ko] | 1INMR (400 MHz, DMSO-ds): & 8.25 (s, 3

wAP N o ESAZRI-2- 1) 820 (d, J =8 Hz, 1), 7.95 (s,
H\ — 4/:\ )otre)-5-M" | 111) 7,39 - 7.28 (m, 7H), 7.22 7.18
b ha 8 gelre-ds o, ), 6.75 (s, 1), 6.59 (d, J = 8

N— ) N-(2-8F1 =5 1y, 1), 5.06 5.01 (m, 1H), 4.86 (t,
Al-1- J=6Hz, 1), 4.57 (t, J = 5.2 Hz,
SOl =)= - 1oy, 3,93 3.89 (m, 1H), 3.66 (t, J =
I E-3-7hAbkel |5 6 Hz, 2H), 3.51 - 3.48 (n, 2H), 2.22
= (s, 3H)

148 Y, N-(2- 1INR (400 MHz, DMSO-ds): 6 9.46 (s, 3
NP G & S stel =S5 A-1-91d | qpy g 43 (s, 1), 8.23 (d, J = 8.4
Uw«@ O o 2)-1-2-C(-" |y, 10y, 8.03 (s, 1H), 7.68 (s, 1),

- FAS-2-(o S 17 54 (s, 1), 7.45 (s, 1), 7.44 (d, J
AASA-1-Dell =9 4 1y, 20), 7.36 (d, J = 7.6 Hz,
i“ﬁh@ﬁﬂi)2m,730u,J=63HL2m,rm
-5- (t, J=7.21Hz, 1), 7.16 - 7.14 (m,
ﬂ%ﬂﬁﬂgﬁ— 1H), 6.87 (d, J=5.2 Hz, 1H), 6.80
DU E-3-7F | (s, 1), 5.07 - 5.02 (m, 1), 4.88 (s,
Akl = 1), 4.02 (s, 2H), 3.70 (s, 3H), 3.65

(s. 2I), 2.65 (s, 3H). 2.30 (s, 4H).
2.25 (s, 3H)

149 N N-(2- 1INR (400 MHz, DMSO-ds): 6§ 9.76 (s, 3
WP e [SOIEEAIIE 1), 8.0 (s, 1), 8.20 (4, J = 4.4
AT oNE)-1-(5- Hz, 1), 8.12 (d, J = 8 Hz, 1H), 7.86
_ '4z:j> ﬁ]fz;f‘( (s, 1), 7.66 - 7.62 (m, 2H), 7.54 (d,

— sefd-a- J=281Hz, 1), 7.37 - 7.36 (m, 2H),
Aot ) Ael D417 51 (¢ 7= 7.2 Wz, 2W), 7.21 (t, J =
TS 7 6 1z, 1), 7.09 (s, 1H), 6.84 (t, J
=ARbe] = = 6.4 Hz, 1), 6.77 (s, 1), 5.07 -
5.02 (m, 1), 4.86 (t, J = 5.6 Hz,
1), 3.67 -~ 3.62 (m, 21, 2.17 (s. 31)
150 ~ §W{.< 2-(1-(2-((2-22 [1INIR (400 Milz, DMSO-ds): & 8.99 (s, 3, 18
DN " 24 1H), 8.49 - 8.43 (m, 1H), 8.39 (s
" NN\ = = Ny ’ ’ ’ ’
S DL EFe@Adel i) 7,03 (s, 1), 7.69 - 7.66 (m,
g O ﬂ14A)—5;$ﬂ;z¢4f? ), 7.49 -7.38 (m, 6H), 7.36 -7.30
: HIEAmSDAEA o, 1), 7.28 - 7.19 (m, 1), 6.74 (s,
&3~ M), 5.37 - 5.35 (m, 1), 4.50 - 4.45
TR ARl ) =2 | (n, 1), 4.31 - 4.28 (m, 1), 3.67 (s,
Adeld 1H), 2.99 (s, 1H), 2.28 (s, 3H),
2-obn| ye—4-w €A |1.71(s, 1H), 1.61 - 1.55(m, 1H), 1.43
E} o o] E - 1.35(m, 21), 0.70 (t, J = 3.2 Hz,
6H)

151 IS4 N-((S)-1-(3-Z2 [1HINMR (400 Milz, DMSO-ds): & 8.28 (s, 3
WH/(>j — = d)2etel= ), 8.24 (d, J = 8.0 Hz, ), 7.95
(f7 il SACNE)-1-(5-" | (s 111), 7.45 - 7.39 (m, 3H), 7.36

; Oy G-2-((HE2t3ke] |7 96 (m, 3H), 6.75 (s, 1H), 5.05 -
=EEFe-3-e)ok 1500 (m, 1), 4.94 - 4.91 (t, J = 5.6
D) el -As g, 1), 4.35 (br s, 1), 3.89 - 3.78
D)-I-AE-3-7F () 2i), 3.72 - 3.65 (m, 3H), 3.54 -
sAhate] = 3.51 (m, 1), 2.17 (s, 3H), 2.15 -
2.09 (m, 1), 1.89 - 1.86 (m, 1H)
152 - N-((S)-1-(3-22 [1HINR (400 Mz, DMSO-ds): & 8.25 (d, J| 3

23d)-2-5}o| =
= Ao €)-1-(5-7]
d-2-((d Eetato]
E =2 -20-9] -3~
e)obu] ) 2] v
d-4-9)-1i-

3] §-3-7HEApolo]

=

= 13.6 Hz, 2H), 7.95 (s, 1H), 7.42 (s,
M), 7.37 - 7.28 (m, 4H), 7.11 (s,
M), 6.74 (s, 1H), 5.03 (d, J = 6.4
Hz, 1H), 4.93 (s, 1H), 3.83 (s, 2H),
3.74 - 3.65 (m, 3H), 3.09 (d, J =
10Hz, 1H), 2.22 (s, 4H), 1.94 (s, 1H),
1.66 (s, 1H), 1.55 (s, 2H)
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153

-2~ ((4-=F2=
Hd)opr] i) -5-1
o9 2w el —4-
A)-N-(2-3to] =%
Al-1-
Hdeold)-2-

el -1H-

ol tE-4-7H5A}
vlol=

THNMR (400 MHz, DMSO-d¢): & 9.89 (s,

M), 8.60 (s, 1H), 8.21 (d, J =8.4
Hz, 1H), 7.92 (s, 1H), 7.70-7.67 (m,
20, 7.37 (d, J =7.2 Hz, 2H), 7.31
(t, J=7.2Hz, 2H), 7.24 (d, J =7.2
Hz, 1H), 7.16 (t, J = 8.8 Hz, 2H),
5.02 (d, J=4.8 Hz, 2H), 3.77-3.69
(m, 2H), 2.35 (s, 3H), 2.03 (s, 3H)

154

1-(2-( (4~
Z29Z-3-1EA
#d ) o} = )-5-1
gl 7] 2] m] el -4-
)-N-(2-8fo]| ==
Al-1-
ol el )-1H-

3] &-3-7H5Abufo]

IHNMR (400 MHz, DMSO-d¢): & 9.75 (s,
1H), 8.49 (s, 1H), 8.28 (d, J = 8 Hz,

1H), 8.09 (s, 1H), 7.82 - 7.80 (m,
1), 7.48 (s, 1H), 7.38 - 7.08 (m,
7H), 6.82 (s, 1H), 5.09 - 5.03 (m,
1H), 4.92 - 4.89 (m, 1H), 3.81 (s,
3H), 3.66 (s, 2H), 2.34 (s, 3H)

155

N-(1-(3-Z 229
d)-2-3}o] EEA]
ol &)-1-(2-((4-Z
Fozyd)o}n
)-5-w e g
H-4-2)-1H-0] 7]
UpE-4-7H5Apmfo]

=

THNMR (400 MHz, DMSO-d¢): & 9.81 (s,

1H), 8.54 (s, 1H), 8.42 (d, J = 8Hz,
1H), 8.35 (s, 1H), 8.17 (s, 1H), 7.69
(m, 2H), 7.44 (s, 1H), 7.33 (s, 2H),
7.29 (s, 1), 7.12 (t, J = 8.4 Hz,
2H), 5.04 (s, 2H), 3.73 (s, 2H), 2.27
(s, 3H)

156

N-((8)-1-(3-F=
Z23d)-2-8Fo] =
E Aol & )-1-(5-1]
gl -2-((H Eg}s}o)
= 2 -20-3 -3
d)ofr] ) I EH
U-4-)-1H-

3] &-3-7} A}

=

1HNMR (400 MHz, DMSO-d¢): & 8.25 (t, J

= 4.8 Hz, 2H), 7.95 (s, 1H), 7.42 (s,
M), 7.37 (s, 1), 7.33 (d, J= 6.4
Hz, 1H), 7.27 (d, J = 3.4 Hz, 2H),
7.10 (d, J=7.6 Hz, 1H), 6.74 (s,
1H), 5.05 - 5.00 (m, 1H), 4.93 (t, J =
5.6 Hz, 1H), 3.84 (d, J = 8.0 Hz, 2H),
3.72 (d, J=10.8 Hz, 1H), 3.67 - 3.63
(m, 1), 3.08 (t, J = 10.4 Hz, 1),
2.22 (s, 30), 1.94 (s, 1H), 1.66 (s,
1), 1.53 (d, J = 8.8 Hz, 2l

157

N-((9)-1-(3-&F=
24~
EFerd)-2-
slo] EF Al " )-1
-(5-vE-2-((HE
ghelo] = 2 Fghk-3
-d)olr ) 9] g H]
-4-4)-1H-

3] &-3-F} A}

1HNMR (400 MHz, DMSO-d¢): & 8.28 -

8.23 (m, 2H), 7.95 (s, 1H), 7.56 (d, J
= 8.4 Hz, 1H), 7.45 (d, J = 5.6 Hz,
), 7.39 - 7.32 (m, 3H), 5.05 - 4.99
(m, 1H), 4.94 (s, 1H), 4.36 (br s,

1H), 3.89 - 3.80 (m, 2H), 3.70 - 3.64
(m, 3H), 3.53 (s, 1H), 2.23 (s, 3H),
2.15 - 2.10 (m, 1H), 1.82 (d, J=6.0
Hz, 1H)

158

N-(2-
obAlElhe] 1-1-(3

2 2d)ed)-
1-(2-((2,2-9 &%
o =m=z[d][1,3]
U] &2-5-4) o}
)-5-w e g
©-4-<1)-1H-

¥ Z-3-7} A}t o]

=

THNMR (400 MHz, DMSO-d¢): & 9.90 (s,

1H), 8.5 (s, 1H), 8.44 (d, J = 8.4 Hz,
1H), 8.03 (s, 1H), 7.98 (s, 1H), 7.91
(s, 1H), 7.46 (s, 1H), 7.41 (d, J =
11.2 Hz, 2H), 7.35 = 7.30 (m, 4H),
6.75 (s, 1H), 5.0 (br s, 1H), 3.47 (br
s, 2, 2.32 (s, 3H), 1.77 (s, 3H)

159

N-(2-

obr] 1e-1-(3-F &
ZHd)dE)-1-(2
-((4-
ZRo2dd)o}
| 5)-5-v| & 51 g
U-4-)-1H-

3] &-3-7} A}

d

n

IHNMR (400 MHz, DMSO-d¢): & 9.07 (s,

1H), 8.15 - 8.12 (m, 2H), 7.67 - 7.61
(m, 3H), 7.39 (s, 1H), 7.36 - 7.26 (m,
3H), 7.09 - 7.06 (m, 3H), 6.75 (s,
1), 6.69 (s, 1H), 4.90 (d, J = 6.8
Hz, 1H), 2.84 (d, J = 7.2 Hz, 2H),
1.88 (br s, 2H), 2.14 (s, 3H)
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160 Y N-(1-(3-Z- 225 |1INMR (400 Mz, DMSO-dg): & 9.71 (s, 3
e d)-2-8Fel =54 |1y 8.46 (s, 1H), 8.25 (d, J = 7.6
\\/ Sy , O. S, , O. s .
X [fj *} N (WD iy, 1), 7.98 (s, 1), 7.41 (s, 2H),

|78 =720 (4w, 716 (¢, =8
=2Wz0d] g, 2H), 6.77 (s, 1H), 5.02 (d, J =
6.8 Hz, 1H), 4.93 (s, 1H), 3.65 (s,
SE-4-A)o (o), 2.33 (s, 3H)

'z
B —
to

q K}
[1
=
e )-5-H g 72w
d-4-4)-1H-
SERE SRR
161 o4 N-((S)-1-(3-Z= [1HNMR (400 Mz, DMSO-ds): & 8.28 (s, 3
e L 2328kl = ), 8.24 (d, J= 8.4 Hz, 1), 7.96
o ™ =) -1-(5-7 | (s "11), 7.46 - 7.39 (m, 3H), 7.36 -

d (O B2 US)-EER 7 98 (n, 30), 6.75 (s, ), 5.02 (t, J
SOI R R-3- 1= 6.8 11z, 1), 4.93 (s, 1), 4.37 (br
ok ) ml g 1), 3.89 - 3.79 (m, 2H), 3.72 -
d-4-d)-1H- 3.66 (m, 31), 3.54 - 3.51 (m, 1),
SE-37E5Ael (.18 (s, 3H), 2.16 - 2.09 (m, 1H),

1.89 - 1.86 (m, 1H)

$)-1-(3-Z = |[1HNMR (400 MHz, DMSO-ds): & 8.28 (s, 3
d)-2-8F°l= |1y, 8.24 (d, J = 8.0 Hz, 1H), 7.96
ATED-1=(5 | (s, 1), 7.46 = 7.39 (n, 3H), 7.34 -
~((R)-BEIEZ} 7 98 (m, 3H), 6.75 (s, 1H), 5.03 (d, J
ZEFH-3- |2 6.8 Hz, 1H), 4.93 (s, 1H), 4.37 (br
}014—)J434 "l |s, 1), 3.89 - 3.79 (m, 2H0), 3.72 -
) -1H- 3.66 (m, 3H), 3.53 (t, J = 4.0 Hz,

=3-7FE ARkl 1), 2.15 (s, 3H), 2.16 - 2.09 (m,
1H), 1.87 (t, J = 6.4 Hz,1H)

|
> 8

162 ,jii:[j .

| ~ O
»Jko—'m

mw

[
M£mﬁ$mmwz
>

163 ™ N-(1-(3-Z 223 [THMR (400 MHz, DNSO-dy): & 8.88 (s, 13
Ol Tas )-2-3FOl =54 1) .42 - 8.37 (m, 2H), 8.20 - 8.16
-y Y NED-1-(2-((2.3 |, 2H), 7.51 (s, 1H), 7.42 (s, 1H),

3 - “Hekel =R 17 55 — 7,28 (m, 41D, 7.21 (d, J = 8.4
Soo-e)okmI )3 g, 1), 7.05 (d, J = 4.8 Hz, 1),
le--el) ol 16 88 (s, 1), 6.8 (d, J = 8.4 Hz, 1D,
PIEHE-A=7RS AR 15 02 (br s, 21), 4.47 (t, J = 8.8 Hz,
°l= 2H), 3.72 (s, 2H), 3.15 (t, J = 8.4

Hz, 2H)

164 o~ N-(2- 1THNMR (400 MHz, DMSO-ds): 6 9.08 (s, 11

W/Lv/ oL ob=-1-(3-F2 | qpy), 8.15-8.12 (m, 20),7.66 - 7.14 (m,

S = U s M), 7.54 (d, J= 6.8 Hz, 1), 7.34

NG . sFeEADA N4, J=7.2H, 20), 7.09 - 7.06 (m,

; ; L (2-((4-2 5 31, 6.74 (s, 1H), 6.68 (s, 1H), 4.89
LEADIH )= (g T= 7.2 Hz, 1), 2.82 (s, 2H),
S-S H-4- 19 1y (s, 31)
d)-1H-3] &-3-7}
Bajeo] =

165 [ N-(1-(3-Z 2 2% |[1INMR (400 Mz, DMSO-d): & 8.11 (d, J| 11

HI NN

- 7 o Eﬂl;2‘°}°1535?*1 =8 Hz, 1), 7.96 (s, 1), 7.58 (s,
o M-I 1), 7.42 (s, 1), 7.35 - 7.26 (m,

d () AR -2-((HI=eket 3y 7,02 (s, 1H), 6.76 (d, J = 6 Hz,
ol=EFE-3-2) 11y), 6.71 (s, 1H), 6.38 (s, 1), 5.05
ol ) A el -4- 1y 99 (m, 1), 4.91 (t, J = 5.6 Hz,
;§>—1H—li;a—3—7} ), 4.35 (d, J =5.2 Hz, 1H), 3.86 -
ApRe] = 3.77 (m, 2H), 3.72 3.62 (m, 3H), 3.50
-3.28 (m, 1H), 2.19 - 2.14 (m, 1H),
2.05 (s, 3H), 1.79 - 1.71 (m, 1H)

166 Fod 1-(2-((2- 1HINMR (400 MHz, DMSO-de): & 9.18 (s, 6
NS 344\ SEEASTEE 1) 847 (s, 1), 8.39 (d, J = 8 Hz,
I;j Dy (el 57 1, 8.27 (s, 1D, 8.08 (s, 1D, 7.65
I - = 2 v |l -4 (t, J=6.41Hz, 1H), 7.48 (d, J = 8.4

DN-(1-B-2 2y, 11), 7.42 (s, 1H), 7.28 (s, 3M),
29d)-2-3l°l= |7 99 (¢, J=8.4 Hz, 1H), 5.02 (d, J =
A=) -10-°19] |5 9 1, 2H), 3.71 (d, J = 5.2 Hz, 2H),
E-4-7F5 ARk 1o 95 (s, 3H)

- 137 -




SSS0ol 10-2644788

167 ot N-(1-(3-Z 225 |[1INR (400 Miz, DMSO-ds): & 8.24 (d, J| 3
L d)2etel =5 A 1= 6.4 Bz, 1), 7.94 (s, W), 7.42 (s,
T e | 1w, 7.38 (s, 1H), 7.32 - 7.26 (m,

’ N L 3M), 6.79 (d, J=8Hz, 1), 7.74 (s,

SPI=SAFE-2 1) 5.05 - 5.0 (m, 1), 4.92 (t, J =

—DOI )5 16, 1), 4.56 (t, J = 5.6 Hz, 1iD),

goiei A 3.82 (d, J=5.2 Hz, 2H), 3.66 - 6.63

SO =37k | (n, 1), 3.46 - 3.42 (n, 1), 3.37-

=ARe] = 3.28 (m, 1), 2.21 (s, 3H), 1.68 -1.61
(m, 1), 1.45 - 1.38 (m, 1H), 0.86 (t,
J = 7.6 Hz. 1H)

168 o 1-(5- 1INR (400 MHz, DMSO-ds): 6 8.37 (d, J| 10
TN F2222((R-1 |- 8 1z, 1), 8.14 (t, J = 10.4 Hz,
vy PRI 1H), 8.07 (d, J = 8.4 Hz, 1H), 7.93

: o SHOIESANR-2 (5, 1), 7.50 (s, 1), 7.36 - 7.28 (m,
- - ), 6.82 (d, J =8 Hz, 1), 6.65 (s,
otult=) el 1) 5.01 (t, J= 5.6 He, 21), 4.62
4D N-(1G-2 (¢, J= 5.2z, 1D, 3.76 (s, 1),
2Ad)2mste] 1371 (1, 7= 5.2 Hz, 2M), 3.47 - 3.44
== A -T-o] | (1), 1.68 - 1.62 (m, 1H),
IS4 AR 11 44-1.37 (n, 1), 1.22 (s, 2D, 0.88
°l= - 0.85 (m, 3H)

169 e N-(2- 1INR (400 MHz, DMSO-ds): 6 8.99 (s, 4
T P 1(3-2% 1), 8.4 (s, 2M), 7.93 (s, 1), 7.66
) o 2ADND-1-(2 | (¢, ] = 6.4 Hz, 1), 7.45 - 7.36 (n,

I - @m A g ), 7.23 - 7.20 (m, 1), 6.75 (s,
FeEAd)o ), 5.22 (s, 1H), 3.18 (s, 2H), 2.96
)5 EI v (s o), 2.8 (s, 3H)
©l-4-91)-1H-
5] £-3-7H 5 Awol

170 o~ N-(($)-1-(3-Z [1HNMR (400 Miz, DMSO-ds): & 8.41 (s, 13
e o S 22812 1) 837 (d, J= 8 Hz, 1), 8.21 (s,
<5 Qfﬁ’\ SAAL)-1-(2- 1), 8.06 (d, J = 4 Hz, 1), 7.42 (s,

? {5 ((FI=k8tol =2y, 7,32 - 7.26 (m, 3H), 6.95 - 6.91
Fes-ehebel o), 6.71 (s, 1), 5.04 - 4.98 (m,
;;)uJEJE1—4— 2H), 4.39 (s, 1H), 3.89 - 3.81 (m,
<)ol 2D, 871 (¢, J =8 Hz, 31, 3.55 -
Ol HE—A=7F5AT 13,50 (m, 1), 2.21 -2.14 (m, 1), 1.81
who] = - 1.79 (m, 1)

171 N N-(1-(3- 1INMR (400 MHz, DMSO-dg): 6 9.27 (s, 11, 3
L o SESASTLE W), 8.75 (s, 1), 8.16 (d, J = 10.4
WLj il dAd)-2-stol ==y, “3y), 8.00 (d, J =4 Hz, 1H), 7.67
b fA;2/“ Al E)-1-(5- (s, 1), 7.57 (d, J = 6.8 lz, 1),

- e -2 7.34 (t, J = 8.8 Hz, 2H), 7.29 - 7.26
slefe-g- (m, 1H), 7.11 (s, 1H), 6.76 (s, 2H),
dokrl=) e -4 5 02 (1, J= 6.8 Hz, 1), 4.93 (1, J =
“SD-I-I5-3-7F 16 1z, 1), 3.66 - 3.62 (m, 2H), 2.16
EAfujo] = (s, 31

172 Y 1-(2~( LINMR (400 MHz, DMSO-dg): 6 9.54 (s, 3

ifrw\ { o M2=[dL3195 1h), 8.43 (s, 1H), 8.23 (d, J = 8.4
-~ mﬂ<¥,§ E5 Hz, 1), 7.99 (s, 1), 7.41 (s, 41,
%yj (| gerle)5-9d 1710 (¢, J= 9.2 Hz, 3H), 6.82 (d, J =
- | ZEEEAA 8z, ), 6.78 (d, J = 8.4 Hz, 1),
S)N((4- 25 15 94 (s, 21D, 5.04 (d, J = 7.2 1z,
;iﬂﬁg?%i}m%488&,]=56m,mh365
e (AT = 6.4 e, 2D, 2.29 (s, 3D
173 1-(2-(Z27-6-< | 1HNR (400 MHz, DMSO-ds): & 9.37 (s, 3

o} - )-5-H € 3]
g el-4-
A)-N-(2-3Fe| =5
Al-1-
Hdole)-1H-

3] &-3-7}5 Ao

1H), 8.39 (s, 1H), 8.23 (d, J = 8 Hz,
1H), 8.04 (s, 1H), 7.43 (d, J = 12 Hz,
20), 7.36 (d, J =8 Hz, 21), 7.30 (d,
J=81Hz, 3H), 7.20 (d, J = 8Hz, 1H),
6.77 (s, 1), 6.64 (d, J = 8 Hz, 1H),
5.04 (d, J =8 Hz, 1), 4.85 (s, 1H),
4.07- 4.0 (m, 2H), 3.65 (s, 2H), 2.72
(s, 2H), 2.29 (s, 3H), 1.88 (s, 2H)
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174 N-((S)-1-(3-Z-& | 1HNMR (400 MHz, DMSO-dg): & 8.27 (s, 3
iﬂ%g?dﬂi 1H), 8.24 (d, J = 8.0 Hz, 1H), 7.95
;3}201;3)—1—(5—wl (s, 1), 7.41 (d, J = 11.2 Hz, 21,
d-2- 7.30 (d, J =12 Hz, 4H), 6.75 (s, 1H),
A EEd-3-<etr] |5 .02 (4, J=6.8 Hz, 1), 4.93 (s,
ﬁ?)y]EJ?J§§_4_ 1), 4.25 (s, 1), 3.65 (s, 3H), 3.03
gi)‘lH‘l4e1‘3‘7} - 2.94 (m, 2H), 2.81 - 2.65 (m, 2H),
SApERO] = 2.22 (s, 3H), 2.01 - 1.99 (m, 1H),
1.77 - 1.61 (m, 1H)
175 N-(1-(3-Z- 225 [ 1HNMR (400 MHz, DMSO-dg): & 9.63 (s, 3
H)-2-3FOlE5A H1g) | 8.46 (s, 1H), 8.27 (d, J = 8.0
AE)-1-(2-((4-= 1y, 1H), 8.0 (s, 1H), 7.60 (d, J = 7.2
TRE-3-R2WE Y, 1), 7.45 (d, J = 12 Hz, 2H), 7.32
EE)ORRIN)-5 (s, o), 7.28 - 7.22 (m, 2H), 7.03 (t,
SRR A 2194 1z, 1), 6.80 (s, 1H), 5.04
SO E-3-7F | (4, 7= 7.2 Hz, 1), 4.93 (t, J = 5.2
ARl = Hz, 1H), 3.67 (t, J = 13.6 Hz, 6H),
2.97 (s, 4H), 2.31 (s, 3H)
176 N-(1-(3-Z- 225 |[1HNMR (400 MHz, DMSO-dg): & 9.95 (s, 3
D)-2-3Fol=FAl 1) 8.44 (d, J = 5.6 Hz, 1H), 8.32
l&)-1-(2-((2,2 |(q, J=7.6 Hz, 1H), 8.29 (s, 1H), 7.9
o (s, 1H), 7.7 (s, 1H), 7.42 (br s, 2H),
E%Tgiﬂim]734—7%(m4m,72m,J=56
: Hz, 1H). 6.82 (s, 1H), 5.04 - 5.02 (m,
HEE-5-d)°M] 1), 3.70 - 3.60 (m, 3H
wreuaae | (m. 3D
d)-1H-9] &-3-7}
2ajrpo] =
177 N-(2- THNMR (400 MHz, DMSO-dg): & 9.8 (s, 4
oM k-1-(3-F2 |1y), 8.91 (d, J = 8.4 Hz, 1H), 8.54
2 ANR)-1-(2 | (s, 1H), 8.34 (s, 1H), 8.15 (s, 1H),
S 7.84 (br s, 2H), 7.68 (s, 2H), 7.52
sFe Aol (g ), 7.39 (s, 3M), 7.71 - 7.68 (m,
Pe)=5-v=E S o) 7 11 (t, J = 8.8 Hz, 2H), 4.93 -
E-4-)-1H-°] |4 92 (m, 1H), 2.91 - 2.87 (m, 1H),
P TE-4-7H5 Ak 9 96 (5. 3H)
ol =
178 N-(2- THNMR (400 MHz, DMSO-ds): & 9.38 (s, 3
Sro] ==A-1-91 |qyy) 8,38 (s, 1H), 8.23 (d, J = 8.0
ol &)-1-(5~ Hz, 1H), 8.00 (s, 1H), 7.51 (d, J =
L -2-((4-(4=-( |9 8 1, 2), 7.41 (s, 1), 7.36 (d, J
AkRl-1-eD)3H |\ 7 61, 20), 7.30 (¢, J = 7.6 Hz,
ga-1-eD)#d)ok o) 7.21 (d, J = 6.8 Hz, 1), 6.87
D)l Rl -As g, = 8.8 Hz, 2), 6.78 (s, 1),
£§>‘1H‘l4ez‘ 7t |5.04 (d, J=7.2 Hz, 1H) 4.86 (s, 1H),
ARl = 3.62 (t, J=11.6 Hz, 4H), 2.92 (s,
4H), 2.58 (s, 6H), 2.28 (s, 3H), 1.79
(d, J=10.8 Hz 31), 1.49 (d, J = 10
Hz, 3H)
179 N-(1-(3-Z- 225 [1HNMR (400 MHz, DMSO-dg): & 9.83 (s, 3
)23l =5 gy 8.48 (s, 1H), 8.26 (d, J =8 Hz,
AE)-1-(2=((U-Z 11py) | 8.01 (s, 1), 7.74 (d, J = 6 Hz,
FLE-3-(4-vIE oy 744 (d, J = 4.8z, 20), 7.32 -
o el -1- 7.28 (m, 31), 7.19 (t, J = 9.2 Hz,
ZhRd) ) 6,78 (s, 1H), 5.06 - 5.01 (m,
i*ﬁﬂ%ﬂﬂﬂ 1H), 4.93 (t, J=5.2 Hz, 1H), 3.65
©-4-2)-1H- (t, J=5.21Hz, 2H), 3.60 (br s, 2H),
I E-3-7H5ARO] |3 93 (s, 2H), 2.32 (s, SH), 2.21 (s,
= o), 2.15 (s,3H)
180 N-(1-(3-Z 225 [1INMR (400 Mz, DMSO-dg): & 9.11 11

d)-2-3fo] =54
ol e)-1-(5-

e -2-(Fd o}
)3 2 -4
4)-1H-

o] thE-4-7H5 A}

vlo]l =

(s,1H) 8.37 (d, J =8 Hz, 1H), 8.17
(s, 1H), 8.09 (s, 1H), 7.99 (s, 1H),
7.61 (d, J=28Hz, 2H) 7.44 (s, 1H),
7.33 (s, 2H), 7.25 (t, J=7.2 Hz,
3H), 6.88 (t, J=6.8 Hz, 1H), 6.77
(s, 1H), 5.02 (t, J=5.2 Hz, 2H),
3.72 -3.71 (m, 2H), 2.07 (s, 3H)
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181 A~ N-(1-(3-Z 225 [1INR (400 Miz, DMSO-ds): & 8.55 (s,
TSN d)-2etel =5 A 1), 8.30 (d, J = 10.4 Hz, 2H), 8.23
L Dy ARG N, g = 12 He, 1), B.08 (s, 1), 7.49
D - TRE2 (s, 1D, 7.42 (s, 1), 7.32 (s, 21D,
e HSEA-A-(R25 17 98 (s, 1H), 7.02 (d, J = 6 Hz, 1H),
A7k ) 16 79 (s, 1), 5.04 (d, J= 7.2 Hz,
D)ok ) -5-WI" | 1), 4,93 (t, J=5.2 Hz, 1H), 3.88
jiflTﬂ?{aig qgp | (5 3D, 371 =362 (n, T, 3.5 (br
= M F o
o] s, 3, 2.30 (s, 3H)
182 T N-(1-(3-Z 225 [1HINMR (400 Mz, DMSO-ds): & 9.50 (s,
RV H)-2-3tel 5 1p) | 8.43 (s, 1H), 8.29 (d, J =8 Hz,
e S o E)-1-(5- 1), 8.06 (s, 1H). 7.51 (s, 1H), 7.5
il — e -2-((3- (s, M), 7.47 (s, 1), 7.43 (d, J =
e M -4 |5.6 Hz, 1), 7.33 (d, J =6 Hz, 2ID),
Ny A E-4-2D)H |7 98 (4, J=6Hz, 1), 7.07 (d, J =
D)otre) AL m] g 4 1z, 1), 6.78 (s, 1), 5.06 - 5.01
-4-2)-1H- (m, 1H), 4.93 (br s, 1H), 3.65 (br s,
HE-3-7HAOl (o), 3.36 (d, J = 7.2 Hz, 1), 3.08
= (d, J =12 Hz, 2H), 2.75 - 2.66 (m,
3M), 2.30 (s, 31), 2.26 (s, 3H), 1.66
1.52 (m, 4H)
183 e ] (9)-N-(1-(3-Z2 [1HNR (400 Milz, DMSO-ds): & 9.14 (s,
RS = 23AE)-2-8ke1= 1), 8.18 (d, J = 5.6 Hz, 1), 8.09
0 T T SN bt b Ve (d, J =10 Hz, 2H), 7.65 (d, J = 8.0
~ - ME-1-2-CE ek g, o), 7.42 (s, 1H), 7.33 (s, 2H),
Plre)glelEAm 17 96 (1, 7= 8.0 Hz, 31, 7.20 (s,
SDUESAE=3-7F 1 9yy), 6.97 (1, J= 5.2 Hz, 1), 6.88
HrARte] = (s, 2H), 4.99 (d, J=7.2 Hz, 1),
4.93 (t, J=5.2 Hz, 1), 3.63 (br s,
2D, 2.18 (s. 31
184 T N-(1-(3-Z 225 [1INMR (400 Milz, DMSO-ds): & 9.46 (s,
oA d)-2-8Fl=5A |1y 842 (s, 1H), 8.26 (d, J = 8 Hz,
s O (D)1= B ), 8.0 (s, 1), 7.52 (d, J = 2 Hz,
" —(HHRebI )2y 7 45 - 7,42 (m, 2H), 7.33 (m,
EEA)A-VISA oy 729 - 7.27 (m, 1), 7.16 - 7.13
Aok )5 | (i 111), 6.86 (d, J = 8.8 Hz, 1H), 6.8
gojelvid-4- -6.79 (m, 1), 5.06 - 5.01 (m, 1H),
SO E-3-7F 14,95 (br s, ), 3.93 (t, J = 6.4 Hz,
ARkl = 2H), 3.69 (s, 3H), 3.65 (br s, 3H),
2.32 - 2.30 (m, 2H), 2.27 (s, 3H), 2.1
(s. 6H). 1.84 ~ 1.77 (m. 21
185 Y 1-(2-((2,3-t]3t0] | IR (400 MHz, DMSO-de): & 9.57 (s,
wASANA ERMEFA-6- 1), 844 (s, 1H), 8.22 (d, J = 8 He,
~/ )ebme)-5-1e |1y 8.00 (s, 1H), 7.42 (s, 1), 7.37
. () ]2 H e -4- - 7.28 (m, 5H), 7.22 - 7.19 (m, 1H),
WIN-(2-3Fel =% 17 13 - 7.07 (m, 20), 6.79 (s, 1),
Al-1- 5.05 (m, 1H), 4.86 (t, J =4 Hz, 1H),
Aol ©)-1H- 4.48 (t, J=8.4Hz, 21), 3.65 (m,
Y E-3-7hAbel oy 3.08 (t, J = 8.4 Hz, 2H), 2.30
= (s. 3H)
186 1-(2- (A2 9-7-< [ 1HNMR (400 MHz, DMSO-dg): & 9.51 (s,

o}r] iz )-5-v & 5
grd-4-
)-N-(2-8fo]| ==
Al-1-
ol el )-1H-

3] &-3-F} A}

=

1H), 8.44 (s, 1H), 8.22 (d, J = 8 Hz,
1H), 8.00 (s, 1H), 7.42 (t, J=2.4
Hz, 1H), 7.37 - 7.35 (m, 2H), 7.30 -
7.28 (m, 2H), 7.22 - 7.21 (m, 2H),
7.14 - 7.12 (m, 1H), 6.91 (d, J =8
Hz, 1H), 6.79 (br s, 1H), 5.07 - 5.02
(m, 1H), 4.86 (t, J =6 Hz, 1H), 4.07
(t, J=4.8 Hz, 20), 3.67 - 3.62 (m,
2H), 2.64 (t, J =8 Hz, 2H), 2.30 (s,
3H), 1.87 (t, J=4Hz, 2H), 1.21 (s,
2H)
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187 7 N-(2- THNMR (400 MHz, DMSO-ds): & 8.27 (s, 3
NN L Sel=S A-1-(m= \1pp), 8.15 (d, 7= 8 Hz, 1H), 7.94 (s,
& 7 ez;§>°ﬂ;z>—1—(5— 1H), 7.43 (d, J = 4 Hz, 1H), 7.38 (s,
d a AE-2-((S)-HIE | 1y), 7.19 - 7.12 (m, 31), 7.01 (d, J =
FISHOI=RE -3 g 01z, 1), 6.74 (s, 1), 5.02 - 4.97
“Shek) TR | (q, g = 8 Hz, 1H), 4.84 - 4.81 (¢, J =
doa-sh)l- 4 Hz, 1), 4.36 - 4.35 (m, 1H), 3.89 -
I E-3-7H5AEO] |3 78 (n, 2H), 3.72 - 3.63 (m, 3H),
E 3.54 - 3.51 (m, 1H), 2.27 (s, 3H),
2.22 (s, 3H), 2.17 - 2.08 (m, 1H),
1.90 - 1.82 (n, 1H)
188 /[jj\ N-(($)-1-(3-Z% |1HNMR (400 MHz, DMSO-dg): & 8.18 (d, J| 13
A =) 2etel= = g Hy, ), 8.02 (d, J = 5.6 Hz, 1H),
67 il =AE)1-(2- 17,97 (s, 10), 7.41 (s, 1), 7.38 (s,
4 _‘2;:>'@ ((FI=fStol =2 1), 7.33 - 7.28 (m, 3H), 6.87 (d, J =
F@=-3-9)o}r] 8 Hz, 1H), 6.78 (d, J = 4.4 Hz, 1H),
w)ulel -4 6.74 (s, 1), 6.61 (s, 1), 5.04 -
gi)‘lH‘l4e1‘3‘5* 5.01 (m, 1H), 4.94 - 4.91 (m, 1H),
SApERO] = 4.40 (br s, 1), 3.91 - 3.81 (m, 2H),
3.79 - 3.67 (m, 3H), 3.52 - 3.46 (m,
M), 2.20 - 2.12 (m, 1H), 1.78 - 1.77
(m, 1H)
189 N N-(2- THNMR (400 MHz, DMSO-ds): & 8.13 (d, J| 13
NN B stel=SA-1-3d |- gy, 1), 8.02 (d, J = 5.6 Hz, 1H),
<f7 o/ N)-1-2-((HE |7 97 (s, 1H), 7.35 (d, J = 7.2 Hz,
) I\ eetol ==FA-3 3y 7,99 (¢, J= 6.8 Hz, 2H), 7.20
- - (t, J=7.6Hz, 1H), 6.87 (d, J = 6.8
% }Vﬁﬂﬂﬂ—HL1m,am(¢J=52HL1m,
ji) H-9E-3- 15,74 (s, 1), 6.60 (s, 1H), 5.05 -
ThEApeRo] = 5.02 (m, 1H), 5.0 - 4.85 (m, 1H), 4.38
(br s, 1H), 3.88 - 3.83 (m, 2H), 3.79
- 3.64 (m, 3H), 3.54 - 3.51 (m, 1H),
2.20 - 2.12 (m, 1H), 1.80 - 1.75 (m,
1H)
190 Y, N-(($)-1-(3-Z% |1HNVR (400 MHz, DMSO-dy): & 8.24 (d, J| 3
Yﬁ“Ng%Nf” A28k = = 6.4 1z, 21), 7.95 (s, 1H), 7.41 (s,
< DaW SAANE)-1-5-" |oy)  7.35 - 7.32 (m, 2H), 7.27 (d, J =
= S-2-(((HIE==SE 16 ah,, 1H), 7.14 (s, 1), 6.65 (s,
ol=2Feh-2-91) I1H), 5.05 - 5.03 (m, 1H), 4.92 (t, J =
“ﬂ?%)°}§151)l4fq 6 Hz, 1H), 3.98 - 3.94 (m, 1H), 3.75 -
2293 4- ;3) -9 |37 (n, 1H), 3.67 - 3.58 (m, 3H), 3.4
Z-3-7HARROI= 13 34 (m, 2H), 2.21 (s, 3H), 1.88 -
1.61 (m, 3H), 1.61 - 1.56 (m, 1H)
191 N N-(2-o}u]=—1-5] |1HNMR (400 MHz, DMSO-dg): & 9.14 (s, 11
A e [Ny 845 (d, J= 8.4 Bz, 1), 8.15
SR —EFeRAd)k (s 1), 8.08 (s, 1H), 7.97 (s, 1),
V) -5-m= S 7 61 (¢, 7= 8.4 Hz, 2H), 7.37 - 7.29
F SoA-sh-1-elv] 1y 4H), 7.24 - 7.22 (m, 1H), 7.11 -
SE-4-7H5AO] 7 06 (m, 2H), 6.72 (s, 1H), 4.98 (d, J
= = 5.2 Hz, 1H), 3.06 - 2.93 (m, 2H),
2.09 (s, 3H).
192 N-((S)-1-(3-Z2 |1HNMR (400 MHz, DMSO-dy): & 8.38 (t, J| 6

23d)-2-5}o| =
2] o] &l )-1-(5-
d-2-(((5)-Hl =2}
Sfo] = 2 F -3~
ICEESELR
H-4-91)-11i-0] v]
chE-4-71 3 Afelo]

= 8.4 Hz, 2H) 8.29 (s, 1

1), 7.60 (d, J = 5.2 Hz,
7.31 (d, J=15.6 Hz, 3H),
5.02 (d, J=5.2 Hz, 2H),
1), 3.87 - 3.78 (m, 2H),

(s, 1,

(m, 3H), 3.55 - 3.28 (m,

3H), 2.19 - 2.08 (m, 1H),

(m, 1H)

H), 8.11 (s,
1), 7.43

4.34 (s,

3.72 - 3.67
1H), 2.19 (s,
1.89 - 1.85
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193 Y. N-(1-(3- 1INIR (400 Mz, DMSO-ds): & 8.53 (s, 11, 6
S SEEASTLE 1) 8.40 (s, 1), 8.10 (d, J = 8 Hy,
» e dd)-2-8kel =5 |y 7,094 (s, 1H), 7.69 (d, J = 8 Hz,
" - Al E)-1-(5- M), 7.56 (t, J=8Hz, 2 1), 7.33 (t,
e -2-(( J=81Hz, 3), 7.14 (s, 1), 7.01 (s,
AD-3-dHED) |11y, 6.69 (s, 1), 6.43 (s, 1H), 5.01
oFvle) e |l-4- (g, 7= 8 Wz, 1), 4.91 (s, 1), 4.50
SD-U-a1E-3-7F | (d, J =8 Hz, 2), 3.63 (d, J =4 Hz,
APRe| = 2l), 2.04 (s, 3H)
194 - N-(1-(3-Z 225 |1INR (400 Mz, DMSO-ds): & 9.82 (s, 3
e Y)-9-3}o]| == 4] =
POl ot =5 1), 8.48 (s, 1), 8.26 (d, J = 8 iz,
AN Oy g )E]l (2- ((513 C (1), 8.01 (s, 1), 7.74 - 7.72 (m,
b CAE L) 4 o), 7.44 (4, J = 4.8 Wz, 21D, 7.34 -
Fow éj"} 7.29 (m, 21), 7.28 - 7.27 (m, 1H),
)5 3] ) 7.20 - 7.18 (m, 1H), 6.79 (s, 1H),
VIR -4-D)-11-9 |5 06 - 5.01 (m, 1), 4.93 (t, J = 5.2
3PS AREOIE |1y 1H), 3.68 - 3.63 (m, 2H), 2.96 (s,
3M). 2.85 (s, 31). 2.32 (s. 3H)

195 o N-(1-(3-Z 225 |1INR (400 Mz, DMSO-ds): & 8.23 (s, 3
e N d)2etel =5 A ), 7.94 (s, W), 7.41 (s, W), 7.35
8 St | E kel 7 98 (m, 4), 7.04 (d, J = 7.2 Hz,
~ —a =B w)75 11, 6.73 (s, 1H), 5.05 - 5.01 (m,

SRR A ) 4091 (¢, = 5.6 Hz, 1), 3.71

S Z-3-7F 1350 (m, 31), 2.2 (s, 3H), 1.87 - 1.84

AREe] = (m, 2H), 1.68 - 1.55 (m, 3H), 1.3 -
1.12 (m, 6H)

196 Y N-(1-(3-Z 225 |1INR (400 Mz, DMSO-ds): & 9.94 (s, 3
e LégZ—’O‘}OlE%N 1), 8.52 (s, 1H), 8.29 (d, J = 8.4
L\\J gxf P12z, M), 8.2 (d, J =4 Hz, W), 8.04
L = HE-2-(U-(A" (s 10), 7.8 - 7.75 (m, 41D), 7.47 (s,

Zhabs ) AE Ok ) 7043 (s, 1), 7.33 - 7.29 (m,

D)l nlE-An ) 681 (s, 1), 5.04 (d, J = 6.8

SO Z-3-7F 1y, 1), 4.94 (¢, J = 5.6 Hz, 1),

Akl = 3.66 (d, J=5.2 Hz, 20, 2.74 (d, J =
4 Hz, 31). 2.34 (s. 3H)

197 S 1-(2-(sec-5-€lo} | 1HNMR (400 Mz, DNSO-dg): & 8.22 (d, J| 3
s 54 ol 5= = 76 0, 2H), 7.98 (s, 1), 7.55 (4,
o~ 01 d-4- J=7.2Hz, ), 7.33 (t, J = 8.8 llz,

e | SENSIIS H3m), 6.99 (d, J = 4 Hz, ), 6.72 (s,
h SERA-SFOR ) 5,04 - 4.99 (m, 1), 4.92 (t, J =
AE)-2-3l =5 |56 11,, 1), 3.84 (t, J= 6.8 Hz, 1H),

Al E)-1H- 3.66 - 3.61 (m, 2H), 2.20 (s, 3I),
HE-3-7h Al |1 56 - 1.42 (m, 2H), 1.09 (d, J = 6.4

= Hz, 3H), 0.84 (t, J=7.6 Hz, 3H)

198 ™ N-(1-(3-Z 225 |1INR (400 Mz, DMSO-dg): & 10.2 (s, 3
Lo D)2etel =54 ), 9.48 (s, 1), 8.4 (s, 1), 8.29
Q T (MGl (d, = 8 Hz, 1H), 8.04 (s, 1H), 7.6
N - WIS -2-(2-5 291 | (5, 111), 7.46 - 7.42 (m, 31), 7.34 -

. =™-5-)ok] 17 96 (m, 3M), 6.77 (s, 1), 6.72 (d, J
f)ﬂﬂ‘ﬂg—ﬁl— =12 Hz, 1H), 5.06 - 5.01 (m, 1H),
SO Z-3-7F 14,93 (t, J =8 Hz, 1H), 3.67 - 3.62
TARPEe] = (m, 2H). 3.45 (s, 2), 2.29 (s, 3H)

199 T N-(1-(3-Z 225 |1INR (400 Mz, DMSO-ds): & 8.25 (s, 3
RS = ey D)2etel =54 o), 7.95 (s, ), 7.41 (s, ), 7.37
o e |G = 7,26 (n, 4H), 7.01 (s, 1H) 6.73 (s,

S — AL -2-(A-¥E3 1) 5.02 (d, J =4 Hz, 1H), 4.94 (s,
A D-=3-d)eb] 111y 3.87 (br s, 1H), 3.64 (d, J=4
w)Rel ey o), 2.21Gs, 31D, 2.14 (s, 3H),
) -1H-%E-3-7F 1788 - 1.78 (m, 4H), 1.63 - 1.48 (m,
EAlrpol = 4H)
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201 o N-(1-(3-Z =29 |1HNMR (400 Mz, DNSO-dg): & 8.41 (d, J| 6
S e P d)2etel =54 1= 7.8 Wz, 1), 8.34 (s, 1), 8.28 (s,
O § ay °ﬂ§>—1—(5— {1, 8.09 (s, 1), 7.42 (s, 1), 7.38
- N AL -2-((HERSE | () 7= 9.6 1z, 1H), 7.32 - 7.27 (m,
o] = 2-2H- 3H), 5.05 - 4.98 (m, 2H), 3.85 - 3.77
y-4-ehobnl |y 8y 3,71 (t, J = 4 Hz, 2H), 3.38
SF A (¢ 7= 8 Wz, 2, 2.16 (s, 3H), 1.80
) -1H- (d, J=11.2 Hz, 21), 1.51 - 1.44 (n,
OB T —4-7H A} | gp
nlol =
202 o, N-(1-(3- 1NVR (400 Milz, DMSO-ds): & 8.24 (t, J| 3
o O SRR ST = g4 Hz, 20), 7.94 (s, 1), 7.55 (d,
Oy dAE)-2-8tl =5 |\ ;-7 91, M), 7.35 (d, J = 7.6 Hz,
=( AAE)-1-(2-((2 |311), 6.89 (d, J = 7.6 Hz, 1H), 6.73
“sPOl =S AIAROIZ | (g 1), 5.01 (d, J = 7.2 Hz, 1),
2O )-5 |4 96 (m, 1), 4.53 (d, J = 4.4 Hiz,
;:ﬂl%ﬂ?ﬁg‘ﬂ—ﬁl— 1H), 3.64 - 3.55 (m, 4H), 2.20 (s,
SO E-3-7F 50, 1.93 - 1.85 (m, 2), 1.60 (br s,
SApEo] = 2M), 1.31 - 1.18 (m, 4H)
203 T N-(1-(3- 1INVR (400 Milz, DMSO-ds): & 8.23 (t, J| 3
L e ey SREA-ST O |2 12,4 Hz, 2), 7.92 (s, 1), 7.55 (d,
b s A -2-8FI 5 | ;-6 4 Wy, 1H), 7.37 (t, J = 13.2 Hz,
N AA=)-1-(2-((1~ 411) | 6.74 (s, 1H), 5.00 (s, 1H), 4.93
(Stol == AIWIE) | (5 1H), 4.62 (s, 1H), 3.63 (s, 2H),
Apel SRR 3.52 (s, 2H), 2.24 (s, 3H), 0.75 (s,
B)okve)-5-Hd 191) | 0.62 (s, 2H)
52 €14~
21)-1H-3] %-3-7}
ERERLS
204 S N-(1-(4-ZF92 | 1HNR (400 Mz, DMSO-ds): & 8.27 (s, 3
NN T A)-2-3O| =5 1) 8,19 (d, J = 8 Hz, 1H), 7.94 (s,
A, = Aol ) -1-(5- 1H), 7.44 - 7.38 (m, 4H), 7.11 (t, J =
d I\ AE-2-((S)-HIE |8 8 Hz, 2), 6.74 (s, 1H), 5.02 (d, J
= SOl =R &3 127 9 1y, 1), 4.87 (t, J = 5.6 Hz,
—ehebul ) A 1) 434 (s, 1), 3.86 (t, J =8 Hz
doa-s)l- 1H), 3.80 (t, J=7.6 Hz, 1H), 3.72 -
HE-3-7h Al |3 68 (m, 3H), 3.54 3.52 (m, 1), 2.22
= (s, 3H), 2.15 - 2.10 (m, 1H), 1.86 (d,
J = 5.6 Hz, 1H)
205 o~ N-(1-(3-Z =25 |1HNR (400 Mz, DMSO-ds): & 8.40 (s, 3
oy, £ o )23l =5A ), 8,97 (d, J = 8.0 Hz, 1), 8.01
-~ ““§ AR-1-(5- (s, 1), 7.56 (d, J = 9.2 Hz, 2H),
N e HE-2-(U-R2F 17 43 (s, 2), 7.36 - 7.27 (m, 3H),
™ Eliﬂﬂg)"}‘ﬂi) 6.88 (d, J = 8.8 Hz, 2H), 6.78 (s,
. slefu -4 1H), 5.04 (d, J=6.8 Hz, 1H), 4.94
DU E-3-7F | (¢, 7= 11.2 Bz, WD), 3.71 (¢, J = 4
Akl = Hz, 4H), 3.68 3.64 (m, 2H), 3.01 (t,
J=4.8 Hz, 41), 2.29 (s, 3H)
206 N N-(2-0}r]%e-1-7] | IHNMR (400 Miz, DMSO-ds): & 9.19 (s, 7, 4

dolE)-1-(2-((4
-EF2 W)}
152) ¥ 2] -4~

d)-1H-9] &-3-7}
Halwlo] =

= _

d

1H), 8.45 (d, J = 8.4 Hz, 1H), 8.18
(d, J=6Hz, 1H), 7.98 (d, J = 9.6
Hz, 3H), 7.67 - 7.63 (m, 2H), 7.46 (s,
M), 7.42 - 7.36 (m, 4H), 7.31 d, J =
7.2 Hz, 1), 7.11 (¢, J = 8.8 Hz, 2H),
7.03 (d, J=5.2 Hz, 1H), 6.91 (s,
1), 6.79 (s, 1H), 5.34 - 5.30 (m,

1), 3.22 (s, 2H).
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N-((§)-2-3fo| =%
Al-1-(6-m e ¥ 2]
w-2-

) el g)-1-(5-H|
d-2-(((S)-HEz}
sfo]l =R FT-3-

) obn =) 3] 1]
©-4-9)-1H-

9] &-3-7H5Atmto]

=

THNMR (400 MHz, DMSO-d¢): & 8.28 (s,

1H), 8.17 (d, J =7.6 Hz, 1H), 7.97
(s, 1H), 7.60 (t, J=7.6 Hz, 1H),
7.45 (d, J=5.2 Hz, 1H), 7.40 (s,
1), 7.16 (d, J=7.2 Hz, 1H), 7.09
(d, J=8Hz, 1), 6.76 (s, 1H), 5.07
-5.02 (m, 1), 4.84 (t, J=5.6 Hz,
1H), 4.36 (s, 1H), 3.89 - 3.79 (m,
3H), 3.75 - 3.69 (m, 2H), 3.67 - 3.51
(m, 1H), 2.45 (s, 3H), 2.24 (s, 3H),
2.18 = 2.09 (m, 1H), 1.90 - 1.85 (m,
1H)

N-((S)-1-(3-F &
=3d)-2-3fo] =
Aol " )-1-(5-m)
g-2-((1-Ad ¥ &
2 d-3-)o}w]

o) 2w -4~

d)-1H-9] &-3-7}
Halmlo] &=

= _

THNMR (400 MHz, DMSO-ds): & 8.27 (d, J

=9.2 Hz, 2H), 7.97 (s, 1H), 7.40 (d,
J=88Hz, 3H), 7.34 - 7.32 (m, 2H),
7.27 (d, J=28.0 Hz, 3H), 6.76 (s,
1H), 5.05 - 5.00 (m, 1H), 4.94 (¢, J =
6 Hz, 1H), 4.36 - 4.34 (m, 1H), 3.66
(d, J=4.4Hz, 2H), 3.00 (br s, 1H),
2.77 (s, 1), 2.67 (d, J = 13.2 Hz,
1H), 2.58 (br s, 1H), 2.48 (s, 3H),
2.23 (s, 3H)

N-(1-(3-Z =229
d)-2-3lo]| =54
og)-1-(5-
Hel-2-((3-(1,2,
3,6-H Egslol=
29 d-4-
4)-1H-

Sl E-5-9)o}n
) I v -4
d)-1H-9] &-3-7}
ARl = Flol=
B =

THNMR (400 MHz, DMSO-dg): & 11.17 (s,

1), 9.49 (s, 1H), 8.95 (s, 1H), 8.43
- 8.39 (m, 2H), 8.33 (s, 1H), 8.07 (s,
M), 7.46 - 7.42 (m, 3H), 7.32 - 7.31
(m, 5H), 6.84 (s, 1H), 6.06 (s, 1H),
5.03 (s, 1H), 3.68 - 3.66 (d, J =38
Hz, 3H), 3.3 (s, 1H), 2.70 - 2.65 (m,
31, 2.31 (s, 3H)

()-N-(1-(3-2=
Z3d)-2-3fo| =
Z Ao e)-1-(5-
g-2-((H Egts}e]
=2 -2H-9 P-4~
ol)obr] i) 1] 2 v
d-4-%)-1H-°]v]
ChE-4-7H At o]

1HNMR (400 MHz, DMSO-d¢): & 8.39 (d, J

= 8 Hz, 1H), 8.34 (s, 1H), 8.28 (s,
1), 8.09 (s, 1H), 7.43 (s, 1), 7.37
-7.32 (m, 3H), 7.29 (br s, 1H), 5.02
(d, J=81Hz, 211), 3.85 - 3.82 (br s,
3H), 3.72 (t, J =8 Hz, 2H), 3.39 -
3.26 (m, 2H), 2.17 (s, 3H), 1.81 (d, J
=8 Hz, 21I), 1.48 (d, J =8 Hz, 20).

N-(1-(3-Z 229
d)-2-3lo]| =54
ol &) -N-

gl -1-(5-
HE-2-(((S)-HE
gfslol =2 F -3
-)olr ) I
U-4-)-1H-

3] &-3-7}5 Ao

N-(1-(3-E =229
d)-2-3}o| =5 A
AE)-1-(2-((4-=
F9o 2-3-(7 7
A-1-d)=Ed) ol
)-5-w el s g
-4-4)-1H-

3] &-3-7} A}

=

1INMR (400 MHz, DMSO-dg): & 8.26 (s,
1), 7.68 (s, 1H), 7.40 - 7.33 (m,
5H), 7.26 (s, 1H), 6.51 (s, 1H), 5.56
(br s, 1H), 5.07 (s, 1H), 4.31 (s,
1H), 3.99 - 3.78 (m, 4H), 3.71 - 3.66
(m, 1H), 3.53 = 351 (m, 1H), 2.90 (br
s, 3H), 2.18 - 2.08 (m, 4H), 1.86 -
1.84 (m, 1H)

1HNMR (400 MHz, DMSO-ds): & 9.63 (s,

1), 8.46 (s, 1), 8.29 (d, J = 8.0
Hz, 1H), 8.05 (s, 1H), 7.62 (d, J =
6.8 Hz, 1H), 7.44 (d, J = 11.2 Hz,
2H), 7.33 - 7.22 (m, 4H), 7.06 - 7.00
(t, J=12.4 Hz, 1H,), 6.81 (s, 1H),
5.04 (d, J=7.2 Hz, 1H), 3.70 - 3.60
(m, 2H), 2.97 (d, J =12 Hz, 8H), 2.32
(s, 3H)

- 144 -




SSS0ol 10-2644788

214 S N-(1-(3-Z- 225 |1INR (400 Mz, DMSO-ds): & 8.38 (d, J
N L D2l ESA 1= 8 4 1z, 2, 8.30 (s, 1), 8.11 (s,
O N\ oNE)-1-(5- 1), 7.9 (br s, 1H), 7.54 (s, 1H),

't O e 7.42 (s, W), 7.32 - 7.29 (n, 3H).
e d-d-2dobu] |5 03 — 5 02 (m, 2H), 3.96 (s, 1H),
w)Rel e s 72 (1, T = 5.2 He, 21), 2.93 (s,
) -1H- 3M), 2.19 (s, 31), 1.9 (s, 31, 1.60
OIIHE-ATIEA | (d, J = 8 Hz, 2H)
nlol =

215 o4 N-(1-(3-Z 223 [1INR (400 Mz, DMSO-ds): & 9.64 (s,
HﬁW/(yj on )-2-3FOI =541y, .45 (s, 1), 8.32 (4, J = 8.0
ol 9 AE)-1-5- Iz, 1), 8.04 (s, 1H), 7.67 (d, J =8
N O A -2-((A-( g, o) 7,43 (s, 21),7.31 (d, J = 16

y eld-d-eh)s et 1y, 3p), 7.14 (d, J = 8.4 Hz, 2H),
L Dlre)sielulE-d- e 81 (s, 110), 5.04 - 4.99 (m, 21D,
" SH-NE-3-7k 367 (5, 21), 3.49 (s, 4H), 2.97 (t, J
ARRe] = =12 Hz, 2H), 2.31 (s, 3H), 1.90 (d, J
= 12.8 Hz, 20), 1.76 (d, J = 12.8 Iiz,
21
216 T, N-(1-(3-Z 223 [1INR (400 Mz, DMSO-ds): & 9.87 (s,
SRS = e H)-2-3tel =5 qy) | 8.49 (s, 1H), 8.30 (d, J = 8.0
-~ ”WA§/\ i AR)-1-(2-((3-= 15, 10), 8.03 (s, 1H), 7.68 (d, J = 14
- or FOZA-IAE gy 1), 7.44 - 7.42 (m, 3H), 7.32 -
) d-4-)slE) ot 17 98 () 3m), 7.15 (t, J = 8.8 Hz,
: )-5-H=E W) 6,81 (s, 1), 5.04 - 5.02 (m,
-4-2)-1H- 1), 4.96 - 4.93 (m, 1), 3.65 (s,
Y E-3-7hAbel o), 3.3 - 3.27 (m, 2I) 3.02 - 2.99
= (m, 4H), 2.32 (s, 3H), 1.84 - 1.79 (m,
41)

217 T (R)-N-(1-(3-22 |1HNMR (400 Mz, DMSO-ds): & 8.37 (d, J
WH/(§J’ o 2IAE)2-8kOI= = 12,0 1z, 2, 8.27 (s, 1), 8.08 (s,
o =AM -1-(5-v | qpy) | 7,42 (s, 1), 7.36 - 7.27 (m,

o { = d-2-((HESol |4y) 502 - 5.00 (m, 2H), 3.84 - 3.81
SRDH-SR-d- (31, 371 (1, J = 5.6 He, 21,
Aokl ) A2 v i3 38— 330 (m, 2H), 2.16 (s, 3I),
d-4-eD)-1H-°I7 1180 (d, J = 12 Hz, 21), 1.51 - 1.44
GE-A-7HE AL | (g o)

218 7 N-((R)-1-(3-Z= |1INMR (400 Mz, DMSO-ds): & 8.23 (d, J
e e AL 2EOI= 2 6.8 1z, o), 7.93 (s, 1H), 7.41
AN N A2 (s ), 7.37 (s, 1), 7.33 - 7.25 (a,

o e [WS)-1-811 =513y 6,78 (d, J = 8 Hz, 1H), 6.73 (s,

ARE-2-)OT gy 504 - 4.99 (m, 1), 4.91 (t, J =

w)-5- MR 5 6 1z, 1), 4.55 (t, J = 5.6 Hz, 1),

E?;g‘zz)‘ig‘ 3.80 (s, 1H), 3.64 (d, J = 5.2 Hz,

HE-3-7H Al o) 3,46 - 3.41 (m, 1H), 3.36 - 3.32

= (m, 1), 2.20 (s, 3H), 1.67 - 1.60 (m,
M), 1.44 - 1.37 (m, 1), 0.85 (t, J =
8 Hz, 3H)

219 S N_Eﬁijgl_(gi%%ii 1INR (400 Mz, DMSO-dg): & 8.24 (d, J
T W =L)-2-3k°1= 1= 6.8 Hz, 1H), 7.94 (s, 1H), 7.52 (s,
. Qfﬁﬂmy AR A2 p0), 7,40 = 7.27 (m, 5H), 6.79 - 6.77

o e (((S)-1-8FO1=% (g j=8Hz, 1), 6.73 (s, 1), 5.02

A 5-e-2-9] ) o}
)-5-w e g
W -4-<1)-1H-

¥ Z-3-7} 5 A}uto]

=

- 5.01 (m, 1H), 4.92 (t, J = 5.6 Hz,

1), 4.55 (t, J=5.6 Hz, 1H), 3 .82

(d, J=4.8 Hz, 2H), 3.64 (d, J=5.2
Hz, 1H), 3.42 - 3.27 (m, 2H), 2.2 (s,
3H), 1.64 - 1.62 (m, 1H), 1.42 - 1.40
(m, 1H), 0.85 (t, J =8 Hz, 3H).
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220

N-((S)-1-(3-2 &

2¥d)-2-3o] =
S Ao " )-1-(2-
(((S)-1-3lol =5
A 5-E-2-9] ) o}
)-5-wE g g
-4-%)-1H-o]v]
U} -4-7} 5 At o]

=

THNMR (400 MHz, DMSO-ds): & 8.38 (d, J

= 8.4 Hz, 1H), 8.28 (d, J = 14.8 Hz,
2H), 8.08 (s, 1H), 7.42 (s, 1H), 7.31
- 7.28 (m, 3H), 6.96 (d, J = 8 Hz,
1H), 5.03 - 4.98 (m, 2H), 4.55 (br s,
1H), 3.80 (br s, 1H), 3.72 - 3.70 (m,
2H), 3.45 - 3.41 (m, 2H), 2.17 (s,
3H), 1.65 - 1.60 (m, 1H), 1.44 - 1.40
(m, 1H), 0.851 (t, J =8 Hz, 3H)

221

N-(2-o}u] -1~

ol d)-1-(2-((4
-EFoEvd)e}
1] ) 9 2] el -4-
4)-1H-

o] v thE 47144
nlo] &

THNMR (400 MHz, DMSO-d¢): & 9.19 (s,

1H), 8.48 (d, J = 8.4 Hz, 1H), 8.43
(s, 1H), 8.22 - 8.20 (m, 2H), 7.65 -
7.62 (m, 2H), 7.35 - 7.28 (m, 4H),
7.23 - 7.19 (m, 1H), 7.15 - 7.07 (m,
3H), 6.96 (s, 1H), 4.97 (s, 1H), 3.01
- 3.0 (m, 1H), 2.92 - 2.90 (m, 1H)

11

222

1-(2-((4-Z20 7
#d)opr] = )-5-1
gy d-4-
d)-N-(2-3}o| =5
A]—l—
ol & )-1H-o]n|
UpE-4-7H5Apmfo]

=

THNMR (400 MHz, DMSO-d¢): & 9.13 (s,

1H), 8.24 (d, J =8 Hz, 1H), 8.15 (s,
1H), 8.07 (s, 1H), 7.97 (s, 1H,) 7.67
-7.59 (m, 2) 7.36 (d, J=7.6 Hz,
2, 7.29 (t, J=7.6 Hz, 21, 7.22 (t,
J=6.8 Hz, 1H,), 7.08 (t, J = 3.2 Hz,
20), 6.72 (s, 1H) 5.03 - 4.96 (m, 2H),
3.69 (br s, 21), 2.08 (s, 3H)

11

223

N-(1-(3-Z 2 29
d)-2-3lo]| =54
oE)-1-(2-((4-=
FoR-3-maE
wdd)oln )5
-HE g -4~
4)-1H-

oln| & -4-F} A}
nlo] &

THNMR (400 MHz, DMSO-d¢): & 9.73 (s,

1H), 8.53 (s, 1H), 8.42 (d, J = 7.6
Hz, 1H), 8.35 (s, 1H), 8.17 (s, 1H),
7.52 (d, J=7.6Hz, 20), 7.54 (d, J =
8 Hz, 1H), 7.43 (s, 1H), 7.33 (s, 1H),
7.32 (s, 1), 7.27 (d, J = 3.2 Hz,
1), 7.21 (d, J=7.6 Hz, 1H), 7.06 -
7.01 (m, 1H), 5.02 (t, J = 4.8 Hz,
2H), 3.70 (s, 6H), 2.96 (s, 4H), 2.27
(s, 3H0)

225

N-(2-

opH| -1-(3-F 2
2ad)el")-1-(5
- E-2-((H Eg}
slo| = & -21-

7] gh-4-<)o}v]
o) v el -4-
d)-1H-

oW th & -4-7} A}
U}O]Ei

THNMR (400 MHz, DMSO-ds): & 8.53 (d, J

=8 Hz, 1H), 8.32 (s, 1H), 8.25 (s,
1H), 8.06 (s, 1H), 7.40 - 7.27 (m,
6H), 4.91 (s, 1H), 3.83-3.81 (m, 4H),
3.47 - 3.26 (m, 3H), 2.95 - 2.88 (m,
20, 2.16 (s, 3H), 1.79 (d, J =8 Hz,
2H), 1.48 - 1.45 (m, 2H)

225a

(S)-N-(2-

opn| -1-(3-F 2
z2od) " )-1-(5
-mg-2-((H E2}
alo] = & -2H-

3] P-4-9 ) o}w]
) ¥ 2] el -4-
4)-1H-

ol tE-4-7}5A}
npol =, A&l
AAA #1

IHNMR (400 MHz, DMSO-ds): & 8.58 (d, J

= 6.8 Hz, 1H), 8.33 (s, 1H), 8.27 (s,
1H), 8.07 (s, 1H), 7.41 (s, 1H), 7.36
7.28 (m, 4H), 4.97 (br s, 1H), 3.84 -
3.82 (m, 3H), 3.38 3.33 (m, 2H), 3.01
2.94 (m, 2H), 2.16 (s, 3H), 1.80 (d, J
=11.6 Hz, 2H), 1.52 1.44 (m, 2H).

225b

(R)-N-(2-

ob) :m-1-(3-F &
z23d)olE)-1-(5
-mg-2-((H =}
afo] = &2 -2H-

7] gh-4-<) o}v]
o) v el -4-
d)-1H-

ojH| thE-4-7} AL
nhol =, A&7l
AAA #2

IHNMR (400 MHz, DMSO-d¢): & 8.58 (d,

J= 8 Hz, 1H), 8.33 (s, 1H), 8.27 (s,
1), 8.07 (s, 1H), 7.42 (s, 1H), 7.36
7.27 (m, 4H), 5.024.91 (m, 1H), 3.84 -
3.82 (m, 3H), 3.35 (m, 2H), 3.05 2.91
(m, 2H), 2.16 (s, 3H), 1.79 (d, J =
11.6 Hz, 2H), 1.51 1.4 (m, 2H).
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226 Yy 1INVR (400 Mz, DMSO-ds): & 8.38 (d, J| 6
/ﬁ/LW/ e N-(1-(3-Z 225 |= 8.4 Hz, 1), 8.30 (s, 1), 8.25 (s,
( = foy U)-2-3lo|==A] |1H), 8.07 (s, 1H), 7.42 (s, 1H), 7.34
— s o &)-1-(2-(Ako] |- 7.27 (m, 3H), 7.21 (d, J = 7.6 liz,
Frdxolmw)-5 |1H), 5.04 - 4.97 (m, 2H), 3.71 (t, J =
-Wdygue-4- |5.6 Hz, 2H), 2.15 (s, 3H), 1.85 (d, J
o1)-11- = 7.2 Hz, 21), 1.67 (s, 20), 1.55 (d,
ojw|thE-4-7H2 A} | J = 12 Hz, 1H), 1.28-1.20 (m, 6H)
U}o]gg
227 S N-(2-obm|=-1-%] | 1INMR (400 Mz, DMSO-dg): & 9.14 (s, 1
e U S el )-1-(2=((4 |11y, 8.5 (d, J = 8.4 Hz, 1), 8.15 (s,
! —Eremdd)ol ) 8.08 (s, 1H), 7.97 (s, 1H), 7.63
7N V) 5w’ AR 59 (m, 2H), 7.37 - 7.30 (m, 41,
! = SoA-Sh=1H-01¥] 17 93 (¢, J = 6.8 Hz, 1H), 7.08 (t, J =
SHE-A-TESARO] 18 4 Hy, 2H), 6.71 (s, 1H), 5.03 - 5.02
=, AEEBE (n, 1), 4.0 (br s, 2H), 3.11 - 3.06
Al #1 (t, J=12.0 Hz, 1H), 2.96 - 2.94 (m,
1), 2.08 (s. 3H)
298 N N-(2-obm|=-1-%] | 1HINMR (400 Mz, DMSO-dg): & 9.13 (s, 1
Y - el )-1-(2=((4 |1y), 8.50 (d, J =4 Hz, 1), 8.15 (s,
O —=F AR ) 8,08 (s, 1), 7.98 (s, 1H), 7.63
Z:i> V) -5-H= A ® |  59 () 2H), 7.37 - 7.30 (m, 41,
F ©oA-S=1H-017] 17 94 (¢, J = 6.8 Hz, 1), 7.08 (t, J =
HEA-kEAbete] g o 1, 21, 6.71 (s, 1), 5.02 (m,
=, A=l E ), 3.11-3.06 (t, J = 12 Hz, 1M),
Al #2 2.96 — 2.94 (m, 1H), 2.08 (s, 3H)
229 r (S)-N-(1-(3-Z= |1INVR (400 Milz, DMSO-ds): & 8.47 (d, J| 3
HWJ\«‘~Tj>,J{ o EAL) 2SO 1= 4y, 1), 8.39 (d, J = 8 Hz, 1),
ﬁ] e SANE)--(5-5 1814 (s, 1), 7.56 (s, 1), 7.41 (s,
- e FLE-2-((FIE% o) 7.33 - 7.26 (m, 3H), 6.81 (s,
3he] =& -2fl- 1), 5.04 - 4.99 (m, 1), 4.92 (t, J =
FR-4-e)okwl gy, 1), 3.83 (d, J = 12 Hz, 31),
w)Iel e s 66 - 5.5 (m, 2H), 3.38 (1, J = 12
SO Z-3-7F 1j,, o), 1.83 - 1.80 (d, J = 12 Hz,
APRe| = o), 1.54 - 1.45 (m, 2H)
230 N N-(2- 1INR (400 Mz, DMSO-ds): & 9.13 (s, 1
NN ohle-1-(4-EF |1p) .58 (d, J = 8 Hz, 1), 8.15 (s,
P SV 22N~ 1) 8.08 (s, 1), 7.98 (s, 1H), 7.63
] N (2-(4-ZF2=3 |- 7 59 (m, 2H), 7.41 (t, J= 8.4 Hz,
I = [ )okie)=5-Hl= o) 715 (1, J = 8.8 Hz, 2H), 7.08
e R-4-s)-1- (¢ 7= 8.8 Hz, 2), 6.71 (s, 1),
ofuITE-4-FHEAL |5 08 (s, 1H), 3.13 (s, 2H), 2.98 (d, J
hel= =10 Hz, 2H), 2.07 (s, 3H)
231 T . Ni(%— e 1INVR (400 Mz, DMSO-dg): & 9.78 (s, 4
NN OrME=—1-(3-=% |1H) 8.84 (d, J =8 Hz, 1H), 5.54 (s
A . , , , , ,
A B )16 1)) 8036 (s, 1), 8.19 (s, 1H), 7.60
N N —ul R -2-((d-sl (g, g = 8.8 Hz, 20), 7.49 (s, 1),
(T Al 5) T 7 39— 7 31 (m, 5H), 7.06 (t, J =8
SR -4-9D)-1- Hyj, 1H), 6.99 - 6.92 (m, 41), 5. 24
oI E-4-THAL | (br s, 1), 4.11 (s, 1H), 3.17 (br s,
kel = 1H), 2.25 (s, 3H), 0.85 (t, J = 8 Hz,
2 1
232 [o4 Ni(%— e 1INMR (400 Mz, DMSO-dg): & 9.17 4
TN OFM=m1-(3-2 2 (s 1H), 8.89 (d, J = 4.5 Hz, 1), 8.48
vy M~§§j>,c =ADND-1-(2 (5, 1H), 8.29 (s, 1H), 8.1 (s, 1H),
b — ((2-22=-4-% 1789 (br s, 2H), 7.66 - 7.62 (m, 1I),

Fo 27 d)o}]

)-5-wEe g
d-4-%)-1H-o]v]
U} -4-7} 5 At o]

=

7.50 = 7.47 (m, 2H), 7.40 - 7.36 (m,
30, 7.21 - 7.18 (m, 1H), 5.30 (d, J =
2.5 Hz, 1), 3.42 - 3.32 (m, 1H), 3.27
3.19 (m, 1), 2.24 (s, 3H)
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233 N/Aj[/ N-(2- 1H NMR (400 MHz, DMSO-dy): & 8.33 (s,
HNJLN/\N/«>,45 o [EISEATE ), 8,23 (1, )= 6.0 Hz, 20), 8.11
1 " An L.3l-2 (s, H), 7.35 (t, J = 6.8 Hz, 2H),
i s ) NE)-1-65-H 17 02 (s, 1), 6.94 (t, J = 4.4 Hz
J [ ,\ ) =] ) ’ 3 y
0 s d-2-((H =28kl |1y 530 5.25 (n, 1), 5.12 (t, J =
SR AIEA- 5 6 1y, 1), 3.9 (bros, 1), 3.83 (d,
A)oku ) M2 m | 2 10,8 Hy, 2H), 3.77 (t, J = 5.2 Hz,
H-4=)-11-217 fon) 3,36 (¢, J = 10.8 Hz, 2 H), 2.16
ChE-4-7H ARkl (6 3H) | 1.81 (d, J = 12 Hz, 2H), 1.51
= 1.44 (m, 2H).
234 N N-(2- 1H NMR (400 MHz, DMSO-dy): & 8.33 (s,
W)H%[W\ P _on |BHOIESASI(H ) 8.25 (s, 1H), 8.14 (d, J = 8.8
cal Pt £.3-3- Hz, 1H), 8.09 (s, 1H), 7.43 (d, J =
) — D)NE)-1-(5-" 13911, 1), 7.42 7.32 (m, 2H), 7.13
o N d-2-((HEZSol | (g 7= 4.8 Hz, 1), 5.15 5.10 (m,
SRAEIRA- ) 4095 (¢, J = 5.6 Hz, 1H), 3.88
A)ob )M | (b ) 1H), 3.83 (d, J = 10.8 Hz, 2H),
H-4-2D)-1-°17] |3 75 368 (m, 2H), 3.36 (t, J = 11.2
ChE-4-7hAbetol gy, oy 2,16 (s, 3H), 1.81 (d, J =
= 11.6 Hz, 2H), 1.53 1.43 (m, 2H).
235 = N-(2- THNMR (400 MHz, DMSO-dg): & 8.87 (d, J
HONEIN,_ N oke-1-(3-F 2 |- 7.9 1y, 1H), 8.36 (s, 1H), 8.30 (s,
QL 2ADANL)-1-(5 (1), 8.15 (s, 1H), 7.60 (br s, 1H),
d ol “AE-2-((HIER 750 (s, 1), 7.41 - 7.33 (m, 3H),
SPOJ=RFR-3- |5 98 (s, 1H), 4.34 (s, 1H), 4.34 -
o) 2P 3 g4 (m, 2H), 3.81 - 3.71 (m, 1H),
©-4-2)-1-°]"] |3 68 - 3.53 (m, 1H), 3.36 - 3.27 (m,
UE-4-7H5 ARl |y 3,33 - 3.19 (m, 1H), 2.99 - 2.93
= (m, 1H), 2.18 (s, 3H), 1.90 - 1.82 (m,
1H).
236 o4 N-(2- THNMR (400 MHz, DMSO-dg): & 8.57 (d, J
mASE AN ohle-1-(3-2% |- 7.2 Hz, 1H), 8.33 (s, 1H), 8.27 (s,
i 25 1H), 8.08 (s, 1H), 7.34 (br s, 1H),
o Dai =F2dD)el |7 97 (br s, 1H), 7.18 (d, J = 10 Hz,
o )-1-(5- 1), 4.91 (s, 1H), 3.84 - 3.81 (m,
wE-2-(CEl =28t 3y) ) 3.38 - 3.27 (m, 2H), 2.93 (s,
o] = 2-2H- 1), 2.87 (s, 1H), 2.30 (s, 3H), 1.83
Ae-4-)oml 1oy 78 (m, 2H), 1.49 (br s, 2H)
) I v -4
A )-1H-
o vt} E—4-F}EA}
nlol =
237 Y N-(2- THNMR (400 MHz, DMSO-d6): & 8.49 (d,
AN, o sfo] =S Al-1-(3- |J = 8.0 Hz, 1H), 8.33 (s, 1), 8.27
[%] - HN4£i>r4;F ( (s, ), 8.08 (s, 1H), 7.73 (s, 1H),
o F EEZFo = 7.66 (d, J =7.2 Hz, 1H), 7.59 - 7.51
ehgd)oe)-1- |(m, 2H), 7.35 (d, J = 7.6 Hz, 1H),
(5-HE-2-((J|E [5.12 - 5.03 (m, 2H), 3.89 (br s, 1H),
glafolmm-2-3 [3.83 (d, J = 11.6 Hz, 2H), 3.74 (t, J
F-4-)oln )T = 5.6 Hz, 2H), 3.35 (t, J = 10.4 Hz,
g rd-4-2)-1H- |2H), 2.16 (s, 3H), 1.80 (d, J = 11.2
o|H|thE-4-F} A} |Hz, 2H), 1.52 - 1.42 (m, 2H)
U}—O]E
238 N-(2- THNMR (400 MHz, DMSO-d6): & 8.39 (s,

0]

{ OH
[ij T;EV'EN,f
(€]

8o =5 A)-1-(n-
=) d)-1-(5-
e -2-( (el E2}s}
o|==-2H-
)42 o]
) ¥ 2 v el -4-
4)-1H-

o m| th&-4-7} 2 A}
nlol =

=

1H), 8.26 (s, 1H), 8.20 (d, J = 8.4
Hz, 1H), 8.07 (s, 1H), 7.35 (d, J =
7.2 Hz, 1H), 7.19 - 7.12 (m, 3H), 7.02
(d, J =7.2 Hz, 1H), 4.93 - 4.96 (m,
2H), 3.83 (d, J = 10.8 Hz, 3H), 3.67
(d, J = 4.8 Hz, 2H), 3.35 (t, 2H),
2.30 (s, 3H), 2.16 (s, 3H), 1.81 (d, J
= 12.8 Hz, 2H)), 1.52 - 1.43 (m, 2H).
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239 S 1-5-m12-2-[1-(El] | 1THNMR (400 MHz, DMSO-d6): & 8.38 (d, 17, 6
HN)WK\MX P on Eg}slol =2 - J =8.0Hz, 20), 8.30 (s, 1H), 8.26
A Sy g @H-4-d)-ddo} | (s, 1H), 8.07 (s, 1H), 7.42 (s, 1H),
° { Ha 4] - 7.31 - 7.23 (m, 21), 5.02 (s, 2H),
N 3] 2 v e -4~ 3.83(d, ] =5.2 Hz, 21), 3.71 (t, J =
A -1H-9] Z-3-7}2 (5.2 Hz, 3H), 3.32 - 3.16 (m, 2H), 2.16
AA [(S)-1-(3-F [ (s, 3H), 1.58 (t, J = 10.4 Hz, 3H),
Z22-vd)-2- 0}01 1.07 (d, J = 6.8 Hz, 3H)
EZA-d g ]-o}n}
0]5
240 Y (S)-N-(1-(3-Z& [1HNMR (400 MHz, DMSO-d6): & 8.38 (d, 4,6
N AL o 23d)-2-3ke]= |J = 7.6 Hz, 1H), 8.34 (s, 1H), 8.28
s Hng 2 oe)-1-(2- |(s, 1H), 8.09 (s, 1H), 7.42 (br s,
\(,J sl ((4,4-0)Z2203 |2H), 7.31 (s, 2H), 7.28 (s, 1), 5.01
FOF AyolZz e Ao} [(d, J = 4.8 Hz, 2H), 3.91 (br s, 1H),
v -)-5-wlelw)g] [3.71 (t, J = 5.6 Hz, 2H), 2.04 - 1.98
nJd-4-)-1H-°] |(m, 2H), 1.89 (d, J = 10.8 Hz, 2H),
vt} E-4-7F A m) (1,58 - 1.55 (m, 2H
o];g
241 e (S)-1-(2-((2-2-& [1INMR (400 Mz, DMSO-ds): & 9.14 (s, 6
NS on 2-4- 1H), 8.46 (s, 1H), 8.39 (d, J = 8.4
a s HN T2 aHu)e , O. S, , 8. , .
@ Ty STeRAE)Ol  Hz, 1H), 8.26 (s, 1), 8.07 (s, 1),
T V)5 E = |7 67 - 7.63 (m, 1), 7.49 - 7.46 (m,
v -4 M), 7.42 (s, 1), 7.34 - 7.31 (s,
DN-(1-(3-2 2 o) 7,27 - 7.21 (m, 1), 7.20 - 7.18
ifﬁgf‘ﬁﬂi] (m, 1H), 5.03 - 4.97 (m, 2H), 3.71 (t,
RO eyl J=5.6Hz, 21), 2.30 (s, 3M).

242 g N-((S)-1-(3-Z = |1HNMR (400 MHz, DMSO-ds): & 8.38 (d, J| 3, 6
NN, L o iﬁﬂé)—Z—s}olE =8 Hz, 1H), 8.31 (s, 1H), 8.26 (s,
IR SN SAE)-1=(2- ) 7.42 (s, 1H), 7.31 - 7.28 (m,

& e ((Ar 45)-4-3k°l 13y), 7.19 (d, J = 7.2 Hz, 1H), 5.02 -

OH EEAAIFRE 1y 99 (n, 2H), 4.479 - 4.471 (m, 1H),
Aokl )-5-1" |3 79 - 3.71 (m, 2),3.70 (br, 1I),
;’41;4‘1];[5“4‘ 3.37 - 3.36 (m, 10),2.15 (s, 3M), 1.87
2 )-1H- -1 1.27 - 1.1 41) .
o] B 47} 4] 1.79 (m, 4H), 7 9 (m, 4H)
U}—O]E

243 0 ¢ o N-(2-(2-3Fo] == [1HNMR (400 Mz, DMSO-dg): & 8.46 (t, J| 3

e a Y Ao =6 Hz, 1), 8.33 (s, 11), 8.24 (s,
=y HN ol F) W) -1-(5- 1) 8.09 (s, 1H), 7.35 (d, J = 7.2
o 7N -2 (CHESE 1y, 1wy, 7.25 (d, J = 5.2 Hz, 1H),
= o] = 2-2H- 7.16 - 7.13 (m, 30), 4.67 (t, J = 5.2
V|gh-4-el)obwl gy 1H), 4.48 (d, J = 6 Hz, 2), 3.89
S)F R A (o s, 1), 3.83 (d, J = 11.2 Hz, 21D,
-1l 3.62 - 3.57 (m, 2H), 3.39 - 3.32 (m,
Ol YE-A-TFEAL 1oy 2.82 (t, J = 6.8 Hz, 2 H), 2.17
hel= (s, 3H), 1.80 (d, J = 11.2 Hz, 2H),
1.52 - 1.44 (m, 2H).
245 \/L/ N-((1s,3s)-1-(3- |1HNMR (400 MHz, DMSO-ds) & 8.87 (s, 6
ey \HO - 2255 ), 8.2 (s, 1), 8.23 (s, 1H), 7.9
[lj RN CJESAACIZR (s 1H), 7.48 (s, 1H), 7.4 (d, J = 8
. @C' FE)-1-5- Ay, 1H),7.32 (t, J = 8Hz, 2H), 7.23
Id-2-((RlE2e} | (q. 7 =8 Hz, ), 5.12 (d, J = 6liz,
o|=2-2M-4-A)°} | 1), 3.98 - 3.81(m, 4H), 3.35 (t, J =
vk S -4- 111 9 Hy, 2H), 2.92 (b, 2H), 2.38 (b,

d)-1H-
ol H thE-4-7HEAL

|
nlol =

2H), 2.15 (s, 3H), 1.79 (d, J =11.6
Hz, 2H), 1.52 - 1.43 (m, 2H).
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246 4 N-((S)-1-(3-22 [1HINMR (400 Milz, DMSO-ds): & 8.40 - 4, 6
N =N I 2AD)-2BLO1E 1859 (m, 2A), 8.29 (s, 1), 8.13 (s,
S T T A2 ), 7,79 (d, = 6.8 Hz, 1), 7.42
$o AN (L1715 AbolS | (5 11), 7.31 (bs, 2H), 7.28 - 7.27
© ﬂ]gfg‘*‘*—i‘ﬂ (m, 1H), 5.00 (q, J; = 5.6 Hz, J» = 7.6
:7;;}n]5:)—5_uﬂel Hz, 2H), 3.71 (d, J = 6.0 Hz, 1),
;aﬂmﬂ_ = 13.54 - 3.49 (m, 1H), 3.36 - 3.27 (m,
o)1l 1), 3.19 - 3.14 (m, 1H), 2.98 - 2.95
= 1), 2.47 2.39 (m, 1), 2.20
o] v chg—4-7hxap 0 D, 10,
u}o]g; 2.12 (m, 4H),
247 o N-(($)-1-(3-2 [1HNMR (400 Miz, DMSO-de): & 8.39 - 6
SRS W 23E)2-8ke1= 18 57 (m, 2), 8.2 (s, 1), 8.11 (s,
@j ”O,c SAAE)-1=-2=C \111), 7.81 (d, J =8 Hz, 1), 7.41 (s,
° St 1), 7.31 (bs, 20), 7.27 - 7.26 (m,
dotve)-5-"" | 11) 7,17 (d, J = 7.6 Hz, 1H), 6.80
lejv]e-4- (t, J=7.6Hz, 1), 6.74 (d, J = 8.0
5331_\12?; sgpin 120 D 5.00 (bs, 1D, 5.0 (q, Ji =
dole 6.0 Wz, = 7.6 1z, 1), 4.28 - 4.18
(m, 2H), 3.71 (d, J =5.2 Hz, 2H),
2.21 (s, 3H). 2.07 - 2.03 (m. 2I).
248 e (S)-N-(2- 1INMR (400 MHz, DMSO-dg): & 8.56 (d, J| 4
N = OFM-1-(3-2 % |- 8.4 [z, 1H), 8.53 (s, 1), 8.14 (s,
S g ZADAND)-1-(2 |11), 7.70 - 7.67 (m, 2I), 7.41 (s,
O RS 1), 7.35 - 7.26 (m, 3H), 7.11 (t, J =
; sFe Aol g g, om), 4.94 - 4.88 (m, 1), 2.98
P15)-5-ME A |9 93 (n, 1H), 2.89 - 2.86 (m, 1),
PlE-4-sl)-1l-e] 19 96 (s, 3H)
e ERE
ol=
249 Y (R)-N-(2- 1INR (400 MHz, DMSO-ds): & 9.79 (s, 4
NN 8, oPPle-1-(3-F= 1K), 8.55 (d, J= 8.4 Hz, 1), 8.53
S v A ANED)-1-(2 | (s, 1), 8.33 (s, 1D, 8.15 (s, 1H),
2/}0 l((4‘o N 7.70 - 7.67 (m, 2H), 7.41 (s, 1H),
g s = A d)Ok 17.35 - 7.52 (m, 21), 7.30 - 7.26 (n,
Ple)-5odlEAE ), 701 (r, J = 8.4 He, 20), 4.95 -
PP AmshAel 1y 90 (m, 1), 3.00 - 2.95 (m, 1H),
‘;}jﬁ“l‘ﬂ =AW 1990 - 2.86 (m, 1H), 2.26 (s, 3M)
250 T N-(1-(3-Z 223 [1INMR (400 Mz, DMSO-dg): & 9.79 (s, 6
N \NL/\\rJzO —on d)-2-3F°|=5Al |1y 8.53 (s, 1H), 8.40 (d, J = 8.0
ey N M ND-1-(5- - iz, 1), 8.34 (s, 1), 8.16 (s, 1),
N O [MR2 (54 1770 (d, J = 8.8 Hz,20), 7.83 (s, 1),
Y Aot )alEl 17 35 - 7.97 (n,50), 7.07 - 7.045 (m,
L PrE-dmh) U0 ), 6,99 - 6.92 (m, 41D, 5.03 - 4.98
IEHE-A=7RS AR | (n, 2H), 3.73 - 3.70 (m, 2H), 2.30 (s,
o= 3H)
251 o N-(($)-1-(3-Z [1HNMR (400 Miz, DMSO-ds): & 8.34 - 6
A Wad ZA eI 1832 (n, ), 8.22 - 8.21 (m, 1D,
rj h “@q SACNE)-1-(5-" |8 15 - 8.14 (d, J = 7.6 Hz, 1H), 8.06
° —~ S2-(Q-H=EHE =g 04 (n, 1), 7.42 (5, 1), 7.33 -
E‘r"“’]o Z=2l-9] 1730 (m, 21), 7.269 - 7.260 (m, 1H),
w—4- Okfhﬂ 6.984 (br, 1H), 5.052 - 5.00 (m, 1I),
BlmE A=l -l 1y 82 (s, 1), .81 - 3.77 (m, 1),
01“132‘4 7HE At 13,75 - 3.66 (m, 2H), 3.45 - 3.37 (m,
hel = 2H), 2.24 - 2.18 (m, 31), 1.92 - 1.89

(m, 1H),
1.39 (m,
1.15 (m,

1.80 - 1.75 (m, 2H), 1.51 -
1H), 1.21 (m, 2H), 1.18 -
1H), 1.07 = 1.05 (m, 1H).
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252 N N-(1-(3-Z =25 |1HNMR (400 Mz, DMSO-ds): & 8.43-8.41 3
i oy Vo D)-2FlEEA (g, = 8.8 He, 1), 8.33 (s, 1N,
[%] s H Z29)-1-(5- 895 (s, 1H),8.05 (s, 1H), 7.43 (s,
. o A -2-(CEIERSE | 1), 7.36 - 7.27 (m, 4H), 4.98 - 4.97
o] =m=-2ll- (m, 1H), 4.80 - 4.76 (m,1H), 4.06 -
ek-4-eh)oku] 1y 01 (n, 1), 3.84 - 3.81 (m, 3H),
w)IelREo 3 38-3.27 (m, 2), 2.15 (m, 3,
2)-1H- 1.81-1.78 (m, 2H), 1.51-1.43 (m, 2H),
NI EHE—4-715 2 11 02 (m, 3H).
wfol= (o] 4
#2)
253 e N-(1-(3-Z =29 | 1R (400 Mz, DMSO-dg): & 8.42 (d, J| 3
i, o H)-2-3FO =SB 29 9 |, 1H), 8.33 (s, 1), 8.25 (s,
= A ZeA)-1-(5- 1), 8.05 (s, 1), 7.43 (s, 1), 7.35
. ‘e A -2-((HE2FSE |~ 7 97 (m, 4H), 4.98 - 4.97 (m, 1H),
o] = 2-2H- 4.80 -4.76 (m, 1), 4.06 - 4.0 (m,
) @-4-9) o}w) 1), 3.84 - 3.81 (m, 3H), 3.38-3.26
gi)»JEJﬂlEi—4— (m, 2H), 2.15 (s, 3H), 1.81 - 1.78 (m,
d)-1H- 2H), 1.51 - 1.43 (m, 2H), 1.07 - 1.01
ol THE-4-THEAL | (. 3H).
U}O]E
(o1& A #1)
254 o, N-(2- 1INMR (400 MHz, DMSO-ds): 6 9.64 (s, 3
MOV L ohl=-1-(3-2 = |1p), 8.60 (s, 1), 8.50 (s, 1H), 8.32
" HN,%EE* = (s, 1D, 8.13 (s, 1), 7.41 - 7.31
o e | ETeEADE o, 7.05 (s, 1), 6.83 (s, 1),
© &)-1-(5- L |5.94 (s, 2, 4.9 (s, 1D, 3.3 - 2.80
= -2-(CHE=Ve} | () 21), 2.95 (s, 3H)
o] = 2 -9l
3 @-4-4)o}n|
o) v el -4-
2)-1H-
o] 1] T 4715 4]
nlol =
255 4 N-((S)-2- 1NMR (400 MHz, DMSO-dg): & 8.53 (d, J| 20
T o o Y A oPe-1-(3-22 |- 9 8 |, 1H), 8.35 (s, 1H), 8.28 (s,
S TE =3 AE)-1-(5 |11y 8.09 (s, 1H), 7.58 (s, 1H), 7.40
d Do A2 H (s, 1), 7.34 - 7.25 (m, 3D, 4.93 -
ESfSlel SRF- g g5 (m, 1H), 4.34 (s, 1H), 3.86 -
3-)obule) el 3 81 (, 2M), 3.71 - 3.67 (m, 1H),
VIR -4-<l)-10-0] |3 59 - 3. 97 (m, 1H), 2.97 - 2.92 (m,
PISE-4-75 AR ) 2 89 - 2.84 (m, 1), 2.18 (s,
°o|= 3M), 2.07 - 1.94 (m, 1H), 1.84 - 1.75
(m, 1H), 1.86 (br s, 2H)
256 o N-(2- 1INVR (400 Milz, DMSO-ds) & 9.73 (s, 3
Ol S Wt oP-1-(3-2 % |1y), 8.57 (d, J = 8.4 Hz, 1H), 8.54
e Cpe (B2 (s, 1), 8.35 (s, 1), 8.16 (s, 1),
T - (U-=F22-3- 754 (d, J =6.4 Hz, 1H), 7.41 (s,
R Ee ey M), 7.35 - 7.20 (m, 4H), 7.06 - 7.01
D)ot e)-5-w" | (y 1), 4.94 4.89 (m, 1H),3.70 (s,
ﬂﬂﬂﬂ%— 41, 2.97 (s, 5H), 2.90 - 2.85 (m,
) -1H- ), 2.27 (s, 3H)
o] 1] T} —4- 715 4]
nlol =
257 N-(1-(5-Z=2E] |1HNMR (400 MHz, DMSO-ds): & 8.33 3

L #H-2-4)-2-3}°]
= 2ZA]9")-1-(5
-WE-2-((e Eg}
ol = 2 -2H-

7] gh-4-<)o}v]
o) v el -4-
od)-1H-

o n| T} E-4-F} A}
U}O]E

(s,1H), 8.31 (s, 1H), 8.25 (s, 1H),
8.12 (s, 1H), 7.36 (d, J = 7.2 Hz,
1), 6.93 - 6.87 (m, 2H), 5.24 - 5.17
(m, 2H), 3.84 - 3.75 (m, 5H), 3.38 -
3.27 (m, 2H), 2.16 (s, 3H), 1.88 -
1.79 (m, 2H), 1.51 - 1.44 (m, 2H).
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258 Y N-(1-(3-(tert-% |1HNMR (400 Mz, DMSO-ds): & 8.33 (s, 3
e, o sl)-2-tel= |y 895 (d, 7= 8 Hz, 20), 8.07 (s,
ol %/g SAND)A-(5 A qyy), 7,39 734 (m, 2, 7.23 - 7.19
o 2-2-(CFIEekate] |y o), 7.14 (d, J= 7.2 Hz, 1D,

SR A4 5 01 (d, J= 7.6 Hz, 1), 4.93 (t,
Dotrir=) el 1) 584 - 3.81 (m, 3H), 3.70 (s,
dod=eh)oU-el¥] o) 388 - 3.27 (m, 21), 2.16 (s,
SHE-4-7hsARRel 13y 1,80 (d, J = 12 Hz, 2H), 1.49
= 1.44 (m, 2H), 1.35 (s, 9H)

259 Y ($)-N-(2- THNWR (400 MHz, DMSO-dg): & 8.54 (d, J| 20
M L P 1-(3-2% 1= 8.0 Hz, 1H), 8.38 (s, 1H), 8.29 (s,

=N N =ADADI2 1), 810 (s, 1H), 7.86 (d, J = 5.6
X T B STEEREE 1), 7.40 (s, 1H), 7.35 - 7.25 (n,
AteTFEREDOL 13), 4.93 ~ 4.88 (m, W), 4.17 (d, J =
Ple)=5-W DA 6 0 1z, 1H), 2.90 - 2.84 (m, 4H), 2.68
PlE-A-sh)-1l-o] 19 55 (m, 2H), 2.20 (s, 3H), 1.54 (br
AR |,
o=
260 I (9-N-(1-(3-Z= [1HNMR (400 MHz, DMSO-de): & 8.39 (d, J| 6
0 b ol
NN L —on Zod)-2-8fel= |- g 01z, 1), 8.31 (d, J = 15.6 Hz,
oA SAAED) 2= o), 8.10 (s, 1H), 7.42 (s, 1H), 7.31
oo bd ((1,3-HJ3ke] 25\ 7 98 (m, 3H), 6.77 (d, J = 8.0 Hz,
AZEFE-2-d)ok |1y 5.02 (s, 2H), 4.56 (s, 2H), 3.89
Ple)-5-mE AR (b, 1), 3.71 (s, 20), 3.49 - 3.47
PIR-A-eh)-IH-o] (n 4n), 2.18 (s, 3H).
e ERE
o=
261 ['od N-(2- 1HNMR (400 MHz, DMSO-ds): & 8.33 (s, 3
5 7 SOl == A-1-(5- | 1) 8.24 (s, 1H), 8.14 - 8.10 (
HN NN/ OH - , 8. S, , 8. . m,
Qfmes IR 2829 o), 7.36 (d, J = 8.0 Hz, 1), 6.77
. [ N1 1(d, J = 4.0 Hz, 1), 6.60 (d, J = 4.0
e -2-(CEIEe8E \y, 1), 5.19 - 5.07 (m, 2H), 3.89 -
ol =22l 3.82 (m, 3H0), 3.74 - 3.71 (m, 21D,
FR-4-l)otu] |3 38 — 3,33 (m, 2H), 2.30 (s, 3H),
§§§”1§4ﬂ1?1—4— 2.16 (m, 3H), 1.81 (d, J = 12.0 Hz,
-1 2H), 1.52 - 1.43 (m, 21
o] 1] T} —4- 715 4]
nlol =

262 v N-(3-Z & 2-2-(3} [1HINMR (400 Mz, DMSO-ds): & 8.64 (d, J| 3
TR lESAMEIN e 6z, 1), 8.53 (s, 1), 8.31 (s,

o T A)-1-(2-((4=F5 | 111) | 8.16 (s, 1H), 7.70 - 7.66 (m,
. e | 22dek=)- o), 7.33 - 7.25 (m, 31, 7.11 (¢, J =
F o 8.8 Hz 2H), 5.24 (t, J=5.2 Hz 1H),
ﬂ?ﬂﬂﬂ%ﬂ— 4.76 (d, J=4.8 Hz, 20), 4.61 (d, J =
2)-1H- 6 llz, 2H), 2.25 (s, 3H).
o] )} -4-7} 5}
U}—O]E
264 ¢ N-(($)-2- 1HNMR (400 MHz, DMSO-ds): & 8.53 (d, J| 20
AN, L Pl (32 1= 8.0 Hz, 1), 8.35 (s, 1H), 8.28 (s,
é <\ NG =AD)AED1-(5 1111, 8.09 (s, 1H), 7.58 (d, J = 5.6
0 o | R 2=(CR-E Hygy 1), 7.40 (s, 1H), 7.35 - 7.25 (m,
SERelOl SRR T 15), 4.94 - 4.89 (m, 1), 4.34 (s,
Soeloble) el 1) 3,86 - 3.77 (m, 2H), 3.71 - 3.66
PHE-d-eh)-U-l (n, 1), 3.54 - 3.51 (m, 1), 2.97 -
VIGE-4-7ES AR (9 92 (m, 1), 2.89 - 2.85 (m, 1H),
°ol= 2.18 (s, 3H), 2.16 - 2.07 (m, 1H),
1.88 - 1.82 (m, 1H), 1.54 (br s, 2H).
265 N-((9)-1-(3-Z2 [1HNMR (400 MHz, DMSO-de): & 8.39 (d, J| 3

23d)-2-5}o| =
2] o] &l )-1-(5-
g-2-((R)-Hl =2}
Sfo] = 2 -3~
ICEESELR
H-4-91)-11i-0] v]
thE-4-71 3 Afelo]

= 8.4 Hz, 1H), 8.35 (s, 1H), 8.28 (s,
M), 8.10 (s, 1H), 7.60 (d, J = 5.2
Hz, 1H), 7.42 (s, 1H), 7.31 (s, 2H),
7.28 (s, 1H), 5.03 - 4.99 (m, 2H),
4.41 (s, 1H), 3.86 - 3.79 (m, 2H),
3.72 - 3.68 (m, 3H), 3.54 - 3.51 (m,
1), 2.18 (s, 3H), 2.11 (s, 1H),1.89

(s, 1.

- 152 -




SSS0ol 10-2644788

266 v (%){N—(Z—( | 1HNMR (400 Mz, DNSO-dp): § 8.55 (d, J| 20

N oMM =m1=(3-S 2 =8 4 Hz, 1H), 8.50 (s, 1H), 8.32 (s,

J¢J| E;F*ﬁ%wj " Eiﬂﬂ§§>°ﬂ%%>—1—(2 1H), 8.13 (s, 1H), 7.41 - 7.35 (m,

e Azt:>—a JCA=[dIL319 Jo), 7.83 - 7.25 (m, 8H), 7.07 - 7.05

=0 Teor . |, 20), 6.82 (d, J=8.4Hz, 1H),
dopulie) -5 1594 (s, 2H), 4.93 - 4.88 (m, 1H),
2wl -4- 2.97 - 2.85 (m, 20), 2.25 (s, 3H)

)-1H-
o] |tk &-4-7} 24}
nlol =
267 Y N—(?—O}U]b:—l—(Eq THNMR (400 MHz, DMSO-dg): 6 8.37 (d, J| 3
NN 2 .3 -2- = 8.4 Hz, 1H), 8.33 (s, 1H), 8.24 (s,
L;}*‘§; Nk DN -1-(5-H 19p1) 8.10 (s, 1H),7.36 - 7.33 (m, 21D,
= H-2-(CE =Sl 16 99 (s, 1), 6.96 - 6.94 (m, 1H),

° S/ ER-2H--4- 598 516 (m, 1H), 3.84 (s, 1), 3.82
ok ) AUy on), 3.38 - 3.27 (m, 2H), 3.02 -
d-4-SD)-1H-°I7] 19 95 (m, 2), 2.17 (s, 3H), 1.82 -
FHEAZESAL 1 79(m, 21, 1.54 - 1.46 (n, 4H).

268 ¢ ($)-N-(2- 1HNMR (400 MHz, DMSO-ds): & 8.53 (d, J| 20
o A obe-1-(3-F% |- g Hz, 1H), 8.36 (s, 1H), 8.27 (s,
T =ADANE)-1=(5 1), 8.09 - 8.08 (b, 2H), 7.40 (s,

o ﬂti:>/a 2 M), 7.35 - 7.25 (m, 3H), 4.92 - 4.87
A3 (m, 2H), 4.74 (t, J = 6.8 Hz, 2H),
dot)FA 2T 1y 50 (1, =6 Hz, 2H), 2.97 - 2.94
A=) -TH-ol Ity ) 2.89 - 2.84 (m, 1H), 2.19 (s,
E4-7HAROIE 1)) 1,54 (bs, 2H).

269 ' N-(2- 1HNMR(400 MHz, DMSO-dg): & 9.64 (s, 9

i L e ob|-1-(3-22 | 11), 8.60 (d, J = 8.0 Hz, 1H), 8.50

=N =5 (s, 1), 8.33 (s, 1D, 8.14 (s, 1H),
o Do |gTe=aA el 17,38 (s,10), 7.27 (d, J = 7.6 Hz,
° J H)-1-(2~( 2H),7.19 (d, J = 9.6 Hz, 1H), 7.07 -
MELAL3IH5 17,05 (m, 1), 6.82 (d, J = 8.4 Iz,
R . |1, 5.94 (s, 2), 4.91 (d, J=6.8
dobr )5 py, 1H), 2.97 - 2.85 (m, 2H), 2.21(s,
v ©-4- 3H).
)-1H-
o] 1] ch£-4-7} 54}
nlol =
270 ' ($)-N-(3- 1THNMR (400 MHz, DMSO-ds): & 8.63 (t, J| 3
w0 [ERE2GEIOIE S 6o, 11), 8.35 (s, 1H), 8.26 (s,
s e SAMEMA)-1- 9y 811 (s, 1), 7.59 (d, J = 5.2

o O |OoE-2o (R =R gy gy, 7.32 - 7.22 (m, 3H), 5.23 (¢,
BPOIERFH-3- | 7= 481z, 1), 4.76 (d, J = 4.8 Hz,
ob=) AW o) 461 (d, J= 6.0 Hz, 2H), 4.34
H-4-9h)-1H-elv] | (s 1), 3.87 - 3.77 (m, 21), 3.71 -
GE-4-7H Al 13 66 (n, 1), 3.54 - 3.51 (m, 1H),
= 2.19 (s, 3H), 2.18 - 2.09 (m, 1H),

1.88 - 1.85 (m. 1M).
271 [ N-((S)-2- 1THNVR (400 MHz, DMSO-ds): & 8.53 (d, J| 4

ol x-1-(3-5=
ZHd)dE)-1-(2
-(mZE2V-4-Yo}m
=)-5-w el ) g
d-4-9)-1H-0] 7]
UE-4-7H5Abmfo]

=

= 8.0 Hz, 1H), 8.39 (s, 1H), 8.28 (s,
1), 8.10 (s, 1H), 7.80 (d, J = 8.0
Hz, 1H), 7.40 (s, 1H), 7.34 - 7.25 (m,
3H), 7.17 - 7.16 (m, 1H), 7.12 - 7.09
(m, 11, 6.80 (t, J=7.2 Hz, 1),
6.74 (d, J=8.4 Hz, 1H), 5.22 (br s,
1H), 4.93 - 4.88 (m, 1H), 4.26 - 4.20
(br s, 2H), 2.98 - 2.94 (m, 1H), 2.93
- 2.87 (m, 1H), 2.30 (s, 3H), 2.21 (br
s, 1H), 1.88 (br s, 2H).
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272 o (S)-N-(2- 1INVR (400 Mz, DMSO-ds): & 9.73 (s, 4
pE S i OPe1-(3-2% 1), 8.57 - 8.53 (m, 21), 8.34 (s,
S Oye | BN ), 8.16 (s, 1), 7.54 - 7.53 (m,
§ -2 (322 ), 7,41 (5,1, 7.31 - 7.22 (m, 41D,
Eelwsl o 17,03 (1, J= 12 Hz, 1), 4.92 - 4.91
;;§”1§4n193‘4‘ (m, 1), 3.70 (s, 4), 2.96 - 2.88 (m,
=)~ 6H), 2.27 (s, 3), (NHZ2 ¥ F+= Evs}
oM E-4-FH A | gt ;
nlol =
273 e N-(3-Z = 2-2-(3F | IINVR (400 MHz, DMSO-ds): & 8.63 (t, J| 3
w%”fyﬁ Ho lESAMEN o 56 1z, 1), 8.38 (s, 1), 8.27 (s,
<\ FW/??*§» 331;1;(2—((325—31 1), 8.12 (s, 1), 7.85 (d, J=5.6
< a SEQEACITE Ny, 1H), 7.32 - 7.22 (m, 2H), 5.25 -
DO ) -5-v |5 99 (m, 1), 4.75 (d, J = 4.8 Hz,
g el rle-4- 2H), 4.60 (d, J =6 Hz, 2H), 4.18 -
-l 415 (n, 1), 2,95 2.19 (m, 2M), 2.68
oI ThE—4-TEAL |9 60 (m, 2H), 2.19 (s, 3H).
U}O]E
274 g N-(2- 1INVR (400 Milz, DMSO-ds): 68.45 (d, J 4
U W ePe-l-(5-2E |- g4 fiz, 1), 8.34 (s, 1), 8.25 (s,
oy Hi=t,_ §§§4;—?%72—23>°ﬂ M), 8.11 (s, 1H), 7.35 (d, J =7.2
o Jg 2)-1-(5- _ |Hz, 1), 6.92 (d, J = 3.6 Hz, 1H),
ﬂggéyﬁih}634M,J=40HL1m,509—5%
ol -2l (m, 1), 3.85 - 3.82 (m, 3H), 3.39 -
SIR=A- Ok 3 97 (n, 2H), 3.026 - 2.92 (m, 2H),
;;)»134ﬂ121—4— 2.17 (s, 3H), 1.80 (d, J = 11.6 Hz,
2)-1H- o), 1.52 - 1.44 (m, 2H).
o 1] T ~4-71 5 4]
nlol =
275 T (8)-N-(2- 1HNVR (400 Milz, DMSO-ds): & 8.72 (d, J| 20
i S obe-1-(3-2 % =80 Hz, 1), 8.33 (s, 1), 8.26 (s,
- S g5 1H), 8.07 (s, 1H), 7.35 (d, J=7.2
o g;, < EFeRA) g, 1), 7.27 - 7.24 (m, 2H), 7.17 (d,
¢ -G |J=9.2Hz, 1), 7.0 (bs, 1H), 5.15 -
R -2-(CAIEERE |5 05 (m, 1H), 3.95 - 3.81 (n, 3H),3.38
o= 22l - 3.35 (m, 4H), 2.16 (s, 3H), 1.81 -
vg-4-)otu]l 1 78 (m, 2H), 1.51 1.41 (m, 2I), 1.30
) nd-4- (s, 90).
21)-1h-
o]0 47} 5}
EIR=
276 Y (R)-N-(2- 1INVR (400 Mz, DMSO-de): & 8.72 (d, J| 4
o S Py oP-1-(3-2 & |- 8.0 1z, 1H), 8.33 (s, 1H), 8.26 (s,
) =\ HNﬁézwyl = 1H), 8.07 (s, 1H), 7.35 (d, J = 7.2
5 §;= 3 Zre=ADA w1, 7.27 - 7.24 (m, 2, 7.17 (d,
¢ DG 1= 9.2 0, ), 7.0 (bs, 1H), 5.15 -
2= (CAIE8E |5 05 (m, 1H), 3.95 - 3.81 (n, 3H),3.38
ol =22l - 3.35 (m, 41), 2.16 (s, 31), 1.81 -
e-d-eh)obu] g 78 (n, 2), 1.51 1.41 (m, 2H), 1.30
=) IR -4 (5 9H).
4)-1H-
o1 T ~4-71 5 4]
nlol =
277 o (S)-N-(1-(3-Z= [ 1HNMR (400 Mz, DMSO-ds): & 9.59 (s, 6
F%N/ﬁyﬁiji iﬂﬁé??%ﬁm1m,&&(&1m,&u—839m,J:
S e = -1-(5-1 |8.0 Hz, 1H), 8.29 (s, 1H), 8.10
N= Uc\ %_2_((1_ VA ) (S ) (S

w g -11-

¥ g&-5-Y ) o}n
)T r -4~
o)-1H-
oju|t}£-4-7} 5A}
U}o] =

1H), 7.42 (s, 1H), 7.31-7.28 (m, 4H),
6.21-6.22 (s, 1H), 5.03 - 4.98 (m,
2H), 3.72 - 3.70 (m, 2H), 3.6 (s, 3H),
2.26 (s, 3M0).
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278 T N-(2- 1INVR (400 Mz, DMSO-ds): & 8.58 (d, J| 4
e \H p oP-1-(3-2 2 |- 8.0z, 1H), 8.38 (s, 1), 8.29 (s,
HN*\, =5 1), 8.10 (s, 1), 7.86 (d, J = 6.0
X QYC' —gf&iﬂﬂé)"ﬂ Hz, 1),7.27 - 7.17 (m,30), 4.91 (d, J
F 2)-1-2-(3,3- |2 7 9 1, 1), 4.17 (s, 1), 2.94
STERAIER o985 (m, 5, 2.20(s, 3,
) op) ) 5o
932 H-4-
4)-1H-
o] 1] T} —4- 715 4]
nlol =
279 N'T 1-(5-" g -2-((H| 3
Py, £ Eefelol SR -2H- | iR (400 Mz, DNSO-ds): & 8.65 (t, J
=N HN 3] @-4-% ) ofw]
i wu e | 5.6 Hz, 1), 8.34 (s, 1), 8.27 (s,
o » )N (G @s |1, 8.11 (s, ), 7.61 (t, J=7.2
Cage Hz, 11, 7.35 (d, J = 6.8 Hz, 1H),
RN 7.10 - 7.07 (m, 2H), 4.49 - 4.48 (m,
)l E)-1H-o] 7|
]:]_%_4_7]_%/\]_11}_0] 2H), 3.89 (S,lH), 3.85 - 382([“, 2H)‘
° 3.39 - 3.26 (m, 2H), 2.44 (s, 3H),
= 2.18 (s, 3M), 1.82 - 1.79(m, 2I), 1.53
- 1.43 (m, 2H).
280 Eed (S)-N-(2- 1INVR (400 Mz, DMSO-ds): & 9.58 (s, 20
N OPe1-(5-2% 1), 8.55 (d, J = 8.4 Hz, 1), 8.51
‘NN = “@m =AD)AE-1-(5 (s, 1), 8.28 (s, 1), 8.02 (s, 1),
N/ -uE-2-((1- 7.40 (s, 1), 7.35 - 7.25 (m, 4H),
M= -1 6.21 (s, 1), 4.94 - 4.88 (m, 1),
HeHE-5-)otr] |3 65 (s, 3H), 2.98 -2.85 (m, 2H), 2.30
=) I uR-d- | (5 3H). 2.04 (bs, 2 H).
4)-1H-
o] 1] T} —4- 715 4]
nlol =
281 NT 1-(5-w&l-2-((ell | 1HNMR (400MHz, DMSO-ds): & 8.96 (t, J 3
NSNS Efstel S22l |- 6.0 1z, 1), 8.34 (s, 1), 8.27 (s,
\ey’ N dgh-d-e)okul 1) 8,15 (s, 1H), 7.70 (d, J = 3.2
“NDS s -A- g, ), 7,57 (d, J = 3.2 He, 1),
° 7 )N-(EJo}E-2- 17 35 (4, J=7.6 Hz, 1), 4.70 (d, J =
SellE)-1-elvith 16 1, o), 3.89 (bs, 1H), 3.83 (d, J =
E-4-TPEAEOIE 11 6 Hy, 2H), 3.39 - 3.27 (m, 2H),
2.18 (s, 31), 1.81 (d, J= 12.4 Hz,
), 1.52-1.43 (m. 2I);
282 o4 N-(2- 1HNVR (400 Mz, DMSO-ds): & 8.59 (d, J| 4
e oMM w-1-(3-2E 2 8.4 H, 1), 8.35 (s, 1H), 8.28 (s,
g 25 1), 8.10 (s, 1), 7.60 - 7.58 (m,
s o =T RAd) ) 728 - 7.24 (m, 20, 7.19 (d, J =
g ©)-1-(5- 9.6 Hz, 1H), 4.94 - 4.91 (m, 1H), 4.38
HE-2-(()-HIE |- 4 31 (n, 1), 3.86 - 3.77 (m, 2I),
Balel=RF -3 13 71 — 3,66 (m, 1), 3.54 - 3.51 (m,
“Dekrl )Yy 2 99 - 2,94 (m, 1), 2.91 - 2.86
D-4-eD)-11-01" | () 11), 2.18 (s, 3H), 2.14 - 2.04 (m,
FHEAZESAL 1), 188 - 1.85 (m, 1.
283 ~(2-(obm=m] | 1INMR (400 Milz, DMSO-ds): & 8.78 (t, J| 3

“2-((Bl =2}l o]
=2 -20-3| &4~
e)ob] ) v 2] v
H-4-1)-11i-0] v]
chE-4-71 3 Afelo]

N-=(
) )-1-(5-m)
E

= 6.0 Hz, 1H), 8.33 (s,
1H), 8.08 (s, 1H),
7.28 - 7.26 (m, 1H), 7.2

2H), 4.49 (d, J=6.0 Hz, 2H), 3.84 -
3.82 (m, 4H), 3.36 (t, J = 10.0 Hz,
2H), 2.16 (s, 3H), 1.80 (d, J = 11.2
Hz, 2H), 1.52 = 1.43 (m, 2H).

7.35 - 7.31(m, 2H),

1), 8.22 (s,

0 - 7.15 (m,
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284 s N-((3~(3Fo] =2 A] [1HINR (400 Mz, DMSO-ds): & 8.59 3
NN Ho M) E 2. 5l-2 (s,11), 8.33 (s, 1), 8.23 (s, 1M,
[l] ‘;;>'§N ;j£>“ﬂ%%>—1—(§—ﬁl 8.10 (s, 1), 7.34 (d, J = 7.2 Hz,
) d B2 (=Ll 1)) 755 (d; = 5.27H7, 1H), 6.93
SRMIAEA- (4, 7= 5.2 1z, 1), 5.02 (t, J= 5.2
Aokl ) A=y, ), 4.57 - 4.56 (m, 2H), 4.51 -
Sod=s)=l=elv] 1y 49 (m, 2H), 3.88 (br s, 1H), 3.88 -
ChE-4-7H5 Aol (3 91 () 3H), 3.39 - 3.27 (m, 2H),
= 2.16 (s, 3H), 1.80 (d, J = 11.2 Hz,
o), 1.51 - 1.43 (m, 2H ).
285 Y, N-(2-( 1INR (400 Miz, DMSO-ds): & 8.83 (s, 4
W*MQ§4 - Pl E)=3-2 1), 8.33 (s, 1), 8.23 (s, 1H), 8.09
= “”’?ijgi 220)-1-(5-" | (s, 1), 7.35 - 7.22 (m, 3H), 7.20 (d,
o ° E2-(CEESSOl | 7= 7.6 1z, 1), 4.56 (d, J = 6.0 Hz,
SRAEIRA- o) 301 - 3.84(n, 4H), 3.88 - 3.26
D)ok ) F 2y o), 2,16 (s, 3H), 1.97 (d, J =
Sod=s)=ll=elv] 17 6 1y, 1), 1.80 (d, J = 11.2 Hz,
FHEATESARROL (o), 1048 (v, = 11.2 Wz, 21D,
286 TS (?){N—(Z—( . [1HWR (400 Mz, DSO-d): & 8.63 (d, J| 20
HNNON P OFe-1-(3-S% 1= 8.4 Hz, 1H), 8.35 (s, 1H), 8.28 (S,
”ﬁ LN =ADNLD) 121 1y7), 8.09 (s, 1), 7.43-7.27 (m, 5ID),
< Do |MAATHESER 502 - 5.0 (n, 1), 3.9 (bs, 1),
mr ArelZ R &)L 13 09-3.04 (m, 1), 2.98-2.93 (m, 1I),
P15)-5-MEl A= 19 17 (s, 3H), 2.04-1.97 (m, 21D,
Ple-4-<l)-1H-°] |1 91-1.88 (m, 4H), 1.58 - 1.55 (m,
U%E+%%—4—7P5%*}UP oH) .
ol =
287 o ﬁﬁé?;gﬁwflEiE?A] 1INVR (400 Miz, DMSO-de): & 8.48 (t, J| 3
HNONTON, )M )-1-(5~ 1= 6.0 Hz, 1H), 8.33 (s, 1H), 8.23 (s,
Qfﬁjt§% AL -2-(CHI =S | 1), 8.09 (s, 1H), 7.35 - 7.33 (m,
° o] = 2-2H- M), 7.28 - 7.26 (m, 1H), 7.21 - 7.19
d-4-ehobl |y 1), 5.21 - 5.18 (m, 1), 4.59 (d,
SIS E RSy 5.2 Wy, 2H), 4.47 (d, T = 6.0 Hz,
-1l 2l), 3.94 - 3.88 (m, 1), 3.84 - 3.81
I E A=A | (n, 2H), 3.39 - 3.33 (m, 2D, 2.16 (s,
hel= 3H), 1.83 - 1.79 (m, 2H), 1.51 - 1.43
(m, 21).
288 v (S)-N-(2- 1INR (400 Mz, DMSO-dg): & 8.60 (d, J| 4
Fw/kN¢\T\\ - oful=-1-(3-2 % |- 3 4Hz1H), 8.38 (s, 1), 8.29 (s,
N NG =5 ), 8.11 (s, 1), 7.87 (d, J =
R o= =5 =Ad) g gH,11), 7.24 (m, 3H), 4.93 (d, J =8
¢ E%i;i;éf;fé?;f;;q HIN), 4.16 (s, 1), 2.93 (m,5H), 2.2
EFL 2 1. ).
5o ) 5] (s,3H), 1.96 (s, 2H)
93¢ v g4
4)-1H-
o] |tk &-4-7} 24}
nlol =
289 (R)-N-(2- IINMR (400 MHz, DMSO-dg): & 8.60 (d, J| 4

oJB 47} 5}
nlo]l =

= 8.4Hz, 1H), 8.38 (s, 1H), 8.29 (s,
1H), 8.11 (s, 1H), 7.87 (d J =

8.4Hz, 1), 7.25 (m, 3H), 4.93 (d, J =
8 Hz,1H), 4.16 (s, 1H), 2.95-2.9(m,
5H), 2.2 (s, 3H).
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290 T N-(2- THNMR (400 MHz, DMSO-dg): 68.58 (d, J 4
HNONT NN, NH obke-1-(5-F 2 |- g 4H;, 1H), 8.34 (s, 1H), 8.26 (s,
S Q’SNJ}S 3‘;4-1‘1%—2—%”"" M), 8.12 (s, 1), 7.35 (d, J =7.2Hz,
e & 2)-1-(5- 1H), 6.95(d, J =3.6Hz, 1H),6.87 (d, J
o ‘j]l%g—ééﬁﬂEa}a = %.6 Hz,(lH), 5.18 (d, J)= 6.4H§,
=x-2H- 1H), 3.85 - 3.82 (m, 3H), 3.38 - 3.27
d-4-eh)obl |y o), 3.13 - 3.06 (m,2H), 2.16 (s,
;EMFJ“]H—‘P 3H), 1.80 (d, J = 11.6Hz, 2H), 1.52 -
A)-1H- 1.44(m, 2H).
o] |tk &-4-7} 24}
wpo] = (A& g0l
AAA #D
291 o, N-(2- THNMR (400 MHz, DMSO-dg): 68.49 (d, J 4
NN, L OPle-1-(5-2 2 1= g iy, 1), 8.34 (s, 1), 8.25 (s,
=N ZEed-2-D)l | 1y), 8.12 (s, 1H), 7.35 (d, J = 7.2Hz,
o’ rzsosmn, P |B)T1-(6- 1), 6.95(d, J = 3.6Hz, 1H),6.87 (d, J
= -2-(CE2}SE |= 3.6 1z, 1H), 5.18 (d, J = 6.4Hz,
o] = 2-2H- 1), 3.85 - 3.82 (m, 3H), 3.38 - 3.27
7 @-4-4) o} (m, 2H), 3.13 - 3.06 (m, 2H), 2.16 (s,
Oi])wﬂﬂl"d—ﬁl— 3H), 1.80 (d, J = 11.6Hz, 2H),
4)-1H- 1.52-1.44(m, 2H).
ol t}E-4-7H5 A}
vlo] = (A-&4o]
XA #2)
292 N N-((S)-2- THNMR (400 MHz, DMSO-ds): & 8.53 (d, J| 20
MV NN, g oM =-1-(3-F 2 |28 4 Hy, 1H), 8.33 (s, 1H), 8.26 (s,
VH m%/ % =AD)AND)-1-(2 | 11), 8.07 (s, 1H),7.04 (s, 1H), 7.34 -
e ) 7.26 (m, 4H),5.62 (bs, 2H), 4.91 -
APRIZEE -3~ 14,89 (m, 1H), 3.9 (bs, 1H), 2.94 -
Z‘—]—l— L 2.92 (n, 1), 2.89 - 2.87(m, 1), 2.28
dob|)-5-E | (5 1), 2.17 (s, 3M), 2.09 (bs, 2H),
a2 H] H -4~ 1.89-1.87 (m, 5H).
d)-1H-
o] |tk &-4-7} 24}
nlol =
293 Y N-(2-(2-3F] == | THNMR (400Milz, DMSO-de): & 8.37 (s, 3
o L o A2 ), 8.34 (d, J = 10.4 Hz, 1), 8.22
@ =N ““@ A)-1-(5- (s, 1), 8.06 (s, 1H), 7.35 - 7.29 (m,
o ?{%g‘éﬂia‘rﬁ 3M), 7.15 (t, J = 3.6 Hz, 2H), 4.76
= 2H- (d, J=6.4Hz, 21, 3.91 (bs, 1H),
) &-4-9) o}w) 3.8 (d, 11.2 Hz, 2H), 3.37 (d, J =
Oi])»%ﬂﬂ"d—ﬁl— 11.2 Hz, 2H), 2.16 (s, 3H), 1.80 (d, J
) -1H- =12 Hz, 2H), 1.55 (s, 6H), 1.47 (d, J
ol HHE-4-7HAL |2 12 0 Hy, 2H)
npo] = ’
294 Y, N-((3( THNMR (400 MHz, DMSO-dg): & 8.71 (t, J| 4
GRS = o= B LA 1= 6.0 1z, 1), 8.33 (s, 1), 8.23 (s,
N (" ;%— O 1H), 8.09 (s, 1H), 7.34 (d, J = 6.8
o S\ D) HE)-1-5-¥ 1y, 1), 7.24 (d, J = 4.8 Hz, 1),
E2-(CEESSOl 16 97 (4, J= 4.8 Hz, 1), 4.55 (d, J =
SR A4 60 Hz, o), 3.90(br s, 1H), 3.84 -
A)obu ) I v |3 81 () 2H), 3.72 (s, 2H), 3.36 (t, J
Sod=eh)-1i-elm] =1 9 11, 2H), 2.16 (s, 3H), 1.81 (d,
SE-4-7F5ARRO] | 72 19 0 Hz, 2H), 1.48 (d, J = 8.8 Hz,
= 2H).
295 (S)-N-(1-(3-Z-& [1INMR (400 Mz, DMSO-dg): & 8.43 (d, J| 3

-5
EFoEd)-2-
ho]=F Aol ©)-1
-(5-mE-2-((H E
e}}o] = 2 -2l
F-4-<l)ou i) 3]

= 8.0 Hz, 1H), 8.33 (s, 1H), 8.27 (s,
1H), 8.09 (s, 1H), 7.35 (d, J = 6.8Hz,
M), 7.29 - 7.256 (m, 2H), 7.20 (d, J =
.6 Hz, 1H), 5.07 - 5.0 (m, 2H), 3.88
3.82 (m, 3H), 3.71 (t, J = 8.0, 2H),

©

b 3.36 (t, J = 10.8 Hz, 2H), 2.17 (3H),
erlR-4-9D)-1l- 1180 (4, J = 11.6 Hz, 20), 1.48 (d, J
PG E-4-7HEAL 1= 8.8 Ha, 2H).
nfo] = ’
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296 N ()-N-(1-(3-Z= [1HNMR (400 MHz, DMSO-de): & 8.45 (d, J| 6
NN, —on = )-2-50 = |2 g 0 Hz, 1H), 8.32 (s, 1H), 8.26 (s,
é;>‘§N@‘ SACE)-1-(5-" 111y 8,08 (s, 1), 7.42 (s,
! ar D-2-(A-wE A5 | 11y) 7 31(m, 4), 5.03 (m, 21), 3.71(t,
! = ge-4-)otu]l 7 =5 9 1y, 21), 3.63(s, 1), 2.73 (d,
w)IEl RS = 10,0 Hy, 21), 2.16 - 2,14 (m, 5H),
-1 1.95(s, 2D, 1.81 (d, J = 11.2 Hz,
olPIthE-4-7k5Ak 1oy, 1.52 - 1.44 (m, 2H)
nlol =
297 YT N—E?—%%Eéf%;S{%é 1HNMR (400 MHz, DMSO-d¢): & 8.73 (t, 3
NN, Ho TLE2-(8O1= 1) 8.33 (s, 1H), 8.26 (s, 1H), 8.11
ﬁj e AWM= (5, 1), 7.35 (d, J = 7.6 Hz, 1ID),
o (e | QrE2e (= 17,30 - 7.28 (m, 1), 7.10 - 7.07 (n,
/ ehatel == -2H-3] 1) 592 (t, J = 5.6 Hz, 1), 4.71 (d,
w-d-<h)olm )T | ;25 9 117, 2), 4.60 (d, J = 6 Iz,
2= -4-)-1H- o) 3,89 (s, 1H), 3.83 (d, J = 10.8
OIME-A-THAL 1, o), 3.39 - 3.32 (m, 2D, 2.17 (s,
vpel = 3M), 1.82 (t, 2I), 1.53 - 1.44 (m,
2.
298 0 (S)-N-(2- THNMR (400 MHz, DMSO-dy): & 8.90 (d, J| 20
T o W obe-1-(B-2 % =991, 1), 8.35 (s, 1), 8.29 (s,
S g ZADND)-1-(5 |1y 8.14 (s, 1), 7.97 (br s, 3H),
o e 2:i>'c' “AE-2-(CAIERE |7 51 (s, 1), 7.42 - 7.37 (m, 41D,
8ko] == -2H- 5.32 (d, J=4.4 Hz, 1), 3.83 (d, J =
Y g-4-el)otwl 111 6 1z, 3M), 3.38 - 3.35 (m, 2H),
ﬁi)»JEJU1Ei—4— 3.31 - 3.23 (m, 21, 2.16 (s, 31,
2 )-1H- 1.80 (d, J=12.8 Hz, 2H), 1.52 1.42
oM TS —4-FHEAL | (o).
vhol= solzzg |
2efol= 4
299 NN (%){N—(Z— 1INMR (400 MHz, DMSO-ds): 6 8.81 (d, J| 20
NN NN N ofrli=-1-(3-3% |- 8.8 Hz, 1H), 8.35 (s, 1H), 8.29 (s,
Sy v =ADA-1-(5 | 1), 8,11 (s, 1H), 7.49 7.44 (m, 2H),
- on %::>'C' “E-2-(CEEet |7 41 - 7.35 (m, 4H), 7.09 - 7.07 (br
0=5=0 shol =2l s, M), 5.24 (d, J =4 Hz, 1), 3.85 -
B R4 D)ON 1382 (m, 3H), 3.38 - 3.27 (m, 3M),
' w)IelHEos s 18 - 5013 (m, 1), 2.30 (s, 31D,
-1l 2.16 (s, 2I), 1.80 (d, J = 11.6 Hz,
olPIthE-4-7k Ak o) 1,52 - 1.44 (m, 2H).
vlo] = p-Eeld
ERE
300 o (S)-N-(2- THNMR (400 MHz, DMSO-dg): & 8.89 (d, J| 20
HT{\Nﬂ*T:\ P oFe-1-(3-2 % |- 9.9 1, 1), 8.35 (s, 1), 8.29 (s,
) Y ey FADAE)-1-(5 | 1), 8,12 (s, 1), 7.91 (br s, 3H),
- o (e |TE-((AIER (758 (d, J=5.6 Hz, 2H), 7.51 (s,
o=g=o shol =22l M), 7.42 - 7.35 (m, 4), 7.28 (d, J =
B jﬂ?§j4‘Ezif}“1 6 Hz, 3H), 5.34 - 5.31 (m, 1), 3.85 -
o ;ﬁﬂﬂﬂuﬂ— 3.82 (m, 3H), 3.41 - 3.32 (m, 3H),
-1l 3.28 (s, 1), 2.16 (s, 31, 1.80 (d, J
ofPIthE-4-7Hm Ak |2 11 6 g, 2M), 1.52 1.54 (m, 2I).
nho] = A E AL
4
301 ($)-N-(2- 1INWR (400 MHz, DMSO-ds): & 8.90 (d, J| 20

ol -1-(3-2 2
ZHd)dE)-1-(2
-((3,3-r]EFoR
Apo] EZ -6 )o}

w4 )-5-w e 9] g
1) §1-4-2)-1H-0]
v T} E-4-7H 5 A )
o= dlol=gET
glol=

= 8.8 Hz, 1H), 8.39 (s, 1H), 8.31 (s,
M), 8.18 (s, 1H), 7.88 (d, J = 4.8
Hz, 1H), 7.62 (br s, 3H), 7.50 (s,
1H), 7.38 - 7.35 (m, 3H), 5.29 (d, J =
4 Hz, 1H),4.16 (s, 1H), 3.39 - 3.28
(m, 1H), 3.18 - 3.14 (m, 1H), 2.92 (t,
20, 2.61 (t, 2H), 2.19 (s, 3H)
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302 (S)-N-(2- THNMR (400 MHz, DMSO-dg): & 8.92 (d, J| 20
¢ - glﬂébi‘l‘(3‘§3fi = 8.8 Hz, 1), 8.35 (s, 1H), 8.30 (s,
=N Hv— =5 1), 8.13 (s, 1), 7.83 (br s, 3H),
?;f EFLZADN 17,57 (d, J = 6.4 He, 2M), 7.37 (s,
' 2)-1-(5- |3, 7.28 (d, J = 6.4 Hz, 41, 5.32
jﬂﬁigé‘ééﬁﬂfiiqzﬁ (d, J = 4.4 Hz, 1H),3.83 (d, J = 11.6
==-2H- Hz, 3H), 3.41 - 3.27 (m, 3H), 3.18 -
e-d-eh)otu]l 3 14 (m, 1), 2.16 (s, 31), 1. 80 (d,
S)d I E 4= 72 19 Hy, 2H), 1.52 - 1.44 (m, 2H).
4)-1H-
o u| t}E—4-F}EA}
nlo]l= WAl EA4F
A
303 (S)-N-(2- THNMR (400 MHz, DMSO-ds): & 8.88 (d, J| 20
oMke-1-(3-F2 |2 9.9 1z, 1H), 8.39 (s, 1H), 8.32 (s,
2D AL)-1-(2 | 1pp), 8.14 (s, 1), 7.87 (d, J = 5.2
~(B3-HEFL2 \y, o), 7.75 (br s, 3H), 7.51 (s,
APl ZREEOL ) 746 - 7.42 (m, 2H), 7.40 - 7.35
v a)-5-wl" ] |y 3y, 7.08 (d, J = 7.6 Hz, 2H),5.31
Pl-4-9)-1H-°] (4 = 4.4 Hz, 1H),4.16 (s, 1H), 3.40
PITE AT 13 97 (m, 1), 3.24 - 3.19 (m, 1H),
215iﬂp—§?ﬂ‘?ﬂ€§f§ 2.94 2.91 (m, 2H), 2.64 - 2.61 (t,
S o), 2.26 (s, 3H), 2.19 (s, 3H).
304 (S)-N-(2- THNMR (400 MHz, DMSO-ds): & 8.88 (d, J| 20
- ofMl-1-(3-2 % |- 8.8 1z, 1), 8.39 (s, 1), 8.32 (s,
il -\ =D)AL -1-(2 | 1p1), 8.14 (s, 1), 7.87 (d, J = 4.8
(e PG SHERER 1y, ), 7.72 (br s, 3H), 7.57 (d, J =
ArelZ RO gy, oMy, 7.51 (s, 1H), 7.42 - 7.37
PIe)-5-Hl RS sy 7,28 (d, J = 6.4 Hz, 3H),
P -4-)-1H-0] 1531 (4, J = 4.4 Hz, 1H),4.16 (s, 1H),
HCFE-4-TE AL 13 39— 3 97 (m, 1), 3.23 (d, J = 4.8
zfi@@@%ﬁ Hz, 1H), 2.94 - 2.91 (m, 2H), 2.63 (d,
A J =12 Hz, 2, 2.19 (s, 3M)
305 - (S)-N-(2- THNMR (400 MHz, DMSO-ds): & 8.95 (d, J| 20
p L ohel:=-1-(3-22 |- 8.8 Hz, 1H), 8.35 (s, 1), 8.30 (s,
=5 1), 8.15 (s, 1H), 8.00 (br s, 3M),
EFezAd)N 1737 (br s, 3H), 7.28 (d, J = 9.6 Hz,
H)-1-(5- _|1H), 5.34 5.31 (m, 1H),3.85 - 3.82
L -2-(CI =23t | () 3H), 3.37 - 3.33 (m, 3H), 3.26 -
o] = 2-2H- 3.23 (m, 1), 2.16 (s, 3H), 1.80 (d, J
dg-4-d)ok =116 Hz, 2H), 1.52 - 1.44 (m, 2H)
o) v e -4-
2)-1H-
o] )} -4-7} 24}
I BEEE
EEBER:
306 (S)-N-(2-(((1H-3] | THNMR (400 MHz, DMSO-dy): & 10.50 (s, 20
F2-D) IO 1), 8.50 (d, J = 8.0 Hz, 1H), 8.33
w)l-B-FRRA (5, 8.27 (s, 1), 8.07 (s, 1),
§§>°ﬂfz>—1—(5jﬂl 7.41 (s, 1H), 7.36 - 7.25 (m, 4H),
2-2-((H E=}3te] g 58 (s, 1), 5.86 (s, 1), 5.82 (s,
SR A4 ), 5,06 (d, J = 5.6 Hz, 1), 3.85 -
)o=)W 13 89 (m,3H), 3.65 (s, 2H), 3.36 (t, J
Sod=s)=lli=elv] 1211 2 |y, 2H), 2.95 - 2.90 (m, 1H),
GE-A-7HEARER] |9 80 - 2,79 (m, 1H), 2.17 (s, 3H),
= 1.81 (d, J =11.6 Hz, 2H), 1.52 - 1.47
(m, 2H).
307 N-((6-Z &z 32 |[1HNMR (400 MHz, DMSO-dg): & 8.75 (bs, 3

w-2-

)l E)-1-(5-v)
d-2-((d| Ee}stol
=2 -20-3 &4~
ot i) v 2 v
©-4-eh)-1li-¢]n|
G -4-7hAfvtol

=

1H), 8.34 (s, 1H), 8.28 (s, 1H), 8.12
(s, 1H), 80 (t, J=17.6 Hz, 11), 7.37
-7.35 (m, 2), 7.29 (d, J = 7.6 Hz,
1H), 4.50 (d, J = 6.4 Hz,2H), 3.89 (b,
1H), 3.84 (d, J = 10.8 Hz, 2H), 3.37
(t, J=10.8 Hz, 2H), 2.18 (s, 3H),
1.81 (d, J=11.6 Hz, 2H), 1.50 - 1.47
(m, 21).
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308 - o (9)-N-(1-(3-Z2 |1INR (400 Mz, DMSO-ds): 68.49 (d, J | 20
D 2AD)-2-((HE 1 6.8 1z, 1), 8.33 (s, 1), 8.27 (s,

S o ehetol =229 ), 8.07 (s, 1), 7.43 (s, 1),

o Do | EADOG 1759727 (m, 41D),5.01 (bs, 1H), 3.85

o ~ G |8.76 (m, 4l), 3.36 (t, J = 11.6 Hz,
E-2-(CERSE oy 5,27 (s, 2), 2.98 (bs, 1D, 2.90
ol= 22l (bs, 1H), 2.48 (s, 1), 2.17 (s, 3H),
i}e{—zx—a)o}ﬂ] 1.85 (bs, 25.6 Hz, 2H), 1.74 (t, J =
;ﬁ?“m—‘l— 18.8 Hz, 2H), 1.52 - 1.47 (m, 2H),

2 )-1H- 1.27 (bs, 3H).
o] |tk &-4-7} 24} ’
nlol =
309 T N-(3-Z22-2-Z [1INMR (400 Miz, DMSO-de): & 8.72 (t, J| 3

A~ o FozwA)-1-(5 |-

N T 6.0 Hz, 1), 8.34 (s, 1H), 8.26 (s,

(L\] S [ “E-2-(CEIE2 ), 811 (s, 1), 7.45 (¢, J = 7.6

o s ghe] =22l Hz, 1H), 7.36 - 7.28 (m, 2H),7.17 (t,
sig-d-sobul 1= g 1z, 1), 4.50 (d, J = 6.0 Hz,
;Mﬂ‘ﬂ"d—ﬁl— 2H), 3.92 - 3.82 (m, 3H),3.36 (t, J =
-l |12z, 21, 2,17 (s, 31, 1.81 (d, J
1‘;}45—4—7}%} = 12.0 Hz, 2H), 1.56 - 1.43 (m, 2H).
wlo] =

310 T . (S)-N-(3-Alobw=l | 1INMR (400 Mz, DMSO-dg): & 8.82 (bs, 3
. y A)-1-(5-

NN, L d _ |1, 8.36 (s, 1H), 8.28 (s, 1H), 8.12

A9 T2 (CAERS | (6 1), 771 - 7,68 (m, 2H), 7.64 (d,

—o N Ol=RF-3-9) 1) = 8.0 Hz, 1H), 7.60 (bs, 1H), 7.54 -
Ol ) R4 17 50 (m, 1), 4.47 (d, J = 5.6 Hz,

“Aelie |2, 4035 (bs, 1H), 3.87 - 3.81 (n,
OITIHE-4=7F5 A o), 3.72 - 3.70 (d, J = 8.0 Hz, M),
mhol = 3.54 - 3.53 (m, 1H), 2.19 (s, 3H),
2.15 - 2.10 (m, 1H), 1.87 - 1.85 (m,
1H).
311 o ] ($)-1-(5- THNR (400 MHz, DMSO-dg): & 8.84 (t, J| 3

PN i -2 (CAIEEeE |- 6.4 1z, 1), 8.36 (s, 1), 8.28 (s,

¢ H/G/ﬂ ClERF-3-9) |1y), 8.12 (s, 1H), 7.65 (s, 1H), 7.62

o Fr Ol )A€ -4 1 7 59 (m, 4), 4.50 (d, J = 6.4 liz,
“NG(ERT o), 4.36 (bs, 1), 3.87 - 3.80 (n,
e E M) o) 3,70 - 3.68 (m, 1H), 3.55 - 3.27
UEOl M E-4=7F | (n, 1), 2.19 (s, 31, 2.13 - 2.12 (m,
ARl = 1), 1.86 (bs. 1H).

312 [ N-(2- 1INMR (400 MHz, DMSO-dg): 6 8.34 - 3
Ay 20 op 1 1-(3-2 2
e W g S " 2= 18,28 (m, 3M), 8.12 (s, 1), 7.86 (s,

@ i HN% 2255 |1y, 7.48 (s, 1), 7.42 - 7.36 (m,

o e 9)-1-(5- _|5H),5.51(d, J=7.6Hz, 1), 3.88 (s,
ﬂ‘%g—ééﬂlia‘r* 1), 3.84 (d, J = 11.6 Hz, 2H), 3.36
ol==-2l- (t, J=11.8 Hz, 21), 2.16 (s, 3H),

7 @-4-4) o} 1.81 (d, J=11.6 Hz,2H), 1.52 - 1.44
=) FEnd-4- (m, 2H),
)-1il-
o] )} & -4-7} 5}
U}—O]E
313 = ($)-N-(3,5-T)Z 2 |1INR (400 Mz, DMSO-dg): & 8.80 (bs, 3

e s i = WD ), 8.36 (s, 1H), 8.28 (s, 1H), 8.12

o ™ d-2- (Aol | (s 1), 7.57 - 7.53 (m, 31D, 7.29 (d,

o (o [EEFES-ShOl 7 28,0 Hz, 1), 4.40 (d, J = 6.4 Hz,

& PR -A- o) 436 (bs, 1H), 3.87 - 3.78 (n,
<)ol |2, 3.72-3.68 (m, 1H), 3.55 - 3.52
CIPIHE A=A | (n, 1), 2.19 (s, 31D, 2.15 - 2.10 (m,
hel= 1H).1.87 - 1.85 (m. 1H).
314 T (S)-N-(3,4-T)Z 2 |11 NMR (400 Milz, DMSO-ds): & 8.81 (t, 3
N =32)-1-(5- ;

HN NN, = |/ =5.6 Hz, 1H), 8.36 (s, 1H), 8.28

9 e E-2- (A B | (s, 1m), 8.12 (s, 1H), 7.58 - 7.53 (o,

S e OJERFR-3-9) 3yy) 7,99 (d, J=8.0 Hz, 2H), 4.41 -

opn] ) v 2w -4
~)-1H-

o] 0] ChE-4-7H4 A}
vlo]l =

4.36 (m, 3H), 3.87 - 3.78 (m, 2H),
3.72 - 3.66 (m, 1H), 3.55 - 3.52 (m,
1), 2.19 (s, 3H), 2.15 - 2.08 (m,
1H), 1.88 - 1.85 (m, 1H).
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315 Y ($)-N-(3- 1H NMR (400 MHz, DMSO-ds): & 8.73 (t, 3
N f SERDTEELR 7= 6 Hz, 1H), 8.36 (s, 1), 8.28 (s,
o S Ly WA)-1-(5-  |1H), 8.13 (s, 1H), 7.59 (d, J = 5.2
o o [ME2-(HERSE 1), 7,46 7.28 (m, 1), 7.32
OJEREFT-3-C) 1798 (m, 1), 7.17 (t, J = 8llz, 1),
Ol ) AR 1y 50 (d, 7= 4 Hz, 20), 4.35 (bs, 1),
~s)-1H- 3.87 3.78 (m, 21, 3.72 3.68 (m,
oWIThE-4-7AL | 1) 3.55 3.52 (m, 1), 2.19 (s, 3I),
kel = 2.15 2.08 (m, 1), 1.89 1.6 (m, 1H).
316 N (S)-N-(2,6-T] =3 | 11 \IR (400 MHz, DMSOds): & 8.38 (bs, 3
N A 22MA)-1-5-" |oy) | 8.97 (s, 1H), 8.13 (s, 1H), 7.63
© =N S2-((AE2ESEO] | (bs, 1H), 7.38 (m, 1H), 7.08 (m, 2H),
J DQ}) E2Fd-3-d)ok |y 55(d, J = 5.6 Hz,2H), 4.38 (bs, 1H),
D) R -A- 5 88 3.83 (m, 20), 3.73 3.71 (m,
-1l 1), 3.57 (bs, 1H), 2.21 (s, 3H), 2.16
oI HE-4-7b5A 1213 (m, 1H), 1.90 (bs, 1H).
nlol =
317 o~ ] (S)-N-(2- 1H NMR (400 MHz, DMSOds): & 8.82 (bs, 3
oSN g [ZEESS(EISE g 837 (s, 10, 8.31 (s, 1H), 8.16
OTLR g = FeA M) | (5 1H), 7.76 (d, J = 7.6 Hz 1H), 7.61
0 P 15w -2-((El | (q, ] =6.4 Hz, 2H), 7.54 7.51 (m,
Egtsto]|=RF - ) 457 (d, J = 6.0 Hz, 2H), 4.36
=)ok )32 | (hs) 1H), 3.88 3.79 (m, 2H), 3.73
PlE-4-sl)-1l-e] 13 69 (m, 1H), 3.56 - 3.54 (m, 1H),
PISE-4-7HSAE 9 91 (s, 8H), 2.16 2.11 (m, 1H), 1.90
°o|= 1.87 (m. 1M).
318 [ (S)-N-(3-Z= =l |11 MR (400 MHz, DMSO-ds): & 8.77 (t, 3
MY NN, A)-1-(5- J =6.0 Hz, 1), 8.36 (s, 1), 8.28
e RN A2 (=SS (s, 1), 8.12 (5, 1), 7.59 (d, J =
o (e |o1ERFE3-) 159 [z, 1), 7.34 - 7.25 (m, 4H), 4.42
o) MIE A | (g 7 = 6.4Hz, 2H), 4.35 (bs, 1H),
~¢)-1H- 3.88 - 3.78 (m, 2H), 3.72 - 3.66 (n,
ol TE -4 AL | 1)) | 3.55-3.52 (m, 1H), 2.20 (s, 3H),
lol = 2.17-2.08 (m. 1M). 1.90-1.83 (m. 1H).
319 Y, (S;;N]—)(Z,SEE]%E 1H NMR (400 MHz, DMSO-ds): & 8.82 (bs, 3
H NN =l )-1-(5- 1), 8.42 (s, 1H), 8.36 (s, 1H), 8.21
o MN“, g o -2-((E| =}st (s? 1), 7?67 (bi, 1), ;.59 (31, J =
o @C' ol=RFe-3-2) g 01z, 1), 7.39 (t, J = 7.6Hz, 1),
obPl) MBI~ |7 33 (4, J=7.2 1z, 1), 4.58 (d, J =
~¢)-1H- 6.4 iz, 21, 4.42 (bs, 1), 3.94-3.84
OJ M ThE A=A | ( 2H), 3.78 - 3.73 (m, 1H), 3.61 -
hel = 3.33 (m, 1H), 2.26 (s, 3H), 2.21 -
2.15 (m, 1), 1.93-1.92 (m. 1H).
320 ot (S)-N-(1-(3-22 |10 MR (400 MHz, DMSO-ds): & 8.41-8.39| 20
e =Ad)-2-(H I | (4, ] = 8 Hz,1H), 8.3 (s, 1), 8.26
=N NG opu k)l &)-1-(5 | (s, 1m), 7.47 (s, 1), 7.36 - 7.30 (q,
S jZ}C' ~WE-2-(CERE | 7= 61y, 3H), 7.26 (d, J = 4 Hz, 1H),
8ko] =% -2H- 5.04 (t, J =61z, 1), 3.89 (bs, 1I),
] gh-4-d) o} 3.85 (d, J =16 Hz, 2H), 3.36 (t, J =
Oi})»mwa—zt— 12 Hz, 2H), 2.78 (t, J =12 Hz, 1H),
-1l 2.42 (s, 1), 2.18 (s, 10 ), 1.80 (d,
212135—4—7}—24 J =12 Hz, 2, 1.52 - 1.44(m, 2H).
321 (S)-N-(3- 11 NMR (400 MHz, DMSO-ds): & 8.89 - 3

ZFeE4-(EY
ZFozve)ul
A)-1-(5-

m e -2-((d =E2}s}
o= ¥ e-3-9])
obv] ) ¥ 2 E -4
~)-1H-

o] u] thE 47144
nlol =

8.86 (m,1H), 8.36 (s, 1H), 8.29 (s,
M), 8.13 (s, 1H), 7.72 (t, J=38.0
Hz, 1H), 7.60 (bs, J = 8.0 Hz, 1H),
7.39 - 7.32 (m, 2H), 4.50 (d, J =4
Hz, 2H), 4.36 (s, 1H) 3.88 - 3.78 (m,
2H), 3.72 - 3.67 (m, 1H), 3.55 - 3.52
(q, 1H), 2.20 (s, 1H), 2.15 - 2.08 (m,
1H),1.86 (t, 1H), 1.22 (s, 1H).
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322 j[«t[f (S)-N-(2- ; 1H NMR (400 MHz, DMSO-ds): & 8.35 (s, 3
. P FREE-6-(EF |1y), 8.22 (s, 1H), 8.16 (s, 1H), 7.88
o™ [FﬁN ol Fo R ) )- @?mx7g4m?J=8§Lm£
(E Fﬁ}§ L(-H=-2-((¥l 17 77-7.75 (d, J = 8 Hz, 1H), 7.60 -
¢ = ESfSlelSRFR- 7 56 (n, 21), 4.70 (d, J = 4 Hz, 21,
3-)ekun) A2l |y 36 (s, 1H), 3.87 - 3.78 (m, 2H),
PlE-d=sd)=lli=el 1371 - 3,66 (m, 1H), 3.54 - 3.52 (m,
PISE-A-THARE ) 215 (s, 3H), 2.13 - 2.08 (m, 1H),
°ol= 1.88 - 1.85 (m, 1H).
323 Y ($)-1-(5- 1H NMR (400 MHz, DMSO-ds): & 8.59 (s, 3
o P AR 2 ((HIEeet | 1y) | g.36 (s, 1H), 8.27 (s,
<f¢? SN olE=2Fh-3-21) 1Y) 8.11(s, 1H), 7.59 (d, J = 8 Hz,
S /?:j>«/ ohrl=) A A M E-d 1y, 7,17 (¢, J= 7.2 Hz 1), 7.11 -
7ﬂW4&ﬂeﬂ 7.09 (m, 2H), 7.02 (d, J = 7.6 Hz,
-1 1), 4.39 (d, J =8 Hz, 3H), 3.88 -
olPIHE-4-715AL |3 78 (m, 2H) 3.72 - 3.69 (m, 1H), 3.55
Aol = -3.52 (m, 1), 2.26 (s, 3H), 2.20 (s,
3H), 2.15 - 2.08 (m, 1H) 1.89 -
1.76(m, 1H).
324 Y (S)-N-(4- 1H NMR (400 MHz, DMSO-ds): & 8.79 (t, 3
HggkN/ Nixf,i) FREDSFLE N 7= 6.0 Hz, 1), 8.36 (s, 1), 8.28 (s,
<f{ <N AN AE)-1-(5- 1), 8.12 (s, 1H), 7.59 (d, J = 2.0
S iisz A2 (CIESS} Ty, 1), 7,51 (¢, J = 8.2 Hz, 1),
o OJERFE-3-) 1730 (d, J=5.4Hz, 1), 7.16 (d, J =
02?15:>”134ﬂ1?1—4 4.2 Hz, 1), 4.42 (d, J = 3.4 Hz, 2H),
~$)-1H- 4.36 (s, 1H), 3.88 - 3.78 (m,2H), 3.72
O ThE-4-7b5AL |Z 3 66 (m, 1H), 3.55 - 3.52 (m,1H),
Aol = 2.19 (s, 3H), 2.15 2.09 (m,1H), 1.89
1.86 (m, 1H)
325 0 N-(2-(3Fo]==A] [1H NMR (400 Mz, DMSOds) & 8.47 - 8.44 3
e on  |HE)-3- (m, 1), 8.33 (s, 1), 8.23 (s, i),
Bt H’fiig;, Dl 2)-1-(5-1 |g 08 (5. 1H), 7.34 (d. J = 7.6 Hz,
S d-2-(CBIEe}skel |y 715 (d, 1H),7.11 (t, J = 7.6 Hz,
iiZH”%4— 1H), 7.05 (d, J = 6.4 Hz, 1H), 4.99
E>Wuﬁ”ﬂﬂ (t, J=5.6Hz, 1), 4.60 (d, J =
-4=<)=1H-°1¥] 15 o, 21), 4.56 (m, 2H), 3.85 (m, J =
UE-4-7H5 Al | 14 8 Hy, 3H), 3.36 (t, J = 10.8 Hz,
= 2H), 2.30 (s, 3H), 2.16 (s, 3H), 2.05
(s, 1), 1.81 (d, J = 11.6 Hz, 2H),
1.53 - 1.44 (m, 2H). 1.22 (s, 1H).
326 Y (S)-N-(1-(3-Z-& |10 NMMR (400 Mz, DMSO-ds) & 8.51 (d, J| 20
e [ O g 23 d)-2-(WEot | 5 0 Hy, 1H), 8.34 (s, 1H), 8.27 (s,
= AN Pl =)-1-(5- qp) | 807 (s, 1), 7.43 (s, 1), 7.36
. IEZ:>'“ zqéﬁgg—ééﬁﬂﬁiﬂ*ﬁT - 7.27 (m, 0), 5.11 - 5.06 (m, 1M),
=2l 3.85 - 3.82 (m, 3M), 3.39 - 3.27 (m,
ek-4-eh)obu] oy 3.00 - 2.95 (m, 1H), 2.85 - 2.80
SRR, 1), 2.29 (s, 31, 2.17 (s, 3H),
-1l 1.81 (d, J =11.2 Hz, 2H), 1.53 - 1.43
OWITEA-TEAL | (¢ 21),1.22 (s, 1H).
nlol =
327 s (S)-1-(5- 1H NMR (400 MHz, DMSO-ds) & 8.607 (t, 3
CaR T ﬂ%gggﬁ%ﬁ}J;@om,%L8ﬁ5@%m,&m(s
, ERFE-3-A) ), 5 8.12 (s 11),7.59 (d, J = 2.6
= —>::>/<T obrl =) I e €4 1y, qpy) ) 7.35 (s 1H),7.25 - 7.19 (m,

-2 )-N-(3-tert-%
gl 4 )-1H-o] 7|t}
Z-4-FHEA Lo =

2H),7.10 (d, J = 3.2 Hz, 1H),4.42 (d,
J=3.2 Hz, 2H), 3.86-3.80 (m,2H), &
(m, 1H), & (m, 1H), 2.197 (s, 3H), &

(q. 1), & (g, 1), 1.25 (s, M),
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328 Y N-((2-Z &2 -5-1 |1 MR (400 MHz, DMSO-ds) & 8.43 (t, J| 3
e ey SElbE—4-eDM | 59 1y, 1), 8.33 (s, 1), 8.24 (s,
L Hu— d)-1-(5- 1H), 8.09 (s, 1), 7.35 (d, J=7.6
' I -2-(CEI =28t |y, 1H), 4.38 (d, J = 6.0 Hz, 2H),
O S ol —
Y | =220 3.89 - 3.82 (m, 3H), 3.36 (t, J =11.6
o d-4-cl)obul o) 2,42 (s, 3H), 2.16 (s, 3M),
) ¥ e -4- 1.81 (d, J =12.0 Hz, 2H), 1.52 - 1.44
)-1H- (m, 2H).
o] |tk &-4-7} 24}
njo] =
329 N N-(3-Z22-2-(3} |11 NMR (400 MHz, DMSO-ds) & 9.17 (s, 3
L S ol=FAMEN 1y 863 (t, J = 6Hz,1H), 8.46
Ty e ) A)-1-(2-((2-2 2 | (5,110, 8.24 (s, 1), 8.09 (s, 1),
T e B4 7.67 ~7.63 (m, 1H), 7.50-7.47 (dd, J =
EFe Aol g g, 1), 7.32-7.20 (m, 4H), 5.24
V))-5-WEl I | (¢ 7= 4.8Hz, ), 4.75 (d, J =4.8

d

d
=2 = =25

“A-D)-1H-°] |y, 9H), 4.6 (d, J =6, 2H), 2.25 (s
E-4-7H5 A} gy

o

%ii 3-(3} | 1INMR (400 MHz, DMSO-ds) & 8.70 (t, J 3

1”ﬂ?%)?ﬂ = 6llz, 1), 8.34 (s, 1), 8.25 (s,
1H), 8.09 (s, 1H), 7.51 (s,1H), 7.36 -
—2-(CEEZ}SE |7 30 (m, 2H), 7.19 (d, J = 8Hz, 1H),

—ﬁ— 5.34 (t, J=4Hz, 1M),4.51 (d, J =
—4=D)oM 4l o), 4.21 (d, J = 4z, 2H), 3.90
1;4‘423 4= |(ps, 1H), 3.84 (d, J = 12Hz, 2H), 3.39
- - 303 (m, 2H), 2.17 (s, 3H), 1.84
1HHE-4-7H5A |21 79 (m, 2H), 1.52 - 1044 (m, 2H).

O]E

330 )N:I S

1
_1

e nj; lﬂﬂrﬂl-qu;‘rlﬂai
—
Eﬁ

f s

(e}
¥4
;’ 1o b B O E iy 0=
Lr&‘i

o
I —

331 T (S)-N-(3- 1H NMR (400 MHz, DMSO-ds) & 8.60 (t, J 3

N

A~ 2 ZRE-2- -
HI NN = = 6.4 Hz, 1), 8.36 (s 1), 8.28 (s
N Qfﬁ,/ AR -1-(5-H 1), 813 (s 1H), 7.60-7.58 (d, J = 4
—o { Yo d-2-((HE2Esol 1y, 1), 7.31-7.29 (d, J = 4 1z

ERFE-3-)ok |1y 7.21 (d, J= 4z, 10),7.136 (t, J

VISR A= o5 9 1, 1) ,4.45 (d, J = 2 Hz, 21,
o)-1H- 4.36 (d, J =2 Hz, 1), 3.88-3.78 (m,
OJIUE- 4TS AL | 72 19.2 1y, 2H), 3.72-3.68 (m, 1H),
mlo] = 3.55-3.52 (m,11),2.30 (s, J= 1.4Hz,
3M), 2.17 (s, 31), 2.13- 2.08 (m,11),
1.90 - 1.83 (m.1 1),

~(3-Z=2-2-(3} [ 1H NMR (400 MHz, DMSO-ds) & 8.68-8.65 3
SAEEM . V(¢ 7 =6.4Hz, 1), 8.57 (s, 1H),

i (2-((2,2-H g 34 (d, J = 0.8 Hz, 1H), 8.19 (s,1H),
Tuﬁiﬁﬂ Zld] |7.88 (d, J =8 Hz, 1H), 7.38-7.23 (m,
-5-

~

332 N/\\\T/

/

2z,

T

=

J

N O,
M‘/lﬂ

w

N 5H), 5.25 (t, J=5.2 Hz, 1H), 4.76
E-5-)oM (4, J=5.21Hz, 20), 4.62 (d, J =
eI 6 4nz, 2H), 2.30 (s, 3H), 1.21 (s,
—D)-1H-o17] 1y

E-4-7}EAjolo]

)

HJN_,LV_I}O

333 )-N-(1-(3-F= |1HNMR (400 MHz, DMSO-ds) & 8.50 (d, J 20

(o]
N J L -

HNJ;?I;/\ka b A 227 = 8.0 0z, W), 8.34 (s, ), 8.27 (s,

~«f1*L§ﬂ;z>°} 1), 8.07 (s, 1), 7.43 (s, 1), 7.36
Vel -1-(5- - 7 97 (m, 4H), 5.07 - 5.04 (m, 1H),
;g‘ééEﬂﬁiﬂ}°} 4.41 (t, J =5.6 Hz, 1H), 3.85 - 3.82
ol -2l (m, 3H), 3.42-3.27 (m, 4H), 3.07.2.99
I)g-4-Dyetvl | (" 1H). 2.92-2.86 (m, 1H). 2.57 (br

1

=)dEuE-4- | on), 2.17 (s, 3H), 1.81 (d, J =11.2

(0 S b e

o

o
(@]
o 5 30
i, b

o) -1 Hz. oH), 1.66 (br s, 1H), 1.52 - 1.44
oMty E-4-71EA} [0’ o). rs, 1), 1. .
nlol = ’ :
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334 e N N-(3-Z=2-2-3F |1INVR (400 Milz, DMSO-ds)8.64-8.63 (t, 3
sy, elEs Al dW) 172 6.0 2, 1), 8.34(s, 1D, 8.25(s,
h = HNW 1= g =2-((Hl  11p), 8,10 (d, J = 0.8 Hz, 1), 7.35
o { ¥4 Egtsto] =22l |(q, J=8.0 Hz, 1), 7.20 (d, J = 8

FR-4-e)okul ), 7.24 (d, J = 7.2 Hz, 1),

w)SElHES 17 97 (4, 7= 8.0 Hz, 1), 4.83 (t, J =

-1l 5.6 Hz, 1), 4.54 (d, J =6 Hz, 2H),

oW ThE-4-T AL |3 85-3.82 (m, 2H), 3.58 (q, 2I),

kel = 3.39-3.34 (m, 2H), 3.03 (t, J = 6.8
Hz, 21), 2.17 (s,3H), 1.81(d, J = 10.8
Hz, 2H), 1.53-1.43 (m, 2H), 1.21 (s,
1H).

335 Yy N-(2-Z = 2-3-(3} | 1INVR (400 Mz, DMSO-ds) & 8.63 8.61 3
Ny OIS AR (¢, J =6 Hz, 1H), 8.34 (s, 1), 8.28

NN A)-1-(5- (s, 1), 8.12 (s, 1H), 7.43 (d, J =
. ol L -2-(CAIES}SE 6.8 1, 1), 7.35 (d, J = 6.8 Hz, 1H),
o] == -2H- 7.29 (t, J=7.6Hz, 1), 7.20 7.19
on V|gh-d-el)obwl (4 j=7.6Hz, 1), 5.34 (t, J=5.6
w)Rel ey, ), 4.57 (d, J = 5.6 Hz, 2),
-1l 4.51 (d, J = 5.6 Hz, 2H), 3.90 (br s,
ofuIThE-4-IHE AL 1)) | 3.853.82 (d, J = 11.6 lz,
kel = 21),3.37 (t, J = 10.8Hz, 2H), 2.18 (s,
31), 1.81 (d, J = 11.6 Hz, 1H), 1.52
1.45 (m, 2H).

336 (R)-N-(3- 1INVR (400 Mz, DMSO-ds) & 8.63 8.61 3
HNNTN Q SREI(SOIE 1, 1), 8.30 (s, 1H), 8.24 (s, 1),
[ et AU 1= g 10 (s, 1), 7.33 7.23 (m, 3H), 6.97

Ho (2-((1-3F1 =54 16.95 (d, J = 8 Hz, 1H), 5.24 (t, J =
e o |5:2 1z, 1), 4.76 (d, J=5.6 Hz, 2I),
D)obr))=5-"1e | 4 61-4.54 (m, 3H), 3.81 (br s, 1),
sefve-4- 3.45 3.41 (m, 1), 3.36 3.27 (m,
)1 1), 2.17 (s, 3H), 1.66 1.61 (m, 1H),
OJWIThE-4-TAL |1 44 1.37 (m, 1H), 0.85 (t, J =
kel = 6.8Hz. 3M).

337 o * (S)-N-(1-(3-Z= |1INVR (400 Milz, DMSO-ds) & 8.52 (d, J 20
e s e =AE)-2-(AI 92 | = 11 9 1y, 1H), 8.33 (s, 1H), 8.27 (s,
[‘j g dobul =)ol D)-1- 1) 8.07 (s, 1H), 7.43 (s, 1),

. 1@‘” (5-w=-2-((HE |7 357 96 (m, 4H), 5.05 (q, 1H), 3.89
gpatol R-20-5] |- 389 (m, 3H), 3.36 (t, J = 10.8 Hz,
F-4-c)oll ) 3 o) 2.99-2.83 (m, 2H), 2.30 - 2.24
A=D1 | 2), 2.17 (s, 3H), 1.80 (d, J =
oJMITHE-4-IHAL 1112 Hz, 2H), 1.53-1.43 (m, 3H), 0.80
kel = (s, 9H).

338 - (S)-N-(2- 1INVR (400 Mz, DMSO-ds) & 8.64 8.62 3
ngﬁg\N - FEEB(SIO= (4, 7= 5.6 Hz, 1), 8.36 (s, 1),

) S e SAMEORE)-1= 18 99 (s, 1), 8.14 (s, 1), 7.60 (d, J
g (5-M=-2-((FIE 1= 5.2 Ky, 1H), 7.43 (d, J = 7.6 Hz,
FIStOI=R -3 ), 7,29 (¢, J = 7.6Hz, 1), 7.19 (d,
oH “Detrl) SR g o, 1), 5.34 (t, J=5.2 Hz,
Sod=sd)=lll=elv] 1) 458 4.50 (m, 4H), 4.35 (br s,
CE-4-7h Aol 1) 3,88 - 3.80 (m, 2H), 3.69 (q, 1H),
= 3.55-3.27 (m, 1), 2.20 (s, 3H),2.14
2.12 (m, 10), 1.89 1.86 (m. 1I).

339 v A ai[i_rﬂ%_z_wﬂg 1INVR (400 Milz, DMSO-ds) 68.48 (d, J 20
A A e oro| =& =7.6 Hz,1H), 8.34 (s, 1H), 8.27 (s,
H% S SIebd-lelle) i, 8.07 (s, 1), 7.42 (s, 1), 7.36

C N | EEEA 7.27 (n, 4), 5.05 5.02 (m, 1H),

© st 2= 3.85-3.82 (m, 3H), 3.36 (t, J=11.6
ofuIThE-4-7H A 1y, on) | 3.01-2.86 (m,2H), 2.38-2.37
A S-1-G-Z= |y, 21), 2.17 (s, 30), 1.80 (d, J
gﬁlﬁ);}?—(;}ﬂ =11.6 Hz, 2H), 1.52-1.44 (m, 2H),1.21
SRZRAE L | (b s 1)) 0.93-0.83 (m, 1), 0.35 (d,
V)l -0k | r 2 8.0 1z, 21), 0.03 (d, J = 4.0,
o= 20z) .
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340 o on 2- 1INVR (400 Mz, DMSO-ds) & 8.63 8.62 3

wndn £ %) 2226-((1-(5~ I(r, J=5.6 Hz, 1), 8.34 (s, 1),
PR N/\ﬂf\/ﬂ' AlE-2-((HIEZSE (g 95 (s, 1H), 8.1 (s, 1H), 7.42 7.35
] W o] = 2-2H- (m, 4H), 5.32 (s, 2H), 4.48 (d, J =

© FR-4-el)otu]l |6 4 1z, 2H), 3.85 3.82 (m,3H), 3.36
i?ﬂﬂﬂﬂﬁ— (t, J=10.8 Hz, 1H), 2.17 (s, 3H),
éﬁi&iﬁés PR 1.98 (s, 30, 1.80 (d, J = 10.8Hz,
T OH), 1.49 1.47 (m, 2H).
OLAE o] E
341 T N(2-(3- 1HNMR (400 MHz, DMSO-ds): & 8.33 (br 3
A NL Fm22-(ekel= |5 ), 8.23 (br s, 1), 7.98 (d, J =
P\ - A SAMEDADE 91 611z, 2), 7.42 (d, T = 7.6 1z,
LO] _/ E23-2-9)-1-(5~ | 1), 7.34 - 7.32 (m, 2H), 7.27 - 7.23
AL -2-(CEIERSE | () 1), 4.84 (s, 3H), 3.84 - 3.82 (m,
o] == -2H- 3M) 3.39 - 3.33 (m, 2I), 2.16 (s, 1),
vg-4-e)otu] 1 g0 (s, 7H), 1.49 - 1.44 (m, 2H).
o) v el -4-
2)-1H-
o] )} -4-7} 5 A}
U}—O]E
342 i ] N (S)-2- THNMR (400 MHz, DMSO-ds): & 8.64 - 3
WL s SEE-6-((1-(5- |8 61 (m, 1H), 8.35 (s, 1H), 8.27 (s,
35 ' N E]l_9_ E )35
S Hﬂcga 2o (CAIEEeE 1), 8,11 (s, 1), 7.59 (d, J = 5.2
© ol=EFE-3-) Iy, 1), 7.42 - 7.35 (m, 3H), 5.32 (s,
°§Hﬁ”ﬂﬂ94 2H), 4.55 - 4.54 (m, 2H), 4.34 (br s,
~§)-1H- 1), 3.87 - 3.78 (m, 2H), 3.72 - 3.66
oJIthE-4-FFS AL | (y 1), 3.55 - 3.51 (m, 1H), 2.18 (s,
pRel MR 5y 2,15 - 2,10 (m, 1), 1.98 (s,
opAlE | = 3M), 1.88 - 1.85 (m, 1M).
343 Y N-(4-Z2==-2-3F |1HNMR (400 Miz, DNMSO-ds): & 8.57 (t, J| 3
oo £ ol=EA M EA) |-
HNTONT N HO, 8.0 Hz, 1H), 8.34 (s, 1H), 8.25 (s,
L;?’ﬁw ~1-(5-#=-2-(CHl | 111) | 8.09 (s, 1H), 7.40 (s, 1H), 7.35
o & Seetel == 2\, = 7.6 Bz, 1), 7.28(d, J = 8.4
o (PSSl g, 2, 5.33 (1, J = 5.2 Hz, 1),
zgﬂﬂﬂLﬂ— 4.60 (d, J=5.6Hz, 2H),4.41 (d, J =
o)1 5.6 Hz, 2H), 3.89(br s, 1H), 3.84 (d,
oW ThE-4-T AL | f = 11,6 Hz, 2), 3.39 - 3.34 (m, 2I),
kel = 2.71 (s, 3H0), 1.81 (d, J = 9.2 Hz,
o), 1.52 - 1.44 (m, 2), 1.21 (s,
1H).

344 e (R)-N-(3- 1HNMR (400 MHz, DMSO-dg): & 8.63(t, J 3
e £ [ERE2CIOIE 6y g, 1), 8.35 (s, 1D, 8.26 (s,
L Ny SAME)E)-1- 1 1y) | 8.12 (s, H), 7.59 (d, J = 5.2
o { e (5—M=-2-((FI= 1y, 1), 7.33 - 7.23 (m, 3H), 5.24 -

FISHOI=RF -3 15 99 (m, 1), 4.76 (d, J = 5.6 Hz,
“Debule) S o) 461 (d, J = 6.4 Hz, 2H), 4.34
do4-sh=1-elv] (b ) 1H), 3.87 - 3.78 (m, 2 H), 3.72
GE-4-7h Aol |3 66 (m, 1H), 3.55 - 3.52 (m, 1H),
= 2.19 (s, 30, 2.15 - 2.08 (m, 1H),
1.88 - 1.84 (m, 1)
345 0 ((S)-N-(1-(3-Z= | IINMR (400 Mz, DMSO-ds): & 8.93 (d, J| 20

ZHd)-2-((2-(H
goju] ) of & )o}
w ) o ' )-1-(5-
& -2-( (e E&}3}
ol = 2 -2~

3] &4~ o}
)T Emd-4-
d)-1H-

ol H| thE-4-7HEAL
nlo]=2 2, 2-Ex]
ZF Q2 olA g o]
| =3

=8.0 Hz, 1H), 8.62 (br s, 1H), 8.56
(br s, 1H), 8.36 (s, 1H), 8.31 (s,
1), 8.13 (s, 1H), 7.54 - 7.40 (m,
4H), 5.41 (s, 1H), 3.90 (br s, 9H),
3.86 - 3.83 (m, 4H), 3.60 - 3.44 (m,
2H), 3.38 - 3.25 (m, 6H), 2.61 (s,
3H), 2.16 (s, 3H), 1.80 (d, J = 11.2
Hz, 2H), 1.50 - 1.49 (m, 2H)
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346 Y ] (S)-2- 1INWR (400 MHz, DMSO-d;): & 8.64 - 3
e A | FEE6-((05 18 61 (m, 1), 8.35 (s, 1), 8.26 (s,
a NG e -2-((HEZSE 1) 811 (s, 1H), 7.59 (d, J = 5.2
—/ o ERFF-3-S1) Iy, 1), 7.41 - 7.35 (m, 3H), 5.33 (s,
obml ) J 2 W€ -4 of) 4,54 (d, J = 6.4 Hz, 2H), 4.36
-%)-1H- (br s, 1H) 3.87 - 3.78 (m, 2H), 3.72 -

ol HE-4-FFEAL 13 66 (m, 1H), 3.55 - 3.51 (m, 1H),
mhel:=) I E M 19 30 - 2.24 (m, 2H), 2.18 (s, 3H),
ZRIQYCIE 19 15 - 2.08 (m, 1H), 1.90 - 1.82 (m,
1H), 1.00 - 0.99 (m, 3H).

347 A\f (9)-N-(2-(3-Z2 |1INR (400 Mz, DMSO-ds): & 8.35 (br 3
2-0-(3ho| 22 4] _

MY NN, \orCl=="1 s, 1), 8.24 (br s, 1H), 8.0 (d, J

N S Pas ) EZ R g 4 p1,, oH), 7.58 (bros, 1H), 7.42 (d,
-d s 2175 |J=8.0Hz, 1), 7.33 (d, J=38.0 Hz,
A2 (CAIEESh 1y, 7,27 - 7.23 (m, 1), 4.83 (s,
Ol=RF-3-9) 130), 4.33 (br s, 1H), 3.86 - 3.79 (m,
oful:=) 2 vd~4 o) 3.7 - 3.67 (m, 1), 3.53 - 3.52

-)-1H- (m, 1H), 2.17 (s, 3H), 2.17 - 2.11 (m
333%4_7}%4 1H), 1.9 - 1.85 (m, 1H), 1.80 (s, 6H).
348 9- THNMR (400 MHz, DMSO-dg): & 8.62 (t, J| 3

N/
OO kfo FEE-6-((1-(5- |- 561z, 1), 8.34 (s, 1H), 8.25 (s,
%Nj S BN fou AE-2-((HIERESE 1), 8.09 (s, 1), 7.40 - 7.35 (m,

o] = 2 —2H- -
5 M i 4H), 5.33 Es, 2H),4.54 (d, J =6 Hz,
e-4-2 2H), 3.85 - 3.82 (m, 31),3.36 (t, J =

Oi])»%ﬂﬂ"d—ﬁl— 11.6 Hz, 2H), 2.48 - 2.24 (m, 2H),

) -1H- 2.16 (s, 3M), 1.80 (d, J = 11.6 Hz,

OJHIThE—4-FF AL oy 152 - 1.44 (m, 2H), 0.99 (t, J =
sfol ) e E)NA |7 6w ey,
Z2I QY ]E

AN 34, AESH AA
ERK1 %! ERK2 HTRF(A3}8t#) ZHA

olfd HAL FF ARMAF FFMUIRF) 7IHE AGsict. sghas A4 4FNG0 aM E@])2 pH=7.5, 1 mM
EGTA, 2 mM DIT, 10 mM MgCls, 0.1% Tween-20) % 0.0005 WA 10 uM #9le] Frez dy-2 a4 A% 3A3}

3, 20 uLe] 71A-ATP E3HE (1 uM vpo]®l-LC-v| e 7|4 @A (MBP) =43} #E}o] = (Anaspec)-24 uM
ATP(Sigma)]& #HA ZdolEQ Zzte] A=z H7skth. o]ojA 10 uLe] &4 E3E[HA —3‘”" Z 25 nM
ERK1 ®=3= ERK2(Jubilant Biosys)]& ZF €= H7Istoivt. Zelo]ES Estn 60 F<F A-2olA <lifue]Ad
aF¢ith. HTRF EHE[HTRF $+591(50 mM E2]2~-HCl pH=7.5, 100 mM NaCl, 0.1% BSA, 0.05% Tween20, 0.5 mM
EDTA) & 625 nM LANCE® Ultra f+2%F-3-32 ¥ -MBP(Perkin Elmer) % 2 nM Phycolink® Z~EEM|C-<=2
¥ F Ao} (SA-APC) (Prozyme) 1S A Z3FaL, 75 uLe A7) £35S HIRF ZWoERZ H7Fsgh. A4 60
min &<k Qo] F . 10 uLe] WS EFES HIRF A4 ZHo|ER %7 gt A2 45 nin &t

Feje]Astitt. Eelo]EE HIRF WA (17] 337 nm, W3 665 & 620 nm) &= Pherastar& ©]-83fo] 253131
ﬂr. o] % 1Cs FH(ARE Huj ‘”Xﬂ %0)& GraphPad Prism® 5 A Ego]ol A o 2248 &-vhg 234 (7FH
BAAE ol &3t AAs it B o] FELS olgd AN AAE uhe} o] ERKI R ERK29] A&
Frestgint. dix dolHE & 29 AlF gt

N¥ Z2(Alamar Blue) AR

HT-29(2 42495, B-RafV60OE), HCT116(Z#4<%, K Ras G13D), A375(Z=AZ, B-RafV60OE) 2 SK-
Mel2(Z23 NRAS Q61R) AJE(ATCC, USAOIA 453H)E 96-4 =37 ujd Z@o|Ed HE35l3(5000 AE/)
16~24A)17F E9F 37C/5% COZOHH SlFHo| ATk, olojA AMEE 3-H] AL IHoE AxE HIFZOR
0.0005 WA 10 uMe] & , BEES Asttt. olojA ZH|OEE UG oA 37TC/5% CO0lA 72413
Eob QFH|o] AU TE. o]o] A Alamar Blue™ Al¢H(HEF v= 1X)S Z 4= H7Fsla 1~3 h &<k 37C/5% CO,

Al olsHlol ettt ZHOIEES 540 nm 917] % 590 nm WE spFol A G A=A AoA A=)
o] % ICs #t< GraphPad Prism® 5 &~ZE )& o] &alA o2=xd §5-9bs FHA (P ArAhH S o83t 4
Ak, B w el 3gE e o33k A A E ulel o] HT-29, HCT116, A375 2 SK-Mel2 ME 5219
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AAE =Y. HT-29 2 HCT116 ME F24 A4 uist dix o8& X 20 AlFstr).
¥ ~¥-RSK1(S380) ELISA AA

HT-29 MZ(ZAA A= B-RafV600E); ATCC, USAdA FEE)E 96-4
Pk 5QF 37T /5% CO0N A QIFHoldst & 2 h <t A3l= 3= 3
AZE WY 1X PBSE 13 A7t =, 1 mM PMSFE 393 0.070 mL WY IX AE &3] 9Z2AS 7 A2 7}

2] Aol A ClFHo] sttt ZHolES 4Co|A 20 min ¥

i

[¢]

Zeo]=ol] HEFILI60,000 HE /W)
NEe Ay, WA AR,

o Ll

staL, Felo]=E 4TolA 2 h 30 min F¢ AYH
o AARANAcA000 rpm) FRAE A EAGER SR AE BANE 11 Wz BE ANAZ A4
. o] ELISAZ AlxPAS] ZEEF(PathScan® FAFE-RSK1(Ser3s80) MEA ELISA 71E, Cell

Signaling Technologies)ol w&l =33} c). STOP €4S H71ek & Zo]EE 30 min Wol 450 nmoll A =
SFAAT. o] % ICs #kS GraphPad Prism® 5 HXESJojdd|A] o 2218 &8F-0b-3 M (F7PA AANDE o] &3t 2

Ao, & wgel sghee oled AAdA AHE viel ol RKI(S380)0] QAEHERK/29] SHF EH)E
AsAt, tE HelHE E 20 AFAt,

29 olFolH mddie] AAY AT

FG AE JEVE U 52| P

8~ 10—r 3, AT W9l 23~25 g9 Foxnl nu/nu AlE 4% vl (Charles River Laboratories, USASIA 4=573)
H

S Y olFoldH FaA AFE 3 ol &sksitt. A o MAEF (AW SMF A375, A2 0129, #H%
BxPCS, A2 HCT116, 2 = A549)E WA Ao AGAIZ 5, 100 we] 783 A & oF 597H(5x10
el oled AES Heke] wEAD Eatela, AA EFIEL vpSro o= Juiy oA 8 FAle
Aok, FFL FAF 15 F 71402 Vernier AeHARZ SANAT. FF $37} 120~150 mn'o] E2H F(F
AF B oF 3-4F), BES o]E59 FU FuUt BE FoA Y FUMAES Ao oz 39 3EIT.
T AF dAY AAN 28 2F

PO 52 99, 2L 0.5% We AE2 2~ 9D 0,.01% Tween 80 &53l= #A1E

= IP FoE &, IFES 6% EFE- oer2(1:1), 6% DMSO 2 88% 21F<4 = A

=2 A3, IV, SC, ®
Z39t. 52 27EE

S A QD T BIDRE PO, IP T SC 4RE Zd 54 APz Axy 342S Folsiort. =9 17 ¢
AEE F 23 == 33 FAsNUT. TEE A9 ZREZY wg s gt 5 oAg @)
T, FE FFoRFEH, dFES 35 JYEdt] K A7 E fd AEsgla, vE FEs 794
1 wAES A" EX"EE olgstel &4 oAl W Adslt. FFS FEsky] dol, FeR(eF 200 ul)
& PK A7 S8l st wd= g6l

SA" #Ede Ho TF FYERH AL A 0NN "t FF FuE Aatete] 77k A2 (T)
2R (O e FF Fu sk F3)E Addsla. ol2d gs olgste] te w4e ol&diA 4

T/Ch =(AT/AC) X< 100, 2] & AT >0, &=

T/C%h =(AT/ATi) X 100, 2 5 AT <002 Ti & Ad A A Hd £ Fyo|t},
Zo A oA MEES [100 - T/Ch]E AXreGer. A5 H3 WESS [(HA"E 3FAY AF - ALY
AZ) /NN G AF] x 10002 Attt

o o) 3gtEe o] AU T olFoldd| Aol A EAje] QUdrE. oE Eo], B-RAF V60OE E<¢1Wo]

= = AZF SAF o|FolxH RHE(A375)AA, HAAld 201 E HAd 2119 FFELS 179
= A5, U= 70 WA 76% TF Y JAE KRS o= ﬂﬂ o] 0101*1E &

7] §FlA Fone AF i BEHA %%D} or st A7

vl g dxawd) vass A4S,

EAE-RSK(ERK1/29] 37 ®A)9 oF 66 2 84%2] AAE 44 f= ﬂoﬂdr “fﬂ *‘71 o%‘ E%‘(AB?B)OHH,

Ao 255, A 225a, @ AA] 259¢] F3HEL 199 Hok 5 ]

WA 90% TG B AAE stk o= FtEd oA E ] 4‘1&011*1 TrAHlﬁP AN gas BEHXA

()]
(e
=1
0Q
~
>~
0Q
)
(@]
fu
_l
&
—
=
o
>
e
ﬂ -
=
w
3
(@3]
N
O
02
é
e
é
_>|:
%
Zi
i,
m
=
©
\I
my
o,

S
E
\
=~
ba
= -
o
HU
E
—LI
‘l
)
1
rlr
M,
o
=
1L
9
=)



[0923]

[0924]

[0925]

[0926]

[0927]

SS=S0ol 10-2644788

&kt

B-RAF V6OOE &<dWolE Hfsle A3t A3 olFolAH BA(HT-29)d4, AAld 2019 &2 20 &9
50 mg/kg BIDE A+ FEE A%, t=F 50% T AF AAE F=sksith. A7) AFelA Ay 5oz s
Fomet AF Farr BEER et

Fl

o]ZFolalH mdl BxPC3(oFA3 KRAS)OIA], AAld] 2019 3}3E-2 25%‘ =9} 50 mg/kg BIDZ 7

A H%_ A
T RolEE A%, o 636 % AF AR fEsldth. A ATelN 37 §RozE fovd AF P2t

")
o
2
o

A ool A RE(ICTLLE; KRAS EAmio]l mAp)ollA, AAje 259, AAle] 225a, B ¢ 2759] 3}
Te2 249 <9F 50 mg/kg BIDE A Fois= B, o= 90-100% T4 FF AAE FREstant. 371 A
e

o A 7] o2 Foud A i BREA ok
Q7F H T o]F o2 RA(AB49; KRAS EdRIo] RAF)olA, AAld 304, HAAld 302 © AAld] 3009 sH5H&
2 209 H9F 50 mg/kg BIDE AT FomE= A9, ok 65 WA 826 T4 AF JgAES S=stk. A7) ATl
A A7) SFo R fonE AT a7 BEEA ).
x 2
AslerA, Z1AA 9@ S AE-7IN 14 A
HEE ¥ |\ gneg Ax' AR A AR’ Az 29 A%
ERK1 ERK2 RSK1 Phos HT29 HT29 HCT116
1 A A NA NA E
2 A B NA E E
3 B B NA E E
4 E E NA E E
5 C NA NA NA NA
6 A A E E E
7 B B NA E E
9 NA E NA NA NA
10 NA E NA NA NA
11 NA E NA NA NA
12 A A E E E
13 C C NA NA NA
14 C C NA NA E
15 B NA NA NA E
16 C B NA NA E
18 A C E E E
20 A A NA NA E
21 A A E E E
22 C B NA E E
23 A A E D E
24 A A E E E
25 A NA NA NA NA
26 A NA NA NA NA
27 NA NA NA NA NA
28 B B NA NA NA
29 A A C C D
30 A A NA E E
31 A A D C D
32 A A D E E
33 A A E NA E
34 A A E NA E
35 A A NA NA E
36 C A NA NA E
37 C A NA E D
38 A A E B B
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s==4

NA

NA
NA

NA

NA

NA

NA
NA

NA

NA

NA

NA
NA
NA

NA
NA
NA
NA

NA
NA
NA
NA
NA
NA
NA
NA
NA

NA

NA
NA

NA
NA
NA
NA
NA
NA

NA
NA
NA

NA

NA

NA

NA

NA

NA

39
40

41

42

43
44
45
46

47
48

49
50
51

52

53
54
55
56
57
58
59
60
61

62

63
64

65

66
67

68
69
70
71

72

73
74
75
76
77
78
79
80
81

82

83
84

85

86
87

88
89
90
91

92

93
94

95

96
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s==4

NA

NA

NA
NA

NA

NA

NA

NA

NA
NA

NA

NA
NA
NA

NA
NA
NA

NA

NA
NA

NA
NA

NA

NA

NA

NA

NA
NA

NA

NA

97

98
99
100
101
103

104

105
106

107
108
109
110
111
112
113

114
115
116

117
118
119
120
121
122
123

124

125
126

127
128
129
130
131
132
133

134

135
136

137
138
139
140
141
142
143

145
146

147
148
149
150
151
152
153

154
155
156
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NA

NA

NA

NA

NA
NA

157
158
159
160
161
162
163

164

165
166

167
168
169
170
171
172
173

174
175
176

177
178
179
180
181
182
183

184

185
186

187
188
189
190
191
192
193

194

195
196

197
198
199
201
202
203
204
205
206
207
208
209
211
212
213
214
215
216
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NA

NA
NA

NA

NA

NA
NA
NA
NA
NA

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

NA
NA
NA

NA
NA
NA
NA
NA
NA
NA
NA
NA

NA
NA
NA
NA

NA
NA

NA
NA
NA

NA
NA
NA
NA
NA
NA
NA

A

217
218
219
220
221
222
223
225
225a

225b
226
227
228
229
230
231
232
233
234
235
236
237
238
239
240
241
242
243
245
246
247
248
249
250
251
252
253
254
255
256
257
258
259
260
261
262
264
265
266
267
268
269
270
271
272
273
274
275
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NA
NA
NA

NA
NA
NA
NA
NA
NA
NA
NA

NA

NA

NA
NA

NA

NA
NA
NA
NA
NA

NA
NA
NA
NA
NA
NA
NA
NA

NA
NA
NA
NA

NA

NA
NA
NA
NA
NA
NA
NA
NA

NA

NA

NA

NA

NA

276
277
278
279
280
281
282
283
284
285
286
287
288
289
290
291
292
293
294
295
296
297
298
299
300
301
302
303
304
305
306
307
308
309
310
311
312
313
314
315
316
317
318
319
320
321
322
323
324
325
326
327
328
329
330
331
332
333
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[0929]

[0930]

[0931]

[0932]

[0933]

[0934]

[0935]

[0936]

[0937]

[0938]

[0939]

[0940]

[0941]

[0942]

[0943]

SSS0l 10-2644788

334 A A A A A
335 A A B C E
336 A A A A B
337 A A B B D
338 A A D E D
339 A A A A A
340 A A A A A
341 A A C D D
342 A A B A A
343 A A B C C
344 A A NA NA NA
345 A A E D D
346 B A NA NA NA
347 C B NA NA NA
348 A A NA NA NA

‘WsEA AR 10, 7k A: <50 nM, B: >50 1A 100 nM, C: >100 Wl<] 500 oM, D: >500 mM WA 2.5 uM, E:
>2.5 uM, NA: Ho|HE o]& F &

AR NE AR 2 AL =4 AA: 10, @ A: <100 oM, B: >100~250 oM, C: >250~500 nM, D: >500
n~2.5 uM, E: >2.5 uMl; NA: Ho|EHE o] &3 F gls.

atute] Tl A, BHFEL SR TAHE ToRRE MYE:

($)-1-(2-(MZ[d][1,3] 6] S 4e-5- o} 32) -5~ & 7] 2] ] -4 &1 )-N- (2- 5 o] = 2 A|-1-5] o &)~ 1H-] £-3-7}
Bapopol =

2

1-(2- (1 2 9591 0} 1) -5~ € 3] 2] 1] €l -4-9) )N (2-3F ] = 5 A]-1-3] o] &)~ 1H-5] E-3-7F S Afo] =

1=(2- (1 23 -5- 2 ohv] 10 ) =51 & 7] 2] w] €1 4= ) -N-(1-(3- 2 & 2 51 d )-2-3k o] =5 A| ol & )~ 1H-3] Z-3-7}H 34}
nlol=

N-(3-2 2 2 -2-(3ho] SR A &) )-1-(5-7 &2~ (W E 2k 3 o] = 2~2fi-31) -4 o} ] 1= )~ €] v] €14~ )-
1H-0] ] Ch&—4-7H Aol o] =

()-N-(1-(3-F224-ZF % 27d)-2-5}o] E2 A & )-1-(5-W B -2-((3,4,5-EF W EA Fd ) o}u| =) I 2] v -
4=-4)-1H-9 &-3-7} 5 A lo| =

1-(2-((2,3-T) 8 o] = 2 2 2521 ) o} ] ) -6 &9 2] ] ¥ -4- &1 )-N- (28 o] =5 2] - 19 ol & )- 15 B3
7 Awpo] =

N-(1-(3-2 223 d)-2-5Fo| =5 Ao &)-1-(2-((2,3-Tl o] =M 2 [b] [1,4] 6] $41-6-% ) o}v] 1) -5-rf &l 7] 2] w]
-4-90)-1H-] £-3-7H Abrfo] =

N-(($)-1-(3-2 2 250 )-2-3Fo] £ 5 A o ©)-1- (5 G -2-( (¥ E 23l o] = 2 b-3-9) ) o v] 1) 9] €] w] ©l—4-21 )
1H-3] &-3-7H2 b o] =

N~(($)-1-(3-2 2 23'd )=2-5}0] = Ao &)-1=(5-| F=2-((($)-H] E ek aFo] = 2 F@-3-21 )o}v] =) 3] 2] ] e —4-
) 1151 §-3-7h 2 Afvpo] =

N-(($)-1-(3-F 2 2 d)-2-5F0] = S A] o &)-1-(5-v ©-2-(((R)-F E-e}5ho] = 2 F 2-3- ) o] ) 7] ] vl Wl -4-
) 1131 §-3-7h 2 Afvpo] =

1-(2- (22 86~ o] ) =5 9] 2] ] €491 ) -N-(2-3h o] =5 A -1-31 ol &)~ 1H-3] F-3-7} 2 A o] =

N-(1-(3- 2229 d)-2-5F0] =B A o &)-1-(2-(4-FF 0 2-3- 2 2 F 2] ol ) o] 1) -5 -] 2 ] ¥ -4-21 ) -
1H-3) &-3-7} ¥ Afvpo] =

N-(2-0}v] e 1-(3-2 2 230 1) o ©)-1-(2-((4-F 7 0. 230 W) o] )51 & 9] 2] ] ¥l =) )~ 1H-o] 1] e} 47} 3
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[0944]

[0945]

[0946]

[0947]

[0948]

[0949]

[0950]

[0951]

[0952]

[0953]

[0954]

[0955]

[0956]

[0957]

[0958]

[0959]

[0960]

[0961]

[0962]

[0963]

SS=S0ol 10-2644788

Alrfol &

N-(1-(3-F 223 d)-2-3lo] =& Ao & )-1-(5-H & -2-((H| Eg}5l o] = 2 -21-3] @-4- )-o}m| ) I 2 v e -4~ )~
1H-0] B} & -4-FHE A mf o] =

N-(1-(3-F&2&23H4d)-2-3to| =FA o & )-1-(5-H & -2-((4- R 2Z g =9 d )-o}m] =) 9] g v -4 ) - 1H-7] Z-3-
FHgAbrfe] =

(S)-N-(1-(3-F2=2¥d)-2-3to]| == A o & )-1-(5-M & -2-((B| E} 3} o] = 2 -20-3] &h—4- o} 1] 1 ) -3] 2] m] ¢ -
4~ )-1H-°] P} E-4-FHE A mf o] =

(R)-N-(2-0}1] =-1-(3-F 2 =3 d) ol &) -1-(5-w & -2-((E| E&}&}o] = 2 -2H-3] #-4- ) o} . ) -3 ] v -4~ ) -
1H-0] B B} & -4-FHE A mf o] =

(S)-N-(2-0}r] =-1-(3-F 2 =)ol &) -1-(5-w € -2-((e| E&}&}o] = 2 -2H-3] #-4- ) o} . ) -] 2] v -4~ ) -
1H-0] B} & -4-FHE A mf o] =

(S)-N-(1-(3-ZF 227 d)-2-3lo]| EZ2 A & )-1-(5-ZF 2 2 -2-((H Ed}slo] E 2 -20-1] &-4-Y ) o} 1| 12 ) -3 2] v ]
-4-4)-1H-3] E-3-7} 5 Apulo] =

N-(2-3}o] =& A]-1-(E] & 3-2-) o & )-1-(5-H & -2~ ((E| EE} 8} o] = 2 -20-3] @4~ ) o} v 1 ) -] ] vl 4~ )~
1H-o] B} & -4-F}HE A mf o] =

(9)-N-(2-oM =-1-(3-F 22 )& )-1-(2-((3,3-Y ZF L 2ZALo| F 238 ) ol 1o ) -5-H & 1] 2] v Tl -4~ )~
1H-0] B} & -4-FHE A mf o] =

(-N-(2-0}] -1~ (3-F22-5-ZF 2 2Hd) o & )-1-(5-HE-2-((E| Eg}5}o] = 2 -20-3] &4~ ) o} ] 1) 7] ]
v -4~ )-1H-o] P G} E-4-F}HE A mf o] =

(S)-M»2-(((1H-¥] Z-2-L) W E) ol =) -1-(3-F R 2 d ) o & )-1-(5- & -2-((B| Eg}3lo] = 2 -20-3] &-4-Y)
o] ) 7 2l | Tl -4~ )~ 1H- 0| 1] T} Z-4-F} F ALl o] =

()-N(3-FEZ-2-(FFo| =EA W WA )-1-(5-HE-2-(H Egslo| =2 F d)olr o) I 2 v W -4~ )-1H-
oM & -4-FHg Apufo] =

(D-NF1-3-Fz29d)-2-(HEdoh] =) &) -1-(5-H & -2-((E| EE}5}o] = 2 -20-3] &4~ ) o}r] 1) -5 2] v el -
4~-d)-1H-°] P} E-4-FHE A mf o] =

()-MF1-(3-Z 229 )-2-((2-3Fo]| =EA] o & Pﬂl i)°ﬂ )-1-(5-ve-2-((E| Eg}elo] =2 -2H-37] &-4-¢Y ) o}
v ) 3 2 v Hl -4~ ) - 1H- 0| 1] T} & -4-F} F ALl o] =

N-(3-ZF22-5-ZF 9 2-2-(lo]| =2 A e )uld )-1-(5-H & -2-((FH| Eg}Slo] = 2 -2H-3] &—4- ) o}m| =) F 2] ¢

~A-eD)-ll-ol M e —4-AH R Ao = | ol9] eFstHo® HEsksw 9, ATHE, §vishE, SoE, wi
SEDEER]

shupel THANA, 2YELS 2 PARNE ToRRE AAsE Holw shiel SEE, EE o9 FeHo
2 387 9, ATokE, SulsE, FEE, Ex AAoYAA, 2 otHoR HElsd GAE £

($)-1-(2- (N2 [d][1,3] 6] & %5~ o}v] 1) -5 & 7] 2] 7] ¥l -4- 21 )-N-(2-3h o] = F A|-1-5 Dol &)~ 18-3] §-3-7}
Bapoo] = ;

1-(2- (M 27 @ -5~ o ] 2 )-5- ] ©- 3] €] P] |l-4- )N~ (2-3 0] =5 A]-1-30 o &)~ 1ii-3] £-3-7} 3 Ao o] =

1-(2- () 25 @-5- ohv] 12 )5 & 7] 2] 1] 4= ) -N-(1-(3- 2 2 2 31 d )-2-3k o] = S Al ol &) )~ 1H-37] Z-3-7}3 4}
nlol =
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[0964]

[0965]

[0966]

[0967]

[0968]

[0969]

[0970]

[0971]

[0972]

[0973]

[0974]

[0975]

[0976]

[0977]

[0978]

[0979]

[0980]

[0981]

[0982]

[0983]

[0984]

[0985]

S=50l 10-2644788
N-(3-F 2R -2-(3to| =5 A v e )il ) -1-(5-rld -2-((F Ee}ato] =2 2= eh-4-<) o} v 1 ) -3 2] | el -4-<) )~
1H-o]v] thE-4-7F 5 Afupo] =

(S)-N-(1-(3-Z22-4-ZF 2 2 d)-2-3lo| =2 A o & )-1-(5-W & -2-((3,4,5-E W EA F ) o} 1| 1= ) 7] ] 1] T -
4-9)-1H-9] Z-3-7HAluto] =

1-(2-((2,3-tJsfo| =2 M 2 F @-5- ) o} 4 ) -5-w & 3] 2] v] Tl -4~ ) -N-(2-3} o] =F A -1- ol & )-1H-T] &-3-
FHEApulO =

N-(1-(3-2 22 d)-2- 5] 25 Ao €)-1-(2-((2, 3-T sho] B [b] [ 1,416 $41-6-2) o} 12 )5 &l 5] 2] w]
-4-90)-1H-9] B-3-7H5 Apubo] =

N-((S)-1-(3-ZF 22 d)-2-3to]| == Ao & )-1-(5-H & -2-((H| Eg}slo] = 2 F &-3- ) o}n] ) ¥ g v —4- ) -
-3 Z-3-7} FAlujo| =

N-((9)-1-(3-F 2= d)-2-3to| == Ao &] )-1-(5-W & -2-(((S)-BH| Eg}&lo]| = 2 F&-3-Y ) o}n| 1) 9] 2] v -4~
o)-1H-9] Z-3-7HAbuto] =

N-((S)-1-(3-F =23 d)-2-3to| =5 Ao & )-1-(5-H D -2-(((R)-H Eg}3to]| = 2 Fg-3- ) o}w] . ) I 2] 7] -4~
Q) 1H-3] 2-3-7H Avpo] =

1-(2-(A=R-6-Y o} 1) -5-w| & 7] 2] m| T -4~ ) -N-(2-3} o] =5 A - 1-3 d o] & ) - 1H-9] & -3- 7} Abwho] =

N-(1-(3-Z22Hd)-2-3l0| ZE2 A & )-1-(2-((4-ZF ¢ 2-3-R 2 Z ] -7 d ) o} 1 ) -5-w & -] 2] v gl -4-2 ) -
1H-9] &-3-7}HEAbujo]| =

N-(2-0b0] sem1-(3- 2 2 25 ) ol €)1 (2-( (4~ 7.9 2.5 ) o] )51 &1 7 ] o] ¥l -4-©1 )~ 1jf-o] 1] £} -7}
Almlol =

N-(1-(3-2 2 25 ) -2-5}0] £ 54] o & )-1-(5-] & -2-( (¥ E 25ho] = 2-2H-3] 2h-4-) -0} o] 1) 3] 2] 1] €l -4-)) -
1H-0] 7|t} & -4- 75 A o] =

N-(1-(3-F =223 d)-2-3lo| =FA o & )-1-(5-H & -2-((4-R2Z 7| =3 d )-o}r] =) ¥ g v D —4- ) - 1H-3] Z-3-
FHEA Lo =

($)-N-(1-(3-2 2 25]d)-2-3} o] = 5 A o] &)~ 1-(5-9] & -2-( (¥l E 23] = 2-2H-3] h-4-) ) o} ] 1) -3 2] ] -
4-90)-1H-0] 7|t} -4-7HE A o] =

(R)-N-(2-0}0] e 1-(3- 2 2 23 ) o € )-1-(5- 0 D2~ ( (¥ E 2} 5)o] = 2 -2h-3] b4~ ) o v 1) -3 2] w] €14~ )
1H-o] v] t}&-4-7H 3 Appfo] =

($)N-(2-0}0] e 1-(3- 2 2 23 ) o & )-1-(5- o D2~ ( (¥ E 2} 5}o] = 2 -2H-3] b4~ ) o ] 1) -] 2] w] €14~ )
1H-o] v] th&-4-7H 3 Appfo] =

(9)N-(1-(3-2 2 23 )-2-3k0] =% Al o )~ 1-(5-2 5@ 2-2-( (¥l E 25}o] = 2-2H-5] eh-4-2 ) o}l 1) -5 2] o] )
~4-91)-1H-3] &-3-7} 2 A}vpo] =

N-(2-3Fo] £ 5 A|-1-(E] £ #-2-91) o 9 )-1- (5 & -2 ( (B E 2 5Fo] = 2-2H-] k42 Yo} 1) 31 2] v ¥l -4-1)-
1H-o] v] th&-4-7H 3 Apvfo] =
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