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AT 31

7] setos wAHE BEE Ex oo Mg eR 4 d o

HN

A7 32

A1g, A10%, 2 A19F WA A3l F o= 3 o Hojk 159 FFE 2L Hojx 159 FAH oz F
£ 7hset FPAE sk,

A oA XA =3k AfoldAF(fibrodysplasia ossificans progressiva)S X8 T /jAs7] 3
FATH 2E

A% 33

237] di’dAlE L196P, PF197-8L, R2021, R206H, Q207E, R258S, R258G, G328A, G328W, G328E, G328R, G356D 2
R375P & hu} oo @BE AuE ofwiAil WS Zh= ALK2 Ao HdS ZEshs ALK2 f3A We] B4

WolE ZE, A 24E.

AT 4

A13F, A108, = A198 WA A3l = o] 3 o] Holr 1% FFE, L ol okAsly oz 3L 7}
5

@ Qe T,

ol Aol A AbAlg WA Hal 217 wF (diffuse intrinsic pontine glioma)S A= H= /MAdsh7] 918 ofA)
512
b B |



SES061 10-2426043

A3 37

AT% 39

AHA

373 40

2HA

AT% 41

6-2-7Z2[1,2-b]9 g th-4-22 BFEEA, 7] T2 Cl, [ 2 Br2dE Aess, s,
A7 42

A418Fe)] QA , 7] FFEL -BR2RISZ[1,2-b] I F o} -4-891, 3FE,

h 0
N A~p2
\
R21 (C-l\
[3}3h2] D-1]
R% _NH,
o "o
oy 7] Re Fmz B 9 olo]omRRE AEH;

A7 RP= NRHRY) 2 -r'25E Auna, o724 R 2 RD 77t

)

rlo

Hydog MAad C-C, &dZolH;

A7 Re Waztnd, -1esnd ol ERddtny | 4-Alojold|Urtny | 4-Eeto]| 2o muley
Aud, 4-Z2oaddind, 4-Efo|Eoadenddfding, 4-o|EAFL YA dln Y| 4-Eefo]Z
Zeoadddxzdddrlad, 2.4 6-Edoudddrlrd, 2 4 6-Edto|ue-3 5-tlo]}olER LR, 2-
Eglo| 2o 2re 4o ERFY, 2 4-TloolERuY U tlo|HdE AV RiE AUE)

AT 45

A443po] QlolA, 47 R e nEwel, Az
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A3 46

A44kel] dolA, A7) RE N(CH)Ql, A2

A3 47

A48k dolA | A7) FA ful= N-wE-2-3 =2 J("NMP"), N,N-tlo|Hgolx Eolulo] = ("DNAC"), tlolHE
Fotwko] =("DMF"), EEZtsto]=RFA("HF"),  v"E-HEstol 2 gh("MeTHE"),  tholvld  AFAlo] =
("DMSO"), @ x}o]EZF=HEWE JE("CPMEN)ERE AUEE HAS ERoz 3=, Az,

A5 50
A483}ol] glojA, A7) FA LujE NMP & DNACR! AL EFo= 3=
A5% 51

A44Z WA A7 T o= ol oA, FV] s 12 A EE SRes 9712 Adches

o2 3=, AxRWH.

P
o
|
o,

3T 52
Xﬂ516c]'oﬂ 9\}101}‘_1, /}3]‘7] 0\37]’15_‘ KOC(CHg)g, NaOC(CHg)g, LIOC(CHg)g, LlC(CHg)g, Ll(CHz)gCHg, LIN(C3H7)2, NaOCHs,
NaOCH.CHz;, KOCHs;, LiOCHs;, LiOCH.CH;, % KOCH.CH; . ZH-B MEBL = AL EFOZ s, AU,

A7 53

A518kel glejA, A7) G7]E KOC(CH);) RS EHoZ 3hi=, AW,

Abdstel] oA, 7] PRSI A= NH,CL, NaHCO;, KHCO;—, LiHCO;, ©FAIEAL, HCL, HBr ¥ H,S0,=FE A8

A54gkel] QoIA, A7) FAAEAl= NICIS RS EFow sk, Ay,

yige] Hy

T8 el 8 A-FAL ZholubAI-2(ALK2) o] A sfjAlol gk Aoltt.

=48 2016 49 159A2 99 U.S.S.N. 62/332,948 % 2016 10¥ 21¥9x& =U® U.S.S.N.
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[0004]

[0005]

[0006]

[0007]

[0008]

[0009]

S=S3| 10-2426043
62/411, 17220 Bl o] $AE TS, o5 227t o5e] Aol ¥ A6l XgHH .

g7 e
HEIRD & A -FAF Zhol b Al-2(ALK2) = HEINL A =84, BF) T FAAHACRD O oJaiA rastett. ALK2=
= ¥4 99 A(bone morphogenetic protein: BMP) AR AH/Eged JloluAolti(Shore et al.
Nature Genetics 2006, 38: 525-27). 7 = A oA BWP)S Este H3bAo ZAFstar, BWP ’\Ji
AEshs Ado] k. ALK29] §4 EdAWol= 1L Jlo|uAlE FAALRE Ao HES s, tge A
AgE. AP F3HH Aol dAS(fibrodysplasia ossificans progressiva: FOP)& =9 H QoA 23
o]44 &3}% (heterotopic ossification)S SA@o 2 = 3Hsta, 32l F42 Fojjo|tt. ]E% 23}

zZh= ARlE AHEl A olsd 2+ (o

oE
l‘Xl
o
f

= S At dA a2 1 HFo] EFPo R F
A (flare-ups))9] 7oz A|ste ).

£ FOP #A}+= ACVRI F-3AF ol o]dxsd A3 sddolE

ok ALK2 E<1Wol?l R206HE ZH=th. ALK2-R206HE Hdsh= 4k o4 w)
718 9 954 e B I AR olFEAL ool A3y FrE FF o
o] T8 548 YeEHAY(Chakkal akal et al., J Bone Miner Res. 2012, 27(8): 1746-1756). T-5ol|A] %k
5l¥l ALK2-Q207D WHolAlE wadstar, <IzF FOPY T8 542 XY wAlSH:E X1]29] z24E vk f }
H ATk, BWP F&A EFS) 1 Ffo WrxiH A AlE AHEE ol d mhe-2o] A 8E SMAD Az HEe] As b

1 AdE VsA &4 AE 28t (Fukuda et al., Genesis 2006, 44, 159-167). FOPS} <1
o] thE SAWoli= L196P, PF197-8L, R2021, R258S, R258G, G328A, G328W, G328E, G328R, G356D
375PE EGSIA| W o]E5 2 AEE A Fe=vh(Kaplan et al., Hum Mutat. 2009, 30(3): 379 - 390; Gregson
et al., Bone 2011, 48:654-658; Kaplan et al., Am J Med Genet 2015, 167: 2265-2271; Petrie et al., PLoS
One 2009, 4(3): eb005; Bocciardi et al., Fur J Hum Genetics 2009, 17:311-318; Pacifici and Shore,
Cytokine & Growth Factor Reviews 2016, 27:93-104)].
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2o g XA Ao} HE7|%U(pediatric brain stem cancer)o|t}. o]2o] 34
o= QlallA, DIPG:= =&l oJallA 27" = glvk. DIPGE frotellAnt wbAsta, 24 A&
qkolt), ¥ &7l A o] $AIZ QIs|A, DIPGE HA](double vision)Z O] A= HAIH
, S EE Aol ofEe, ATI/EEA oEls, oA EARE olojAE /vy oF3t 4 walr] o]
e, Fgol APt kN FF 78, TY9/TE R IARE fdete s R " St
Foh, thre] v &olt@ gE], DIPGAl tigk A E5E ANAATIE vl A FAde AAA AR 2
gtk GAFA o2, DIPGE] Flo #AE oo F-Fo] A< AHET A5 AMdEe] AHE wasigivt. A8
Ho=, DIPGY A gl dig oj&d &&= Fds| Hrh. A Als 58-S DIPG T4 oF 25%7F A ol
P ALK2 EA3t EdWelE RAdtte s %%6}031:} DIPGQ} Avkd ALK2 o] E=dwRol= R206H,
G328V, G328W, G328E % G356DE > 85lA| 7t o2 A|SrE X =t}(Jones and Baker, Nature Rev Cancer
2014, 14:651-661).
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ANGECIA, RE 1-Atol2zradned-3-9, 1-olg-3-27 02 ded-4-2, 1-o]g-3-3to] == A]o}A
EH-3-9, 1-old-4-5F e 2u E2|d-3-¢, 1-oldolAlEE-3-2, 1-cldotAEe-3-Ad5A], 1-od 5o 2]~
3=, I-olEs A d-3-d5A], 1-da#ed-4-<, 1-eld9]Eed-3-d, 1oL Eed-3-dr 5], 1-°]
o Z2E-3-A 5], 1-ofol Rz 2 -3-3fo] ERAJOFAEH-3-2, 1-ofo]h LR g -3-5to] =H A ] 2 -3-<d
1-ofo] 2z 2 -3-w A 7 A2 e-3-9, 1-olo] AT RA4-ER 2 2HT-3-2, l-olo|aLRI-4-5o|=
Al 4=, 1-ofol a2 -4 DﬂEAMJﬂEM 4=, 1-opol a2 oA EH-3-, 1-ofo] AL 2 v] 7]
W24, l-opolaz 2y d-3-4, 1—0}01*4iﬂ4ﬂ1ﬂ"4—4—°1, l-opol 2y Eejd-2-¢l, 1-ofo]&
Z2AYEAE-3-A, lsecFEY | E4-, 2-tolEFeRvdydHi-1-d, 3-FF LRI H-3-4,
S-me-4-o L3 epxl-1-4, -rE I set-1-d, 4-(1,1,2,2, 2-debe| 2ol @) g s ehd-1-d, 4-o D] e}
A-1-4, 4—%$9_iu4aﬂ"4 -3~ A-ofolhz AN e-1-d, 6-"-2, 6-tol b AT 2 [3.3] P E-2-4d,
-ofelnZ 2 -2 6-tholopAp v 2 [3.3] '-2-<d O}XHEM—Z—“DHEAL AAtstel =R &R (1, 2-a] ¥ 2hel-
2(ID-9, BE-2-, dHA-1-<d, e d-4-<, Fsijeid-2-, dAd-3-o, JAd-3-A5A], ]
FHE-2-d B2 A EU-3-ASA R AHEAY, B

R= 318 Ash 8 6-olo] X @4 5,6, 7-6| Ectlo] =2 E] 4l 0 [2, 3¢ ]9 @ W-2-9 | 4.5,6,7-E| Eg}3lo| =&
Elo}Z R[5, 4-c]¥ g d-2-Y | 4,5,6,7-H Egslol=2E A2 [2,3-c]T g d-2-d L= 5-olo)|AE R Y-
4,5,6,7-H Eglslo| =2 Elo}Z 2[5 4-c]F g d-2-9S A3},

ANGEelq, R 4 2 uEese dedc

AN A, 1 A= Rl fate] 0 E= 1719 @2 AH I, ol7|A A=, Bhsts 49, @

derael AN FEel A, wa] AL Rel Hate] 0 £ 19 (@2 ABH T, 74 (BI)E, EAsE A

Fotel e AN, FFEE 7] S5y (IDS] TR wE ole FATHAOR HE b5 ol
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[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]
[0151]

[0152]

[0153]

[0154]

[0155]

SES061 10-2426043

Dg, R
O
N
X
R12—<’;_\ \*--.. o~
|- No?
(R™)o-1
(1)
2z,

X= C(RY) ®i= Nelar;

Rﬂ% _NH_(C:S_CA, A}O]%E?—:}Z—J); -NH-C,-C; ?:_}‘ﬁ; -0-C5—C4 A}o]%i%ﬁ; %—Ef,‘_g_i, 6}O]E%A], —CN 1;% %‘5’\_3\_
ZHE Adgd sl o] X2 Yoz A&E -0-0-C; ¢Z; 2 -0-(0-3F dHZAre] ) 2HEH AYF
al;

RU= (-Cy D3A], Z2o@ (-C, 92 EE= —(NO.2 9oz 3-x3by ¥vau-3-20; @ (-, %A, L=

2=, G %Z‘—_] -CNo. 2 o=z 4-x34 TJ’]TA]E]H_ZL—OE]_‘?—_—‘?—Ei }‘\_E_‘ngl ]}\1 R = _'_7}__;]; st ] AR

-OH 2/HE+= sk o]de] NLE fo2 Agd C-C &4

fetl
jale
1o,
fetl
T
N
ot
)
K

13 —
< T N2 ZFeRENH My

=o}

14 _ =
R, Edske 4%, 2

=
=
5151 119 54 AAFeolA, BFEE 7] o4 [las) B3 wE o9 H o 8 e ol

st
t}:

(Ila)
4 %, |
X, R, R, 2 oo shelmas seta) 110 gelE vhe} g
&0l "speluas 2 GAMAA AREE = vkl o] WE Aoshs b AMEHE MaE udh. dE S
o, X¥ C(RV)oIiL; Ry X9 aHglu4olT}

R = 44, (C &34, ZFo2, (G &7 2 -(No.ZFH AMelsa,

R & 3l oo -0H H/=x st oo N2 oz Xghe C-C; dZolr).
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[0156]

[0157]

[0158]
[0159]

[0160]

[0161]

[0162]

[0163]
[0164]

[0165]

[0166]

[0167]

o

=0l 10-2426043

ststa) 119 574 ANFelel A, e 3] sheta 11be] s3tE i oo Ao ¢ Med ol
t}:
OYR‘H
)
R15 N
‘N R15 X
=
78R
N N. =
(R™)g.1
. (IIb)
A %,
X, R", R, 9 ole] shepasee sheb 110] 4ol vpeh 2
R'E 4, GG 934, B202, (-0 27 @ -No2HE Hesw;

R 2 ) o]4e] -0H 2/ sk o]4ke] -NL2 doz e (-C; &Zolt}.

12 14 15 16

He ab7] 3Hah 11b-19] 8hete L= o]9 fAstH R 3§

2 F X RLRLRLROR, 2 olel ahelus shsha 11bol el whet P},

st 11be] SHgEe) 59 ANFHAA, s

# sojrh:

(Ih-2)

B2 3 11b-29] = EE ol HASHoR & JhE

L% ole] ML S5 1Ibel HOIE uhs} k.
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IT, ITa, IIb, IIb-1

I, IIa, IIb, IIb-1

IIb,

CIREE I SR RE

ol
=

=i
=

=i
N
o
cEE
ggze 5
Fo
ge
7
o, ¥ 19
SECIERE

[1h-2¢] 54

SES061 10-2426043

Aol A, R = ZAaA 2=
Aol A, R & G0l

AFEHANA, R & -NH-C-C, &7 ZHEo=, afo]==A], (N
o2 A#H -0-C-C; UZ; A E-3-9 2 g Eglo] =2

FAFe| A, RS —OCH,CHy, -NHCH(CHs),, SAE-3-2 = ®E}

[T1b-1 =& 11b-2 T 499 A9 ggEe] ofd 38k |

g s}eha) 1, la, I, I, IIb, IIb-1, ¥ [Ib-2 5 9499

F2 I, la, II, II, IIb, IIb-1, B& 11b-29] 429
Hom 3% bsd o % AR g Hed

LCMS
(M+1)

NMR

100

392

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.23 (s,
1H), 7.94 (s, 1H), 7.88 (s, TH), 7.86 (d, 1H, J =
5.2 Hz), 6.85 (s, 1H), 5.96 (d, 1H, J = 5.2 Hz),
5.18-5.13 (m, 1H), 3.92-3.88 (m, 4H), 3.74 (L.
2H, J = 8.0 Hz), 3.70-3.68 (m, 2H), 3.55-3.45
(m, 5H), 2.02-2.00 (m, 1H}, 0.77-0.73 (m, 4H).

101

392

TH-NMR (400 MHz, 6d DMSO) 6 ppm 8.04 (d
1H, J = 16 Hz), 7.95 (d. 1H, J = 5.2 Hz), 6.92
(d, 1H,J =16 Hz), 670 (s, 1H), 6.01 (d, 1H, J
=52 Hz), 4.09 (1, 2H, J =52 Hz), 3.93-3.90
(m, 4H), 3.72-3.68 (m, 2H), 3.57-3.55 (m, 2H),
3.52-3.47 (m, 2H), 3.06 (t, 2H, J = 5.2 Hz),
2.04-1.99 (m, 1H), 0.78-0.72 (m, 4H).

102

402

TH-NMR (400 MHz, CDCI3) & ppm 7.93 (5,
1H), 7.85 (d, 1H, J=5.2 Hz), 7.63 (d, 2H, J =
8.4 Hz), 7.36 (d, 2H, J = 8.4 Hz), 672 (s, 1H)
5.85 (d, 1H, J = 5.2 Hz), 4.00-3.90 (m, 4H),
3.90-3.80 (m, 4H), 3.57-3.50 (m, 2H), 3.50-
3.40 (m, 2H), 1.85-1.80 (m, 1H), 1.79-1.73 (m,
1H), 1.06-1.04 (m, 2H), 0.85-0 81 (m, 2H).

103

405

TH-NMR (400 MHz, DMSO-d6) 6 ppm B.12 (s,
1H), 7.94 (s, 1H), 7.86 (d, 1H, J = 5.2 Hz),
7.80 (s, 1H), 6.83 (s, 1H), 5.96 (d, 1H, J=5.2
Hz), 4.668 (5 £, 1H, J = 9.0 Hz), 3.92-343
(m, 8H), 2.11-2.06 (m, 2H), 2.04-2.02 (m, 1H),
1.97-1.93 (m, 2H), 1.83-1.78 (m, 2H), 1.68-
1.64 (m, 2H), 0.79-0.73 (m, 4H).

104

406

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 5.24 (s,
1H), 7.95 (s, 1H), 7.91 (s, 1H), 7.86 (d, 1H, J =
5.2 Hz), 6.83 (s. TH), 5.96 (d, 1H, J = 5.2 Hz),
5.09-5.05 (br. s, 1H), 3.94-3.86 (m, 2H), 3.72-
3.66 (m, 2H), 3.55-3.42 (m, 6H), 3.27-3.20 (m,
2H), 2.38-2.32 (m, 1H), 2.25-2.21 (m, 1H),
2.10-2.00 (m, 1H), 0.77-0.73 (m, 4H).

105

406

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 7.98 (s,
1H), 7.89 (d, TH, J = 5.2 Hz), 7.78 (s, 1H),
6.86 (s, 1H), 6.61 (s, 1H), 5.97 (d, 1H, J=52
Hz), 4.91-4.77 (m, 1H), 3.96-3.90 (m, 2H),
374-3.68 (m, 2H), 3.57-3.53 (m, 2H), 3.47-
3.43 (m., 2H), 3.18-3.11 (m, 1H), 3.10-3.02
(m, 1H), 3.01-2.94 (m, TH), 2.90-2.80 (m, 1H),
234223 (m, 1H), 2.22-2.14 (m, 1H), 2.08-
1.95 (m, 2H), 0.83-0.68 (m, 4H).
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[0176]

LCMS
(M+1)

NMR

406

TH-NMR (400 MHz, 5d-DMSO0) & ppm 8 .06 (d,
1H, J = 2.0 Hz), 7.95 (d, 1H, J = 5.6 Hz), 6.93
(d, 1H, J = 2.0 Hz), 6.72 (s, 1H), 6.02 (d, 1H, J
=56 Hz),4.21 (t, 2H, J = 5.6 Hz), 3.93-3.90
(m, 2H), 3.72-3.68 (m, 2H), 3.60-3.52 (m,4H),
3.49.3.45 (m, 2H), 2.76 (L. 2H, J = 5.6 Hz),
2.38 (s, 3H), 2.04-1.99 (m, 1H), 0.79-0.74 (m,
4H).

107

408

TH-NMR (400 MHz, MeOD) 3 ppm 7.86 (d,
1H, J = 5.6 Hz), 7.83 (d, 1H, J = 1.6 Hz), 7.09
(s, 1H), 6.77(d. 1H, J = 1.6 Hz), 6.02 (d, 1H, J
=56 Hz), 4.24 (s, 2H), 4.05-3.92 (m, 2H),
3.90-3.77 (m, 2H), 3.70-3 60 (m, 2H), 3.50-
3.49 (m, 2H), 3.35 (t, 2H, J = 6.0 Hz), 2.89 {t,
2H, J = 6.0 Hz), 2.05-1.97 (m, 1H), 0.95-0.91
(m, 2H), 0.89-0.85 (m, 2H).

108

TH-NMR (400 MHz, 63-DMS0) 6 ppm 8.32 (5,
1H), 7.98 (d, 1H, J = 5.6 Hz), 718 (s, 1H),
6.03 (d, H, J = 5.6 Hz), 4.05-3.80 (m, 2H),
3.75-3.65 (m, 2H), 3.65-3.55 (m, 2H), 3.50-
3.40 (m, 2H), 3.27-3.24 (m. 2H), 2.81-2.76 (m.
2H), 2.05-1.97 (m, 1H), 1.97-1.8(m, 2H), 0.79-
0.74 (m,_4H).

109

TH-NMR (400 MHz, MeOD) & ppm &.10 (d,
1H, J =16 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.04
(d, 1H, J = 1.6 Hz), 6.04 (d, 1H, J = 6.0 Hz),
4.10-3.95 (m, 4H), 3.95-3.75 (m, 2H), 3.70-
3.60 (m, 2H), 3.60-3.50 (m, 2H), 3.19 (1. 2H, J
= 6.0 Hz), 2.89 (1, 2H, J = 6.0 Hz), 2.05-1.97
(m, 1H), 0.99-0.85 (m, 2H), 0.85-0.80 (m, 2H).

110

414

(A

415

1H-NMR (400 MHz, 6d-DMS0) & ppm 8.32 (d,
1H, J=12Hz), 7.97 (d, 2H, J = 8.0 Hz), 7.92
(d, 1H, J =56 Hz), 7.88 (d, 2H, J = 8.0 Hz),
718 (d, 1H, J = 1.2 Hz), 5.98 (d, 1H, J = 5.6
Hz), 3.93-3.92 (m, 2H), 3.73-3.67 (m, 2H),
3.57-3.53 (m, 2H), 3.51-3.47 (m, 2H), 3.49-
3.33 (m, 4H), 2.04-1.99 (m, 1H), 0.78-0.72 (m,
4H).
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[0177]

[0178]

T

LCMS
(M+1)

NMR

112
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i

4
PN N
-

416

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.17 (s,
1H), 7.89 (d, 1H, J = 6.0 Hz), 7.76 (d, 2H, J =
8.0 Hz), 7.31 (d, 2H, J = 7.6 Hz), 7.04 (s, 1H),
597 (d, 1H, J = 5.2 Hz), 3.92-3.91 (m, 2H),
3.69-3.68 (m, 2H), 3.53-3.47 (m, 4H), 3.43.
3.41 (m, 1H), 3.41-3.38 (m, 1H), 3.30-3.28 (m,
1H), 3.09-3.06 (m, 1H), 2.89-2.84 (m, 1H, J =
10.0 Hz), 2.25-2.22 (m, 1H), 2.03-2.00 (m,
1H), 1.83-1.82 (m, 1H). 0.78-0.74 (m, 4H).

113

A\

WO

o

L

417

114

420

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.25 (d,
1H, J = 2.0 Hz), 7.92 (d, 1H, J = 5.6 Hz), 7.88
(d, 2H, J = 8.4 Hz), 7.57 (d, 2H, J = B.4 Hz),
7.10(d, 1H, J = 1.6 Hz) 6.58 (br s, 1H), 5.99
(d, 1H, J =56 Hz), 425 (d, 2H, J = 10.8 Hz),
4.02 (d, 2H, J = 10.4 Hz), 3.95-3.90 (m, 2H),
373-3.68 (m, 1H), 3.60-3.50 (m, 2H), 3.50-
3.40 (m, 2H), 2.08-2.00 (m, 1H), 0.79-0.75 (m,
4H).

115

L

418

1H-NMR (400 MHz, 6d-DMST) 3 ppm 8.11 (s,

1H), 7.89 (d, 1H, J= 5.6 Hz), 7.73 (d, 2H, J =
8.4 Hz), 6.98 (s, 1H), 6.84 (d, 2H, J = 8.4 Hz),
5.97 (d, 1H, J = 5.6 Hz), 5.05-4.98 (m, 1H),
3.97-3.92 (m, 3H), 3.75-3.70 (m, 2H), 3.68-
3.61 (m, 2H), 3.53-3.49 (m, 2H), 3.45-3.41 (m,
2H), 2.04-1.98 (m, 1H), 0.78-0.74 (m, 4H).

116

420

1H-NMR (400 MHz, CDCI3) © ppm 7.83 (d,
1H,J =56 Hz), 7.76 (d, 1H, J = 1.6 Hz,), 7.74
(s, 1H), 7.68 (s, 1H), 653 (d, 1H, J = 1.6 Hz,),
584 (d, 1H, J = 5.6 Hz), 4.33- 4.23 (m, 1H),
4.00-3.83 (m, 4H), 3.60-3.40 (m, 5H), 3.13-
3.03 (m, 2H), 2.80-2.70 (m, 1H), 2.33-2.23 (m,
1H), 2.10-1.98 (m, 1H), 1.82-1.76 (m, 2H),
1.72-1.64 (m, 1H), 1.09-1.03 (m, 2H), 0.88-
0.80 (m, 2H).

T=

LCMS
(M+1)

NMR

117

420

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.11 (5
1H), 7.92 (d, 1H, J = 1.6 Hz), 7.85 (d, 2H, J =
5.2 Hz), 7.80 (s, 1H), 6.82 (d, 1H, J = 1.6 Ha),
5.5 (d, 1H, J = 5.2 Hz), 4.18-4.13 (m, 1H),
3.91-3.90 (m, 2H), 3.69-3.68 (m, 2H), 3.50-
3.43 (m, 3H), 3.05-3.02 (m, 2H), 2.61-2.55 (m,
2H), 2.04-1.96 (m, 2H), 1.81-1.73 (m, 2H),
0.78-0.72 (m, 4H)

118

420

1H-NMR (400 MHz, 6d-DMS0) & ppm 8.26-
8.24 (m, 2H), 7.96 (s, 1H), 7.91 (s, 1H), 7.88
(d, 1H, J = 5.2 Hz), 6.86 (s, 1H), 5.97 (d, 1H,
J=48Hz), 500 (br s, 1H), 4.30-3.80 (m,
4H), 3.97-3.91 (m, 2H), 3.85-3.75 (m, 2H),
3.70-3.65 (m, 2H), 3.52-3.50 (m, 2H), 2.59 (q,
2H, J = 64 Hz), 2.03-2.01(m, 1H), 0.95 (t, 3H,
J=6.4Hz),0.77-0.74 (m, 4H).

119

425

1H-NMR (400 MHz, CDCI3) 5 ppm 7.92 (d,
1H, J =16 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.53-
7.51 (m, 4H), 6.69 (d, 1H, J = 1.6 Hz), 5.85
(d, 1H, J = 5.6 Hz ), 3.94-3.90 (m, 4H), 3.56-
3.49 (m, 4H), 1.81-1.74 (m, 1H), 1.06-1.03 (m,
2H), 0.86-0.82 (m, 2H).

120

1H-NMR (400 MHz, MeOD) & ppm 8.01 (d,
IH, J =16 Hz), 7.85 (d, 1H, J = 5.2 Hz), 7.83
(d, 1H,J = 8.0 Hz), 7.72 (d, TH, J = 8.0 Hz),
7.67 (s, 1H), 6.96 (d, 1H, J = 1.6 Hz), 6.00 (d,
1H, J = 5.2 Hz), 5.17 (s, 2H), 4.40-4.30 (m,
4H), 4.10-3.95 (m, 2H), 3.85-3.75 (m, 2H),
3.66-3.57 (m, 2H), 3.55-3.50 (m, 2H), 2.05-
1.97 (m, 1H), 0.95-0.87 (m, 2H), 0.85-0.80 (m,
2H).

121

430

1H NMR (400 MHz, 6d-DMSO) & ppm 8.06 (s,
1H), 7.88 (d, 1H, J =4.8 Hz), 7.62 (d, 2H, J =
8.4 Hz), 7.05-6.95 (m, 2H), 6.94 (s, 1H), 5.96
(d, 1H, J = 5.6 Hz), 3.95-3.90 (m, 2H), 3.75-
3.65 (m, 2H), 3.58-3.50 (m, 2H), 3.50-3.40 (m,
2H), 3.45-3.20 (m., 4H), 2.05-11.95 (m, 1H),
0.78-0.74(m, 4H).
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[0179]

[0180]

T=

LCMS
(M+1)

NMR

122

430

TH-NMR (400 MHz, DMSO-d6) 6 ppm 8.14 (d,
1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.2 Hz), 7.72
(d, 2H, J = 8.0 Hz), ?23(d 2H, J = 8.0 H),
7.01(d, 1H, J= 1.6 Hz), 5.96 (d, 1H, J=5.2
Hz), 3.1 (br. s., 2H), 3.70 (br. s, 2H), 353
3.46 (m, 4H), 3.05-3.02 (m, 2H), 2.62-2 40 (m,
3H), 2.05-1.99 (m, TH), 176 1.70 (m, 2H),
1.58-1.48(m, 2H), 0.80-0.70 (m, 4H).

123

[H-NMR (400 MHz, 6d-DMSO) 5 ppm &.13 (d,
1H, J =1.6 Hz), 7.89 (d, 1H, J=5.6 Hz), 7.71
(d,2H,J=8.0Hz), 7.23 (d, 2H, J = 8.0 Hz)
7.01(d, 1H, J= 1.6 Hz), 5.96 (d, 1H, J= 5.6
Hz), 4.00-3.80 (m, 2H), 3.78-3.62 (m, 2H),
3.60-3.42 (m, 4H), 3.40-2.20 (m, 2H), 3.00-
2.90 (m, 2H), 2.60-2.54 (m, 2H), 2.10-1.93 (m,
1H), 1.90-1.80 (m, 1H), 1.70-1.40 (m, 3H),
1.80-0.60 (m, 4H).

124

430

{H-NMR (400 MHz, 6d-DMSO0) 6 ppm &.61 (s,
1H), 7.94 (s, 1H), 7.87 (d, 1H, J= 4.8 Hz),
7.66 (d, 2H, J = 8.0 Hz), 7.31 (d, 2H, J = 8.0
Hz), 6.71 (s, 1H), 5.86 (d, 1H, J = 4.8 Hz),
4.41-4.39 (m, 2H), 421417 (m, 1H), 3.96-
3.60 (m, 2H}, 3.85-3.90 {m, 2H), 3.76-3.75 (m,
2H), 3.57-3 .54 (m, 2H), 3.51-3 48 (m, 2H),
3.07 (g, 2H, J = 6.4 Hz), 1.79-1.78 (m, 1H),
125 (t, 3H, J = 6.4 Hz), 1.11-1.05 (m, 2H),
0.85-0.83 (m, 2H).

125

1H NMR (400 MHz, 22EE d)57.92(d,J =
1.8 Hz, 1H), 7.84 (d, J = 5.3 Hz, 1H), 7.61 (d,
J=81Hz 2H), 741 (d, J = 8.0 Hz, 2H), 6.71
(d,J=1.9Hz, 1H), 5.84 (d, J = 5.4 Hz, 1H),

I

1

3.01 (d, J =19.0 Hz, 5H), 3.68 — 3 42 (m, TH),
3.21(d,J = 11.7 Hz, 2H), 2.82 {t, J = 11.1 Hz,
1H), 1.94 — 1.75 (m, 3H), 1.04 (dt, J = 6.5, 3.2
Hz, 2H), 0.82 (dg, J =7.1, 3.8 Hz, 2H)

126

431

TH-NMR ({400 MHz, 6d-DMS0) 5 ppm &.14 (d,
1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.75
(d, 2H, J =8.0 Hz), 7.27 (d, 2H, J= 7.6 Hz),
7.03(d, 1H,J=12Hz), 508 (d, 1H, J=56
Hz), 3.97-3.95 (m, 4H), 3.71-3.70 (m, 2H),
3.55-3.52 (m, 2H), 3.48-3.41 (m, 4H), 2.78-
2.77 (m, 1H), 2.04-2.00 (m, 1H), 1.73-1.70 (m
4H), 0.79-0.75 (m, 4H).

LCMS
(M+1)

NMR

127

TH-NMR (400 MHz. DMSO-d6) & ppm 8.06 (d,

1H, J =12 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.64
(d, 2H, J = 8.4 Hz), 7.00-6.85 (m, 3H), 5.05 (d,
1H, J = 5.6 Hz), 3.91 (br. 5. 2H), 3.69 (br. s.
2H), 3.52 (br.s. 2H), 3.44 (br. s. 2H), 3.06-
3.04 (m, 4H), 2.82 (br. s. 4H), 2.05-1.95 (m
1H), 0.80-0.65 (m, 4H).

128

432

TH-NMR (400 MHz, DMSO-d6) 6 ppm 8.18 (d,

1H, J =16 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.71-
7.69 (m, 2H), 7.34 (t, 1H, J = 7.6 Hz), 7.21 (d,
1H, J = 7.6 Hz), 7.04 (d, 1H, J = 1.6 Hz), 5.97
(d, 1H, J = 5.6 Hz), 4.434.41 (m, 1H), 3.91-
3.89 (m, 3H), 3.71 (br.s., 2H), 3.64-3.32 (m,
5H), 3.00-2.96 (m, 1H), 2.76-2.75 (m, 2H),
2.65-2.55 (m, 1H), 2.05-1.99 (m, 1H), 0.78-
0.74 (m, 4H)

S — O
(A== 4

432

TH-NMR (400 MHz, DMS0-d6) 6 ppm 8.16 (d,

1H, J =16 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.76
(d, 2H, J = 8.0 Hz), 7.32 (d, 2H, J = 8.0 Hz),
704 (d 1H J=16Hz), 505(d, 1H J=56
Hz), 4.40-4.36 (m, 1H), 3.89-3.87 (m, 3H),
3.69-3.46 (m, 8H), 2.94-2.90 (m, 1H), 2.75-
2.73 (m, 2H), 2.55-2.49 (m, 1H), 2.05-1.97 (m,
1H), 0.77-0.71 (m, 4H).

130

432

1H-NMR (400 MHz, d-DMS0) & ppm B.16 (d,

1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.76
(d.2H. J =84 Hz) 733 (d. 2H, J = 8.4 Hz),
7.04(d, 1H, J=16Hz), 593 (d, 1H,J = 5.6
Hz), 438 (dd, 1H, J= 9.6, 1.6 Hz), 3.92-3 87
(m, 3H), 3.75-3.65 (m, 2H), 3.64-3.40 (m, 5H),
3.38-3.35 (m, 1H), 2.92 (dd, 1H, J = 12.0,

2 0Hz), 2.76-2.70 (m, 2H), 2 52-2 50 (m, 1H),
2.05-1.99 (m, 1H). 0.80-0.72 (m, 4H).

432

1H-NMR (400 MHz, 6d-DMSD) & ppm 8.17 (d,

1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.76
(d,2H, J = 8.4 Hz), 7.33 (d, 2H, J = 8.4 Hz),
7.04(d, TH, J = 1.6 Hz), 5.97 (d, 1H, J = 5.6
Hz), 4.40-4.35 (m, 1H), 3.95-3.87 (m, 3H),
3.80-3.63 (m, 2H), 3.61-3.40 (m, 5H), 2.94-
2.91 (m, 1H), 2.75-2.73 (m, 2H), 2.52-2 50 (m,
1H), 2.05-1.99 (m, 1H), 0.80-0.72 (m, 4H).
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432

[H-NMR (400 MHz, 6d-DMS0) & ppm 8.11 (s,

1H), 7.88 (d, 1H, J=5.2 Hz), 773 (d, 2H, J =
8.4 Hz), 6.99 (s, 1H), 6.96 (d, 2H, J=8.4

Hz), .5.96 (d, 1H, J = 5.2 Hz), 4.19-4.12 (m,
1H), 4.02-3.97 (m, 2H), 3.95-3.90 (m, 2H),
3.75-3.68 (m, 2H), 3.54-3.48 (m, 4H), 3.31-
3.20 (m, 2H), 2.30-2.25 (m., 1H), 2.14-2.07
(m, 1H), 2.04-1.97 (m, 1H), 0.78-0.74 (m_ 4H).

133

432

IH-NMR (400 MHz, 6d-DMS0) & ppm 8.09 (s,

1H), 7.87 (d, 1H, J =5.2 Hz), 7.71 (d, 2H, J =
8.4 Hz), 6.97 (s, 1H), 6.91 (d, 2H, J = 8.4 Hz),
5.96 (d, 1H, J = 6.0 Hz), 4.90-4.85 (m, 1H),
3.94-3.89 (m, 2H), 3.73-3.65 (m, 2H), 3.55-
3.50 (m, 2H). 3.10-3.05 (m, 2H), 2.92-2.85 (m
2H), 2.85-2.76 (m, 2H), 2.04-1.99 (m, 2H),
1.82-1.74 (m, 1H), 0.77-0.74 (m, 4H).

134

432

TH-NMR (400 MHz, 6d-DMS0) 6 ppm .12 (d,

1H,J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.75
(d, 2H, J = 8.8 Hz), 6.98 (d, 3H, J = 8.8 Hz),
5.97 (d, 1H, J= 5.6 Hz), 4.14 (d, 2H, J = 6.8
Hz), 3.95-3.90 (m, 2H), 3.75-3.70 (m, 2H),
3.66 (d, 2H, J = 8.0 Hz), 3.55-3.50 (m, 2H),
3.49-3.45 (m, 2H), 3.44-3.40 (m, 2H), 3.00-

2.99 (m, 1H), 2.05-2.01 (m, 1H), 0.76-0.75 (m,

4H).

135

432

TH-NMR (400 MHz, CDCI3) 5 ppm 8.52 (d,
1H, J = 2.4 Hz), 7.87-7.84 (m, 2H), 7.74 (dd,
1H J=24, 88 Hz), 6.71 (d, 1H, J = 8.8 Hz),
6.63 (d. 1H, J=2.0 Hz), 5.85 (d, 1H, J=56
Hz), 3.94-3.87 (m, 4H), 3.56-3.47 (m, &H),
3.03-3.00 (m, 4H), 1.80-1.76 (m, 1H), 1.07-
1.03 (m, 2H), 0.85-0.81 (m, 2H).

136

IH-NMR (400 MHz, 6d-DMS0) & ppm 8.05 (d,

1H,J = 1.2 Hz), 7.86 (d, 1H, J = 5.2 Hz), 7.64
(d, 2H, J = 8.8 Hz). 6.95 (d, 2H, J = 8.8 Hz),
.91 (d, 1H, J=1.2 Hz), 594 (d, 1H, J=52
Hz), 3.66-3.65 (m, 4H), 3.49-3 48 (m, 2H),
3.42-3.41 (m, 4H), 3.15-3.14 (m, 4H), 2.52-
2.51 (m, 2H), 2.38 (q, 2H, J = 7.2 Hz), 2.06 (s,
3H), 1.03 (t, 3H, J = 7.2 Hz).

T

LCMS
{(M+1)

NMR

137

434

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.17 (d,

1H,J = 16 Hz), 7.90 (d, 1H, J =52 Hz), 7.76
(d,?H, J = 8.0 Hz), 7.27 (d, 2H, J = 8.8 Hz),
7.04(d, 1H, J= 1.6 Hz), 5.97 (d, 1H, J=56
Hz), 5.30-5.00 (m, 1H), 4.00-3.85 (m, 2H),
3.75-3.65 (m, 2H), 3 60-3.40 (m, 6H), 3.20-

3.10 {m, 1H), 3.08-2.00 (m, 1H), 2.75-2.65 (m,

1H), 2.05-1.95 (m, 1H). 0.80-0.70 (m, 4H).

138

434

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 7.97 (d,

1H, J = 16 Hz), 7.88 (d, 1H, J=5.2 Hz), 7.78
(d, 1H, J = 2.4 Hz), 6.86 (d, 1H, J = 1.6 Hz),
7.96(d, 1H, J=52 Hz), 662 (d, 1H, J =24
Hz), 5.96 (d, 1H, J = 5.2 Hz), 4.92-4.85 (m,
1H), 3.92 (br. s, 2H), 3.69 (br. s., 2H), 3.53-
3.44 (m, 4H), 2.85 (q, 2H, J = 7.2 Hz), 2.807-

2.77 (m, 1H), 2.48-2 42 (m, 3H), 2.39-2.30 (m,

1H), 2.13-2.06 (m, 1H), 2.04-1.97 (m, TH),
1.04 (t, 3H, J = 7.2 Hz), 0.78-0.73 (m, 4H).

434

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.13 (s,

1H), 7.93 (d, 1H, J = 1.2 Hz), 7.85 (d, 1H, J
5.2 Hz), 7.81 (s, 1H), 6.83 (d, 1H, J = 1.2 Hz),
5.95 (d, 1H, J = 5.2 Hz), 4.87-4.85 (m, 1H),
3.91-3.90 (m, 2H), 3.68-3.67 (m, 2H), 3.50-

349 (m, 4H), 3.43-3 34 (m, 4H), 2.91-2.90 (m,

1H), 2.76-2.74 (m, 2H), 2.08-2.07 (m, 1H),
2.02-1.98 (m, TH). 1.04 (t, 3H, J = 7.2 Hz),
0.77-0.74 (m, 4H)

140

1H-NMR (400 MHz, 6d-DMSO) & ppm
1H, J =1.6Hz), 7.86 (d, 1H, J = 56 Hz), 7.65
J= Z),
H,

H,J=84Hz), 694 (d, 2H, H
=56
(m

Hz
8
( AH,J=1.6 Hz), 680 (t, 1H, J
7). 5.96 (d, 1H, J = 5.6 Hz), 3.52-3 51

), 3.43-3.41 (m, 4H), 3.12-3.00 (m, 2H),
10-3.05 (m, 4H), 2.86-2.83 (m, 4H), 1.04 (t,
3H, J = 6.8 Hz).

(d,

6.9
H
4H
S

m 805 (d,

141

TH-NVIR (400 MHz, MeOD) & ppm 7.99 (3,
1H), 7.86 (m, 1H), 7.78 (d, 2H, J = 8.0 Hz),
6.93 (s, 1H), 7.45 (d, 2H, J = 8.0 Hz), 6.96 (s,
1H), 6.00 (d, 1H, J = 5.6 Hz), 4.79-4.70 (m,
1H), 4.29-4 25 (m, 1H), 4.04-3.97 (m, 1H),
3.67-3.64 (m, 4H), 3.56-3.54 (m, 4H), 3.50-

347 (m, 1H), 3.39.3 34 (m, 2H), 3.25.3 21 (m,

2H), 3.18-3.14 (m, 1H), 154 (t, 3H, =72
Hz).
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435

1H-NMR (400 MHz, MeOD) & ppm 7.99 (s,
1H), 7.85 (m, 1Hz), 7.77 (d, 2H, J = 8.4 Hz),
7.44 (d, 2H, J = B.0 Hz), 6.93 (s, 1H), 6.00 (d,
1H, J = 5.2 Hz), 4.79-4.77 (m, 1H), 4.26-4.25

(m. 1H), 4.05-3.98 (m, 1H), 3.66-3.64 (m, 4H),

3.55-3.53 (m, 4H), 3.49-3.47 (m, 1H), 3.39-

3.40 (m, 2H), 3.27-3.22 (m, 2H), 3.16-3.14 (m,

1H). 1.53 (t, 3H, J=7.2 Hz).

143

435

1H-NMR (400 MHz, 6d-DMSQO)

& ppm 8.29
(br.s, 1H), 807 (d, 1H,J=12H
J

7), 7.87 (d,
1H, J = 5.6 Hz), 7.66 (d, 2H, J = 8.4
(d, 2H, J = 8.4 Hz), 6.92 (d, 1H, J = 1.2 Hz),
5.96 (d, 1H, J = 5.6 Hz), 4.08 (q, 2H, J = 6.8

7), 3.65-3.55 (m, 4H), 3.50-3.40 (m, 4H),
3.20-3.10 (m, 4H), 3.05-2.90 (m, 4H), 1.21 (t,
3H, J = 6.8 Hz)

8.4 Hz), 6.96

144

TH-NMR (400 MHz, 6d-DOMS0) 5 ppm 8.16 (d,

1H,J =08 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.76
(d, 2H, J = 8.4 Hz), 7.32 (d, 2H, J = 8.4 Hz),
7.01(d, 1H,J=08Hz), 597 (d, 1H, J=56
Hz), 4.40-4.35 (m, 1H), 4.08 (g, 2H, J =72
Hz), 3.90-3.80 (m, 1H), 3.65-3.60 (m, 1H),
3.61-3.56 (m, 4H), 3.48-3.40 (m, 4H), 3.00-
2.90 (m, 1H), 2.80-2.70 (m, 2H), 2.60-2.40 (m,
1H), 1.21 (t, 3H, J = 7.2 Hz)

145

438

TH-NMR (400 MHz, 6d-DMSQ) 5 ppm 8.17 (d,

1H,J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.76
(d, 2H, J = 8.0 Hz), 7.29 (d, 2H, J = 8.0 Hz),
7.01(d, 1H, J= 1.6 Hz), 597 (d, 1H, J=56
Hz), 5.40-5.00 (m, 1H), 4.08 (g, 2H, J =72
Hz), 3.70-3.50 (m, 4H), 3.50-3.47 (m, 2H),
3.45.3.40 (m, 4H), 3.20-3.15 (m, 1H), 3.12-
3.05 (m, 1H), 2.85-2.75 (m, 1H), 1.21 (t, 3H, J
= 7.2 Hz).

146

yl‘ = =
L A~

443

TH-NMR (400 MHz, 6d-DMS0) 5 ppm 8.31 (s,

1H), 8.04 (d, 1H, J = 12 Hz), 7.86 (d, 1H, J =
5.2 Hz), 7.62 (d, 2H, J = 8.4 Hz), 6.91 (d, 1H,
J=12Hz), 6.47 (d, 2H, J = 8.4 Hz), 5.95 (d,
1H, J = 5.2 Hz), 4.17-407 (m, 4H), 4.01-3.95
(m, 4H), 3.95-3.90 (m, 2H), 3.73-3.65 (m, 2H),
3.52-3.51 (m, 2H), 3.46-3.44 (m, 2H), 2.05-
1.99 (m, 1H), 0.80-0.72 (m, 4H).
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444

1H-NMR (400 MHz, 6d-DMS0) 6 ppm 8.16 (s,
1H), 7.90 (d, 1H, J = 5.6 Hz), 7.74 (d, 2H, J =
8.0 Hz), 7.31 (d, 2H, J = 8.0 Hz), 7.03 (s, TH),
5.97 (d, 1H, J = 5.6 Hz), 3.93-3.91 (m, 2H),
3.70-3.68 (m, 2H), 3543 48 (m. 5H), 3.11-
3.10 (m, 1H), 2.84-2.83 (m, 2H), 2.67-2.62 (m,
3H), 2.28-2.25 (m, 1H), 2.04-2.01 (m, 1H),
1.86-1.81 (m, 1H), 1.11 (, 3H, J = 6.8 Hz),
0.79-0.73 (m, 4H)

148

444

IH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.13 d,
iH,J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.71
(d. 2H, J = 8.0 Hz), 7.29 (d, 2H, J = 8.4 Hz),
7.01(d, 1H,J= 1.8 Hz), 597 (d, 1H,J=56
Hz), 3.92-3.91 (m, 2H), 3.70-3.69 (m, 2H),
3.53.3.47 (m, 4H), 3.29-3.25 (m, 1H), 2.93-
2.89 (m, 1H), 2.68-2.62 (m, 2H), 2.47-2.40 (m,
2H), 2.24-2.20 (m, 2H), 2.03-1.98 (m, 1H),
1.78-1.73 (m, 1H), 1.05 (t, 3H, J = 7.2 Hz),
0.78-0.72 (m, 4H).

149

444

iH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.13 (d,
1H,J = 1.6 Hz), 7.89 (d, 1H, J = 5.2 Hz), 7.71
(d,2H, J = 8.4 Hz), 7.29 (d, 2H, J = 8.4 Hz),
7.01(d, 1H,J=12Hz), 597 (d, 1H, J=56
Hz), 3.92-3.91 (m, 2H), 3.70-3.69 (m, 2H),
3.53-3.47 (m, 5H), 2.05-2.91 (m, 1H), 2.70-
2.63 (m, 2H), 2.47-2.40 (m. 2H), 2.24-2 20 (m,
2H), 2.03-1.98 (m, 1H), 1.77-1.75 (m, 1H),
1.05 (t. 3H, J = 7.6 Hz), 0.78-0.74 (m, 4H)

150

444

TF-NMR (400 MHz, MeQD) & ppm 7.99 (d,
1H,J=16Hz), 7.85(d, 1H, ) =56 Hz), 7.78
(d,2H, J = 8.4 Hz), 741 (d, 2H, J = 8.4 Hz),
.95 (d, 1H, J = 1.6 Hz), 6.00 (d, 1H, J=56
Hz), 4.40-4.32 (m, 2H). 4.10-4.02 (m, 5H),
3.88-3 82 (m, 2H), 3.65-3 60 (m, 2H), 3.58-
3.52 (m, 2H), 3.38-3.32 (m, 1H), 2.07-2.00 (m,
1H), 1.24 (d, 6H, J = 6.4 Hz), 0.96-0.92 (m,
2H). 0.92-0 84 (m, 2H)

445

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.16 (d,
1H,J =16 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7 81
(d,2H, J = 8.4 Hz), 7.31 (d, 2H, J = 8.4 Hz),
705(d, 1H, J=16Hz), 508 (d 1H J=56
Hz), 3.92 (br. s, 2H), 3.70-3.65 (m, 4H), 3.55-
3.50 (m, 4H), 3.34 (s, 2H), 3.01(t, 2H, J=5.2
Hz), 2.00 (5 =2, 1H, J = 5.2 Hz), 0.79-
0.75(m, 4H).

T=

LCMS
(M+1)

NMR

152

TH-NVR (400 MHz, DMSO-d6) 5 ppm 8.06 (s,
1H), 7.85 (d, 1H, J =5.2 Hz), 7.62 (d, 2H, J =
8.4 Hz), 6.93 (d, 2H, J = 8.4 Hz), 6.86 (s, 1H),
5.92 (d, 1H, J = 5.2 Hz), 4.65 (br. s., 1H),
4.25.4.10 (m, 1H), 4.00-3.80 (m, 2H), 3.40-
3.20 (m, 4H), 3.10-3.00 (m, 4H), 2.90-2.70 (m,
4H), 2.05-1.90 (m, 1H), 1.45-1.20 (m, 3H),
0.75 (br. s., 4H).

153

1H-NVR (400 MHz, CDCI3) 6 ppm 7.87 (d,
IH,J = 1.6 Hz), 7.83 (d, 1H, J = 5.6 Hz), 7.57
(d,?H, J = 8.8 Hz), 6.98 (d, 2H, J = 8.8 Hz),
6.66 (d, 1H, J = 0.8 Hz), 5.83 (d, 1H, J=52
Hz), 3.95-3.89 (m, 4H), 3.56-3.47 (m, 4H),
3.20-3.27 (m, 4H), 2.66-2.23 (m, 4H), 2.40 (s,
3H), 1.82-1.75 (m, 1H), 1.06-1.04 (m, 2H),
0.84-0.82 (m, 2H)

1H-NMR (400 MHz, DMSO-d6) 5 ppm 8.08 (s,
1H), 7.87 (d, 1H, J = 5.6 Hz), 7.67 (d, 2H, J =
8.4 Hz), 6.97 (d, 2H, J = 8.8 Hz), 6.94 (s, 1H),
5.06 (d, H, J = 5.2 Hz), 3.68-3.03 (m, 17H),
2.23-2.11 (m, 4H), 1.93-1.90 (m, 1H), 1.78-
1.77 (m, 1H).

155

445

TH-NVR (200 MHz, 6d-DMS0) & ppm 8.06 (d,
1H, J = 1.6 Hz), 7.87 (d, 1H, J = 5.6 Hz), 7.65
(d, 2H, J = 8.4 Hz), 6.95 (d, 2H, J = 8.4 Hz),
6.04 (s, 1H), 5.96 (d, 1H, J = 5.6 Hz), 3.94-
3.92 (m, 2H), 2.71-3.69 (m, 2H), 3.55-2.53 (m,
4H), 3.47-3.45 (m, 3H), 3.00-2.97 (m, 1H),
2.84-2.81 (m, 2H), 2.57-2.56 (m, 1H), 2.25-
2.20 (m, 1H), 2.02-2.01 (m, 1H), 1.05 (d, 3H,
J =64 Hz), 0.78-0.75 (m, 4H).

TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.05 (d,
1H,J =16 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.64
(d, 2H, J = 8.8 Hz), 6.94 (d, 2H, J = 8.5 Ha),
6.93 (s, 1H), 5.94 (d, 1H, J = 5.6 Hz), 3.92-
3.91 (m, 2H), 3.71-3.70 (m, 2H), 3.58-3.45 (m,
7H), 3.01-2.98 (m, 1H), 2.86-2.85 (m, 2H),
2.58-2 57 (m, 1H), 2.27-2.21 (m, 1H), 2.01-
1.99 (m, 1H), 1.05 (d, 3H, J = 6.4 Hz), 0.78-
0.74 (m, 4H).
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TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.07 (d,
1H, J = 1.6 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.65
(d,2H,J =88 Hz), 6.95 (d, 2H, J = 8.8 Hz),
6.91 (d, 1H, J = 1.6 Hz), 6.03 (d, 1H, J = 5.6
Hz), 4.14-4.05 (m, 1H), 4.04-3.96 (m, 1H),
3.95-3.88 (m, 1H), 3.86-3.74 (m, 1H), 3.50-
3.38 (m, 4H), 3.20-3.10 (m, 4H), 3.09-3.00 (m,
1H), 2.85-2.75 (m, 1H), 2.70-2.60 (m, 1H),
2.36 (q, 2H, J = 7.2 Hz), 2.33-2.25 (m, 2H),
2.20-2.10 (m, 1H), 1.70-1.55 (m, 1H), 1.03 (t,
3H, J = 7.2 Hz).

445

1H-NMR (400 MHz, 6d-DMS0) 6 ppm 8.05 (d,
1H, J = 1.6 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.63
(d, 2H, J = 8.8 Hz), 6.95 (d, 2H, J = 8.8 Hz),
£.94-6.92 (m, 1H), 5.95 (d, 1H, J = 5.6Hz),
3.92-3.91 (m, 2H), 3.67-3.64 (m, 4H), 3.54-
3.40 (m, 4H), 3.40-3.35 (m, 1H), 2.75-2.69 (m,
4H), 2.02-2.01 (m, 1H), 1.80-1.77 (m, 2H),
1.35-1.22 (m, 2H). 0.77-0.73 (m. 4H).

446

TH-NMR (400 MHz, CDCI3) & ppm 7.87 (d,
iH, J = 2.0 Hz), 7.84 (d, 1H, J = 5.2 Hz), 7.56
(d, 2H, J = 8.8 Hz), 6.97 (d, 2H, J = 8 8 Hz),
6.66 (d, 1H, J = 2.0 Hz), 5.84 (d, 1H, J = 5.2
Hz), 4.46 (7 2, 1H,J = 2.6 Hz), 3.99-3.90
(m, 2H), 3.90-3.81 (m, 2H), 3.61-3.50 (m, 2H),
3.50-3.39 (m, 2H), 3.23-3.18 (m, 1H), 2.92-
285 (m, 2H), 2.82- 75 (m, 1H), 2.07-2.00 (m,
1H), 1.88-1.75 (m, 3H), 1.58-1.50 (m, 1H),
1.07-1.02 (m, 2H), 0.86-0.80 (m, 2H).

160

RVl

N 3

L

446

TH-NMR (400 MHz, CDCI3) 6 ppm 7.68 (d,
1H, J =16 Hz), 7.84 (d, 1H, J = 5.2 Hz), 7.50
(d, 2H, J = 8.8 Hz), 6.96 (d, 2H, J = 8.8 Hz),
6.65(d, 1H, J = 1.6 Hz), 5.85 (d, 1H, J =52
Hz), 4.67-4.61 (m, 1H), 3.99-3.90 (m, 2H),
3.90-3.75 (m, 2H), 3.60-3.50 (m. 2H), 3.50-
3.40 (m, 2H), 3.41-3.33 (m, 2H), 3.19-3.15 (m,
2H). 225208 (m, 4H), 1.79-1.75 (m, 1H),
1.06-1.02 (m, 2H), 0.85-0.80 (m, 2H).

161

446

TH-NMR (400 MHz, 6d-DMS0) 5 ppm 8.20 (4,

1H, d = 2.0 Hz), 8.17 (s, 1H), 7.91 (d, 1H, J =
52 Hz), 7.82 (d, 2H, J = 8.4 Hz), 7.61 (d, 2H,
J=84Hz),7.06 (d, 1H, J = 1.2 Hz), 6.00 (br
s, 1H), 5.99 (d, 1H, J = 5.2 Hz), 3.96-3.92 (m,
2H), 379-3.77 (m, 2H), 3.73-3.68 (m, 2H),

357-3.52 (m, 2H), 3.47-3.45 (m, 4H), 2.72 (q,

2H, J = 6.8 Hz), 2.06-1.98 (m, 1H), 0.98 {t, 3H,

J = 6.8 Hz), 0.79-0.74 (m, 4H).
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LCMS
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162

446

1H-NMR (400 MHz, COCI3) & ppm 7.87 (d,
1H,J=20Hz), 7.84 (d, 1H, J = 5.2 Hz), 7.56
(d, 2H, J = 8.8 Hz), 6.97 (d, 2H, J = 8.8 Hz),
6.66 (d, 1H, J=20Hz), 584 (d, 1H,J =52
Hz), 4.46 (7T &, 1H,J = 3.6 Hz), 3.99.3.90
(m, 2H), 3.90-3.81 (m, 2H), 3.61-3.50 (m, 2H),
3.50-3.39 (m, 2H), 3.23-3.18 (m, 1H), 2.92-
2.85 (m, 2H), 2.82-.75 (m, 1H), 2.07-2.00 (m,
1H), 1.88-1.75 (m, 3H), 1.58-1.50 (m, 1H),
1.07-1.02 (m, 2H), 0.86-0.80 (m, 2H).

163

1H-NMR (400 MHz, CDCI3) 6 ppm 7.87 (d,
1H, J = 2.0 Hz), 7.84 (d, 1H, J = 5.2 Hz), 7.56
(d, 2H, J = 8.8 Hz), 6.97 (d, 2H, J = 8.8 Hz),
6.66 (d, 1H,J=2.0 Hz), 584 (d, 1H,J=52
Hz), 446 (7 2, 1H, J = 3.6 Hz), 3.99-3.90
(m, 2H), 3.90-3.81 (m, 2H), 3.61-3.50 (m, 2H),
3.50-3.39 (m, 2H), 3.23-3.18 (m, 1H), 2.92-
2.85 (m, 2H), 2.82-.75 (m, 1H), 2.07-2.00 (m,
1H), 1.88-1.75 (m, 3H), 1.58-1.50 (m, 1H),
1.07-1.02 (m, 2H), 0.86-0.80 (m, 2H).

164

446

1H NMR (400 MHz, 6d-DMSO0)  ppm 8.18 (d,
1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.77
(d, 1H, J = 8.0 Hz), 7.33 (d, 1H, J = 8.0 Hz),
7.05 (s, 1H), 5.98 (d, 1H, J = 5.6 Hz), 4.4 (d,
1H, J = 9.2 Hz), 3.95-3.90 (m, 2H), 3.73=3.69
(m, 2H), 3.69-3.68 (m, 1H), 3.57-3.54 (m, 2H),
3.49.3.46 (m, 2H), 2.90 (d, 1H, J = 14 Hz),
2.80 (d, 1H, J = 14 Hz), 2.50-2.45 (m, 1H),
2.35(t, 1H, J = 14 Hz), 2.05-2.00 (m, TH),
1.11 (d, 3H, J = 6.0 Hz), 0.78-0.74 (m, 4H)

165

446

1H NMR (400 MHz, 6d-DMSO) 6 ppm 8.18 (d.
1H,J = 16 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.77
(d, 1H, J = 8.0 Hz), 7.33 (d, 1H, J = 8.0 Hz),
7.05 (s, 1H), 5.98 (d, 1H, J = 5.6 Hz), 4.44 (d,
1H, J = 9.2 Hz), 3.95-3.90 (m, 2H), 3.73=3.60
(m, 2H), 3.69-3.68 (m, 1H), 3.57-3.54 (m, 2H),
3.49-3.46 (m, 2H), 2.90 (d, 1H, J = 14 Hz),
2.80 (d, 1H, J = 14 Hz), 2.50-2.45 (m, 1H),
2.35 (t, 1H, J = 14 Hz), 2.05-2.00 (m, TH),
111 (d, 3H, J = 6.0 Hz), 0.78-0.74 (m, 4H).
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T

LCMS
(M+1)
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446

iH-NMR (400 MHz, 6d DMSO) b ppm 8.34 (s,
1H), 8.12 (d, 1H, J= 1.6 Hz), 7.89 (d, 1H, J =
5.2 Hz), 7.75 (d, 2H, J =84 Hz), 6.99 (s, 1H),
6.97 (d, 2H, J = 8.4 Hz), 5.97 (d, 1H, J=5.2
Hz), 4.04-4.01 (m, 2H), 3.99-3.92 (m, 2H),
3.71-3.70 (m, 2H), 3.55-3.51 (m, 2H), 3.49-
3.45 (m, 2H), 3.32-3.31 (m, 1H),3.29:3.23 (m,
1H), 3.15-3.14 (m, 1H), 3.00-2.99 (m, 1H),
2.73-2.71 (m, 1H), 2.04-2.02 (m, 1H), 2.02-
2.00 (m, 1H), 1.80-1.75 (m, 1H), 0.79-0.75 (m,
4H).

167

446

1H-NMR (400 MHz, 6d-DMS0) 3 ppm 8.16 (s,
1H), 8.12 (d, 1H, J= 1.6 Hz), 7.89 (d, 1H, J =
56 Hz), 7.74 (d, 2H, J = 8.8 Hz), 6.98 (d, 1H,
J=1.6Hz), 6.87 (d, 2H, J = 8.8 Hz), 5.97(d,
iH, J = 5.6 Hz), 4.89-3.86 (m, 1 H), 3.94-3.92

(m, 4H ), 3.56-3.51 (m, 4H), 3.47-3.45 (m, 2H),

3.22.3.20 (m, 2H), 2.64 (q, 2H, J = 7.2 Hz),
2.04-2.00 (m, 1H), 0.95 (t, 3H, J = 7.2 Hz),
0.79-0.73 (m, 4H)

168

446

iH NMR (400 MHz, 6d-DMS0) & ppm 8.18 (s,
1H), 7.90 (d, 1H, J = 5.6 Hz), 7.77 (d, 2H, J =
8.4 Hz), 7.38 (d, 1H, J = 8.4 Hz), 7.05 (s, 1H),
5.98 (d, 1H, J = 5.6 Hz), 4.75-4.70 (m, 1H),
3.95-3.90 (m, 2H), 3.73-3.68 (m, 2H), 3.57-
3.52 (m, 2H), 3.50-3.45 (m, 2H), 2.95-2.90 (m,
1H), 2.85-2 80 (m, 1H), 2.79-2.70 (m, 1H),
2.50-2.34(m, 1H), 2.03-1.99 (m, 1H), 1.27 (d.
3H,J = 6.0 Hz), 0.78-0.74(m, 4H).

TH NMR (400 MHz, 6d-DMSO0) 6 ppm 8.22 (d,
1H,J = 1.6 Hz), 7.92 (d, 1H, J = 5.6 Hz), 7.83
(d, 2H, J = 8.4 Hz), 7.40 (d, 2H, J = 8.4 Hz),
7.07(d, 1H,J=16Hz), 598 (d, 1H, J=56
Hz), 4.754.70 (m, 1H), 3.95-3.90 (m, 2H),
3.73-3.60 (m, 2H), 3.58-3.54 (m, 2H), 3.50-
3.45 (m, 2H), 3.23-3.19 (m, 1H), 3.08-3.05 (m,
1H), 3.04-3.01 (m, 1H), 2.84-2.80(m, 1H),
2.10-2.01(m, 1H), 2.01-1.98 (m, 1H), 1.33 (d,
3H,J = 7.2 Hz). 0.78-0.74(m, 4H).

170

N, N
Reado .

446

1H-NMR (400 MHz, DMSO-d6) 6 ppm 8.63 (d,

1H, J = 2.0 Hz), 8.16 (d, 1H, J = 2.0 Hz), 8.01
(dd, 1H, J=88,24 Hz), 767 (d, 1H, J=52
Hz), 7.00-6.90 (m, 2H), 5.95 (d, 1H, J = 5.2
Hz), 4.63 (br. 5., 1H), 4.25.4.10 (m, 1H), 4.00-
3.80 (m, 2H), 3.65 (br. s., 4H), 3.27 (br. 5.,
4H), 3.08 (br. ., 4H), 2.05-1.90 (m, 1H), 1.45-
1.20 {m, 3H), 0.80-0.65 (m_ 4H).
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171

447

172

447

TH-NMR (400 MHz, 50-DMS0) 6 ppm 8 17 (d,
1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.77
(d 2H. J=8.0 Hz), 7.50 (d. 2H, J = 8.4 Hz),
7.05 (d, 1H, J= 1.2 Hz), 5.98 (d, 1H, J=5.6
Hz), 5.02 (s, TH), 3.92-3.93 (m, 2H), 3.80-3.70
(m, 6H), 3.55-3.48 (m, 4H), 2.03-1.94 (m, 3H),
1.57-1.54 (m, 2H), 0.79-0.75 (m, 4H).

173

447

{H-NMR (400 MHz, DMS0-d6) 5 ppm 8.06
(br.s., 1H), 7.87 (br. s., 1H). 7.64-7.53 (m,
3H), 6.94 (br_s., 2H), 5.94 (br_ s, 1H). 367
(br. ., 4H), 3.47-3.33 (m, 4H), 3.16 (br. 5.,
4H), 2.50-2.48 (m, 4H), 2.31 (br. 5., 4H), 1.03
(d,6H,J =40 Hz)

174

448

TH-NMR (400 MHz, DMS0-d6) 6 ppm 8.16 (q,
1H,J=12Hz), 7.89 (d, 1H, J = 5.2 Hz), 7.76
(d, 2H, J = 8.0 Hz), 7.30 (d, 2H, J = 8.0 Hz),
7.03(d, 1H, J = 1.2 Hz), 5.96 (d, 1H, J=5.2
Hz), 4.68-4.50 (m, 1H), 3.91 (br. s., 2H), 3.70
(br.s., 2H), 3.54 (br.s., 2H), 3.43 (br. s., 2H),
3.29-3.25 (m, 1H), 2.90-2.87 (m, 1H), 2.77-
2.64 (m, 1H), 2.53-2.51 (m, 1H), 2.48-2.45 (m,
1H), 2.05-1.99 (m, 1H), 1.77-1.74 (m, 1H),
1.67-1.57 (m, 1H), 0.79-0.71 (m, 4H).

175

448

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 7.54 (d,
IH, J = 2.0 Hz), 7.86 (d, 1H, J = 5.2 Hz), 7.64
(d, 2H, J = 8.0 Hz), 7.33 (d, 2H, J = 8.0 Hz),
6.72 (d, 1H,J=2.0 Hz), 5.85 (d, 1H, J =56
Hz), 4.71-4.52 (m, 1H), 3.94-3.90 (m, 4H),
3.57-3:52 (m, 4H), 3.13-3.10 (m, 1H), 2.86-
2.67 (m, 3H), 1.98-1.95 (m, 1H), 1.27 (s,1H),
1.08-1.02 (m, 2H), 0.86-0.82 (m, 2H).
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SES061 10-2426043

LCMS
# T2 1) NMR
A o TH-NMR (400 MHz, 6d-DMS0) & ppm 7.04 (d,
T 1H, J = 2.0 Hz), 7.86 (d, 1H, J= 5.2 Hz), 7.64
N (d, 2H. J = 8.0 Hz), 7.33(d, 2H, J = 8.0 Hz),
i LNJ 445 |672(d 1H J=20Hz) 585(d, 1H,J=52
Hz), 4.73-4 52 (m, 1H). 3.94-3.90 (m, 4H),
(‘\-==-‘>_(:‘.,Wﬁm, 3.57-3.52 (m, 4H), 3.13-3.10 (m, 1H), 2.86-
S T WAL 2 67 (m, 3H), 2.05-1 96 (m, 2H), 1.86-1.72
F (m,2H), 1.08-1.02 (m, 2H), 0.86-0.82 (m, 2H).
1H-NMR (400 MHz, 6d-DMS0) & ppm .20 (d,
A o 1H, J = 2.0 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.82
S (d.2H, J = 8.4 Hz), 7.43 (d, 2H, J = 8.4 Hz),
- 7.07 (d, 1H, J= 2.0 Hz), 5.98 (d, 1H, J= 5.5
177 (] 448 | Hz), 3.95-3.90 (m, 2H), 3.73-3.68 (m, 2H),

. 3.58-3.50 (m, 2H), 3.49-3.40 (m, 2H), 2.99-

N =T

Ci— X 2 278 (m. 3H), 2.65-2 60 (m, 1H), 2.22-2 15 (m,
=7 N 1H), 2.10-1.95 (m, 2H), 1.82-1.67 (m, 1H),

1.60-1.49 (m, 1H), 0.80-0.73 (m, 4H)

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.21 (d,
IH J=16Hz), 7.91(d, 1H, J=56 Hz), 7.62

42 (d, 2H, J = 8.4 Hz), 7.43 (d, 2H, J = 8.4 Hz),
I 7.07(d, 1H, J= 16 Hz), 598 (d, 1H, J =56
t -
4 LNJ 448 | H2), 395390 (m, 2H), 3.73-3.68 (m, 2H),

3.57-3.53 (m, 2H), 3.50-3.42 (m, 2H), 2.99-
295 (m, 2H), 2.94-2 90 (m, 1H), 2.55-2.51 (m,
1H), 2.22-2.10 (m, 1H), 2.05-1.95 (m, 2H),
1.82-1.65 (m, 1H), 1.60-1.45 (m, 1H), 0.80-
0.73 (m, 4H).
IH-NMR (400 MHz, 6d-DMSQO) & ppm 8.21 (d,
1H, J=1.6 Hz), 7.91 (d, 1H, J=5.6 Hz), 7.82
=0 (d,2H,J =84 Hz), 743 (d, 2H, J = 84 Hz),
\ll 7.07(d, 1H,J=16Hz), 598 (d, 1H,J=56
179 [ ] 448 Hz), 3.95-3.90 (m, 2H), 3.73-3.68 (m, 2H),
3 3.57-3.53 (m, 2H), 3.50-3.42 (m, 2H), 2.99-
N NV 295 (m, 2H), 2.94-2 90 (m, 1H), 2.55-2.51 (m,
L JH}JA\_N?_' 1H), 2.22-2.10 (m, 1H), 2.05-1.95 (m, 2H),
1.82-1.65 (m, 1H), 1.60-1.45 (m, 1H), 0.80-
0.73 (m, 4H)
TH-NMR (400 MHz, CDCI3) & ppm 8 65 (s,
P 1H), 7.92(d, 1H,J=1.6Hz), 7.85 (d, 1H,J =
o 56Hz), 762 (d, 2H, J=84Hz), 7.31 (d, 2H,
\’I; J=84Hz), 668(d, 1H, J=1.2Hz), 585 (d,
180 ~ W 464 1H,J=4.8Hz), 420 (q, 2H, J = 7.2 Hz), 3.81-
- 3.70 (m, 4H), 3 67-3.55 (m, 2H), 3.49-3.40 (m,
W . 4H), 3.39-3.35 (m, 1H), 3.26-3.14 (m, 1H),
\L-_ }ﬁd""( i 3.10-3.00 (m, 2H), 2.99-2 95 (m, 1H), 2.51-
) e S 2.42 (m, 1H), 2.21-2.08 (m, TH), 1.34 (t, 3H, J
[0190] =72Hz) 131 (t 3H,J=72Hz).

/
=z

VR
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181

448

TH-NMR (400 MHz, 6d-DMS0) b ppm 8.14 (s,

1H), 7.89 (d, 1H. J = 5.6 Hz), 7.71 (d, 2H, J =
8.0 Hz), 7.28 (d, 2H, J = 8.0 Hz), 6.98 (s, 1H),
507 (d, 1H, J =56 Hz), 408 (q, 2H, J=7.2
Hz), 3.70-3.55 (m, 4H), 3.50-3.40 (m, 4H),
3.30-3.20 (m, 1H), 2.91 (t, 1H, J = 8.4 Hz),
275-2.68 (m, 1H). 2.68-2'57 (m, 1H), 2.50-
2.47 (m, 1H), 2.4 (q, 2H, J = 7.2 Hz), 2.25-
210 (m, 1H), 1.80-1.65 (m, 1H), 1.21 (t, 3H, J
=7.2Hz), 1.04 (t, 3H, J =72 Hz)

182

L0

i o

448

TH-NMR (400 MHz, MeOD) 6 ppm 7.97 (d,
1H, J=1.6 Hz), 7.85 (d, 1H, J = 5.6 Hz), 7.72
(d,2H. J = 8.0 Hz), 7.36 (d, 2H, J = 8.0 Hz),
6.90 (d, 1H, J = 1.6 Hz), 6.00 (d, 1H, J=5.2
Hz), 4.18 (q, 2H, J = 7.2 Hz), 4.06-4.00 (m,
2H), 3.90-3.80 (m, 1H), 3.77-3.71 (m, 4H),
3.56-3.52 (m, 2H), 3.52-3 47 (m, 4H), 2.90-
2.80 (m, 1H), 1.30 (t, 3H, J = 7.2 Hz), 1.10 (d,
6H, J = 6.0 Hz).

183

448

1H-NMR (400 MHz, 6d-DMS0) & ppm 8.05 (s,

1H), 7.84-7.81 (m, 3H), 6.80 (d, 1H, J = 1.2
Hz), 6.00 (d, 1H, J = 4.0 Hz), 4.23-4.21 (m,
1H), 4.04-4.03 (m, 2H), 3 86-3.85 (m, 2H),
3.62-3.53 (m, 4H), 3.17-3.14 (m, 2H), 2.54 (q,
2H, J=7.2 Hz), 2.25.:2.12 (m, 2H), 2.12.2.04
(m, 7H), 1.17 (t. 3H, J = 7.2 Hz), 0.95-0.92 (m,
2H), 0.89-0.86 (m, 2H).

184

449

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.07 (d,
1H, J = 1.6 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.65
(d, 2H. J = 8.8 Hz), 6.95 (s, 1H), 6.94 (d, 2H, J
= 8.8 Hz), 5.97 (d, 1H, J = 5.6 Hz), 4.98-4.68
(m, 1H), 4.00-3.86 (m, 2H), 3.78-361 (m, 2H),
3.61-3.48 (m, 2H), 3.47-3.40 (m, 2H), 3.14-
2.97 (m, 4H), 2.91-2.78 (m, 4H), 2.72-2.59 (m,
1H), 2.35-2.29 (m, 1H), 1.52-1.34 (m, 1H),
1.25-1.11 (m_ TH).

185

OO

449

TH-NMR (400 MHz, 6d-DMSO0) 6 ppm 8.07 (d,
1H, J = 1.6 Hz), 7.88 (d, TH, J = 5.6 Hz), 7.65
(d, 2H, J = 8.8 Hz), 6.96 (s, 1H), 6.94 (d, 2H, J
= 8.8 Hz), 5.97 (d, 1H, J = 5.6 Hz), 5.08-4 83
(m, TH), 4.00-3.82 (m, 2H), 3.80-3.66 (m, 2H),
3.63-3.54 (m, 2H), 3.53-3.45 (m, 2H), 3.16-
3.04 (m, 4H), 2.93-2.80 (m, 4H), 2.27-2.16 (m,
1H), 1.62-1.48 (m, 1H), 1.12-0.98 (m, TH).
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186

\\

e ﬁ\[ o

[ ]
yoll
L/ H{T}&-N"—‘:NH

=

.

N\

Z
[

450

TH-NMR (500 MHz, CD30D) & ppm 8.58 (d,
1H,J =2.0 Hz), 8.01 (dd, 1H, J=85 Hz, 2.5
Hz), 7.96 (d, 1H, J = 2.0 Hz), 78?(d 1H, d=
5.5 Hz), 7.00 (d, 1H, J = 85 Hz), 6.91 (d, 1H,
J=2.0Hz), 6.03 (d, 1H, J = 5.5 Hz), 4.07-4.01
(m, 2H), 3.89-3.79 (m, 6H), 2.70-3.60 (m, 3H),
3.57-3.51 (m, 2H), 3.30-3.35 (m, 4H), 2.61-
2.52 (m, 1H), 1.55:1.45 (m, TH), 1.35-1.28 (m,
1H).

187

[NJ
Ao
Lv,lj_< N J

450

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 7.92 (d,
1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.11
(s, 1H), 6.80 (d, 1H, J = 16 Hz), 598 (d, 1H, J
= 5.6 Hz), 3.00-3.89 (m, 2H), 3.60-3.68 (m

2H), 3.51 (s, 2H), 3.45-3.40 (m, 2H), 3.35-3.30
(m, 2H), 2.90-2.85 (m, 1H), 2.73-2.71 (m, 2H),
2.62-2 61 (m, 2H), 2.02-2.00 (m, 1H), 1.05 (d,
6H, J = 6.4 Hz), 0.77-0.71 (m, 4H).

188

451

IH-NMR (400 MHz, 6d-DMSO) & ppm 8.20 (d,
1H,J = 1.2 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.83
(d,2H,J=84 Hz), 7.43 (d, 2H, J = 8.4 Hz),
7.05(d, 1H, J= 1.6 Hz), 6.62 (t, 1H, J=5.6
Hz), 5.99 (d. 1H, J = 56Hz) 3.60-3.50 (m

4H), 3 50-3 40 (m_4H), 311-3.05 (m, 2H),
3.03-2.95 (m, 2H), 2.75-2.60 (m, 1H), 2.50-
2.44 (m, 2H), 2.25:2.20 (m, 1H), 2.08-1.95 (m.
2H), 1.83-1.74 (m, 1H), 1.60-153 (m, 1H),
1.04 (t, 3H, J = 7.2 Hz).

189

TH-NMR ({400 MHz, 6d-DMS0) 5 ppm 8.23 (d,
IH, J =12 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.88
(d,2H,J = 8.4 Hz), 7.47 (d, 2H, J = 8.4 Hz),
7.06(d, 1H, J=2.0Hz), 6.62(t, 1H, =56
Hz), 5.99 (d, 1H, J = 5.6 Hz), 3.60-3.52 (m,
4H), 3.48-3.42 (m, 4H), 3.42-3.38 (m, 1H),
3.23-3.18 (m, 1H), 3.12-3.05 (m, 2H), 2.98-
2.90 (m, 2H), 2.30-2.20 (m, 1H), 2.15-2.00 (m,
2H), 1.98-1 85 (m, 1H), 1.83-1.75 (m, 1H),
1.04 (t, 3H, J = 7.6 Hz).

190

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 9.15-
9.00 (m, 1H), 8.90-8.80 (m, 1H), 7.96 (d. 1H, J
=56 Hz), 7.95(d, 1H, J= 1.2 Hz), 6.73 (d,
1H, J = 1.2 Hz), 6.03 {d, 1H, J = 5.6 Hz), 4.00-
3.80 (m. 2H), 3.60-3.55 (m, 2H), 3.58-3.50 (m.
2H), 3.50-3.40 (m, 2H), 3.40-3.25 (m, 3H),
3.15-2.90 (m, 2H), 2.4 (s, 3H), 2.22-2 16 (m,
2H). 2.05-1.95 {(m. 1H), 1.98-1.90 (m, 2H),
0.79-0.73 (m. 4H).
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191

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.16 (d,
1H,J = 1.6 Hz). 7.96 (d, 1H. J = 5.6 Hz), 6.97
(d, 1H, J = 1.6 Hz), 6.02 (d, 1H, J = 5.6 Hz),
3.95-3.92 (m, 2H), 3.73 (s, 2H), 3.73-3 68 (m,
2H), 3.58-3.54 (m, 2H), 3.50-3 45 (m, 2H),
2.97-2.92 (m, 1H), 2.81 (d, 2H, J = 4.4 Hz),
277 (d. 2H, J = 4.4 Hz), 2.02-1.98 (m, 1H),
1.07 (d, 6H, J = 6.8 Hz), 079-0.73 (m, 4H).

192

453

IH-NMR (400 MHz, 6d-DMS0) 5 ppm 7.91 (d,
1H, J = 1.6 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.10
(s. 1H), 6.77 (d, 1H, J = 1.6 Hz), 6.59 (t, 1H, J
= 5.2 Hz), 5.08 (d, 1H, J = 5.6 Hz), 3.64-3.62
(m, 2H), 3.51-3.48 (m, 4H), 3.40-3.38 (m, 4H),
3.08-3.05 (m, 2H), 2.90-2.88 (m, 1H), 2.61-

2 58 (m, 2H), 2.50-2.48 (m, 2H), 1.05-1.00 (m,
aH).

193

454

TH-NNIR (400 MHz, 60-DMS0)  ppm 8.15 (s,
1H), 7.95 (d, 1H, J = 5.6 Hz), 6.94 (s, TH),
6.50 (t, 1H, J=5.6 Hz), 6.02 (d, 1H, J=56
Hz), 3.73 (s, 2H), 3.53-3.50 (m, 4H), 3.46-3.44
(m, 4H), 3.10-3 06 (5 £, 2H, J = 6.4 Hz),
293 (7 &%, 1H,J =68 Hz), 282-2.79 (m,
2H), 2.77-2.72 (m, 2H), 1.07 (d. 6H, J = 6.8
Hz), 1.03 (t, 3H, J = 7.2 Hz).

194

456

TH-NMR (400 MHz, CDCI3) 6 ppm 7.83 (d,
1H, J = 5.6 Hz), 7.75 (s, 2H), 7.63 (s, 1H),
6.52(d, 1H, )= 1.6 Hz), 584 (d, 1H, J= 56
Hz), 4.40-4 40 (m, 1H). 3.93-3 88 (m, 4H),
3.53-3.45 (m, 4H), 3.41-3.22 (m, 2H), 3.10-
2.89 (m, 2H), 2.70-2.45 (m, 2H), 1.80-1.75 (m,
1H), 1.06-1.03 (m, 2H), 0.89-0.80 (m, 2H).

195

TH-NMR (400 MHz, 6d-DMS0) 5 ppm &.18 (d,
1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.77
(d, 2H, J = 8.4 Hz), 7.33 (d, 2H, J = 8.4 Hz),
7.06 (d, 1H, J = 1.6 Hz), 5.98 (d, 1H, J= 5.6
Hz), 4.45-4.35 (m, 1H), 4.01-3.92 (m, 2H),
3.90-3.80 (m, 1H), 3.75-3.65 (m, 2H), 3.62-
3.52 (m, 3H), 3.50-3.40 (m, 2H), 2.95-2.85 (m,
2H), 2.80-2.70 (m, 2H), 2.55-2.51 (m, ZH),
2.15-2.00 (m, 1H), 1.50-1.40 (m, 1H), 1.37-
1.30 (m, 1H).
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196

457

IH-NMR (400 MHz, 6d-DMS0) 5 ppm 8.33-
8.20(br_, 1H), 8.05 (d, 1H, J = 1.6 Hz), 7 86
(d, 1H, J = 5.6 Hz), 7.65 (d, 2H, J = 8.8 Hz),
6.93 (d, 1H, J = 1.6 Hz), .85 (d, 2H, J = 8.8
Hz), 5.96 (d, 1H, J = 5.6 Hz), 3.93-3 87 (m,
2H), 3.84-3.71 (m, 2H), 3.59-3.52 (m, 4H),
3.36-3.26 (m, 4H), 3.04-2.97 (m, 2H), 2.74-
2.67 (m, 1H), 2.40-2.32 (m, 2H), 2.04-2.00 (m,
1H), 1.82-1.77 (m, 1H), 1.61-1.55 (m, TH),
0.78-0.74 (m, 4H).

197!

TH-NMR (400 MHz, 60-DMS0)  ppm B.50-
8.60 (br., 1H), 8.05 (d, 1H, J = 1.6 Hz), 7.87
(d, 1H, J = 5.6 Hz), 7.64 (d, 2H, J = 8.8 Hz),
6.92(d. 1H, J= 1.6 Hz), 640 (d, 2H, J= 5.8
Hz), 5.97 (d, 1H, J = 5.6 Hz), 3.92-3.91 (m,
2H), 3.83 (dd, 4H, J = 12.8, 7.2 Hz), 3.71-3.70
(m, 2H), 3.52-3.50 (m, 2H), 3.48-3.44 (m, 2H),
3.39-3.37 (m, 2H), 3.22 (t, 2H, J = 7.2 Hz),
2.22 (t, 2H, J = 7.2 Hz), 2.03-2.02 (m, 1H),
0.79-0.75 (m, 4H).

198

457

IH-NMR (400 MHz, CDCI3) b ppm 7.86 (s,
1H), 7.82 (d, 1H, J = 5.2 Hz), 7.54 (d, 2H, J =
8.4 Hz), 6.64 (s, 1H), 6.60 (d, 2H, J = 8.4 Hz),
5.83 (d, 1H, J = 5.2 Hz), 3.95-3.90 (m, 2H),
3.00-3.85 (m, 2H), 3.60-3.53 (m, 4H), 3.53-
3.42 (m_2H), 3.41-3.37 (m, 2H), 2622 40
(br., 4H), 2.30-2.25 (m, 2H), 1.80-1.77 (m,
1H), 1.05-1.03 (m, 2H), 0.84-0.81 (m, 2H).

199

1H-NMR (400 MHz, DMSO-d6) & ppm .06 (s,
1H), 7.90-7.80 (m, 1H), 7.63 (d, 2H. J = 8.0
Hz), 6.94 (d, 2H, J = 8.0 Hz), 6.85 (s, 1H),
6.00-5.88 (m, 1H), 4.66 (br. s., 1H), 4.40-4.20
(m, 1H), 4.00-3.40 (m, 4H), 3.26-3.12 (m, 2H),
3.10-3.02 (m, 4H), 2.98-2.76 (m, 5H), 2.74-
2.60 (m, 3H), 1.40-1.20 (m, 3H)

200

458

TH-NMR (400 MHz, DMSO-d6) & ppm 8.22 (s,
1H), 814 (d, 1H, J = 1.6 Hz), 7.89 (d, 1H, J =
5.2 Hz), 7.73 (d, 2H, J = 8.0 Hz), 7.25 (d, 2H,
J=80Hz), 7.02(d, 1H, J =16 Hz), 5.97 (d,
1H, J = 5.2 Hz), 3.94-3.90 (m, 4H), 3.79-3 62
(m, 4H), 3.60-3.47 (m, 3H), 3.10-3.07 (m, 2H),
2.18-213 (m, 2H), 2.01-2.00 (m, 1H), 1.81-
1.69 (m, 4H), 1.06 (t, 3H, J = 7.2 Hz), 0.80-
0.73 (m, 4H).
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LCMS
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458

202

458

1H-NMR (400 MHz, 6d-DMSO) d ppm 8.15 (d,
1H,J=16Hz), 789 (d, 1H,J=52Hz), 7.74
(d, 2H, J = 8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz),
7.02(d, 1H,J=1.6Hz), 597 (d, 1H,J=5.2
Hz), 4 00-3.80 (m, 2H), 3.78-3 .62 (m, 2H),
3.60-3.42 (m, 4H), 3.30-3.20 (m, 2H), 3.10-
2.90 (m, 2H), 2.85-2.70 (m, 1H), 2.48-2.45 (m,
1H), 2.10-1.95 (m, 2H), 1.90-1.70 (m, 2H),
1.68-1.40 (m, 2H), 1.15-0.90 (m, 3H), 0.80-
0.60 (m, 4H)

203

204

458

TH NMR (400 MHz, DMSO-d6) 5 814 (d, J =
1.8 Hz, 1H), 7.89 (d, J = 5.5 Hz, 1H), 7.76 —
7.67 (m, 2H), 7.35—7.22 (m, 2H), 7.01 (d, J =
1.9 Hz, 1H), 5.96 (d, J = 5.5 Hz, 1H), 3.91 (s,
2H), 3.70 (s, 2H), 3.50 (d, J = 27.8 Hz, 5H),
325 (dt, J=04,. 7.5Hz, 1H), 2.08 (1, J = 8.4
Hz, 1H), 2.83 = 2.62 (m, 2H), 2.44 — 2.31 (m,
1H), 2.26 — 2.1 (m, DH), 2.01 {tt, J=77,4.9
Hz, 1H), 1.81—1.68 (m, 1H), 1.05(t, J=6.3
Hz. 6H). 0.76 (ddt, J = 9.8, 5.0, 2.5 Hz, 4H).

205

TH-NMR (400 MHz, 63-DMSO) & ppm 8.22 (s,
1H), 7.92 (d, 1H, J = 5.6 Hz), 7.82 (d, 2H, J =
8.0 Hz), 7.40-7.35 (m, 2H), 7.05 (s, 1H), 5.98
(d, 1H, J = 5.6 Hz), 3.99-3.97 (m, 1H), 3.69-
3.38 (m, 6H), 3.63-3.62 (m, 5H), 2.50-3.40 (m.
2H), 3.30-3.25 (m, 1H),2.34-2.32 (m, 3H),
222220 (m, 1H), 1.25 (t, 3H, J = 7.2 Hz),
1.01-0.99 (m, TH), 0.48-0.45 (m, 2H), 0.15-
0.14 (m, 2H).

LCMS
(M+1)

NMR

206

458

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.20 (d,
1H, J = 1.6 Hz), 7.90 (d, TH, J = 5.6 Hz), 7.80
(d, 2H. J = 8.4 Hz), 7.30 (d, 2H, J = 8.0 Hz),
7.05(d, 1H, J= 1.6 Hz), 5.98 (d, 1H,J =56
Hz), 4.00-3.85 (m, 2H), 3.80-3.65 (m, 2H),
3.60-3.40 (m, 6H), 3.20-2.90 (m, 4H), 2.10-
1.80 (m, 5H), 1.70-1.50 (m, 1H), 1.30-1.10 (m,
3H), 0.80-0.50 (m, 4H).

207

TH-NMR (400 MHz, 60-DMS0) 6 ppm 8.20 (d,
iH, J =16 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.80
(d, 2H, J = 8.4 Hz), 7.30 (d, 2H, J = 8.0 Hz),
7.05(d, 1H, J = 1.6 Hz), 5.98 (d, 1H, J = 5.6
Hz), 4.00-3.85 (m, 2H), 3.80-3.65 (m, 2H),
3.60-3.40 (m, 6H), 3.20-2.90 (m, 4H), 2.10-
.80 (m, 5H), 1.70-1.50 (m, 1H), 1.30-1.10 (m
3H), 0.80-0.60 (m, 4H).

208

TH-NMR (400 MHz, 60-DMS0) 5 ppm 8.14 (s,
1H), 7.90 (d, 1H, J = 5.6 Hz), 7.72 (d, 2H, J =
8.0 Hz), 7.28 (d, 2H, J = 8.0 Hz), 7.01 (s, 1H),
507 (d, 1H, J = 5.6 Hz), 3.90-3.88 (m, 2H),
3.68-3.66 (m, 2H), 3.54-3.50 (m, 2H), 3.49-
3.44 (m, 2H), 3.31-3.27 (m, 1H), 2.93-2.89 (m,
1H), 2.68-2.62 (m, 2H), 2.50-2.48 (m, 1H),
2.46-2.42 (m, 2H), 2.26-2.18 (m, 1H), 1.76-
1.72 (m, 2H), 1.18-1.12 (m, 1H), 1.09-1.03 (m,
6H), 0.99-0 95 (m, 1H), 0.60-0.56 (m, TH).

210
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LCMS
# FE @+1) NMR

21 SN 458

TH-NMR (400 MHz, DMSO-dB) 6 ppm 8.06 (s,
- 1H), 7.87 (d, 1H, J = 5.2 Hz), 7.65 (d, 2H, J =
8.4 Hz), 6.95 (d, 2H, J = 8.8 Hz), 6.93 (s, 1H)
459 | 5.95(d, 1H, J = 5.6 Hz), 3.68-3.36 (m, 9H),
3.17-3.15 (m, 4H), 2.50.2.47 (m, 4H), 2.23.
2.11 (m, 7H), 1.93-1.90 (m, 1H), 1.76-1.76 (m.
1H).
1H-NMR (400 MHz, DMSO-d6) & ppm 8.27
(br s, 1H), 8.07 (d, 1H, J =12 Hz), 7.88 (d,
1H,J =5.2 Hz), 7.66 (d, 2H, J =8.4 Hz), 6.97-
459 | 6.95 (m, 3H), 5.96 (d, 1H, J =5.6 Hz), 3.92-
0 o 3.70 (m, 6H), 3.52-3.45 (m, 6H), 3.17-3.15 (m.
Ci< 4H), 2.41-2.36 (q, 2H, J =7.2 Hz), 2.03-2.00
g e (m, 1H), 1.06-1.02 (m, 3H) , 0.78-0.72 (m_ 4H)
1H-NMR (400 MHz, DMSO-d6) 5 ppm 8.18 (d,
B g 1H,J =16 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.77
T (d, 2H, J = 8.0 Hz), 7.36 (d, 2H, J = 8.0 Hz),
(] 7.05(d. 1H, J=16Hz), 597 (d, 1H, J=52
. 460 | Hz), 4.49-447 (m, 1H), 3.96-3.93 (m, 3H),

212

213

214
A — i, 3.70-3.64 (m, 3H), 3.54-3.47 (m, 4H), 2.94-
e, ,J;;_;»—;\_,,\—’\_K‘: 2.91 (m, 1H), 2.80-2.77 (m, 1H), 2.50-2.35 (m,
L 2H), 2.08-2.00 (m, 2H), 1.91-1.88 (m, 1H),
1.02 (t, 3H, J = 7.2 Hz), 0.78-0.72 (m, 4H).
1H-NMR (400 MHz, 6d-DMS0O) & ppm 8.16 (d,
jj’ g 1H,J =16 Hz), 7.91(d, 1H,J =52 Hz), 7.73
- I (d, 2H, J=8.0 Hz), 7.26 (d, 2H, J = 8.0 Hz),
: 7.03 (s, 1H), 6.00 (d, 1H, J = 5.6 Hz), 3.77-
N_J 460 3.68 (m, 2H), 3.66-3.58 (m, 2H), 3.56-3.44 (m,
1 4H), 3.06-2.94 (m, 2H), 2.42 (s, 3H), 2.40.2.29
g (m, 1H), 2.36 (q, 2H, J = 7.2 Hz), 2.08-1.90
A (m, 2H), 1.83-1.72 (m, 2H), 1.72-1.58 (m, 2H),
1.03(t, 3H, J=7.2 Hz).

215

=
2
Sy
[
.

[0197]
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T

LCMS
(M+1)

NMR

216

460

TH-NMR (400 MHz, 60-DMS0) © ppm 8.13 (d,
1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.75
(d, 2H, J = 8.8 Hz), 6.99 (d, 1H, J = 1.6 Hz),
6.96 (d, 2H, J = 8.8 Hz), 5.97 (d, 1H, J =5.6
Hz), 5.07-5.03 (m, 1H), 3.95-3.90 (m, 2H),
3.73-3.69 (m, 2H), 3.55-3.50 (m, 2H). 3.50-
3.45 (m, 2H), 3.35-3.12 (m, 4H), 2.88-2.82 (m,
2H), 2.42-2.33 (m. 1H), 2.05-2.03 (m, 1H),
2.00-1.97 (m, 1H), 1.14 (t, 3H, J = 7.2 Hz),
0.79-0.75 (m, 4H)

29¢F

T
(/)

[\N NT M /FO

Ry r el

460

TH-NMR (400 MHz, 6d-DMS0) 8 ppm 8.12 (q,

IH, J = 2.0 Hz), 7.89(d, 1H, J = 5.2 Hz), 7.76
(d, 2H, J = 8.8 Hz), 7.01 (d, 2H, J = 8.8 Hz),
6.99 (s, 1H), 5.97 (d. 1H, J =52 Hz), 4.17 (d,
2H, J = 5.2 Hz), 4.05-3.99 (m, 2H), 3.95-3.90
(m, 2H), 3.90-3.78 (m, 2H), 3.74-3.65 (m, 2H),
3.58-3.48 (m, 2H), 3.47-3 42 (m, 2H), 3.20-
3.10 (m, 1H). 3.10-3.04 (m, 2H), 2.04-2.0 (m
1H), 1.06 (t, 3H, J = 6.8 Hz), 0.78-0.74 (m,
4H).

218

FA
x
Lw
4 -

<

460

1H-NMR (400 MHz, 6d-DMS0) & ppm 8.23 (s,
1H), 811 (d, 1H, J = 1.6 Hz), 7.89 (d, 1H, J =
5.6 Hz), 7.74 (d, 2H, J = 8.4 Hz), 6.99 (d, 1H,
J=1.6 Hz), 5.97 (d, 2H. J = 8.4 Hz), 5.98(d,
1H, J = 5.6 Hz), 4.05-3.93 (m, 2 H), 3.87-3.85

(m, 2H ), 3.70-3.66 (m, 4H), 3.48-3.45 (in, 4H),

2.93-2.89 (m, 1H), 2.85-2.78 (m, TH), 2.11-
2.07 (m, 1H), 2.03-1.97 (m, 2H), 0.94 (t, 3H, J
=7.2 Hz), 0.78-0.75 (m, 4H).

460

1H-NMR {400 MHz, 6d-DMSO)
984 (m, 1H), 828 (d, 1H, J="1.
1H,J=56Hz),7.90(d, 2H, J=
(d, 2H, J =84 Hz), 711 (d, 1H,
6.76(s, 1H), 599 (d, 1H, J=56H
422(W12H)4274 H(n12H]3
2H), 3.74-3.68 (m, 2H)355380m
2.06-1.99 (m, 1H), 1.20-1.16 (m, 6H),
0.75 (m, 4H).

1

[+]

6
8.
J

220

460

1H-NMR (400 MHz, 6d-DMS0) & ppm &.10 (d,

iH, J = 1.6 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.71
(d,2H, J = 8.4 Hz), 6.97 (d, TH, J = 16 Hz),
6.86 (d, 2H, J = 8.4 Hz), 596 (d, 1H, J=5.6
Hz), 4.754.74 (m, 1H), 3.91-3.90 (m, 1H),
3.60 (dd, 4H, J = 7.6, 6.0 Hz). 3.53-3.48 (m,
2H), 3.46-3.41 (m, 2H), 2.93-2.89 (m, 2H),
2.32.2.20 (m, 2H), 2.02-2.01 (m, 1H), 0.87 (d,
6H, J = 6.0 Hz), 0.76-0.72 (m, 4H).
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221

460

1H-NMR (400 MHz, DMSO-d6) & ppm 8.51 (s,
1H), 8.13 (s, 1H), 7.98-7.96 (dd, 1H, J=8.8,
16 Hz), 7.88 (d, 1H,J = 5.2 Hz), 7.01 (s, 1H),
6.88 (d, 1H, J = 5.2 Hz), 3.92 (br. s., 2H), 3.70
(br.s., 2H), 3.52-3.46 (m, BH), 3.33 (br. 5.,
2H), 2.44-2.36 (m, 2H), 2.04-1.99 (m, 1H),
1.05 (t, 3H, J = 6.4 Hz), 0.78-0.74 (m, 4H).

222

460

TH-NMR (400 MHz, 6d-DMSO) & ppm 8.29 (s,
1H), 8.16 (s, 1H), 7.90 (d, 1H, J = 4.8 Hz),
7.76(d, 1H, =88 Hz), 736 (d, 1H, J= 8.8
Hz), 7.08 (s, 1H), 5.97 (d, 1H, J = 4.8 Hz),
3.04-3.91 (m, 2H), 3.73-3.68 (m, 2H), 3.56-
3.52 (m, 2H). 3.49-3.45 (m, 2H), 3.27-3.19 (m,
4H), 2.50-2.40 (m, 4H), 2.39 (q, 2H, J = 7.2
Hz), 2.03-1.97 (m, 1H), 1.04 (t 3H,J =72
Hz), 0.80-0.73 (m, 4H).

223

461

TH-NMR (400 Mz, 6d-DMSQ) 8 ppm 8.06 (q,

1H, J = 1.6 Hz), 7.87 (d, 1H, J = 5.6 Hz), 7.65
(d, 2H, J = 8.4 Hz), 6.97 (s, 1H), 6.95 (d, 2H,J
=84Hz),596(d, 1H,J=56Hz), 374-369
(m, 4H), 3.59-3.57 (m, 8H), 3.17-3.15 (m, 4H),
2.90-2.80 (m, 1H), 2.37 (q, 2H, J = 7.2 Hz),
1.04 (d,6H, ,J=7.2Hz), 103 (t, 3H,J=7.2
Hz).

224

461

TH-NMR (400 MHz, 6d-DMSQ) d ppm 8.13 (d,

1H, J = 1.6 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H,J = 8.0 Hz), 7.29 (d, 2H, J = 8.0 Hz),
6.99 (d, 1H, J = 1.6 Hz), 6.61 (t, 1H,J =58
Hz), 5.97 (d, 1H, J = 5.6 Hz), 3.60-3.47 (m,
4H), 3.46-3.38 (m, 4H), 3.30-3.20 (m, 1H),
3.12-3.03 (m, 2H), 3.02-2.94 (m, 1H), 2.80-
2.64 (m, 2H), 2.49-2.44 (m, 1H), 2.43-2.35 (m,
1H), 2.26-2.15 (m, 1H), 1.80-1.70 (m, 1H),
1.10-1.00 (m, 9H)

225

N 4 % \r/

461

1H-NMR (400 MHz, Bd-DMS0) 6 ppm 8.14 (d,

1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz}, 7.72
(d, 2H,J = 8.0 Hz), 7.29 (d, 2H, J = 8.0 Hz),
6.99 (d, 1H, J= 1.6 Hz), 6.61 (t, 1H, J =56
Hz), 5.98 (d, 1H, J = 5.6 Hz), 3.52-3.51 (m,
4H), 3.44-3.43 (m, 4H), 3.31-3.25 (m, 1H),
3.12-3.05 (m, 2H), 3.01-2.97 (m, 1H), 2.74-
2.68 (m, 2H), 2.47-2.38 (m, 2H), 2.23-2.19 (m,
1H), 1.78-1.73 (m, 1H), 1.07-1.01 (m, 9H).

TZ

LCMS
(M+1)

NMR

226

462

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.15 (d,

IH, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.73
(d, 2H, J =8.04 Hz), 7.30 (d, 2H, J = 8.4 Hz),
7.03(d, 1H,J = 1.6 Hz), 5.99 (d, 1H, = 5.2
Hz), 5.05-4.88 (m, 1H), 3.93-3.90 (m, 2H),
3.74-3.73 (m, 2H), 3.48-3.28 (m, 4H), 2.93-
2.92 (m, 1H),2.68-2.65 (m, 2H), 2.46.2.42 (m,
3H), 2.24-2.20 (m, 2H), 1.76-1.75 (m, 1H),
1.52-1.08 (m, 1H), 1.06 (1, 3H, J = 6.8 Hz).

227

462

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.24 (s,
1H), 8.17 (s, 1H), 7.91 (d, 1H, J = 5.2 Hz),
7.75(d, 2H, J = 8.0 Hz), 7.32 (d, 2H, J = 8.0
Hz), 7.05 (s, 1H), 5.99 (d, 1H, J = 5.2 Hz),
5.09-4.83 (m, 1H), 4.01-3.82 (m, 3H), 3.79-
3.68 (m, 3H), 3.62-3.58 (m, 1H), 3.53-3.41 (m,
3H), 3.12(t, 1H, J = 8.4 Hz), 2.90-2.80 (m,
2H), 272-2.59 (m, 3H), 1.89-1.78 (m, 1H),
1.62-1.50 (m, 1H),1.11 (t, 3H, J = 7.2 Hz).

228

462

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.18 (d,

1H,J=20Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.77
(d, 2H, J = 8.4 Hz), 7.30 (d, 2H, J = 8.4 Hz),
7.04 (d, 1H,J=20Hz), 597 (d, 1H,J=52
Hz), 5.30-5.00 (m, 1H), 4.00-3 83 (m, 2H),
3.80-3.62 (m, 2H), 3.57-3.50 (m, 2H), 3 49-
3.42 (m, 2H), 3.40-3.35 (m, 2H), 3.30-3.20 (m,
2H), 3.18-3.00 (m, 1H), 2.80-2.60 (m, 1H),
2.35-2.20 (m, 1H), 2.10-1.95 (m, 1H), 1.06 {t,
3H, J = 7.2 Hz), 0.80-0.60 (m, 4H).

229

462

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.21 (d,

1H, J = 16 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.83
(d, 2H, J = 8.4 Hz), 7.4 (d, 2H, J = 8.4 Hz),
7.06 (d, 1H, J = 1.6 Hz), 5.98 (d, 1H, J = 5.6
Hz), 3.72-3.60 (m, 2H), 3.60-3.50 (m, 2H),
3.50-3.38 (m, 4H), 3.37-3.34 (m, 1H), 3.08-
3.05 (m, 1H), 3.04-2.97 (m, 2H), 2.70-2.61 (m,
1H), 2.27-2.20 (m, 2H), 2.20-2.08 (m, 4H),
2.03-1.98 (m, 1H), 1.95-1.90 (m, 1H), 1.85-
1.80 (m, 1H), 1.80-1.74 (m, 1H), 1.59-1.54 (m,
1H).
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230

TH-NMR (400 MHz, 6d-DMSO) 6 ppm &.14 (d,
1H,J =16 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.73
(d, 2H, J = 8.0 Hz), 7.26 (d, 2H, J = 8.0 Hz),
.99 (d, 1H, J= 1.6 Hz), 5.98 (d, 1H, J= 5.6
Hz), 4.00 (q, 2H, J = 7.2 Hz), 3.66-3.55 (m,
4H), 3.49-341 (m, 4H), 3.03-2.93 (m, 2H),
2.35(q, 2H, J = 7.2 Hz), 2.33-2.29 (m, 1H),
2.00-1.90 (m, 2H), 1.80-1.72 (m, 2H), 1.72-
1.50 (m, 2H), 1.22 (t, 3H, J = 7.2 Hz), 1.02 ¢,
3H,J = 7.2 Hz).

231

462

TH-NMR (400 MHz, 60-DMS0) b ppm 8.13 (d,
1H,J=12Hz), 7.88 (d, 1H,J =52 Hz), 7.71
(d,2H, J = 8.0 Hz), 7.28 (d, 2H, J = 8.0 Hz),
.98 (d. 1H, J= 1.2 Hz), 5.95 (d, 1H, J=52
Hz), 4.07 (q, 2H, J = 6.8 Hz), 3.65-3.55 (m,
4H), 3.50-342 (m, 4H), 3.30-3.20 (m, 1H),
2.98 (t, 1H, J = 8.4 Hz), 2.78-2.74 (m, 1H),
2.70-2.65 (m, 1H), 2.48 (t, 1H, J = 8.4 Hz),
2.45:2.37 (m, 1H), 2.25-2.10 (m, 1H), 1.80-
1.65 (m, 1H), 1.20 (t, 3H, J = 6.8 Hz), 1.10-
1.00 (m, 6H).

232

463

IH NMR (400 MHz, DMSO-d68) 6 8.13 (d, J =
1.7 Hz, 1H), 7.89 (d, J = 5.4 Hz, 1H), 7.71 (d,
J=81Hz, 2H} 724(u J=81Hz, 2H), 6.93
(d, J=1.8 Hz, 1H), 5.97 (d,

3.64 (s, 3H), 3.60 (t, J =5.1 Hz, 4H), 345 (t, J
=5.1Hz, 4H), 288 (d, J= 100 Hz, 3H), 270
(p,J=6.6 Hz, 1H), 2.21 (1, J = 11.2 Hz, 2H),
1.76(d. J =124 Hz‘ 2H), 1.61 (tt, J=12.2, 6.3
Hz, 2H). 0.9 (d. J = 6.5 Hz, BH).

97 (d, J = 5.5 Hz, 1H),
5
t,J

233

478

1H-NMR {400 MHz, CDCI3) 5 ppm .68 (s,
1H), 7.92 (s, 1H), 7.85 (d, 1H, J = 5.6 Hz),
7.62(d, 2H, J=8.0 Hz), 7.32 (d, 2H, J= 8.0
Hz), 6.68 (s, 1H), 5.85 (d, 1H, J = 5.6 Hz),
420 (q, 2H, J = 7.2 Hz), 3.77-3.71 (m, 4H),
3.60-3.55 (m, 1H), 3.54-3.50 (m, 1H), 3.49-
3.41 (m, 4H), 3.40-3.38 (m, 1H), 3.21-3.28 (m,
1H), 3.18-3.11 (m, 1H), 3.05-2.94 (m, TH),
2.40-2.50 (m, 1H), 2.20-2.10 (m, 1H), 1.36 (d,
6H,J =64 Hz), 1.31 (t, 3H, J= 7.2 Hz).

234

=

R Y e
LR S
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TH-NMR (400 MHz, 6d-DMS0) & ppm 8.18 (d,

1H,J = 12 Hz), 815 (s, 1H), 7.89 (d, 1H, J =
52 Hz), 7.80 (d, 2H, J = 8.0 Hz), 7.61 (d, 2H,
J=8.0Hz),7.02(d, 1H, J = 1.6 Hz), 6.80 (t,
1H, J = 5.6 Hz), 6.00-5.97 (m, 2H), 3.72-3.70
(m, 2H), 3.52-3.51 (m, 4H), 3.41-3.44 (m, 6H),
3.11-3.04 (m, 2H), 2.66-2.50 (m, 1H), 1.03 (t,
3H, J = 7.6 Hz), 0.96 (d, 6H, J = 6.0 Hz).

236

464

1H-NMR (400 MHz, 6d-DMS0) & ppm 8.10 (d,

1H, J = 2.0 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.71
(d, 2H, J = 8.4 Hz), 6.97 (d, 1H, J = 2.0 Hz),
6.86 (d, 2H, J = 8.4 Hz), 5.96 (d, 1H, J =56
Hz), 4.75-4.74 (m, 1H), 4.08 (g, 2H, J=7.2
Hz), 3.71-3.68 (m, 2H), 3 59-3.58 (m, 4H),
3.43-3.40 (m, 4H), 3.35-3.30 (m, 1H), 2.95-
2.90 (m, 2H), 1.21 (d, 3H, J = 7.2 Hz), 0.88 (d,
2H, J = 6.4 Hz).

237

464

TF-NMR (400 MHz, 6d-DMS0) 5 ppm B8.06 (s,
{H), 7.87 (d, 1H, J = 5.6 Hz), 7.65 (d, 2H, J =
8.4 Hz), 7.00-6.90 (m, 3H), 5.95 (d, 1H, J =
5.6 Hz), 4.00-3.85 (m, 2H), 3.75-3.60 (m, 2H),
3.58-3.48 (m, 2H), 3.47-3.40 (m, 2H), 3.20-
3.00 (m, 4H), 2.48-2.40 (m, 4H), 2.10-1.90 (m,
1H), 0.80-0.65 (m, 4H).

238

466

1H-NMR {400 MHz, DMS0-d6) 6 ppm 8.17 (d,
1H,J =16 Hz), 7.90 (d, 1H, J =42 Hz), 7.76
(d, 2H, J = 8.4 Hz), 7.30 (d, 2H, J = 8.0 Ha),
7.05 (s, 1H), 5.96 (d, 1H, J=4.2 Hz), 3.92 (br.
s.. 2H), 370 (br. 5., 2H), 3.54 (br. 5., 2H), 347
(br. s., 2H), 3.26-3.08 (m, 3H), 3.01-2.98 (m,
1H), 2.89-2.77 (m, 1H), 2.65-2.59 (m, 1H),
2.05-1.96 (m, 2H), 1.79-1.75 (m,1H), 0.77-
0.74 (m, 4H).

239

1H-NMR (400 MHz, 6d-DMSO) & ppm 7.94 (d,
1H, J = 5.6 Hz), 7.89 (d, 1H, J = 1.2 Hz), 6.83
(d, 1H,J =12 Hz), 673 (d, 2H, J = 12.8 Hz),
3.95-3.90 (m, 2H), 3.70-3.65 (m, 2H), 3.57-
3.52 (m, 2H), 3.47-3.43 (m, 2H), 3.15-3.12 (m,
4H), 2.82-2.79 (m, 4H), 2.03-1.99 (m, TH),
0.78-0.73 (m, 4H).
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467

TH-NMR (400 MHz 6d-DMSO) & ppm 8 05 (d,
1H, J = 1.6 Hz), 7.85 (d, 1H, J = 5.2 Hz), 7.64
d, 2H, J = 8.4 Hz), 6.94 (d, 2H, J = 8.4 Hz),

1(d, 1H,J = 1.6 Hz), 6.60 (t, 1H,J =52
(d, 1H, J = 5.2 Hz), 3.60-3.46 (m,
-3.36 (m, 4H), 3.20-3.12 (m, 4H),
af, 2H, J = 6.8 Hz), 2.48-2.40 (m,

(d, 3H, J = 7.2 Hz).

o

wu‘.—-.
&
U?

4

Iur
=
IS

Bm»

241

471

(400 MHz, CDCI%) 5 ppm 7.85 (d,
0 Hz), 7.82 (d, 1H, J = 5.2 Hz), 7.52
= 8.4 Hz), 6.63 (d, 1H, J = 2.0 Ha),
H J=88Hz) 583(d, 1H, J=52

) 07-4'02 (m, 4H), 3.95-3.92 (m, 2H),
85 (m, 2H), 3.80-3.75 (m, 4H) 3 56-
3, 52 (m, 2H), 3.48-3.44 (m, 2H), 2.79 (g, 2H, J
=7.2 Hz), 1.80-1.75 (m, TH), 116 (t, 3H, J =
7.2 Hz), 1.06-1.03 (m, 2H), 0.84-0.81 (m, 2H).

== whsTO

[T i = T

@hrmPﬂII:zb
oM = @

m.a.r-_I‘H—z
MLM;U

242

[: L \4‘:#;

/

471

TH-NMR (400 MHz, 60-DM30) 6 ppm 8.01 (4,
1H, J = 1.6 Hz), 7.85 (d, 1H, J = 5.6 Hz), 7.57
(d, 2H, J = 8.8 Hz), 6.88 (d, 1H, J = 1.6 Hz),
6.50 (d, 2H, J=8.8 Hz), 595 (d, 1H, J=56
Hz), 4.35-4 30 (m, 1H), 3.95-3 85 (m, 2H),
3.75-3.65 (m, 2H), 3.60-40 (m, 5H), 3.16-3.14
(m, 1H), 2.84-2.82 (m, TH), 2.45-2.35 (m, 4H),
2.05-1.95 (m, 1H), 1.80 (g, 2H, J = 7.2 Hz),
0.93 (t 3H, J = 7.2 Hz), 0.80-0.71 (m, 4H)

243

471

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.24 (br
s, 1H), 8.06 (d, 1H, J = 1.6 Hz), 7.87 (d, 1H, J
=52 Hz), 7.64 (d, 2H, J = 8.8 Hz), 6.97 (d.
2H,J =88 Hz), 6.93 (d, 1H, J = 1.6 Hz), 5.95
(d, 1H, J = 5.2 Hz), 3.96-3.90 (m, 2H), 3.82-
3.64 (m, 8H), 3.08-3.00 (m, 2H), 2.78-2.71 (m,
1H), 2.41 (t, 1H, J = 10.4 Hz), 2.27-2.21 (m
1H), 2.11-2.00 (m, 3H), 1.86-1.80 (m, 1H),
1.76-166 (m, 2H), 1.43-1.32 (m, 1H), 0.78-
0.74 (m, 4H).

244

N’

[ ﬁf\ ' #_Mi}

NH

471

1H-NMR (400 MHz, 6d DMS0) & ppm 8.37 (s,
1H), 8.02 (d, 1H, J = 2.0 Hz), 7.86 (d, 1H, J =
5.2 Hz), 7.63 (d, 2H, J = 8.8 Hz), 6.90 (d, 1H
J=2.0Hz), 6.54 (d, 2H, J = B.8 Hz), 5.96 (d,
1H, J = 5.60 Hz), 3.92-3.91 (m, 2H), 3.71-3.70
(m, 2H), 3.52-3.49 (m, 2H), 3.47-3.44 (m, 2H),
3.35 (t 2H, J= 7.2 Hz), 3.31-3.30 (m, 1H),
3.24-3°20 (m, 2H), 316 (t, 2H, J = 7.2 Hz),
3.01-3.00 (m, 2H), 205-1.97 (m, 3H), 1.88-
1.85 (m, 2H), 0.78-0.74 (m, 4H).
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472

1H-NMR (400 MHz, DMSO-d6) 6 ppm 8.15 (d,
1H, J = 16 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.73
(d, 2H, J = 8.0 Hz), 7.26 (d, 2H, J = 8.0 Hz),
7.03(d, 1H,J = 1.6 Hz), 5.97 (d, 1H,J =56
Hz), 4.55-4.52 (m, 1H), 3.93-3.91 (m, 3H),
3.70 (br. s, 2H), 3 53-347 (m, 4H), 3.15-3 09
(m, TH), 2.78-2.73 (m, 1H), 2.61-2.50 (m, 1H),
2.04-2.00 (m, 4H), 1.821.76 (m, 2H), 163-
1.59 (m, 1H), 1.47-1.43 (m, 1H), 0.77-0.74 (m,
4H).

246

472

TH-NMR (400 MHz, 60-DMS0) 6 ppm 8.14 (d,
1H,J =12 Hz), 7.80 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J =8.0 Hz), 7.25 (d, 2H, J = 8.0 Hz),
7.01(d, 1H,J = 1.2 Hz). 5.96 (d, 1H, =56
Hz), 3.95-3.90 (m, 2H), 3.72-3.68 (m, 2H),
3.55-3.50 (m, 2H), 3.47-3.42 (m, 2H). 2 89-
2.85 (m, 2H), 2.73-2.67 (m, 1H), 2.46-2.42 (m,
1H), 2.21 (t, 2H, J = 3.2 Hz), 2.05-1 98 (m,
1H), 1.77-1.74 (m, 2H), 1.67-1.55 (m, 2H),
0.98 (d, 6H, J = 6.8 Hz), 0.80-0.71 (m, 4H)

247

472

TH-NMR (400 MHz, 6d-DMS0) 5 ppm £.15 (d,
1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.72
(d, 2H, J = 8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz),
7.02(d, 1H, J = 1.6 Hz), 5.97 (d, 1H, J=5.2
Hz), 3.93-3.92 (m, 2H), 3.71-3.70 (m, 2 H),
3.54-3.50 (m, 2H), 3.49-3.43 (m, 2H), 2.81-
2.79 (m, 2H), 2.74-2.10 (m, 1H), 2.67-2.63 (m,
1H), 2.19-2 14 (m, 2H), 2.04-2.00 (m, 1H),
1.81-1.80 (m, 1H), 1.71-170 (m, 1H), 1.59-
1.50 (m, 1H), 1.45-1.30 (m, 1H), 0.98-0.92 (m,
6H), 0.79-0.74 (m, 4H).

248

472

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.15 (d,

1H,J =16 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.72
(d, 2H, J = 8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz),
7.02(d, 1H,J = 1.6 Hz), 5.97 (d, 1H, = 5.2
Hz), 3.93-3.92 (m, 2H), 3.71-3.70 (m, 2 H),
3.54-3.50 (m, 2H), 3.49-3 43 (m, 2H) 2871
2.79 (m, 2H), 2.74-2.10 (m, 1H), 2.67-2.63 (m,
1H), 2.19-2 14 (m, 2H), 2.04-2.00 (m, 1H),
1.81-1.80 (m, 1H), 1.71-170 (m, 1H), 1.59-
1.50 (m, 1H), 1.45-1.30 (m, 1H), 0.98-0.92 (m,
6H). 0.79-0.74 (m, 4H).

=
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249

472

1H-NMR (400 MHz, 6d-DMS0) 5 ppm 8.13 (d,
1H,J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.71
(d, 2H, J=8.4 Hz), 7.28 (d, 2H, J= 8.4 Hz),
6.99(d, 1H,J=16Hz), 596 (d, 1H, J=56
Hz), 3.70-3.64 (m, 2H), 3.60-3.54 (m, 2H),
3.45-3.40 (m, 4H), 3.40-3.38 (m, 1H), 3.30-
3.28 (m, 1H), 2.98 (t, 1H, J = 8.0 Hz), 2.75-
271 (m, 1H), 2.70-2.67 (m, 1H), 2.50-2 45 (m,
1H), 2.44-2.38 (m, 1H), 2.25-2.20 (m, 3H),
2.19-2.11 (m, 2H). 1.90-1.92 (m, 1H), 1.74-
1.77 (m, 2H), 1.05 (t, 6H, J = 6.4 Hz).

250

472

TH-NMR (400 MHz, 6d-DMS0)  ppm 8.16 (d,
IH,J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.74
(d, 2H, J = 8.4 Hz), 7.26 (d, 2H, J = 8.4 Hz),
7.01(d, 1H, J = 1.6 Hz), 5.97 (d, 1H, J =56
Hz), 3.69-3.66 (m, 2H), 3.57-3.54 (m, 2H),
3.46-3.42 (m, 4H), 3.40-3.33 (m, 2H), 3.10-
3.00 (m, 2H), 2.58-2.50 (m, 2H), 2.19 (q, 2H, J
=7.2 Hz), 2.20-2 11(m, 4H), 1.95-1 86 (m,
1H), 1.83-1.73 (m, 4H), 1.72-1.69 (m, 1H),
1.08 (t 3H,J=7.2 Hz).

251

472

1H-NMR (400 MHz, 6d-DMS0) 5 ppm 8.14 (s,
1H), 7.89 (d, 1H, J=52 Hz), 7.72 (d, 2H, J =
8.4 Hz), 7.28 (d, 2H, J = 8.4 Hz), 7.02 (s, 1H),
5.97 (d, 1H, J = 5.2 Hz), 3.86-3.82 (m, 1H),
3.80-3.71 (m, 2H), 3.68-3.61 (m, 2H), 3.47-
3.43 (m, 2H), 3.31-3.26 (m, 3H), 2.93-2.89 (m,
1H), 2.68-2.61 (m, 2H), 2.47-2.40 (m, 2H),
2.24-2.20 (m, 1H), 1.78-1.72 (m, 2H), 1.19 (s,
3H), 1.05 (t, 3H, J = 6.8 Hz), 0.97 (s, 3H),
0.96-0.93 (m, 1H), 0.68-0.65 (m, 1H).

252

472

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.31 (5,
1H), 8.14 (d, 1H, J = 1.6 Hz), 7.86 (d. 1H, J =
5.6 Hz), 7.71 (d, 2H, J = 8.0 Hz), 7.25 (d, 2H,
J=8.0 Hz), 6.94 (d, 1H, J = 1.6 Hz), 5.95 (d,
1H, J = 5.6 Hz), 4.65-4.64 (m, 1H), 4.204.16
(m, 1H), 3.94-3.87 (m, 2H), 3.75-3.63 (m, 1H),
3.25-3.23 (m, 2H), 3.01-2.98 (m, 2H), 2.54-
2.49 (m, 1H), 2.38 (q, 2H, J = 7.2 Hz), 2.02-
1.96 (m, 3H), 1.77-1.70 (m, 2H), 1.70-1.64 (m,
2H), 1.41-123 (m, 2H), 1.02 (t, 2H, J = 7.2
Hz), 0.81-0.71 (m, 4H).
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472

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.16 (s,
1H), 7.87 (d, 1H, J=56 Hz), 7.73 (d, 2H, J =
7.2 Hz), 7.33 (d, 2H, J = 7.2 Hz), 6.95 (s, 1H),
5.04 (d, 1H, J = 5.2 Hz), 4.68-4.62 (m, 1H),
422414 (m, 1H), 3.97-3.84 (m, 2H), 3.74-
3.50 (m, 2H), 3.30-3.00 (m, 4H), 2.47-2.40 (m,
2H), 2.35-2.25 (m. 1H), 2.05-1.95 (m, 1H),
1.90-1.83 (m, 1H), 1.45-1.10 (m, 3H), 1.00 (m,
6H), 0.82-0 70 (m., 4H)

254

472

TH NMR (400 MHz, 6d DMSO) 6 ppm B.14 (d.
IH,J = 12 Hz), 7.87 (d, 1H, J = 5.6 Hz), 7.70
(d, 2H, J = 8.0 Hz), 7.30 (d, 2H, J = 8.0 Hz),
694(d 1H,J=16Hz), 594 (d, 1H, J=56
Hz), 4.65-4.64 (m, 1H), 4.19-4.16 (m, 1H),
3.95-3.92 (m, 2H), 3.30-3.24 (m, 3H), 2.99-
2.97 (m, 1H), 2.72-2.71 (m, 2H), 2.49-2.39 (m,
3H), 2.23-2.22 (m, ‘1H), 2.00-1.97 (m, 1H),
1.78-1.75 (m, 1H), 1.43-1.38 (m, 3H), 1.07-
1.03 (m, 6H), 0.75-074 (m, 4H).

255

472

TH-NMR (400 MHz, 6d-DMSO0) & ppm 7.93 (d,
1H,J = 5.6 Hz), 7.87 (s, TH), 7.41 (d, 1H, J =
7.2 Hz), 7.20 (s, 1H), 7.17 (d, 1H, J =7.2 Hz),
6.77(d, 1H, J= 1.6 Hz), 6.00 (d, 1H, J =56
Hz), 4.00-3.80 (m, 2H), 3.75-3.60 (m, 2H),
3.60-3.50 (m, 2H), 3.50-3 40 (m, 2H), 3.35-
3.30 (m, 2H), 3.20-2.99 (m, 2H). 2.80-2.60 (m,
2H), 2.43 (s, 3H), 2.33-2.18 (m. 1H), 2.06-1.94
(m, 1H), 1.89-1.70 (m, 1H), 1.21-0.92 (m, 6H),
0.83-0.71 (m, 4H).

X
]

[

)i \
A A ~
[}N rL_M/)_"\\_ Uk

TN

472

IH-NMR (400 MHz, 6d-DMSO) 6 ppm 7.94 (d,
{H, J = 5.6 Hz), 7.89 (d, 1H, J = 1.6 Hz), 7.48
(d, 1H, J = 8.0 Hz), 7.28 (s, TH), 7.23 (d, 1H, J
=B.0Hz), 678 (d, 1H, J = 1.6 Hz), 6.00 (d,
IH, J = 5.6 Hz), 3.95-3.90 (m, 2H), 3.75-3.70
(m, 2H), 3.60-3.53 (m, 2H), 3.50-3.40 (m. 2H),
3.35-3.30 (m, 4H), 3.30-2.00 (m, 1H), 2.45 (s,
3H), 2.45-2 25 (m, 2H), 2.20-1.81 (m, 2H),
1.30-0.14 (m, 6H), 0.83-0.71 (m. 4H).

LCMS
(M+1)

NMR

257

473

1H NMR (400 MHz, DMSO-d6) 8 8.13 (d, J =
1.8 Hz, 1H), 7.89 (d, J = 5.4 Hz, 1H), 7.72 (d,
J=T.8Hz, 2H), 7.30 (t, J = 7.8 Hz, 2H), 7.02
(d, J = 1.8 Hz, 1H), 5.97 (d, J = 5.5 Hz, 1H),
3.92 (s, 1H), 3.70 (s, 2H), 3.60 — 3.43 (m, 6H),
291 (d J=114Hz, 1H), 274 (q, J =67 Hz,
1H), 2.20 — 2.06 (m, TH), 2.01 (it, J=7.9,38
Hz, 1H), 1.67 (dt.J = 25.8. 13.4 Hz, 3H), 1.47
(t,J = 11.7 Hz, 1H), 0.93 (d, J = 7.1 Hz, 4H),
0.83 - 0.66 (m, 8H).

258

473

TH-NMR (400 MHz, 60-DMS0) 6 ppm 8.24 (5.
1H), 7.92 (d, 1H, J =5.2 Hz), 7.86 (d, 2H, J =
7.6 Hz), 746 (d, 2H, J = 76 Hz), 7.11 (s, 1H),
6.00 (d, 1H, J = 5.2 Hz), 4.10-3.90 (m, 2H),
3.80-3.57 (m, 2H), 3.70-3.57 (m, 2H), 3.55-
3.48 (m, 2H), 3.40-3.35 (m, 2H), 3.25-3.20 (m,
1H), 3.10-3.00 (m, 1H), 2.95-2.90 (m, TH),
2.81-2.74 (m, 1H), 2.20-2.08 (m, 2H), 2.05-
1.97 (m, 2H), 1.93-1.78 (m, 1H), 1.74-1.62 (m,
1H), 1.50-1.43 (m, 1H), 1.40-1.28 (m, 1H).

259

473

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.17 (d,
IH,J =16 Hz), 7.80 (d, 1H, J=5.2 Hz), 7.81
(d, 2H, J = 8.0 Hz), 7.32 (d, 2H, J = 8.4 Hz),
7.05(d, 1H, J= 1.6 Hz), 5.07 (d, 1H, J=5.2
Hz), 3.91 (br. 5, 2H), 3.70-3.65 (m, 2H), 3.55-
3.50 (m, 4H), 3.48-3.45 (m, 2H), 3.14 (s, 2H),
276 (L, 2H, J=5.2 Hz), 2.44 (q, 2H, J= 7.6
Hz), 1.99 (5 E&, 1H, J = 5.2 Hz), 1.04 t, 3H,
J=7.6 Hz), 0.77-0.72(m, 4H)

260

TF-NMR (400 MHz, 6d-DMS0) & ppm 8.08 (d,
1H,J=12Hz), 787 (d, 1H, J= 5.2 Hz), 7.67
(d, 2H, J = 8.8 Hz), 7.01 (d, 2H, J = 8.3 Hz),
6.95(d, 1H,J=12Hz), 595 (d, 1H,J=52
Hz), 4.40-4.30 (m, 4H), 4 00-3.80 (m, 2H),
3.78-3.62 (m, 2H), 3.58-3.50 (m, 2H), 3 48-
3.42 (m, 2H), 3.26-3.20 (m, 2H), 3.05-2.95 (m,
2H), 2.80-2.75 (m, 2H), 2.10-1.90 (m, 1H),
0.80-0.60 (m, 4H)

261

473

TH-NMR (400 MHz, CDCI3) & ppm 7.88 (s,
1H), 7.83 (d, 1H, J = 5.2 Hz), 7.56 (d, 2H, J =
8.8 Hz), 6.98 (d, 2H, J = B.4 Hz), 6.63 (s, 1H),
5.83 (d, 1H, J = 5.2 Hz), 3.94-3.89 (m, 4H),
3.55-3.47 (m, 4H), 3.31-3.28 (m, 4H), 2.80-
274 (m, 5H), 1.82-175 (m, 1H). 1.15 (d, 6H, J
= 5.2 Hz), 1.06-1.03 (m, 2H), 0.85-0.81 (m,
2H).
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473

IH-NMR (500 MHz, DMSO-dB)  ppm 8.06 (s
. 7.86 (d, 1H, J = 5.5 Hz), 7.66-7.64 (m,
6.96-6.92 (m, 3H), 5.94 (d, 1H, J=5.0
3.68-3.66 (m, 2H), 3.56-3.54 (m, 2H),
3.39 (m, 6H), 3.32-3.30 (m, 2H), 3 18-

1H)
2H),
Hz),
345

1.94-1.89 (m, 1H), 1.79-1.75 {m, 1H),

(m, 4H), 2.43-2.34 (m, 2H), 2.24-2.11 (m,

263

A
LA
7

.
e,
LI~

473

14

3H),

1.04 (t, 3H, J = 7.0 Hz).

THN

{H,J = 1.2 Hz), 7.84 (d, 1H, J =5.2 Hz), 7.64

(d 2H,J = BSHZJ 6.95 (d, 2H, J = 8.8 Hz),
94 (s, 1H), 5.93 (d, 1H, , J = 5.2 Hz), 4.53-

10

) 2.36 (g, 2H, J = 7.2 Hz), 2.07-1.97 (m,

H), 1.08-0.98 (m, 3H), 1.03 (t, 3H,J =72
Hz) 079-0.74 (m, 4H)

3
MR (400 MHz, 6d DMS0) 6 ppm 8.04 (d,

m, H) 3.72-239 (m, 6H), 3.29-2.95 (m,

264

T
P =N e
EN A j\_l NN

473

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.05 (d,
IH,J =16 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.64
(d, 2H, J = 8.4 Hz), 6.94 (d, 2H, J = 8.4 Hz),
6.93 (s, 1H), 5.05 (d, 1H, J = 5.6 Hz), 3.92-
3.91

6H), 2.88-2.80 (m, 1H), 2.80-2.72 (m, 2H),
247 (q, 2H, J = 7.2 Hz), 2.34-2.32 (m, 2H),
2.02-2.01 (m, 1H), 1.05 (d, 3H, J = 5.2 Hz),
0.98 (t, 3H, J = 7.2 Hz), 0.77-0 74 (m, 4H).

(m, 2H), 3.70-3.69 (m, 2H), 3.51-3.45 (m,

265

= — ;
[}N IL p)_f‘u>_N,L/ _/

473

[F-NMR (400 MHz, 6d-DMS0) 6 ppm 8.05 (d,

1H,J = 1.2 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.63
(d, 2H, J = 8.8 Hz), 6.94 (d, 2H, J = 8.8 Hz),
6.93 (s, 1H), 5.04 (d, 1H, J = 6.0 Hz), 3.91-

3.90 (m, 2H), 3.70-3.69 (m, 2H), 3.49-3.45 (m,

6H), 2.88-2.76 (m, 3H), 2.49-2.47 (m, 2H),
2.33-2.28 (m, 2H), 2.01-1.99 (m, 1H), 1.05 (d,
3H, J = 4.8 Hz), 0.98 (t, 3H, J = 7.2 Hz), 0.77-
0.73 (m, 4H).

266

473

[F-NMR (400 MHz, 6d-DMS0) 6 ppm 8.47 (d,
IH,J =16 Hz), 8.27 (d, 1H,J = 1.2 Hz), 7.94-
7.90 (m, 2H), 7.67 (d, 1H, J = 6.8 Hz), 7.18 (d,
IH,J =16 Hz), 598 (d, 1H, J = 5.2 Hz), 3.97-
3.94 (m, 2H), 3.73-3.60 (m, 2H). 3.60-3.55 (m,

2H). 3.54-3.49 (m, 2H), 3.34-3.28 (m, 2H),

3.01-2.90 (m, 2H), 2.88-2.81 (m, 2H), 2.06-
2.00 (m, 2H), 1.99-
7H), 0.79-0.73 (m, 4H).

1.91 (m, 2H), 1.23-1.15 (m,
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473

1H NMR (400 MHz, 6d DMSO) 5 ppm 6.97 (s,
iH), 8.27 (s, 1H), 8.1 (dd, 1H, J=8.0, 2.0
Hz), 7.91 (d, 1H, J =5.6 Hz), 7.29.(d, 1H, J =
8.0 Hz), 7.14 (d, 1H, J = 1.6 Hz), 5.98 (d, 1H,
J = 5.6 Hz), 3.92-3.91 (m, 2H), 3.69-3.68 (m,
2H), 3.60-3.50 (m, 2H), 3.50-3.40 (m, 2H),
2.97-2.81 (m, 2H), 2.75-2.61 (m, 2H), 2.33-
2.08 (m, 2H), 2.06-2.02 (m, 1H), 1.90-1.80 (m,
2H), 1.79-1.61 (m, 2H), 1.08-1.00 (m, 6H),
0.77-0.74 (m, 4H).

268

474

TH-NMR (400 MHz, CDCI3) 6 ppm 7.86 (d,
1H, J = 1.6 Hz), 7.82 (d, 1H, J = 5.2 Hz), 7.56
(d,2H, J =88 Hz), 695 (d, 2H, J = 8.8 Hz),
6.65(d, 1H, J=1.6Hz), 582 (d, 1H, J=52
Hz), 4.38 (5 53, 1H,J = 3.6 Hz), 3.99-3.90
(m, 2H), 3.90-3.75 (m, 2H), 3.60-3.50 (m, 2H),
3.50-3.40 (m, 2H), 2.83-2.72 (m, 2H), 2.50 (q,
2H, J =72 Hz), 2.46-2.34 (m, 2H), 212205
(m, 2H), 1.94-1.87 (m, 2H), 1.79-1.74 (m, 1H),
114 (t, 3H, J = 7.2 Hz), 1.06-1.01 (m, 2H),
0.84-0.78 (m, 2H).

269

474

1H-NMR (400 MHz, CDCI3) 3 ppm 7.87 (d,
IH,J =2.0Hz), 7.83 (d, 1H, J = 5.2 Hz), 7.56
(d, 2H, J=88Hz), 698 (d, 2H, J =88 Hz),
6.65(d, 1H, J=20Hz), 583 (d. 1H, J=52
Hz), 4.46 (7 3, 1H, J = 4.4 Hz), 3.97-3.90
(m, 2H), 3.90-3.85 (m, 2H), 3.60-3.50 (m, ZH),
3.50-3.38 (m, 2H), 2.88-2.78 (m, TH), 2.52 (q,
2H,J = 7.2 Hz), 2.22-2.08 (m, 4H), 1.89-1.82
(m, 1H), 1.81-175 (m, 1H), 1.71-1.64 (m, 1H),
1.55-1.43 (m, 1H), 1.12 (t, 3H, J=7.2 Hz),
1.07-1.01 (m_2H), 0.85-0.78 (m, 2H).

270

Yo

474

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.29 (s,
iH), 8.10 (d, 1H, J = 1.6 Hz), 7.89 (d, 1H, J =
5.6 Hz), 7.73 (d, 2H, J = 8.8 Hz), 6.98 (d, 1H,
J =16Hz), 695 (d, 2H, J = 8.8 Hz), 5.97 (d,
1H,J = 5.6 Hz), 3.92-3.80 (m, 4H), 3.71-3.70
(m, 2H), 3.54-3.50 (m, 2H), 3.48-3.43 (m, 2H),
2.76-2.73 (m, 1H), 2.70-2.65 (m, 1H), 2.65-
2.62 (m, 2H), 2.60 (q, 2H, J = 7.2 Hz), 2.51-
249 (m. 1H), 2.02-2.00 (m, 1H), 1.89-1.05 (m,
1H), 1.59-1.56 (m, 1H), 1.06 (t, 3H, J = 7.2
Hz), 0.78-0.74 (m, 4H).
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474

TH-NMR (400 MHz, MeOD) & ppm 7.98 (d,
1H, J =16 Hz), 7.84 (d, 1H, J=5.2 Hz), 7.77
(d, 2H. J = 8.4 Hz), 7.56 (d, 2H, J = 8.4 Hz),
6.94 (d, 1H, J= 1.6 Hz), 6.00 (d, 1H, J =5.2
Hz), 4.04-3.98 (m, 2H), 3.85-3.78 (m, 2H),
3.80-3.75 (m, 1H), 3.72-3.65 (m, 2H), 3.65-
3.58 (m, 2H), 3.55-3.40 (m, 4H), 2.62-2.47 (m,
1H), 2.40-2 26 (m, 1H), 2.06-1.94 (m, 1H),
1.45-1.35 (m, 6H), 0.95-0.83 (m, 4H).

272

474

1H-NMR (400 MHz, 6d-DMS0) 6 ppm 8.20 (s,
1H), 8.05 (d, 1H, J = 1.6 Hz), 7.86 (d, 1H, J =
4.8Hz), 7.64 (d, 2H, J = 8.4 Hz), 6.95 (d, 2H,
J=8.4Hz), 691 (d, 1H, J = 1.6 Hz), 5.94 (d,
1H, J=52Hz), 394 (t, 4H, J =7 6 Hz), 3 45
3.38 (m, 10H), 3.17-3.15 (m, 6H), 2.38 (g, 2H,
J=72Hz), 217 (5 =2, 2H, J =7 6 Hz), 1.04
(t.3H, J =72 Hz).

273

1H-NMR (400 MHz, DMSO-d6) & ppm 8.11 (d,
1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.2 Hz), 7.75-
7.73 (m, 2H), 6.99-6.96 (m, 3H), 5.97 (d, 1H, J
=556 Hz),4.11 (d, TH, J = 5.6 Hz), 3.92 (br. 5.,
2H), 3.70 (br. s., 3H). 3.52-3.45 (m, 4H), 2.95
(br. s., 4H), 274 (t, 2H, J = 5.6 Hz), 2.61 (br.
s., 4H), 2.06-1.99 (m, 1H), 0.78-0.75 (m, 4H).

274

475

1H-NMR (400 MHz, DMSO-d6) 5 ppm &.06 (d,
1H,J=16Hz), ?a?m 1H, J=4 8 Hz), 7.65
(d. 2H. J = 8.8 Hz), 6.95 (d, 2H, J = 8.8 Hz),
£.94 (s, 1H), 596 (d, 1H, J = 5.6 Hz), 4.44 (t,
1H, J = 5.2 Hz), 3.93-3.91 (m, 2H), 3.71-3.69
(m, 2H), 3.56.3.45 (m. 6H), 3.15 (t, 4H, J = 4.4
Hz), 2.56 (1, 4H, J = 4.4 Hz), 2.44 (t, 2H, J =
6.4 Hz), 2.04-2.00 (m, 1H), 0.78-0.72 (m, 4H).

275

475

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.12 (s,
1H), 7.88 (d, 1H,J=56Hz), 7.71(d, 2H,J =
8.0Hz), 7.24 (d, 2H, J = 8.0 Hz), 6.98 (s, 1H),
6.59(t 1H,J=16Hz), 597 (d, 1H, J=56
Hz), 3.54-3 48 (m, 4H), 3. 45-3.40 (m, 4H),
3.09-3.05 (m, 2H), 2.89-2. 85 (m, 2H), 2.73-
268 (m, 1H), 245-2. 40 (m, 1H), 2.23-2 17 (m,
2H), 1.78-1.72 (m, 2H), 1.63-1.57 (m, 2H) ,
103 (t, 3H,J=72Hz),0983(d, 6H,J=7.2
Hz).

T=

LCMS
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TH-NMR (400 MHz, 6d-DMS0) & ppm 8.13 (d,
IH, J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J = 8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz),
6.99 (d, 1H,J = 1.6 Hz), 6.60 (t, 1H, =56
Hz), 5.98 (d, 1H, J = 5.6 Hz), 3.53-3.51 (m,
4H), 3.44-3.43 (m, 4H), 3.10-3.05 (m, 2H),
2.82-2.75 (m, 2H), 2.74-2.64 (m, 2H), 2.18-
215 (m, 2H), 1.83-1.81 (m, TH), 1.72-1 71 (m,
1H), 1.56-1.50 (m, 1H), 1.50-1.45 (m, 1H),
1.04 (t, 3H, J = 7.2 Hz), 0.99-0.97 (m, 6H).

277

475

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.14 (g,
{H,J =16 Hz), 7.89 (d, 1H, J = 5.2 Hz), 7.72
(d, 2H, J = 8.4 Hz), 7.27 (d, 2H, J = 8.4 Hz),
6.99 (d, 1H, J= 1.2 Hz), 6.62 (t, 1H, J=5.2
Hz), 5.99 (d, 1H, J = 5.6 Hz), 3.52-3.51 (m,
4H), 3.44-3.43 (m, 4H), 3.10-3.05 (m, 2H),
2322 (m 2H), 2.73-2.67 (m, 2H), 2.19-
6( 2H), 1.83-1.81 (m, 1H), 1.75-1.72 (m
) 150 (m, 1H), 1.49-1.44 (m, 1H),
q H, J = 7.2 Hz), 0.99-0.97 (m, 6H).

278

476

IH NMR (400 MHz, DMSO-db) & ppm 8.17 (5.
1H), 7.89 (d, 1H, J=4.8 Hz), 7.75 (d, 2H, J =
7.6 Hz), 7.32 (d, 2H, J = 7.2 Hz), 7.04 (s, 1H),
5.96 (d, 1H, J = 4.8 Hz), 4 78-4.62 (m. 1H),
3.92 (br. s., 2H), 3.70 (br. s., 2H). 3.54 (br. 5.,
2H), 3.47 (br_s., 2H), 2.89-2 87 (m, 1H), 2 66-
2.64 (m, 1H), 2.45-2.42 (m, 2H), 2.00-1.92 (m
3H), 1.78-1.65 (m, 2H), 1.22 (s, 1H), 1.03 (t,
3H, J = 6.4 Hz), 0.76-0.74 (m, 4H).

279

478

TH-NMR (400 MHz. 6d-DMSO) 6 ppm &.17 (s,
1H),7.89 (d, 1H, J=4.8 Hz), 7.75 (d, 2H, J =
7.6 Hz), 7.32 (d, 2H, J = 7.2 Hz), 7.04 (d, 1H,
J=16Hz). 5.96 (d, 1H, J = 4.8 Hz), 4.80-4.62
(m, 1H), 3.92 (br. s., 2H), 3.70 (br. s., 2H),
354 (br.s., 2H), 347 (br. s, 2H), 2 892 87
(m, 1H), 2.70-2.60 (m, 1H), 2.45-2.42 (m, 2H),
2.03-1.94 (m, 3H), 1.81-1.68 (m, 2H), 1.28 (s,
1H), 1.03 (t, 3H, J = 7.2 Hz), 0.77-0.74 (m,
4H).

- 154 -

SES061 10-2426043



[0212]

TE

LCMS
(M+1)

NMR

280

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.17 (s
1H), 7.89 (d, 1H, J = 4.8 Hz), 7.75 (d, 2H, J =
7.6 Hz), 7.32 (d, 2H, J = 7.2 Hz), 7.04 (d, 1H,
J=1.6Hz), 5.96 (d, 1H, J = 4.8 Hz), 4.80-4.62
(m, TH), 3.92 (s, 2H), 3.70 (s, 2H), 3.54 (s,
2H), 3.47 (s, 2H), 2.89-2.87 (m, 1H), 2.70-2.60
(m, 1H), 2.45-2.42 (m, 2H), 2.03-1.94 (m, 3H),
1.81-1.68 (m, 2H), 1.28 (s, 1H), 1.03 (t, 3H, J
=7.2 Hz), 0.77-0.74 (m, 4H).

1H-NMR (400 MHz, 6d-DMSQ) & ppm 8.15 (s
1H}, 7.90 (d, 1H, J=5.2 Hz), 7.73 (d, 2H, J =
8.0Hz), 7.26 (d, 2H, J = 8.0 Hz), 7.04 (s, 1H),
599 (d, 1H, J =52 Hz), 5.05-4 88 (m, 1H),
3.92-3.89 (m, 2H), 3.74-3.73 (m, 2H), 3.58-
348 (m, 6H), 3.00-2.97 (m, 2H), 2.35 (q, 2H, J
= 6.8 Hz), 2.22-2.20 (m, 1H), 1.99-1.96 (m,
2H), 1.74-1.65 (m, 4H), 1.03 (t, 3H, J=6.8
Hz).

282

476

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.17 (d,
1H,J =12 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.77
(d, 2H, J = 8.4 Hz), 7.31 (d, 2H, J = 8.4 Hz),
7.04 (s, 1H), 5.96 (d, TH, J = 5.2 Hz), 5.26-
5.00 (m, 1H), 4.00-3.86 (m, 2H), 3.76-3.64 (m,
2H), 3.54-3.50 (m, 2H), 3.45-3.40 (m, 2H),
3.32-3.26 (m, 2H), 3.16-3.00 (m, 1H), 2.86-
2.70 (m, 1H), 2.46-2.36 (m, 1H), 2.34-2.26 (m,
1H), 2.06-1.96 (m, 1H), 1.10-1.00 (m, H),
0.80-0.70 (m, 4H)

283

476

TH-NMR ({400 MHz, 6d DMSO) 6 ppm 8.25 (s,
1H), 7.90 (d, 1H, J = 5.6 Hz), 7.71-7.62 (m,
2H), 7.49-7.40 (m, TH), 7.11 (m, 1H), 5.97 (d,
1H, J = 5.6 Hz), 3.98-3.88 (m, 2H), 3.76-3.66
(m, 2H), 3.55-3.50 (m, 2H), 3.50-3.45 (m, 2H),
3.43-3.33 (m, 2H), 3.32-3.28 (m, 1H), 3.00-
2,67 (m, 3H), 2.30-2.23 (m, 1H), 2.06-1.98 (m,
1H), 1.96-1.90 (m, 1H), 1.21-1.10 (m, 8H),
0.80-0.74 (m, 4H)

284

476

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 523 (d,
1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.68-
7.64 (m, 1H), 7.61 (d, 1H, J = B.0 Hz), 741 (t,
{H, J = 8.0 Hz), 7.10 (d, 1H, J = 1.6 Hz), 5.96
(d, 1H, J = 5.6 Hz), 3.953.91 (m, 2H), 3.73-
3.65 (m, 2H), 3.60-3.50 (m, 2H), 3.49-3.41 (m,
2H), 3.32-3.27 (m. 1H), 3.10-2.92 (m, TH),
282274 (m, 2H), 2.64-2 57 (m, 1H), 2.28-
2.19 (m, 1H), 2.04-1.98 (m, 1H), 1.86-1.78 (m,
1H), 1.12-1.04 (m, 6H), 0.79-0.74 (m, 4H)
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476

TH-NMR (400 MHz, 6d-DMSO) & ppm 8.28-
B.27 (m, 2H), 8.14 (d, 1H, J = 1.6 Hz), 7.89 (d,
IH,J=56Hz), 773 (d, 2H, J=8.0Hz),7.25
(d, 2H, J = 8.0 Hz), 6.99 (d. 1H, J = 1.6 Hz),
5.97 (d, 1H, J = 5.6 Hz), 4.90-4.70 (m, 1H),
370.3.52 (m, 4H), 3.50-3.35 (m, 4H), 3.10-
290 (m, 2H), 2.44 (g, 2H,. J = 7.2 Hz), 2.15-
2.00 (m, 2H), 1.82-1.70 (m, 4H), 1.70-1.60 (m,
1H), 1.30-1.12 (m, 6H), 1.04 (t, 3H, J =72
Hz).

286

N~

-0~

476

TH-NMR (400 MHz, 6d-DMS0) 8 ppm 8.12 (s,

1H), 7.87 (d, 1H, J = 5.6 Hz), 7.69 (d, 2H, J =
8.0 Hz), 7.25 (d, 2H, J = 8.0 Hz), 6.91 (s, 1H),
5.94 (d, 1H, J = 5.6 Hz), 4.31-4.30 (m. 1H),
4.00-4.07 (m, 2H), 3.89-3 85 (m, 2H), 3.85-
3.83 (m, 1H), 3.22-3.21 (m, 2H), 3.03-3.00 (m,
1H), 3.00-2.97 (m, 2H), 3.50-2.45 (m, 1H),
235 (q, 2H, J = 7.2 Hz), 1.99-1.94 (m, 2H),
1.73-1.68 (m, 2H), 1.66-1.63 (m, 2H), 1.29-
127(d,3H,J=64Hz), 120 (t 3H, J=72
Hz), 1.02 (t, 3H, J = 7.2 Hz).

287

jy\’fo
®
C-0-Q
)i

476

TH-NMR (400 MHz, 6d-DMSO) 5 ppm 8.13 (d,

1H, J = 1.6 Hz), 7.90 (d, 1H, J =5.6 Hz), 7.75
(d,’2H. J = 8.4 Hz), 7.26 (d, 2H, J = 8.4 Hz),
6.97 (d, 1H, J = 1.6 Hz), 5.96 (d, 1H, J = 5.6
Hz), 4.08 (g, 2H, J = 7.2 Hz), 3.60-3.59 (m,
4H), 3.46-3.43 (m, 4H), 2.80-2.75 (m, 2H),
2.72-2.67 (m, 2H). 2.18-2.08 (m, 2H), 1.82-
178 (m, 1H), 1.73-1 68 (m, 1H), 1.58-1.51 (m,
1H), 1.47-1.40 (m, 1H), 1.21 (t, 3H, J =72
Hz), 1.11-1.10 (m, 6H).

288

E.G

.

FTN
z =z
O

7

=
%
e
e

476

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.15 (d,

1H,J =16 Hz), 7.90 (d, 1H, J =56 Hz), 7.75
(d, 2H, J = 8.4 Hz), 7.26 (d, 2H, J = 8.4 Hz),
6.97 (d, 1H, J = 1.6 Hz), 5.96 (d, 1H, J=5.6
Hz), 4.08 (g, 2H, J = 7.2 Hz), 3.60-3.58 (m,
4H), 3.46-3.43 (m. 4H). 2.80-2.75 (m, 2H),
272-287 (m, 2H), 2.18-2.08 (m, 2H), 1.82-
1.78 (m, 1H), 1.72-1.68 (m, 1H), 1.58-1.51 (m,
1H), 1.47-1.40 (m, 1H), 1.21 (t, 3H, J=7.2
Hz), 1.15-1.00 {m, 6H).

T=

LCMS
(M+1)

NMR

289

o
0
CI-O-0

476

TH-NMR (400 MHz, 63-DMS0) & ppm 8.06 (d,
1H, J = 1.6 Hz), 7.86 (d, 1H, J = 4.8 Hz), 7.65
(d,2H,J = 8.8 Hz), 6.94 (d, 2H, J = 8.8 Hz),
6.91(d, 1H,J = 1.6 Hz), 6.60 (t, 1H,J =56
Hz), 5.96 (d, H, J = 5.6 Hz), 3.52-3.51 (m,
4H), 3.43-3.41 (m, 4H), 3.15-3.14 (m, 4H),
3.10-3.07 (m, 2H), 2.68-2.66 (m, 1H), 2.59-
2,58 (m, 4H), 1.03 (t, 3H, J = 7.2 Hz), 1.00 (d,
2H, J = 6.8 Hz).

290

476

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.44 (d,
1H,J=20Hz), 8.23 (d, 1H, J= 1.2 Hz), 7.90
(d, 1H,J =56 Hz), 7.84 (d, 1H, J = 8.4 Hz),
7.67 (dd, 1H,J=84,20Hz), 7.13(d, 1H,J =
1.2 Hz), 6.60 (t, TH, J = 5.6 Hz), 5.98 (d, 1H, J
= 5.6 Hz), 3.53-3.50 (m, 4H), 3.45-3.42 (m,
4H), 3.33-3.31 (m, 1H), 3.11-3.04 (m, 2H),
2.90-2.87 (m, 2H), 2.73-2.69 (m, TH), 2.24-
2.19 (m, 2H), 1.78-1.75 (m, 2H), 1.70-1.63 (m,
2H), 1.03 (t, 3H, J=7.2 Hz), 0.98 (d, 6H, J =
6.8 Hz).

291

477

TH-NMR (400 MHz, 6d-DMSO) & ppm 8.06 (d,
1H, J = 1.6 Hz), 7.87 (d, 1H, J = 5.6 Hz), 7.65
(d, 2H, J = 8.4 Hz), 6.95 (d, 2H, J = 8.4 Hz),
6.94 (d, 1H,J = 1.6 Hz), 5.97 (d, 1H, J = 5.6
Hz), 5.05-4.80 (m, 1H), 4.00-3.80 (m, 2H),
3.78-3.65 (m, 2H), 3.60-3.50 (m, 1H), 3.49-
3.35 (m, 3H), 3.30-3.21 (m, 4H), 3.20-3.05 (m,
4H), 2.36 (q, 2H, J = 7.2 Hz), 2.30-2.10 (m,
1H), 1.60-1.40 (m, 1H), 1.10-1.00 (m, 1H),
1.03(t, 3H,J=7.2 Hz).

292

478

TH-NMR (400 MHz, 6d-DMS0) & ppm .06 (d,
1H,J =1.2Hz), 7.87 (d, 1H, J =5.2 Hz), 7.65
(d, 2H, J = 8.4 Hz), 6.95(d, 2H, J = 8.4 Hz),
.05-6.93 (m, 1H), 5.96 (d, 1H, J = 5.2 Hz),
4.95-4.70 (m, 1H), 4.00-3.85 (m, 2H), 3.70-
3.65 (m, 2H), 3.60-3.40 (m, 4H), 3.30-3.25 (m,
4H), 3.18-3.10 (m, 4H), 2.70-2.60 (m, 1H),
2.36 (g, 2H, J = 7.2 Hz), 1.50-1.30 (m, 1H),
1.25-1.10 (m, 1H), 1.03 (t, 3H, J = 7.2 Hz).
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477

TH-NMR (400 MHz, 6d-DMSQ) b ppm 8.08 (d,
1H,J=16Hz), 7.87 (d, 1H, J = 5.6 Hz), 7.65
(d, 2H, J = 8.4 Hz), .95 (d, 2H, J = 8.4 Hz),
6.94 (d, 1H, J = 1.6 Hz), 5.97 (d, 1H, J = 5.6
Hz), 5.04-4 80 (m. 1H), 4.00-3.60 (m, 4H),
3.56-3.35 (m, 4H), 3.30-3.25 (m, 4H), 3.18-
310 (m, 4H), 2.37 (q, 2H, J = 7.2 Hz), 2.23-
2.17 (m, 1H), 1.60-1.50 {m, 1H), 1.10-1.00 (m,
1H), 1.03 (t, 3H, J = 7.2 Hz).

294

477

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.06 (d,
{H,J = 2.0 Hz), 7.87 (d, 1H, J = 5.6 Hz), 7.65
(d, 2H, J = B4 Hz), 6.96(s, 1H), 6.94 (d, 2H, J
= 8.4 Hz), 5.97 (d, 1H, J = 5.6 Hz), 4.00-3.70
(m, 4H), 3.60-3.45 (m, 4H), 3.30-3.25 (m_ 4H),
3.18-3.10 (m, 4H), 2.37 (q, 2H, J = 7.2 Hz),
1.32-1.22 (m, 4H), 1.04 (t, 3H, J = 7.2 Hz)

295

477

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.15 (s,
1H), 8.06 (d, 1H, J = 1.6 Hz), 7.86 (d, 1H, J =
5.6 Hz), 7.65 (d, 2H, J = 8.4 Hz), 6.95 (d, 2H,
J=8.4Hz), 6.91 (d, 1H, J = 1.6 Hz), 5.96 (d,
IH,J =56 Hz), 4.08 (q, 2H, J = 7.2 Hz), 3.80-
3.70 (m, 8H), 3.25-3.05 (m, 4H), 2.85-2.75 (m,
1H), 2.72-2.60 (m, 4H), 1.21 (t, 3H, J= 7.2
Hz), 1.05 (d, 6H, J = 6.4 Hz).

296

481

1H-NMR (500 MHz, COCI3) & ppm 7.88 (s,
iH), 7.83 (d, 1H, J = 5.5 Hz), 7.56 (d, 2H, J =
8.5 Hz), 6.97 (d, 2H, J = 8.5 Hz), 6.63 (s, 1H),
5.83 (d, 1H, J = 5.0 Hz), 3.90-3.88 (m, 2H),
3.66-3.64 (m, 2H), 3.48-3.44 (m, 4H), 3.23-
3.21 (m, 4H), 3.15-3.13 (m, 1H), 3.11-3.08 (m,
4H), 3.02-2.92 (m, 2H), 2.82-2.73 (m, 2H).

297

481

TH-NMR (500 MHz, CDCI3) 6 ppm 7.88 (d,
IH,J = 1.5 Hz), 7.84 (d, 1H, J = 5.5 Hz), 7.57
(d, 2H, J = 9.0 Hz), 6.96 (d, 2H, J = 9.0 Hz),
6.66 (d, 1H, J = 1.5 Hz), 6.14 (td, 1H, J = 56.0,
4.5 Hz), 5.84 (d, 1H, J = 5.5 Hz), 4.00-3.84 (m,
5H), 3.60-3.44 (m, 4H), 3.43-3.34 (m, 2H),
3.32:3.24 (m, 1H), 3.19-3.09 (m, 2H), 3.01-
203 (m, 1H), 1.83-175 (m, 1H), 1.08-1.02 (m,
2H), 0.86-0.79 (m, 2H)

T

LCMsS
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483

TH-NMR (400 MHz, 60-DMS0) 6 ppm 8.15 (d,

IH, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J=8.4 Hz), 7.29 (d, 2H, J = 5.4 Hz),
7.03(d, 1H,J = 1.6 Hz), 5.98 (d, 1H,J = 5.6
Hz), 4.00-3.90 (m, 2H), 3.75-3.65 (m, 2H),
3.60-3 55 (m, 2H), 3.54-3.50 (m, 2H), 3.30-

3.20 (m, 1H), 3.05-2.97 (m, 1H), 2.95-2.90 (m,

1H), 2.80-2.60 (m, 2H), 2 45235 (m, 2H),
2.25.2.15 (m, 1H), 2.13-2.05 (m, 1H), 1.80-

1.70 (m, 1H), 1.50-1.40 (m, 1H), 1.38-1.30 (m,

1H), 1.10-1.00 (m, 6H).

299

483

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.16 (d,

1H, J =16 Hz), 7.91(d, 1H, J = 5.6 Hz), 7.73
(d, 2H, J = 8.4 Hz), 7.30 (d, 2H, J = 8.4 Hz),
70 (d, 1H, J = 1.6 Hz), 5.99 (d, 1H, J = 5.6
Hz), 3.96-3.94 (m, 2H), 3.71-3.70 (m, 2H),
58-3.55 (m, 2H), 3.49-3.47 (m, 2H), 3.29-
2

H

), 2.73-2.60 (m, 2H), 2.50-2.49 (m, 2H),
45339 (m, 1H), 2.24-2.19 (m, 1H), 2.18-
08

3.
-3,
(

U'ICD

3.
3
1
2
#

(
1H), 1.36-1.33 (m, 1H), 1.06(t 3H, J=64
Hz)

m, 1H), 3.02-2.96 (m, 1H), 2.95-2.90 (m,

m, TH), 1.79-1.74 (m, 1H), 1.49-1.46 (m,

300

484

TH-NMR (300 MHz, 6d-OMS0) & ppm 8.20 (d,

1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.81
(d, 2H, J=84 Hz), 7.38 (d, 2H, J = 8.4 Hz),
7.03(d, 1H,J = 1.6 Hz), 5.96 (d, 1H, J = 5.6
Hz), 4.22 (t, 2H, J = 8.8 Hz), 4.11-4.08 (m,
2H), 3.80-3.73 (m, 4H), 3.55-3.30 (s, OH),
3.25-3.20 (m, 2H), 3.10-3.04 (m, 1H), 2.40-

242 (m, 1H), 2.10-2.00 (br., TH), 1.27 (t, 3H, J

=7.2Hz)

484

TH-NMR (400 MHz, 6d-DMS0)  ppm 8.08 (d,

1M, J=1.2Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.67

(d, 2H, J = 8.4 Hz). 6.99-6.95 (m, 3H), 5.99 (d,

1H, J = 5.6 Hz), 3.96-3.88 (m, 2H), 3.75-3.66

(m, 1H), 3.653.52 (m, 2H), 3 50-3 45 (m, 1H),

3.41-3.36 (m, 1H), 3.23-3.07 (m, 4H), 2.68-
2.62 (m, 2H), 2.58-2.54(m H—i) 222215 (m
1H), 1.54-1.50 (m, 1H), 1.39-1.34 (m, 1H),

1.26-1.22 (m, 1H), 1. |21 1 (m, 3H).
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484

1H-NMR (400 MHz, 6d-DMS0) 6 ppm 8.09 (s,
1H), 7.88 (d, 1H, J = 5.2 Hz), 7.68 (d, 2H, J =
8.4 Hz), 6.98 (d, 2H, J = 8.4 Hz), 6.97 (s, 1H),
5.98 (d, 1H, J = 5.2 Hz), 4.00-3.91 (m, 2H),
3.75-3.66 (m, 2H), 3.61-3.51 (m, 3H), 3.50-
3.43 (m, 2H), 3.21-3.08 (m, 4H), 2.96-2.91 (m,
1H), 2.13-2.08 (m, 1H), 1.50-1.44 (m, 1H),
1.38-1.32 (m, 1H), 1.27-1.21 (m, 1H), 1.17-
1.02 (m, 3H).

303

484

1H-NMR (400 MHz, 6d-DMS0) 6 ppm 813 (d,
1H, J = 1.2 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.70
(d,2H,J=84 Hz) 7.28 (d, 2H, J = 8.4 Hz),
6.97(d, 1H,J=12Hz), 594 (d, 1H,J =56
Hz), 4.21 (t. 2H, J = 8.4 Hz), 4.08 (dd, 2H, J =
7.2, 6.0 Hz), 3.78-3.71 (m, 1H), 3.46-3.45(m,
8H), 3.37-3.24 (m, 2H), 2.91 (1, 1H, J=8.4
Hz), 2.71-2.59 (m, 2H), 2.49-2.40 (m, 2H),
2.27-2.18 (m, 1H), 1.79-1.71 (m, 1H), 1.05 (t,
3H,J=7.2 Hz).

304

484

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.13 (d,
1H, J = 1.2 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.71
(d, 2H, J = 8.4 Hz), 7.28 (d, 2H, J = 8.4 Hz),
6.98 (d, 1H, J = 1.2 Hz), 5.94 (d, 1H, J = 5.6
Hz), 421 (t. 2H, J =84 Hz), 408 (dd, 2H, J =
7.2, 6.0 Hz), 3.76-3.71 (m, 1H), 3.46-3.45(m,
BH), 3.32.3.26 (m, 2H), 2.96 (t, 1H, J=8.4
Hz), 2.75-2.64 (m, 2H), 2.50-2.44 (m, 2H),
2.28-2.19 {m, 1H), 1.81-1.72 (m, 1H). 1.06 (t,
3H, J = 7.2 Hz).

308

484

1H-NMR (400 MHz, 6d-DMS0) 6 ppm 8.14 (d,
1H, J = 1.2 Hz), 7.80 (d, 1H, J = 5.2 Hz), 7.71
(d, 2H, J = 8.4 Hz), 7.25 (d, 2H, J = 8.4 Hz),
7.01(d, 1H,J=12Hz), 596 (d, 1H,J =52
Hz), 3.92-3.91 (m, 2H), 3.70-3.69 (m, 2H),
3.53-3.50 (m, 2H), 3.49-3 45 (m, 2H). 3.35-
3.30 (m, 1H), 2.80-2.78 (m, 2H), 2.69-2.66 (m,
2H), 2.06-1.95 (m, 3H), 1.79-1.68 (m, 6H),
1.62-1.58 (m, 2H), 1.58-1.55 (m, 1H), 0.77-
0.74 (m, 4H).

s

LCMS
(M+1)

NMR

306

485

1H NMR (400 MHz, DMSO-dB) 6 8.08 (d, J =
1.7 Hz, 1H), 7.74 - 7.62 (m, 3H), 7.32 - 7.18
(m, 3H), 5.60 (d, J = 5.9 Hz, 1H), 4.83 (s, 1H),

4.40 (s, 1H), 4.22 (d. J = 11.6 Hz, 2H), 3.98 (d,

J=11.5Hz 1H), 2.85 (d, J = 11.3 Hz, 1H),
287 (d, J=10.9 Hz, 2H), 269 (q, J = 7.2 Hz,
2H), 2.48 —2.38 (m, 1H), 2.20 (t, J = 11.3 Hz,
2H), 1.74 (q,J = 7.1, 4.5 Hz, 3H), 1.69—1.48
(m, 3H), 0.98 (d, J = 6.6 Hz, 6H), 0.91 — 0.72
(m, 2H), 0.71 (s, 1H), 0.51 (s, 1H).

307

485

TH-NNR (400 MHz, 60-DMS0) © ppm 8.30
(br.s., 1H), B.06 (s, 1H), 7.87 (d, 1H, J =52
Hz), 7.64 (d, 2H, J = 8.0 Hz), 6.95 (d, 2H, J =
8.0 Hz), 6.93 (s, 1H), 5.96 (d. 1H, J = 5.2 Hz),
3.95.3.90 (br., 2H), 3.71-3.45 (m, 8H), 2.79-
2.66 (m, 2H), 2.38-2.33 (m, 1H), 2.27-2.20 (m.
1H), 2.03-1.92 (m, 2H), 1.74-1.45 (m, 4H),
1.31-1.08 (m, 4H), 0.77-0.74 (m, 4H).

308

TH-NMR (400 MHz, 6d-DMS0) 5 ppm B.17 (s,

1H), 8.02 (d, TH, J = 1.6 Hz), 7.86 (d, 1H, J =
5.6 Hz), 7.62 (d, 2H, J =8.8 Hz), 6.00 (d, 1H,
J=1.6Hz), .45 (d. 2H, J = 8.8 Hz), 5.96 (d,
1H.J =56 Hz), 3.96-3.89 (m, 6H), 3.72-3.68
(m, 2H), 3.45-3.45 (m, 9H), 2.04-2.00 (m, 1H),
0.91 (d, 6H, J = 6.0 Hz), 0.78-0.74 (m, 4H)

309

486

TH-NMR (400 MHz, 6d-DMSQ) @ ppm 8.11 (d,

1H,J = 1.6 Hz), 7.88 (d, 1H, J = 5.2 Hz), 7.73
(d, 2H, J = 8.4 Hz), 6.99 (d, 2H, J = 8.4 Hz),
.94 (d, 1H, J = 1.6 Hz), 5.96 (d, 1H, J=56
Hz), 4.45-4.41 (m, 1H), 422 (d, 2H, J = 8.4
Hz), 4.09 (dd, 2H, J = 8.4, 6.4 Hz), 3 80-3.72
(m, 1H), 3.47-3.45 (m, 8H), 3.21-3.18 (m, 1H),
2.92.2 86 (m, 1H), 2.82-2 67 (m, 2H), 2.01-
1.96 (m, 1H), 1.80-1.72 (m, 1H). 1.68-1.60 (m,
1H), 1.57-1.43 (m, 2H).

310

486

TH-NMR (400 MHz, DMS0-d6) & ppm 8.16 (5,
1H), 7.90 (d, 2H, J = 5.2 Hz), 7.73 (d, 2H, J =
8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz), 7.03 (s, 1H).
597 (d, 1H, J=56 Hz ), 4.55 (1, 2H, J = 6.4
Hz), 445 (t, 2H, J = 6.4 Hz), 3.93 (brs.. 2H),
3.71 (br. s., 2H), 3.54-3.47 (m, 4H), 3.42-3.35
(m, 2H), 2.82-2 79 (m, 2H), 2.06-2.00 (m, 1H),
1.86-1.64 (m, 6H), 0.78-0.75 (m, 4H).
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31

486

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.14 (d,
1H,J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J = 8.4 Hz), 7.28 (d, 2H, J = 8.4 Hz),
7.01 (d, TH, J = 1.6 Hz), 5.97 (d, 1H, J = 5.6
Hz), 3.73-3.71 (m, 2H), 3.64-3 62 (m, 2H),
3.48-3.46 (m, 4H), 3.30-3.25 (m, 1H), 2.96-
2.92 (m, 1H), 2.73-2.65 {m, 2H), 2.46-2.42 (m,
1H), 2.25-2.19 (m, 1H), 2.09 (s, 3H), 2.03-1.92
(m, 1H), 1.80-1.72 (m, 1H), 1.49-1.46 (m, 2H),
1.34-1.31 (m, 2H), 1.06 (t, 3H, J = 7.2 Hz).

312

486

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.14 (4,
IH,J=12Hz), 789 (d, 1H, J= 5.6 Hz), 7.71
(d, 2H, J = 8.4 Hz), 7.27 (d, 2H, J = 8.4 Hz),
6.99(d, 1H, J = 1.2 Hz), 5.96 (d, 1H, J=5.6
Hz), 3.65-3.66 (m, 2H), 3.55-3.52 (m, 2H),
3.46-3.43 (m, 4H), 3.42-3.39 (m, 1H), 2.85-
275 (m, 2H), 2.73-2 65 (m, 2H), 2.22-2 17 (m,
2H), 2.16-2.09 (m, 4H). 1.95-1.87 (m, 1H),
1.85-1.78 (m, 1H), 1.77-1.69 (m, 2H), 1.60-
1.50 (m, 1H), 1.50-1.39 (m, 1H), 0.95.0.98 (m,
6H).

313

486

1H-NMR (400 MHz, 6d-DMSQ) 6 ppm 8.13 (d,
1H, J = 1.6 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.71
(d, 2H, J = 8.0 Hz), 7.23 (d, 2H, J = 8.0 Hz),
7.01 (d, 1H, J = 1.6 Hz), 5.96 (d, 1H, J=5.6
Hz), 3.92-3.91 (m, 2H), 3.70-3.68 (m, 2H),
3.55-3.50 (m, 2H), 3.50-3.45 (m, 2H), 2.82-
2.78 (m, 2H), 2.50-2.45 (m, 2H), 2.40-2.35 (m,
iH), 2.22.2.17 (m, 1H), 2.03-1.98 (m, 1H),
1.78-1.72 (m, 2H), 1.67-1.60 (m, 2H), 1.57-
1.49 (m, 1H), 1.30-1.22 (m, 1H), 0.92 (d, 3H, J
= 6.8 Hz), 0.86 (t, 3H, J = 7.6 Hz), 0.78-0.71
(m, 4H).

314

487

1H-NMR (400 MHz, CDCI3) 6 ppm 7.88 (d,
{H,J = 1.6 Hz), 7.83 (d, 1H, J = 5.2 Hz), 7.57
(d, 2H, J = 8.8 Hz), 6.98 (d, 2H, J = 8.8 Hz),
6.66(d, 1H, J=08Hz), 583 (d, 1H, J=52
Hz), 4.73-4.66 (m, 4H), 3.95-3.88 (m, 4H),
3.50-3.46 (m, 5H), 3.29-3.27 (m, 4H), 2.54-
2.52 (m, 4H), 1.81-1.76 (m, 1H), 1.07-1.03 (m,
2H), 0.85-0.81 (m, 2H)
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315

487

1H-NMR (400 MHz, 6d-DMSQ) 8 ppm 8.15 (s,
1H), 8.07 (d, 1H, J = 1.6 Hz), 7.87 (d, 1H, J =
4.8 Hz), 7.65 (d, 2H, J = 8.8 Hz), 6.9 (d, 2H,
J=8.8Hz), 6.94 (s, 1H), 5.96 (d, 1H, J = 5.6
Hz), 3.95-3.90 (br., 2H), 3.79-3.65 (m, 5H),
3.57-3.46 (m, 6H), 3.20-3.15 (m, 1H), 2.84-
2.67 (m, 3H), 2.33-2.20 (m, 4H), 2.04-2.00 (m,
1H), 0.79-0.74 (m, 4H).

316

4a7

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.05 (d,
IH,J = 1.6 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.63
(d, 2H, J = 8.8 Hz), 6.94-6.91 (m, 3H), 5.95 (d,
1H, J = 5.6 Hz), 3.95-3.85 (m, 2H), 3.75-3.65
(m, 2H), 3.60-2.40 (m, 4H), 3.14-3.10 (m, 2H),
2.88 (s, 2H), 2.63-2.59 (m, 2H), 2.39 (q. 2H, J
= 7.2 Hz), 2/05-1.95 (m, 1H), 1.05 (s, 6H),
0.99 (t, 3H, J = 7.2 Hz), 0.80-0.70 (m, 4H).

s

487

TH-NMR {400 MHz, 6d-DMSO) 6 ppm &.13 (d,
1H,J=16Hz),7.88 (d, 1H, J=56Hz), 7.72
(d, 2H,J =8.4 Hz), 7.25(d, 2H, J = 8.4 Hz),
699 (d 1H,J=16Hz), 596 (d, 1H,J=56
Hz), 3.46-3.45 (m, 4H), 3.41-3.40 (m, 4H),
3.34-3.31 (m, 4H), 3.01-2.98 (m, 2H), 2.36 (q,
2H, J =72 Hz}, 2.01-1.95 (m, 2H), 1.80-1.72
(m, 8H), 1.70-1.64 (m, 1H), 1.02(t, 3H,J=72
Hz).

318

487

IH-NMR (500 MHz, 6d-DMS0) 6 ppm 5.08 (d,
1H, J = 1.0 Hz), 7.86 (d, 1H, J = 5.5 Hz), 7.63
(d, 2H. J = 85 Hz), 6.96 (d, 1H, J = 8.5 Hz),
6.87 (d, 1H, J=2.0Hz), 595 (d, 1H, J=55
Hz), 4.66-4.65 (m, 1H), 4.21-4.16 (m, 1H),
3.95-3.93 (m, 1H), 3.93-3.90 (m, 1H), 3.22-
3.19 (m, 2H), 3.19-3.00 (m, 4H), 2.70-2.65 (m,
1H), 2.60-2.54 (m, 4H), 2.01-1.96 (m, TH),
1.43-1.35 (m, 2H), 1.30-1.21 (m, 2H), 1.06-
0.96 (m, 6H), 0.82-0.71 (m, 4H).

319

488

TH NMR (400 MHz, Bl 2-d4) 5 7.90 (d, J =
18 Hz, 1H), 7.72 (d, J = 5.4 Hz, 1H), 7.67 —
7.59 (m. 2H), 7.30 — 7.20 (m. 2H), 6.82 (d, J =
1.8 Hz, 1H), 5.72 (d, J = 5.5 Hz, 1H), 4.73 (d,
J=33.7 Hz, 2H), 3.97 (d, J = 11.7 Hz, 2H),
344 (d, J = 11.8 Hz, 2H), 3.15 — 3.00 (m, 4H),
205(q J=T.0Hz 1H), 279 (p. J=6.5 Hz
1H), 2.54 (tt, J = 12.1, 4.3 Hz, 1H), 2.36 (td, J
=11.8, 2.8 Hz, 3H), 1.90 — 1.67 (m, 5H), 1.12
(dd, J=6.7,3.8 Hz, TH), 1.02 (t, J = 7.2 Hz,
2H).
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320

HO,

488

TH-NMR (400 MHz, 6d-DMS0) & ppm B.14 (d,
IH,J = 1.6 Hz), 7.89 (d, 1H, J = 6.0 Hz), 7.72
(d, 2H, J = 8.4 Hz), 7.29 (d, 2H, J = 8.4 Hz),
7.00 (d, 1H, J = 1.2 Hz), 5.96 (d, 1H, J= 5.2
Hz), 510 (d, 1H, J = 6.0 Hz), 4 20-4.00 (m,
iH), 3.70-3.60 (m, 2H), 3.58-3.50 (m, 2H),
3.48-3.35 (m, 4H), 3.30-3.15 (m, 2H), 3.05-
2.95 (m, 1H), 2.80-2.60 (m, 2H), 2.47-2.30 (m,
4H), 2.25-2 15 (m, 1H), 2.10-2.00 (m, 2H),
1.80-1.70 (m, 1H), 1.10-1.00 (m, 6H).

488

TH-NMR (400 MHz, CDCI3) d ppm 792 (d,
1H, J =16 Hz), 7.85 (d, 1H, J = 5.2 Hz) 7.59
(d, 2H, J = 8.0 Hz), 7.32 (d, 2H, J = 8.0 Hz),
6.68(d, 1H, J= 1.6 Hz), 5.84 (d, 1H, J=5.2
Hz), 4 54-4.48 (m, 1H). 3.92-3 83 (m, 2H),
3.65-3.57 (m, 2H), 3.50-3.42 (m, 4H), 3.41-
3.37 (m, 1H), 3.35-3.25 (m, 2H), 3.11-3.00 (m,
1H), 2.81-2.72 (m, 1H), 2.69-2.63 (m, 2H),
250251 (m, 2H), 2.40-2.32 (m, 1H), 2.28-
2.21 (m, 2H), 1.99-1.94 (m, 2H), 1.20-1.16
(dd, 6H,J = 6.4, 1.2 Hz)

322

488

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.36 (s,
{H), 8.14 (d, 1H, J=1.6 Hz), 7.89 (d, 1H, J =
5.6 Hz), 7.72 (d, 2H, J = 8.0 Hz), 7.25 (d, 2H,
J=8.0Hz). 699 (d, 1H, J = 1.6 Hz), 597 (d,
1H,J =56 Hz), 4.86 (5 52, 1H,J = 7.2 Hz),
3.60-3.52 (m, 4H), 3.50-3.40 (m, 4H), 3.10-
2.90 (m, 2H), 2.48-2.42 (m, 1H), 2.36 (q, 2H, J
= 7.2 Hz), 2.30-2.20 (m, 2H), 2.10-1.90 (m,
4H), 1.80-1.62 (m, 4H), 1.60-1.50 (m, 2H),
1.02 (t, 3H, J = 7.2 Hz).

323

488

1H-NMR {400 MHz, 6d-DMS0) & ppm B.26-
817 (m, 1H), 7.92-7.88 (m, 1H), 7.77-7.72 (m
2H), 7.57 (d, 2H, J = 7.6 Hz), 7.05 (s, TH),
5.98 (d, 1H, J = 5.6 Hz), 4.56-4.44 (m, 1H),
4.00-3.80 (m, 2H), 3.80-3.60 (m, 2H), 3.60-
3.50 (m, 2H), 3.50-3.40 (m, 2H), 3.31-3.00 (m,
1H), 2.902.75 (m, 1H), 2.70-2. 51 (m, 1H),
2.45.2.38 (m, 1H), 2.05-1.98 (m, 2H), 1.90-
1.79 (m, 2H), 1.58-1.50 (m, 1H), 1.50-1.41 (m,
1H), 1.03-0.98 (m, 6H), 0.79-0.73 (m, 4H).

TE

LCMS
(M+1)

NMR

324

488

TH-NMR (400 MHz, MeOD) 6 ppm 7.89 (s,
iH), 7.75 (d, 1H, J = 5.6 Hz), 7.66 (d, 1H, J =
B.8 Hz), 7.44 (d, 1H, J = 8.8 Hz), 6.84 (s, 1H)
5.90 (d, 1H, J = 5.6 Hz), 3.93 (m, 2H), 3.75
(m, 2H), 3.53-3.33 (m, OH), 2.28-2.19 (m, 2H),
1.69-1.94 (m, 2H), 1.91 (m, 1H), 1.33 (d, 6H, .
= 6.4 Hz), 0.85-0.83 (m, 2H), 0.78-0.74 (m,
2H).

325

488

1H-NMR (400 MHz, 6d-DMSO) 6 ppm B.17 (s,
1H), 7.90 (d, 1H, J = 5.6 Hz), 7.75 (d, 2H, J =
8.0 Hz), 7.56 (d, 2H, J = 8.0 Hz), 7.05 (s, 1H),
5.98 (d, 1H, J = 5.6 Hz), 4.53-4.48 (m, 1H),
4.00-3.80 (m, 2H), 3.80-3 65 (m, 2H), 3 60-
3.50 (m, 2H), 3.50-3.40 (m, 2H), 3.33-3.25 (m,
1H), 2.85-2.51 (m, 2H), 2.50-2.30 (m, 2H),
2.05-1.95 (m, 1H), 1.90-1.70 (m, 2H), 1.62-
1.55 (m, 1H), 1.55-1.48 (m, 1H), 1.15.0.85 (m,
6H), 0.79-0.70 (m, 4H).

326

488

TH-NMR (400 MHz, 6d-DMS0) & ppm B.20 (5,
iH), 7.91 (d, 1H, J = 5.6 Hz), 7.89-7.65 (m,
2H), 7.57 (d, 2H. J = 8.0 Hz), 7.06 (s, 1H),
5.98 (d, 1H, J = 5.6 Hz), 4.00-3.85 (m, 2H),
3.80-3.65 (m, 2H), 3.60-3.50 (m, 2H), 3.50-
3.40 (m, 2H), 3 33-3.25 (m, 1H), 2.50-2.10 (m,
4H), 2.05-1.40 (m, 5H), 1.30-0.80 (m, 6H),
0.79-0.70 (m, 4H).

327

488

TH-NMR (400 MHz, DMSO-d6) & ppm 8 .05 (d,
{H, J = 1.6 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.65-
7.63 (m, 2H), 6.96-6.94 (m, 2H), 6.91 (d, 1H, J
=12Hz), 5.95(d, 1H, J = 5.6 Hz), 3.44-340
(m, 4H), 3.39-3.35 (m, 8H), 3.16 (br. 5., 4H),
2.56 (br. 5., 4H), 2.4 (br. s., 2H),1.76 (br. 5.,
4H), 1.05 (d, 3H, J = 7.2 Hz).

328

e O L .
T £ N N—
00

488

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.23 (s,
1H), 8.02 (d, 1H, J="1.6 Hz), 7.85 (d, 1H, J =
56 Hz), 761(d, 2H, J =84 Hz), 6.88 (s, 1H),
6.61( 1H, J=56Hz), 644 (d, 2H,J=84
Hz), 5.96 (d, 1H, J = 5.6 Hz), 3.87 (s. 4H),
3.55-3.50 (m, 4H), 3.48-3.45 (m, 4H), 3.32 (s,
4H), 3.15-3.04 (m, 2H), 2.34-2.32 (m, 1H),
1.03 (1, 3H, J=7.2Hz), 0.87 (d, 6H, J =64
Hz).
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329

330

489

331

4849

IH-NMR (400 MHz, CDCI3) 6 ppm 7.85 (d,
IH,J=16Hz), 782 (d, 1H, J =52 Hz), 7.51
(d, 2H, J = 8.4 Hz), 6.62 (d, 1H, J = 1.6 Hz),
6.51(d, 1H, J=84 Hz), 583 (d. 1H, J=5.2
Hz), 4.93-4.70 (m, 1H), 4.13-4.05 (m, 1H),
4.03-3.95 (m, 1H), 3.93-3.84 (m, 1H), 3.80-
3.71 (m, 1H), 3.68-3.60 (m, 1H), 2.58-2.50 (m,
1H), 3.47-3.41 (m, 1H), 3.38 (s, 1H), 3.38-3.32
(m, TH), 2.46 (q, 2H, J = 7.2 Hz), 1.97-1.95
(m. 1H), 1.95-1.90 (m, 1H), 1.14-1.06 (m, 1H),
0.98 (t 3H, J=7.2 Hz).

T=

LCMS
(M+1)

NMR

333

489

1H-NMR (400 MHz, CDCI3) © ppm B.56 (s,
1H), 7.86 (d, 1H, J = 1.6 Hz), 7.83 (d, 1H, J =
5.2 Hz), 7.52 (d, 2H, J = 8.4 Hz), 6.63 (d, 1H,
J=16Hz), 651 (d, 2H, J =84 Hz), 584 (d,
IH, J = 5.2 Hz), 4.93-4.70 (m, 1H), 4.13-4.05
(m, 1H), 4.04-4.01 (m, 4H), 4.00-3.95 (m, 1H),
3.94-3 83 (m, 1H), 3.80-3 75 (m, 1H), 3.72-
3.70 (m, 4H), 3.68-3.60 (m, 1H), 2.59-3.50 (m
1H), 3.48-3.45 (m, 1H), 3.42-2.39 (m, TH),
2.72 (g, 2H, J = 7.2 Hz), 1.98-1.92 (m, 1H),
1.92-1.87 (m, 1H), 1.15-1.05 (m, 4H).

334

{H-NMR (400 MHz, CDCI3) 6 ppm 7.88 (d,
iH,J=2.0 Hz), 7.82 (d, 1H, J = 5.2 Hz), 7.55
H, J=88Hz), UQ?(d 2H,J=8.8 Hz),
H,J=2.0Hz),5.83 (d, HJ:GO
386 (m, 4H). 3 (t 2H,J=56
-3.46 (m, 4H), q:’. (s, 3H) 397 (1,
2Hz) 270 (t, 4H, J = 5.2 Hz), 2.67
6 Hz), 1.80-1.76 (m, 1H), 1.06-
0.84-0.81 (m, 2H).

400 MHz, CDCI3) 6 ppm 7.87 (d,
iH, J = 1.6 Hz), 7.82 (d, 1H, J= 5.2 Hz), 7.56
(d, 2H, J = 8.8 Hz), 6.98 (d, 2H, J = 8.8 Hz),
6.63(d, 1H, J= 1.6 Hz), 582 (d, 1H, J= 5.2
Hz), 4.24-4.21 (m, 1H), 3.86-3.84 (m, 2H),
3.66-3.62 (m, 2H), 3.45-3 40 (m, 4H), 3.37-
3.30 (m, 4H), 2.82-2.78 (m, 1H), 2.78-2.73 (m,
4H), 2.65-2.57 (m, 4H), 2.26-2.23 (m, 2H),
1.26-1.20 (m, 3H).

336

489

TH-NMR (400 MHz, CDCI3) 6 ppm 7.87 (4,
IH,J=20Hz), 7.82 (d, 1H, J = 5.6 Hz), 7.56
(d.2H, J = 8.8 Hz), 6.98 (d, 2H, J = 8.8 Hz),
63 (d, 1H, szon) 582 (d, 1H, J=56
), 451 (5S35, 1H, J = 64 Hz), 3.88-3.85
m, 2H), 352358(m 2H), 3.45-3.42 (m, 4H),
-3.25 (m, 5H), 2.69-2.62 (m, 6H), 2.50 (d,
2 Hz), 2.27-2.19 (m. 2H), 1.16 (¢, 3H,
).

Ios

3
H,

LMOJ’_“

J=7
72Hz
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337

489

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.13 (d,
1H,J = 1.2 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J = 8.0 Hz), 7.25 (d, 2H, J = 8.0 Hz),
7.0(d, 1H,J= 1.2 Hz), 5.96 (d, 1H,J = 5.6
Hz), 500 (d, 1H, J = 5.6 Hz). 4.14-4.09 (m,
1H), 3.69-3.66 (m, 2H), 3.55-3.52 (m, 2H),
3.46-3.41 (m, 4H), 3.26-3.18 (m, 1H), 2.99-
2.96 (m, 2H), 2.43-2.37 (m, 3H), 2.34 (g, 2H, J
= 7.2 Hz), 2.10-2.02 (m, 2H), 1.97-1.92 (m,
2H), 1.77-1.70 (m, 2H), 1.68-1.61 (m, 2H),
1.02 (t, 3H, J = 7.2 Hz).

338

4849

1H-NMR (400 MHz, 6d-DMSO0) 6 ppm 8.23 (br
s, 1H), 8.03 (d, 1H, J = 1.6 Hz), 7.87 (d, 1H, J
=56 Hz), 7.61 (d, 2H. J = 84 Hz), 6.88 (d,
1H, J = 1.6 Hz), 6.44 (d, 2H, J = 8.4 Hz), 5.96
(d, 2H, J = 56 Hz), 4.00 (g, 2H, J = 7.2 Hz),
3.87 (s, 4H), 3.63-3.57 (m, 4H), 3.47-3.41 (m,
4H), 3.28 (s, 4H), 2.30-2.22 (m, 1H), 1.22 (1,
3H, J = 7.2 Hz), 0.86 (d, 6H, J = 6.4 Hz).

489

TH-NMR (400 MHz, 64-DMS0) 6 ppm 8.13 (s,
1H), 7.88 (d, 1H, J=5.6 Hz), 7.71 (d, 2H, J =
8.0 Hz), 7.26 (d, 2H, J = 8.0 Hz), 6.91 (s, 1H),
6.52 (t, 1H, J=5.2 Hz), 5.97 (d, 1H, J =56
Hz), 4.32-4.28 (m, 1H), 3.88-3.80 (m, 3H),
3.32-3.31 (m, 1H), 3.29-3.24 (m, 1H), 3.18-
3.14 (m, 1H), 3.12-3.06 (m, 2H), 3.02-2.96 (m,
1H), 2.92-2.86 (m, 2H), 2.74-2.68 (m, 1H),
2.46-2.42 (m, 1H), 2.25-2 20 (m, 2H), 1.78-
1.72 (m, 2H), 1.66-1.56 (m, 2H), 1.24 (d, 3H, J
= 6.0 Hz), 1.04 (t, 3H, J = 7.2 Hz), 1.00 (d, 6H,
J=64Hz).

340

489

TH-NMR (400 MHz, 6d-DMS0) & ppm B.26 (5,
1H), 8.14 (d, 1H, J = 1.6 Hz), 7.89 (d, 1H, J =
5.6 Hz), 7.74 (d, 2H, J = 8.4 Hz), 7.25 (d, 2H,
J=84Hz),7.00 (d, 1H, J = 1.6 Hz), 6.32 (d,
1H, J = 7.6 Hz), 5.98 (d, 1H, J = 5.6 Hz), 3.82-
3.75 (m, 1H), 3.54-3.50 (m, 4H), 3.46-3.41 (m,
4H), 3.03-2.98 (m., 2H), 2.92-2.86 (m, 1H),
2.52.2 50 (m, 1H), 2.44-2.36 (m, 2H), 1 85-
1.75 (m, 2H), 1.72-1.68 (m, 2H), 1.10-1.05 (m,
12H).

=

LCMS
(M+1)

NMR

341

489

TH-NVR (400 MHz, 60-DMSO0) 6 ppm 8.28 (5,
1H), 8.14 (d, 1H, J = 1.6 Hz), 7.89 (d, 1H, J =
5.6 Hz), 7.74 (d, 2H, J = 8.4 Hz), 7.25 (d, 2H,
J=8.4Hz), 7.00 (d, 1H, J = 1.6 Hz), 6.62 (1,
iH, J = 5.2 Hz), 5.98 (d, 1H, J = 5.6 Hz), 3.54-
3.50 (m, 4H), 3.46-3.41 (m, 4H), 3.03-2.94 (m,
4H), 2.88-2.83 (m, 1H), 2.52-2 50 (m, 1H),
2.40-2.32 (m, 2H), 1.84-1.77 (m, 2H), 1.75-
1.66 (m, 2H), 1.43 (q, 2H, J = 7.2 Hz), 1.05 (d,
6H, J = 6.8 Hz), 0.85 (t, 3H, J= 7.2 Hz)

342

489

TH-NNR (400 MHz, 6d-DMS0) & ppm 8.25 (s
1H), 8.15 (d, 1H, J = 1.6 Hz), 7.90 (d, 1H, J =
5.6 Hz), 7.74 (d, 2H, J = 8.4 Hz), 7.25 (d, 2H,
J=8.4Hz), 701 (d, 1H, J = 1.6 Hz), 5.98 (d,
1H, J = 5.6 Hz), 3.50-3.45 (m, 4H), 3.36-3.30
(m, 4H), 3.17 (q, 2H, J = 7.2 Hz), 3.05-3.02
(m, 2H), 2.95-2.92 (m, 1H), 2.79 (s, 3H), 2.50-
2 56 (m, 1H), 2.50-2.44 (m, 2H), 1.86-1.80 (m,
2H), 1.78-1.70 (m, 2H), 1.12-1.05 (m, GH).

343

490

1H-NMR {400 MHz, 6d-DMSO) 3 ppm 8.17 (d,
1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.76
(d, 2H, J = 8.0 Hz), 7.32 (d, 2H, J = 8.0 Hz),
7.03(d, 1H, J=12Hz), 596 (d, 1H, J=56
Hz), 4.65-4 50 (m, 1H), 4.40-4 30 (m, 1H),
3.95-3.85 (m, 1H), 3.79-3.75 (m, 2H), 3.70-
3.65 (m, 2H), 3.60-3.55 (m, 2H), 3.52-3.45 (m,
2H), 3.42-3 38 (m, 2H), 3.00-2 85 (m, TH),
2.80-2.65 (m, 2H), 2.60-2.52 (m, 2H), 1.90-
1.80 (m, 2H), 1.70-1.60 (m, 2H), 1.50-1.30 (m,
2H), 1.25-1.10 (m, 2H).

344

490

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.05 (d,
1H, J = 1.6 Hz), 7.86 (d, 1H, J = 5.2 Hz), 7.64
(d, 2H, J = 8.8 Hz), 6.95 (d, 2H, J = B.8 Hz),

1(d, 1H, J= 1.6 Hz),5.94 (d, 1H, J =52
{ (d, H, J = 6.0 Hz), 4.43-4.69 (m,
0(t 2H, J=88Hz), 370 (dd, 2H, J =
Hz), 2.45-2.41 (m, 8H), 3.35-3.30 (m,
7315 (m, 4H), 2.37 (q, 2H, J =72
4t 3H.J=7.2 H)
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LCMS
1) NMR
TH-NMR (400 MHz, 6d-DMS0) & ppm 8.22 (s,
N {H), 7.90 (d, 1H, J = 5.6 Hz), 7.65 (s, 1H),
T 7.62-7.50 (m, 1H), 7.34-7.30 (m, 1H), 7.00 (s,
B iH), 5.97 (d, TH, J = 5.6 Hz), 3.92-3.91 (m,
345 - . 490 | 2H) 3.71-3.69 (m, 2H), 3 54-3.50 (m, 2H),
Lo~ 3.50-3.46 (m, 2H), 2.90-2.87 (m, 2H), 2.73-
-l el 2.70 (m, 2H), 2.25-2.21 (m, 2H), 2.20-2.19 (m,
n A A 1H), 2.00-1.70 (m, 4H), 0.99 (d, 6H, J = 6.4
Hz), 0.77-0.73 (m, 4H).
¥ iH NMR (400 MHz, DMSO-d6) 6 8.13 (d
i
|

L=
8 1.8 Hz, 1H), 7.89 (d, J = 5.4 Hz, 1H), 7.72 (d,
J=T7.8Hz 2H), 7.24 (d, J = 8.2 Hz, 2H), 6.99
(d, J=1.9 Hz, TH), 5.97 (d, J = 5.5 Hz, H),
481 (p,J =62 Hz, 1H),
PN Hz, 4H), 3.44 (t, J = 5.2 Hz, 4H), 2.91 (s, 2H),
Co—< 2.23 (s, 1H), 1.73 (d, J = 52.3 Hz, 5H), 1.21 (d,
W S b= J = 6.2 Hz, 6H), 1.03 (bs, 8H).
| 1H NMR (400 MHz, DMSO-d8) 6 8.12 (d, J =
. 1.7 Hz, 1H), 7.87 (d, J = 5.4 Hz, 1H), 7.71 (d,

348 i 490 358 (q J=56. 51

b o J=8.1Hz, 2H), 7.24 (d, J = 8.2 Hz, 2H), 6.97
s (d,J =1.9 Hz, 1H), 5.96 (d, J = 5.5 Hz, 1H),
347 £ 491 590 (s, 1H), 3.45 (ddd, J = 28.3, 7.6, 4.0 Hz,
N 9H), 2.88 (d, J = 10.8 Hz, 2H), 2.80 — 2.57 (m,
sheos ges ; 1H), 221 (t, = 11.1 Hz, 2H), 1.76 (d, J = 12.4
LN,L,_}/—(\_,}HﬁN—{ Hz, 2H), 1.70 — 1.49 (m, 2H), 1.27 (s, 9H),
0.99 (d, J = 6.5 Hz, 6H).
TH-NMR (400 MHz, 6d-DMS0) 5 ppm 8.04 (d,
P 1H,J=16Hz), 7.85 (d, 1H, J = 5.2 Hz), 7.64
HH 9 (d, 2H, J = 8.4 Hz), 6.93 (d, 2H, J = 8.4 Hz),
LR 6.90 (d, 1H, J = 1.6 Hz), 6.31 (d, 1H, J=7.6
348 (] 490 | Hz), 5.96 (d, 1H, J = 5.6 Hz), 3.80-3.70 (m,
/T 1H), 3.54-3.48 (m, 4H), 3.44-3.36 (m, 4H),
" an 3.20-3.10 (m, 4H), 2.72-2.62 (m, 1H), 2.60-
L@L./‘(\\:ﬁ_“(_/h \ 2.54 (m, 4H), 1.07 (d, 6H, J = 6.4 Hz), 1.00 (d,
6H, J = 6.4 Hz).

TH-NMR (400 MHZ, CDCI3) 6 ppm 7.89 (d,

1H,J =1.6 Hz), 7.84 (d, 1H, J = 5.2 Hz), 7.57

i ﬁ,o (d, 2H, J = 8.4 Hz), 6.98 (d, 2H, J = 8.4 Hz),
6.66 (d, 1H, J = 1.6 Hz), 5.85 (d, 1H, J = 8.4

Si6 [N] o ;ii)o %%544_?5 (m, 1H), 3.96-3.92 (m, 2H),
190-3.84 (m, 2H), 3.00-3.84 (m, 2H). 3.58-
I”'LI'::\—/:‘ P 3.54 (m, 2H), 2.49-3.43 (m, 2H), 3.41-3.35 (m,
N W Wia 4H), 2.98-2.90 (m, 1H), 2.90-2 83 (m, 4H),
2.33-2.20 (m, 1H), 1.47-1.40 (m, 2H), 1.22 (d,
BH, J = 5.6 Hz).
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(M+1)
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350

491

1H-NMR (400 MHz, 6d DMSO) & ppm 8.06 (d,
{H, J = 1.6 Hz), 7.87 (d, 1H, J = 5.2 Hz), 7.65
(d, 2H, J = 8.8 Hz), 6.95 (d, 1H, J = 1.6 Hz),
6.94 (d, 2H, J = 8.8 Hz), 5.97 (d, 1H, J=5.2
Hz), 5.06-4.85 (m, 1H), 3.97-3.85 (m, 2H),
3.74-7.71 (m, 2H), 3 60-3 43 (m, 4H), 3.15-
312 (m, 4H), 2.66 (7 Z2, 1H, J = 6.4 Hz),
2.51-2.49 (m, 4H), 2.24-2.19 (m, 1H), 1.60-
1.50 (m, 1H), 1.08-1.03 (m, 1H), 1.01 (d, 6H, J
=64 Hz)

351

491

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.17 (s,
1H), 7.90 (d, 1H, J = 6.0 Hz), 7.77 (d, 2H, J =
8.0 Hz), 7.56 (d, 2H, J = 8.0 Hz), 7.02 (s, TH).
6.61(t, 1H,J =56 Hz), 5.89 (d, 1H, J=5.2
Hz), 3.55-3.50 (m, 4H), 3.48-3.43 (m, 4H),
3.43-333 (m, 2H), 3.33-3.25 (m, 2H), 3.20-
3.05 (m, 2H), 1.91-1 7A{m, 2H), 1.70-1.45 (m,
2H), 1.14-0.95 (m, 9H)

352

491

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.15 (s,
1H), 7.88 (d, 1H, J = 5.6 Hz), 7.74 (d, 2H, J =
8.4 Hz), 7.48 (d, 2H, J =8.4 Hz), 7.01 (d. 1H,
J=16Hz), 661 (t, 1H, J =52 Hz), 5.98 (d,
1H, J = 5.6 Hz), 4.74 (s, 1H), 3.52-3.51 (m,
4H), 3.44-3.43 (m, 4H). 3.13-3.05 (m, 2H),
2.74-2.70 (m, 1H), 2.60-2.57 (m, 4H), 1.95-
1.85 (m, 2H), 1.63-1 60 (m, 2H), 1.04 (t, 3H, J
= 7.2 Hz), 1.00 (d, 6H, J = 6 4 Hz).

491

1H-NMR (400 MHz, 6d DMSO) 6 ppm 8.13 (d,
1H, J = 1.6 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J = 8.4 Hz), 7.25 (d, 2H, J = B.4 Hz),
6.99(d, 1H, J= 1.6 Hz), 663 (t, 1H, =586
Hz), 5.97 (d, 1H, J = 5.6 Hz), 4.65 (t, 1H, J =
5.6 Hz), 3.55-3.52 (m, 4H), 3.48-3.40 (m, 6H),
3.12 (g, 2H, J = 5.6 Hz), 2.90-2.86 (m, 2H),
2.74-2.68 (m, 1H), 2.50-2.45 (m, TH), 2.25-
2.18 (m, 2H), 1.80-1.74 (m, 2H), 1.65-1.60 (m,
2H), 1.00 (d, 6H, J = 6.4 Hz).

354

493

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.22 (d,
1H, J = 1.6 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.65
(s, 1H), 7.65-7.60 (m, 1H), 7.33-7.30 (m, 1H),
7.06 (d, 1H, J = 1.6 Hz), 6.61 (t, 1H, J=5.2
Hz), 5.97 (d, 1H, J = 5.6 Hz), 3.51-3.50 (m,
4H), 3.43-3.40 (m, 4H), 3.07-3.04 (m, 2H),
2.91-2.89 (m, 2H), 273-2.71 (m, 2H), 2.30-
220 (m, 2H), 1.73-1.65 (m, 4H), 1.21-1.20 (m,
OH).
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355

AN

‘1]40

N

0

494

1H-NMR (400 MHz, DMSO-d6)  ppm 8.17 (d,
1H,J = 1.6 Hz), 7.90 (d, 1H, J = 6.0 Hz), 7.76
(d, 2H, J = 8.8 Hz), 7.30 (d, 2H, J = 8.4 Hz),
7.05(d, 1H,J=12Hz), 597 (d, 1H,J=4.2
Hz), 3.02 (br. 5., 2H), 3.70 (br. 5., 2H), 3.54
(br. 5., 2H), 3.47 (br. 5., 2H), 3.16-2.98 (m,
3H), 2.47-2.43 (m, 2H), 2.36-2.26 (m, 1H),
2.16-2.07 (m, 2H), 2.05-1.98 (m, 1H), 1.82-
1.78 (m, 1H), 1.03 (t, 3H, J = 7.2 Hz), 0.77-
0.74 (m, 4H).

356

F

szs

(J
@3—@—@\,

494

TH NMR (400 MHz, 6d-DMSO) & ppm 8.24 (s,
1H), 816 (d, 1H, J=16Hz), 791 (d, 1H, J =
52Hz), 7.74 (d, 2H, J = 8.4 Hz), 7.31 (d, 2H,
J=84Hz),7.04(d, 1H,J=16Hz), 6.12-584
(m, 1H), 599 (d, 1H, J =52 Hz), 3.79-3.78
(m, 2H), 3.55-3.45 (m, 4H), 3.37-3.31 (m, 3H),
3.03-3.02 (m, 1H), 2.77-2.75 (m, 2H), 2.57-
2.53 (m, 4H), 2.25-217 (m, 1H), 1.84-1.74 (m,
1H). 1.10-1.07 (m, 6H).

87

494

TH-NMR (400 MHz, 6d-DMSO) & ppm 8.22 (d,
1H, J = 1.2 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.65-
7.59 (m, 2H), 7.33-7.30 (m, 1H), 7.06 (d, 1H,J
=1.2Hz), 597 (d, 1H,J=56 Hz), 408 (q,
2H, J =72 Hz), 3.61-3.59 (m, 4H), 3.49-3.46
(m, 4H), 2.89-2 88 (m, 2H), 2.72-2.67 (m, 2H),
2.24-220 (m, 2H), 1.73-1.65 (m, 4H), 1.21 (1,
3H . J=72Hz) 098 (d 6H J=64Hz).

358

495

1H NMR (400 MHz, DMS0-d6) 6 8.13 (s, TH),
7.89(d, J =54 Hz, 1H), 7.72(d, J = 7.8 Hz,
2H), 7.31 = 7.16 (m, 2H), 6.99 (s, 1H), 5.98 (d,
J=55Hz, 1H), 477 - 4.64 (m, 1H), 4.63 -
452 (m, 1H), 4.37 - 4.27 (m, 1H), 4.25(t, J =
4.0 Hz, 1H), 3.62 (s, 4H), 347 (t, J = 5.1 Hz,
4H), 2.90 (s, 2H), 2.70 (d, J = 29.0 Hz, 1H),
2.24 (s, 2H), 1.88 — 1.54 (m, 5H), 1.00 (d, J =
6.6 Hz, 6H).

359

495

1H-NMR (400 MHz, DMSO-d6) 5 ppm 8.07 (d,
1H, J = 1.6 Hz), 7.87 (d, 1H, J = 5.6 Hz), 7.66
(d, 2H, J = 8.4 Hz), 6.96-6.94 (m, 3H), 6.20-
6.15 (m, 1H), 5.95 (d, 1H, J = 5.6 Hz), 3.92-
3.90 (m, 2H), 3.75-3.65 (m, 2H), 3.51-3.44 (m,
4H), 3.15 (t, 4H, J = 4.8 Hz), 2.83-2.74 (m,
2H), 2.68-2.66 (m, 4H), 2.02-1.98 (m, 1H),
0.78-0.72 (m, 4H).
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1H-NMR (400 MHz, DMSO-d6) & ppm 8.27 (5.
1H), 7.90 (d, 1H. J = 4.8 Hz), 7.57 (d, 2H, J =
10.8 Hz), 7.14 (s, 1H), 5.96 (d, 1H, J=5.6
Hz), 3.92 (brs., 2H), 3.70 (br_s., 2H), 3.53
(br.s., 2H), 3.47 (br. 5., 2H), 3.13 (s, 4H), 2.50
(br.s., 4H) 2.38 (g, 2H, J = 7.2 Hz), 2.02.2.00
(m, 1H), 1.02 (t. 3H, J = 7.2 Hz), 0.78-0.75 (m,
4H).
TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.06 (d,
Ao 1H, J = 2.0 Hz), 7.87 (d, 1H, J = 5.6 Hz), 7.65
LA (d,2H, J = 8.8 Hz), 6.95(d, 2H, J = 8.8 Hz),
N £.94-6.93 (m, 1H), 5.97 (d, 1H, J = 5.6 Hz),
() 495 | 4.00-3.85 (m, 1H). 3.80-3.60 (m, 3H), 3.58-

360 495

2L _ 340 (m 4H), 3.30-3.24 (m, 4H), 3.23-3.20 (m,
¢ I*})_((‘_}\_N’_ L/ 1H), 3.18-3.10 (m, 4H), 2.37 (g, 2H, J =72
el N Hz), 2.00-1.90 (m, 2H), 1.03 (t, 3H,J=7.2
Hz}.
1H-NMR. (400 MHz, 6d-DMSO) & ppm 8.17 (s,
%?o 1H), 7.94 (d, 1H, J =56 Hz), 7.90 (d, 1H, J =
1.2Hz),8.83 (s, 1H), 7.76 (d, 2H, J = 12.8
} Hz), 6.01 (d, 1H, J = 5.6 Hz), 3.93-3.91 (m,
£ 495 2H), 3.69-3.68 (m, 2H), 3.55-3.54 (m, 2H),
PN 351-350 (m, 2H), 325-322 (m, 4H), 2 48-
4 \.E/ —FN— 247 (m, 4H), 2.37 (g, 2H, J = 7.2 Hz), 2.04-
L |=’ 2.00 (m, 1H), 1.04 {t, 3H, J=7.2 Hz), 0.78-
072 (m, 4H).
1H-NMR (400 MHz, 6d-DMS0) & ppm 8.00 (s,
™ o 1H), 7.88 (d, 1H, J=5.6Hz), 7.75 (d, 1H,J =
I 2 8.8 Hz), 7.28 (t, 1H, J = 74 Hz), 6.96 (s, 1H),
363 \\ {\ \F 497 689 (d, 1H, J =84 Hz), 6.76 (s, 1H), 596 Ed
N d 1H, J =56 Hz), 3.91-3.90 (m, 2H), 3.69-3 67
-/J\T;\ = T (m, 2H), 3.52.3 46 (m, 4H), 3.24.3 20 (m, 4H),
" 2.79-2.74 (m, 4H), 2.01-1.98 (m, 1H), 0.84-
0.73 (m, 4H).
1H-NMR (400 MHz, 6d-DMSQ) & ppm 8.14 (d,
1H,J=16Hz), 7.88(d, 1H, J=56 Hz), 7.T1
(d, 2H,J =84 Hz), 7.29 (d, 2H, J = 84 Hz),
6.99(d, 1H,J=16Hz), 596 (d, 1H,J=56
Hz), 3.77-3.68 (m, 2H), 3.68-3.62 {m, 1H),
3.57-3.50 (m, 2H), 3 48-340 (m, 4H), 3 30-
3.20 {m, 2H), 3.05-2.95 (m, 1H), 2.80-2.68 (m
) 2H), 2 65-2 55 (m, 2H), 2 50-2 42 (m, 3H),
T 2.40-2.35 (m, 1H), 2.25-2.15 (m, 1H), 1.80-
1.70 (m, 1H}, 1.10-1.00 {m, 6H).

362 N

364 4497

[0230]

LCMS
# Tz 1) NMR
1H-NMR (400 MHz, 6d-DMSQ) & ppm 8.16 (d,
1H,J=1.2Hz), 791 (d, 1H, J=56 Hz), 7.74
/,ﬁ, o (d, 2H, J = 8.4 Hz), 7.26 (d, 2H, J = 8.4 Hz),
R 7.04(d, 1H, J=1.2Hz),5.99(d, 1H,J=56
- Hz), 3.97-3.93 (m, 2H), 3.72-3.70 (m, 2H),
365 L S ) 497 3.60-3.50 (m, 2H), 3.49-3.44 (m, 2H), 2.96-
[ 2.92 (m, 3H), 2.81-2.77 (m, 1H), 2.52-2.50 (m,
e l N—< 1H), 2.34-2.26 (m, 2H), 2.15-2.05 (m, 1H),
T 1.82-1.75 (m, 2H), 1.71-1.61 (m, 2H),1.50-
1.44 (m, 1H), 1.38-1.34 (m, 1H), 1.03 (d, 6H, J
= 6.8 Hz).
1H-NMR (400 MHz, 6d-DMSO) & ppm 8.15 (d,
1H, J=16Hz),7.90(d, 1H,J=52Hz), 7.73
(d, 2H,J = 8.4 Hz), 7.30 (d, 2H, J = 8.4 Hz),
7.00(d, 1H, J=1.6 Hz), 5.98 (d, 1H, J=5.2
Hz), 3.73-3.67 (m, 2H), 3.67-3.64 (m, 1H),
497 3.54-3 50 (m, 2H), 3.45-3.39 (m, 4H), 3.27-
3.25 (m, 2H), 3.01-2.96 (m, 1H), 2.75-2.71 (m,
2H), 2.66-2.63 (m, 2H), 2.61-2.53 (m, 2H),
2.50-2.46 (m, 1H), 2.45-2.41 (m, 1H), 2.22-
219 (m, 1H), 1.79-1.73 (m, 1H), 1.07-1.04 (m,
GH).
1H-NMR (400 MHz, CDCI3) & ppm 7.87 (d,
1H,J=20Hz),7.82 (d, 1H, J=52 Hz), 7.55
(d, 2H, J = 8.8 Hz), 6.97 (d, 2H, J = 8.8 Hz),
6.62(d, 1H, J=2.0Hz),582(d, 1H, J=52
Hz), 3.87-3.83 (m, 2H), 3.62-3.58 (m, 1H),
3.57-3.54 (m, 2H), 343-3.41 (m, 4H), 3.29-
- 3.24 (m, 4H), 3.22-3.14 (m, 1H), 2.82-2.74 (m,
/ 2H), 2.66-2.82 (m, 4H), 2.61-2.55 (m, 2H),
250(q,2H,J=72Hz), 115(t, 3H,J=72
Hz}.
N 1H-NMR (400 MHz, 6d-DMSO) & ppm 8.14 (d,
= 1H,J=20Hz), 7.89(d, 1H,J=52 Hz), 7.71
Lu_o (d, 2H, J = 8.0 Hz), 7.29 (d, 2H, J = 8.0 Hz),
h 6.98(d, 1H, J=12Hz),595(d, 1H,J=52
S Hz), 421 (t, 2H, = 8.8 Hz), 4.08 (dd, 2H, J =
308 LNJ 498 8.0, 6.4 Hz), 380370(m 1H), 3.50-3.40 (m,

366

367 498

’l\L — 8H), 3.30-3.20 (m, 1H), 3.10-2.90 (m, 1H),
£ _,Qk—ﬁu'-\, . 2.80-2.60 (m, 2H), 2.45-2.35 (m, 2H). 2.30-

b 2.10 (m, 1H), 1.80-1.70 (m, 1H), 1.05 (. 6H, J
=64 Hz).
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=

LCMS
(M+1)

NMR

369

498

TH-NMR (400 MHz, CDCI3) 6 ppm 7 92 (d,
1H, J = 1.6 Hz), 7.85 (d, 1H, J = 5.2 Hz), 7.59
(d, 2H, J = 8.0 Hz), 7.32 (d, 2H, J = 8.0 Hz),
6.67 (d. 1H, J= 1.6 Hz), 5.84 (d, 1H, J = 5.2
Hz), 4.33-4.22 (m, 4H), 3.62-3.56 (m, 4H),
3.51-3.47 (m, 4H), 3.50-3.40 (m, 2H), 3.33-
3.26 (m, 1H), 3.10-3.00 (m, 1H), 2.79-2.69 (m,
1H), 2.60-2.49 (m, 2H), 2.41-2.30 (m, 1H),
2.01-1.90 (m, 1H), 1.18 (d, 6H, J = 4.4 Hz).

370

498

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.13 (d,
{H, J = 2.0 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.71
(d, 2H,J = 8.4 Hz), 7.25 (d, 2H, J = 8.4 Hz),
6.98 (d, 1H, J= 1.2 Hz), 5.94 (d, 1H, J =56
Hz), 4.21 (t, 2H, J = 8.4 Hz), 4.08 (dd, 2H, J =
8.4, 6.0 Hz), 3.77-3.75 (m, 1H), 3.46-3.45 (m,
8H), 2.99-2.95 (m, 2H), 2.49-2.44 (m, 1H),
2.34 (q, 2H, J = 7.2 Hz), 1.97-1.92 (m, 2H),
1.76-1.70 (m, 2H), 1.68-1.63 (m, 2H), 1.01 (t,
3H,J =72 Hz).

371

498

1H-NMR (400 MHz, 6d-DMSO0) 6 ppm 8.30 (3,
1H), 8.08 (d, 1H, J = 1.6 Hz), 7.87 (d, 1H, J =
5.6 Hz), 7.67 (d, 2H, J = 8.4 Hz), 6.96 (d, 2H,
J=84Hz), 6.94 (d, 1H, J = 16 Hz), 5.95 (d,
1H, J = 5.6 Hz), 3.75-3.67 (m, 2H), 3.67-3.60
(m, 2H), 3.50-3.42 (m, 2H), 3.42-3.35 (m, 2H),
3.22-3.14 (m, 4H), 3.06-2.94 (m, 4H), 2.76-
2.64 (m, 2H), 2.10-2.00 (m, 2H), 1.78-1.68 (m,
2H), 1.66-1.50 (m, 2H), 1.48-1.34 (m, 2H).

372

()
o
N%\fﬁ_\!h\.

498

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.16 (d,
1H,J=16Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.73
(d, 2H, J = 8.0 Hz), 7.30 (d. 2H, J = 8.0 Hz),
7.03(d, 1H, J= 1.6 Hz), 5.98(d, 1H,J =52
Hz), 3.92-3.86 (m, 2H), 3.72-3.68 (m, 2H),
3.54-3.49 (m, 2H). 3.48-3.43 (m, 2H), 3.31-
3.27 (m, 1H), 2.94-2.91 (m_ 1H), 2.68-2 62 (m,
2H), 2.46-2.42 (m, 2H), 2.26-2.24 (m, 1H),
216-2.10 (m, 1H), 1.98-1.92 (m, 2H), 1 80-
1.66 (m, 6H), 1.28-1.22 (m, 2H), 1.06 (t, 3H, J
=7.2 Hz), 0.99-0.95 (m, 1H), 0.65-0.60 (m,

1

H).
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373

499

TH-NMR (400 MHz, DMSO-d6) & ppm 8.09 (s,
1H), 7.87 (d, 1H, J = 5.6 Hz), 7.67 (d, 2H, J =
8.4 Hz), 6.99 (d, 2H, J = 8.4 Hz), 695 (s, 1H),
5.96 (d, 1H, J= 5.6 Hz), 3.92 (br. 5., 2H),
3.60-3.63 (m, 3H), 3.51-3.45 (m, 6H), 3.04-
3.01 (m, 1H), 2.94-2.80 (m, 1H), 2.86-2.79
(m, 1H). 2.76-2.66 (m, 2H), 2.06-2.00 (m, TH),
078-0.71 (m, 4H)

374

499

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.34 (s,
1H), 8.07 (d, 1H, J= 1.6 Hz), 7.87 (d, 1H, J =
52 Hz), 7.64 (d, 2H, J = 8.8 Hz), 7.01 (d, 2H,
J=8.8Hz), 6.95 (d, 1H, J = 1.6 Hz), 5.96 (d,
1H, J = 5.2 Hz), 4.71-4.68 (m, 1H), 3.92 (br.
s., 2H), 3.71 (br. s, 2H), 3.53-3.35 (m, 4H),
3.28-3.09 (m, 3H), 3.03-2.96 (m, 2H), 2.74-
2.67 (m, 1H).

375

TH-NMR (400 MHz, 6d-DMS0) & ppm B.27 (5,
1H), 8.17 (d, 1H, J = 1.6 Hz), 7.90 (d, 1H, J =
5.2 Hz), 7.76 (d, 2H, J = 8.4 Hz), 7.33 (d, 2H,
J=84Hz),7.04 (d, 1H,J =16 Hz), 5.97 (d,
1H, J = 5.6 Hz), 4.50-4 30 (m, 1H), 3.95-3.85
(m. 1H), 3.79-3.75 (m, 2H), 3.70-3 85 (m, 2H),
3.60-3.55 (m, 2H), 3.52-3.45 (m, 2H), 3.42-
3.38 (m, 2H), 3.00-2.90 (m, 1H), 2.80-2.71 (m,
2H), 2.70-2.65 (m, 2H), 2.10-2.00 (m, 2H),
1.80-1.68 (m, 2H), 1.65-1.50 (m, 2H), 1.48-
1.30 (m, 2H)

376

499

1H-NMR (400 MHz, 6d-DMS0) © ppm 8.17 (s,
1H), 8.06 (d, 1H, J = 1.6 Hz), 7.86 (d, 1H, J =
5.6 Hz), 7.64 (d, 2H, J = 8.8 Hz), 6.96 (d, 2H,
J=828Hz), 691 (d, 1H, J = 1.6 Hz), 5.94 (d,
1H, J = 5.6 Hz), 4.22 (t, 2H, J = 8.8 Hz), 4.09
(dd, 2H, J = 8.0, 6.0 Hz), 3.78-3.73 (m, 1H),

2 47-2.46 (m, 4H), 2.45-2.44 (m, 4H), 3.18-
316 (m, 4H), 2.55-2 53 (m, 4H), 2.40 (q, 2H, J
=7.2 Hz), 1.05 (t, 3H, J = 7.2 Hz).

377

500

1H-NMR (400 MHz, 6d DMS0) © ppm 8.30 (5,
1H), 814 (d, 1H, J= 1.6 Hz), 7.89 (d, 1H, J =
5.6 Hz), 7.74 (d, 2H, J = 8.4 Hz), 7.25 (d, 2H,
J=84Hz), 7.07 (t 1H, J =56 Hz), 7.01 (d,
1H, J = 1.6 Hz), 5.98 (d, 1H, J = 5.6 Hz), 3.58-
3.52 (m, 4H), 3.48-3.42 (m, 4H), 3.33-3.24 (m,
2H), 3.03-2.98 (m, 2H), 2.90-2.85 (m, TH),
2.69-2 64 (m, 2H). 2.55-2.50 (m, 1H), 2.43-
2.39 (m, 2H), 1.84-1.75 (m, 2H), 1.74-1.68 (m,
2H), 1.06 (d. 6H, J = 6.4 Hz).
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378

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.17 (d,
1H, J = 1.2 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.75
(d, 2H, J = 8.4 Hz), 7.27 (d, 2H, J = 8.4 Hz),
7.03(d, 1H, J=1.2 Hz), 597 (d, 1H,J = 5.2
Hz), 5.30-5.00 (m, TH), 3.80-3.70 (m, 2H),
3.70-3.60 (m 2H). 3.54-345 (m, 2H), 342-
3.33 (m, 4H), 3.18-3.10 (m, 1H), 3.08-3.02 (m,
1H), 2.80-2.60 (m, 3H), 2.10-1.98 (m, 2H),
1.80-1.66 (m, 2H), 1.62-1.50 (m, 2H), 1.46-
1.30 (m, 2H).

TH-NMR (400 MHz, 6d DMS0) © pp
1H, J = 1.6 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H. J = 8.0 Hz), 7.25 (d, 2H, J = 8.0 Hz),
6.70(d, 1H, J= 1.6 Hz), 506 (d, 1H, J =56
Hz), 3.45-3.44 (m, 4H), 3.35-2.33 (m, 4H),
3.16-3.13 (m, 4H), 2.09-2.96 (m, 2H). 2 48-
242 (m. 1H), 2.34 (q, 2H, J:?EH 7). 1.98-
1.92 (m, 2H), 1.76-1.71 (m z ), 1.70:1.60 (m,
2H), 1.60-1.50 (m, 2H), 1.50-1.40 (m, 4H),
102 (t 3H, J=7.2 Hz).

pm B3 (d,

380

502

1H NMR (400 MHz, DMSO-d6) 6 812 (d, J =
1.8 Hz, 1H), 7.868 (d, J=54 Hz, 1H), 7.71 (d,
J=8.1Hz, 2H), 7.24 (d, J = 8.0 Hz, 2H), 6.97
d,J=1. 9 Hz, 1H), 6.74 (d, J = 7.6 Hz, 1H),
(d,J =55 Hz, 1H), 412 (h, J = 8.3 Hz,
3. 52 (dd, J = 6.9, 3.3 Hz, 4H), 3.42 (dd, J
7, 3.5 Hz, 4H), 2.88 (d, J = 10.6 Hz, 2H),
(p, J = 6.6 Hz, 1H), 2.27 — 2.17 (m, 2H),

J
97
1H),

MMII —U1

6.
71
A
2.7 Hz, 2H), 1.76 (d, J = 12.3 Hz, 2H), 1.60 -
1.47 (m, 4H), 0.99 (d, J = 6.5 Hz, 6H).

2(gt, J=7.7,2.6 Hz, 2H), 1.93 (pd, J = 9.1,

381

L‘I’>‘ﬁ ﬁ‘{

502

TH NMR (400 MHz, 6d-DMS0) © ppm 8.15 (d,

IH, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J = 8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz),
7.00 (d, 1H, J= 1.6 Hz), 5.96 (d, 1H, J = 5.6
Hz), 5.11 (d, 1H, J = 6.0 Hz), 4.15-4.08 (m,
1H), 3.72-3.65 (m, 2H), 3.60-3.50 (m, 2H),
3.48-3.40 (m, 4H), 3.10-2.99 (m, 1H), 3.85-
3.78 (m, 2H), 3.78-3.60 (m, 2H), 2.44-2 39 (m,
2H), 2.20-2.10 (m, 2H), 2.09-2.03 (m, 2H),
1.85-1.79 (m, 1H), 1.77-1.70 (m, 1H), 1.60-
1.42 (m_2H), 0.97 (dd, 6H, J = 6.4, 3.2 Hz).

LCMS
(M+1)

NMR

382

7
X

b
Y
0
L

502

TH-NMR (400 MHz, 6d DMSO)  ppm 8.14 (s,
1H), 7.88 (d, 1H, J=4.4 Hz), 7.71 (d, 2H, J =
8.4 Hz), 7.25 (d, 2H, J = 8.4 Hz), 6.93 (5, 1H),
5.97-5.93 (m, 1H), 5.10 (d, 1H, J = 2.0 Hz),
4.70-4.30 (m, 1H), 4.12-4.08 (m, TH), 3.89-
3.86 (m, 2H), 3.60-3.50 (m, 1H), 3.21-3.05 (m,
2H), 3.05-3.00 (m, 1H), 3.00-2.96 (m, 2H),
2.49-2.48 (m, 1H), 2.37-2.35 (m, 4H), 2.10-
2.00 (m, 2H), 2.00-1.94 (m, 2H), 1.78-1.75 (m,
2H), 1.70-1.67 (m, 2H), 1.37-1.32 (m, 1H)m
1.27-1.21 (m, 2H), 1.03 , 3H, J = 7.2 Hz).

503

1H NMR {400 MHz, DMSO-dE) 5 &.13 (d, J =
1.7 Hz, 1H), 7.88 (d, J = 5.4 Hz, 1H), 7.71 (d,
J=7.8Hz 2H), 7.25 (d. J = 7.9 Hz. 2H), 6.99
(d,J =19 Hz, 1H), 5.95 (d, J = 5.5 Hz, 1H),
4.97 (s, 1H), 363 (dt, J =279, 4 8 Hz, 4H),
343 (q,J =59, 4.1 Hz, 4H), 2.98 (d, J = 11.0
Hz, 2H), 2.89 (q, J = 8.8 Hz, 1H), 2.34 (q, J =
7.2 Hz, 2H), 219 (t. J = 10.1 Hz, 2H), 2.08 (td.,
J:SS 2.6 Hz, 2H), 2.03— 1.88 (m, 2H), 1.75
d.J = 11.3 Hz, 2H), 1.65 (qd, J = 12.3, 3.5
Hz, 2H), 1.28 (s, 3H), 1.02 t, J = 7.2 Hz, 3H).

384

503

385

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.14 (d,
iH,J =12 Hz). 7.90 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J = 8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz),
7.00(d, 1H, J=12Hz), 597 (d, 1H, J=56
Hz), 5.10 (d, TH, J = 6.0 Hz), 4.13-4.11 (m,
iH), 3.70-3.69 (m, 2H), 3.55-3.54 (m, 2H),
3.45.3.43 (m, 4H), 3.24-3.22 (m, 1H), 2.82-
2.77 (m, 2H), 2.76-2.67 (m, 2H), 2.44-2.38 (m,
2H), 2.20-2.14 (m, 2H), 2.10-2.03 (m, 2H),
1.81-1.79 (m, 1H), 1.72-1.70 (m, 1H), 1.59-
1.50 (m, 1H), 1.48-1.40 (m, 1H), 0.99-0.96 (m,
6H).
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386

iH-NMR (400 Mz, 6d-DMSO) 6 ppm 8.25 (s,
1H), 815 (d, 1H, J = 1.6 Hz), 7.91 (d, 1H, J =
56 Hz), 7.74 (d, 2H, J = 8.4 Hz), 7.25 (d, 2H,
J = 8.4 Hz), 7.00 (d, 1H, J = 1.6 Hz), 5.98 (d,
iH, J = 5.6 Hz), 3.89 (d, 2H, J = 6.8 Hz), 3.65-
3.59 (m, 4H), 3.50-3 40 (m, 4H), 2.97-2.2.93
(m, 2H), 2.82-2.78 (m, 1H), 2.52-2.50 (m, 1H),
2.35.2.28 (m, 2H), 1.82-1.77 (m, 2H), 1.70-
1.64 (m, 2H), 1.14-1.11 (m, 1H), 1.03 (d, 6H, J
= 6.8 Hz), 0.54-0.51 (m, 2H), 0.30-0.27 (m
2H).

387

502

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.15 (d,
1H,J =16 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J = 8.4 Hz), 7.27 (d, 2H, J = 8.4 Hz),
7.01(d, 1H, J = 1.6 Hz), 5.98 (d. 1H, J = 5.6
Hz), 511 (d, 1H, J = 5.6 Hz), 4.14-4.11 (m

1H), 369368(m 2H), 2.55.3.54 (m, 2H),
3.46-3.44 (m, 4H), 3.22-3.21 (m, 1H), 2.81-
2.75 (m, 2H), 2.74-2.68 {m, 2H), 2.43-2.38 (m,
2H), 2.19-2.10 (m, 2H), 2.08-2.01 (m, ZH),
1.72-17.71 (m, 1H), 1.70-1.69 (m, 1H), 1.60-
1.40 (m, 2H), 0.98-0.96 (m, 6H).

388

TH NMR (400 MHz, 6d-DMSO0) 6 ppm 8.22 (s,
1H), 8.19.(d, 1H, J = 1.6 Hz), 7.91 (d, 1H, J =
5.2 Hz), 7.80 (d, 2H, J = 8.4 Hz), 7.48 (d, 2H,
J = B4 Hz), 7.06 (s, 1H), 5.98 (d, 1H, J=5.2
Hz), 3.94-3.91 (m, 2H), 3 74-3.70 (m, 2H),
3.60-3.52 (m, 2H), 3.50-3.45 (m, 2H), 2.92 (s,
3H), 2.92-2.81 (m, 3H), 2.60-2.50 (m, 1H),
2.03-2.01 (m, 1H), 1.85-1.80 (m, 2H). 1.80-
1.75 (m, 1H), 1.45-1 40 (m, 1H), 1.04 (d, 6H, J
= 6.4 Hz), 0.78-0.74 (m, 4H).

389

TH-NMR (400 MHz, 6d-DMSO) 6 ppm .19 (s,
1H), 7.91 (d, 1H, J =5.6 Hz), 7.79 (d, 2H, J =
8.4 Hz), 7.39 (d, 2H, J = 8.4 Hz), 7.06 (s, 1H),
5.98 (d, 1H, J = 5.6 Hz), 4.01-3.91 (m, 2H),
3.76-3.69 (m, 2H), 3.55-3.50 (m, 2H), 3.50-
345 (m, 2H), 2.89 (s, 3H), 2.71-2.69 (m, 1H),
2.61-2.59 (m, 2H), 2.47-2.45 (m, 2H), 2.03-
1.96 (m, 2H), 1.88-1.81 (m, 2H), 1.00 (d, 6H, J
= 6.0 Hz), 0.78-0.75 (m, 4H).

T=

LCMS
(M+1)

NMR

390

503

1H-NMR (400 MHz, DMSO-d6) & ppm 8.11 (d,
1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.74-
7.72 (m, 2H), 6.99-6.96 (m, 2H), 5.97 (d, 1H, J
=56 Hz), 411 (t, 2H, J = 6.0 Hz), 392 (br. 5.,
2H), 3.70 (br. s., 2H), 3.53-3.37 (m, 6H), 2.71
(t. 2H, J = 5.6 Hz), 2.60-2 48 (m, 4H), 2.43-
236 (m, 4H), 2.04-2.01 (m, 1H), 1.02 (t, 2H, J
=7.2 Hz), 0.79-0.73 (m, 4H).

o
o
L%

TH-NMR (400 MHz, CDCI3) 5 7.88 (d, 1H, J =
1.6 Hz), 7.83 (d, 1H, J = 5.2 Hz), 7.56 (d, 2H,
J=8.4Hz), 6.99 (d, 2H, J = 8.4 Hz), 6.63 (d,
1H,J=16Hz ), 583 (d, 1H,J =52 Hz),
3.93-3.83 (m, 2H), 3.72-3.62 (m, 2H), 3.51-
3.39 (m, 4H), 3.33-3.22 (m, 4H), 2.99-2 88 (m,
1H), 2.71-2.60 (m, 4H), 2.51 (g, 2H, J = 7.2
Hz ), 2.44-2.32 (m, 4H), 1.42 (s, 3H).1.16 {t, J
=72 Hz, 3H)

392

503

TH-NMR (400 MHz, 64-DMS0) & ppm 8.27 (5,
1H), 8.14 (d, 1H, J = 1.6 Hz), 7.89 (d, 1H, J =
5.6 Hz), 7.73 (d, 2H, J = 8.4 Hz), 7.25 (d, 2H,
J=84Hz), 7.01 (d, 1H, J = 1.6 Hz), 5.97 (d,
1H, J = 5.6 Hz), 3.50-3.41 (m, 4H), 3.40-3.30
(m, 4H). 3.18 (0, 4H. J = 6.8 Hz), 3.00-2.95
(m, 2H), 285 (7 S, 1H, J = 6.8 Hz), 2.52-
2.50 (m, 1H), 2.40-2.31 (m, 2H), 1.82-1.78 (m,
2H), 1.75-1.66 (m, 2H), 1.08 (t 6H, = 6.8
Hz), 1.04 (d, 6H, J = 6.8 Hz).

393

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.12 (d,
1H, =16 Hz), 7.88 (d, 1H, J = 5.2 Hz), 7.71
(d, 2H,J = 8.4 Hz), 7.24 (d, 2H, J = 8.4 Hz),
6.99.(d, 1H, J = 1.6 Hz), 6.25 (d, 1H, J = 8.0
Hz), 5.97 (d, 1H, J = 5.6 Hz), 3.66-3.55 (m

1H). 3.54-3 48 (m, 4H), 3.46.3.38 (m, 4H),
2.92-2.82 (m, 2H), 2.74-2.64 (m, 1H), 2.46-
2.40 (m, 1H), 2.26-2.14 (m, 2H), 1.80-1.70 (m,
2H), 1.68-1.54 (m, 2H), 1.50-1.30 (m, 2H),
1.04 (d, 3H, J = 6.8 Hz), 0.98 (d, 6H, J = 6.8
Hz), 0.83 (t, 3H, J = 7.2 Hz)
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394

TH-NMR (400 MHz, 6d-DMS0) & ppm 8,12 (d,
IH,J =16 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.71
(d.2H, J =84 Hz), 7.24 (d, 2H, J = 8.4 Hz),
.99 (d, 1H, J = 1.6 Hz), .25 (d, 1H, J= 8.0
Hz), 5.97 (d, 1H, J = 5.6 Hz), 3.66-3.55 (m,
1H), 3.54-3.48 (m, 4H), 3.46-3.38 (m, 4H),
2.92-2.82 (m, 2H), 2.74-2.64 (m, 1H), 2.46-
2.40 (m, 1H), 2.26-2.14 (m, 2H), 1.80-1.70 (m,
2H), 1.68-1.54 (m, 2H), 1.50-1.30 (m, 2H),
1.04 (d, 3H, J= 64 Hz), 0.98 (d, 6H, J =64
Hz), 0.83 (t, 3H. J = 7.2 Hz).

504

1H NMR (400 MHz, DMSO-d6) 5 8 12 (d, J =
1.7 Hz, 1H), 7.87 (d, J = 5.4 Hz, 1H), 7.71 (d,
J =81 Hz, 2H), 7.24 (d. J = 8.2 Hz. 2H), 6.97
(d‘.J: 1.9'Hz, 1H), 5.96 (d, J = 5.5 Hz, H),

90(5 1H), 3.45 (ddd, J = 28.3, 7.6, 4.0 Hz,
9H), 2.88 (d, J = 10.8 Hz, 2H), 2.80 — 2.57 (m
H). 2.21 (t,J = 11.1 Hz, 2H), 1.76 (d, J = 12.4
Hz 2H), 1.70 — 1.49 (m, 2H), 1.27 (s, 9H),
0.99 (d, J = 6.5 Hz, BH).

396

= I

) i ("\Nr Y Ve
& n J "

“,. e
>

1H NMR (400 MHz, DMSO-d6) 6 8 21 (s, 1H),
8.12(d, =17 Hz, 1H), 7.88 (d, J = 5.4 Hz,
{H), 7.76 - 7.67 (m, 2H), 7.28 - 7.19 (m, 2H),
6.98 (d, J = 1.9 Hz, 1H), 6.56 (t, J = 5.5 Hz,
IH), 5.97 (d, J = 5.5 Hz, 1H), 3.56 - 3.47 (m,
4H), 3.42 (dd, J = 6.8, 3.4 Hz, 4H), 3.09- 3.00
(m, 2H), 2.95 (d, J = 11.0 Hz, 2H), 2.81 (p, J =
6.5 Hz, 1H), 2.32 (dd, J = 12.6, 10.1 Hz, 2H),
1.79(d, J = 12.4 Hz, 2H) 1.74 - 1.59 (m, 2H),
1.46 - 1.34 (m, 2H), 1.27 (h, J = 7.2 Hz, 2H),
1.02 (d, J = 6.6 Hz, 5H), 0.87 (t, J = 7.3 Hz,
3H).

397

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.26
(br. s., 1H), 8.06 (d, 1H, J = 1.6 Hz), 7.86 (d.
1H,J = 5.2 Hz), 7.65 (d, 2H, J = 8.4 Hz), 6.95
(d, 2H, J = 8.4 Hz), 6.91 (d, 1H, J = 1.6 Hz),
594 (d, 1H,J = 5.2 Hz), 4.154 12 (m, 3H),
3.78-3.75 (m, 2H), 3.46-3.44 (m, 8H), 3.20 (s,
3H), 3.16-3.15 (m, 4H), 2.55-2.54 (m, 4H),2.41
(g, 2H, J =7.2 Hz), 1.05 (t 3H.J = 7.2 Hz).

T2

LCMS
(M+1)

NMR

398

1H NMR (400 MHz, DMSO-d6) 6 9.63 (s, 1H),
8.16(d, J = 1.7 Hz, TH), 7.90 (d, J = 5.4 Hz,
1H),7.78 (d, J = 7.9 Hz, 2H), 725 (d, J= 8.1
Hz, 2H), 7.01 (d, J = 1.8 Hz, 1H), 5.98 (d, J =
5.5 Hz, 1H), 3.83 (d, J = 6.5 Hz, 2H), 3.61 (br.
s, 4H), 3.52 - 341 (m, 7TH), 3.15-3.01 (m,
2H), 287 (p, J = 9.4, 8.5 Hz, 1H), 2.03 (t, J =
9.3 Hz, 4H), 1.89 (hept, J = 6.8 Hz, 1H), 1.29
(d, J = 6.6 Hz, 6H), 0.91 (d, J = 6.7 Hz, 6H)

1H-NMR (400 MHz, MeOD) 6 ppm 7.98 (d,
1H,J=12Hz),7.85 (d, 1H, J= 5.2 Hz). 7.74
(d, 1H, J = 8.4 Hz), 7.45(d, 1H, J = 8.4 Hz),
6.92(d, 1H,J= 1.2 Hz), 6.00 (d, 1H. J=52
Hz), 3.67-3.64 (m, 4H), 3.56-3 54 (m, 4H),
3.24 (g, 2H, J = 7.2 Hz), 3.00 (s, 3H), 2.87-
282 (m, 3H), 2.77-2.71 (m, 2H), 2.20-2.16 (m,
2H), 2.08-2.02 (m, 2H), 1.17 (d, 6H, J = 6.4
Hz), 1.15 (t, 3H, J = 7.2 Hz).

400

1H NMR (400 MHz, 6d-DMSO) 6 ppm 8.17 (s,
1H), 7.90 (d, 1H, J = 5.6 Hz), 7.79 (d, 2H, J =
84 Hz), 748 (d, 2H, J =84 Hz), 7.03 (d, 1H,
J=12Hz), 662 (t, 1H, J = 5.6 Hz), 5.99 (d,
1H, J = 5.6 Hz), 3.53-3.51 (m, 4H), 3.45-
3.43(m, 4H), 3.33-3.30 (m, 1H), 3.20-3.10 (m,
2H), 2.92 (s, 3H), 2.80-2 74 (m, 2H), 2.72-2.60
(m, 1H),2.50-2.40 (m, 2H), 1.83-1.71 (m, 3H),
1.06-1.01 (m, GH).

401

el
S
la]

1H NMR (400 MHz, DMSO-d6) 5 8.13 (d, J =
1.7 Hz, 1H), 7.89 (d, J = 5.4 Hz, 1H), 7.71 (d,
J=8.1Hz, 2H), 7.24 (d, J = 8.2 Hz, 2H), 6.99
(d, J = 1.9 Hz, TH), 5.97 (d, J = 5.5 Hz, TH),
4.21— 410 (m, 2H), 368 — 3.57 (m, 4H), 3.57
— 350 (m, 2H), 3.50 — 3.41 (m, 4H), 3.28 (s,
3H), 2.87 (s, 2H), 2.68 (d, J = 17.6 Hz, 1H),
2.21 (s, 2H). 1.75 (s, 2H), 1.62 (d, J = 13.0 Hz,
2H), 0.99 (d, J = 6.4 Hz, 6H)

402

508

1H-NMR (500 MHz, DMSO-d6) & ppm 8.07 (s,
1H), 7.88 (d, 1H, J = 5.5 Hz), 7.65 (d, 2H, J =
8.0 Hz), 6.97-6.93 (m, 3H), 5.96 (d, 1H, J =
5.5 Hz), 3.72-3.71 (m, 2H), 3.63-3.62 (m, 2H),
3.47-3.46 (m, 4H), 3.40-3.30 (m, 4H), 3.17-
3.16 (m, 4H), 2.86-2.80 (m, 4H), 2.39-2.37 (m,
2H), 1.24 (s, 1H), 1.04 (t, 3H, J = 7.5 Hz).
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LCMS
(M+1)

NMR

403

1H-NMR (400 MHz, 60-DMSO) 6 ppm 8.11 (s,
1H), 7.92 (¢, 1H, J = 6.0 Hz), 7.60 (d, 2H, J =
84 Hz), 6.97 (d. 2H, J = 8.4 Hz), 6.86-6 83
(m, 1H), 6.51 (td, 1H, J = 56 Hz, 5.6 Hz), 6.04
(dd, 1H, J = 13.6 Hz, 5.2 Hz), 4.92-4.90 (m
1H), 4.43-4 34 (m, 1H), 4.16-4.12 (m, 1H),
3.89-3.85 (m, 1H). 3.30-3.25 (m, 4H), 3.25-
3.20 (m, 2H), 3.19-3.15 (m, 4H), 2.90-2.80 (m
1H), 2.38 (q, 2H, J = 7.2 Hz), 2.10-2.05 (m,
1H), 1.04 (t, 3H, J = 7.2 Hz), 0.86-0.75 (m,
4H).

404

1H-NVIR {400 MHz, CDCI3) 5 ppm 7 84 (d,
1H.J = 16 Hz), 7.82 (d, 1H. J = 5.6 Hz), 7.50
(d, 2H, J = 8.4 Hz), 6.60 (d, 1H, J = 1.6 Hz),
.50 (d, 2H, J = 8.4 Hz), 5.81 (d, 2H, J = 6.0
Hz), 4 334 22 (m, 4H), 3.98 (s, 4H), 3 65-3 56
(m, 4H), 3.51-3.48 (m, 1H), 3.45-2.38 (m, 4H),
3.36 (s, 4H), 2.46 (q, 2H, J = 7.2 Hz), 0.93 {t,
3H. J =72 Hz).

408

o

1H-NMR (400 MHz, 6d-DMSO0) & ppm & 15 (d,
IH .J: ‘J.GHZ), 7.90 (d, 'iH,J:.JZHZ) 775

J=80Hz). 7.25(d,2H, J=80Hz)
n (d IH, J = 16 Hz), 5.96 (d, 1H, J = 5.2
Hz), 2.68-3.67 (m, 3H), 3.64-3.62 (m, 1H),
353-3.52 (m, 2H), 3.45-3.44 (m, 4H), 332-
329 (m, 2H), 3.28-3.27 (m, 3H), 2.62-2 60 (m,
3H), 2.49-2.46 (m, 2H), 1.90-1.80 (m, 4H),
1.16-1.15 (m, 6H).

406

1H-NMR (400 MHz, MeOD)  ppm 7.08 (d,
1H, J =16 Hz), 7.85 (d, 1H, J = 5.2 Hz), 7.74
(d, 2H, J = 8.4 Hz), 7.36 (d, 2H, J = 8.4 Hz),
6.01(d, 1H, J=52Hz), 507 (d, 1H, J=52
Hz), 4.12-4.06 (m, 2H), 3.92-3.85 (m, 1H),
3.84-3.78 (m, 4H), 3.66-3.60 (m, 2H), 3.58-
3.53 (m, 2H), 3.52-3.47 (m, 2H), 2.98-2.90 (m,
1H), 2.82-2.74 (m, 1H), 2.68-2.60 (m, 1H),
2.20-2.14 (m, 2H), 1.90-1.84 (m, 2H), 1.74-
1.62 (m, 2H), 1.60-1.48 (m, 2H), 1.12 (d, EH, J
= 6.4 Hz).

T=

LCMS
(M+1)

NMR

407

511

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.33
(brs., 1H), 8.15 (s, 1H), 7.90 (d, 1H, J=4.8
Hz), 7.73 (d, 2H, J = 7.6 Hz), 7.27 (d, 2H, J =
7.6 Hz), 6.96 (s, 1H), 5.97 (s, 1H), 4.664 62
(m, 1H), 4.22-4.16 (m, TH), 3.98-3.88 (m. 2H),
3.42-3.16 (m, 2H), 3.08-2.93 (m, 2H), 2.96-
2.84 (m, 2H), 2.62.2.52 (m. 1H), 2.46-2.40 (m,
2H), 2.12-2.06 (m, 1H), 1.88-1.72 (m, 4H),
1.50-1.40 (m, 3H), 1.32-1.24 (m, 3H), 1.08 (d,
6H, J = 5.2 Hz).

408

a1

TH-NMR (400 MHz, 60-DMS0) 6 ppm B.15 (s,
1H), 7.90 (d, 1H, J = 5.6 Hz), 7.72 (d, 2H, J =
8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz), 6.99 (s. 1H),
5.97 (d, TH, J = 5.6 Hz), 3.69-3.67 (m, 2H),
3.64-3.60 (m, 1H), 3.54-3.53 (m, 2H), 3 45-
3.43 (m, 4H), 3.32-3.30 (m, 1H), 2.80-2.78 (m,
2H), 2.72-2.71 (m, 2H), 2.63-2.61 (m, 2H),
2.52.2.51 (m, 1H), 2.46-2.45 (m, 1H), 2.19-
211 (m, 2H), 1.83-1.80 (m, 1H), 174171 (m,
1H), 1.58-1.50 (m, 1H), 1.49-1.42 (m, 1H),
0.95-0.96 (m, 6H).

409

TH-NMR (400 MHz, 6d-DM30)  ppm B.15 (d,
{H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J = 8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz),
7.00(d. 1H, J=16Hz), 507 (d, 1H J =56
Hz), 3.75-3.60 (m, 2H), 3.70-3 67 (m, 1H),
3.54-3.53 (m, 2H), 3.45-3.33 (m, 4H), 3.31-
3.28 (m, 1H), 2.81-2.79 (m, 2H), 2.74-2.70 (m,
2H), 2.66-2.63 (m, 2H), 2.50-2 46 (m, 2H),
2.19-2.09 (m, 2H), 1.82-1.81 (m, 1H), 1.72-
1.71 (m, 1H), 1.56-1.50 (m, 1H), 1.50-1.42 (m
1H), 0.98-0.96 (m, 6H).

410

512

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 7.92 (d,
1H,J=16 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.60
(d, 2H, J = 8.0 Hz), 7.33 (d, 2H, J = 8.0 Hz),
6.68 (d, 1H, J = 1.6 Hz), 5.87 (d, 1H, J = 5.6
Hz), 3.92-3.91 (m, 4H), 3.47-3.45 (m, 4H),
3.44-3.43 (m, 1H), 3.18-3.17 (m, 1H), 2.96-
2.94 (m, 1H), 2.68-2.67 (m, 2H), 2.53-2.52 (m,
2H), 2.37-2.36 (m, 1H), 1.96-1.94 (m, 1H),
1.39-1.37 (m, 2H), 1.26-1.25 (m, 2H), 1.21-
1.16 (m, 3H).

- 172 -

SES061 10-2426043



[0242]

[0243]

LCMS
(M+1)

NMR

411

512

1H NMR (400 MHz, 6d-DMSO) & ppm 8.26 (s,
1H), 8.15 (s, 1H), 7.89 (d, 1H, J = 5.2 Hz),
7.73(d, 2H, J=8.4 Hz), 727 (d, 2H, J = 8.4
Hz), 6.99 (s, 1H). 5.95 (d, 1H, J = 5.2 Hz),
4.24-419(m, 2H), 411-4.01(m, 2H), 3.77-3.74
(m, 1H), 2.89-2 84(m, 4H), 2.41-2 27 (m, 2H),
1.85-1.41(m, 4H), 1.03-1.00 (m, 6H).

412

1H-NMR (400 MHz, 6d DMSO) 6 ppm B8.24
(br s, 1H), 8.15 (d, 1H,J = 1.6 Hz), 7.89 (d,
1H, J = 5.6 Hz), 7.70 (d, 2H, J = 8.0 Hz), 7.27
(d, 2H, J = 8.0 Hz), 6.90 (d, 1H, J = 1.6 Hz),
5.95 (d, 1H, J = 5.6 Hz), 4.23-4.20 (m, 2H),
4.19-416 (m, 1H), 4.10-4.06 (m, 2H), 3.86-
3.83 (m, 2H), 3.75-3.74 (m, 1H), 3.64-3.63 (m,
1H), 3.35-3.34 (m, 2H), 3.16-3.03 (m, 2H),
3.01-2.99 (m, 1H), 2.39 (q, 2H, J = 7.2 Hz),
2.01-1.98 (m, 2H), 1.79-1.74 (m, 2H), 1.72-
1.65 (m, 2H), 1.31 (d, 3H, J = 6.4 Hz), 1.04 (t,
3H,J = 7.2 Ha).

413

512

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.06 (5,
1H), 7.86 (d, 1H, J = 5.6 Hz), 7.64 (d, 2H, J =
B.4 Hz), 6.93 (d, 2H, J = 8.4 Hz), 6.92-6.90 (m,
{H), 5.94 (d, 1H, J = 5.6 Hz), 3.70-3.60 (m,
3H), 3.55-3.48 (m, 2H), 3.45-3.38 (m, 4H),
3.30-3.22 (m, 1H), 3.17-3.08 (m, 4H), 2.70-
260 (m, 1H), 2.58-2.54 (m_ 6H), 2.48-2 42 (m,
2H), 1.00 (d, 6H, J = 6.4 Hz).

414

T
iy
7

N

512

[H-NMR (400 MHz, 6d-DMSQ) 6 ppm 8.15 (d,
1H, J = 1.6 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.74
(d, 2H, J = 8.4 Hz), 7.25 (d, 2H, J = 8.4 Hz),
7.00 (d, 1H, J= 1.6 Hz), 6.00 (d, 1H, J = 5.6
Hz), 3.90-3.60 (m, 4H), 3.55-3.45 (m, 4H),
2.91-2.86 (m, 2H), 2.71 (7 S, 1H, =68
Hz), 2 50-2.46 (m, 1H), 2.26-2.20 (m, 2H),
1.80-1.75 (m, 2H), 1.69-1.56 (m, 2H}, 1.24-
1.20 (m, 1H), 1.00 (d, 6H, J = 6.8 Hz), 0.78-
0.74 (m, 2H), 0.53-0.50 (m. 2H), 0.48-0.43 (m,
2H), 0.15-0.11 (m, 2H).

=

LCMS
(M+1)

NMR

415

515

THNMR (400 MHz, 222 d)57.92 (d, J =
1.8 Hz, 1H), 7.85 (d, J = 5.3 Hz, 1H), 7.59 (d,
J=7.9Hz, 2H), 7.28 (d, J = 8.0 Hz, 3H), 6.69
(d, J = 1.9 Hz, 1H), 5.85 (d, J = 5.4 Hz, TH),
3.86 (d, J = 26.3 Hz, 5H), 3.49 (d, J = 31.7 Hz,
5H), 3.15 (s, 3H), 2.56 (td, J = 15.0, 5.8 Hz,
3H), 2.34 (ddd, J = 33.9, 16.5, 6.0 Hz, 1H),

217 —2.06 (m, TH), 1.89 (bs, 3H), 1.24 (d, J =
52 Hz, 3H), 1.16 (t, J = 7.1 Hz, 4H).

Lo~

/'_\‘ﬁf

L O S

[H NMR (400 MHz, DMSO-d6) & 8.14 (s, 1H),
7.88(d, J=54 Hz, 1H), 774 (d, J =78 Hz,
2H). 728 (dd, J=24.1. 7.9 Hz, 3H), 6.98 (s,
1H), 6.36 (d, J = 7.0 Hz, 1H), 5.97 (d, J=5.5
Hz, 1H), 5.75 (s, 1H), 3.93 (p, J = 7.1 Hz, 1H),
3.60 —3.40 (m, 10H), 2.1 — 1.72 (m, 2H),
1.63 (q, J = 8.8, 8.2 Hz, 2H), 1.44 (ddt, J =
271, 11.9, 5.6 Hz, 4H), 1.33 - 0.90 (m, 12H).

47

516

TH-NMR (400 MHz, 60-DMSO) & ppm 8.20
(br.s., 1H), 8.06 (d, 1H, J = 1.6 Hz). 7.87 (d,
1H, J = 5.2 Hz), 7.65 (d, 2H, J = 8.8 Hz), 6.95
(d, 2H, J = 8.8 Hz), 5.90 (d. 1H, J= 1.6 Hz),

94 (d, 1H, J = 5.2 Hz), 4.66-4.42 (m, 4H),
_4.03 (m, 4H), 3.40-3 45 (m, 4H), 3.44-
(m, 4H), 3.17-3.11 (m, 4H), 2.53-2.50 (m,
2.38(q,2H, J=7.2Hz), 1.04 (t, 3H, ] =
z).

4
1
a
),

418

&

qu’_( /"'(

516

5,
41
34
4H
72H
TH-NMR (400 MHz, 6d-DMSO0) 6 ppm 8.14 (d,
1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.2 Hz), 7.72
(d, 2H, J = 8.0 Hz), 7.29 (d, 2H, J = 8.0 Hz),
7.01(d, 1H, J= 1.6 Hz), 596 (d, 1H, J =5.2
Hz), 4.58 (d, 1H, J = 4.0 Hz), 3.80-3.70 (m,
2H), 3.70-3.60 (m, 2H), 3.55-3.47 (m, 2H),
3.47-3.40 (m, 2H), 3.39-3.35 (m, 1H), 3.30-
3.20 (m, 1H), 3.05-2.95 (m, 1H), 2.80-2 60 (m,
2H), 2.58-2.51 (m, 1H), 2.45-2.30 (m, 2H),
2.28-2.10 (m, 1H), 1.90-1.81 (m, 2H), 1.80-
1.75 (m, 1H), 1.70-1.60 (m, 2H), 1.50-1.30 (m,
2H), 1.25-1.10 (m, 2H), 1.08-1.00 (m, 6H)
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LCMS
(1) NMR
1H-NMR (400 MHz, CDCI3) 6 ppm 7.93 (d,
1H, J = 2.0 Hz), 7.86 (d, 1H, J = 5.2 Hz), 7.61
{d, 2H, J = 8.0 Hz), 7.33 (d, 2H, J = 8.0 Hz),
6.69 (d, 1H, J = 1.6 Hz), 585 (d, 1H, J= 56
Hz), 3.02-3.82 (m, 2H), 3.80-3.70 (m, 2H),
516 | 3.69-3.65 (m, 1H), 3.56-3.45 (m, 3H), 3 44-
3.41 (m, 2H), 3.40-3.38 (m, 1H), 3.24-3.12 (m,
1H), 2.09-2 87 (m, 1H), 2.80-2.66 (m, 2H),
2.53-2.36 (m, 2H), 2.14-2.00 (m, 4H), 1.90-
1.78 (m, 2H), 1.74-1.71 (m, 1H), 1.39-1.34 (m,
2H), 1.27 (d, 6H, J = 6.4 Hz)

1HNMR (400 MHz, E22&-d)57.91(d, J =
1.6 Hz, 1H), 7.84 (d, J = 5.3 Hz, 1H), 7.56 (d,
J=8.1Hz, 2H), 7.28 (d, J = 8.2 Hz, 2H), 6.67
(d, J = 1.8 Hz, 1H), 5.83 (d, J = 5.3 Hz, TH),
412 (q,J =7.1Hz, 2H), 3.87 (d, J = 5.6 Hz,

1 517 | 2H), 3.66 (s, 2H), 3.45 (s, 2H), 3.03 (d, J =

h

419

420
11.2 Hz, 2H), 2.98 - 2.86 (m, 1H), 2.78 (p, J =
: '=-ﬂ}_/=\ _,—\N_\ 6.5 Hz, 1H), 2.50 - 2.44 (m, 2H), 2.44 - 2.35
4 - (m, 4H), 2.27 (t, J = 11.0 Hz, 2H), 1.94 - 1.77
(m, 4H), 1.25 (t, J = 7.1 Hz, 3H), 1.10(d, J =
6.6 Hz, 6H).
1HNMR (400 MHz, 222 &-d)57.91(d, J =
1.8 Hz, 1H), 7.84 (d, J = 5.3 Hz, 1H), 7.61 -
7.49 (m, 2H), 7.29 (d, J = 8.2 Hz, 2H), 6.67 (d,
J=19Hz 1H), 583 (d, J = 5.4 Hz, 1H), 4.11
517 | (q,J=7.1Hz, 1H), 3.87 (t, J= 5.1 Hz, 2H),
3.73-362(m, 3H), 351 -2.36 (m, 2H), 3.18
(s, 2H), 2.93 (p, J = 8.1 Hz, 1H), 2.58 (s, 2H),
2.52 -2.29 (m, 5H), 1.94 (d, J = 12.9 Hz, 2H),
1.41 (5, 3H). 1.24 (dt, J = 10.8, 6.8 Hz, 10H).
TH-NMR (400 MHz, 6d-DMS0) & ppm 8.06 (q,
HO, 1H,J=16Hz), 7.86 (d, 1H, J =6.0 Hz), 7.64
( o (d, 2H, J = 8.8 Hz), 6.95 (d, 2H, J = 8.8 Hz),
& 4 6.93(d, 1H,J=16Hz), 594 (d, 1H, =56
42 [ 517 |H2)457(d 1H,J=44Hz), 373370 (m,
. 2H), 3.70-3.64 (m, 2H), 3.48-3.45 (m, 2H),
(. ) 3.44-3.38 (m, 2H), 3.17-3.13 (m, 4H), 2.53-
f I H'_}_r{'_\hl_f 2.58 (m, 4H), 1.86-1.83 (m, 2H), 1.70-1.66 (m,
L 2H), 1.56-1.53 (m, 1H), 1.43-1.16 (m, 5H),
1.06-1.04 (m, 3H), 0.93 (t, 3H, J=7.2 Hz)

421

[0244]

LCMS
4] NMR
1H-NMR (400 MHz, 6d-DMSO) 6 ppm &.13 (d,
1H, J = 1.2 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.72
\C‘ (d,2H, J=8.0 Hz), 7.25 (d, 2H, J = 8.0 Hz),
N -0 6.99(d, 1H,J=12Hz), 596 (d, 1H, J =56
i Hz), 472 (d, 1H, J = 3.6 Hz), 3 65-3.60 (m,
423 (] 517 | 1H), 3.52-3.49 (m, 2H), 3.49-3.43 (m, 4H),
e 3.40-3.35 (m, 4H), 3.40-3.24 (m, 2H), 3.08-
N 2.98 (m, 2H), 2.63-2.87 (m, 2H), 2.41 (q, 2H, J
[ﬁ,.i;\\ Pt =7.2 Hz), 2.07-2.01 (m, 2H), 1.78-1.66 (m,
6H), 1.33 (q, 2H, J = 104 Hz), 1.03 (t, 3H, J =
7.2 Ha).
TH NMR (400 MHz, DMSO-d6) 5 8.21 (s, 1H),
8.12(d, J=17Hz, 1H), 788 (d, J=54 Hz,
/ 1H), 7.76 - 7.65 (m, 2H), 7.28 - 7.20 (m, 2H),
N 6.98 (d, J = 1.9 Hz, 1H), 6.57 (t, J =55 Hz,
P 1H), 5.97 (d, J =5.5 Hz, 1H), 3.51 (dd, J = 6.9,
3.3 Hz, 4H), 3.42 (dd, J = 6.7, 3.5 Hz, 4H),
518 | 3.03 (g, J=6.6 Hz, 2H), 2.94 (d, J = 11.0 Hz,
2H), 2.79 (p, J = 6.6 Hz, 1H), 2.30 (dd, J =
12,6, 10.0 Hz, 2H), 1.78(d, J = 125 Hz, 2H),
il 1.66 (tt, J = 12.8, 6.4 Hz, 2H), 1.42 (p, J=7.3
S Hz, 2H), 1.26 (dtd J = 14.3, 8.3, 7.8 29 Hz,
4H), 1.02 (d, J = 6.5 Hz, 6H), 0.86 (, J= 6.9
Hz, 3H).
1H-NMR (400 MHz, 6d-DMSO) 6 ppm 815 (s,
R T 1H), 8.08 (d, 1H, J = 2.0 Hz), 7.86 (d, 1H, J =
—r 5.2 Hz), 7.67 (d, 2H, J = 8.8 Hz), 6.99 (d, 2H,
J =88 Hz), 6.92(d, 1H, J = 2.0 Hz). 5.94 (d,
(] 518 | 1H,J=52Hz), 3.97 (t, 3H. J = 8.0 Hz), 3 68-

424 4

425 i
j‘ 3.64 (m, 4H), 3.47-3.46 (m, 2H), 3.45-3.43 (m,
C 4/\4@(\“,/ 5H), 3.29-3.27 (m, 2H), 3.26 (s, 3H), 2.93-2.91
S L S (m, 4H), 2.79-2.76 (m, 4H), 1.15 (t, 3H, J = 7.2
Hz).
1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.03 (d,
1H, J = 1.6 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.61
(d, 2H, J =84 Hz), 6.89 (d, 1H, J = 1.6 Hz),
; 6.45 (d, 2H, J = 8.4 Hz), 5.95 (d, 2H, J = 5.6
426 (] 524 | Hz), 3.90-3.86 (m, 4H), 3.72-3.68 (m, 2H),

,NL 3.68-3.65 (m, 1H), 3.54-3.51 (m, 2H), 3.42-
A = 341 (m, 4H), 3.30-3.24 (m, 4H), 2.65-2.60 (m,
[ A \—(:2—“%”{ 2H), 2.52-2.50 (m, TH), 2.50-2.48 (m, 2H),
0.90-0.85 (m, 6H).
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427

TH-NMR (400 MHz, 6d DMSO)  ppm 7.98 (s,
1H), 7.88 (d, 1H, J=3.6 Hz), 7.73 (d, 1H, J =
8.4 Hz), 7.26 (t, 1H, J = 74.4 Hz), 6.95 (s, 1H),
.88 (d, 1H, J = 6.8 Hz). 6.73 (s, 1H), 5.96 (d,
1H, J = 4.4 Hz), 3.91-3.90 (m, 2H), 3.69-3.67
(m, 2H), 3.53-3.45 (m, 4H), 3.23-3.19 (m, 4H),
2.55.2.51 (m, 4H), 2.36 (q, 2H, J = 7.2 Ha),
2.01-2.00 (m, 1H), 1.03 (t, 3H, J = 7.2 Hz),
0.76-0.74 (m, 4H).

428

526

TH-NMR (400 MHz, 63-DMS0) & ppm B.14 (d,
iH,J=16Hz), 7.89 (d, 1H, J= 56 Hz), 7.73
(d, 2H, J = 8.4 Hz), 7.25 (d, 2H, J = 8.4 Hz),
6.99 (d, 1H, J=1.6 Hz), 5.96 (d, 1H, J=56
Hz), 3.45-3 44 (m, 4H), 3.39-3.37 (m, 4H),
3.35-3.36 (m, 3H), 3.15-3.04 (m, 6H), 2.58-
2.54 (m, 1H), 2.17-2.10 (m, 2H), 1.90-1.86 (m,
2H), 1.82-1.77 (m, 2H), 1.74-1.66 (m, 4H),
1.06 (t, 3H, J=7.2 Hz).

2]
K
[=2]

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.06 (s,
1H), 7.86 (d, 1H, J=5.2 Hz), 7.64 (d, 2H, J =
8.4 Hz), 6.94 (d, 2H, J = 8.4 Hz), 6.93 (s, 1H),
5.94 (d, 1H, J = 5.2 Hz), 3.75-3.70 (m, 2H),
3.69-3.65 (m, 2H), 3.50-3.45 (m, 2H), 3.44-
3.40 (m, 2H), 3.15-3.13 (m, 4H), 2.73-2.67 (m,
2H), 2.50-2.49 (m, 4H), 2.37 (q, 2H, J = 6.8
Hz), 2.05-2.02 {m, 2H). 1.73-1.70 (m, 2H),
1.63-1.53 (m, 2H), 1.44-1.36 (m, 2H), 1.03 (t,
3H, J = 6.8 Hz).

430

iH NMR (400 MHz, DMSO-d6) 6 8.13 (d, J =
1.8 Hz, 1H), 7.89 (d, J = 5.4 Hz, 1H), 7.77 —
7.64 (m, 2H), 7.24 (d, J = 8.1 Hz, 2H), 7.00 (d,
J=19Hz, 1H), 5.98 (d, J =55 Hz, 1H), 4.75
(q,d = 91 Hz, 2H), 3.65 (s, 4H), 3.58 —3.39
(m, 4H), 2.88 (d, J = 10.9 Hz, 3H), 2.70 (p, J =
6.7 Hz, 1H), 2.21 (t, J = 11.1 Hz, 2H), 1.76 (d,
J =124 Hz, 2H), 1.62 (tt, J = 12.6, 6.3 Hz,
2H), 0.99 (d, J = 6.5 Hz, 6H).

531

IHNMR (400 MHz, SE22 d)57.92(d, J =
1.6 Hz, 1H), 7.84 (d, J = 5.3 Hz, 1H), 7.59 (d,
J=7.9Hz, 2H), 7.28 (d, J = 8.0 Hz. 2H), 6.69
(d,J = 1.3 Hz, 1H), 5.84 (d, J = 5.4 Hz, 1H),
3.87 (s, 2H), 3.75 (s, 2H), 347 (d, J=25.7 Hz,
5H), 3.15 (s, 2H), 2.54 (d, J = 9.7 Hz, 5H),
2.08 (s, 1H), 1.91 (g, J = 20.9, 17.1 Hz, 3H),
1.81 — 1.72 (m, 1H), 1.66 (bs, 6H), 1.58 — 1.30
(m, THY, 1.31 (s, 2H), 1.24 (d, J = 3.8 Hz, 4H),
1.16 (s, 1H).
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432

531

TH-NMR (400 MHz, 6d DMSO) & ppm 8.44 (d,
1H, J = 2.0 Hz), 8.24 (d‘ 1H, J=1.2 Hz), 7.91
(d, 1H, J = 5.6 Hz), 7.85 (d, 1H, J= 8.0 Hz),
7.67(dd, 1H, J= 8.4 20 Hz), 7.16 (d, 1H.J =
2.0Hz), 5.96 (d, 1H, J = 5.6 Hz), 458 (d, TH, J
=4.0Hz), 3.76-3.72 (m, 2H), 3.68-3.64 (m

2H), 3.53.3.48 (m, 2H), 3.45.3.40 (m, 2H),
2032 88 (m, 2H), 2.76-2.69 (m, 1H), 2.57-
2.54 (m, 1H), 2.25-2.20 (m, 2H), 1.86-1.81 (m,
2H), 1.80-1.72 (m, 2H), 1.70-1.60 (m, 5H),
1.44-1.34 (m, 2H), 1.25-1.14 (m, 2H), 0.99 (d,
6H, J =68 Hz)

433

W N
S
“

)
1
O

TH-NMR (400 MHz, 6d-DMS0) d ppm 843 (d,
1H,J =24 Hz), 843 (s, 1H), 8.03 (d, 1H, J =
1.2 Hz), 7.83 (d, 1H, J =5.6 Hz), 7.62 (d, 2H,
J=84Hz) 761758 (m, 1H), 7.36 (dd, 1H, J
=8.4,52Hz),693(d 2H, J =84 Hz),6.88
(d, 1H,J =1.2 Hz), 5.90 (d, 1H, J = 5.6 Hz),
3.69-3.67 (m, 4H), 42-3.30 (m, 8H), 3.16-3.13
(m, 4H), 2.37 (q, 2H, J = 6.4 Hz), 1.42-1.40
(m, 2H), 1.31-1.28 (m, 2H), 1.04 (t, 3H, =72
Hz).

434

=T (_‘-\
S ¥ Ay

539

1H-NMR (400 MHz, 6d-DMS0) 6 ppm 8.15 (d,
1H, J = 1.2 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J = 8.4 Hz), 7.28 (d, 2H, J = 8.4 Hz),
7.01(d, 1H,J=1.2 Hz), 598 (d, 1H, J=5.6
Hz), 3.76-3.72 (m, 2H), 3.72-3.68 (m, 2H),
3.51-3.47 (m, 2H), 3.45-3.40 (m, 2H), 2.79-
2.75 (m, 2H), 2.72-2.60 (m, 4H), 2.18-2.15 (m,
2H), 2.04-2.03 (m, 2H), 1.82-1.81 (m, 1H),
1.75-1.72 (m, 3H), 1.61-1.57 (m, 3H), 1.43-
1.40 (m. 3H), 0.99-0.97 (m, 6H).

435

r 1 0=

1H-NMR (400 MHz, 6d-DMS0) & ppm 8.15 (d,
1H,J=12Hz),7.90 (d, 1H, J = 5.2 Hz), 7.72
(d, 2H, J = 8.4 Hz), 7.28 (d, 2H, J = 8.4 Hz),
7.01(d, 1H, J= 1.2 Hz), 598 (d, 1H, J = 5.6
Hz), 3.77-3.72 (m, 2H). 3.70-3.65 (m, 2H),
3.50-3.45 (m, 2H), 3.45-3.40 (m, 2H), 2.82-
279 (m, 2H), 2.75-2.67 (m, 4H), 2.18-2.15 (m,

2H), 2.07-2.06 (m, 2H), 1.84-1.83 (m, TH),
1.80-1.75 (m, 3H), 1.60-1.54 (m, 3H), 1.46-
1.40 (m, 3H), 0.99-0.98 (m, BH).

- 176

SES061 10-2426043



[0248]

T=

LCMS
(M+1)

NMR

436

540

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.13 (s,
0.3H), 8.09 (d, 1H, J = 1.6 Hz), 7.67 (d, TH, J
= 5.6 Hz), 7.68 (d, 2H, J = 8.4 Hz), 7.00 (d,
2H,J = 8.4 Hz), 6.94 (d, 1H, J = 1.2 Hz), 6.54
(s, 0.4H), 5.96 (d, 1H, J = 5.5 Hz), 3.80-3.70
(m, 2H), 3.70-3.60 (m, 2H), 3.56-3.48 (m, 2H),
3.45-3.38 (m, 2H), 3.35-3.20 (m, 8H), 2.80-
2.60 (m, 2H), 2.10-2.00 (m, 2H). 1.78-1.68 (m,
2H), 1.66-1.50 (m, 2H), 1.48-1.34 (m, 2H),
1.24-1.10 (m, 6H).

437

540

TH-NMR (400 MHz, 6d-DMS0) & ppm B.45 (s,
1H), 8.24 (s, 1H), 7.91 (d, 1H, J = 6.0Hz), 7.85
(d, 1H, J = 8.0 Hz), 7.66 (d, 1H, J = 8.0 Hz),
7.16 (s, TH), 5.97 (d, 1H, J = 5.6 Hz), 3.76-
3.73 (m, 2H), 3.69-3.63 (m, 2H), 3.53-3.48 (m,
2H), 3.46-3.42 (m, 2H), 2.90-2 87 (m, 2H),
2.74-2.68 (m, 3H), 2.57-2.49 (m, TH), 2.24-
2.19 (m, 2H), 2.05-2.02 (m, 2H), 1.78-1.70 (m,
4H), 1.70-1.57 (m., 4H), 1.45-1.39 (m, 2H),
0.98 (d, 8H, J = 6.8 Hz).

438

N

.
EN_JE,/

/f7.H
N A

N

541

1H-NMR (400 MHz, 6d-DMS0) & ppm 8.04 (d,
{H, J = 1.6Hz), 7.83 (d, 1H, J = 5.6 Hz), 7.63
(d,2H J=02Hz), 735(dd, 1H J=48,24
Hz), 6.93 (d, 2H, J = 8.4 Hz), 6.96-6.91 (m,
3H), 5.91 (d, 1H, J = 5.6 Hz), 3.73-3.55 (m,
4H), 3.41-3.18 (m, 8H), 3.15-3.13 (m, 4H),
2.36 (q, 2H, J = 7.2 Hz), 1.46-1.43 (m, 2H),
1.21-1.18 (m, 2H), 1.03 (t, 3H, J = 7.2 Hz).

s

0

541

TH-NMR (400 MHz, 6d-DMSQ) 6 ppm 8.04 (d,
1H, J = 2.0 Hz), 7.84 (d, 1H, J = 5.6 Hz), 7.63
(d,2H, J=88Hz), 7.50 (dd, 1H, J=52,28
Hz), 7.23 (dd, 1H. J = 2.8, 1.2 Hz), 6.94-6.90
(m, 4H), 5.91 (d, 1H, J = 5.6 Hz), 3.72-3.69
(m, 4H), 3.42-3.30 (m, 8H), 3.16-3.13 (m, 4H),
2.37(q, 2H, J =72 Hz), 1.35-1.32 (m, 2H),
1.17-1.15 (m, 2H), 1.03 (t, 3H, J = 7.2 Hz)

440

542

TH-NMR (400 MHz, 6d-DMSO) & ppm 8.04 (d,
iH,J =16 Hz), 7.84 (d, 1H, J = 5.2 Hz), 7.69
(d, 1H, J = 3.2 Hz), 7.64 (d, 2H, J = 8.8 Hz),
7.61(d, 1H,J =32 Hz), 6.93 (d, 2H, J= 8.8
Hz), 6.92 (d, 1H, J = 1.6 Hz), 5.93 (d, 1H, J =
5.2 Hz), 3.60-3.60 (m, 4H), 3.50-3.36 (m,
4H),3.30-3.28 (m, 4H), 3.20-3.10 (m, 4H), 2.36
(g, 2H, J = 7.2 Hz), 1.60-1.55 (m, 2H), 1.50-
1140 (m, 2H), 1.03 (t, 3H, J = 7.2 Hz).
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LCMS
M+1) NMR
TH-NMR (400 MHz, 6d-DMSO) © ppm 8.25 (br
HO, . s, 1H), 8.04 (d, 1H, J = 1.6 Hz), 7.87 (d, 1H, J
& =56 Hz), 7.62 (d, 2H, J = 8.4 Hz), 6.90 (d,
< 1H, J = 1.6 Hz), 6.45 (d, 2H, J = 8.4 Hz), 5.95
. ] 543 | (d.2H.J=56Hz), 388 (s, 4H), 375371 (m,
2H), 3.69-3.64 (m, 2H), 3.52-3.48 (m, 2H),
o 348345 (m, 4H), 3.45.3.33 (m, 3H), 256
Cn 4 .4>—“'(>C’“—< 2.52 (m, 1H), 2.50-2.41 {m, 1H), 1.88-1.82 (m,
N 2H), 1.72-1.65 (m, 2H), 1.43-1.33 (m, 2H),
1.26-1.18 (m, 2H), 0.87 (d, BH, J = 6.4 Hz).
TH-.NMR (400 MHz, 60 DMS0) 0 ppm 8.34 (s,
L 1H), 8.03 (d, 1H, J = 1.6 Hz), 7.87 (d, 1H, d =
\( 1 5.6 Hz), 7.61 (d, 2H, J = 8.8 Hz), 6.90 (d, 2H,
T J=16Hz), 644 (d, 1H, J=8.8 Hz), 5.95 (d,
1H, J = 5.6 Hz), 3.86 (s, 4H), 3.78-3.70 (m,
442 § 992 | o4} 3.69-3.62 (m. 2H), 3.50-3 45 (m, 2H),
3.44.338 (m, 2H), 3.25 (s, 4H), 2.76-2.66 (m,
2H), 2.26-2.20 (m, 1H), 2.10-2.01 (m, 2H),
1.75-1.71 (m, 2H), 1.62-1.55 (m, 2H),1.46-
1.40 (m, 2H), 1.10-1.07 (m, 6H).
TH-NMR {400 MHz, 6d DMS0) & ppm 8.03 (d,
1H, J = 1.2Hz), 7.83 (d, 1H, J = 5.6 Hz), 7.62
(d, 2H, J= 8.8 Hz), 7.37 (dd, 1H,J =144 8.0
Hz), 7.07-7.02 (m, 2H), 6.99-6.95 (m, 1H),
6.92(d, 2H, J = 8.8 Hz), 6.89 (d, 1H, J=1.2
90 (d, 1H, J = 5.2 Hz), 3.73-3.55 (m,
41318 (m, 8H), 314 (t, 4H,J=4.4
3
2

443

n
o
(48]

5
341
236 (q, 2H, J = 7.2 Hz), 1.41-1.37 (m,
7-1.23 (m, 2H), 1.03 (t, 3H, J=7.2

" 2H

)

)

\ W W Hz)

U LA
)

1H), 815 (d, 1H, J = 1.6 Hz), 7.90 (d, 1H, J =
A 5.6 Hz), 7.73 (d, 2H, J = 8.0 Hz), 7.33 (d, 2H,
N J=84Hz), 7.29(d, 2H, J=8.0 Hz), 7.24 (d,
i \rL’ 2H, J=84Hz), 7.00 (d, 1H, J = 1.6 Hz), 5.96
4dd ] 554 (d, 1H, J = 5.6 Hz), 3.97-3.89 (m, 1H), 3.85-
‘)N’ 3.70 (m, 2H), 3.70-3.66 (m, 1H), 3.36-3.26 (m,
W N, 4H), 3.06-2.98 (m, 1H), 279-2.71 (m, 2H),
. I )ﬁ-:\__,j%_-hb 2.61-2.54 (m, 2H), 2.42-2.32 (m, 3H), 2.29-
217 (m, 1H), 1.84-1.74 (m, 1H), 1.51-1.44 (m,
1H), 1.28-1.21 (m, 1H), 1.08 (1, 3H, J=7.2
Hz).

[0249]
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445

1HNMR (400 MHz, HIE ©-d4) 8 7.93 (d, J =
1.8 Hz, 1H), 7.82 (d, J = 5.4 Hz, 1H), 7.68 —
7.50 (m, 2H), 7.31 = 7.21 (m, 2H), 6.86 (d, J =
1.8 Hz, 1H), 5.96 (d, J = 5.5 Hz, TH), 3.86 —
3.75 (m, 2H), 3.65 (dd, J = 6.9, 3.5 Hz, 2H),
3.56 — 3.40 (m, 4H), 3.24 — 3.06 (m, 3H), 2.80
—2.67 (m, 2H), 2.54 (dh, J = 14.0, 7.6 Hz, 4H),
214 (td, J=11.8, 29 Hz, 2H), 1.91 — 1.75 (m,
5H), 1.15 {t, J = 7.3 Hz, 3H)

446

565

1H NMR (400 MHz, DMSO-d6) 6 8.13 (d, J =
1.8 Hz, 1H), 7.88 (d, J = 5.4 Hz, 1H), 7.76 —
7.62 (m, 2H), 7.57 (dd, J = 7.6, 1.6 Hz, 2H),
7.36(t J=76Hz, 2H), 7.25(dd, J =7.7,54
Hz, 3H), 6.98 (d, J = 1.0 Hz, 1H), 5.95 (d, J =
5.5 Hz, 1H), 5.63 (s, 1H), 3.77 — 3.63 (m, 2H),
358 (d,J =58 Hz, 2H), 3.44 (q, J= 5.4 Hz,
4H), 2.99 (dd, J = 17.5, 0.4 Hz, 3H), 2.50 (ddt,
J=117,97, 6.1 Hz, 4H), 2.34 (q, J = 7.1 Hz,
2H), 2.02 - 1.87 (m, 2H), 1.81 — 1.55 (m, 4H),
1.02 (t, J =7.1 Hz, 3H).

447

560

1H-NMR (400 MHz, 6d-DMSQ) & ppm 803 (d,
1H, J =1.6Hz), 7.83 (d, 1H, J = 5.2 Hz), 7.62
(d, 2H, J = 8.8 Hz), 7.38-7.34 (m, 1H), 7.28 (d,
1H,J=84Hz), 718 (s, 1H), 717 (d, 1H, J =
8.0 Hz), 692 (d, 2H, J = 8.8 Hz), 6.89 (d, 1H,
J=1.6Hz}, 590 (d, 1H, J = 5.6 Hz}), 3.73-3.55
(m, 4H), 3.41-3.18 (m, BH), 3.14 (t, 4H, J =48
Hz), 2.38 (g, 2H, J = 7.2 Hz), 1.41-1.37 (m,
2H), 1.27-1.24 (m, 2H), 1.03(t, 3H, J=7.2
Hz).

448

]
=N G
C I)“h_f)—“(}“\.

1
N

479

TH-NMR (400 MHz, 6d-DMS0) © ppm 8.66 (5,
1H), 8.31 (s, 1H), 8.16 (d, 1H, J = 1 6 Hz),
7.91(d, 1H,J=56Hz), 7.05(d, 1H, J=1.6
Hz), 5.99 (d, 1H, J = 5.2 Hz). 4.08 (q, 2H, J =
7.2 Hz), 3.61-3.60 (m, 4H), 3.56-3.54 (m, 4H),
3.47-3.46 (m, 4H), 2.73-2.67 (m, 1H), 2.57-
2.54 (m, 4H), 1.22 (1, 3H, J = 7.2 Hz), 1.00 (d,
6H, J = 6.8 Hz).

402
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417

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 9.07 (4,
{H, J = 2.0 Hz), 8.38 (d, 1H, J = 1.2 Hz), 8.29
(dd, 1H,J= 84,20 Hz), 7.94 (d, 2H, J = 5.6
Hz), 7.54 (d, 1H, J =84 Hz), 7.21 (d, 1H, J =
1.2 Hz), 6.01 (d, 1H, J = 5.6 Hz), 4.66-4.62 (m,
1H), 3.94-3.91 (m, 2H), 3.72-3.70 (m, 2H),
3.57-3.54 (m, 2H), 3.53-3.49 (m, 2H). 3.30-
3.19 (m, 2H), 2.40-2.34 (m, 1H), 1.99-1.85 (m,
4H), 0.79-0.75 (m, 4H).

451

SN 417

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 9.06 (s,
1H), 8.36 (s, 1H), 8.26 (dd, 1H, J1 =584 Hz,
J2=2.0Hz),7.94 (d, 1H, J = 5.6 Hz), 7.53 (d,
1H, J = 8.4 Hz), 7.21 (s, TH), 5.99 (d, 1H, J =
5.6 Hz), 4.62-4.58 (m, 1H), 4.02-3.98 (m, 2H),
3.953.01 (m, 2H), 3.72-3.50 (m, 4H), 3.30-
316 (m, 2H), 2.35-2.30 (m, 1H), 2.08-2.04 (m,
1H), 1.99-1.87 (m, 3H), 0.79-0.73 (m, 4H)

452

e N -
C i~ EEa 417
H

1H NMR (400 MHz, DMSO-d6) 6 8.52 (d, J =
2.2 Hz, 1H), 8.25 (d, J = 1.8 Hz, 1H), 7.92 (d,
J=54Hz, 1H), 7.86 (d, J =8.1 Hz, 1H), 7.75
(dd, J =82 23 Hz, 1H), 7.17 (d, J= 1.8 Hz,
1H), 5.97 (d, J = 5.5 Hz, 1H), 4.06 (, J=7.6
Hz. 1H), 3.93 (s, 2H), 3.70 (s, 2H), 3.52 (d, J =
32.7 Hz, 4H), 3.01 (ddd, J = 9.9, 7.6, 5.3 Hz,
1H), 2.89 (ddd, J = 9.9, 8.2, 6.6 Hz, 1H), 2.13
(dtd J=123 7.7,49 Hz, 1H), 2.02 (tt J =

7.7, 40 Hz, 1H), 1.85- 1.689 (m, 2H), 158 -
1.44 (m, 1H), 0.76 (. J = 7.9, 2.9 Hz, 4H).

453

1 ,L}—«i‘,—m] 417

iH NMR (400 MHz, DMSO-d6) 6 8.48 (d J=
2.2 Hz, 1H), 821 (d,J = 1.7 Hz, 1H), 7.88 (d,
J=54Hz, 1H), 782 (d, J =81 Hz, 1H), 7.71
(dd, J=8.2,2.3Hz, 1H), 7.14 (d, J = 1.8 Hz,
1H), 5.94 (d, J = 5.5 Hz, 1H), 4.01 (1, J=7.6
Hz. 1H), 3.89 (s, 2H), 3.67 (s, 2H), 3.53 (s,
2H), 3.45 (s, 2H), 2.98 (ddd, J = 9.9, 7.5, 5.4
Hz, 1H), 2.85 (ddd, J = 9.9, 8.2, 6.6 Hz, TH),
209 (dtd, J =121, 7.6, 4.8 Hz, 1H), 2.02 -
1.93 (m. 1H), 1.80 - 1.66 (m, 2H), 1.53 - 1.42
(m, 1H), 0.72 (it J=7.9, 2.9 Hz, 4H).

454

EN:] 417

LCMS
TE (M+1)

NMR

455

L 420

1H NMR (400 MHz, LI = &-d4) 6 7.97 (d, J =
1.8 Hz, 1H), 7.84 (d, J=5.4 Hz, 1H), 7.72 (d,
J =82 Hz, 2H), 740 (d, J = 8.0 Hz, 2H), 5.93
(d,J=18Hz, 1H), 5.99 (d, J = 5.4 Hz, 1H),
4.03 (s, 2H), 3.85 (s, 2H), 3.63 (s, 2H), 351
(d, J = 25.3 Hz, 4H), 2.80 (s, 2H), ZSO(CLJ:
9.9 Hz, 2H), 2.02 (it, } =7.8, 4.7 Hz, 1H), 1.51
(d, J = 6.6 Hz, 3H), 0.92 (dt, J =4.9, 2.8 Hz,
2H), 0.86 (ddt_J = 7.5, 4.6, 2.6 Hz, 2H).

420

1H-NMR (400 MHz, 6d-DMS0) & ppm 9.04 (5,
1H), 8.34 (s, 1H), 8.25 (d, 1H, J = 8.0 Hz),
7.92(d, 1H,J =56 Hz), 7.52 (d, 1H, J = 8.0
Hz), 7.17 (s, 1H), 6.65-6.62 (m, 1H), 6.00 (d,
IH, J = 5.6 Hz), 4.56-4.54 (m, 1H), 3.53-3.51
(m, 4H), 3.45-3.44 (m, 4H), 3.25-3.22 (m, 1H),
321316 (m, 1H), 3.08 (5 B3, 2H,J=72
Hz), 2.32-2.30 (m, 1H), 1.91-1.86 (m, 3H),
103 (t, 3H,J= 7.2 Hz).

457

)\’V 420
L / LN

TH-NMR (400 MHz, 60-DM50) & ppm 9.05 (d,
1H, J = 8.4 Hz), 8.36 (s, 1H), 8.26 (dd, 1H, J1
=8.0Hz J2=2.0Hz), 7.93 (d, 1H, =52
Hz), 7.53 (d, 1H, J = 8.0 Hz), 7.17 (d, 1H, J =
1.2 Hz), 6.64 (t, 1H, J = 5.2 Hz), 6.01 (d, 1H, J

6 Hz), 4.584.54 (m, 1H). 3.54-3.52 (m,
4H), 3.46-3.44 (m, 4H), 3.23-3.22 (m, 1H),
3.20-3.11 (m, 1H), 3.09-3.06 (m, 2H). 2.34-
2.28 (m, 1H), 1.94-1.85 (m, 3H), 1.04 (t, 3H, J
=7.2 Hz).

458

428

1H NMR (400 MHz, Bt = d4) 6 7.99 (d, J =
1.8 Hz, 1H), 7.84 (d, J =5.5 Hz, 1H), 7.80 —
7.67 (m, 2H), 7.58 — 7.46 (m, 2H), 6.94 (d, J =
1.8 Hz, 1H), 6.20 (it, J = 3.5, 1.7 Hz, 1H), 5.98
(d, d = 5.5 Hz, 1H), 4.01 (s, 2H), 3.93 - 3.75
(m, 4H), 3.61 (s. 3H), 3.53 (d, J = 5.3 Hz, 3H),
348 (t J=6.1Hz, 2H), 284 {ig, J =58, 1.9
Hz, 2H), 2.01 (tt, J = 7.8, 4.7 Hz, 1H), 0.99—
0.90 (m, 2H), 0.86 (ddt, J = 7.5, 46, 2.5 Hz,
2H).
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Lcws
# 7z ey NMR
A o TH NMR (400 MHz, DMSO-08) 6 813 (d, J =
T 17 Hz, 1H), 7.89 (d, J = 54 Hz, 1H), 776 -
" 7.66 (m, 2H), 7.54 - 742 (m, 2H), 7.01 (d, J =
2 19 Hz, 1H), 5.97 (d, J = 5.5 Hz, 1H), 391 (qd,
- 1 J=59,28Hz, 2H), 3.70 (s, 2H), 350 (d, J =
459 LSS W & 4301 20.4 Hz, 4H), 3,00 (ddd, J = 106,83, 5.9 Hz,
S . 1H), 2.76 (ddd, J = 10.3, 8.5, 47 Hz, 1H), 2.06
- 195 (m, 2H), 1.82 - 169 (m, 2H), 158 - 146
(m, 1H), 135 (s, 3H), 075 (tt, J=7.9, 2.9 Hz,
aH)
L\.\ 0
L
460 (] 430
H N
R S
¢l "'({.:§ % h];_N__,J
A TFNVIR (400 Wz WeOD) & pom 5.5 42
[ (m, 1H), 786 (d, 1H.J = 2.0 Hz), 782 (d,
" T k560 21, 18 8 o) 6.9
- H,J=20Hz), 6.70 (d. 2H, J = 8.8 Hz), 5.99
i R i 43 | (@ 1H J=56 Hz), 407401 (m, 2H), 3.98-
I-O-C0Y 3.95 (M. 1H), 3.89.3 83 (m, 2H), 3.65-3 58 (m,
et 4H), 3.56-3 50 (m, 2H), 342-3.36 (m, 2H),

2.49.2 40 (m, 1H). 2.14-2.07 (m, 1H). 2.05-
2.00 (m, 1H), 0.97-0.90 (m, 2H) ), 0.89-0.86

(m, 2H).
= 1H-NMR (400 MHz, Me©D) 6 ppm 8.51 (s,
i 1H), 7.82 (d, 1H, J= 1.6 Hz), 7.78 (d, 1H, J =
[ 5.2 Hz), 7.57 (d, 2H, J = 8.8 Hz), 6.78 (d, 1H,
o J=1.2Hz), 6.67 (d, 2H, J =8 8 Hz), 5.94 (d,
462 P 431 IH, J = 5.6 Hz), 3.98-3.95 (m, 3H), 3.82-3.80
[ 51 (m, 2H), 3.60-3.54 (m, 4H), 3.48-3.46 (m, 2H),
N = T 3.40-3.36 (m, 2H), 2.42-2.40 (m, 1H), 2.13-
2.11 (m, 1H), 2.00-1.98 (m, 1H), 0.90-0.88 (m,
2H), 0.84-0.80 (m, 2H).
X5 1H NMR (400 MHz, DMSO-d6) 6 8.63 (dd, J =
" 2.1, 1.0Hz, 1H), 8.21(d, J = 1.7 Hz, 1H), 7.88
[ ) (d,J =54 Hz, 1H), 7.83-7.76 (m, 2H). 712
i (d,J=18Hz TH) 5.94 (d, J = 5.5 Hz, 1H),
Ho N ’ 3.00 (br.s, 2H), 3.67 (br.s, 2H), 3.52 (brs, 2H),
a5 NL g \}_\f\:=:;l)\j 4312 ) 344 (brs, 2H) 2.99 (dt J = 10.8, 7.1 Hz, 1H),
= R 271 (ddd, J = 13.5,9.2, 4.7 Hz, 1H), 1.98

(ddd, J = 10.8, 8.2, 5.5 Hz, 2H), 1.75 (tt, J =
87,62 Hz, 2H), 1.57 - 143 (m, 1H), 1.35 (s,
3H), 0.72 (ddd, J = 10.9, 5.0, 2.4 Hz, 4H).

[0253]
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T

LCMS
(M+1)

NMR

464

432

TH NMR (400 MHz, HE E-d4) 6 7.04 (d, J =
1.8 Hz, 1H), 7.81 (d, J =54 Hz, 1H), 7.73 -
7.65 (m, 2H), 7.39 (d. J = 8.0 Hz, 2H), 6.89 (d,
J=18Hz 1H), 592 (d, J = 5.4 Hz, 1H), 3.96
(d, J = 5.4 Hz, 2H), 3.84 (ddt, J = 16.0, 8.6, 4.2
Hz, 5H), 3.68 — 3.53 (m, 3H), 3.53 — 3.38 (m,
3H), 3.31 (p, J = 1.6 Hz, 1H), 3.11 —2.91 (m,
2H), 1.98 (ddd, J = 9.3, 6.6, 4.0 Hz, 1H), 0.92
(ddd, J =59, 47, 25 Hz, 2H), 0.85 (tdd, J =
7.4,54,1.9 Hz, 2H).

465

434

TH NMR (400 MHz, DMSO-d6) 6 8 48 (d J=
2.2 Hz, 1H), 8.20 (d, J = 1.7 Hz, 1H), 7.87 (d,
J=54Hz, 1H), 7.82 (d, J = 8.2 Hz, 1H) 70
(dd, J =82 23 Hz, 1H), 7.10 (d, J = 1.9 Hz,
1H), 6.27 (d, J = 7.6 Hz, 1H), 5.95(d, J=55
Hz. 1H) 401 (t. J = 7.6 Hz, TH), 375 (dt J =
13.5, 6.7 Hz, 1H), 3.48 (dd, J=56.8, 3.2 Hz,
4H), 344 - 3.36 (m, 4H), 2.97 (ddd, J = 9.9,
76,53 Hz, 1H), 2.85(ddd, J=09,82 67
Hz, 1H), 2.00 (did, J = 12.4, 7.7, 5.0 Hz, 1H),
1.81 - 1.64 (m, 2H), 1.52 - 1.42 (m, 1H), 1.04
(d, J = 6.6 Hz, GH).

466

434

1H NMR (400 MHz, DMSO-d6) 6 8.48 (d, J =
2.2 Hz, 1H), 820 (d, J = 1.7 Hz, 1H), 7.87 (d
J=54Hz, 1H), 7.82 (d, J = 8.2 Hz, 1H), 7.70
(dd, J =82 23 Hz, 1H), 7.10 (d, J = 1.9 Hz,
IH), 6.27 (d, J = 7.6 Hz, 1H), 5.95 (d, J= 5.5
Hz, 1H), 4.01 (t, J = 7.6 Hz, 1H), 3.75 (dt, J =
13.5, 6.7 Hz, 1H), 3.48 (dd, J= 6.8, 3.2 Hz,
4H), 2.44 - 3.36 (m, 4H), 2.97 (ddd, J = 9.9,
76,53 Hz, 1H), 2.85(ddd, J=09,82 67
Hz, 1H), 2.09 (did, J = 12.4, 7.7, 5.0 Hz, 1H),
1.81 - 1.64 (m, 2H), 1.52 - 1.42 {m, 1H), 1.04
(d,J = 6.6 Hz, GH).

467

434

=

LCMs
(M+1)

NMR

468

436

1H NMR (400 MHz, BB &-d4) 5 7.97 (dd, J =
50,25 Hz, 3H), 7.71 — 7.55 (m, 2H), 4.55 (dd,
J=10.8, 36 Hz, 1H), 4.21 (g, J = 7.1 Hz, 2H),
418 —4.09 (m, 2H), 4.00 — 3.91 (m, 2H), 3.82
—3.69 (m, 4H), 3.63—3.53 (m, 4H), 3.49 —
3.37 (m, 2H), 3.30 (p, J = 1.7 Hz, 1H), 2.65 (p,
J =19 Hz, 1H), 1.33 (t, J =7.1 Hz, 3H).

437

TH-NMR (400 MHz, 6d-DMS0) & ppm 814 (s,
1H), 7.91 (d, 1H, J=1.6 Hz), 7.85 (d, 1H, J =
5.6 Hz), 7.80 (s, 1H), 6.79 (d. 1H, J = 1.6 Hz),
6.31 (d, 1H, J = 8.0 Hz), 5.97 (d, 1H, J = 5.2
Hz), 4.11-410 (m, 1H), 3.81-3.76 (m, 1H),
3.51-3.50 (m, 4H), 3.41-3.39 (m, 4H), 3.21-
3.07 (m, 1H),2.95-2.90 (m, 1H), 2.75-2.70 (m,
1H), 2.46-2.43 (m, 2H), 2.15:2.11 (m, 1H),
1.90-1.87 (m, 1H), 1.74-1.70 (m, 1H), 1.53-
1.50 (m, 1H),1.08 (d. 6H, J = 6.4 Hz).

470

437

H-NMR (400 MHz, 6d-DMS0) 6 ppm 813 (s,
1H), 7.91 (s, 1H), 7.85 (d, 1H, J = 5.6 Hz),
7.80 (s, 1H), 6.78 (s, 1H), 633 (d, 1H, J = 8.0
Hz), 5.96 (d, 1H, J = 5.8 Hz), 4.14-4.08 (m
1H), 3.80-3.74 (m, 1H), 3.48-3 58 (m, 6H),
3.22.3.16 (m, 4H), 2.90-2.86 (m, 1H), 2.78-
274 (m, 1H), 2.46-2.43 (m, 1H), 213-2.10 (m
1H), 1.89-1.85 (m, 1H), 1.73-1.69 (m, 1H),
1.52-1.48 (m, 1H), 1.08 (d. BH, J = 6.8 Hz).

471

444

472

444

1H NMR (500 MHz, HIE §-d4) 58.02 (d, J =
1.8 Hz, 1H), 7.87 (d, J = 5.4 Hz, 1H), 7.80 —

7.70 (m, 2H), 7.56 (d, J = 8.0 Hz, 1H), 6.98 (d,

J=20Hz, TH), 6.02'(d, J = 5.4 Hz, 1H). 4.91
(s, 2H), 4.04 (s, 2H), 3.86 (s, 2H), 3.60 (d, J =
314 Hz, 5H), 322 (t, J = 7.4 Hz, 6H), 2.2 (s,
1H), 2.03 (s, 1H), 1.44 {t, J = 7.3 Hz, 6H), 0.93

(d, J=4.1Hz 2H), 0.88 (d J=78Hz 1H)
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LCMS
(M+1)

NMR

473

446

TH-NMR (400 MHz, 6d-DMS0) & ppm B.15 (d,
1H,J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.71
(d,2H, J =84 Hz), 749 (d, 2H, J = 8.4 Hz),
7.02(d, 1H, J= 1.6 Hz), 5.96 (d, 1H, J =5.6
Hz), 3.92-3.91 (m, 2H), 3.80-3.60 (m, 2H),
3.60-3.55(m, 2H), 3.50-3.46 (m, 4H), 3.35-
3.20 (m, 1H), 2.54-2.53 (m, 1H), 2.02-

IH), 1.37 (s, BH), 0.84 (d, 6H, J = 6.4
0.76-0.72 (m, 4H).

1.99 (m
Hz),

474

428

1H NMR (400 MHz, DMSO-d8) 6 8.16 (s. 1H),
7.87(d. J=54 Hz, 1H), 7.79 (d, .J so Hz,
2H), 7.37 (d, J = 8.0 Hz, 2H), 7.06 - 6.98 (m,
1H) 594 (d.J =55 Hz. 1H). 3.88 (br s, 2H),
3.66 (br.s, 2H), 3.47 (br.d, J = 27.3 Hz, 4H),
2.90 - 2.72 (m, 4H), 2.05 - 1.72 (m, 5H), 0.72
(dd, J = 9.3, 6.3 Hz, 4H).

475

449

1H NMR (400 MHz, DMSQ-d6) 5 8.48(d, J =
21 Hz, 1H), 8.21 (d, J = 1.7 Hz, 1H), 7.89 (d,
J=54Hz, 1H), 7.82 (d, J =8.1 Hz, 1H), 7.71
(dd, J=82 23Hz 1H),7.11(d, J=18Hz,
1H), 5.96 (d, J = 5.5 Hz, 1H), 5.33 - 5.25 (m,
1H), 475 (t, J = 6.9 Hz, 2H), 449 (dd, J =7 5,
5.1 Hz, 2H), 4.02 (t, J = 7.6 Hz, 1H), 3.66
(br.s, 2H), 3.56 (br.s, 2H), 3.50 - 3.41 (m, 4H),
2.98 (ddd, J = 9.9, 7.6, 5.4 Hz, 1H), 2.85 (ddd,
J=9.9, 82 6.7 Hz, 1H), 2.10 (dtd, J =124,
7.7,5.0 Hz, 1H), 1.81- 1.64 (m, 2H), 1.54 -
(m, 1H).

476

i

NMR (400 MHz, DMSO-d6) 6 8.46 (d, J =
Hz, 1H). 8.21 (d, J = 1.7 Hz, 1H), 7.89 (d,
5.4 Hz, 1H), 7.82 (d, J =8.1 Hz, 1H), 7.71
82, 23Hz 1H), 711(d, J=18Hz,
6 (d, J =55 Hz, 1H), 5.33 - 5.25 (m,
5 (t, J = 6.9 Hz, 2H), 4.49 (dd, J = 7.5,
Hz, 2H). 4.02 (t, J = 7.6 Hz, 1H), 3.66

s, 2H), 3.56 (br.s, 2H), 3.50 - 3.41 (m, 4H),
08 (ddd, J = 9.9, 7.6, 5.4 Hz, 1H), 2.85 (ddd,
J=00, 82 6.7 Hz, 1H), 2.10 (dtd, J = 12.4,
77,50 Hz, 1H), 1.81 - 1.64 (m, 2H), 1.54 -
1.41 (m, 1H).

=
5.9
AT

T

LCMS
(M+1)

NMR

477

478

449

TH NMR (400 MHz, HE'=-d4) 6 843 (s, 1H),
8.00(d, J = 1.8 Hz, 1H), 7.88 — 7.74 (m, 3H),
7.56 — 7.40 (m, 2H), 6.93 (d, J = 1.9 Hz, 1H),
599 (d, J =55 Hz, 1H), 4.37 (dd, J= 107,35
Hz, 1H), 4.08 (dd, J = 12.5, 3.3 Hz, 2H), 3.93
(p, J = 6.6 Hz, 1H), 3.90 — 3.77 (m, 2H), 3.66 —
358 (m, 4H). 3.58 — 3.46 (m, 4H), 3.39 - 320
(m, 4H), 1.24 — 1.07 (m, 6H).

479

A, o A

M- N Nl

452

1H-NMR. (500 MHz, 6d-DMS0) & ppm 8.20 (d,
1H,J=15Hz),7.91(d, 1H, J=55Hz), 7.82
(d,2H, J =85Hz), 743 (d, 2H, J=85Hz),
7.04(d, 1H,J=20Hz),599(d, 1H, J=60
Hz), 4.09 (g, 2H, J = 7.0 Hz), 3.65-3.55 (m,
4H), 3.50-3.38 (m, 4H), 2.98-2 .85 (m, 3H),

2 70-2.55 (m, 1H), 2 45-2 35 (m, TH), 2.23-
2.05 (m, 1H), 1.99-1.93 (m, 1H), 1.80-1.70 (m,
1H), 1.60-150 (m, 1H), 122 (t, 3H,J=70
Hz).

480

452

1H-NMR (400 MHz, 6d-DMS0O) & ppm 8.20 (d,
iH,J = 1.6 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.82
(d, 2H, J = 8.4 Hz), 7.43 (d, 2H, J = 6.4 Hz),
7.04(d, 1H, J= 1.6 Hz), 5.99 (d, 1H, J=56
Hz), 4.00 (q, 2H, J = 6.8 Hz), 3.65-3.50 (m,
4H), 2.50-3.38 (m. 4H), 2.98-2.80 (m, 3H),
2.70-2.55 (m, 1H), 2.45-2.15 (m, 2H), 2.03-
1.95 (m, 1H), 1.85-1.70 (m, 1H), 1.65-1.48 (m,
1H), 1.22 (t, 3H, J = 6.8 Hz).

1H NMR (400 MHz, DMSO-d6) 5 8.21 (d. J =
1.7 Hz, 1H), 7.98 — 7.84 (m, 3H), 7.57 — 7.44
(m, 2H), 7.07 (d, J =18 Hz, 1H), 598 (d, J =
5.5 Hz, 1H), 3.92 (s, 2H), 3.71 (s, 2H), 3.51 (d,
J = 25.6 Hz, 4H), 3.27 — 3.07 (m, 3H), 2.90 (t,
J=12.8Hz, 2H), 2.13 (d, J = 13.2 Hz, 2H),
2.08 - 1.90 (m, 4H), 0.89 — 0.60 (m, 4H).
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# 2z st NMR

~ o TH NMR (400 MHz, DMSQ-06) 5 8.14 (4, J =

s 18Hz, 1H), 7.80 (d. J =54 Hz, 1H), 7.77 -

r'\] 7.67 (m, 2H), 7.34-7.24 (m, 2H), 7.01 (d, J =

- . 456 | 1.9Hz 1H), 597 (d, J =55 Hz, 1H), 3.92

| (brs, 2H), 3.69 (brs, 2H), 350 (brd. J = 28.4
f T Hz, 4H), 2.94 - 2.78 (m, BH), 2.02 (tt, J = 7.6,
O At 4.9Hz, TH), 1.74 - 1.58 (m, 6H), 0.75 (tt, J =

7.9 20 Hz, 4H).

] 1H NMR (400 MHZ, B & &-04) 6 8.46 (s, 1H),
© 8.02(d, J = 1.8 Hz, 1H), 7.60 - 7.81 (m, 3H),
k 7.63—7.52 (m, 2H), 6.94 (d, J = 1.9 Hz, 1H),
[ .02(d,J =54 Hz, 1H), 540 (d, J=53 Hz,

483 » 459 | 1H), 418(q, J=71Hz, 2H),372(d, J=58

Co D Hz, 4H), 350 (d, J = 135 Hz, 2H), 362 (t, J =
N NS 5.1 Hz, 4H), 3.38 (dd, J = 13.1, 2.9 Hz, 2H),

244(d, J =145 Hz, 2H), 239 — 2 23 (m, 2H),

1.30 (1, J = 7.1 Hz, 3H).

A o TH-NVR (400 MHz, 6d-DMS0) 5 ppm 8.94 (5,
T 1H), 8.20 (s, H), 8.18 (s, 1H), 817 (d, 1H. J =
e 8.0 Hz), 7.92 (d, 1H, J =52 Hz), 7.54 (d, 1H,
e J=B0OHZ), 715 (s, 1H),6.00(d, 1H, J=52

) e Hz), 4.02-3.98 (m, 1H), 3.94-3.91 (m, 2H),

484 [ H ) 459 | 3.72-3.70(m, 2H), 3.55-3.51 (m, 2H), 3.50-

il i 3.45 (m, 2H), 3.16-3.14 (m, 1H), 2.86-2.83 (m.

P 1H), 2.75-2.60 (m, 1H), 2.23-2.18 (m, 1H),

2.04-201 (m, 1H), 1.85-1.79 (m, 2H), 1 72-

1.60 (m, 1H). 0.99-0.97 (m, 6H). 0.78-0.74 (m,

4H).

TH-NVIR (400 MHz, 6d-DMS0) & ppm 848 (d,

1H, J= 1.6 Hz), 8.26 (d, 1H, J = 1.2 Hz), 7.93

(d,1H,J = 5.2 Hz), 7.86 (d, 1H. J = 8.4 Hz),

7.72(q, 1H, J1 = 8.4 Hz, J2 = 2.4 Hz), 7.14 (d,

1H, J'= 1.6 Hz), 5.98 (d, 1H, J = 5.2 Hz), 4.01-

v 7y 459 | 3.92 (m, 2H), 373-3.70 (m, 2H), 3.57-3.36 (m,

~ A = R 4H), 3.30-3.28 (m, 1H), 3.02-2.96 (m, TH),

' 2.76-2.70 (m, 2H), 2.50-2.48 (m, IH) 2.44-

2.38 (m, 1H), 2.29-2.20 (m, 1H), 2.06-1.99 (m
1H), 1.81-1.74 (m, 1H), 103104( BH, J =

6.8 Hz), 0.79-0.75 (m, 4H).

485

[0258]

LCMS
(M+1) NMR
Ao TH-NMR (400 MHz, CDCI3) 5 ppm B.51 (d,
T 1H,J=2.0Hz), 812 (d, 1H,J= 1.6 Hz), 7.85
» (d,"1H, J = 5.2 Hz), 7.65 (d. 1H. J = 2.4 Hz),
" 760(d, 1H, J=80Hz), 703(d, 1H,J=16
N L Hz), 5.82 (d, 1H, J = 5.2 Hz), 3.95-3.90 (m,
Nl ST 2H), 3.89-3 85 (m, 2H), 3.62.3 57 (m, 2H),
b Ok 459 | 5593 47 (m, 2H), 3.48-342 (m_ 1H). 3.35-
! 331 (m, 1H), 3.11-3.05 (m, 1H), 2.93-2.85 (m,
1H), 2.71-2.65 (m, 2H), 2.45-2 38 (m, 1H),
2.01-1.89 (m, 1H), 1.79-1.74 (m, 1H), 1.55-
145 (m, 1H), 1.22-1.19 (m, 6H), 0.84-0 78
(m, 4H)
A TH-NMR (400 MHz, 63-DMS0) 5 pprm 5.90 (d,
T 1H,J=20Hz), 826 (d, TH, J = 1.6 Hz), 8 13
(9 (dd, 1H, J1= 8.0 Hz, J2= 2.0 Hz), 7.93 (d, 1H,
n J=52Hz), 752 (d, 1H, J= 8.0 Hz), 7.13 (d,
N "‘l)‘ 1H,J =12 Hz), 6.00 (d, 1H, J = 5.6 Hz), 3.93-
487 [ \C’_{N . 459 | 3.92 (m, 2H), 3.85-3.81 (m, 1H), 3.71-3.70 (m,
SN e Ay 2H), 3 56-3 49 (m, 4H), 3 10-3 05 (m, 1H),
s 2.75-2.89 (m, 1H), 2.62-2.50 (m, 1H), 2.20-
211 (m, 1H), 2.06-2.00 (m, 1H), 1.83-172 (m,
2H), 1.68-1 61 (m, 1H), .94 (d, 6H, J = 6.4
Hz), 0.79-0.75 (m, 4H).
. .5 1H NMR (400 MHz, 0I &+ &-d4) 6 8.00 (dd, J =
T 51, 1.8 Hz, 1H), 7.86 (dd, J = 5.5, 3.8 Hz,
() 1H), 7.82—7.74 {m, 2H), 7.51 — 7.40 (m, 2H),
=

486

» 696 (1 J=24Hz, IH)ﬁD2(d_J755Hz
488 1{ 480 | 1H) 4006 (d, J = 12.5 Hz, 2H), 3.86 (s, 2H),
) 3.64 (s, 2H) 356 (s, 2H), 327 —3 11 (m, 4H),
W 3.01(d,J = 11.9 Hz 3H), 2.27 (d. J = 143 Hz,
2H), 2.13— 1.96 (m. 1H), 0.99— 0.81 (m, 3H).
A 2 1H NMR (400 MHz, 6d-DMSO) & ppm 9.03-
_\“( 9.00 (m, 1H), 8.46-8.35 (m. 1H), 8.25 (d, 1H, J
-

- =16 Hz), 7.93 (d, 1H, J = 5.2 Hz), 7.91 (d,
NJ 2H,J =84 Hz), 7.43 (d, 2H, J = 8.4 Hz), 7.09
(d, 1H, J = 1.6 Hz), 6.00 (d, 1H, J = 5.2 Hz),
480 S ) 460 | 3.94-3.93 (m, 2H), 3.74-2.73 (m, 2H), 3.57-

LT e 353 (m, 2H), 3.52-3.49 (m, 2H), 3.45-3.42(m,
1H), 3.24-3.20 (m, 1H), 3.18-3.14 (m, 1H),
3.00 (s, 3H), 2.95-2.92 (m, 1H), 2.23-2.22 (m
1H), 2.11-2.09 (m, 2H), 2.00-1.83 (m, 2H),
0.79-0.74 {m, 4H).

[0259]
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LCMS
(M+1)

NMR

490

460

1H NMR (400 MHz, 6d-DMSO) 6 ppm 8.34 (s,
1H), 822 (d, 1H,J = 1.2 Hz), 7.92 (d, 1H, J =
5.6 Hz), 7.84 (d, 2H, J = 8.4 Hz), 7.42 (d, 2H,
J=84Hz), 7.08 (d, 1H,J = 16 Hz), 5.99 (d,
iH, J = 5.2 Hz), 3.93-3.92 (m, 2H), 3.72-3.71
(m, 2H), 3.58-3.53 (m, 2H), 3.51-345 (m, 2H),
3.17-3.14(m, 1H), 3.06-3.035 (m, 1H), 2.98 (s,
3H), 2.91-2.88 (m, 1H), 2.70-2.60 (m, 1H),
2.17-2.16 (m, 1H), 2.05-2.01 (m, 2H), 1.75-
1.74 (m, 1H), 1.64-1.60 (m, 1H), 0.79-0.73 (m,
4H).

491

461

1H NMR (400 MHz, HE £-04) 6 8.53 (d, J =
19 Hz, 1H), 819 (t, J= 2.3 Hz, 1H), 7.92 —
7.73 (m, 3H), 7.17 (t, J = 2.1 Hz, 1H), 5.96
(dd, J = 5.6, 1.9 Hz, 1H), 4.03 (d, J = 24.3 Hz,
2H), 3.83 (s, 2H), 3.62 (d, J = 6.6 Hz, 2H),
3.54—3.53 (m, 3H), 3.30 (p, J = 1.6 Hz, 2H),
3.00 (tt, J = 12.4, 2.3 Hz, 2H), 3.01 - 2.89 (m,
2H), 2.17 —2.05 (m, 2H), 2.06 — 1.88 (m, 3H),
0.97 — 0.89 (m, 2H), 0.88 (d, J = 2.6 Hz, 2H)

492

461

1H-NMR (500 MHz, 6d-DMS0) & ppm &.17 (s,
1H), 7.91 (d, 1H,J =55 Hz), 7.78 (d, 2H, J =
8.0 Hz), 7.39 (d, 2H, J =8.0 Hz), 7.00 (s, TH),
6.33(d,2H,J=75Hz), 599 (d, 1H, J=55
Hz), 3.89-3.80 (m, 1H), 3.79-2.65 (m, 8H),
3.453.41 (m, 1H), 3.29-3.19 (m, 2H), 3.13-
311 (m, 2H), 2.51-2.15 (m, 2H), 1.80-1.79 (m,
2H), 1.23 (s, 3H), 1.08 (d, 6H, J = 6.5 Hz).

493

462

1H NMR (400 MHz, GIEr=-d4) 5 7.98 (d, J =
1.8 Hz, TH), 7.85 (dd, J = 5.5, 2.3 Hz, 1H),
7.77 —7.66 (m, 2H), 7.45 - 7.33 (m, 2H), 6.94
(d, J =19 Hz, 1H), 6.00 (dd, J =56, 2.2 Hz,
1H), 5.49 (d, J = 2.1 Hz, 1H), 4.04 (s, 2H),

385 (s, 2H), 3.63 (s, 2H), 3.54 (s, 2H), 342 (s,

1H), 2.75 (s, 2H), 2.53 (s, 2H), 2.03 (it, J =
7.9.48Hz, 1H), 1.84 (d, J = 6.9 Hz, 5H), 1.49
(dd, J = 6.7, 2.2 Hz, 3H). 1.00 — 0.86 (m, 2H),
0.86(q,J = 28 Hz, 1H).

T

LCMS
(M+1)

NMR

494

462

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.92 (d,
1H, J = 2.0 Hz), 8.27 (s, 1H), 8.27(s, 1H), 8.16
(dd, 2H, =84, 20 Hz), 7.91 (d, 1H, J = 5.6
Hz), 7.53 (d, 1H, J = 8.4 Hz), 7.11 (s, 1H),
6.62 (t, 1H, J =5.6 Hz), 6.00 (d, 1H, J =56
Hz), 3.97-3.93 (m, 1H), 3.53-3.51 (m, 4H),
3.45.3.44 (m, 4H), 3.16-3 12 (m, 1H) 3.07

(5 =8, 2H, J = 6.8 Hz), 2.84-2.77 (m, 1H),
2.71-2.65 (m, 1H), 2.24-215 (m, TH), 1.86-
1.75 (m, 2H), 1.72-1.65 (m, 1H), 1.03 (t, 3H, J
= 6.8 Hz), 0.98-0.96 (m, 6H)

495

462

1H-NMR (400 MHz, 6d-DMS0) 6 ppm 8.47 (d,
iH,J = 1.6 Hz), 8.23 (d, 1H, J = 1.6 Hz), 7.90
(d,1H, J = 5.6 Hz), 7.85 (d, 1H, J = 8.0 Hz),
7.71 (d, 1H, J =24 Hz), 7.69 (d, 1H, J=2.0
Hz), 7.13 (d, 1H, J = 1.6 Hz), 6.61 (t, 1H,J =
52 Hz), 5.98 (d, 1H, J = 5.6 Hz), 3.52-3.51 (m,
4H), 3.48-3.44 (m, 4H), 3.31-3.25 (m, 1H),
3.11-3.04 (m, 2H), 2.98-2.94 (m, 1H), 2.74-
2.68 (m, 2H), 2.49-2 46 (m, 1H), 2.41-2.36 (m,
1H), 2.27-2.18 (m, 1H), 1.77-1.70 (m, TH),
1.06-1.01 (m, 9H).

496

462

1H-NMR (400 MHz, CDCI3) & ppm 8.51 (d,
iH,J=1.6 Hz), 8.12 (d, 1H, J = 1.6 Hz), 7.84
(d, 1H, J = 5.2 Hz), 7.64 (dd, 1H, J = 8.0, 2.0
Hz), 7.58 (d, 1H, J = 8.0 Hz), 7.01 (d, 1H, J =
1.6 Hz), 5.80 (d, 1H, J =5.6 Hz), 4.49 (t, 1H, J
=7.2 Hz), 3.64-3.60 (m, 4H), 3.54-3.50 (m,
4H), 3.41-3.36 (m, 1H), 3.36-3.28 (m, 2H),
3.23:3.18 (m, 1H), 2.07-2.94 (m, 1H), 2.77-
2.75 (m, 1H), 2.55-2.21 (m. 1H), 2.51-2.49 (m,
1H), 2.41-2.36 (m, 1H), 1.91-1.88 (m, 1H),
118 (t, 3H, J = 7.2 Hz), 1.16-1.12 (m,6H).

497

)
/‘J =N
Co

rd'._\ o
=
=N -
)
N

462

iH-NMR (400 MHz, 6d DMS0) 3 ppm 8.90 (d,
1H,J =16 Hz), 825 (d, TH, J = 1.6 Hz), 8.13

(dd, 1H, J1 =8.4Hz, J2=24 Hz), 7.92 (d, 1H,

J=56Hz), 7.52 (d, 1H, J = 8.4 Hz), 7.10 (d,
1H,J = 1.2 Hz), 6.62 (t, 1H, J = 5.2 Hz), 6.00
(d, 1H, J = 5.2 Hz), 3.83 (m, 1H), 3.54-3.52
(m, 4H), 3.45-3.43 {m, 4H), 3.12-3.05 (m, 3H),
2.75-2.60 (m, 1H), 2.62-2.58 (m, 1H), 2.20-
2.11 (m, 1H), 1.83-1.73 (m, 2H), 1.68-1.61 (m,
1H), 1.04 (t, 3H, J = 7.2 Hz), 0.94 (d, 6H, J =
6.0 Hz).
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T

LCMS
(M+1)

NMR

498

464

1H NMR (400 MHz, HIE*2-d4) 6 8.53 (5, 1H),
7.99(d, J=1.8 Hz, 1H), 7.85 (d, J = 5.4 Hz,
1H), 7.82 — 7.73 (m, 2H), 7.53 — 7.37 (m, 2H),
6.91(d, J=18 Hz, 1H), 5.99 (d, J = 5.5 Hz,
1H), 4.18 (g, J = 7.1 Hz, 2H), 3.72 (1, J= 49
Hz, 4H), 3.50 (dd, J = 6.4, 3.8 Hz, 4H), 3.43 —
3.24 (m, 6H), 2.35 (dd, J = 15.2, 2.6 Hz, 2H),
2.14 {ddd, J = 14.5, 11.0, 6.5 Hz, 2H), 1.29 (t,
J =71 Hz, 3H).

499

470

TH-NMR (500 MHz, 63-DMS0) 6 ppm 8.45 (q,
IH,J=20Hz), 826 (d, 1H, J = 1.0 Hz), 7.93
(d, 1H, J = 5.5 Hz), 7.86 (d, 1H, J = 8.0 Hz),
7.67 (dd, 1H, J = 8.0, 2.5 Hz), 7.15 (d, 1H, J =
1.5 Hz), 5.98 (d, 1H, J =6.0 Hz), 3.74-3.3.69
(m, 2H), 3.69-3.62 (m, 1H), 3.60-3.53 (m. 2H),
3.52-3.44 (m, 4H), 3.30-3.20 (m, 4H), 3.04-
2.92 (m, 2H), 2.70-2.56 (m, 4H), 1.94-1.86 (m,
1H), 1.72-1.67 (m, 1H), 1.67-1.61 (m, 1H),
1.56-1.44 (m, 1H).

472

1H NMR (400 MHz, HI& =-d4) 6 8 52 (s, 1H),
8.01(d, J=18Hz, 1H), 7.87 (d, J= 5.5 Hz,
1H), 7.85 — 7.77 (m, 2H), 7.66 — 7.54 (m, 2H),
6.97 (d, J=1.9 Hz, 1H), 6.01 (d, J=5.5 Hz,
1H), 4.08 — 3.94 (m, 3H), 3.85 (s, 2H), 3.59 (d,
J = 20.0 Hz, 4H), 3.54 — 3.36 (m, 3H), 2.53 (d,
J=4.0Hz 2H), 2.03 (it, = 7.9, 4.7 Hz, 1H),
1.99— 1.85 (m, 2H), 177 (q, J = 10.4 Hz, 1H),
0.93 (dt, J = 5.3, 2.8 Hz, 2H), 0.87 (ddt, J =
7.6,4.7, 2.4 Hz, 2H).

472

TH NMR (400 MHz, HIE = d4) 6 847 (s, 1H),
8.02(d, J = 1.8 Hz, 1H), 7.92 — 7.77 (m, 3H),
7.66—7.44 (m, 2H), 6.94 (d, J = 1.9 Hz, 1H),
6.00 (d, J = 5.5 Hz, 1H), 3.93 (dt, J = 13.1, 6.6
Hz, 1H), 3.65 (dd, J = 6.8, 3.5 Hz, 4H), 3.50 —
3.48 (m, TH), 2.43 (d, J = 14.3 Hz, 2H), 2.30
(td, J =137, 3.9 Hz, 2H), 1.18 (d, J = 6.6 Hz,
BH).
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LCMS
(M+1)
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503

472

1H-NMR (400 MHz, DMSO-d6) & ppm &.14 (s,
1H), 7.90 (d, 1H, J = 6.0 Hz), 7.70-7.55 (m,
2H), 7.35 (d, 1H, J = 8.4 Hz), 7.01 (d, 1H, J =
1.6 Hz), 5.98 (d, 1H, J = 5.6 Hz), 4.00-3.80 (m,
2H), 3.80-3.60 (m, 2H), 3.60-3.40 (m, 5H),
3.32-2.54 (m, 5H), 2.35 (s, 3H), 2.30-2.19 (m,
1H), 2.06-1.94 (m, 1H), 1.85-1.65 (m, 1H),
1.21-0.95 (m, 6H), 0.83-0.65 (m, 4H).

504

472

1H-NMR (400 MHz, DMSO-d6) 6 ppm 8.14 (d,
1H, J = 1.2 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.70-
7.55 (m, 2H), 7.35 (d, 1H, J = 8.8 Hz), 7.01 (d,
1H, J = 1.6 Hz), 5.98 (d, 1H, J = 5.6 Hz), 4.00-
3.80 (m, 2H), 3.80-3.60 (m, 2H), 3.60-3.40 (m,
5H), 3.32-2.54 (m, 5H), 2.35 (s, 3H), 2.30-2.19
(m, 1H), 2.06-1.94 (m, 1H), 1.85-1.70 (m, 1H),
1.21-0.95 (m, 6H), 0.83-0.65 (m, 4H).

505

472

1H-NMR (400 MHz, MeOD) & ppm 798 (d,
1H, J = 1.6 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.74
(d, 2H, J = 8.4 Hz), 7.37 (d, 2H, J = 8.0 Hz),
6.94 (d, 1H, J = 1.6 Hz), 6.01 (d, 1H, J=5.2
Hz), 4.08-4.02 (m, 2H), 3.89-2.81 (m, 2H),
3.79-3.38 (m, 2H), 3.67-3.52 (m, 6H), 3.31-
320 (m, 2H). 2 64-2.56 (m, 1H), 2.08-2.00 (m,

506

472

TH-NMR (400 MHz, DMSO-d5) 5 ppm .14 (5
1H), 7.88 (d. 1H, J = 5.2 Hz), 7.71 (d, 2H,J =
8.0 Hz), 7.26 (d, 2H, J = 8.4 Hz), 7.01 (s, 1H),
5.96 (s, 1H), 3.96-3.87 (m, 2H), 3.74-3.66 (m,
2H), 3.58-3.42 (m, 4H), 3.31-3.20 (m, 2H),
3.18-3.10 (m, 1H), 3.06-2.96 (m, 1H), 2.92-
2.82 (m, 1H), 2.08-1.92 (m, 2H), 1.82-1.76 (m,
1H), 1.08-1.02 (m, 6H), 0.95 (d, 3H, J=6 8
Hz), 0.79-0.72 (m, 4H).

507

472

1H NMR (200 MHz, 6d-DMSO) 6 ppm 8. 14 (d
iH,J = 1.2 Hz), 7.8 (d, 1H, J= 5.6 Hz), 7.72
(d,2H,J =80 Hz), 7.32 (d, 2H, J = 8.4 Hz),
7.02(d, 1H, J = 5.2Hz), 5.97 (d, 1H, J = 5.2
Hz), 3.92-3.91 (m, 2H), 3.70-3.60 (m, 2H),
3.53-3.52 (m, 2H), 3.47-3.46 (m, 2H), 3.16-
3.15 (m, 3H), 2.81-2.80 (m, 1H), 2.49-2.34 (m,
1H), 2.02-2.01 (m, 1H), 1.46-1.45 (m, 1H),
1.22-1.21 (m, 1H), 1.12-1.11 (m, 6H), 0.96(5,
3H), 0.78-0.73 (m, 4H).
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LCMS
# Fz (1) NMR
A o TH NMR (400 MHz, 6d-DMS0) & ppm &.18 (s,
_jf 1H), 7.90 (d, 1H, J = 5.2 Hz), 7.79-7.78 (m,
0 2H), 7.35-7.34 (m, 2H), 7.05-7.04 (m, 1H),
508 \ n 472 | 597 (d, 1H, J = 56 Hz), 3.92-3.91 (m, 2H),
" - l)j 3,30-3,692 (m, 4!;;,_ 3,2121-3,4?5{m, BH), 2,0023-’
= 01 (m, 2H), 1.34-1.22 (m, 6H), 1.08-1.
:>—<=/_<: N (m, 5H), 0.78-0.74 (m, 4H).
A o 1H NMR (400 MHz, DMSO-d6) 6 &.14 (d, J =
s 1.7 Hz, 1H), 7.89 (d, J =5.4 Hz, 1H), 7.71 (d,
[N] J=82Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 7.02
- (d,J = 1.9 Hz, 1H), 5.97 (d, J = 5.5 Hz, 1H),
509 e 472 | 3.99-3.85(m, 2H), 3.70 (s, 2H), 3.54 (s, 2H),
N LN ;jf%] 3.47 (s, 2H), 3.14 - 3.04 (m, 1H), 2.82 - 267
A (m, 2H), 2.06 - 1.96 (m, 1H), 1.77 (d, J = 4.7
Hz, 4H), 1.38 (s, 3H), 0.99 (d, J = 6.3 Hz, 3H),
0.82 (d, J = 6.5 Hz, 3H), 0.79 - 0.70 (m, 4H).
%o
510 [N] 472
az’ ) |
GG
A o TH-NMR (400 MHz, DMS0-d6) 6 ppm 8.21 (d,
mfk“f 1H,J = 12Hz), 7.92 (d, 1H, J = 5.6 Hz), 7.83
[ ] (d, 2H, J = 8.0 Hz), 7.43 (d, 2H, J = 8.0 Hz),
511 . 473 | 798(d 1H,J=12Hz) 6.00(d, 1H,J=56
e E ) Hz), 4.04-3.90 (m, 2H), 3.80-3.60 (m, 2H),
\j) ‘j 3.60-3.40 (m, 5H), 3.05-2.85 (m, 3H), 2.70-
=, 2.57 (m, TH), 2.15-1.65 (m, 5H), 1.60-1.50 (m,
1H). 1.50-1.40 (m. 1H), 1.40-1.30 (m, 1H).
TH-NMR (400 MHz, DMSO-d6) 5 ppm 8.23 (s,
NE Afr" 1H), 7.92 (d, 1H, J = 5.2 Hz), 7.86 (d, 2H, J =
™ 8.0 Hz), 7.45 (d, 2H, J = 8.4 Hz), 7.10 (s, 1H),
512 L 473 | 6.00(d, 1H, J =52 Hz), 4.10-3.87 (m, 2H),
M F oy Ak 3.80-3.65 (m, 2H), 3.65-3.38 (m, 5H), 3.20-
OO 2.60 (m, 5H), 2.35-1.70 (m, 4H), 1.70-1.55 (m,
- i 1H), 1.55-1.40 (m, 1H), 1.40-1.30 (m, 1H).
A TH-NMR (400 MHz, DMS0-d6) 6 ppm 8.22 (d,
i T 1H,J =12 Hz), 792 (d, 1H, J =52 Hz), 7.84
) (d, 2H, J = 8.4 Hz), 7.43 (d, 2H, J = 8.4 Hz),
513 o 473 | 7:09(d, 1H, J= 12 Hz), 6.00 (d, 1H,J = 6.0

Hz), 4.04-3.90 (m, 2H), 3.80-3.65 (m, 2H),
3.65-3.40 (m, 5H), 3.25-2.80 (m, 4H), 2.75-

2,60 (m, 1H), 2.30-1.90 (m, 3H), 1.90-1.50 (m,

2H), 1.50-1.40 (m, 1H), 1.40-1.30 (m, TH).
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LCMS
(M+1)

NMR

514

(1
\
N
=
z
3

473

TFENMR (400 MHz, DMSO-d6) 6 ppm 8.22 (d,

1H, J = 1.2 Hz), 7.92 (d, 1H, J = 5.2 Hz), 7.84
(d, 2H, J = 8.0 Hz), 7.44 (d, 2H, J = 8.4 Hz),
7.09 (d, 1H, J = 1.6 Hz), 6.00 (d, 1H, J = 5.6
Hz), 4.04-3.90 (m, 2H), 3.80-3.65 (m, 2H),
3.65-3.40 (m, 5H), 3.25-2.80 (m, 4H), 2.75-
2.60 (m, 1H), 2.30-1.90 (m, 3H), 1.90-1.50 (m
2H), 1.50-1.40 {m, 1H), 1.40-1.30 (m, 1H).

515

473

1H NMR (400 MHz, HIEr&-d4) 5 7.97 (d, J =
1.9 Hz, 1H), 7.85 (d, J =5.4 Hz, 1H), 7.72 (d,
J =82 Hz, 2H), 7.37 (d, J = 7.9 Hz, 2H), 6.94
J=19Hz, TH), .00 (d, J = 5.5 Hz, TH),
42 (t, J=9.0 Hz, 1H), 4.04 (s, 2H), 3.85 (s,
), 3.75 (dt, J = 18.2, 8.7 Hz, 2H), 3.66 (ddd,
=110,686,42 Hz, 3H), 3.54 (s, 2H), 346
dd, J =89, 6.5 44 Hz, 1H), 3.23 (td, J =
87,66 Hz, 1H), 3.06 (t, J = 9.0 Hz, 1H), 2.07
—1'98 (m, 1H), 0.03 (dt_J = 5.3, 2.8 Hz, 2H),
0.87 (di, J = 8.1, 2.9 Hz, 2H).

(d,
5.
2H
J
(d

516

473

TH-NMR (400 MHz, 6d-DMSO) 5 ppm 8.17 (s,

1H), 7.90 (d, 1H, J= 5.2 Hz), 7.76 (d, 2H, J =
7.6 Hz), 741 (d, 2H, J = 7.6 Hz), 7.04 (s, 1H),
5.08 (d, 1H, J = 5.2 Hz), 3.94-3.92 (m, 2H),
3.71-3.69 (m, 3H), 3.56-3.50 (m, 2H), 3.50-
3.44 (m, 2H), 2.98-2.94 (m, 1H), 2.78-2.72 (m
1H), 2.71-2.62 (m, 3H), 2.23-2.21 (m, 1H),
2.04-1.98 (m, 2H), 0.97 (d, 6H, J = 6.0 Hz),
0.78-0.74 (m. 4H).

517

473

1H-NMR (400 MHz, 6d-DMSQ) 5 ppm 8.18 (d,

iH,J = 1.6 Hz), 7.90 (d, 1H, J =5.2 Hz), 7.77
(d, 2H, J = 7.6 Hz), 7.42 (d, 2H, J = 7.6 Hz),
7.05(d, 1H, J = 1.6 Hz), 5.98 (d, 1H, J = 5.2
Hz), 3.94-3.92 (m, 2H), 3.71-3.69 (m, 3H),
3.56-3.40 (m, 5H), 3.01-2.98 (m, 1H), 2.84-
2.64 (m, 4H), 2.28-2.22 (m, 1H), 2.10-1.98 (m
2H), 0.98 (d, 6H, J = 6.0 Hz), 0.80-0.72 (m,
4H).

518

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.17 (d,

1H,J =16 Hz), 7.90 (d, 1H. J = 5.2 Hz), 7.77
(d, 2H, J = 7.6 Hz), 7.42 (d, 2H, J = 7.6 Hz),
7.05(d, 1H,J= 1.6 Hz), 598 (d, 1H, J=52
Hz), 3.94-3.92 (m, 2H), 3.71-3.69 (m, 3H),
3.56-3.40 (m, 5H), 3.01-2.98 (m, 1H), 2.84-
2.64 (m, 4H), 2.28-2.22 (m, 1H), 2.10-1.98 (m
2H), 0.98 (d, 6H, J = 6.0 Hz), 0.80-0.72 (m,
4H).
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519

473

474

1H NMR (400 MHz, GIEt=-d4) b 7.94 (d, J =
1.8 Hz, 1H), 7.82(d, J = 5.5 Hz, 1H), 773 -
7.60 (m, 2H), 7.45—7.33 (m, 2H), 6.90 (d, J =
1.9 Hz, 1H), 5.97 (d, J =55 Hz, 1H), 4.00 (s,
2H), 3.91 (d, J = 10.7 Hz, 1H), 3.82 (s, 2H),

3.70 (td, J = 11.3, 2.4 Hz, 1H), 3.66 — 3.56 (m,
4H), 3.51 (s, 2H), 3.47 — 3.36 (m, 1H), 2.85 (p,

J=6.7 Hz, 1H), 2.83—2.72 (m, 1H), 2.55 (td,
J=117,33Hz, 1H), 199 (tt, J=7.0, 48 Hz,
1H), 1.02 (d, J = 6.9 Hz, 3H), 0.90 (di, J= 4.8,
2.8 Hz, 2H), 0.84 (dd, J = 7.2, 2.6 Hz, 6H)

474

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.21 (d,

1H,J =16 Hz), 7.92 (d, 1H, J = 5.6 Hz), 7.84
(d, 2H, J = 8.0 Hz), BAT (d, 2H, J = 8.0 Hz),
7.07 (d, 1H, J = 1.6 Hz), 5.99 (d, 1H, J = 5.6
Hz), 3.95-3.90 (m, 2H), 3.75-3.70 (m, 2H),
3.58-3.52 (m, 4H), 3.50-3.45 (m, 2H), 3.23-
3.21 (m, 2H), 2.05 (s, 3H), 2.35-2.31 (m, 1H),
2.06-2.01 (m, 1H), 0.90 (d, 6H, J = 8.4 Hz),
0.81-0.72 (m, 4H).

522

474

1H NMR (400 MHz, DMSO-d6) 6 8.16 (d, J =
1.8 Hz, 1H), 7.80 (d, J =5.4 Hz, 1H), 7.82 -
7.60 (m, 2H), 7.54 - 7.43 (m, 2H), 7.03 (d, J =
1.9 Hz, 1H), 5.97 (d, J = 5.5 Hz, 1H), 5.14 (s,
1H), 3.92 (s, 2H), 3.70 (s, 2H), 3.50 (d, J =
29.4 Hz, 4H), 2.94 - 2.71 (m, 4H), 2.18 - 1.93
(m, 3H), 1.04 (1,J = 6.4 Hz, TH), 0.76 (it, J =
7.9, 2.9 Hz, 4H).

523

474
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524

474

1H NMR (400 MHz, GIEt=-d4) 5 7.97 (d, J =
1.8 Hz, 1H), 7.84 (d, J = 5.5 Hz, 1H), 7.79—
766 (m, 2H), 7.50 — 7.41 (m, 2H), 6.93 (d, J =
1.8 Hz, 1H), 5.98 (d, J = 5.5 Hz, 1H), 4.02 (s,
2H), 3.84 (s, 2H), 3.62 (s, 2H), 3.53 (s, 2H),
3.20 — 3.04 (m, 4H), 3.04 — 2.89 (m, 2H), 2.17
—2.04 (m. 2H), 2.04 —1 85 (m, 3H), 1.14 (t, J
=7.0Hz, 3H), 0.92 (dt, J =4.7, 2.8 Hz, 2H),
0.65 (ddt, J =7.5.4.6, 2.6 Hz, 2H).

525

474

1H NMR (400 MHz, 6d-DMSO) 6 ppm 9.18(s,
2H), 8.36(d, 1H, J = 1.6 Hz), 7.94 (d, 1H, J =
5.6 Hz), 7.24 (d, 1H, J = 1.6 Hz), 6.00 (d, 1H,
J = 5.6 Hz), 3.92-3.91 (m, 2H), 3.70-3.69 (m,
2H), 3.55-3.49 (m, 2H), 3.32-3.21(m, 2H),
2.88-2.85 (m, 2H), 2.76-2.70 (m, 2H), 2.26-
2.21 (m, 2H), 2.03-2.02 (m, TH), 1.94-1.92 (m,
2H), 1.78-1.75 (m, 2H), 0.98(d, 6H, J = 6.4
Hz), 0.77-0.74 (m, 4H)

526

1H NMR (400 MHz, DMS0O-d6) 6 8.72 — 8.64
(m, 1H), B.26 (d, J = 1.8 Hz, 1H), 7.92 (d, J =
5.4 Hz, TH), 7.85 (dd, J = 5.6, 1.6 Hz, 2H),
718(d, J =18 Hz 1H), 5.98 (d, J =55 Hz,
1H), 5.26 (s, 1H), 3.96 — 3.89 (m, 2H), 3.70 (s,
2H), 352 (d, J =316 Hz 4H), 292 (d, J=98
Hz, 1H), 2.87 - 2.73 (m, 3H), 2.13 (dt, J =
12.9, 8.0 Hz, 1H), 2.03 (dtd, J=12.7, 7.8, 7.3,
4.8 Hz, 2H), 1.42 - 1.35 (m, 1H), 1.1 (d, J =
15.0 Hz, 6H), 0.76 (it,J = 7.9, 2.9 Hz, 4H)

527

528

iH-NMR (400 MHz, DMSO-d6) 5 ppm 8.84 (s,
2H), B.18 (d, 1H, J = 1.6 Hz), 8.17 (s, 1H),
7.90 (d, 1H, J=5.6 Hz), 7.06 (d, 1H, J= 1.6
Hz), 5.99 (d, 1H, J = 5.6 Hz), 3.93-3.90 (m,
2H), 3.78-3.72 (m, 4H), 3.72-3.69 (m, 2H),
3.55-3.45 (m, 4H), 2.77-2.72 (m, 1H), 2.57-
2.50 (m, 4H), 2.04-2.00 (m, 1H), 1.01 (d, 6H, J
= 5.4 Hz), 0.79-0.74 (m_4H).
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LCMS
# Tz 1) NMR
5 o TH-NMR (400 MHz, 6d-DMS0) & ppm 8.68 (d,
# 1H,J = 0.8 Hz), 8.31 (s, 1H), 8.17 (d, 1H, J =
» 1.6 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.08 (d, 1H,
- - 475 | J=16H2),599(d, 1H,J =56 Hz) 393390
S b @ | (m, 2H), 3.71-3.70 (m, 2H), 3.56-3.54 (m, 6H),
P »?_CJ* ,-| 3.33-3.31 (m, 2H), 2.73-2.67 (m, 1H), 2.57-
S 2.54 (m, 4H), 2.05-1.99 (m, 1H), 1.00 (d, 6H, J
= 6.4 Hz), 0.78-0.74 (m_4H)
[ TH-NMR (400 MHz, DMSO-d6) 8 ppm 8. 14 (d,
1H,J =08 Hz), 780 (d, 1H, =4 8 Hz), 7.72
HNTO (d, 2H, J = 8.4 Hz), 7.29 (d, 2H, J = 8.4 Hz),
6.99 (d, 1H, J = 1.6 Hz), 5.63-6.60 (m, 1H),
i (] 475 | 598(d 1H, J=56 Hz), 3.54-3.50 (m, 4H),
N @ | 3.43:3.40 (m, 4H), 329-3.25 (m, 1H), 3.04-
¢ K‘L >_(/.ﬁ\“ & 11‘ 2.97 (m, 3H).2.75-2.60 (m, 2H), 2.47-2.30 (m,
\

2H), 2.24-2.20 (m, 1H), 1.78-1.73 (m, 1H),
1.46-1.41 (m, 2H), 1.09-1.04 (m, 6H), 0.85 (t,

H,J= 76 He).
~ TH-NMR (400 MHz, DMSO-d8) 5 ppm 5.14 (d.
HU_o 1H.J = 1.6 Hz), 7.60 (d, H, J = 6.0 H), 7.72
' (d,2H,J =76 Hz). 7.29 (d. 2H.J = 8.4 Hz),
() 609 (d, 1H, 1= 16 Hz), 631 (d. 1H, J=T76
531 Tl 475 | Hz), 598 (d 1H, J =58 Hz), 3.81-3.76 (m,
{Hy 353.3 51 (m, 4H), 3.44.3 43 (m, 4H),
L.N.l O .L . 3.29-3.25 (m, 1H), 3.01-2.97 (m, 1H) 2.75

2.68 (m, 2H), 2.47-2.37 (m, 2H), 2.24-2.19 (m,
[H), 1.78-1.73 (m, 1H), 1.09-1.04 (m, 6H).
[ TH-NMR (400 MHz, DMS0-d6) & ppm 8.14 (d,
~ 1H.J=12Hz). 789 (d, 1H J = 56 Hz), 7.72
HNTO (d.2H J=80Hz) 729 (d. 2H J = 8.4 Hz),
8.99 (d, 1H, J = 2.0 Hz), 6.63-6.60 (m, TH),
o (] 598 (d, 1H, J = 5.6 Hz), 3.53-3.52 (m, 4H),
u 418 | 3744343 (m, 4H), 329,325 (m, 1H), 3.04-
44-3.43 (m, 4H), 3.29-3.25 (m, 1H), 3.04
o2 A Te L 2.97 (m, 3H).2.73.2.60 (m, 2H), 2.47-2.39 (m,
2H), 2.23-2.20 (m, 1H), 1.78-1.71 (m, TH),
1.46-1.41 (m, 2H), 1.07-1.04 (m, 6H), 0.85 (t,

3H, J = 7.6 Hz).
~ TH-NMR (400 MHz, DMSO-d6) & ppm 8.14 (d,
HN__O 1H,J =12 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.72
g (d,2H, J =80 Hz) 7.29 (d, 2H. J = 8.0 Hz),
(i 699 (d 1H, J=12Hz), 631 (d 1H =76
533 w 475 | Hz), 598 (d, 1H, J = 5.6 Hz), 3.81-3.76 (m,
An N 1H), 3.52-3.51 (m, 4H), 3.44.3.43 (m, 4H),
EN.L‘;H/:\/"'\..#\,. 3.20.3.25 (m, 1H), 3.02-2.98 (m, 1H),2.75-

‘ 269 (m, 2H), 2.47-2.37 (m, 2H), 2.24.2 19 (m,
1H), 1.78-1.75 (m, 1H), 1.09-1.04 (m, 6H).
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534

476

THNMR (400 MHz, HEF2-04) 5 7.92 (d, J =
1.8 Hz, 1H), 7.81 (d, J = 5.4 Hz, 1H), 7.72 -
7.58 (m, 2H), 7.31 = 7.18 (m, 2H), 6.85 (d, J =
1.8 Hz, 1H), 5.97 (d, J =54 Hz, 1H), 4.17 (g,
J=7.1Hz, 2H), 3.70 (t, J = 5.0 Hz, 4H), 3.56 —
3.37 (m. 4H), 3.03 (dt, = 12.2, 3.1 Hz, 2H),
2.77 (hept, J = 6.6 Hz, 1H), 2.53 (i, J = 11.9,
4.1 Hz, TH), 2.34 (td, J = 11.8, 2.8 Hz, 2H),
1.95— 1.84 (m, 2H), 1.83 — 1.60.(m, 2H), 1.28
(t J = 7.1 Hz, 3H), 1.12 (d, J = 6.6 Hz, 6H).

535

476

1H NMR (400 MHz, DMS0-d6) 5 5.14 (d, J =
1.8 Hz, 1H), 7.89 (d, J = 5.4 Hz, 1H), 7.73 -
7.67 (m, 2H), 7.52 - 7.43 (m, 2H), 6.99 (d, J =
1.9 Hz, 1H), 5.7 (d, J = 5.5 Hz, 1H), 4.08 (g,
J=7.1Hz, 2H), 359 (s, 4H), 3.49 - 3.40 (m,
4H), 3.00 (dd, J = 9.4, 42 Hz, 1H), 2.82-265
(m, 2H), 1.78'(dd, J = 7.2, 4.4 Hz, 4H), 1.38 (s,
3H), 1.21 {t, J = 7.1 Hz, 3H), 0.99 (d, J = 6.4
Hz, 3H), 0.82 (d, J = 6.5 Hz, 3H).

536

478

a37

476

IH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.17 (d,
1H, J =16 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.77
(d, 2H, J = 8.4 Hz), 7.35 (d, 2H, J = 8.0 Hz),
7.04 (d, 1H, J = 1.6 Hz), 6.61 (t, 1H,J =56
Hz), 5.99 (d, 1H, J = 5.2Hz), 3.77 (d, 1H, J =
8.4Hz), 3.53-3.51 (m, 4H), 3.45-3.43 (m, 4H),
3.12-3.06 (m, 2H), 3.02-2.98 (m, 1H), 2.85-
279 (m, 1H), 2.74-2.66 (m, 3H), 2.25 (t, 1H, J
= 11.2 Hz), 2.00 (t, 1H, J = 10.4 Hz), 1.04 ({,
3H,J =7.2 Hz), 0.98 (d, 6H, J = 6.4 Hz)

538

476

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.49 (s,
1H), B.25 (s, 1H),7.92 (d, 1H. J = 5.6 Hz), 7.86
(d, 1H,J =84 Hz), 771 (d, 1H, J = 8.4 Hz),
7.14 (s, 1H), 6.61 (t, 1H, J = 5.2 Hz), 5.99 (d,
1H, J = 5.2 Hz), 3.55-3.50 (m, 4H), 3.47-3.42
(m, 4H), 3.12-3.04 (m, 2H), 2.85-2.71 (m, 4H),
2.25:217 (m, 2H), 1.85-1.81 (m, 1H), 1.75-
1.71 (m, 1H), 1.50-1.45 (m, 2H), 1.04 (t, 3H, J
=7.2 Hz), 1.04-0.97 (m, 6H).

T

LCMS
(M+1)

NMR

539

476

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.48 (d,
1H,J = 16 Hz), 8.24 (d, 1H, J = 1.6 Hz), 7.92
(d, 1H, J = 5.2 Hz), 7.85 (d, 1H, J = 8.0 Hz),
7.71-7.68 (m, 1H), 714 (d, 1H, J =12 Hz),
6.60 (t, 1H, J =52 Hz), 5.99 (d, 1H, J =56
Hz), 3.53-3.51 (m, 4H), 3.45-3.44 (m, 4H),
3.12-3.05 (m, 2H), 2.81-2.72 (m, 4H), 2.24-
2.14 (m, 2H), 1.84-1.81 (m, 1H), 1.76-1.72 (m,
1H), 1.60-1.43 (m_ 2H). 103 (t 3H,J=7.2
Hz), 0.99-0.96 (m, 6H)

540

477

TH-NMR (400 MHz, 6d-DMS0) 5 ppm 8.16 (d,
IH,J =1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.7
(d, 2H, J = 8.4 Hz), 7.62 (d, 2H, J = 8.4 Hz),
7.01 (d, 1H, J = 1.6 Hz), 631 (d, 1H, J =76
Hz), 5.98 (d, 1H, J = 5.6 Hz), 5.79 (s, 1H),
3.82-3.66 (m, 1H), 3.60-3.47 (m, 6H), 3.46-
3.38 (m, 4H), 3.24-3.18 (m, 2H), 2.44-2.34 (m,
1H), 1.07 (d, 6H, J = 6.8 Hz), 0.00 (d, 6H, J =
6.0 Hz).

477

1H NMR (400 MHz, HIEF=-d4) 5 8.46 (s, 1H),
8.00(d,J = 1.8 Hz, 1H), 7.86 (d, J = 5.5 Hz,
1H), 7.82 — 7.69 (m, 2H), 7.54 — 7.36 (m, 2H),
6.93 (d, J = 1.9 Hz, 1H), 6.00 (d, J = 5.5 Hz,
1H), 3.93 (p, J = 6.6 Hz, 1H), 3.65 (dd, J = 6.6,
36 Hz, 4H), 3 54 (dd, J = 6.7, 3.5 Hz, 4H),
3.42 - 3.34 (m, 4H), 3.04 (s, 3H),2.38 (d, J =
14.5 Hz, 2H), 2.13 (dd, J = 26.5, 5.7 Hz, 1H),
1.23 = 1.12 (m, TH).

542

477

iH NMR (400 MHz, 4d-Me0D) & ppm 855 (m,
1H), 8.04 (dd, 1H, J = 7.6, 1.6 Hz), 7.91 (d,
IH,J =5.2 Hz), 7.83 (d, 2H, J = 8.4 Hz), 7.52
(d, 2H, J = 8.4 Hz), 5.95 (d, 1H, J=2.0 Hz),
6.01 (d, 1H, J = 5.6 Hz), 3.96-3.95 (m, 1H),
3.68-3.65 (m, 4H), 3.56-3.55 (m, 4H), 3.44-
3.42(m, 2H), 3.26-3.25 (m, 1H), 3.12 (s, 3H),
3.04-3.00 (m, 2H), 2.25-2.19 (m, 3H), 1.21-
117 (m, 6H).
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477

1H NMR (400 MHz, 6d-DMS0) & ppm B.32 (s,
1H), 8.19 (d, 1H, J=2.0 Hz), 7.91 (d, 1H, J =
5.6 Hz), 7.82 (d, 2H, J = 8.4 Hz), 7.41 (d, 2H,
J=84Hz),7.04 (d, 1H, J = 6.0 Hz), 6.32 (d,
1H, J = 7.6 Hz), 6.00 (d, 1H, J = 5.6 Hz), 3.80-
3.75 (m. 1H), 3.55-3.50 (m, 4H), 3.50-3.45 (m,
4H), 3.18-3.10 (m, 1H), 2.96 (s, 3H), 2.93-2.92
(m, 1H), 2.82-2.80(m, 1H), 2.70-2.66 (m, 1H),
2.19-2.18 (m, 1H). 2.03-1.98 (m, 1H), 1.73-
1.68 (m, 1H), 1.60-1.55 (m, 1H), 1.09-1.06 (m,
6H).

544

477

1H-NMR (400 MHz, 6d-DMS0) 6 ppm 8.48 (d,
iH,J=2.0 Hz), 8.24 (d, 1H, J = 2.0 Hz), 7.92
(d, 1H, J = 5.2 Hz), 7.85 (d, 1H, J = 8.4 Hz),
7.71 (dd 1H, J = 8.4, 2.4 Hz), 714 (d, 1H, J =
1.6 Hz), 5.99 (d, 1H, J = 5.6 Hz), 4.00 (q, 2H,
J =7.2 Hz), 3.62-3.59 (m, 4H), 3.48-3.46 (m,
4H), 2.82-272 (m, 4H), 2.25-2 14 (m, 2H),
1.84-1.80 (m, 1H), 1.75-1.72 (m, TH), 1.60-
1.45 (m, 2H), 1.22 (t, 3H, J = 7.2 Hz), 0.99-
0.96 (m, BH).

545

417

1H-NMR (500 MHz, CDCI3) & ppm 8.53 (s,
1H), 8.14 (d, 1H, J= 1.5 Hz), 7.87 (d. 1H, J =
5.0 Hz), 7.63-7.59 (m, 2H), 7.00 (d, TH, J =
1.5 Hz), 5.84 (d, 1H, J =5.5 Hz), 4.21 (g, 2H,
J=7.2 Hz), 3.75-3.70 (m, 4H), 3.52-3.49 (m,
1H), 3.50-3.45 (m, 4H), 3.33-3.20 (m, 3H),
2.60-2.53 (m, 2H), 2.36-2.31 (m, 1H), 2.14-
2.10 (m, 1H), 2.01-1.95 (m. 1H), 1.70-1.64 (m,
1H), 1.35-1.28 (m, 9H).

546

477

1H-NMR (400 MHz, CDCI3) 6 ppm 8.33 (d,
1H, J = 2.8 Hz), 8.06 (d, 1H, J = 1.6 Hz), 7.83
(d, 1H, J = 5.6 Hz), 7.54 (d, 1H, J = 8.4 Hz),
6-7.22 (m, 1H), 6.96 (d, 1H, J = 1.6 Hz),
0(d, 1H, J = 5.6 Hz), 452-4 48 (m, 1H),
5.3.59 (m, 4H), 3.55-3.50 (m, 4H), 3.34 (q,
H, J = 7.2 Hz), 3.28-3.24 (m, 4H), 2 77-2.70
(m, 5H), 119 (t, 3H, J = 7.2 Hz), 1.11 (d, 6H, J
= 6.4 Hz).

£
5.8
3.6
2

547

LN
]
C,

)
-G

e s

aT7

iH NMR (400 MHz, 4d-MeOD) 6 ppm 9.08(s,
2H), 8.14(d, 1H, J = 1.2 Hz), 7.89(d, 1H, J =
5.2 Hz), 7.06 (d, 1H, J = 0.8 Hz), 6.02 (d, 1H,
J = 5.6 Hz), 3.66-3 65 (m, 4H), 3 65-3.57 (m,
4H), 3.25 (q, 2H, J = 7.2 Hz), 3.11-3.09 (m,
2H), 2.93-2.91 (m, 1H), 2.86-2.83 (m, TH),
2.48-2.43(m, 2H), 2.07-2.01 (m, 4H), 1.17-
1.13 (m, OH)

- 194 -

SES061 10-2426043



[0272]

[0273]

T

LCMS
(M+1)

NMR

548

a7

TH-NMR (400 MHz, DMSO-d6) & ppm 8.42 (d,

1H, J = 1.6 Hz), 8.31 (s, 1H), 8.16 (d, 1H, J =
8.8 Hz), 7.96 (d, 1H, J = 6.0 Hz), 7.65 (d, 1H,
J = 8.8 Hz), 7.30 (d, 1H, J = 1.2 Hz), 6.66-6.61
(m, 1H), 6.02 (d, 1H, J = 6.0 Hz), 3.56-3.51
(m, 4H), 3.50-3.45 (m, 4H), 3.10-3.05 (m, 4H),
3.00-2.94 (m, 2H), 2.58-2.50 (m, 2H), 2.00-
1.90 (m, 4H), 110 (d, 6H, J = 6.4 Hz), 1.04 (t
3H, J=7.2 Ha).

o
ey
{4=]

446

iH NMR (400 MHz, DMSO-d6) 6 8.04 (t, J =
2.1 Hz, 1H), 7.95 - 7.84 (m, 2H), 7:28 - 7.13
(m, 2H), 7.04 (d, J = 1.8 Hz, 1H), 5.96 (d, J =
5.5 Hz, 1H), 3.80 (br.s, 2H), 3.66 (br.s, 2H),
3.48 (br.d, J = 28.4 Hz, 4H), 2.88 (s, 3H), 2.84
~272 (m,4H), 198 (td, J = 7.7, 3.8 Hz, 1H),
1.89 (d, J = 13.6 Hz, 2H), 1.76 (td, J = 135,
12.6, 4.8 Hz, 2H), 0.79 - 0.65 (m, 4H)

550

478

TH NMR (400 MHz, DMSO-d6) 6 .15 (d, J =
1.8 Hz, 1H), 7.90 (d, J =5.4 Hz, 1H), 7.79 -
7.68 (m, 2H), 7.54 - 7.41 (m, 2H), 7.00 (d, J =
1.9 Hz, 1H), 5.98 (d, J = 5.5 Hz, 1H), 5.14 (s,
{H), 4.08 (g, J = 7.1 Hz, 2H), 3.63 - 3.56 (m,
4H), 3.45 (t, J = 5.1 Hz, 4H), 2gam J=97
Hz, 1H), 2.85-2.70 (m, 3H), 2.10 (dt, J =
129,80 Hz, 1H), 1.99(dt J = 125, 5.6 H
{H), 1.21 (t, J = 7.1 Hz, 3H), 1.04 (1L J= 6.
Hz, 6H)

zZ,
4

551

478

552

478

TH NMR (400 MHz, 4d-Me0D) 6 ppm 9.11(s,
2H), 8.18(d, 1H. J =16 Hz), 7.90 (d, 1H.J =
5.6 Hz), 7.07 (d, 1H, J = 2.0 Hz), 6.05 (d, 1H,
J=52Hz), 419 (q, 2H, J = 7.2 Hz), 3.74-3.73
(m, 4H), 3.55-3.52 (m, 4H), 3.28-3.27 (n, 2H),
3.14-3.06(m, 2H), 2.76-2.75 (m, 2H), 2.22-
2.10 (m, 4H), 1.31(t, 3H, J = 7.2 Hz), 1.25(d,
BH, J =654 Hz).

T=

LCMS
(M+1)

NMR

478

TH-NMR (400 MHz, DMS0-d6) 6 ppm 8.64 (s,
2H), 8.17 (d, 1H, J = 1.6 Hz), 8.16 (s, TH),
789(d. 1H, J=56Hz), 7.03(d, 1H, J= 16
Hz), 6.61 (t, 1H, J = 5.6 Hz), 5.99 (d, 1H, J =
5.6 Hz), 3.76-3.72 (m, 4H), 3.53-3.48 (m. 4H),
3.46-3.40 (m, 4H), 3.08 (q, 2H, J =7.2 Hz),
2.80-2.70 (m., 1H), 2.56-2.52 (m, 4H), 1.10-
1.00 (m, 9H).

554

478

1H-NMR (400 MHz, 6d-DMS0) & pp m 8.68 (s,
1H), 8.31 (s, 1H), 8.16 (d, 1H, J = 1.2 Hz),
7.90(d, 1H,J=52Hz), 7.05(d, 1H, J=12
Hz), 6.60 (t, 1H, J = 5.2 Hz), 5.99 (d, 1H, J
56 Hz), 3.56-3.51 (m, 8H), 3.45-3.43 (m, 4
3.11-3.05 (m, 2H), 2.73-2.67 (m, 1H), 2.57-
2.54 (m, 4H), 1.05-1.00 (m, 9H).

H),

479

TH-NNR (400 MHz, DMSO-d6) & ppm 5.84 (s,
2H), 819 (s, 1H), B.18 (d, 1H, J= 16 Hz),
7.90 (d, 1H, J = 5.6 Hz), 7.03(d, 1H, J = 1.6
Hz), 5.98 (d, 1H, J = 5.6 Hz), 4.09 (q, 2H, J =
7.2 Hz), 3.80-3.73 (m, 4H), 3.61-3.58 (m, 4H),
3.46-3.42 (m, 4H), 2.79-2.72 (m, 1H), 2.59-
2.55 (m, 4H), 1.22 (t, 3H, J = 7.2 Hz), 1.02 (d,
6H, J = 6.4 Hz).

556

IH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.17 (s,
1H), 7.91 (d, 1H, J = 1.6 Hz), 7.85 (d, 1H, J =
5.6 Hz), 7.81 (s, 1H), 6.79 (d, 1H, J = 1.6 Hz),
6.32(d, 1H,J=7.6 Hz), 5.97 (d, 1H, J=56
Hz), 4.20-4.19 (m, TH), 3.81-3.76 (m, 1H),
3.51-3.50 (m, 4H), 3.41-3.39 (m, 4H), 3.07-
3.04 (m, 1H),2.80-2.74 (m, 2H). 2.41-2.35 (m,
1H), 2.20-2.17 (m, 1H), 2.09-2.07 (m, 1H),
1.79-1.76 (m, 2H), 1.58-1.55 (m, 1H), 1.23-
1.09 (m, 6H),0.99-0.97 (m, 6H)

557

479

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.17 (s,
1H), 7.92 (d, 1H, J = 1.6 Hz), 7.86 (d, 1H, J =
56 Hz), 7.81 (s, 1H), 6.80 (d, 1H, J = 1.6 Hz),
6.33(d. 1H, J=7.2 Hz), 5.97 (d, 1H, J =
5.2Hz), 4.20-4.18 (m, 1H), 3.81-3.75 (m, 1H),
3.52-3.50 (m, 4H), 3.41-3.39 (m, 4H), 3.06-
3.04 (m, 1H), 2.81-2.74 (m, 2H), 2.40-2.35 (m
1H), 2.18 (t, 1H, J = 11.2 Hz), 2.10-2.06 (m,
1H), 1.82-1.72 (m, 2H), 1.62-1.56 (m, 1H),
1.08 (d. BH, J = 6.8 Hz), 0.10-0.96 (m. 6H).
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T

LCMS
(M+1)

NMR

558

N—,

480

1H-NMR (400 MHz, d-DMSO) 6 ppm 8.22 (d,
1H,J =20 Hz), 7.92 (d, 1H. J= 52 Hz), 7.83
(d, 2H, J = 8.4 Hz), 7.43 (d, 2H, J = 8.4 Hz),
7.05 (d, 1H, J = 1.2 Hz), 5.99 (d, 1H, J = 5.6
Hz), 5.34 (5 52, 1H, J= 5.6 Hz), 4.79 (t, 2H,
J=6.8Hz), 453 (dd, 2H, J =7.2, 1.2 Hz),
3.72-3.68 (m, 2H), 3.64-3.60 (m, 2H), 3.55-
3.40 (m, 4H), 2.99-2.90 (m, 3H), 2.70-2.55 (m,
1H), 2.252 15 (m, 1H), 2.10-1.98 (m, 1H),
1.92-1.66 (m, 1H). 1.60-1.50 (m, 1H).

480

1H-NMR (400 MHz, 6d DMSO) 6 ppm 8.22 (d,
1H,J = 20 Hz), 7.92 (d, 1H, J = 5.2 Hz), 7.83
(d, 2H, J = 8.4 Hz), 7.43 (d, 2H, J = 8.4 Hz),
7.05 (d, 1H, J = 1.2 Hz), 5.99 (d, 1H, J = 5.6
Hz), 5.34 (553, 1H, J=5.6 Hz), 4.79 (t, 2H,
J=68Hz), 453 (dd, 2H, J =7.2, 1.2 Hz),
3.72-3.68 (m, 2H), 3.64-3.60 (m, 2H), 3.55-
3.40 (m, 4H), 2.99-2.90 (m, 3H), 2.70-2.55 (m,
1H), 2.25-2.15 (m, 1H), 2.10-1.98 (m, 1H),
1.92-1.66 (m, 1H), 1.60-1.47 (m, 1H).

560

TH-NMR (400 MHz, DMS0-d6) 6 ppm B.14 (3,
1H), 7.89 (d, 1H, J = 5.2 Hz), 7.71 (d, 2H, J =
8.0 Hz), 7.28-7.25 (m, 2H), 7.01 (s, 1H), 5.97
(d, 1H, J = 5.2 Hz), 4.00-3.82 (m, 2H), 3.80-
3.60 (m, 2H), 3.58-3.40 (m, 4H), 2.80-2.60 (m,
3H), 2.47-2.44 (m, 1H), 2.38-2.24 (m, 1H),
2.20-1.96 (m, 2H), 1.86-1.76 (m, 1H), 1.75-
1.66 (m, 1H), 1.62-1.38 (m, 3H), 1.32-1.16 (m,
1H), 0.90 (dd, 3H, J = 6.4, 2.8 Hz), 0.85 (1, 3H,
J=7.6 Hz), 0.80-0.70 (m, 4H).

486

1H-NMR (400 MHz, DMSO-d6) 6 ppm 8.15 (q,
1H, J = 1.2 Hz), 7.89 (d, 1H, J = 5.2 Hz}, 7.72
(d, 2H, J = 8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz),
7.01(d, 1H,J = 1.6 Hz), 5.97 (d, 1H, =56
Hz), 4.00-3.82 (m, 2H), 3.80-3.60 (m, 2H),
3.58-3.40 (m, 4H), 3.00-2.60 (m, 3H), 2 46-
2.40 (m, 1H), 2.38-2.15 (m, 2H), 2.10-1.94 (m,
1H), 1.86-1.70 (m, 2H), 1.66-1.40 (m, 3H),
1.36-1.24 (m, 1H), 1.00-0.90 (m, 3H), 0.86 (t
3H, J = 7.2 Hz), 0.80-0.70 (m, 4H).
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# 7z '{'ﬁﬂs) NMR
2~ o THCNMR (400 Mz, DMSO-d6) 8 ppm 8.14 (g,
1H, J=1.2 Hz), 7.89 (d, 1H, J = 5.6 Hz), .71
™ (d.2H, J= 8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz),
e 7.01(d, 1H, J= 1.6 Hz), 5.96 (d, 1H, J=52
s Hz), 4.00-3.82 (m, 2H), 3.80-3.62 (m, 2H),
562 =4 =vh 486 | 23.58.3.40 (m, 4H), 2.80-2.65 (m, 3H), 2.47-
Nt et Nl 2.40 (m, 1H), 2.37-2 25 (m, 1H), 2.16-2.06 (m,
v 1H), 2.05-1.94 (m, 1H), 1.86-1.76 (m, TH),
1.75-1.66 (m, 1H), 1.60-1.32 (m, 3H), 1.30-
1.24 (m, 1H), 0.90 (d, 3H, J = 6.8 Hz), 085 (t,
3H, J = 7.2 Hz), 0.80-0.70 (m, 4H).
TH NMR (400 MHz, DMSO-d6) 6 ppm 8.14 (d,
1H, J= 1.2 Hz), 7.89 (d, 1H, J = 5.2 Hz), 7.73
(d,2H, J=8.4 Hz), 7.26 (d, 2H, J = 8.0 Hz),
7.02(d, 1H, J = 16 Hz), 5.97 (d, 1H, J = 5.6
Hz), 3.94-3.91 (m, 2H), 3.71-3.70 (m, 2H),
3.54.3.46 (m, 4H), 2.84-2 81 (m, 2H), 2.46-
2.30 (m, 2H), 2.22-2.19 (m, 1H), 2.03-2.01 (m,
1H), 1.75-1.20 (m, 7H), 0.95.0.71(m, 10H)
1H NMR (400 MHz, DMSO-d6) & ppm 8.14 (d,
1H, J=1.2 Hz), 7.89 (d, 1H, J = 5.2 Hz), 7.73
(d.2H, J= 8.0 Hz), 7.26 (d, 2H, J = 8.0 Hz),
7.02(d, 1H, J = 1.2 He), 5.97 (d, 1H, J = 5.2
Hz), 3.94-3.91 (m, 2H), 3.71-3.70 (m, 2H),
3.54-3.46 (m, 4H), 2.84-2.81 (m, 2H), 2.46-
2.30 (m, 2H), 2.03-2.01 (m, 1H), 1.75-1.20 (m,
8H), 0.95-0.71(m, 10H).
s TH-NMR (400 MHz, DMSO-d6) & ppm 7.97 (d,
% 1H, J =16 Hz), 7.85 (d, 1H, J = 5.2 Hz), 7.71
™ (d.2H, J=8.4 Hz), 7.42 (d, 2H, J = 8.4 Hz),
- 693 (d, 1H, J= 16 Hz), 6.00 (d, 1H, J =56
. . N Hz), 4.08-4.02 (m, 2H), 3.90-3.84 (m, 2H),
565 YWY T 486 | 368.3.62 (m, 2H), 3.58.3 54 (m, 2H), 2.88-
s =t Nl 278 (m, 3H), 2 70-2.60 (m, 2H), 2 36-2 25 (m,
2H), 2.08-2.00 (m, 1H), 1.94-1.84 (m, 2H),
1.34-1.22 (m, 3H), 1.12 (d, 6H, J = 6.8 Hz),
0.97-0.84 (m, 4H)
TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.17 (d,
1H,J =16 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.77
(d.2H, J =84 Hz), 7.35(d, 2H, J = 8.0 Hz),
7.04(d, 1H, J = 1.6 Hz), 5.99 (d, 1H, J =
52Hz), 3.94-3.92 (m, 2H), 3.72-3.70 (m, 2H),
3.56-3.46 (m, 4H), 2 97-2 93 (m, 2H), 2.77-
273 (m, 1H), 2.65-2.61 (m, 2H), 2.36-2.32 (m,
— 1H), 2.24-2.20 (m, 1H), 2.10 (t, 1H, J= 104
Hz), 2.04-2.00 (m. 1H), 1.96 (s, 3H), 0.96 (d,
6H, J = 6.8 Hz), 0.80-0.74 (m, 4H).

563 486

564 486

566 P 487

[0275]
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567

487

TH-NMR (200 MHz, 6d-DMS0) 6 ppm 8.17 (4,
1H,J=16Hz), 7.91 (d, 1H, J=52 Hz), 7.77
(d,2H,J = 8.4 Hz), 7.35(d, 2H, J = 8.0 Hz),
7.04 (d, 1H, J = 1.6 Hz), 5.99 (d, TH, J =
5.2Hz), 3.94-3.92 (m, 2H), 3.72-3.70 (m, 2H),
3.56-3.46 (m, 4H), 2.97-2 94 (m, 1H), 2.90-
2.86 (m, 1H), 2.77-2.73 (m, 1H), 2.65-2.61 (m,
2H), 2.36-2.32 (m, 1H), 2.24-2.20 (m, 1H),
210 (t, 1H, J = 10.4 Hz), 2.04-2.00 {m, 1H),
1.96 (s, 3H), 0.96 (d, 6H, J = 6.8 Hz), 0.80-
0.74 (m, 4H).

568

487

TH-NMR (400 MHz, 63-DMS0) 6 ppm B.17 (d,
1H, = 1.6 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.75
(d, 2H, J= 8.4 Hz), 7.34 (d, 2H, J = 8.4 Hz),
704(d, 1H,J =16 Hz), 598 (d, 1H, J =56
Hz), 3.94-3.92 (m, 2H), 3.72-3.70 (m, 2H),
3.50-3.45 (m, 2H), 3.37-3.32 (m, 2H), 2.97-
292 (m, 1H), 2.91-2 86 (m, 1H), 2.77-2.71 (m,
1H), 2.65-2.61 (m, 2H), 2.36-2.32 (m, 1H),
224220 (m, 1H), 2.13-2.08 (m, 1H), 2.04-
2.00 (m, 1H), 1.96 (s, 3H), 0.96 (d, 6H, J=6.8
Hz), 0.80-0.74 (m, 4H).

569

487

1H NMR (400 MHz, CDCI3)  ppm 7.92 (d,
1H, J = 1.6 Hz), 7.83 (d, 1H, J =5.2 Hz), 7.63
(d, 2H, J= 8.4 Hz), 7.54 (d, 2H, J = 8.4 Hz),
6.71(d, 1H. J=16Hz),582(d, 1H J=52
Hz), 3.94-3.90 (m, 2H), 3.90-3.85 (m, 2H),
3.57-351 (m, 2H), 3.48-3.43 (m, 2H), 3.21-
3.15 (m, 1H), 2.95-2.87 (m, 1H), 2.852.77 (m,
1H), 2.74 (7T £, 1H, J = 6.4 Hz), 2.55-2.45
(m, 2H), 2.45-2 38 (m, 1H), 1.79-1.74 (m, 1H),
1.39 (s, 3H), 1.10-1.07 (m, 3H), 1.06-1.01 {m,
5H), 0.84-0.79 (m, 2H).

570

487

TH-NMR (400 MHz, 6d-DMSO) 6 ppm B.15 (d,
1H, J=2.0Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J = 84 Hz), 7.50 (d, 2H, J = 8.4 Hz),
7.03(d, 1H, J = 2.0 Hz), 5.97 (d, 1H, J= 5.6
Hz), 3.96-3.90 (m, 2H), 3.73-3.69 (m, 2H),
3.59-3.54 (m, 2H), 3.53-3.47 (m, 2H), 3.10-
3.05 (m, 1H), 2.72-2.67 (m, 1H), 2.64-2.56 (m,
2H), 2.41-2.37 (m, 1H), 2.33-2.28 (m, 2H),
226-222 (m, 1H), 2.06-1.99 (m, 1H), 121 (s,
3H), 1.00-0.95 (m_ 6H), 0.78-0.74 (m, 4H).
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488

572

488

573

488

574

488

1H NMR (400 MHz, [l & &-d4) 6 8.47 (s, 1H),
7.98(d, J= 1.8 Hz, 1H),7.86 (d, J =54 Hz,
1H), 7.81 — 7.63 (m, 2H), 7.41 — 7.24 (m, 2H),
6.90 (d, J = 1.9 Hz, 1H),5.99 (d, J = 5.5 Hz,
1H), 4.87 (s, 2H), 4.26 (p, J = 7.8 Hz, 1H),
3.94 — 3.83 (m, 2H), 3.63 — 3.52 (m, 3H), 3.33
(p,J = 1.7 Hz, 4H), 3.21 (td, J = 12.6, 3.0 Hz,
2H), 3.00 — 2.84 (m, OH), 2.67 (s, 2H), 2.23 —
212 (m, 2H), 2.12 — 1.97 (m, 2H), 142 (d, J =
6.6 Hz, 6H).

575

488

1H-NMR (400 MHz, CDCI3) & ppm 8.76 (d,
1H, J=2.0 Hz), 8.14 (d, 1H, J = 1.2 Hz), 7.98-
7.92 (m, 1H), 7.85 (d, 1H, J = 6.4 Hz), 7.64 (d,
1H. J= 8.4 Hz), 7.05 (d, 1H, J = 1.6 Hz), 5.82
(d, 1H, J = 5.2 Hz), 3.97-3.92 (m, 2H), 3.90-
3.85 (m, 2H), 3.62-3.57 (m, 2H), 3.52-346 (m,
2H), 3.30-324 (m, 1H), 3.01-2.93 (m, 1H),

2 81-2.75 (m, 2H), 2.65-2 56 (m, 1H), 2.52-
2.45 (m, 3H), 1.80- 1.75 (m, 1H), 1.46 (s, 3H),
1.48 (s, 3H), 1.11-1.01 (m, 8H), 0.85-0.79 (m,
2H).
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576

9
3
X

A s

488

TH-NMR (500 MHz, CDCI3) 6 ppm 8.81 (d,
1H, J = 1.5 Hz), 8.15 (d, 1H, J = 2.0 Hz), 7.99
(d, 1H, J = 7.5 Hz), 7.87 (d, 1H, J = 5.0 Hz),
7.66 (d, 1H, J = 85 Hz), 7.07 (s, 1H), 5.83 (d,
1H, J = 5.0 Hz), 3.98-3.91 (m, 2H), 3.90-3.86
(m, 2H), 3.76-3.80 (m, 1H), 3.68-3.60 (m, 2H),
3.52-3.46 (m, 2H), 3.28-3.25 (m, 1H), 3.08-
3.02 (m, 1H), 2.90-2.80 (m, 2H), 2.70-2.62 (m,
2H), 2.62-2 55 (m, 1H), 1.81-1.77 (m, 1H),
224221 (m, 1H), 1.54 (s, 3H), 1.14-1.08 (m,
6H), 1.06-1.04 (m, 2H), 0.90-0.82 (m, 2H).

577

[’/\f‘)—f’f— Vil )
:N.N\." =/ ey

489

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.13 (d,

1H, J = 1.6 Hz), 7.88 (d, 1H, J = 5.6 Hz), 7.71
(d,2H, J =84 Hz), 7.26 (d, 2H, J = 8.4 Hz),
6.98 (d, 1H, J = 1.6 Hz), 6.31(d, 1H, J=7.6
Hz), 5.97 (d, 1H, J = 5.6 Hz), 3.85-3.70 (m,
1H), 3.60-3.48 (m, 4H), 3.46-3.38 (m, 4H),
2.84-2.75 (m, 2H), 2.73-2.60 (m, 2H), 2.22-
2.08 (m, 2H), 1.86-1.77 (m, 1H), 1.76-1.68 (m,
1H), 1.60-1.50 (m, 1H), 1.50-1.38 (m, 1H),
1.07 (d, 6H, J = 6.4 Hz), 1.00-0.90 (m, 6H).

578

489

TH-NMR (500 MHz, DMSO-d6) 6 ppm 8.14 (d,

1H, J = 1.5 Hz), 7.89 (d, 1H, J = 5.0 Hz), 7.72
(d,2H, J = 85 Hz), 7.27 (d, 2H, J = 8.5 Hz),
6.99 (s, 1H), 6.31 (d, 2H, J = 7.5 Hz), 5.98 (d,
1H, J = 5.5 Hz), 3.79-3.78 (m, 1H), 3.52-3 51
(m, 4H), 3.44-343 (m, 4H), 2.81-2.79 (m, 2H),
2.74-2.70 (m, 2H), 2.19-2.14 (m, 2H), 1.83-
1.81 (m, 1H), 1.74-1.71 (m, 1H), 1.56-1.54 (m,
1H), 1.46-1.44 (m, 1H), 1.09-1.08 (m, 6H),
0.96-0.96 (m, 6H).

579

489

1H-NMR (500 MHz, DMSO-d6) & ppm 8.14 (s,
1H), 7.89 (d, 1H, J =52 Hz), 7.72 (d, 2H, J =
8.0 Hz), 7.27 (d, 2H, J = 8.0 Hz), 6.99 (s, 1H),
6.63-6.60 (m, 1H), 5.98 (d, 1H, J = 5.6 Hz),
3.54-351 (m, 4H), 3.44-3 43 (m, 4H), 3.03-
2.99 (m, 2H), 2.81-2.79 (m, 2H), 2.73-2.67 (m,
2H), 2.19-2.14 (m, 2H), 1.84-1.81 (m, 1H),
1.75-1.74 (m, 1H), 1.56-1.41 (m, 4H), 0.98-
0.96 (m, 6H), 0.85 (t, 3H, J = 7.6 Hz).
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[0279]

LCMS

# Fz M+1) NMR
1H-NMR (400 MHz, DMSO-d6) & ppm 8.13 (d,
1H, J=1.2 Hz), 7.88 (d, 1H, J=5.2 Hz), 7.T1
(d, 2H, J = 8.4 Hz), 7.26 (d, 2H, J = 8.0 Hz),
6.98 (d, 1H, J=1.2 Hz), 6.61 (t, 1H, J=56

580 489 | Hz), 5.97 (d, 1H, J = 5.6 Hz), 3.60-3.38 (m,
8H), 3.05-2.95 (m, 2H), 2.85-2.60 (m, 4H),
TNl N 2.22-2.05 (m, 2H), 1.86-1.68 (m, 2H), 1.60-
=/ 1.34 (m, 4H), 1.00-0.90 (m, 6H), 0.84 (t, 3H, J
e =72 Hz)
S
ah_o
A
581 [_N] 489
Cio-Of
¥ e
HNrE,,o
582 [N] 489
OO0
sy Mt NS ‘N‘
A~
g 1H NMR (400 MHz, DMSO-d6) 5 8.16 (d, J =
g 1.8 Hz, 1H), 7.86 (d, J = 5.4 Hz, 1H), 7.78 (d,
[ J=8.1Hz, 2H), 7.39 (d, J = 8.2 Hz, 2H), 7.03
E5i% - 49y | (@.J=19Hz 1H) 593(d,J=55Hz, 1H),
I 3.88 (br.s, 2H), 3.66 br (s, 2H), 347 (br.d, J =
- 27.5Hz, 4H), 2.70 (d, J = 11.3 Hz, 3H), 2.13 -
1.80 (m, 5H), 0.98 (d, J = 6.5 Hz, 6H), 0.80 -
0.64 (m, 4H).
N o 1H NMR (500 MHz, B E#2-d4) 5801 (t, J =
T 2.2 Hz, 1H), 7.87 (d, J =54 Hz, 1H), 7.76 (t, J
(] =8.1 Hz, 1H), 7.13 (dd, J = 8.0, 1.7 Hz, 1H),
- 7.07 (dd, J=12.9, 1.7 Hz, 1H), 6.98 (d, J = 1.8
YN Bh A Hz, 1H), 6.01 (d, J = 5.4 Hz, 1H), 4.04 (s, 2H),
584 S O ST N_;| 490 | 3.86 (s, 2H), 3.65 (s, 2H), 3.55 (s, 2H), 3.00

(d,J=115Hz, 2H), 2.85 (s, 1H),2.62 (t, J =
12.4 Hz, 1H), 2.42 (s, 2H), 2.03 (it, J = 8.2, 4.7
Hz, 1H), 1.93 (d, J = 13.0 Hz, 2H), 1.86 —1.72
(m, 2H). 1.15 (4, J = 6.6 Hz, 7H), 0.93 (dt, J =
5.6,3.0 Hz, 2H), 0.87 (dt, J = 8.0, 3.1 Hz, 2H).
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LCMS
M) NMR
TH-NMR (500 MHz, 6d-DMS0) 6 ppm 8.34 (s,
1H), 715 (d, 1H, J = 1.5 Hz), 7.90 (d, 1H, J =
55Hz), 7.74 (d, 2H, J = 8 5 Hz), 7.37 (d, 2H,
J =85 Hz), 6.99 (d, 1H, J = 2.0 Hz), 5.98 (d,
490 | 1H,J =55 Hz), 4.09 (g, 2H, J = 7.0 Hz), 3.70-
341 (m, B8H), 2.68-2 65 (m, 1H), 2.56-2.54 (m,
2H), 2.49-2 45 (m, 2H), 2.05-2.03 (m, 2H),
1.74-1.71 (m, 2H), 1.22 (t, 3H, J= 7.0 Hz),
1.18 (s, 3H), 0.95 (d, 6H, J = 6.5 Hz).
TH-NMR (500 MHz, 6d-DMS0) 6 ppm B.26 (s,
1H), 8.14 (d, 1H, J = 1.5 Hz), 7.89 (d, 1H, J =
50 Hz), 7.70 (d, 2H, J = 8.0 Hz), 7.28 (d, 2H,
J=8.0 Hz), 6.91 (d, 1H, J = 1.5 Hz), 5.95 (d,
1H, J = 5.5 Hz), 4.20-4.24 (m, 1H), 4.11-4.08
(m, 2H), 3.90-3.86 (m, 3H), 3.41-3.40 (m, 1H),
3.23-3.20 (m, 1H), 3.05-3.04 (m, 1H), 2.85-
2.83 (m, 2H), 2.80-2.73 (m, 2H), 2.50-2.20 (m,
2H), 1.75-1.74 (m, 1H), 173-1.72 {m, 1H),
1.54-153 (m, 1H), 1.52-1.51 (m, 1H), 1.29 (d,
3H, J =6.5 Hz), 1.22(t, 3H, J = 7.0 Hz), 1.01-
0.99 (m, 6H).
= TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.17 (d,
HN__O 1H, J = 1.2 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.76
; (d,2H, J = 8.4 Hz), 7.35 (d, 2H, J = 8.0 Hz),
il 7.01(d, 1H, J = 1.6 Hz), 6.62 (t, 1H, J=56
i N Hz), 5.99 (d, 1H, J = 5.2Hz), 3.53-3.51 (m,
587 A N 490 | 4H), 3.45-343 (m, 4H), 3.12-3.06 (m, 2H),

LA~ ) 2.98-2.94 (m, 1H), 2.90-2.88 (m, 1H), 2.77-

; 2.75 (m, 1H), 2.66-2.60 (m, 2H), 2.36 (t, 1H, J
=108Hz), 222 {t, 1H,J=92 Hz), 211 {t,
1H, J = 104 Hz), 1.96 (s, 3H), 1.03 (t, 3H, J =
7.6 Hz), 0.98 (d, 6H, J = 6.0 Hz).

i TH-NMR (400 MHz, 6d-DMSO0) & ppm B.47 (d,
HN__0O 1H, J = 2.0 Hz), 8.24 (d, 1H, J = 2.0 Hz), 7.91
f (d, 1H, J = 5.2 Hz), 7.85 (d, 1H, J = 7.6 Hz),
(] 760 (dd, 1H, J=80,2 0 Hz), 713 (d, 1H, J =
sg8 N sg0 | 1:6H2),6:31(d, 1H,J=76He), 598 (d, H,

Ay R AR J =56 Hz), 3.84-3.74 (m, 1H), 3.53-3.52 (m,
s LY 4H), 3.46-3.44 (m, 4H), 2.82-2 72 (m, 4H),
= 2.25.2.14 (m, 2H), 1.84-1.72 (m, 2H), 1.60-
/ 1.45 (m, 2H), 1.08 (d, 6H, J = 6.8 Hz), 0.99-
0.96 (m, 6H).

585

586 490

[0280]
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LCMS
(M+1)

NMR

589

490

1H-NMR (500 MHz, CDCI3) d ppm 8.52 (s,
1H), 813 (d, 1H,J=15Hz), 7.86 (d, 1H, J =
55Hz), 7617 57 (m, 2H), 702 (d, 1H, J =
1.5Hz),581 (d, 1H, J =50 Hz), 431 (d, 1H,
J=7.0Hz), 4.05-3.98 (m, 1H), 3.64-3.60 (m,
4H), 3 58-3 52 (m, 4H), 333-329 (m, 1H),
3.25-3.10 (m, 2H), 2.48-2 42 (m, 2H), 2.10-
2.04 (m, 2H), 2.00-1.91 (m, 2H), 1.60-1.54 (m,
1H), 1.30-1.20 (m, 6H), 1.20 (d, 6H, J =65
Hz).

590

491

1H NMR (400 MHz, DMSO-d6) 5 8.13 (d, J =
1.8 Hz, 1H), 7.88 (d, J = 5.4 Hz, 1H), 7.74 (d,
J=7.8Hz, 2H), 7.25 (d, J = 8.1 Hz, 2H), 7.00
(d, J=19Hz, 1H), 5.98 (d, J = 5.5 Hz, 1H),
4.56—4.42 (m, 2H), 3.63 - 3.51 (m, 4H), 3.44
{t, J = 4.9 Hz, 4H), 317 (s, 3H), 1.83 (s, 3H),
1.08 (s, OH).

591

491

1H-NMR (400 MHz, DMSO-d6) & ppm 8.16 (s,
1H),7.90 (d, 1H, J =52 Hz), 7.75 (d, 2H, J =
8.0 Hz), 7.56 (d, 2H, J =84 Hz), 7.01 (d, 1H,
J =12 Hz), 6.63-6.50 (m, 1H), 5.99 (d, 1H, J =
56 Hz), 4.56-4.43 (s, 1H), 3.55-3.38 (m, 8H),
3.15-3.00 (m, 2H), 2.90-2 52 (m, 3H), 2 49-
2.20 (m, 2H), 1.91-1.70(m, 2H), 1.70-1.40 (m,
2H), 1.10-0.85 (m, 9H).

592

491

1H-NMR (400 MHz, DMSO-d8) & ppm 8.17 (s,
1H), 7.90 (d, 1H, J = 5.2 Hz), 7.89.7.70 (m,
2H). 7.57 (d, 2H. J = 8.4 Hz), 7.02 (s, 1H),
6.63-6.50 (m, 1H), 5.99 (d, 1H, J = 5.2 Hz),
4.63-438 (s, 1H), 3.55-3.38 (m, 8H), 3.15-3.00
(m, 2H), 2.90-2 52 (m, 3H), 2.48-2.20 (m, 2H),
2.00-1.40(m, 4H), 1.40-0.75 (m, 9H).

593

491

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.19 (s,
1H), 7.92 (d, 1H, J = 5.6 Hz), 7.83 (d, 2H, J =
8.0 Hz), 8.46 (d, 2H, J = 8.0 Hz), 7.04 (s, 1H),
6.32(d, 1H, J = 7.6 Hz), 5.99 (d, 1H, J= 5.2
Hz), 3.82-3.76 (m, 1H), 3.55-3.50 (m, 6H),
3.48-3.43 (m, 4H), 3.22-3.18 (m, 2H), 2.95 (s,
3H), 2.36-2.31 (m, 1H), 1.09 (d, 6H, J=6.4
Hz), 0.90 (d, 6H, J = 6.0 Hz).
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LCMS
# Fz 1) NMR

THNMR (400 MHz, H &= -d4) 5 7.94 (d, J =
1.8 Hz, 1H), 7.87 - 7.77 (m, 1H), 7.75— 7.64
(m, 2H), 7.48 — 7.35 (m, 2H), 6.88 (d, J = 1.7
Hz. 1H), 5.96 (d, J = 5.5 Hz, 1H), 4.02 - 3.82
491 | (m,2H), 3.77 — 3.59 (m, 7H), 3.55—3.38 (m,
6H), 2.91 (p, J = 6.7 Hz, 1H), 2.80 (dt, J =
11.7, 2.0 Hz, 1H), 2.58 (td, J = 11.7, 3.3 Hz,
1H), 1.17 (d, J = 6.6 Hz, 6H), 1.04 (d, J=6.9
Hz, 3H), 0.87 (d, J = 6.5 Hz, 3H).

TH NMR (400 MHz, DMSO-d6) 5 8.11 (d, J =
1.7 Hz, 1H), 7.85 (d, J = 5.4 Hz, 1H), 7.70 (d,
J =8.1Hz, 2H), 7.45 (d, J = 8.1 Hz, 2H), 6.96
(d, J=1.8Hz, 1H), 6.27 (d, J = 7.6 Hz, 1H),
491 | 5.94(d,J=55Hz 1H),5.12 (s, 1H), 3.74 (h,
J=6.7 Hz, 1H), 3.48 (dd, J = 6.8, 3.3 Hz, 4H),
3.38 (dd, J = 6.8, 3.4 Hz, 4H), 2.94 - 2.66 (m,
4H), 2.11 - 2.03 (m, 1H), 2.01 - 1.90 (m, 1H),
1.06 - 0.97 (m, 12H).

594

595

596 [ ] 491

= TH NMR (400 MHz, CDCI3) 6 ppm 7.91 (d,

0 1H, J= 1.2 Hz), 7.83 (d, 1H, J = 5.2 Hz), 7.62
' (d,2H,J = 8.4 Hz), 754 (d, 2H, J = 8.4 Hz),

[ 6.68(d, 1H, J =12 Hz), 582 (d, 1H, J =52

N — Hz), 4.19 (q, 2H, J = 7.2 Hz), 3.72-3.60 (m,

507 .J-\.].,.\ et 491 | 4H), 3.45-3.41 (m, 4H), 3.14-3.10 (m, 1H),

(A% 292285 (m, 1H), 2.83-2.74 (m, 1H), 2.72

(7 £, 1H, J = 6.4 Hz), 2.53-2.46 (m, 2H),

245238 (m, 1H), 1.39 (s, 3H), 1.29 (t, 3H, J

=7.2 Hz), 1.08 (d, 3H, J = 6.4 Hz), 1.03 (d,

3H,J =64 Hz).

3 1H-NMR (400 MHz, 6d-DMSO0) 6 ppm 8.15 (s,
0 1H), 7.90 (d, 1H, J= 5.6 Hz), 7.72 (d, 2H, J =
B! 8.0 Hz), 7.50 (d, 2H, J = 8.0 Hz), 7.00 (s, 1H),

_— LN] . 491|597 (d, 1H J=56Hz), 490 (q, 2H,J =72

- Hz), 3.62-3.60 (m, 4H), 3.47-3.45 (m, 4H),

A 3.12-3.04 (m, 1H), 2.72-2.66 (m, 1H), 2.64-

(‘..N_. ,.fﬂ\:»’_\,;\_ﬂ 2.56 (m, 2H), 2.41-2.37 (m, 1H), 2.33-2.22 (m,
3H), 1.24-1.20 (m, 6H), 1.00-0.95 (m, 6H).

[0282]
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T

LCMS
(M+1)

NMR

599

492

1HNMR (400 MHz, 0l E-5-d4) 6 7.98 (d, d =
1.8 Hz, 1H), 7.85 (d, J = 5.4 Hz, 1H), 7.78 —
7.70 (m, 2H), 748 — 7.40 (m, 2H), 6.91 (d, J =
1.8 Hz, 1H), 6.01 (d, J = 5.5 Hz, TH), 5.41 (it,
J=6.2, 51 Hz, 1H), 4.90 (ddd, J = 7.3, 6.2,
1.0 Hz, 2H), 465 (ddd, J = 7.6, 5.1, 0.9 Hz,
2H), 3.75 (d, J = 35.1 Hz, 5H), 3.53 (dd, J =
6.6, 3.9 Hz, 4H), 3.19 — 3.05 (m, 2H), 3.00 (s,
3H), 2.99 — 2.90 (m, 2H), 2.18 — 2.05 (m, 2H),
1.96 (ddd, J = 13.8, 12.2, 4.4 Hz, 2H).

600

492

TH NMR (500 MHz, 4d-MeOD) & ppm B.57 (5,
1H), 8.03 (d, 1H, J = 2.0 Hz), 7.88 (d, 1H, J =
55Hz), 7.82 (d, 2H, J =85 Hz), 7.50 (d, 2H,
J=85Hz), 6.95 (d, 1H, J = 1.5 Hz), 6.04 (d,
1H,J=55Hz),543 (5 2, 1H,J = 5.5 Hz),
4.93(t, 2H, J=7.0 Hz), 4 67 (dd, 2H, J = 8.0,
5.5 Hz), 3.83-3.82 (m, 2H), 3.73-3.72 (m, 2H),
3.56-3.54 (m, 4H), 3.47-3.46(m, 1H), 3 44-
3.43(m, 1H), 3.11 (s, 3H), 3.08-3.06 (m, 1H),
2.99-2.98 (m, 1H), 2.41-2.40 (m, 1H), 2.20-
2.19 (m, 1H), 2.16-2.12 (m, 1H), 1.94-1.93 (m,
1H).

601

492

1H NMR (500 MHz, 4d-MeOD) 6 ppm 8.57 (s,
1H), 8.03 (d, 1H, J = 2.0 Hz), 7.88 (d, 1H, J =
55 Hz), 7.82 (d, 2H, J = 8.5 Hz), 7.50 (d, 2H,
J=85Hz), 695 (d, 1H, J = 15 Hz), 6.04 (d,
1H, J=55Hz), 543 (5 &8, 1H, J = 5.5 Hz),
4.93 (t, 2H, J = 7.0 Hz), 4.67 (dd, 2H, J = 8.0,
55 Hz), 3.83-3.82 (m, 2H), 3.73-3.72 (m, 2H),
3.56-3.54 (m, 4H), 3.47-3.46(m, 1H), 3.44
3.43(m, 1H), 3.11 (s, 3H), 3.08-3.06 (m, 1H),
2.99-2.08 (m, 1H), 2.41-2.40 (m, 1H), 2.20-
2.19 (m, 1H), 2.16-2.12 (m, 1H), 1.04-1.93 (m,
1H).

602

492
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LCMS
(M+1) NMR
TH NMR (400 MHz, DMS0-06) 6 8.14 (d, J =
1.8 Hz, 1H), 7.86 (d, J = 5.4 Hz, 1H), 7.77 -
7.71 (m, 2H), 7.38 - 7.31 (m, 2H), 6.98 (d, J =
1.8 Hz, 1H), 5.94 (d, J = 5.5 Hz, 1H), 4.04 (q,
J=7.1Hz, 2H), 3.58 - 3.51 (m, 4H), 3.45 -
3.38 (m, 4H), 2.95 - 2.86 (m, 5H), 2.76 - 2.63
(m, 2H), 2.39 (p, J = 6.3 Hz, 1H), 2.16 (ddd, J
=123, 7.2, 4.7 Hz, 1H), 2.04 (dt, J =131, .7
Hz, 1H), 117 (t, J = 7.1 Hz, 3H), 0.99 (d, J =
6.2 Hz, 6H).

603 492

604 492

TH-NMR (400 MHz, DMSOd6) 6 ppm 8.76 (s,
1H), 8.25 (s, 1H), 7.95-7.91 (m, 2H), 7.88-7.85
(m, 1H), 7.15 (s, 1H), 6.61-6.59 (m, 1H), 5.98
(d, 1H, J = 5.6 Hz), 4.76 (s, 1H), 3.53-3.52 (m,
4H), 3.45-3.44 (m, 4H), 3.11-3.05 (m, 2H),
2.81-2.75 (m, 1H), 2.69-2.66 (m, 1H), 2.59-

2 56 (m, 1H), 2.46-2 37 (m, 2H), 1.90-1.84 (m,
1H), 1.77-1.74 (m, 1H), 1.61-1.57 (m, 1H),
1.45-1.42 (m, 1H), 1.03 (t, 3H, J = 7.2 Hz),
1.0-0.97 (m, 6H).

v TH-NMR (400 MHz, DMSO d6) 6 ppm 8.76 (d,
HN__O 1H, J = 1.6 Hz), 8.28-8.25 (m, 1H), 7.94-7.90
I: ! (m, 2H), 7.87-7.85 (m, 1H), 7.15 (d, 1H, J =

(] 1.2 Hz), 6.61-6.59 (m, 1H), 5.98 (d, 1H, J =

6 i agp | 56H2) 476 (s, 1H), 3533 52 (m, 4H), 3.45-
O 3.44 (m, 4H), 3.11-3.05 (m, 2H), 2.81-2.74 (m,

SO o D e N 1H), 2.68-2 66 (m, 1H), 2.58-2.56 (m, 1H),

G 2.46-2.36 (m, 2H), 1.90-1.84 (m, 1H), 1.79-

{ 1.74 (m, 1H), 1.60-1.57 (m, 1H), 1.45-1.43 (m,
1H), 1.03 (t, 3H, J = 7.6 Hz), 1.0-0.97 {m, 6H).
~~ TH NMR (400 MHz, DMSO-d6) 6 8.66 (d, J =
o 2.1 Hz, 1H), 824 (d, J = 1.7 Hz, 1H), 7.91 (d,
L J =54 Hz, 1H), 7.90 - 7.80 (m, 2H), 7.14 (d, J
(] =1.8 Hz, 1H), 6.30 (d, J=7.6 Hz, 1H), 5.99
607 il 492 | (d,J =55 Hz, 1H), 5.36 (s, 1H), 3.78 (n, J =

P O 6.7 Hz, 1H), 3.57 - 3.48 (m, 4H), 3.48 - 3.40
L X~ i (m, 4H), 2.93 (d, J = 9.7 Hz, 1H), 2.88 - 2.72
(m, 3H), 214 (dt, J = 15.1, 7.9 Hz, 1H), 2.09 -
1.98 (m, 1H), 1.10 - 1.00 (m, 12H).

605 492

[0284]

LCMS

(M+1) NMR

608 492

1H NMR (400 MHz, I E: 2-d4) 5 8.54 (dd, J =

22, 1.1Hz, 1H), 8.20 (d, J = 1.9 Hz, 1H), 7.94

—7.78(m, 3H), 7.24 — 7.06 (m, 1H), 6.01 (d, J

=55Hz, 1H), 541 (i, J=6.3, 5.1 Hz, 1H),

493|490 (ddd, J=73,63,10 Hz, 2H), 4 66 (ddd,

J=75,51,0.8Hz 2H), 3.89 — 3.64 (m, 5H),

355(dd, J=65,38 Hz, 4H), 330 (p, J=16

Hz, 4H), 3.17 — 3.06 (m, 2H), 3.01 — 2.93 (m,

1H), 2.14 (dd, J = 14.5, 2.4 Hz, 2H), 2.04 -

1.89 (m, 2H).

TH-NMR (400 MHz, 64 DMSO) & ppm 8.20 (d

1H, J = 2.0 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.82

(d, 2H, J = 8.4 Hz), 7.49 (d, 2H, J = 8.4 Hz),

7.04(d, 1H,J = 2.0 Hz), 5.99 (d, 1H, J = 56

Hz), 4.09 (g, 2H, J = 6.8 Hz), 3.65-3.55 (m,

4H), 3.55-3.40 (m, 4H), 2.82-2.72 (m, 3H),

2.70-2.60 (m, 1H), 2.40-2.25 (m, 1H), 2.05-

1.90 (m, 2H), 1.80-1.70 (m, 1H), 1.60-1.50 (m,

1H), 1.22 (t, 3H, J = 6.8 Hz), 1.05-0.92 (m,

6H).

.‘l 1H-NMR (400 MHz, 6d-DMSO) & ppm &8.20 (d,
\T,_;o 1H, J=2.0 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.82
k3 (d, 2H, J = 8.4 Hz), 7.49(d, 2H, J = 8.4 Hz),

[ 7.04(d, 1H, J=20Hz), 599 (d, 1H, J=56

&1 "i' At Hz), 4.09 (g, 2H, J = 6.8 Hz), 3.65-3.55 (m,

A 4H), 3.55.340 (m, 4H), 2.82.2.72 (m, 3H),

LN.:L,.F‘-:?_‘-‘,N' 2.70-2.60 (m, 1H), 2.40-2 25 (m, 1H), 2.05-

5 1.90 (m, 2H), 1.80-1.70 (m, 1H), 1.60-1.50 (m,

1H), 1.22 (t, 3H, J = 6.8 Hz), 1.05-0.92 (m,

6H).

609

610 494

[0285]
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LCMS
# FE W+1) NMR
b 1H NMR (500 MHz, GIEt=-d4) 6 8.00 (1, J =
° 2.2 Hz, 1H), 7.86 (d, J =54 Hz, 1H), 7.75 (t, J
N =8.1 Hz, TH), 7.12 (dd, J = 8.0, 1.7 Hz, 1H),
7.06 (dd, J = 12.9, 1.7 Hz, 1H), 6.94 (d, J = 1.8
i Hz, 1H), 6.01 (d, J = 5.5 Hz, 1H), 4.18 (g, J =
612 CI— 494 | 7.1Hz 2H), 3.72 (d, J = 5.9 Hz, 4H), 3.51 (dd,
LA S A J=6.3,39Hz 4H), 3.08 (d, J = 11.5 Hz, 2H),
F 2.91-2.77 (m, 1H), 2.61 (dd, J = 13.9, 10.0
Hz, 1H), 242 (t, J=118Hz, 2H), 1.91(t, J =
17.0 Hz, 2H), 1.86 — 1.67 (m, 2H), 1.30 (t, J =
7.1Hz, 2H), 1.14 (t, J = 6.6 Hz, 7H).
L 1H-NMR (500 MHz, 6d-DMSO) & ppm .72 (s,
v 1H), 8.31 (s, 1H), 7.97-7.91 (m, 3H), 7.20 (s,
N 1H), 6.02-6.0 (m, 1H), 4.11-4.08 (m, 2H), 3.66-
- - 405 | 358 (m, 4H), 3.52-3.49 (m, 4H), 2.85-2.80 (m,
y 2H), 2.70-2.65 (m, 2H), 2.43-2.35 (m, 1H),
YA 2.13-1.99 (m, 1H), 1.97-1.89 (m, 1H), 1.85-
L = Y 1.75 (m, 1H), 1.60-1.51 (m, 1H), 1.23 (t, 3H, J
— = 7.0 Hz), 1.02-0.99 (m, 6H).

1. 1H-NMR (400 MHz, 6d-DMSO) & ppm 8.73 (s,

NG 1H), 8.31 (s, 1H), 7.96-7.90 (m, 3H), 7.20 (s,

1H), 6.0 (d, 1H, J = 5.6 Hz), 4.08 (q, 2H, J =

7.2 Hz), 3.66-3.59 (m, 4H), 3.53-3.46 (m, 4H),
2.85-2.80 (m, 2H), 2.70-2.65 (m, 2H), 2.43-
2.31 (m, 1H), 2.07-1.93 (m, 2H), 1.85-1.71 (m,
1H), 1.61-1.50 (m, 1H), 1.23 (1, 3H, J=7.2
Hz), 1.01-0.98 (m, 6H).

1H NMR (400 MHz, GIE* = -d4) 6 7.99 (d, J =
1.8 Hz, 1H), 7.85 (t, J =5.2 Hz, 1H), 7.83 —
7.74 (m, 2H), 7.50 — 7.48 (m, 2H), 6.94 (d, J =
1.9 Hz, 1H), 5.99 (d, J =55 Hz, 1H), 4.04 (s,
497 | 2H), 3.86 (5, 2H), 3.65 (s, 2H), 3.55 (s, 2H),
3.07 (d, J = 122 Hz, 2H), 2.86 (p, J = 6.6 Hz,
1H), 2.75 — 2.62 (m, 2H), 2.26 — 2.07 (m, 4H),
2.00(t, J=7.9, 4.7 Hz, 1H), 1.16 (d, =66
Hz, 6H), 0.94 (dt, J = 4.9, 3.0 Hz, 2H), 0.92 —
0.81 (m, 2H).
Ny TH-NMR (400 MHz, 6d-DMS0) 6 ppm .18 (d,
A8 1H, J= 1.6 Hz), 7.92 (d, 1H, J = 5.2 Hz), 7.79
- (d,2H,J = 8.4 Hz), 7.64 (d, 2H, J = 8.4 Hz),
o 7.03(d, 1H, J= 16 Hz), 5.98 (d, 1H, J= 5.6
" 499 | Hz), 5.80 (s, 1H), 3.76-3.69 (m, 2H), 3.65.3.62
(m, 1H), 3.60-3 50 (m, 4H), 3.49-3 40 (m, 4H),
3.32-3.27 (m, 1H), 3.26-3.20 (m, 2H), 2.70-
2.58 (m, 2H), 2.48-2.30 (m, 3H), 0.92 (d, 6H, J
60 Hz)

[

614 “NJ 495

615

616

[0286]

LCMS
(M+1)

L 1H-NMR (500 MHz, DMSO-d6) & ppm 8.14 (d,
: H, J =16 Hz), 7.89 (d, 1H, J =52 Hz), 7.72
ol (d, 2H, J = 8.4 Hz), 7.27 (d, 2H, J = 8.4 Hz),
i 7.08-7.05 (m, 1H), 7.00 (d, 1H, J = 1.2 Hz),
617 =/ 500 | 5.98(d, 1H, J = 5.2 Hz), 3.55-3.51 (m, 4H),
- 3.45-343 (m, 4H), 3.30-3.27 (m, 2H), 2.82
¢S 2.80 (m, 2H), 2.74-2.65 (m, 4H), 2.18-2.16 (m,
ﬂﬁ ) 2H), 1.84-1.81 (m, 1H), 1.75-1.74 (m, 1H),
{ n 1.46-1.41 (m, 2H), 0.99-0.97 (m, 6H).

NMR

N 1H-NMR (500 MHz, DMSO-d6) & ppm 8.14 (d,
1H, J = 1.6 Hz). 7.89 (d, 1H, ) = 5.6 Hz), 7.72
o (d,2H, J = 8.4 Hz), 7.27 (d, 2H, J = 8 4 Hz),
Nl 7.07-7.04 (m, 1H), 7.00 (d, 1H, ) = 1.6 Hz),
518 500 | 598 (d, 1H, J=52 Hz), 355354 (m, 4H).
= 3.46.3.45 (m, 4H), 3.30.3.27 (m, 2H), 2.81.
o) 279 (m, 2H), 2.74-2165 (m, 4H), 2.19-2.14 (m,
e 2H), 1.82-1.80 (m, 1H), 1.75-1.71 (m, 1H),
{ 1.56-1.45 (m, 2H). 0.99-0 96 (m, 6H).

2 o TH NMR (500 MHz, 6d-DMS0) & ppm 8.17(5,
I/

T 1H), 7.92(d, 1H, J = 5.5 Hz), 7.75 (d, 2H, J =
] 7.0 Hz), 7.58(d, 2H, J = 7.0 Hz), 7.03(s, 1H),
. 500 (d, 1H, J = 5.0 Hz), 3.94-3.93 (m, 2H),
619 W I 501 | 3.72-3.71 (m, 2H), 3.56-3.52 (m, 2H), 3.45-
3 \ j 3.43(m, 2H), 2.65.2.64 (m, 1H), 2.63.2.60 (m,
=/ 3H), 2.39-2.37 (m, 2H), 2.07-2.03 (m, 2H),
\ 1.92 (s, 3H), 1.39 (s, 3H), 0.94.0.91 (m, 6H),
0.79-0.76 (m, 4H).
B 25 1H-NMR (400 MHz, CDCI3) 6 ppm 7.95 (d,
T 1H, J = 1.6 Hz), 7.85 (d, 1H, J = 6.4 Hz), 7.68-
£ 7.60 (m, 4H), 6.73 (d, 1H, J = 2.0 Hz), 5.85 (d,
G 1H, J = 5.2 Hz), 4.00-3.95 (m, 2H), 3.93-3.87
- olfly e 2 B o1 | (M, 2H), 3.60-355 (m, 2H), 355-3.50 (m, 2H),
A Y0 3.52-3.48 (m, 2H), 2.81-2.71 (m, 2H), 2.70-
=/ Wy 2.60 (m, H), 2.47-2.45 (m, 1H), 2.25-2.22 (m,
— 1H), 2.02 (s, 3H), 1.48 (s, 3H), 1.16-1.14 (m,
1H), 1.07-1.04 (m, 2H), 1.01-0.94 (m, 6H),
0.85-082 (m, 2H).

[0287]
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LCMS
(M+1) NMR
~ TH NMR (400 MHz, DMSO-d6) 6 8.13 (d, J =
j} 1.7 Hz, 1H), 7.89 (d, J = 5.4 Hz, 1H), 7.71 (d,
Oy J=7.9Hz, 2H), 7.24 (d, J = 8.1 Hz, 2H), 6.98
| (d, J=1.8Hz, TH), 5.97 (d, J =5.4 Hz, 1H),
o I_WJ sop | 487(p,J=74Hz 1H) 359 (s, 4H), 344 (t,J
T = 5.1 Hz, 4H), 2.89 (d, J = 10.8 Hz, 3H), 2.69
b (d, J=21.9 Hz, 1H), 2.26 (did, J = 12.2, 8.6,
- 7.7,3.6 Hz, 4H), 2.01 (ddt, J = 16.1, 10.9, 5.4
Hz, 2H), 1.76 (d, J = 13.2 Hz, 3H), 170 1.50
(m, 2H), 0.99 (d, J = 6.5 Hz, TH).

622 503

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.04 (d,
1H, J = 1.2 Hz), 7.87 (d, 1H, J = 5.6 Hz), 7.62
(d, 2H, J = 8.4 Hz), 6.91 (d, 1H, J = 1.6 Hz),
645 (d, 2H, J =84 Hz), 597 (d, 1H, J=52
503 | Hz), 493475 (s, 1H), 3.94-3.92 (m, 2H), 3.85
(s, 4H), 3.70-3.66 (m, 2H), 3.54-3.42 (m, 4H),
3.21 (m, 4H), 2.70-2.60 (m, 1H), 2.22-2.16 (m,
1H), 1.48-1.38 (m, 1H), 1.24-1.14 (m, 1H),
0.85 (d, 6H, J = 6.0 Hz).

1H-NMR (400 MHz, DMSO-d6) & ppm 8.58 (d,
1H, J = 2.0 Hz), 8.29 (d, 1H, J = 1.6 Hz), 8.00-
7.90 (m, 2H), 7.80-7 .75 (m, 1H), 7.21 (d. 1H, J
= 1.6 Hz), 5.99 (d, J = 5.6 Hz), 4.00-3.85 (m,
503 | 2H), 3.80-3.65 (m, 2H), 3.63-3.40 (m, 4H),
2.92 (s, 3H), 2.75-2.65 (m, 1H), 2.65-2.55 (m,
2H), 2.50-2.40 (m, 2H), 2.10-1.95 (m, 3H),
1.95-1.80(m, 2H), 1.00 (d, 6H, J = 6.8 Hz),
0.83-0.70 (m, 4H).

1H-NMR (400 MHz, DMSO-d6) 6 ppm 8.67 (s,
1H), 8.29 (s, 1H), 7.94-7.90 (m, 2H), 7.86-7 84
(m, 1H), 7.20 (s, 1H), 5.98 (d. 1H, J = 5.6 Hz),
3.92-3.94 (m, 2H), 3.70-3.72 (m, 2H), 357-
503 | 3.49 (m, 4H), 2.95-2.94 (m, 1H), 2.93 (s, 3H),
2.81-278 (m, 1H), 2.66-2.63 (m, 1H), 2.49-
2.45 (m, 2H), 2.03-2.01 (m, 1H), 1.89-1.87 (m,
1H), 1.74-1.72 (m, 2H), 1.34-1.32 (m, 1H), 1.0
1.01 (m, 6H), 0.78-0.74 (m, 4H).

623

624

625

[0288]

LCMS
(M+1) NMR
TH-NMR (400 MHz, DMSO-d6) 6 ppm 8.67 (5,
1H), 8.29 (s, 1H), 7.94-7 .90 (m, 2H), 7.86-7.84
(m,_ 1H), 7.20 (s, 1H), 5.98 (d, 1H, J = 5.2 Hz),
3.02-3.94 (m, 2H), 3.70-3.72 (m, 2H), 3.57-
503 | 3.49 (m, 4H), 2.95-2.94 (m, 1H), 2.93 (s, 3H),
2.81-2.78 (m, 1H), 2.65-2.63 (m, 1H), 2.49-
2.45 (m, 2H), 2.01-2.0 (m, 1H), 1.95-1.89 (m,
1H), 1.76-1.72 (m, 2H), 1.32-1.29 (m, 1H), 1.0
(d, 6H, J = 2.0 Hz), 0.78-0.74 (m, 4H).
TH NMR (400 MHz, ( Ef = -d4) 5 7.94 (d, J =
1.8 Hz, 1H), 7.84 (d, J =54 Hz, 1H), 7.70 —
7.60 (m, 2H), 7.32—7.21 (m, 2H), 6.88 (d, J =
1.9 Hz, 1H), 5.99 (d, J =55 Hz, TH), 4.67 —
503|456 (m, 2H), 3.68 (dd, J = 6.6, 3.6 Hz, 4H),
354 (dd, J=66,37 Hz, 5H), 308 (d, J = 11.3
Hz, 2H), 2.83 (p, J = 6.6 Hz, 1H), 2.57 (ddt, J
=12.0, 8.0, 4.1 Hz, 1H), 241 (dd, J = 13.0,
10.3 Hz, 2H), 1.95— 1.71 (m, 5H), 1.15 (d, J =
6.6 Hz, 6H).
TH-NMR (400 MHz, 6d-DMSO) & ppm 8.35 (s,
1H), 8.15 (d, 1H, J = 1.6 Hz), 7.90 (d, 1H, J =
52 Hz), 7.75 (d, 2H, J = 8.4 Hz), 7.39 (d, 2H,
J=84Hz),7.00(d, 1H,J = 16 Hz), 6.34 (d,
1H, J = 7.6 Hz), 5.98 (d, 1H, J = 5.6 Hz), 3.81-
3.78 (m, 1H), 3.55-3.50 (m, 4H), 3.45-3.40 (m,
4H), 2.76-2.73 (m, 1H), 2.65-2.58 (m, 2H),
2.51-2.50 (m, 2H), 2.06-2.03 (m, 2H), 1.75-
1.72 (m, 2H), 1.18 (s, 3H), 1.00 (d, 6H, J = 6.4
Hz), 0.97 (d, 6H, J = 6.4 Hz).
. TH NMR (400 MHz, DMS0-06) 6 8.13 (d, J =
1.8 Hz, 1H), 7.89 (d, J =54 Hz, 1H), 7.76 -
8y ; 7.64 (m, 2H), 7.24 (d, J = 8.2 Hz, 2H), 6.99 (d,
T J=19Hz, 1H), 5.98 (d, J =55 Hz, 1H), 5.40
&35 (] o4 | -524(m, 1H), 478 (t, J =69 Hz, 2H), 452
N (dd, J= 76,51 Hz, 2H), 3.63 (d, J = 36.0 Hz,
P A~ 4H), 3.47 (t, J=5.0 Hz, 4H), 2.88 (d, ] = 10.8
PG Hz, 2H), 2.77 - 2.62 (m, 1H), 2.21 (t, J=114
Hz, 2H), 1.76 (d, J = 12.4 Hz, 2H), 1.69 - 1.53
(m, 2H), 0.99 (d, J = 6.5 Hz, 6H).

626

627

628 503
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LCMS
M+1) NMR
o TH-NMR (400 MHz, 6d-DMS0) & ppm .16 (d,
Y 1H, J = 1.6 Hz), 7.91 (d, 1H, J = 6.4 Hz), 7.73
j (d,2H, J = 8.0 Hz), 7.28 (d, 2H, J = 8.0 Hz),
& 7.00 (d, 1H, J=2.0 Hz), 599 (d, 1H, J = 6.4
() Hz), 5.34-5.31 (m, 1H), 479 (t, 2H, J =76
630 N 504 | Hz),4.53 (dd, 2H, J = 7.6, 5.6 Hz), 3.71-3.65
,,ﬁ,,l\\ (m, 2H), 3.65-3.59 (m, 2H), 3.50-3 47 (m, 4H),
W e W NJ 2.82.2.78 (m, 2H), 2.75-2.69 (m, 2H), 2.20-
_y 2.14 (m, 2H), 1.80-1.75 (m, 1H), 1.75-1.70 (m,

A 1H), 1.60-1.50 (m, 1H), 1.50-1.40 (m, 1H),
0.99-0.96 (m, 6H).

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.14 (d,
1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.71
(d, 2H, J = 8.4 Hz), 7.27 (d, 2H, J = 8.4 Hz),
6.99 (d, 1H, J= 16 Hz), 5.98 (d, 1H, J= 5.6
Hz), 523 (552, 1H, J= 5.2 Hz), 4.78 (1, 2H,
504 |J=72Hz),455445(dd 2H,J=72 52
Hz), 3.67-3.62 (m, 2H), 3.59-3.53 (m, 2H),

- 3.50-3 60 (m, 4H), 2.85:2 75 (m, 2H), 2.74-
- 2.63 (m, 2H), 2.20-2.05 (m, 2H), 1.86-1.77 (m,
1H), 1.76-1.66 (m, 1H), 1.60-1.36 (m, 2H),
1.00-0.90 (m, 6H).

i/ TH NMR (400 MHz, DMS0-d6) 8 8.12 (d, J =
o 1.7 Hz, 1H), 7.88 (d, J = 5.4 Hz, 1H), 7.76 —
o 7.67 (m, 2H), 7.24 (d, J = 8.1 Hz, 2H), 6.98 (d,
i J =10 Hz, 1H), 5.96 (d, J = 5.5 Hz, 1H), 3.54
632 e 504 | (d,J=56Hz 4H), 3.43 (dd, J =67, 3.7 Hz,

P 4H), 2.88 (d, J = 10.9 Hz, 3H), 2.78 — 2.63 (m,
) 1H), 2.21 (t, J = 11.3 Hz, 2H), 1.76 (d, J = 125
e == Hz, 2H), 1.70 — 1.51 (m, 2H), 1.43 (s, 9H),
0.99 (d, J = 6.6 Hz, TH).
1H NMR (400 MHz, CDCI3) & ppm 7.90 (q,
1H, J = 1.6 Hz), 7.80 (d, 1H, J = 5.2 Hz), 7.61
(d, 2H, J = 8.4 Hz), 7.52 (d, 2H, J = 8.4 Hz),
6.68(d, 1H, J= 16 Hz), 578 (d, 1H, J = 5.2
Hz), 4.39-4.36 (m, 1H), 4.02-3.97 (m, 1H),
504 | 3.61-3.56 (m, 4H), 3.50-3.46 (m, 4H), 3.11-
3.06 (m, 1H), 2.92-2.85 (m, 1H), 2.83-2.74 (m,
1H), 272 (7 E=, 1H, J = 6.4 Hz), 2.53.2.45
(m, 2H), 2.45-2.38 (m, 1H), 1.37 (s, 3H), 1.17
{d, 6H, J = 6.8 Hz), 1.07 (d. 3H, J = 6.4 Hz),
1.02 (d, 3H, J = 6.4 Hz).

631

2\

633

[0290]

LCMS
N+1) NMR
TH-NMR (400 MHz, 6d-DMS0) 6 ppm &.14 (d,
1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.71
(d,2H, J = 8.4 Hz), 7.49 (d, 2H, J = 8.4 Hz),
7.00(d, 1H, J=16 Hz), 631 (d, 1H, J = 8.0
Hz), 5.97 (d, 1H, J = 5.6 Hz), 3.83-3.74 (m,
1H), 3.53-3.51 (m, 4H), 3.44-3.42 (m, 4H),
3.13-3.04 (m, 1H), 2.73-2.66 (m, 1H), 263
2.55 (m, 2H), 2.42-2.37 (m, 1H), 2.33-2.28 (m,
2H), 2.26-2.22 (m, 1H), 1.21 (s, 3H), 1.07 (d,
6H., J = 6.4 Hz), 1.00-0.95 (m, 6H).

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.49 (d,
1H, J=2.0 Hz), 8.26 (d, 1H,J = 1.6 Hz), 7.04
(d, 1H, J = 5.6 Hz), 7.86 (d, 1H, J = 8.4 Hz),
7.71(dd, 1H,J =84, 2.0 Hz), 7.16 (d, 1H, J =
1.6 Hz), 6.01 (d, 1H, J = 5.6 Hz), 5.35 (5 B2,
505 | 1H,J=56Hz), 4.80 (t, 2H, J = 7.2 Hz), 4.54
(dd, 2H, J =72, 5.6 Hz), 3.73-3.68 (m, 2H),
3.62-355 (m, 2H), 3.53-3.45 (m, 4H), 2.85-
2.70 (m, 4H), 2.30-2.10 (m, 2H), 1.90-1.80 (m,
1H), 1.78-1.70 (m, 1H), 1.60-1.40 (m, 2H),
1.05-0.90 (m, 6H)

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.49 (d,
1H, J=2.0 Hz), B.26 (d, 1H,J = 1.6 Hz), 7.94
(d, 1H, J = 5.6 Hz), 7.86 (d, 1H, J = 8.4 Hz),
7.71(dd, 1H, =84, 2.0 Hz), 7.16 (d, 1H, J =
1.6 Hz), 6.01 (d, 1H, J = 5.6 Hz), 5.35 (5 S,
505 |1H,J=56Hz), 480 (t 2H, J =172 Hz), 454
(dd, 2H, J = 7.2, 5.6 Hz), 3.73-3.68 (m, 2H),
3.62-355 (m, 2H), 3.53-3.45 (m, 4H), 2.85-
2.70 (m, 4H), 2.30-2.10 (m, 2H), 1.90-1.80 (m,
1H), 1.78-1.70 (m, 1H), 1.60-1.40 (m, 2H),
1.05-0.90 (m, 6H)

1H NMR (400 MHz, DMSO-d6) 6 8.13 (d, J =
1.8 Hz, 1H), 7.85 (d, J = 5.4 Hz, 1H), 7.78 -
7.69 (m, 2H), 7.40 - 7.29 (m, 2H), 6.98 (d, J =
1.8 Hz, 1H), 6.27 (d, J = 7.6 Hz, 1H), 5.94 (d,
J=55Hz, 1H), 3.74 (h, J =6.7 Hz, 1H), 353
-3.43 (m, 4H), 3.43 - 3.32 (m, 4H), 2.89 (d, J
=13.7 Hz, 5H), 2.76 - 2.61 (m, 2H), 2.45 -
2.37 (m, TH), 2.16 (ddd, J=12.3, 7.2, 47 Hz,
1H), 2.04 (dt, J = 13.1, 7.7 Hz, 1H), 1.06 - 0.97
(m, 12H).

634 504

635

636

637 505
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[0293]

LCMS
(M+1)

NMR

638

505

639

505

TH-NMR (500 MHz, 6d-DMS0) 6 ppm 8.18 (5,
1H), 7.90 (d, 1H, J = 5.5 Hz), 7.81 (d, 2H, J =
6.0 Hz), 7.48 (d, 2H, J = 8.5 Hz), 7.03 (s, 1H),
6.63-6.50 (m, 1H), 5.99 (d, 1H, J = 5.5 Hz),
3.53-351 (m, 4H), 3.45-3.44 (m, 4H), 3.10-
3.07 (m, 3H), 2.94(s, 3H), 2.90-2.52 (m, 3H),
249220 (m, 2H), 1.90 -1.40 (m, 4H), 1.06-
1.02 (m, 6H), 1.04 (t, 3H, J = 7.0 Hz).

640

505

1H-NMR (400 MHz, 6d-DMSO0) & ppm 8 22-
8.17 (m, 1H), 7.91 (d, 2H, J = 5.2 Hz), 7.80-
7.79 (m, 1H), 7.48 (d, 2H, J = 8.4 Hz), 7.03 (s,
1H), 6.63-6.50 (m, 1H), 5.99 (d, 1H, J = 5.2
Hz), 3.53-3.51 (m, 4H), 3.45-3.44 (m, 4H),
3.10-3.07 (m, 3H), 2.94(s, 3H), 2.90-2.52 (m,
3H), 2.49-2.20 (m, 2H), 1.90 -1.40 (m, 2H),
1.30-1.23(m, 2H) 1.06-1.02 (m, 9H)

505

TH NMR (500 MHz, 6d-DMSO0) 6 ppm 8.16 (s,
1H), 7.92 (d, 1H, J = 5.0 Hz), 7.75 (d, 2H, J =
8.0 Hz), 7.57(d, 2H, J = 8.0 Hz), 7.00(s, TH),
6.00 (d, 1H, J = 5.5 Hz), 410 (q, 2H, J= 7.0
Hz), 3.61-3.60 (m, 4H), 3.48-3.47 (m, 4H),
2.65-2.64 (m, 1H), 2.61-2.60 (m, 3H), 2.39-
2.37 (m, 2H), 2.09-2.08 (m, 1H), 1.91 (s, 3H),
1.38 (s, 3H), 1.23(t, 3H, J = 7.0 Hz), 0.94-0.90
(m, 6H)

642

505

1H-NMR (400 MHz, CDCI3) 6 ppm 7.94 (d,
1H, J = 1.6 Hz), 7.85 (d, 1H, J = 5.6 Hz), 7.68-
7.60 (m, 4H), 6.70 (d, 1H, J = 1.6 Hz), 5.85 (d,
1H, J = 5.6 Hz), 4.21 (g, 2H, J =7.2 Hz), 3.80-
3.70 (m, 4H), 3.56-3.52 (m, 1H), 3.48-342 (m,
4H), 3.42-339 (m, 1H), 2.80-2.76 (m, 2H),
267-2.62 (m, 1H), 2.48-2.44 (m, 1H), 2.24-
221 (m, 1H), 2.01 (s, 3H), 1.47 (s, 3H), 1.31
{t, 3H, J = 7.2 Hz), 1.05-0.95 (m, 6H).

LCMS
(M+1)

NMR

643

506

TH-NMR (500 MHz, 6d-DMS0) 6 ppm B.18 (d,
1H, J = 2.0 Hz), 7.92 (d, 1H, J = 5.5 Hz), 7.80
(d,2H, J=85Hz), 740 (d, 2H, J = 8.5 Hz),
7.03(d, 1H, J =20 Hz), 5.99 (d, 1H, J =55
Hz), 4.10 (q, 2H, J = 7.0 Hz), 3.70-3.56 (m,
4H), 3.50-3.40 (m, 4H), 2.90 (s, 3H), 2.71

(7 E2t, 1H, J = 6.5 Hz), 2.64-2 56 (m, 2H),
2.48-2.42 (m, 2H), 2.02-1.94 (m, 2H), 1.92-
1.80 (m, 2H), 1.23 (t, 3H, J = 7.0 Hz), 1.01 (d,
6H, J = 6.5 Hz).

644

506

TH-NMR (200 MHz, 6d-DMS0) 5 ppm B.58 (d,
1H, J = 1.6 Hz), 8.28 (d, 1H, J = 1.6 Hz), 7.94-
7.90 (m, 2H), 7.77 (dd, 1H, J = 8.4, 2.0 Hz),
717 (d, 1H, J = 1.6 Hz), 6.60 (1, 1H, J=52
Hz), 6.00 (d, 1H, J = 5.6 Hz), 3.55-3.50 (m,
4H), 3.47-3.41 (m, 4H), 3.08 (5 T2, 2H, J =
56 Hz), 2.02 (s, 3H), 2.77-2.70 (m, 1H), 2.68-
2.59 (m, 2H), 2.49-2.40 (m, 2H), 2.10-1.95 (m,

2H), 1.95-1.80(m, 2H), 1.04 (t, 3H, J = 7.2 Hz),

1.00 (d, BH, J = 6.0 He).

645

506

TH-NMR (500 MHz, 6d-DMS0) & ppm B.68 (d,
1H, J = 1.5 Hz), 8.29 (d, 1H, J = 1.5 Hz), 7.94-
7.91 (m, 2H), 7. 87-7.85 (m, 1H), 7.18 (d, 1H, J
=15 Hz), 6.61 (t, 1H, J = 5.0 Hz), 8.0 (d, 1H,
J =5.0 Hz), 3.54-3.53 (m, 4H), 3.47-3.46 (m,
4H), 3.12-3.07 (m, 2H), 2.99-2.94 (m, 1H),
2.94 (s, 3H), 2.83-2.80 (m, 1H), 2.67-2.65 (m,
1H), 2.45-2.40 (m, 2H), 1.93-1.88 (m, 1H),
1.77-1.71 (m, 2H), 1.35-1.33 (m, 1H), 1.05 (1,
3H, J = 7.0 Hz), 1.04-1.01 (m, 6H).

646

506

1H-NMR (500 MHz, 6d-DMSO) & ppm B.60 (d,
1H. J = 1.5 Hz), 8.27 (d, 1H, J = 1.5 Hz), 7.94-
7.91 (m, 2H), 7.87-7.85 (m, 1H), 7.18 (s, 1H),
6.62 (t, 1H, J =5.0 Hz), 6.00 (d, 1H, J = 5.5
Hz), 3.54-3 53 (m, 4H), 3.47-3 46 (m, 4H),
3.09 (5 =2, 2H, J = 7.0 Hz), 2.96-2.92 (m,
1H), 2.94 (s, 3H), 2.82-2.80 (m, 1H), 2.67-2.64
(m, TH), 2.47-2.44 (m, 2H), 1.92-1.88 (m, 1H),
1.80-1.75 (m, 1H), 1.75-1.71 (m, 1H), 1.35-
1.33 (m, 1H), 1.05 (¢, 3H, J = 7.0 Hz), 1.03-
1.00 (m, 6H).
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647

507

1H NMR (400 MHz, (I E£ 2 d4) 6 8 66 — 8 45
(m, TH), 8.36 — 8.16 (m, 1H), 7.97 — 7.68 (m,
3H), 717 (d, J = 1.8 Hz, 1H), 6.01 (d, J=54
Hz, 1H), 5.41 (ddd, J = 11.4, 6.3, 5.2 Hz, 1H),
498478 (m, 2H), 465 (dd, J=7.7,5.2 Hz,
2H), 3.87 — 3.60 (m, 5H), 3.54 (dd, J =6.6, 3.8
Hz. 4H), 330 (p, J = 1.6 Hz, 1H), 3.17 (g, J =
7.0 Hz, 2H), 3.13 — 3.01 (m, 2H), 2.95 (dt, J =
12.7, 3.5 Hz, 2H), 216 — 2.01 (m, 2H), 1.94
(id, J = 13.2, 4.3 Hz, 2H), 1.23—1.08 (m, 3H).

648

507

TH NMR (400 MHz, DMS0-d5) 6 8.18 (d, J =
1.8 Hz, 1H), 7.89 (d, J = 5.4 Hz, 1H), 7.81 (d,
J=80Hz, 2H), 7.42 (d, J = 8.2 Hz, 2H), 7.03
(d, J=1.8Hz, 1H), 6.31 (d, J = 7.6 Hz, 1H),
5098 (d, J=55Hz 1H), 377 (h, J=6.7 Hz,
1H), 3.56 - 3.47 (m, 4H), 3.42 (dd, J=6.7, 3.4
Hz, 4H), 2.74 (s, 2H), 2.18 - 1.84 (m, 4H), 1.07
(d, J = 6.6 Hz, 6H), 1.02 (d, J = 6.6 Hz, 6H).

649

507

1H NMR (400 MHz, DMSO-d6) 6 7.99 (dd, J =
2.8, 1.7 Hz, 1H), 7.88 (d, J = 5.4 Hz, 1H), 7.80
{t, d =84 Hz, 1H), 7.14 - 7.06 (m, 2H), 6.97
(d, J=1.8 Hz, 1H), 6.27 (d, J = 7.6 Hz, 1H),
596 (d, J =55 Hz, 1H), 3.74 (h, J=6.7 Hz,
1H), 3.47 (dd. J = 6.8, 3.2 Hz, 4H), 3.39 (dd, J
= 6.7, 3.3 Hz, 4H), 2.84 (d, J = 10.9 Hz, 2H),
274-260 (m, 1H), 2.18 (t, J = 11.2 Hz, 2H),
1.74 (d, J = 12.2 Hz, 2H), 1.59 (td, J = 12.2,
3.7 Hz, 2H), 103 (d_ J = 6.6 Hz, 6H), 0.95 (d,
J = 6.6 Hz, 5H)

650

N

[s] { e -

st MRy S ‘~'J

I T NN
HE N

510

1H NMR (400 MHz, DMSO-d6) 6 8.04 (t, J =
2.2 Hz, 1H), 7.95 - 7.86 (m, 2H), 7.26 - 7.14
(m, 2H), 7.01 (d, J = 1.8 Hz, 1H), 5.98 (d, J =
55 Hz, 1H), 5.34 - 5.23 (m, 1H), 474 (1, J =
6.9 Hz, 2H). 4.48 (dd, J = 7.6, 5.1 Hz, 2H),
3.65 (s, 2H), 3.55 (s, 2H), 3.46 (dd, J = 6.6,
3.7 Hz, 4H), 2.88 (s, 3H), 2.84 - 2.71 (m, 4H),
1.04 - 1.83 (m, 2H). 1.83-1.70 (m, 2H).

T=

LCMS
(M+1)

NMR

651

511

TH-NMR (500 MHz, 6d-DMS0) & ppm 9.24
(br. s., 1H), B.07 (d, 1H, J = 2.0 Hz), 7.95(d,
1H, J=55Hz), 7.73 (d, 1H, J = 8.5 Hz), 7.39
(d, 1H, J = 1.5 Hz), 7.27 (dd, 1H, J = 8.5, 2.0
Hz), 6.91 (d, 1H, J = 2.0 Hz), 6.02 (d, 1H, J =
55 Hz), 4.08 (q, 2H, J = 7.5 Hz), 3.64-3.58 (m,
4H), 3.57-352 (m, TH), 3.52-3.45 (m, 6H),
3.13-3.07 (m, 2H), 2.95.2.90 (m, 1H), 2.07-
2.01 (m, 2H), 1.97-1.89 (m, 2H), 1.30 (d, 6H, J
=65Hz), 122 (t 3H, J =75 Hz).

652

512

1H NMR (400 MHz, [l &t & -d4) § 7.93 (dd, J =
63 18Hz 1H), 783 (dd, J=54 18 Hz,
1H), 7.73 — 7.61 (m, 2H), 7.33 — 7.20 (m, 2H),
6.87 (dd, J=6.8, 1.8 Hz, 1H), 6.29 —5.88 (m,
2H), 4.34 (td, J = 14.4, 3.7 Hz, 2H), 3.74 (s,
5H). 351 (t, J = 5.2 Hz, 5H), 3.22 — 2.95 (m,
2H), 2.70 — 2.50 (m, 2H), 2.01 — 1.77 (m, 3H),
131 (dd, J = B5.1, 6.5 Hz, BH).

653

512

1H-NMR (500 MHz, 6d-DMSO) 6 ppm 849 (d,
1H, J = 2.0 Hz), 8.26 (d, 1H, J = 1.5 Hz), 7.93
(d, 1H, J = 5.5 Hz), 7.86 (d, 1H, J = 8.5 Hz),
7.71(dd, 1H,J=85,2.0 Hz), 716 (d, 1H, J =
2.0 Hz), 5.99 (d, 1H, J = 5.0 Hz), 3.74-3.69 (m,
2H), 3.69-3.62 (m, 1H), 3.60-3.53 (m, 2H),
3.52-3.44 (m, 4H), 3.33-3.24 (m, 3H), 2.84-
2.80 (m, 2H), 2.80-2.76 (m, 2H), 2.68-2.60 (m,
2H), 2.26-2.20 (m, 1H), 2.20-2.14 (m, 1H),
1.88-1.80 (m, 1H), 1.78-1.70 (m, 1H), 1.60-
1.55 (m, 1H), 1.55-1.47 (m, 1H), 1.02-0.90 (m,
6H).

654

512

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 849 (d,
1H, J = 1.6Hz), 8.26 (d, 1H, J = 1.6 Hz), 7.93
(d,1H, J = 5.6 Hz), 7.86 (d, 1H, J = 8.0 Hz),
7.72 (dd, 1H, J = 8.0, 2.0 Hz), 7.16 (d, 1H, J =
1.2 Hz), 5.98 (d, 1H, J = 5.6 Hz), 3.74-3.69 (m,
2H), 3.69-3.62 (m, TH), 3.60-3.53 (m, 2H),
3.52-3 44 (m, 4H). 3.33-3.24 (m, 3H), 2.90-
2.70 (m, 4H), 2.68-2.56 (m, 2H), 2.40-2.10 (m,
2H), 1.90-1.85 (m, 1H), 1.82-1.75 (m, 1H),
1.65-1.40 (m, 2H), 1.10-0.90 (m, 6H).
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LCMS
(M+1) NMR
TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.23 (s,
1H), 8.22 (d, 1H, J = 1.6 Hz), 7.92 (d, 1H, J =
5.6 Hz), 7.84 (d, 2H, J = 8.4 Hz), 847 (d, 2H,
J=84Hz),7.06 (d, 1H, J = 1.6 Hz), 5.98 (d,
513 | 1H,J =56 Hz), 3 71-3.68 (m, 2H), 3.67-363
(m, 3H), 3.56-3.52 (m, 2H), 3.48-3.45 (m, 4H),
3.35-3.31 (m, 2H), 3.30-3.25 (m,2H), 2.96 (s,
3H), 2.65-2 59 (m. 2H), 2.53-2 45 (m, 2H),
0.93 (d, 6H, J = 6.4 Hz).

TH-NMR (400 MHz, 6d DMSO0) 6 ppm .18 (d,
1H, J = 1.2 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.78
(d, 2H, J=8.0 Hz), 7.51 (d, 2H, J = 8.4 Hz),
7.06(d, 1H, J=12 Hz), 598 (d, 1H, J=56
Hz), 3.94-3.93 (m, 2H), 3.72-3.71 (m, 2H),
3.55.348 (m, 4H), 3.19-3.16 (m, 1H), 3.05-
3.00 (m, 1H), 2.88-2.80 (m, 2H), 2.69-2.64 (m,
1H), 2.43-2.33 (m, 2H), 2.05-2.00 (m, 1H),
1.82-1.89 (m, 3H). 1.41-1.29 (m, 1H), 1.05-
1.02 (m, 9H), 0.79-0.74 (m, 4H).

1H-NMR (400 MHz, DMSO-d6) & ppm 8.18 (d,
1H, J = 1.6 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.78
(d,2H J =84 Hz), 7.51(d, 2H, J = 8.8 Hz),
7.06(d, 1H,J=12Hz), 598 (d, 1H, J=56
Hz), 3.94-3.92 (m, 2H), 3.71-3.70 (m, 2H),
516 | 3.54-3.48 (m, 4H), 3.32.3.31 (m, 1H), 3.23-
319 (m, 1H), 3.03-2.99 (m, 1H), 2.87-2.77 (m,
2H), 2.68-2.65 (m, 1H), 2.42-2.41 (m, H),
2.052.01 (m, 1H), 1.81-1.73 (m, 3H), 1.37-
1.35 (m, TH), 1.05-0.99 (m, 9H), 0.79-0.73 (m,
4H).

TH NMR (400 MHz, 4d-MeQD) & ppm 8.00 (4,
1H, J=2.0 Hz), 7.86 (d, 1H, J=52 Hz), 7.75
(d, 2H, J = B4 Hz), 7.47 (d, 2H, J = 8.0 Hz),
6.95(d, 1H, J=16 Hz), 6.01 (d, 1H, J= 56
Hz), 4.05-4.04 (m, 2H), 3.87-3.86 (m, 2H),
3.64-3.63 (m, 2H), 3.56-3.55(m, 2H), 3.15(g,
2H, J = 6.8 Hz), 3.01-2.85 (m, 5H), 2.24-2 20
(m, 2H), 2.11-2.03 (m, 3H), 1.22 (d, 6H, J =
6.4 Hz), 1.15 (t, 3H, J = 6.8 Hz), 0.95-0.93 (m,
2H), 0.89-0.86 (m, 2H).

655

656 516

657

658 516

[0296]

LCMS
s NMR
TH-NMR (500 Mz, 60-DMS0) 3 ppm B.23
(br s, 1H). 8.8 (d, 1H, J = 15 Hz), 7.90 (d.
1H, J= 50 Hz), 7.78 (d. 2H, J = 8.5 Ha), 7.40
(d,2H, J = 8 5 Hz), 6.98 (d, H, J = 10 Hz),
596 (d, 1H, J = 5.5 Hz), 4 63462 (m, 1H).
420419 (m, 1H), 3.93:3.92 (m, 2H), 2.89 (s,
3H), 2.75-2.74 (m 1H)2.63-2.62 (m, 2H),
256.2.55 (m, 2H) 2.01-1.08 (m, 4H), 1.90-
187 (m. 2H), 1.41-1.40 (m, 2H), 125121 (m,
3H), 1.04-1.01 (m, BH), 0.78-0.76 (m, 4H)
5 o TF-NMR {400 MHz, 6-DMS0) 5 ppm 8.60 (d.
T 1H,J =16 Hz), 831 (d, 1H, J = 1.6 Hz), 7.95
& (s, 1H), 7.93 (d. 1H, J = 1.6 Hz), 7.80 (dd, 1H,
o J=8.4 24 Hz) 722 (d, 1H,J =20 Hz), 6.00
. (d, 1H, J - 5.6Hz) 456 (t, 2H, J - 6.4 Hz),
660 ST ) 51T | 445 2H J = 6.4 Hz), 4.00-3 80 (m, 2H),
ML e Rl 3.70-355 (m, 2H), 3.60-3.55 (m, 2H), 3.54-
§J 348 (m, 2H), 3 47340 (m, 1H), 2.93 (s, 3H),
2.60-2.52 (m, 2H), 2 22-2.10 (m, 2H), 2.08-
188 (m, 5H), 0.83-0.70 (m, 4H).

1H NMR (400 MHz, DMSO-d6) 6 8.13 (s, 1H),
788(d, J=54Hz, 1H), 774 (d, J=8.1 Hz,
2H), 7.24 (d, J = 8.0 Hz, 2H), 6.99 (s, TH),

BT | 6.77 (s, 1H), 5.97 (d, J =5.4 Hz, 1H), 4.59 (dd,
J=7.8,6.0 Hz, 2H), 4.29 (t, J = 6.0 Hz, 2H),
351 (s, 4H), 3.44 (s, 4H), 3.25 — 2.94 (m, 2H),
1.95 —1.63 (m, 4H), 1.11 (s, 6H).

1H-NMR (500 MHz, 6d-DMSO) 6 ppm 8.50 (d,
1H, J = 2.5 Hz), 8.30 (d, 1H, J = 1.5 Hz), 7.94
(d, 1H, J = 5.5 Hz), 7.92 (s, 1H), 7.79 (dd, 1H,
J=85,25Hz), 7.21 (d, 1H, J = 1.5 Hz), 6.00
(d, 1H, J = 5.5 Hz), 3.96-3.94 (m, 2H), 3.72-
517 | 3.71(m, 2H), 3.60-3.55 (m, 2H), 3.55-3.50 (m,
2H), 3.08 (q, 2H, J = 7.0 Hz), 2.70-2.64 (m,
1H), 2.62-2.58 (m, 2H), 2.59-2.54 (m, 2H),
2.04-2.00 (m, 3H), 1.99-1.90 (m, 2H), 1.00 (t,
3H,J = 7.0 Hz), 1.01 (d, 6H, J = 5.5 Hz), 0.78-
0.72 (m, 4H).

659 516

661

662

[0297]
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663

517

TH NMR (400 MHz, DMSO-06) 6 8.12 (d, J =
1.7 Hz, 1H), 7.88 (d, J = 5.4 Hz, 1H) 7.71 (d,
J=79Hz 2H),7.24 (d, J =8.1 Hz, 2H), 6.98
(d, J= 1.8 Hz, 1H), 6.20 (d, J = 8.3 Hz, 1H),
5.97 (d, J = 5.5 Hz, 1H), 3.58 — 3.47 (m, 5H),
3.42(t, J = 5.0 Hz, 4H), 2.88 (d, J = 10.8 Hz,
2H), 279 - 262 (m, 1H), 2.21 (t, J= 11.4 Hz,
2H), 1.76 (d, J = 12.2 Hz, 2H), 1.69 — 1.51 (m,
3H), 1.00 (t, J = 6.4 Hz, 9H), 0.84 (dd, J =67,
4.1 Hz, 6H).

664

517

1H NMR (400 MHz, DMSO-d6) 6 8.12 (d, J =
1.8 Hz, 1H), 7.88 (d, J = 5.4 Hz, 1H), 7.77 -
7.66 (m, 2H), 7.24 (d, J = 8.1 Hz, 2H), 6.99 (d,
J=18Hz, 1H), 6.49 (t, J =62 Hz, 1H), 5.97
(d,J =55 Hz, 1H), 3.62 — 3.47 (m, 4H), 3.43
(dd, J = 6.7, 3.6 Hz, 4H), 2.89 (dd, J = 14.5,
8.5 Hz, 4H), 2.70 (p, J = 6.6 Hz, 1H), 2.52 —
2.35 (m, 1H), 2.20 (td, J = 11.5, 2.3 Hz, 2H),
1.83—1.70 (m, 2H), 1.61 (ad, J = 12.2, 3.7
Hz, 2H), 0.98 (d, J = 6.6 Hz, 6H), 0.83 (s, 8H).

665

518

1H NMR (400 MHz, DMSO-d6) 6 8.13 (d, J =
1.8 Hz, 1H), 7.89 (d, J = 5.4 Hz, 1H), 7.75 -
7.68 (m, 2H), 7.28 - 7.20 (m, 2H), 6.99 (d, J =
1.9 Hz, 1H), 5.97 (d, J = 5.5 Hz, 1H), 4.65 (dd,
J=8.0,6.1 Hz, 2H), 4.39 - 4.35 (m, 2H), 4.24
{d, J = 6.3 Hz, 2H), 3.61 (s, 4H), 3.46 (dd, J =
6.7,3.7 Hz, 4H), 329 - 3.21 (m, 1H), 2.88 (d, J
=10.9 Hz, 2H), 2.74 - 2.65 (m, 1H), 2.21 (¢, J
=11.3 Hz, 2H), 1.76 (d, J = 12.3 Hz, 2H), 1.69
_ 154 (m, 2H), 0.99 (d, J = 6.5 Hz, 6H).

666

518

TH NMR (400 MHz, DMSO-d6) 6 8.12 (d, J =
1.8 Hz, 1H), 7.88 (d, J =54 Hz, 1H), 7.74 -
7.68 (m, 2H), 7.26 - 7.19 (m, 2H), 6.97 (d, J =
1.9 Hz, 1H), 5.96 (d, J = 5.5 Hz, 1H), 5.17
(ddt, J=6.5, 4.3, 1.9 Hz, 1H), 3.82 - 3.68 (m,
4H), 3.58 (d, J = 5.5 Hz, 4H), 3.45 (dd, J = 6.6,
3.7 Hz, 4H), 2.91 (d. J = 11.1 Hz, 2H), 2.75 (p,
J=6.5Hz, 1H), 2.30 - 2.21 (m, 2H), 2.12 (dtd,
J=136,8.3, 63 Hz, 1H), 1.92 (dt, J = 11.9,
53 Hz, 1H), 1.77 (d, J = 12.1 Hz, 2H), 1.63
(qd, J = 12.2, 3.7 Hz, 2H), 1.00 (d, J = 6.5 Hz,
6H).

T=

LCMS
(M+1)

NMR

667

NN AT
S NS \\.,.qu]

518

TH NMR (400 MHz, DMSO0-06) 6 8.12 (4, J =
1.8 Hz, 1H), 7.88 (d, J = 5.4 Hz, 1H), 7.75 -
7.67 (m, 2H), 7.26 - 7.20 (m, 2H), 6.98 (d, J =
1.8 Hz, 1H), 5.96 (d, J = 5.5 Hz, 1H), 5.17
(ddt, J=6.5,4.3, 1.9 Hz, 1H), 3.83 - 3.68 (m,
4H), 3.58 (d. J = 5.5 Hz, 4H), 3.45 (d, J = 5.7
Hz, 4H), 2.96 (d, J = 11.2 Hz, 2H), 2.83 (p, J =
6.6 Hz, 1H), 2.40 - 2.27 (m, 2H), 2.12 (did, J =
13.6, 8.3, 6.3 Hz, 1H), 1.97 - 1.88 (m, 1H),
1.84 - 1.75 (m, 2H), 1.73 - 1.60 (m, 2H), 1.03
(d, J = 6.6 Hz, 6H).

668

518

TH-NMR (500 MHz, 6d-DMS0) 6 ppm 8.15 (s,
1H),7.91(d, 1H, J =5.0 Hz), 7.73 (d, 2H, J =
8.5 Hz), 7.37 (d, 2H, J = 8.5 Hz), 7.00 (s, H),
6.00 (d, 1H, J = 5.0 Hz), 4 43-4.40 (m, 1H),
3.88-3.84 (m, 1H), 3.62-3.64 (m, 4H), 3.46-
3.48 (m, 4H), 3.32-3.30 (m, 4H), 2.81-2.79 (m,
1H), 2.66-2.64 (m, 2H), 2.46-2.38 (m, 2H),
2.08-1.98 (m, 2H), 1.76-1.68 (m, 2H), 1.17 (s,
3H). 0.94 (d, 1H, J = 6.0 Hz).

669

N~
\FN’—\ )—(‘}_l‘\ = l\

TN e ’_\_,.J.N,.J

518

1H-NMR (500 MHz, 6d-DMSO) & ppm 8.25 (s,
1H), 8.14 (d, 1H, J = 2.0 Hz), 7.89 (d, 1H, J =
5.5 Hz), 7.71 (d, 2H, J = 8.0 Hz), 7.26 (d, 2H,
J=8.0Hz), 6.93 (d, 1H. J = 1.5 Hz), 5.97 (d,
1H, J = 5.0 Hz), 5.36-5.33 (m, 1H), 4.79 (t, 2H,
J=7.0Hz), 4534.51 (m, 2H), 3.93-3.91 (m,
2H), 3.25-3.21 (m, 2H), 3.07-3 03 (m, 1H),
2.94-2 92 (m, 2H), 2.78-2. 77 (m, 1H), 2.28-
2.27 (m, 2H), 2.00-1.99 (m, 1H), 1.79-1.77 (m,
2H), 1.67-1.64 (m, 2H), 1.34-1.32 (m, 2H),
1.25-1.20 (m, 3H), 1.06-1.01 (m, 6H).

670

518

1H NMR (400 MHz, DMSO-d6) 6 8.16 (d, J =
1.7 Hz, 1H), 7.90 (d, J = 5.4 Hz, 1H), 7.78 (d,
J=8.0Hz, 2H), 7.25 (d, J = 8.0 Hz, 2H), 7.01
(d, J= 1.9 Hz, 1H), 5.98 (d, J = 5.5 Hz, 1H),
3.63 (s, 5H), 3.48 (d J = 5.6 Hz, 6H), 2.01 (s,
6H), 1.28 (s, 8H), 0.93 (s, 10H)
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671

518

TH NMR (500 MHz, 6d-DMS0) & ppm 8.15 (5,
1H), 7.90 (d, 1H, J = 5.5 Hz), 7.74 (d, 2H, J =
8.0 Hz), 757(d, 2H, J = 8.0 Hz), 6.99 (d, 1H,
=1.0 Hz), 6.32 (d, 1H, J = 7.5 Hz), 6.00 (d,
1H, J = 5.5 Hz), 3.79-3.78 (m, 1H), 3.54-3 52
(m, 4H), 3.45-3.43 (m, 4H), 2.75-2.74 (m, 1H),
2.62-2.61 (m, 3H), 2.37-2.36 (m, 2H), 2.09-
2.08 (m, 1H), 1.92 (s, 3H), 1.39 (s, 3H),
1.08(d, 6H, J = 6.5 Hz), 0.95-0.90(m, 6H).

672

518

TH-NMR (400 MHz, CDCI3) 6 ppm 7.94 (d,
1H, J = 1.6 Hz), 7.84 (d, 1H, J = 6.4 Hz), 7.65-
7.60 (m, 4H), 6.72 (d, 1H, J = 1.6 Hz), 5.83 (d,
1H, J =64 Hz), 428 (d, 1H,J = 7.2 Hz), 4.10-
4.00 (m, 1H), 3.65-3.58 (m, 4H), 3.56-3.46 (m,
4H), 345340 (m, 1H), 2.80-2.75 (m, 2H),
2.74-2.70 (m, 1H), 2.50-2.45 (m, 1H), 2.25-
221 (m, 1H), 2.02 (s, 3H), 1.48 (s, 3H), 1.20
(d, 6H, J = 6.4 Hz), 1.05-0.95 (m, 6H).

673

519

TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.17 (d,
1H, J = 1.2 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.77
(d,2H, J =84 Hz), 7.51 (d, 2H, J = 8.0 Hz),
7.03(d, 1H, J=1.6 Hz), 662 ({, 1H, J=52
Hz), 5.99 (d, 1H, J = 5.2 Hz), 3.53-3.51 (m,
4H), 3.45-3.43 (m, 4H), 3.23-3.18 (m, 1H),
3.12-3.07 (m, 2H), 3.01-2.99 (m, 1H), 2.69-
2.77 (m, 2H), 2.67-2.65 (m, 1H), 2.45-2.40 (m,
2H), 1.81-1.70 (m, 3H), 1.40-1.30 (m, 1H),
1.05-0.99 (m, 12H).

674

519

TH-NMR (400 MHz, DMS0-d6) & ppm 8.17 (d,
1H, J = 1.2 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.77
(d, 2H, J = 8.4 Hz), 7.51 (d, 2H, J = 8.0 Hz),
7.03 (d, 1H, J=1.2 Hz), 6.62 (s, 1H), 5.98 (d,
1H, J = 5.6 Hz), 3.53-3.52 (m, 4H), 3.45-3.43
(m, 4H), 3.34-3.33 (m, 1H), 3.23-3.21 (m, 1H),
3.12-3.00 (m, 3H), 2.87-2.77 (m, 2H), 2.68-
265 (m, 1H), 2.41-2.40 (m, 1H), 1.81-173 (m,
3H), 1.37-1.35 (m, 1H), 1.06-0.99 (m, 12H).

675

519

1H NMR (400 MHz, 4d-MeOD) & ppm 7.99 (d,
1H, J = 1.6 Hz), 7.86 (d, 1H, J = 5.6 Hz), 7.76
(d,2H, J =84 Hz), 7.48 (d, 2H, J = 8.4 Hz),
6.92(d, 1H, J= 1.6 Hz), 6.01 (d, 1H, J=5.2
Hz), 3.67-3.65 (m, 4H), 3.56-3 54 (m, 4H),
3.24 (g, 2H, J=72 Hz), 317 (d, 2H, J = 6.8
Hz), 3.11-3.10 (m, 2H), 3.07-3.06 (m, 2H),
2.32.2.28 (m, 2H), 2.12-2.11 (m, 2H), 1.29 (d,
6H, J = 6.4 Hz), 1.18-1.14 (m, TH).
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T
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676

519

677

519

678

520

1H-NMR (400 MHz, 6d DMSQ) 6 ppm 8.16 (d,
1H, J=1.6 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.72
(d, 2H, J = 8.4 Hz), 7.28 (d, 2H, J = 8.4 Hz),
0(d, 1H, J = 1.6 Hz), 5.99 (d, 1H, J=5.6
Hz), 534 (5E 2 1H, J = 5.2 Hz), 4 80 (t, 2H,

=72 Hz), 4.54 (dd, 2H, J = 7.2, 5.6 Hz),
54.4.49 (m, 1H), 3.69-3.65 (m, 2H), 3.65-
60 (m, 3H), 3.51-3.49 (m, 4H), 2.88-2.75 (m,
3H), 2.65-2.59 (m, 1H), 2.33-2.24 (m, 2H),
1.94-1.92 (m, 1H), 1.53-1.50 (m, 1H), 0.98 (s,
6H).

i
J
4
3

679

520

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.25 (s,
1H), 8.16 (d, 1H, J = 16 Hz), 7.91 (d, 1H, J =
52 Hz), 7.73 (d, 2H, J = 8.0 Hz), 7.28 (d, 2H,
J=80Hz), 7.01(d, 1H, J = 1.6 Hz), 5.99 (d,
1H, J=52 Hz), 5.34 (5 T3, 1H, J = 5.2 Hz),
4380t 2H,J=68Hz), 454 (dd, 2H, J = 7.2,
5.2 Hz), 3.79-3.70 (m, 5H), 3.57-3.50 (m, 4H),
2.90-2.78 (m, 4H), 2.69-2.60 (m, 1H), 2.41-
2.32 (m, 2H), 1.95-1.92 (m, 1H), 1.61-1.49 (m,
1H), 1.01-0.99 (m, 6H).

680

520

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.26 (d,
1H, J= 1.6 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.68-
7.62(m, 2H), 7.37-7.33 (m, 1H), 7.13 (d, 1H, J
=16 Hz), 5.96 (d, 1H, J = 5.2 Hz), 3.93:3.91
(m, 2H), 3 67-3.66 (m. 2H), 3.56-3 47 (m, 4H),
2.96 (s, 3H), 2.67-2.57 (m, 3H), 2.49-2 45 (m,
2H), 2.13-1.95 (m, 5H), 0.98 (d, 6H, J = 6.8
Hz), 0.78-0.73 (m, 4H).

LCMS
(M+1)

NMR

681

520

1TH-NMR (400 MHz, 6d-DMSO) & ppm 8.18 (d,
1H, J=1.6 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.79
(d, 2H, J =84 Hz), 7.39(d, 2H, J = 8 4 Hz),
705(d, 1H,J=16Hz), 598 (d, 1H,J=56
Hz), 5.00-4.70 (m, 1H), 4.00-3.90 (m, 2H),
3.75-365 (m, 2H), 3.61-3.40 (m, 2H), 3.37-
3.40 (m, 2H), 2.88 (s, 3H), 2.72-2 65 (m, 2H),
2.60-2.54 (m, 2H), 2.48-2 42 (m, 2H), 2.00-
1.92 (m, 2H), 1.90-1.76 (m, 2H), 1.50-1.36 (m,
1H), 1.24-1.10 (m, 1H), 0.99 (d, 6H, J= 6.4
Hz).

682

520

TH-NMR (400 MHz, 6d DMSO0) 6 ppm .27 (d,
1H, J = 1.6 Hz), 7.92 (d, 1H, J = 5.6 Hz), 7.68-
7.62 (m, 2H), 7.36 (t, 1H, J = 8.4 Hz), 7.14 (d,
1H, J = 1.6 Hz), 5.99 (d, 1H, J = 5.6 Hz), 3.94-
3.92 (m, 2H), 3.72-3.70 (m, 2H), 3.56-3.51 (m,
2H), 3.50-345 (m, 2H), 2.97 (s, 3H), 2.69-2 65
(m, 1H), 2.60-2.56 (m, 2H), 2.46-2.44 (m, 2H),
2.14-2.10 (m, 2H), 2.04-2.00 (m, 1H), 1.98-
1.92 (m, 2H), 1.00 (d, 6H, J = 6.8 Hz), 0.78-
074 (m, 4H)

683

520

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.26 (d,
1H, J = 1.6 Hz), 7.92 (d, 1H, J = 5.6 Hz), 7.65-
7.63(m, 2H), 751 (t, 1H, J = 8.4 Hz), 7.14 (d,
1H, J = 1.6 Hz), 5.98 (d, 1H, J = 5.6 Hz), 3.93-
3.80 (m, 2H), 3.72-3.70 (m, 2H), 3.65-3.54 (m,
2H), 3.55-3.46 (m, 2H), 3.03-3.00 (m, 1H),
2.98 (s, 3H), 2.80-2.76 (m, 1H), 2.68-2.64 (m,
1H), 2.50-2.42 (m, 2H), 2.07-2.00 (m, 2H),
1.76-1.71 (m, 2H). 1.39-1.36 (m, 1H), 1.01-
0.99 (m, 6H), 0.79-0.73 (m, 4H).

6584

520

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.26 (d,
1H, J = 1.6 Hz), 7.92 (d, 1H, J = 5.6 Hz), 7.65-
7.63(m, 2H), 7.52 (t, 1H, J = 8.4 Hz), 7.14 (d,
1H, J = 1.6 Hz), 5.98 (d, 1H, J = 5.6 Hz), 3.93-
3.80 (m, 2H), 3.72-3.70 (m, 2H), 3.65-3.54 (m,
2H), 3.55-3.46 (m, 2H), 3.30 (s, 3H), 2.80-2.76
(m, 1H), 2.68-2.64 (m, 1H), 2.50-2.42 (m, 3H),
2.07-2.00 (m, 2H), 1.76-1.71 (m, 2H), 1.39-
1.36 (m, 1H), 1.01-0.99 (m, 6H), 0.79-0.73 (m,
4H).
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685

520

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.20 (s,
1H), 8.19 (d, 1H, J = 1.6 Hz), 7.91 (d, 1H, J =
52 Hz), 7.80 (d, 2H, J = 8.4 Hz), 7.39 (d, 2H,
J=84Hz), 7.03(d, 1H, J = 1.6 Hz), 5.98 (d,
1H,J =52 Hz), 4.82 (T 2, 1H. J = 6.4 Hz),
3.60-3.50 (m, 4H), 3.46-3.45 (m, 4H), 2.90 (s,
3H), 2.84 (7 =21, 1H. J = 6.8 Hz), 2.74-2.71
(m, 2H), 2.64-2.58 (m, 2H), 2.04-1.97 (m, 2H),
1.96-1.91 (m, 2H), 1.22 (d, 6H, J = 6.4 Hz),
1.05 (d, 6H, J = 6.8 Hz).

686

520

TH-NMR (400 MHz, DMSO-d6) 6 ppm B.66 (d,
1H, J = 1.6 Hz), 8.27 (d, 1H, J = 1.6 Hz), 7.93-
7.90 (m, 2H), 7.86-7.84 (m, 1H), 7.16 (d, 1H, J
= 1.6 Hz), 6.30 (d, 1H, J = 7.6 Hz), 5.99 (d,
1H, J = 5.6 Hz), 3.82-3.73 (m, 1H), 3.53-3.52
(m, 4H), 3 45344 (m, 4H), 2/98-2 88 (m, 1H),
2.93 (s, 3H), 2.83-2.78 (m, 1H), 2.66-2.63 (m,
1H), 2.46-2.40 (m, 2H), 1.93-1.87 (m, 1H),
1.75-1.68 (m, 2H), 1.37-1.33 (m, 1H), 1.08 (d,
6H, J = 6.8 Hz), 1.02-0.99 (m, 6H).

687

520

1H-NMR (400 MHz, DMSO-d6) & ppm B.66 (d,
1H, J = 1.6 Hz), 8.27 (d, 1H, J = 1.6 Hz), 7.93-
7.90 (m, 2H), 7.86-7.84 (m, 1H), 7.16 (d, 1H, J
=20 Hz), 6.30 (d, 1H, J = 7.2 Hz), 5.99 (d,
1H, J = 5.6 Hz), 3.82-3.74 (m, 1H), 3.53-3.52
(m, 4H), 3.45-3.44 (m, 4H), 2.98-2.89 (m, 1H),
2.93 (s, 3H), 2.83-2.75 (m, 1H), 2.66-2.63 (m,
1H), 2.46-2.43 (m, 2H), 1.93-1.84 (m, 1H),
1.78-1.65 (m, 2H), 1.36-1.29 (m, 1H), 1.08 (d,
6H. J = 6.4 Hz), 1.02-0.99 (m, 6H).

688

520

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.58 (d,
1H, J = 2.0 Hz), 8.28 (d, 1H, J = 1.2 Hz), 7.94-
7.90 (m, 2H), 7.77 (dd, 1H, J = 8.0, 2.0 Hz),
7.17(d, 1H, J = 1.6 Hz), 6.30 (d, 1H, J = 7.6
Hz), 6.00 (d, TH, J = 5.2 Hz), 3.82-3.75 (m,
1H), 3.55-3.50 (m, 4H), 3.47-3.42 (m, 4H),
2.02 (s, 3H), 2.92 (s, 3H), 2.77-2.70 {m, TH),
2.60-2.50 (m, 1H), 2.49-2 40 (m, 1H), 2.10-
1.95 (m, 2H), 1.95-1.80(m, 2H), 1.08 (d, 6H, J
=64 Hz), 1.00 (d, 6H, J = 6.4 Hz).

T

LCMS
(M+1)

NMR

689

521

TH-NMR (400 MHz, 6d-DMS0) & ppm B.46 (d,
1H, J =52 Hz), 8.19 (s, 1H), 7.98 (d, 1H, J =
52 Hz), 729 (t, 1H, J = 5.2 Hz), 7.21 (s, 1H),
6.02 (d, 1H, J = 5.6 Hz), 3.96-3.94 (m, 2H),
3.72-3.71 (m, 2H), 3.62-3.60 (m, 2H), 3.51-
3.50 (m, 2H), 3.04 (s, 3H), 2.74-2.66 (m, 3H),
2552 50 (m, 1H), 2.18-2.14 (m, 2H), 2.07-
2.01 (m, 2H), 1.02 (d, 6H, J = 6.0 Hz), 0.78-
0.74 (m, 4H).

690

522

TH NMR (500 MHz, 6d DMS0) 6 ppm B.20 (d,
1H, J = 1.5 Hz), 7.92 (d, 1H, J = 5.5 Hz), 7.82
(d, 2H, J = 8.5 Hz), 7.50 (d, 2H, J = 8.5 Hz),
7.05(d, 1H, J=2.0Hz), 5.99 (d, 1H, J =55
Hz), 534 (5 Z2 1H,J = 5.5 Hz), 4.79 (t, 2H,
J=T5Hz), 453 (dd, 2H, J = 7.5, 5.5 Hz),
3.78-3.74 (m, 2H), 3.62-3.55 (m, 2H), 3.55-
340 (m, 4H), 2.83.2.75 (m, 2H), 2.75-2.70 (m,
1H), -2.68-2 58 (m, 1H), 2.38-2.27 (m, 1H),
2.08-2.00 (m, 1H), 1.98-1.90 (m, 1H), 1.67-
1.75 (m, TH), 1.61-1.51 (m, 1H), 1.03-0.90 (m,
6H).

691

522

1H-NMR (500 MHz, 6d-DMSO) 6 ppm 8.20 (d,
1H, J = 1.5 Hz), 7.92 (d, 1H, J = 5.5 Hz), 7.82
(d, 2H, J = 8.5 Hz), 7.50 (d, 2H, J = 8.5 Hz),
7.05(d, 1H, J=20Hz), 5099 (d, 1H, J=55
Hz), 5.34 (5 £, 1H, J = 5.5 Hz), 4.79 (t, 2H,
J=T5Hz), 453 (dd, 2H, J= 7.5, 55 Hz),
3.78:3.74 (m, 2H), 3.62-3.55 (m, 2H), 3.55-
3.40 (m, 4H), 2.83-2.75 (m, 2H), 2.75-2.70 (m,
1H), -2.68-2.58 (m, 1H), 2.38-2.27 (m, 1H),
2.08-2.00 (m, 1H), 1.98-1.90 (m, 1H), 1.87-
1.75 (m, TH), 1.61-1.51 (m, 1H), 1.03-0.90 (m,
6H).

692

522

TH NMR (500 MHz, 6d-DMS0) 6 ppm 6.24 (d,
1H, J=15Hz), 7.92 (d, 1H, J = 5.5 Hz), 7.66
(d, 1H, J = 115 Hz), 7.61 (d, 1H, J = 7.5 Hz),
7.38(t, 1H, J =65 Hz), 7.09 (d, 1H, J= 1.5
Hz),6.00 (d, 1H,J = 5.5 Hz), 5.35 (5 =, 1H,
J=55Hz), 480 (t, 2H, J = 7.5 Hz), 4.54 (dd,
2H, J = 7.5, 5.5 Hz), 3.70-3.60 (m, 2H), 3.60-
3.55(m, 2H), 3.50-348 (m, 4H), 3.10-2.98(m,
1H), 2.82-2.81 (m, 2H), 2.21-2.19 (m, 2H),
1.79-1.76 (m, 2H), 1.56-1.55 (m, 2H) ), 1.00-
0.99 (m, 6H).
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522

TH NMR (500 MHz, 6d-DMS0) 6 ppm 6.24 (d,
1H. J = 1.5 Hz), 7.92 (d, 1H, J = 5.5 Hz), 7.66
(d,1H, J = 115 Hz), 7.61 (d, 1H, J = 7.5 Hz),
738(t 1H, J=65Hz), 7.09(d, 1H,J=15
Hz), 6.00 (d, 1H, J = 5.5 Hz), 5.35 (5 T, 1H,
J=55Hz), 480 (t, 2H, J = 7.5 Hz), 4.54 (dd,
2H, J=7.5.55 Hz), 3.70-3.60 (m, 2H), 3.60-
3.55(m, 2H), 3.50-3.48 (m, 4H), 3.10-2.98(m,
1H), 2.82-2.81 (m, 2H), 2.21-2.19 (m, 2H),
1.78-1.76 (m, 2H), 1.56-1.55 (m, 2H) ), 1.00-
0.99 (m, 6H).

694

552

TH NMR (400 MHz, DMSO-d6) 6 8.00 (dd, J =
2.8, 1.7 Hz, 1H), 7.90 (d, J = 5.4 Hz, 1H), 7.81
(t. d = 8.4 Hz, 1H), 7.17 - 7.05 (m, 2H), 6.98
(d,J = 1.8 Hz, 1H), 5.97 (d, J = 5.5 Hz, 1H),
5209 (tt, J = 6.3, 5.1 Hz, 1H), 4.81- 468 (m,
2H), 448 (dd, J = 7.6, 5.1 Hz, 2H), 359 (d, J =
40.5 Hz, 4H), 3.45 (dd, J = 6.7, 3.7 Hz, 4H),
2.84 (d, J = 10.9 Hz, 2H), 2.72- 2.60 (m, 1H),
222210 (m, 2H), 1.74 (d, J = 12.4 Hz, 2H),
1.67 - 1.49 (m_ 2H), 0.95 (d, J = 6.6 Hz, 6H).

695

523

1H-NMR (500 MHz, 6d-DMS0) & ppm 8.73 (s,
1H), 8.31 (s, 1H), 7.96-7.92 (m, 3H), 7.21 (s,
1H), 6.06-6.01 (m, 1H), 5.37-5.32 (m, 1H),
4.81-478 (m, 2H), 4.55-4.53 (m, 2H), 3.74-
3.60 (m, 2H), 3.68-3.62 (m, 2H), 3.52-3.49 (m,
4H), 2.90-2.85 (m, 2H), 2.60-2.64 (m, 2H),
2.44-2.36 (m, 1H), 2.12-1.98 (m, 1H), 1.96-
1.03 (m, 1H), 1.80-1.75 (m, TH), 1.61-1.53 (m,
1H), 1.01-0.98 (m, 6H).

696

523

TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.72 (5,
1H), 8.31 (d, 1H, J = 1.6 Hz), 7.97-7.91 (m,
3H), 7.21 (s, 1H), 6.02 (d, 1H, J =5.6 Hz),
534 (5EF, 1H,J=56Hz), 480 (d, 2H, J =
7.2 Hz), 453 (dd, 2H, J = 7.2, 5.2 Hz), 3.75-
3.70 (m, 2H), 3.65-3.60 (m, 2H), 3.56-3.46 (m,
4H), 285279 (m, 2H), 2.75-2.68 (m, 2H),
2.41-2.33 (m, 1H), 2.15-2.09 (m, 1H), 2.01-
1.73 (m, 2H), 1.60-1.53 (m, 1H), 1.02-0.97 (m,
6H).

=

LCMS
(M+1)

NMR

697

523

TH-NMR (400 MHz, 60-DMS0) 6 ppm 8.25 (d,
1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.68-
7.62 (m, 2H), 7.37-7.32 (m, 1H), 7.10 (s, 1H),
659 (t, 1H, J=56 Hz), 5.98 (d, 1H, J=52
Hz), 3.52-3.51 (m, 4H), 3.44-3.43 (m, 4H),
3.10-3.04 (m, 2H), 2.96 (s, 3H), 2.67-2 57 (m,
3H), 2.49-2 45 (m, 2H), 2.13-2.00 (m, 2H),
2.01-1.92 (m, 2H), 1.03 (t, 3H, J = 7.2 Hz),
0.99 (d, BH, J = 6.8 Hz).

698

523

TH-NMR (400 MHz, 63-DMS0) 5 ppm 8.26 (d,
1H, J = 1.6 Hz), 7.92 (d, 1H, J = 5.6 Hz), 7.65-
7.63 (m, 2H), 752 (t, 1H. J = 8.4 Hz), 711 (d,
1H, J = 1.6 Hz), 6.62 (t, 1H, J = 5.6 Hz), 5.99
(d, 1H, J = 5.6 Hz), 3.56-3.52 (m, 4H), 3.46-
3.44 (m, 4H), 3.10:3.08 (m, 2H), 3.05.3.00 (m,
1H), 2.99 (s, 3H), 2.80-2.77 (m, 1H), 2.77-2.68
(m, 1H), 2.50-2.42 (m, 2H), 2.08-2.07 (m, 1H),
1.76-1.70 (m, 2H), 1.37-1.36 (m, 1H), 1.06-
1.00 (m, 9H).

699

523

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.26 (d,
1H, J = 1.6 Hz), 7.92 (d, 1H, J = 5.6 Hz), 7.65-
7.63 (m, 2H), 7.52 (t, 1H. J = 8.4 Hz), 7.11 (d,
1H, J = 1.6 Hz), 6.61 (t, 1H, J = 5.6 Hz), 5.98
(d, 1H, J = 5.6 Hz), 3.56-3.52 (m, 4H), 3.46-
3.44 (m, 4H), 3.10-3.08 (m, 2H), 3.05.3.00 (m,
1H), 2.99 (s, 3H), 2.80-2.77 (m, 1H), 2.77-2.68
(m, 1H), 2.50-2.42 (m, 2H), 2.08-2.07 (m, 1H),
1.76-1.70 (m, 2H), 1.37-1.36 (m, 1H), 1.06-
1.00 (m, 9H).

700

Ao Y ew
LrN_. l]vl fx_‘ff:j}—‘\_)ﬂ_{ .

524

TH-NMR (500 MHz, 6d-DMS0) 6 ppm 9.24
(br_s., 1H), 8.07 (d, 1H, J = 1.0 Hz), 7.95(d,
1H, J = 5.5 Hz), 7.73 (d, 1H, J = 7.5 Hz), 7.39
(s, 1H), 7.27 (d. 1H, J = 7.0 Hz), 6.91 (d, 1H, J
=1.5Hz), 6.31 (d, 1H, J = 7.0 Hz), 6.02 (d,
1H, J = 6.0 Hz), 3.80-3.76 (m, 1H), 3 55-3 51
(m, 6H), 3.51-3.48 (m, 1H), 3.49-3.42 (m, 4H),
3.13-3.07 (m, 2H), 2.95-2.90 (m, 1H), 2.11-
2.08 (m, 2H), 1.97-1.90 (m, 2H), 1.29 (d, 6H, J
= 6.5 Hz), 1.07 (d, 6H, J = 6.5 Hz).
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[0308]

LCMS
(M+1)

NMR

701

524

TH NMR (400 MHz, DMS0-d6) 6 8.03 (T, J =
22 Hz, 1H),7.93 - 7.84 (m, 2H), 7.25 - 7.16
(m, 2H), 7.00 (d, J = 1.8 Hz, 1H), 5.97 (d, J =
55 Hz, 1H), 4.04 (q, J = 7.1 Hz, 2H), 3.55 (d,
J =58 Hz, 4H), 3.43 (dd, J = 6.7, 3.7 Hz, 4H),
2.87 (s, 3H), 2.60 (dd, J = 32.7, 8.3 Hz, 3H),
1.93(d, J = 13.0 Hz, 2H), 1.81 (t, J = 11.6 Hz,
2H), 117 (4, J = 7.1 Hz, 3H), 0.95 (d, J=6.5
Hz, 6H).

702

526

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.34 (s,
1H), 8.07 (d, 1H, J = 2.0 Hz), 7.77 (d, 1H, J =
5.2 Hz), 7.73-7.66 (m, 2H), 7.04 (d, 1H, J =
1.6 Hz), 5.87 (d, 1H, J = 5.6 Hz), 3.77-3.69 (m,
4H), 3.48-3.42 (m, 4H), 3.39-3.33 (m, 1H),
3.31-3.14 (m, 1H), 2.94-2.88 (m, 1H), 2.79-
2.73 (m, 1H), 2.71-2.64 (m, 1H), 2.57-2.46 (m,
3H), 2.31-2.23 (m, 1H), 2.09-2.04 (m, 2H),
1.88-1.81 (m, TH), 1.79-1.70 (m, 2H), 1.62-
1.52 (m, 2H), 1.48-1.39 (m, 2H), 1.08 (m, 6H).

703

526

TH-NMR (400 MHz, CDCI3) & ppm 8.52 (d,
1H. J = 2.0 Hz), 8.13 (d, 1H, J = 1.6 Hz), 7.67
(d, 1H, J= 52 Hz), 7.64 (dd, 1H, J =80, 2.0
Hz), 7.59 (d, 1H, J = B.0 Hz), 7.01 (d, 1H, J =
1.6 Hz), 5.83 (d, 1H, J = 5.6 Hz), 3.88-3.83 (m,
2H), 3.77-3.72 (m, 2H), 3.57-3.52 (m, 2H),
3.47-3.42 (m, 2H), 341337 (m, 1H), 323
3.18 (m, 1H), 2.98-2.93 (m, 1H), 2.78-2.73 (m,
1H), 2.60-2.47 (m, 4H), 2.45-2.38 (m, 1H),
2.26-2.23 (m, 2H), 1.91-1.85 (m, 3H), 1.71-
1.65 (m, 2H), 1.64-1.59 (m, 2H), 1.17-1.13 (m,
6H).

704

)

N

OO

527

TH NMR (400 MHz, DMS0-d6) 6 8.19 (s, 1H),
8.13(d,J=1.7Hz, 1H),7.89 (d, J=54 Hz,
1H), 7.72 (d, J=8.0 Hz, 2H), 7.25 (d, J=8.1
Hz, 2H), 6.98 (d, J = 1.9 Hz, 1H), 597 (d, J =
5.5 Hz, 1H), 4.86 (p, J = 7.3 Hz, 1H), 3.58 (d,
J =171 Hz, 5H), 346 (, J = 5.2 Hz, 4H), 3.06
(t J=88Hz, 1H), 2.93 (d, J = 11.2 Hz, 2H),
283270 (m, 2H), 2.59 (d, J = 7.0 Hz, 1H),
2.42 - 222 (m, 3H), 1.78 (d, J = 12.0 Hz, 2H),
1.73 — 1.57 (m, 2H), 0.99 (d, J = 8.3 Hz, 4H).

LCMS
(M+1)

NMR

705

527

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.19 (d,
1H,J = 1.6 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.79
(d, 2H, J = 8.4 Hz), 7.39 (d, 2H, J = 8.4 Hz),
7.06 (d, 1H,J=16Hz), 599 (d, 1H, J=52
Hz), 4.00-3.90 (m, 2H), 3.76-3.68 (m, 2H),
3.64-3.52 (m, 2H), 3.51-3.40 (m, 2H), 3.00-
2.90 (m, 1H), 2.88 (s, 3H), 2.70 (7 2, 1H, J
= 6.4 Hz), 2.62-2.54 (m, 2H), 2.48-2.42 (m,
2H), 2.15-2.05 (m, 1H), 2.00-1.92 (m, 2H),
1.90-1.78 (m, 2H), 1.50-1.40 (m, 1H), 1.38-
1.30 (m, 1H), 0.99 (d, 6H, J = 6.4 Hz).

706

527

1H-NMR (400 MHz, 6d-DMS0) & ppm 8.17 (d,
1H, J = 2.0 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.78
(d, 2H, J = 8.4 Hz), 7.63 (d, 2H, J = 8.4 Hz),
703(d, 1H,J=16Hz), 597 (d, 1H, J=56
Hz), 5.80 (s, 1H), 3.80-3.70 (m, 2H), 3.68-3.60
(m, 2H), 3.56-3.47 (m, 4H), 3.45-3.40 (m, 2H),
3.26-3.16 (m, 2H), 2.80-2.60 (m, 2H), 2.44-
2.34 (m, 1H), 2.10-1.94 (m, 2H), 1.80-1.68 (m,
2H), 1.66-1.50 (m, 2H), 1.48-1.32 (m, 2H),
0.90 (d, 6H, J = 6.0 Hz).

707

527

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.16 (d,
1H,J = 1.2 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.75
(d, 2H, J = 8.4 Hz), 7.56 (d, 2H, J = 8.4 Hz),
7.02(d, 1H,J=16Hz), 598 (d, 1H, J=56
Hz), 4.51 (s, 1H), 3.71-3.64 (m, 3H), 3.56-3.54
(m, 2H), 3.46-3.45 (m, 4H), 3.31-3.24 (m, 2H),
2.81-2.76 (m, 1H), 2.67-2.59 (m, 4H), 2.46-
243 (m, 2H), 2.34-2.30 (m, 1H), 1.84-1.80 (m,
2H), 1.56-1.51 (m, 2H), 0.99 (1, 6H, J =56

Hz ).

708

529

1H NMR (400 MHz, DMS0-d6) 5 8.19 (s, 1H),
8.13(d,J= 1.7 Hz, 1H), 7.88 (d, J = 5.4 Hz,
1H), 7.72 (d, J = 8.1 Hz, 2H), 7.26 (dd, J = 9.8,
7.1 Hz, 3H), 7.00 (d, J = 1.9 Hz, 1H), 5.97 (d,
J=55Hz, 1H), 3.86 (qd, J = 9.8, 6.3 Hz, 2H),
350 — 353 (m, 4H), 3.45 (dd, J = 6.6, 3.6 Hz,
4H), 2.97 (d, J = 11.3 Hz, 2H), 2.83 (p, J = 6.6
Hz, 1H), 2.42 — 2.26 (m, 2H), 1.88 — 1.74 (m,
2H), 167 (qd, J = 12.3, 3.7 Hz, 2H), 1.03 (d, J
= 6.6 Hz, 6H).
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[0310]

T

LCMS
(M+1)

NMR

709

532

TH NMR (400 MHz, DMSO-d6) 6 8.21 (s, 1H),
8.13(d, J = 1.6 Hz, 1H), 7.80 (d, J = 5.4 Hz,
1H), 7.72 (d, J=8.0 Hz, 2H), 724 (d, J = 8.1
Hz, 2H), 6.99 (d, J = 1.9 Hz, 1H), 5.97 (d, J =
5.5 Hz, 1H), 4.79 (tt, J = 8.1, 4.0 Hz, 1H), 3.79
(dt, J = 10.4, 4.5 Hz, 2H), 3.61 (s, 4H), 3.48
(ddd, J=11.4, 84, 34 Hz, 6H), 2.96 (d, J =
11.0 Hz, 2H), 2.83 (p, J = 6.6 Hz, 1H), 2.34
(dd, J = 12.5, 10.0 Hz, 2H), 1.88 (dd, J = 12.8,
4.6 Hz, 2H), 1.83 — 1.75 (m, 2H), 1.68 (it, J =
12.5, 8.3 Hz, 2H), 1.56 (dtd, J = 12.6, 8.5, 4.0
Hz, 2H), 1.03 (d, J = 6.6 Hz, 6H).

710

533

TH-NMR (400 MHz, 6d-DMSQ) & ppm 857 (d,
1H, J = 2.0 Hz), 8.29 (d, 1H, J = 1.6 Hz), 7.96-
7.88 (m, 2H), 7.76 (dd, 1H, J = 8.4, 2.4 Hz),
7.20(d, 1H, J =16 Hz), 598 (d, 1H, J = 5.6
Hz), 4.00-3.90 (m, 2H), 3.80-3.65 (m, 2H),
3.61-3.55 (m, 2H), 3.53-3.47 (m, 2H), 3.46-
3.40 (m, 1H), 3.26-3.22 (m, 1H), 3.24 (s, 3H),
2.91 (s, 3H), 2.80-2.70 (m, 1H), 2.68-2.56 (m,
4H), 2.10-1.94 (m, 3H), 1.92-1.80 (m, 2H),
0.98 (d, 3H, J = 6.4 Hz), 0.80-0.70 (m, 4H).

711

533

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.58 (d,
1H, J =2.0 Hz), 8.30 (d, 1H, J = 1.6 Hz), 8.00-
7.90 (m, 2H), 7.78 (dd, 1H, J = 8.4, 2.0 Hz),
7.21(d, 1H, J = 1.6 Hz), 6.00 (d, 1H, J = 5.6
Hz), 4.00-3.90 (m, 2H), 3.80-3.65 (m, 2H),
3.65-3.50 (m, 2H), 3.55-3.47 (m, 1H), 3.47-
3.40 (m, 1H), 3.28-3.24 (m, 1H), 3.27 (s, 3H),
2.92 (s, 3H), 2.80-2.70 (m, 1H), 2.68-2.55 (m,
4H), 2.10-1.95 (m, 3H), 1.94-1.80 (m, 2H),
098 (d, 3H, J = 6.4 Hz), 0.82-0.70 (m, 4H).

712

533

TH NMR (400 MHz, CD30D) 6 ppm 7.98 (d,
1H, J =2.0 Hz), 7.85(d, 1H, J = 5.6 Hz), 7.74
(d, 2H, J = 8.0 Hz), 7.47 (d, 2H, J = 8.0 Hz),
6.92 (d, 1H, J = 2.0 Hz), 6.00 (d, 1H, J = 5.6
Hz), 3.95-3.90 (m, 1H), 3.67-3.65 (m, 4H),
3.55-3.53 (m, 4H) 3.17-3.16 (g, 2H, J = 7.2
Hz), 2.95-2 94 (m, 3H), 2.93-2.90 (m, 2H),
2.17-2.16 (m, 2H), 2.09-2.05 (m, 2H), 1.21-
1.18 (m, 12H), 1.17-1.13 (t, 3H, J = 7.2 Hz).

LCMS
(M+1)

NMR

713

534

TH-NMR (400 MHz, 6d-DMS0) & ppm 830 (s,
1H), 820 (d, 1H, J = 1.6 Hz), 7.92 (d, 1H, J =
56 Hz), 7.81 (d, 2H, J = 8.4 Hz), 7.30 (d, 2H,
J=8.4Hz), 7.04 (d, 1H, J = 1.6 Hz), 5.99 (d,
1H, J = 5.6 Hz), 5.36-5.33 (m, 1H), 4.79 (t, 2H,
J=64Hz), 453 (dd, 2H, J= 72, 5.2 Hz),
3.60-3.59 (m, 4H), 3.50-3.49 (m, 4H), 2.93-
2.91 (m, 1H), 2.90 (s, 3H), 2.82-2 79 (m,
2H),2.70-2.65 (m, 2H), 2.07-1.98 (m, 4H), 1.08
(d, 6H, J = 6.4 Hz).

714

534

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.58 (d,
1H, J=2.0 Hz), 8.28 (d, 1H, J = 1.6 Hz), 7.96-
7.90 (m, 2H), 7.78 (dd, 1H, J = 8.4, 2.4 11z),
717 (d, 1H,J =16 Hz), 6.31(d, 1H, =72
Hz), 5.99 (d, 1H, J = 5.6 Hz), 4.60-4.51 (m,
2H). 4.50-4.40 (m, 2H), 3.84-3 72 (m, 1H),
3.56-3.50 (m, 4H), 3.48-3.40 (m, 4H), 2.91 (s,
3H), 2.60-2.46 (m, 3H), 2.30-2.10 (m, 2H),
2.08-1.88 (m, 4H), 1.08 (d, BH, J = 6.4 Hz).

715

534

TH-NMR (500 MHz, 6d-DMSO0) & ppm 8.50 (d,
1H, J = 2.5 Hz), 8.27 (d, 1H, J = 2.0 Hz), 7.93
(d, 1H, J = 5.5 Hz),7.91 (s, 1H), 7.78 (dd, 1H,
J=85,20Hz), 717 (d, 1H, J = 1.5 Hz), 6.31
(d, 1H, J = 7.5 Hz), 6.00 (d, 1H, J = 5.5 Hz),
3.81-3.76 (m, 1H), 3.53-3.50 (m, 4H), 3.46-
3.45 (m, 4H), 3.08 (q, 2H, J = 7.0 Hz), 2.70-
2.62 (m, 1H), 2.60-2.54 (m, 2H), 2.54-2.50 (m,
2H), 2.01-1.98 (m, 2H), 1.91-1.87 (m, 2H),
1.09-1.04 (m, 9H), 1.01-0.99 (m, 6H)

716

534

1H-NMR (400 MHz, 6d DMSO) 6 ppm 8.69 (s,
1H), 827 (d, 1H, J= 12 Hz), 792 (d, 1H, J =
5.6 Hz), 7.90-7.88 (m, 2H), 7.16 (d, 1H, J =
16 Hz), 6.31 (d, 1H, J = 7.6 Hz), 5.9 (d, 1H,
J = 5.6 Hz), 3.80-3.75 (m, 1H), 3.53-3.52 (m,
4H), 3.45.3.44 (m, 4H), 3.26 322 (m, TH),
3.03-2.98 (m, 2H). 2.82-2.78 (m, 1H), 2.62-
2.60 (m, 1H), 2.45-2.41 (m, 2H), 1.94-1.85(m,
1H), 1.74-1.66 (m, 2H), 1.36-1.26 (m_ 1H),
1.07 (d, 6H, J = 6.4 Hz), 1.04-0.99 (m, SH).
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THNMR (400 MHz, 60-DMS07 5 ppm 868 (5,
1H), 8.26 (d, 1H, J = 1.2 Hz), 7.92 (d, H, J =
56 Hz), 7 90.7.88 (m, 2H), 716 (d, 1H, J =
1.6 Hz). 6.31(d, 1H, J = 7.6 Hz), 5.98 (d, 1H,
J=56 Hz), 381375 (m, 1H), 353352 (m,
4H), 3453 44 (m, 4H), 3.26-3.22 (m, 1H),
3.03-3.0 (m, 2H), 2.81-2.78 (m, 1H), 2.62-2.59
(m, 1H), 2.45-2 40 (m, 2H), 1.94-1.85(m, 1H),
1.78-1.63 (m, 2H), 1.35-1.24 (m, 1H), 1.07 (d.
BH, J = 6.4 Hr), 104-099 (m, 9H)
TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.68 (d,
1H,J=1.6 Hz), 8.30 (d, 1H, J =12 Hz), 8.20
(s, 1H), 7.94 (d. 1H, J = 5.6 Hz), 7.91 (5. 1H),
785(dd, 1H,J = 80,24 Hz), 718 (d, 1H, J =
1.6 Hz), 6.00 (d, 1H, J = 5.6 Hz), 5.35-5.30 (m,
1H), 478 (t, 2H. J =7.2 Hz), 4.52 (dd, 2H, J =
7.6, 5.6 Hz), 3.72-3.66 (m, 2H), 3.65-3.59 (m,
2H}, 3.51-3.50 (m, 4H), 2.98-2.95 (m, 1H),
2.94 (s, 3H), 2.00-2.84 (m, 1H), 2.76-2.73 (m,
1H), 2.50-2.53 (m, 1H), 1.95-1.90 (m, 1H),
1831 81 (m, 1H) 1.74-1 71 (m, 1H), 145
1.33 (m, 1H), 1.03 (d, 6H, J = 6.4 Hz).
2 TH-NMR (400 MHz, 6d-DMSO) b ppm 5.66 (4,
\G) 1H,J = 1.6 Hz), 8.29 (d, 1H, J = 1.6 Hz), 8.21-
o 817 (m, 1H), 794 (d, 1H, J =56 Hz), 791 (s,
u 1H), 7.85 (dd, 1H, J = 8.0, 2.0 Hz), 7.18 (d,
o 1H,J=1.6 Hz), 6.0 (d, 1H, J =52 Hz), 5 34-
. 5.30 (m, 1H), 478 (L 2H, J = 7.2 Hz), 4.52
Zii B S 935 |(dd, 2H. J =786, 56 Hz), 372-3 66 (m, 2H),
Sanias® 3.65.3.50 (m, 2H), 3.51-3.50 (m. 4H), 2 98-
o 2.5 (m, 1H), 2.94 (s, 3H), 2 90-2 84 (m, 1H),
278275 (m, 1H), 2.58-2.53 (m, 1H), 1.06-
1.90 (m, 1H), 1.84-1.72 (m, 2H), 1.48-1.36 (m,
1H), 1.04 (d, 6H, J = 6.4 Hz)
~ 1H-NMR (400 MHz, 6d-DMS0) & ppm 6.25 (d,
o 1H,J =16 Hz), 7.90 (d, 1H, ) = 5.2 Hr), 7 68-
A 7.62 (m, 2H), 7.37-7.32 (m, 1H), 7.10 (s, TH),
() 632(d, 1H,J =76 Hz), 598 (d 1H,J=52
720 . " 537 | Hz), 3.80-3.77 (m, 1H), 3.60-3.57 (m, 4H),
S 359-3 51 (m, 4H), 2 66 (s, 3H), 2 67-2 57 (m,
Aok, 3H), 2.49-2.45 (m, 2H), 2.13-2.09 (m, 2H),
b 2.01-1.97 (m, 2H), 1.07 (d, 6H. J = 6.4 Hz),
0.98 (d, 6H, J = 6.8 Hz).

A 534

718 535

[0311]

LCMS
M) NMR
~ THNMR (400 MHz, 60 DMS0) 6 ppm 8.26 (d,
oM 1H, J = 1.6 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.68-
. 7.62 (m, 2H), 7.36 (t, 1H, J=8.4 Hz), 7.11 (d,
(] 1H, J = 1.6 Hz), 6.33 (d, 1H, J = 7.6 Hz), 5.99
- W . s37 | (@, 1H,J=56 Hz), 382376 (m, 1H), 3.54-

R N 3.50 (m, 4H), 3.44-3.40 (m, 4H), 2.96 (s, 3H),
T 2.70-2.67 (m, 1H), 2.60-2.56 (m, 2H), 2 48-
b 2.46 (m, 2H), 2.14-2.10 (m, 2H), 2.00-1.92 (m,
2H), 1.09 (d, 6H, J = 6.8 Hz), 1.00 (d, 6H, J =
6.8 Hz).
1FH-NMR (400 MHz, 6d-DMSO) 6 ppm .26 (s,
1H), 7.91 (d, 1H, J = 5.2 Hz), 7.65.7 63 (m,
2H), 7.52 (t, 1H, J = 8.4 Hz), 7.12 (s, 1H), 6.33
(d, 1H, J = 7.2 Hz), 5.99 (d, 1H, J = 5.6 Hz),
537 | 3.81-376 (m, 1H), 3.56-3 52 (m, 4H), 3.46-
3.44 (m, 4H), 2.99 (s, 3H), 2.80-2.70 (m, 3H),
2.52.2.49 (m, 2H), 2.08-2.07 (m, 1H), 1.76-
1.70 (m, 2H), 1.38-1.36 (m, 1H), 1.09 (d, 6H, J
= 6.8 Hz), 1.10-0.90 (m, 6H).

TH-NMR (400 MHz, 6d-DMSO) & ppm 8.26 (d,
1H, J = 1.6 Hz), 8.21 (s, 1H), 7.91 (d, 1H, J =
5.2 Hz), 7.68-7.65 (m, 2H), 7.64 (s, 1H), 7.54-
7.50 (m, 1H), 711 (s, TH), 633 (d, 1H, J=72
Hz), 5.99 (d, 1H, J = 5.6 Hz), 3.81-3.76 (m,
537 | 1H), 3.56-3.52 (m, 4H), 3.46-3.44 (m, 4H),
3.02-2.97 (m, 1H), 2.99 (s, 3H), 2.90-2.80 (m,
1H), 2.79-2.70 (m, 1H), 2.61-2.55 (m, 1H),
2.08-2.07 (m, 1H), 1.89-1.79 (m, 1H), 1.79-
1.70 (m, 1H), 1.38-1.36 (m, 1H), 1.00 (d, 6H, J
= 6.8 Hz), 1.10-0.90 (m, BH).

TH-NMR (400 MHz, 6d-DMSO) & ppm & 88-
8.85 (m, 1H), 833 (d, 1H, J =16 Hz), 7.93 (d,
1H, J = 5.6 Hz), 7.65.7.63 (m, 2H), 743 (t, 1H,
J=84Hz), 715 (d, 1H, J = 1.2 Hz), 6456 41
(m, 1H), 6.00 (d, 1H, J = 5.6 Hz), 3.81-3.80
537 | (m, 1H), 3.78-3.77 (m, 1H), 3.56.3.52 (m, 4H),
3.46-3.44 (m, 4H), 3.30-3 27 (m, 2H), 3.25-
3.06 (m, 2H), 3.06 (s, 3H), 2.50-2.49 (m, 1H),
2.39-2 36 (m, 1H), 2.13-2 12 (m, 1H), 1.98-
1.91 (m, 1H), 1.29-1.26 (m, 6H), 1.09 (d, 6H, J
= 6.4 Hz).

722

723

724

[0312]
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[0313]

[0314]

LCMS
(M+1)

NMR

725

538

TH-NMR (400 MHz, 6d-DMS0) & ppm B.46 (d,
1H. J = 4.8 Hz), 8.18 (s, 1H), 7.98 (d, 1H, J =
5.6 Hz), 729 (t, 1H, J = 5.6 Hz), 717 (s, 1H),
629 (d, 1H, J=76 Hz), 5.03 (d, 1H, J=56
Hz), 3.80-3.76 (m, 1H), 3.54-3.52 (m, 4H),
348-3.47 (m, 4H), 3.04 (s, 3H), 2.74-272 (m,
2H), 2.58-2 50 (m, 2H), 2.20-2 16 (m, 2H),
2.10-2.04 (m, 2H), 1.09 (d, 6H, J = 6.8 Hz),
1.05 (d, 6H, J = 6.0 Hz).

726

539

TH-NMR (500 MHz, 4d-MeOD) © ppm .00 (d,
1H, J = 1.5 Hz), 7.90 (d, 1H, J = 5.5 Hz), 7.63
(d, 1H, J= 8.0 Hz), 7.41 (d, 1H, J = 1.0 Hz),
7.27 (dd, 1H,J = 8.0, 1.0 Hz), 6.86 (d, 1H, J =
1.0 Hz), .03 (d, 1H, J = 5.0 Hz), 5.43-5.41 (m,
1H), 4.92-4.90 (m, 2H), 4.68-4 66 (m, 2H),
3.80-3.75 (m, 2H), 3.75-3.70 (m, 2H), 3.56-
3.52 (m, 4H), 3.37-3.32 (m, 2H), 3.25-3.18 (m,
1H), 2.84-2.76 (m, 3H), 2.09-2.05 (m, 2H),
1.96-1.88 (m, 2H), 1.30 (d, 6H, J =6.5 Hz).

727

540

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.24 (d,
1H, J= 1.6 Hz), 7.92 (d, 1H, J = 5.6 Hz), 7.84
(d, 2H, J = 8.4 Hz), 7.53 (d, 2H, J = 8.4 Hz),
7.09 (d, 1H, J =16 Hz), .00 (d, 1H, J= 56
Hz), 4.00-3.82 (m, 2H), 3.82-3.65 (m, 2H),
3.58-3.54 (m, 2H), 3.52-3.48 (m, 2H), 2.80-
2.65 (m, 2H), 2.65-2.50 (m, 3H), 2.08-1.90 (m,
5H), 0.85 (d, 6H, J = 6.4 Hz), 0.84- 074 (m,
4H).

728

541

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.18 (d,
1H, J =16 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.78
(d,2H, J = 8.4 Hz), 7.39 (d, 2H, J = 8.4 Hz),
7.03(d, 1H,J=16Hz), 597 (d, 1H,J=56
Hz), 3.74-3.68 (m, 2H), 3.68-3.62 (m, 1H),
3.58-3.50 (m, 2H), 3.468-3.40 (m, 4H), 3.30-
3.20 (m, 1H), 2.88 (s, 3H), 2.74-2.70 (m, 1H),
268-2.56 (m, 4H), 2.54-2 50 (m, 2H), 2 47-
2.40 (m, 2H), 2.03-1.92 (m, 2H), 1.90-1.78 (m,
2H), 0.99 (d, 6H, J = 6.4 Hz).

LCMS
(M+1)

NMR

729

541

TH-NNR (400 MHz, 6d-DMS0) 6 ppm 8.23 (s,
1H), 7.92 (d, 1H, J =52 Hz), 7.85 (d, 2H, J =
7.2 Hz), 846 (d, 2H, J = 7.2 Hz), 7.07 (s, H),
5.99 (d, 1H, J = 5.2 Hz), 3.78-3.74 (m, 2H),
370-3.65 (m, 2H), 3.52-3.43 (m, 1H), 3.52-
3.48 (m, 2H), 3.47-3.44 (m, 2H), 3.30-3.21 (m,
2H), 2.96 (s, 3H), 2.75:2.70 (m, 2H), 2.35-2.30
(m, 2H), 2.10-2.01 (m, 2H), 1.75-1.71 (m, 2H),
1.62-1.57 (m, 2H), 1.43-1.39 (m, 2H), 1.01-
0.80 (m, 6H).

730

541

1H-NMR (500 MHz, 6d-DMSO) 6 ppm 8.18 (d,
1H, J = 1.0 Hz), 7.90 (d, 1H, J = 5.5 Hz), 7.77
(d, 2H, J = B.0 Hz), 7.48 (d, 2H, J = 8.0 Hz),
7.03(d, 1H, J=15Hz), 5.98 (d, 1H, J=55
Hz), 3.71-3.68 (m, 2H), 3.68-3.65 (m, 1H),
3.55.353 (m, 2H), 3.47-3.43 (m, 4H), 3.30-
3.25 (m, 2H), 2.91 (s, 3H), 2.81-2.77 (m, 2H),
271-2.68 (m, 1H), 2.65-2.60 (m, 2H), 2 54-
2.51 (m, 2H), 2.39-2.36 (m, 1H), 1.80-1.78 (m,
2H), 1.72-1.60 (m, 1H), 1.40-1.35 (m, 1H),
1.01 (t, 6H, J = 6.0 Hz ).

31

542

TH-NMR (500 MHz, 6d-DMS0) 6 ppm 8.58 (d,
1H, J = 2.5 Hz), 8.29 (d, 1H, J = 1.5 Hz), 7.94-
7.91 (m, 2H), 777 (dd, 1H, J =85, 2.0 Hz),
749(d, 1H, J=15Hz), 598 (d, 1H, J= 5.0
H), 3.71-3.66 (m, 2H), 3.65-3.63 (m, 1H), 3.56-
3.55 (m, 2H), 3.48-3.46 (m, 4H), 3.30-3.25 (m,
1H), 2.92 (s, 3H), 2.72-2.69 (m, 1H), 2.63-2.60
(m, 4H), 2.52-2.47 (m, 4H), 2.02-2.00 (m, 2H),
1.92-1.86 (m, 2H), 1.00 (d, 6H, J = 6.5 Hz).

732

545

733

549

TH-NNR (500 MHz, 6d-DMSO0) 6 ppm 8.50 (d,
1H, J = 2.0 Hz), 8.29 (d, 1H, J = 1.5 Hz), 7.95-
7.93 (m, 2H), 7.79 (dd, 1H, J = 8.5, 2.5 Hz),
7.19(d, 1H, J= 1.5 Hz), 6.01 (d, 1H, J= 5.5
Hz),5.34 (5 =2, 1H, J = 6.0 Hz), 4.79 (t, 2H,
J=7.0Hz), 4.56-4.52 (m, 4H), 4.45 (1, 2H, J =
6.0 Hz), 3.72-3.68 (m, 2H), 3.63-3.59 (m, 2H),
3.52.3.50 {m, 4H), 3.45-3.43 (m, 1H), 2.92 (s,
3H), 2.54-2 52 (m, 2H), 2.19-2 15 (m, ZH),
2.04-1.98 (m, 2H). 1.95-1.91 (m, 2H)
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734

549

TH-NMR (500 MHz, 6d-DMS0) 6 ppm 8.50 (d,
1H, J = 2.5 Hz), 8.29 (d, 1H, J = 2.0 Hz), 7.95-
7.92 (m, 2H), 7.79 (dd, TH, J = 8.5, 2.0 Hz),
7.19(d, 1H, J=2.0 Hz), 6.01 (d, 1H, J= 5.5
Hz), 5.35 (5 S, 1H, J = 5.5 Hz), 4.80 (t, 2H,
J = 6.5 Hz), 4.54 (dd, 2H, J=7.5, 5.5 Hz),
3.71-3.70 (m, 2H), 3.67-3.60 (m, 2H), 3.52-
3.51 (m, 4H), 3.33-3.30 (m, 1H), 3.09 (q, 2H, J
= 6.5 Hz), 2.70-2.55 (m, 2H), 2.55-2.50 (m,
2H), 2.02-1.98 (m, 2H), 1.00 (t, 3H, J = 6.5
Hz), 1.01 (d, 6H, J = 6.5 Hz).

735

550

1H-NMR (400 MHz, 6d-DMS0) & ppm 8.57 (d,
1H, J=1.6 Hz), 8.27 (d, TH, J=1.2 Hz), 7.96-
7.88 (m, 2H), 778 (dd, 1H, J =80, 20 Hz),
717(d,1H,J=16Hz),630(d, 1H, J=76
Hz), 599 (d, 1H, J =56 Hz), 3.80-3 70 (m,
1H), 3.60-3.50 (m, 4H), 3.48-3 42 (m, 4H),
3.44-341 (m, 1H), 3.26-3.20 (m, TH), 3.25 (s,
3H), 2.91 (s, 3H), 2.80-2.70 (m, 1H), 2.67-2.55
(m, 4H), 2.05-1.95 (m, 2H), 1.92-1 80 (m, 2H),
1.08(d,6H, J=68Hz), 098 (d,3H, J=72
Hz).

736

550

1H-NMR (400 MHz, 6d-DMS0) & ppm 8 58 (d,
1H, J=2.0Hz), 8.29 (d, 1H, J = 1.6 Hz), 8.00-
7.90 (m, 2H), 777 (dd, 1H, J =80, 2 0 Hz),
718(d,1H,J=16Hz),632(d, 1H, =76
Hz), 600 (d, 1H, J =52 Hz), 390-3 70 (m,
1H), 3.60-3.50 (m, 4H), 3.47-3 42 (m, 4H),
343-340 (m, TH), 3.30-3 20 (m, 1H), 325 (s,
3H), 2.92 (s, 3H), 2.80-2.72 (m, 1H), 2.70-2.58
{m, 4H), 2.40-1 96 (m, 2H), 1.94-1.80 (m, 2H),
1.09 (d, 6H, J=68 Hz), 099 (d, 3H, J=638
Hzl.

737

552

1H NMR {400 MHz, DMSO-d6) 6 B.04 (1, J =
2.2 Hz, 1H), 7.97 - 7.81 (m, 2H), 7.26 - 7.16
(m, 2H), 7.01 (d, J = 1.8 Hz, 1H), 5.98 (d, J =
55 Hz, 1H), 533 -5.23 (m, 1H), 4.74 (1, J =
6.9 Hz, 2H), 448 (dd, J = 7.6, 5.1 Hz, 2H),
3.65 (br.s, 2H), 3.55 (br.s, 2H), 3.45 (dd, J =
6.7, 3.7 Hz, 4H), 3.29 (s, 5H), 2.87 (s, 3H),
2.72-2.50 (m, 3H), 1.93 (d, J = 13.0 Hz, 2H),
1.82 (d, J=13.1 Hz, 2H), 0.95 (d, J = 6.5 Hz,
6H).

LCMS
(M+1)

NMR

738

557

TH-NMR (400 MHz, 6d-DMS0) & ppm 822 (d,
1H, J=16Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.84
(d, 2H, J = 8.4 Hz), 7.53 (d, 2H, J = 8.4 Hz),
7.06 (d, 1H, J =16 Hz), 6.32 (d, 1H, J=76
Hz), 6.00 (d, 1H, J = 5.2 Hz), 3.85-3.75 (m,
1H), 3.55-3.50 (m, 4H), 3.47-3.42 (m, 4H),
2.80-2.65 (m, 2H), 2.65-2.50 (m, 3H), 2.06-
1.90 (m, 4H), 1.08 (d, 6H, J = 6.4 Hz), 0.85 (d,
6H, J = 6.4 Hz).

739

o

TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.18 (4,
1H, J=1.2 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.79
(d,2H, J =84 Hz) 7.39 (d, 2H, J = 8.4 Hz),
7.04 (s, 1H), 597 (d, 1H, J = 56 Hz), 4.23°
422 (m, 1H), 3.69-3.65 (m, 2H), 3.65-3.63
(m, 1H), 3.55.3.54 (m, 2H), 3.52.3.50 (m, 1H),
3.49-3.45 (m, 4H), 3.30-3.26 (m, 3H), 2.89 (s,
3H), 2.74-2.66 (m, 2H), 2.65-2.50 (m, BH),
1.98-1.93 (m, 2H), 1.92-1.88 (m, 2H), 0.95 (d,
3H,J =64 Hz).

740

557

TH-NMR (500 MHz, 6d-DMSO0) 6 ppm 8.18 (d,
1H, J = 1.5 Hz), 7.91 (d, 1H, J = 5.5 Hz), 7.79
(d,2H, J =85 Hz), 7.39 (d, 2H, J = 8.5 Hz),
7.04 (d, 1H, J =15 Hz), 5.97 (d, 1H, J=55
Hz), 4.30-4.20 (m, 1H), 3.69-3.65 (m, 2H),
3.65-3.61 (m, 1H), 3.55-3.54 (m, 2H), 3.51-
3.48 (m, 1H), 3.49-3.45 (m, 4H), 3.30-3.26 (m,
3H), 2.89 (s, 3H), 2.69-2.65 (m, 2H), 2.65-2.50
(m, 6H),1.98-1.95 (m, 2H), 1.90-1.88 (m, 2H),
0.95 (d, 3H, J = 6.5 Hz).

741

558

TH NMR (500 MHz, 6d-DMSO) © ppm 6.58 (d,
1H, J = 2.5 Hz), 8.30 (d, 1H, J = 1.5 Hz), 7.95-
7.91 (m, 2H), 7.80-7.78 (m. 1H), 719 (d, 1H, J
= 1.5 Hz), 5.99 (d, 1H, J = 5.0 Hz), 4.234.21
(m, 1H), 3.74-3.69 (m, 2H), 3.70-3.65 (m, 1H),
3.56-3.55 (m, 2H), 3.49-3.47 (m, 5H), 3.31-
3.29 (m, 3H), 2.93 (s, 3H), 2.65-2.64 (m, 1H),
2.64-2.60 (m, 6H), 2.51-2.50 (m, 1H), 2.05-
2.01 (m, 2H), 1.99-1.98 (m, 2H), 0.96-0.95 (d,
3H, J = 6.5 Hz).
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742

558

TH NMR (500 MHz, 6d-DMS0) 6 ppm B8.50 (d,
1H, J =2.0 Hz), 8.30 (d, 1H, J = 2.0 Hz), 7.96-
7.93 (m, 2H), 7.79 (dd, 1H, J = 8.0, 2.0 Hz),
719(d, 1H,J=15Hz), 599 (d, 1H, J=55
Hz), 3.73-3.68 (m, 2H), 3.69-3.65 (m, 1H),
3.67-3.56 (m, 2H), 3.55-3.49 (m, 4H), 3.31-
3.28 (m, 4H), 2.94 (s, 3H), 2.95-2 85 (m, 2H),
2.66-2.65 (m, 2H), 2.56-2.53 (m, 2H), 2.49-
2.48 (m, 2H), 2.18-1.99 (m, 4H), 1.04-1.03 (m,
3H).

743

565

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.57 (d,
1H, J =2.0 Hz), 8.29 (d, 1H, J = 1.6 Hz), 7.95-
7.90 (m, 2H), 7.77 (dd, 1H, J = 8.0 Hz, 2.0
Hz), 7.18 (d, 1H, J = 1.6 Hz), 6.01 (d, 1H, J =
5.2 Hz), 5.39-5.28 (m, 1H), 479 (L 2H, J=7.2
Hz), 4.53 (dd, 2H, J = 7.2, 5.2 Hz), 3.80-3.75
(m, 2H), 3.72-3 67 (m, 2H), 3.63-3 58 (m, 4H),
3.53-3.49 (m, 1H), 3.32-3.20 (m, 1H), 3.26 (s,
3H), 2.91 (s, 3H), 2.80-3.75 (m, 1H), 2.70-2.56
{m, 4H), 2.05-1.98 (m, 2H), 1.95-1.79 (m, 2H),
098 (d, 3H, J = 6.8 Hz).

744

565

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 857 (d,
1H, J = 2.0 Hz), 8.29 (d, 1H, J = 1.6 Hz), 7.95-
7.90 (m, 2H), 7.77 (dd, 1H, J =8.0 Hz, 2.0
Hz), 7.18 (d, 1H, J = 1.6 Hz), 6.01 (d, 1H, J =
5.2 Hz), 5.30-5.28 (m, 1H), 479 (t, 2H, J = 7.2
Hz), 4 53 (dd, 2H, J = 7.2, 5.2 Hz), 3.80-3.75
(m, 2H), 3.72-3.67 (m, 2H), 3.63-3.58 (m, 4H),
3.53-3.49 (m, 1H), 3.32-3.20 {m, 1H), 3.26 (s,
3H), 2.91 (s, 3H), 2.80-3.75 (m, 1H), 2.70-2 56
(m, 4H), 2.05-1.98 (m, 2H), 1.95-1.79 (m, 2H),
0.98 (d, 3H, J = 6.8 Hz).

745

571

TH-NMR (500 MHz, 6d-DMS0) 6 ppm 8.18 (d,
1H, J = 1.5 Hz), 7.90 (d, 1H, J = 5.5 Hz), 7.78
(d, 2H, J = 8.5 Hz), 7.38 (d, 2H, J = 8.5 Hz),
7.03(d, 1H,J=10Hz), 596 (d, 1H, J=55
Hz), 3.70-3.65 (m, 2H), 3.65-3.58 (m, 1H),
3.55-3.51 (m, 2H), 3.46-3.41 (m, 6H), 3.30-
3.22 (m, 2H), 3.24 (s, 3H), 2.87 (s, 3H), 2.77-
2.73 (m, 1H), 2.65-2.58 (m, 6H), 2.50-2.47 (m,
1H), 1.97-1.94 (m, 2H), 1.86-1.82 (m, 2H),
1.00 (d, 3H, J = 6.0 Hz).

LCMS
(M+1)

NMR

746

571

TH-NMR (500 MHz, 6d-DMS0) 6 ppm 8.18 (d,
1H,J=15Hz), 7.90 (d, 1H, J = 5.5 Hz), 7.78
(d, 2H, J = 8.5 Hz), 7.38 (d, 2H, J = 8.5 Hz),
7.03(d, 1H, J = 1.0 Hz), 5.96 (d, 1H, J=5.5
Hz), 3.70-3.65 (m, 2H), 3.65-3.58 (m, 1H),
3.55-3.51 (m, 2H), 3.46-3.41 (m, 6H), 3.30-
3.22(m, 2H), 3.24 (s, 3H), 2.87 (s, 3H), 2.77-
273 (m, 1H), 2.65-2.58 (m, 6H), 2.50-2 47 {m,
1H), 1.97-1.94 (m, 2H), 1.86-1.82 (m, 2H),
1.00 (d, 3H, J = 6.0 Hz).

747

572

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 824 (d,
1H,J=16Hz), 7.93 (d, 1H, J = 5.6 Hz), 7.84
(d,2H, J=8.4 Hz), 7.53 (d, 2H, J = 8.4 Hz),
7.06 (d, 1H, J = 2.0 Hz), 6.01 (d, 1H, J =56
Hz), 5.34 (5 F&, 1H,J=56Hz), 479 (t, 2H,
J=7.2Hz), 453 (dd, 2H, J =80, 5.6 Hz),
3.80-3.75 (m, 2H), 3.70-3.65 (m, 2H), 3.55-
3.45 (m, 4H), 2.78-2.70 (m, 2H), 2.65-2.50 (m,
3H), 2.08-1.80 (m, 4H), 0.85 (d, 6H, J =64
Hz).

748

72

TH-NMR (400 MHz, 6d-DMSO0) & ppm 8.57 (4,
1H, J =2.0 Hz), 8.29 (d, 1H, J = 2.0 Hz), 7.95-
7.90 (m, 2H), 7.77 (dd, 1H, J = 8.0, 2.0 Hz),
7.18(d, 1H, J = 1.2 Hz), 5.99 (d, 1H, J = 5.6
Hz), 3.73-3.67 (m, 2H), 3.58-3.53 (m, 2H),
3.49.3.40 (m, 4H), 3.40-3.35 (m, 2H), 3.32-
3.20 (m, 4H), 3.25 (s, 3H), 2.92 (s, 3H), 2.81-
2.75 (m, 2H), 2.60-2.52 (m, 4H), 2.50-2.47 (m,
1H), 2.03-1.95 (m, 2H), 1.90-1.84 (m, 2H),
0.99 (d, 3H, J = 6.8 Hz).

749

572

1H-NMR (400 MHz, 6d-DMSQ) 6 ppm 8,57 (d,
1H, J = 2.0 Hz), 8.29 (d, 1H, J = 2.0 Hz), 7.95-
7.90 (m, 2H), 7.77 (dd, 1H, J = 8.0, 2.0 Hz),
7.18(d, 1H, J = 1.2 Hz), 5.99 (d, 1H, J = 5.6
Hz), 3.73-3.67 (m, 2H), 3 58-353 (m, 2H),
3.49-3.40 (m, 4H), 3.40-3.35 (m, 2H), 3.32-
3.20 (m, 4H), 3.25 (s, 3H), 2.92 (s, 3H), 2.81-
2.75 (m, 2H). 2.60-2 52 (m, 4H), 2.50-2 47 (m,
1H), 2.03-1.95 (m, 2H), 1.90-1.84 (m, 2H),
0.99 (d, 3H, J = 6.8 Hz).
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750

586

TH-NMR (500 MHz, 63-DMSO0) 6 ppm .58 (d,
1H, J = 2.5 Hz), 8.28 (d, 1H, J = 1.0 Hz), 7.93-
7.92 (m, 2H), 7.78 (dd, 1H, J = 7.0, 2.0 Hz),
7.18 (s, 1H), 6.69 (d, 1H, J = 76.0 Hz), 6.31 (d,
1H, J = 7.5 Hz), 6.00 (d, 1H, J = 5.0 Hz), 3.94-
3.89 (m, 1H), 3.84-3.75 (m, 1H), 3.55-3.52 (m,
4H), 3.48-3.45 (m, 4H), 2.93 (s, 3H), 2.87-2.81
(m, 1H), 2.70-2.61 (m, 4H), 2.06-2.00 (m, 2H),
1.95-1.86 (m, 2H), 1.09 (d, 6H, J = 6.5 Hz),
1.02(d, 3H, J= 6.5 Hz).

751

407

1H NMR (400 MHz, Gl E¢S-d4) & 8 54 (s, 1H),
7.98(d, J=18Hz, 1H),7.85 (d, J =55 Hz,
1H), 7.81 - 7.70 (m, 2H), 7.55— 7.38 (m, 2H),
6.94 (d, J = 1.8 Hz, 1H), 6.00 (d, J = 5.5 Hz,
1H), 4.86 (d, J = 3.6 Hz, 1H), 4.03 (s, 2H),
3.85 (s, 2H). 3.62 (s, 2H), 3.59 — 3.47 (m, 3H),
3.16 —3.07 (m, 1H), 3.00 (dd, J =12.8, 9.3
Hz, 1H), 2.09 — 1.96 (m, 1H), 0.92 (dt, J =428,
2.8 Hz, 2H), 0.86 (ddt, J = 7.5. 4.6, 2.5 Hz,
2H).

752

407

1H NMR (400 MHz, HI & =-d4) 5 7.95 (d, J =
18Hz, 1H), 783 (d, J=54 Hz, 1H), 7.79 —
7.66 (m, 2H), 7.44 — 7.35 (m, 2H), 6.92 (d, J =
1.8 Hz, 1H), 5.99 (d, J =55 Hz, 1H), 548 (s,
1H), 4.02 (s, 2H), 3.97 (dd, J = 8.0, 4.7 Hz,
1H), 3.84 (s, 2H), 3.71 (dd. J = 10.9, 47 Hz,
1H), 3.63 (s, 2H), 3.60 — 3.55 (m, 1H), 3.54 (d,
J=80Hz, 2H), 2.01 (ft, J= 8.0, 47 Hz, 1H),
0.92 (dt, J =4.8, 2.8 Hz, 2H), 0.85 (ddt, J =
74,46, 25Hz, 2H).

753

407

1H NMR (400 MHz, | £t =-d4) 6 7.96 (d, J =
1.8 Hz, 1H), 7.84 (d, J =5.5 Hz, 1H), 7.77 —
7.63 (m, 2H), 7.48 — 7.35 (m, 2H), 6.92 (d, J =
1.8 Hz, 1H), 5.09 (d, J = 5.5 Hz, 1H), 4.03 (s,
2H), 3.98 (dd, J = 8.0, 4.7 Hz, 1H), 3.85 (s,
2H). 372 (dd. J = 10.9, 4.8 Hz, 1H), 3.63 (s,
2H), 3.58 (dd, J = 10.8, 8.0 Hz, 1H), 3.54 (s,
2H), 2.02 (it, J = 7.9, 4.7 Hz, 1H), 0.92 (dt, J =
48,2 8Hz 2H), 0.86 (ddt J=75 46,25
Hz, 2H).

LCMS
(M+1)

NMR

754

411

1H NMR (400 MHz, Tl &t 2-d4) 5 8.05 (d, J =
1.8 Hz, 1H), 7.89 (d, J = 5.4 Hz, 1H), 7.84 —
7.69 (m, 2H), 7.51 - 7.33 (m, 2H), 6.96 (d, J =
1.8 Hz, 1H), 6.04 (d, J =5.4 Hz, 1H), 4.19 (q,
J=7.1Hz, 2H), 4.02 (dd, J = 7.9, 4.7 Hz, 1H),
3.80 — 3.68 (m, 5H), 3.63 — 3.48 (m, 5H), 2.63
(p,d=1.9Hz, 3H), 1.31 (1, J = 7.1 Hz, 3H).

755

419

1H NMR (400 MHz, DMSO-d6) 6 8.18 (d, J =
1.8 Hz, 1H), 7.89 (d, J = 5.4 Hz, 1H), 7.86 —
777 (m, 2H), 7.63 - 7.53 (m, 2H), 7.05 (d, J =
1.8 Hz, 1H), 5.96 (d, J = 5.5 Hz, TH), 4.72 (d,
J=6.1Hz, 2H), 4.65 (d, J = 6.0 Hz, 2H), 3.91
(s, 2H), 370 (s, 2H), 351 (d, J = 27.0 Hz, 5H),
201 (tt, J = 7.7, 4.9 Hz, 1H), 0.81 — 0.65 (m,
4H).

756

A1

1H NMR (400 MHz, H &t 2-d4) 5 7.97 (d, J =
18 Hz, 1H), 7.84 (d, J =54 Hz, 1H), 7.74 -
7.66 (m, 2H), 7.42 — 7.35 (m, 2H), 7.36 - 7.21
(m, 1H), 6.93 (d, J = 1.8 Hz, 1H), 5.99 (d, J =
55 Hz, 1H), 4.04 (d, J = 9.6 Hz, 2H), 3.91 —
3.85 (m, OH), 3.83 — 3.72 (m, TH), 3.60 — 3.61
(m, 6H), 3.55 (d, J = 6.9 Hz, 2H), 2.77 {t, J =
5.6 Hz, 2H), 2.72 (dt, J = 11.3, 5.6 Hz, 5H),
202 (tt, J = 7.8, 4.7 Hz, 1H), 0.92 (dt, J = 4.8,
2.8 Hz, 2H), 0.86 (ddt, J = 7.5, 4.6, 2.6 Hz,
2H).

757

421

758

421
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759

425

1H NMR (400 MHz, HIEf2-d4) 5 8.02 (dd, J =
28,1.8Hz, 1H), 7.86 (d, J = 5.4 Hz, 1H), 7.81
(t,J = 8.2 Hz, 1H), 7.30 — 7.15 (m, 2H), 7.04 —
6.95 (m, 1H), 6.00 (d, J =5.5 Hz, H), 4.10—
3.94 (m, 3H), 3.85 (s, 2H), 3.72 (dd, J = 10.9,
4.9 Hz, 1H), 368 — 3.48 (m, 5H), 2.02 (tt, J =
7.9,4.8 Hz, 1H), 0.92 (dt, J=4.9, 2.8 Hz, 2H),
0.86 (ddt, J = 7.5, 4.7, 2.5 Hz, 2H).

760

o]

433

1H NMR (400 MHz, HE'=-d4) 5 7.96 (d, J =
1.8 Hz, 1H), 7.84 (d, J= 54 Hz, 1H), 7.73 —
7.63 (m, 2H), 7.41 — 7.32 (m, 2H), 6.93 (d, J =
1.8 Hz, TH), 5.99 (d, J = 5.5 Hz, 1H), 4.70 (t, J
= 6.8 Hz, 2H), 4.44 (1, J = 6.4 Hz, 2H), 4.08 -
3.8 (m, 3H), 3.85 (s, 2H), 3.71 (s, 2H), 3.63
(s, 2H), 3.54 (s, 2H), 2.02 (it, J = 7.9, 4.8 Hz,
1H), 0.92 (dt, J = 4.8, 2.8 Hz, 2H), 0.86 (ddt, J
=75,46,25Hz 2H).

761

435

TH NMR (400 MHz, HIE-=-d4) 6 7.96 (d, J =
1.8 Hz, 1H), 7.84 (d, J=54 Hz, 1H), 7.73 -
7.65 (m, 2H), 7.42 — 7.36 (m, 2H), 6.92 (d, J =
1.8 Hz, 1H), 5.98 (d, J = 5.5 Hz, 1H), 4.02 (s,
2H), 3.84 (s, 2H), 3.79 (s, 1H), 362 (s, 2H),
3.50 — 3.47 (m, 2H), 3.34 (s, 6H), 2.01 (it, J =
7.9,4.7 Hz, 1H), 1.20 (s, 3H), 1.12 (s, 3H),
0.96 — 0.90 (m, 2H), 0.86 {tdd, J=7.5,5.3,2.4
Hz, 2H).

762

439

THNMR (400 MHz, E= == d)5 7.95 (d, J =
1.8 Hz, 1H), 7.84 (d, J =55 Hz, 1H), 7.75—
7.67 (m, 2H), 7.43 — 7.34 (m, 2H), 6.89 (d, J =
1.9 Hz, 1H), 6.00 (d, J =55 Hz, 1H), 541 (t,
J=6.2, 51 Hz, 1H), 4.89 (ddd, J = 7.4, 6.2,
1.0 Hz, 2H), 465 (ddd, J = 7.5, 5.2, 0.9 Hz,
2H), 3.97 (dd, J =8.0, 47 Hz, 1H), 3.74 — 3 68
(m, 3H), 3.57 (dd, J = 10.8, 8.0 Hz, 1H), 3.53
(dd, J = 6.5, 3.9 Hz, 4H).

763

H.N

)
Tazve

Ho—/ =/

439

1H NMR (400 MHz, B Er=-d4) 5 7.96 (d, J =
1.8 Hz, 1H), 7.84 (d, J =54 Hz, 1H), 7.77 —
7.62 (m, 2H), 747 — 7.33 (m, 2H), 6.89 (d, J =
1.8 Hz, 1H), 6.01 (d, J = 5.5 Hz, 1H), 5.41 (tt,
J=6.3,5.1Hz 1H), 4.90 (ddd, J =7 4, 6.2,
1.0 Hz, 2H), 466 (ddd, J =75, 5.1, 0.9 Hz,
2H), 3.99 (dd, J = 7.9, 4.7 Hz, 1H), 3.80 (s,
3H), 3.77 — 3.64 (m, 2H), 3.50 (dd, J =10.9,
8.0 Hz, 1H), 3.54 — 3.4 (m, 4H).
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764

439

1H NMR (400 MHz, HIE* = -d4) 5 7.95 (d, J =
1.8 Hz, 1H), 7.84 (d, J = 5.5 Hz, 1H), 7.76 —
7.59 (m, 2H), 7.49 — 7.32 (m, 2H), 6.8 (d, J =
1.8 Hz, 1H), 6.00 (d, J = 5.5 Hz, 1H), 4.17 (g,
J=7.1Hz, 2H), 3.79 (s, 1H), 3.72 (d, J = 6.1
Hz, 4H), 3.57 — 3.41 (m, 4H), 1.20 (t, J = 7.1
Hz, 3H), 1.20 (s, 3H), 1.12 (s, 3H).

765

766

443

1H NMR (500 MHz, I E- = d4) 5 7.98 (dd, J =
12.3, 1.8 Hz, 1H), 7.86 (d, J = 5.4 Hz, 1H),
7.60(dd, J=16.3, 79 Hz, 2H), 7.25 (t, J= 7.2
Hz, 2H), 6.94 (dd, J = 10.9, 1.8 Hz, 1H), 6.42
(s, 0H), 6.02 (d, J = 5.4 Hz, 1H), 5.57 (s, 1H),
4.07 (d, J = 18.4 Hz, 2H), 3.67 (s, 2H), 3.65 (s,
2H), 357 (s, 2H), 3.48 (s, 1H), 3.38 (s, 2H),
3.05(dt, J = 18.3, 6.0 Hz, 2H), 2.94 (t, J=5.8
Hz, 1H), 2.61 (t. J = 5.9 Hz, 1H), 2.46 (t, J =
59 Hz, 1H), 2.15 (s, 1H), 204 (tt, J= 8.2, 50
Hz, TH), 0.95 (dt, J = 5.5, 3.1 Hz, 2H), 0.88
(dg, J = 10.4, 4.0, 3.6 Hz, 2H).

767

443

1H NMR (400 MHz, I E =-d4) 5 7.94 (d, J =
1.8 Hz, 1H), 7.84 (d, J =55 Hz, 1H), 7.66 (d,
J=8.3Hz 2H), 7.24 (d, J = 8.0 Hz, 2H), 6.90
(d, J= 1.9 Hz, 1H), 6.00 (d, J = 5.5 Hz, TH),
4.25 (s, 3H), 4.03 (s, 3H), 3.84 (s, 2H), 3.58
(d, J = 26.6 Hz, 5H), 2.75 — 2.66 (m, 2H), 2.42
{td, J = 9.7, 2.9 Hz, 2H), 2.06 — 1.99 (m, 1H),
1.30 (d, J = 14.4 Hz, 1H), 0.99 — 0.81 (m, 4H).

768

447

1H NMR (400 MHz, DMSO-d6) 5 8.14 (d, J =
1.8 Hz, 1H), 7.88 (d, J = 5.4 Hz, 1H), 7.78 —
7.68 (m, 2H), 7.56 — 7.47 (m, 2H), 7.02 (d, J =
1.9 Hz, 1H), 5.96 (d, J = 5.5 Hz, 1H), 3.91 (s,
2H), 386 (td, J = 112, 2.3 Hz, 2H), 3.69 (s,
2H). 3.62 (dt, J = 11.1, 3.8 Hz, 2H), 3.50 (d, J
= 25.8 Hz, 4H), 2.07 — 1.91 (m, 3H), 1.53 (d, J
= 13.1 Hz, 2H), 0.84 — 0.67 (m. 4H).
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769

447

770

449

1H NMR (400 MHz, HIE =-d4) 5 8 54 (s, ZH),
7.98(d,J = 1.8 Hz, 1H), 7.85 (d, J = 5.4 Hz,
1H), 7.75 (d, J = 8.0 Hz, 2H), 7.43 (d, J = 8.0
Hz, 2H), 6.94 (d, J = 1.8 Hz, 1H), 6.00 (d, J =
5.5 Hz, 1H), 4.55 (s, 1H), 4.03 (s, 3H), 3.82 (d,
J=238Hz 2H), 379 — 367 (m, 1H), 363 (s,
2H), 3.53 (d, J = 168.9 Hz, 2H), 2.05 — 1.94 (m,
1H), 1.28 (s, 1H), 1.16 (dd, J = 16.5, 9.4 Hz,
6H). 0.96 — 0.81 (m, 5H).

T

453

1H NMR (500 MHz, 0l & £-d4) 5 8.45 (s, 2H),
8.11—7.96 (m, 1H), 7.87 (dd, J=17.6, 6.7
Hz, 3H), 7.51 (d, J = 8.2 Hz, 2H), 6.96 (d, J =
1.9 Hz, 1H), 6.05 (d, J = 5.5 Hz, 1H), 5.44 (p,
J=56Hz, 1H), 4.93 (t J =6.9 Hz, 2H), 4.68
(dd, J = 7.6, 5.1 Hz, 2H), 3.96 — 3.66 (m, 6H),
356 (. J = 5.1 Hz, 4H), 3.01 (s, 2H), 2.88 (s,
1H), 1.74 (s, 3H).

772

561

1H NMR (400 MHz, DMSO-d6) 6 8.55 (s, OH),
814 (d,J=20Hz, 1H), 789 (d, J=54 Hz,
1H), 7.71 (d. J = 8.0 Hz, 2H), 7.33(d, J = 8.2
Hz, 2H), 7.01 (d, J = 1.9 Hz, 1H), 5.97 (d, J =
55 Hz, 1H), 413 (s, 2H), 3.92 (s, 2H), 3.70 (s,
2H), 357 (d. J = 25.1 Hz, 3H), 3.46 (s, 1H),
3.15(s, 4H), 2.79 (d, J = 10.7 Hz, 1H), 2.07 -
1.98 (m, 1H), 1.94 — 1.80 (m, 2H), 1.63 (d, J =
10.9 Hz, 1H), 1.51 (s, TH), 1.22 (s, 1H), 0.75
(it J =7.9, 2.0 Hz, 4H).

773

462

1H-NMR (500 MHz, 6d-DMSO) 6 ppm 8.16 (s,
1H), 7.91 (d, 1H, J =55 Hz), 7.74 (d, 2H, J =
8.0 Hz), 7.25 (d, 2H, J = 8.0 Hz), 7.01 (s, 1H),
599 (d, 1H, J=55Hz), 5.34 (5 52, 1H. d,
1H, J =55 Hz), 480 (t, 2H. d, 1H, J = 7.0 Hz),
453 (dd, 2H, d, 1H, J = 7.0, 5.5 Hz), 3.72-3.67
(m, 2H), 3.63-3.58 (m, 2H), 3.55-3.45 (m, 4H),
3.20-3.15 (m, 1H), 3.06-3.02 (m, 2H), 2 64-
2.59 (m, 2H), 1.75-1.70 (m, 2H), 1.57-1.52 (m,
2H).

T

LCMS
(M+1)

NMR

774

462

TH-NNR (400 MHz, 6d-DMS0) 6 ppm 8.15 (d,
1H, J = 1.2 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.72
(d, 2H, J = 8.4 Hz), 7.24 (d, 2H, J = 8.4 Hz),
7.00 (s, 1H), 6.00 (d, 1H, J =56 Hz), 5.34
(5=2, 1H,J=52Hz), 470 (, 2H, J=72
Hz), 4.53 (dd, 2H, J = 7.2, 5.2 Hz), 3.69 (m,
2H). 3.59 (m, 2H), 3.49-3 48 (m, 4H), 2 95-
2.93 (m, 2H), 2.60-2.52 (m, 2H), 2.47 (m, 1H),
1.89-1.87 (m, 1H), 1.70-1.65 (m, 1H), 1.62-
1.58 (m, 1H), 1.55-1.40 (m, 2H).

775

463

TH-NMR (500 MHz, 6d-DMS0) 6 ppm 8.27 (5,
1H), 8.08 (d, 1H, J = 1.5 Hz), 7.88 (d, 1H, J =
5.5 Hz), 7.67 (d, 2H, J = 9.0 Hz), 6.97 (d, 2H,
J=9.0Hz), 6.93 (d, 1H, J = 1.5 Hz), 5.98 (d,
1H, J=55Hz), 5.33 (5 2, 1H, J= 5.0 Hz),
479t 2H, J = 7.0 Hz),4.53 (dd, 2H, J = 7.5,
5.0 Hz), 3.70-3.68 (m, 2H), 3.65-3.64 (m, 2H),
3.48-346 (m, 4H), 3.18-3.16 (m, 4H), 2.99-
2.97 (m, 4H).

776

464

TH-NMR (400 MHz, 6d-DMSO0)  ppm 8.28 (d,
1H, J =24 Hz), 8.15 (d, 1H, J = 1.2 Hz), 7.90
(d, 1H,J = 5.6 Hz), 7.70 (d, 1H, J = 8.8 Hz),
7.73(dd, 1H, J= 8.8, 2.4 Hz), 7.06 (d, 1H, J =
1.2 Hz), 5.98 (d, 1H, J = 5.6 Hz), 5.33 (5 S,
1H, J =5.6 Hz), 4.78 (t, 2H, J = 7.2 Hz), 4.52
(dd, 2H, J =72, 5.6 Hz), 3.70-3.65 (m, 2H),
3.65-3.58 (m, 2H), 3.51-3.45 (m, 4H), 3.25-
3.15 (m, 4H), 3.05-2.93 (m, 4H).

T

464

TH-NMR (400 MHz, 6d-DMSO) & ppm 8.18 (d,
1H,J=1.6Hz),7.91(d, 1H, J =56 Hz), 7.79
(d, 2H, J = 8.4 Hz), 7.39 (d, 2H, J = 8.4 Hz),
702(d, 1H,J=16Hz), 598 (d, 1H,J=586
Hz), 4.09 (g, 2H, J =7.2 Hz), 3.62-3.60 (m,
4H), 3.47-3.46 (m, 4H), 2.96-2.87 (m, 5H),
2.70-2.67 (m, 1H), 2.49-2 46 (m, 1H), 2.11-
2.07 (m, 1H), 1.98-1.92 (m, 1H), 1.69-1.59 (m,
1H), 1.46-1.42 (m, 1H), 1.22 (£, 3H, J=7.2
Hz).

- 227 -

SES061 10-2426043



SES061 10-2426043

LCMS
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TH-NMR (500 MHz, 6d-DMS0) & ppm 861 (s,
1H), 8.32 (d, 1H, J = 1.5 Hz), 8.20 (s, 1H),
7.99 (d, 1H, J=8.0 Hz), 7.95(d, 1H, J = 5.0
Hz), 7.82 (d, 1H, J = 7.5 Hz), 7.20 (d, 1H, J =
15Hz), 6.01 (d, 1H, J =55 Hz), 4.10 (q, 2H,
J =7.0 Hz), 3.70-3.58 (m, 4H), 3.54-3.46 (m,
4H), 3.38-3.25 (m, 1H), 3.15-3.05 (m, 2H),
3.02 (s, 3H), 2.90-2.76 (m, 1H), 2.26-2.18 (m,
1H), 2.14-2.04 (m, 1H), 1.90-1.78 (m, 1H),
1.76-1.66 (m, 1H), 1.23 (t, 3H, J = 7.0 Hz).
2 1H NMR (400 MHz, HE! S d4) 5 7.96 (d, J =
o j,/ 1.8 Hz, 1H), 7.84 (d, J =54 Hz, 1H), 7.73 -
Yy 7.62 (m, 2H), 7.43 — 7.36 (m, 2H), 6.90 (d, J =
g N 467 | 19Hz, 1H),601(d, J=55Hz, TH), 541 (t,
] J =62, 51 Hz, 1H), 4.90 (ddd, J=7.4, 6.2,
1.0 Hz, 2H), 4.66 (ddd, J =75, 5.1, 0.9 Hz,
2H), 3.76 (d, J = 26.0 Hz, 1H), 3.58 — 3.47 (m,
4H), 1.16 (d. J = 29 4 Hz, 6H).

1H NMR (400 MHz, H & 2-d4) 5 7.97 (d, J =
1.8 Hz, 1H), 7.85 (d, J =54 Hz, 1H), 7.72 (d,
J=8.1 Hz, 2H), 7.38 (d, J = 8.2 Hz, 2H), 6.90
467 | (.J=18Hz 1H), 6.01(d, J=54Hz, 1H),
546 —5.35 (m, 1H), 4.90 (dd, J= 7.5, 6.5 Hz,
2H), 4.66 (dd, J = 7.8, 5.2 Hz, 2H), 3.88 —3.61
(m, 8H), 3.61 — 3.46 (m, 5H), 2.58 (g, J=7.0
Hz, 2H), 1.29 (s, 2H), 113 {t, J = 7.2 Hz, 3H)

778 465

780

781 N 475

5 TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.18 (d,
o 1H, J = 1.6 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.78
fs (d, 2H, J = 8.4 Hz), 7.41 (d, 2H, J = 6.4 Hz),
(] 7.02(d, 1H, J= 16 Hz), 5.98 (d, 1H, J=5.2
g - Hz), 4.00 (q, 2H, J = 7.2 Hz), 3.62-3.61 (m,
782 (-J\ \4}_( 1 478 | 4H), 3.47-3.46 (m, 4H), 3.18-3.15 (m, 1H),
o o 3.08-3.04 (m, 1H), 2.90-2.87 (m, 2H), 2.68-
) 265 (m, 1H), 2.51-2.50 (m, 1H), 2.05-2.04 (m,
1H), 1.97-1.96 (m, 1H), 1.62-1.60 (m, 1H),
1.41-1.39 (m, 1H), 1.22 (t, 3H, J = 7.2 Hz),
1.0 (1, 3H, J = 6.4 Hz).

[0325]
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783

478

TH-NMR (400 MHz, 6d-DMS0) 5 ppm B.18 (d,
1H. J = 1.6 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.79
(d, 2H, J = 84 Hz), 7.40 (d, 2H, J = 8.4 Hz),
7.02(d, 1H,J=16Hz), 508 (d, 1H, J=52
Hz), 4.09 (q, 2H, J = 7.2 Hz), 3.62-3.55 (m,
4H), 3.20-3.45 (m, 4H), 3.20-3.15 (m, 1H),
3.08-3.03 (m, 1H), 2.95-2.88 (m, 2H), 2.73-
2.68 (m, 1H), 2.54-2.50 (m, 1H), 2.08-2.04 (m,
1H), 2.00-1.95 (m, 1H), 1.69-1.64 (m, 1H),
1.48-1.43 (m, 1H), 1.22 (t, 3H, J = 7.2 Hz),
1.11 (t, 3H, J = 7.2 Hz).

784

478

TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.50 (s,
1H), 8.29 (d, 1H, J = 1.6 Hz), 8.27 (s, 1H),
797 (d, 1H,J = 8.0 Hz), 793 (d, 1H, J=52
Hz), 7.80 (d, 1H, J = 7.6 Hz), 7.18 (d, 1H, J =
1.2 Hz), .32 (d, 1H, J =7.6 Hz), 5.99 (d, TH,
J =56 Hz), 3.75-3.60 (m, 1H), 3 67-3.48 (m,
4H), 3.47-3.40 (m, 4H), 3.30-3.20 (m, 1H),
3.12-3.02 (m, 2H), 3.00 (s, 3H), 2.84-2.66 (m,
1H), 2.24-2 14 (m, 1H), 2.12-2.00 (m, 1H),
1.86-1.72 (m, 1H), 1.70-1.60 (m, 1H), 1.07 (d,
6H, J = 6.4 Hz).

785

478

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.56 (d,
1H, J = 1.6 Hz), 8.27 (d, 1H, J = 1.6 Hz), 7.96-
7.90 (m, 2H), 7.75 (dd, 1H, J = 8.0, 2.0 Hz),
7.16 (d, 1H, J =16 Hz), 6.30 (d, 1H, J=7.2
Hz), 5.99 (d, 1H, J = 5.6 Hz), 3.80-3.70 (m,
1H), 3.60-3.50 (m, 4H), 3 48-3.40 (m, 4H),
2.91 (s, 3H), 2.90-2.80 (m, 2H), 2.78-2.70 (m,
2H), 2.00-1.88 (m, 2H), 1.86-1.74 (m, 2H),
1.08 (d, 6H, J = 6.4 Hz).

786

478

1H-NMR (500 MHz, 6d-DMSO) & ppm 8.60 (d,
1H,J=15Hz), 829 (d, 1H, J =10 Hz), 7 96-
7.93 (m, 2H), 7.80 (dd, 1H, J = 8.0, 2.0 Hz),
7.18(d, 1H,J=15Hz),6.31(d, 1H, J=70
Hz), 600 (d, TH, J =55 Hz), 381-3.75 (m,
1H), 3.54-3.53 (m, 4H), 3.46-3.45 (m, 4H),
3.17-3.14 (m, 1H), 3.03-3.01 (m, 1H), 3.01 (s,
3H), 3.00-2 92 (m, 1H), 2.70-2 64 (m, 1H),
2.18 (m, 1H), 2.07-2.02 (m, 1H), 1.75-1.72 (m,
1H), 1.60-1.58 (m, 1H), 108 (d, BH, J=65
Hz).

T

LCMS
(M#1)

NMR

787

479

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.59 (d,
1H,J =24 Hz), 8.28 (d, 1H, J = 1.6 Hz), 7.95-
7.90 (m, 2H), 7.79 (dd, TH, J = 8.4, 2.4 Hz),
717(d, 1H, J=16Hz), 600 (d, 1H, J=56
Hz), 4.00 (g, 2H, J = 7.2 Hz), 3.64-3.60 (m,
4H), 3.50-3.45 (m, 4H), 3.22-3.18 (m, 1H),
3.11-3.07 (m, 1H), 2.92-2 84 (m, 2H), 2.78-
2.74 (m, 1H), 2.51-2.50 (m, 1H), 2.05-1.99 (m,
2H), 1.54-1.53 (m, 1H), 1.44-1.43 (m, TH),
122 (t, 3H,J=7.2Hz), 112 (L 3H,J=7.2
Hz).

788

479

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 850 (d,
1H, J=2.0 Hz), 8.31 (s, 1H), B.29 (d, 1H, J =
2.0 Hz), 7.97-7.91 (m, 2H), 7.79 (dd, 1H, J =
8.4,2.4 Hz), 7.17 (d, 1H, J = 1.6 Hz), 5.99 (d,
1H, J = 5.2 Hz), 4.08 (q, 2H, J = 7.2 Hz), 3.68-
3.56 (m, 4H), 3.52-3.42 (m, 4H), 3.26-3.12 (m,
2H), 3.10-2.98 (m, 2H), 2.97-2.90 (m, 1H),
2.76-2.64 (m, 1H), 2.20-2.00 (m, 2H), 1.84-
1.68 (m, 1H), 1.66-1.54 (m, 1H), 1.21 (t, 3H, J
=6.8 Hz), 113 (t, 3H, J= 6.8 Hz).

789

480

TH-NMR (500 MHz, 4d-MeOD) & ppm 7.97 (d,
1H, J=1.5 Hz), 7.86 (d, 1H, J = 5.0 Hz), 7.71
{d,2H,J = 8.5 Hz), 7.32 (d, 2H, J = 8.5 Hz),
6.90 (d, 1H, J = 15 Hz), 6.02 (d, 1H, J =55
Hz), 4.85-4.81 (m, 1H), 4.26-4.23 (m, 1H),
4.16-4.13 (m, 1H), 3.91-3.86 (m, 1H), 3.78-
3.71 (m, 4H), 3.61-3.59 (m, 1H), 3.55-3.51 (m,
6H), 314 (td, 2H, J = 12.5, 2.5 Hz), 2.93 (tt,
1H, J = 12.5, 3.5 Hz), 2.12-2.08 (m, 2H), 1.98-
1.89 (m, 2H).

790

480

1H-NMR (500 MHz, 6d-DMSO) & ppm 8.38 (s,
1H), 816 (s, TH), 7.91 (d, 1H, J = 5.0 Hz),
7.75(d, 2H, J = 8.0 Hz), 7.27 (d, 2H, J = 8.0
Hz), 7.01 (s, 1H), 5.99 (d, 1H, J = 5.5 Hz),
462 (5%, 1H, J = 5.5 Hz), 3.60-3.55 (m,
12H), 3.20-3.14 (m, 2H), 2.81-2.28 (m, 3H),
274271 (m, 1H), 1.91-1.89 (m, 1H), 1380-
1.78 (m, 1H), 1.69-1.64 (m, 2H).

- 229 -

SES061 10-2426043



SES061 10-2426043

LCMS

(M+1) _—

791 (] 481

4 1H NMR (400 MHz, HI&*=-d4)567.96 (d, J =
% 1.8 Hz, 1H), 7.84 (d, J = 5.4 Hz, 1H), 7.71 (d,
o J=82Hz, 2H), 7.38 (d, J = 8.2 Hz, 2H), 6.90
2 (d, J=1.9 Hz, 1H), 6.01 (d, J =5.5 Hz, 1H),
192 LN] 481 541 (i, J = 6.3, 5.1 Hz, 1H), 4.90 (ddd, J =
oH 7.3.6.2, 0.9 Hz, 2H), 4.70 — 4.59 (m, 2H), 3.92
AR \*f“\] {t, J = 6.3 Hz, 1H), 3.87 —3.50 (m, 7H), 3.53
A=/ Ny (t, J =5.2 Hz, 4H), 2.81—2.68 (m, 1H), 1.07
= (dd, J = 15.0, 6.3 Hz, 6H).
B TH-NMR (400 MHz, 6d-DMSO) & ppm 8.61 (d,
b 1H, J = 1.6 Hz), 8.36 (s, 1H), 8.31 (d, 1H, J =
0 1.6 Hz),7.97-7.93 (m, 2H), 7.82.7.79 (m, 1H),
L 7.19(d, 1H, =16 Hz), 6.00 (d, 1H, J = 6.4
793 ] 484 Hz), 3.64-3.60 (m, 4H), 3.52-3.44 (m, 4H),

N - 3.23-3.19 (m, 2H), 3.14-3.04 (m, 2H), 3.00-
f\r/‘}_Q_Qm 2.95 (m, 1H), 2.77-2.70 (m, 1H), 2.20-2.02 (m,
SN o) 2H), 1.82-1.61 (m, 2H), 1.14 (t, 3H, J=7.2
Hz).

o n 1H-NMR (400 MHz, 6d-DMSO) & ppm 8.61 (d,
ik o 1H, J = 1.6 Hz), 8.36 (s, 1H), 8.31 (d, 1H, J =
O 1.6 Hz),7.97-7.93 (m, 2H), 7.82-7.79 (m, TH),

7.19(d, 1H, J=16 Hz), 6.00 (d, 1H, J= 6.4
] 484 | Hz), 3.64-3.60 (m, 4H), 3.52-3.44 (m, 4H),

~ 3.24-319 (m, 2H), 3.12-3.03 (m, 2H), 3.00-
N \,\-;j-,L,NH 2.94 (m, 1H), 2.77-2.70 (m, 1H), 2.20-2.02 (m,
e

¥

i

794 [

2H), 1.82-1.60 (m, 2H), 114 (t 3H J =72
Hz).

AV 1H NMR (400 MHz, D€t E-d4)57.93 (d, J =
o, l 1.8 Hz, 1H), 7.83 (d, J =55 Hz, 1H), 7.73 -
i 7.56 (m, 2H), 7.30 - 7.19 (m, 2H), 6.85 (d, J =
l" ] 1.8 Hz, 1H), 5.99 (d, J =55 Hz, 1H), 4.17 —
795 “N 489 | 4.00 (m, 1H), 3.69 (s, 4H), 3.48 (d, J = 7.0 Hz,
4H), 3.19—2.99 (m, 3H), 2.82 (p, J = 6.6 Hz,
1H), 268 — 247 (m, 1H), 2.40 (t, J= 11.6 Hz,
2H), 1.98 — 167 (m, 4H), 1.14 (d, J = 6.6 Hz,
6H), 0.77 — 0.64 (m, 4H).

[0328]

LCMS
V+1) NMR
TH-NMR (500 MHz, 6d-DMS0) d ppm 8.59 (d,
1H, J = 1.5 Hz), 8.32 (s, 1H), 8.30 (d, 1H, J =
1.5 Hz), 7.96-7.94 (m, 2H), 7.79 (dd, 1H, J =
8.5,2.0Hz), 7.18 (d, 1H, J= 1.5 Hz), 6.00 (d,
1H, J = 5.5 Hz), 4.09 (q, 2H, J = 6.5 Hz), 3.62-
3.61 (m, 4H), 3.49-3.48 (m, 4H), 3.16-3.13 (m,
1H), 3.00 (s, 3H), 2.95-2.92 (m, 2H), 2.70-2.65
(m, 1H), 2.18-2.15 (m, 1H), 2.07-2.02 (m, TH),
1.75-1.73 (m, 1H), 1.60-1.57 (m, 1H), 1.22 (t,
3H,J = 6.5 Hz).
e TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.61 (d,
AL 1H, J = 2.0 Hz), 8.29 (d, 1H, J = 1.6 Hz), 7.97-
P 7.92 (m, 2H), 7.81 (dd, 1H, J = 8.4, 2.4 Hz),
(] 7.18(d, 1H, J =16 Hz), 633 (d, 1H, J= 7.6
¢ N Hz), 8.01 (d, 1H, J = 5.6 Hz), 3.80-3.78 (m,
A 492 1H), 3.54-3.53 (m, 4H), 3.46-3.45 (m, 4H),
) 3.25-3.18 (m, 2H), 3.17-3.07 (m, 2H), 3.05-
~ 297 (m, 2H), 2.70-2.63 (m, 1H), 2.10-2.01 (m,
2H), 1.76-1.75 (m, 1H), 1.74-1.73 (m, 1H),
1.14 (t, 3H, J =6.8 Hz), 1.08 (d, BH, J = 6.8
Hz).
~ TH-NMR (400 MHz, 6d-DMS0) d ppm 859 (d,
o, 1H, J = 1.6 Hz), 8.30-8.25 (m, 2H), 8.00-7.90
a (m, 2H), 7.79 (dd, 1H, J = 8.4, 2.0 Hz), 7.17
[ (d, 1H, J = 1.6 Hz), 6.30 (d, 1H, J = 8.4 Hz),
58 { i agp | 2:99(d, 1H, J=56 Hz), 3.84-370 (m, 1H),
~ B s 3 3.56-3.50 (m, 4H), 3.48.3.40 (m, 4H), 3.26-
L &1 P 316 (m, 1H), 3.14-3.04 (m, 2H), 3.02-2 86 (m,
~ 2H), 2.72-2.60 (m, 1H), 2.18-1.94 (m, 2H),
1.80-1.64 (m, 1H), 1.62-1.50 (m, 1H), 1.13 (t,
3H, J = 6.8 Hz), 1.07 (d, 6H, J = 6.8 Hz).
Y 1H-NMR (400 MHz, 6d-DMS0Q) & ppm 8.21 (s,

798 465

797

1H), 7.93 (d, 1H, J = 5.2 Hz), 7.83 (d, 2H, J =
e 84 Hz),7.21 (d, 2H, J =84 Hz), 7.06 (s, 1H),
N 6.01(d, 1H, J =56 Hz), 5.35 (5 S, 1H,J =
L L] 493 | 50 HZ), 480 (1, 2H, J = 6.8 Hy), 4.55.4.52 (m,
\ 1 2H), 3.75-3.70 (m, 4H), 3.70-3.65 (m, 2H),
. NS 3.65-3 60 (m, 2H). 3 50-3 49 (m, 4H) 291 (s,
b T A \"N'N"J 3H), 1.99-1.94 (m, 4H).

[0329]
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LCMS
(M+1)

NMR

800

493

TH-NMR (500 MHz, 6d-DMS0) 6 ppm 8.61 (d,
1H, J = 1.5 Hz), 8.32 (d, 1H, J = 2.0 Hz), 7.99-
7.95 (m, 2H), 7.81 (d, TH, J'= 9.5 Hz), 7.20 (d,
1H, J= 1.5 Hz), 6.02(d, 1H, J = 4.5 Hz), 5.34
(552, 1H,J=55Hz) 480 (t 2H, J=75
Hz), 4.53 (dd, 2H, J = 7.5, 5.5 Hz), 3.71-3.65
(m, 2H), 2.65.3 60 (m, 2H), 3.53-3.51 (m. 4H),
3.34-331 (m, 1H), 3.13-3.06 (m, 2H), 3.01 (s,
3H), 282277 (m. 1H), 2.24-2 21 (m, 1H),
2.11-2.06 (m, 1H), 1.83-1.80 (m, 1H), 1.72-
1.6 (m, 1H).

801 o L

493

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.58 (d,
1H, J =2.0 Hz), 8.28 (d, 1H, J = 1.2 Hz), 7.94
(d, 1H, J = 5.6 Hz), 7.92 (d, 1H, J = 8.8 Hz),
777 (dd, 1H, J= 8.4, 2.4 Hz), 717 (d, 1H, J =
2.0 Hz), 6.00 (d, 1H, J = 5.6 Hz), 5.40-5.25 (m,
1H), 4.78 (t, 2H, J = 7.2 Hz), 4.55-4.50 (m,
2H). 3.80-3.72 (m, 2H), 3.72-3.65 (m, ZH),
3.54-3.46 (m, 4H), 2.97 (s, 3H), 2.96-2.91 (m,
1H), 2.90-2.82 (m, 1H), 2.80-2.72 (m, 1H),
2.56-2.51 (m, 1H), 2.15-2.05 (m, TH), 2.05-
1.95 (m, 1H), 1.70-1.55 (m, 1H), 1.50-1.35 (m,
1H).

802 r\
G-

NH

494

1H NMR (400 MHz, 0l - =-d4) b 8.50 — 8.47
(m, 1H), 820 (d, J = 1.8 Hz, 1H), 8.00 — 7.77
(m, 3H), 7.16 (d, J = 1.8 Hz, 1H), 6.02 (d, J =
55Hz 1H) 418 (q,J =71 Hz, 2H), 373 (d,
J=54Hz, 4H), 354 (dd, J = 6.6, 3.9 Hz, 4H),
3.28—3.14 (m, 1H), 3.00 (s, 3H), 2.94 — 2.82
(m, 1H), 2.25—2.05 (m, 2H), 1.91 (td, J =
13.1, 43 Hz, 1H), 1.66 (d, J = 14.2 Hz, 1H),
1.40 (s, 3H), 1.29 (t, J =7.1 Hz, 4H), 1.14 (s,
3H)

[l &
18
18
3=

803 Lo

494

1H NMR (400 MHz, HIE-=-d4) 5 8.37 —8.28
(m, 1H), 7.95 (dd, J = 3.6, 1.8 Hz, 1H), 7.85
(dd, J=5.4, 3.6 Hz, 1H), 7.76 — 7.62 (m, 2H),
7.51-7.33(m, 1H), 7.28 (d, J = 7.9 Hz, 2H),
6.90 (dd, J = 3.9, 1.8 Hz, 1H), 6.88 — 6.68 (m
1H), 6.10— 5.98 (m, 1H), 3.97 (s, 1H), 3.80 (d,
J=18.0Hz, 1H), 3.62 (5, 4H), 3.14 — 3.04 (m,
3H), 2.88 (d, J = 15.0 Hz, 1H), 2.60 (t, J = 12.2
Hz, 1H), 2.43 (d, J = 12.3 Hz, 2H), 2.00— 1.73
(m, 5H). 1.28 (s, 1H), 1.16 (d. J = 6.5 Hz, 6H).

[0330]
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[0331]

LCMS
(M#+1)

NMR

804

495

1H NMR (400 MHz, T €& £-d4) 5 7.97 (d, J =
1.8 Hz, TH), 7.84 (d, J = 5.4 Hz, 1H), 7.76 —
7.64 (m, 2H), 7.50 - 7.47 (m, 2H), 6.90 (d, J =
1.8 Hz, 1H), 6.01 (d, J = 5.5 Hz, 1H), 5.41 (t,
J=62, 51Hz, 1H), 4.90 (ddd, J =7 4, 6.3,
1.0 Hz, 2H), 4.66 (ddd, J =7.5,5.1, 1.0 Hz,
2H), 3.76 (d, J = 36.2 Hz, 5H), 3.61 (d, J =
13.2 Hz, 1H), 3.57 - 3.48 (m, 4H), 2.82 =273
(m, 1H), 1.57 (s, 3H), 1.03 (d, J = 6.3 Hz, 3H),
0.91 (d, J = 6.4 Hz, 3H).

805

495

495

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.30-
8.28 (m, 2H), 7.92 (d, 1H, J =56 Hz), 7.72 (s,
1H), 7.69-767 (m, 1H), 739 (t, 1H,J=7.2
Hz), 7.12 (d, 1H, J = 2.0 Hz), 6.32 (d, 1H, J =
7.5Hz),5.99 (d, 1H, J = 5.6 Hz), 3.80-3.76 (m,
1H), 3.54-3.52 (m, 4H), 3.46-3 44 (m, 4H),
3.26-3.22 (m, 1H), 3.05 (s, 3H), 3.05-2.96 (m,
2H), 2.68-2.64 (m, 1H), 2.24-2.20 (m, 1H),
2.09-2.04 (m, 1H), 1.77-1.75 (m, 1H), 1.59-
1.56 (m, 1H), 1.09-1.03 (d, 6H, J = 6.8 Hz).

807

495

TH-NMR (500 MHz, 6d-DMSO) 5 ppm 8.30-
8.28 (m, 2H), 7.92 (d, 1H, J = 6.5 Hz), 7.72 (s,
1H), 768 (d, 1H, J=7.0 Hz), 738 (1, 1H,J =
75Hz), 712 (d, 1H, J = 1.5 Hz), 6.32 (d, 1H,
J=75Hz), 5.99 (d, 1H, J = 5.5 Hz), 3.80-3.76
(m, 1H), 3.54-3.52 (m, 4H), 3.46-3 .44 (m, 4H),
3.26-3.22 (m, 2H), 3.05 (s, 3H), 3.05-2.96 (m,
2H), 2.68-2.64 (m, 1H), 2.24-2.20 (m, 1H),
2.09-2.04 (m, 1H), 1.77-1.75 (m, 1H), 1.59-
1.56 (m, 1H), 1.09-1.03 (d, 6H, J = 6.5 Hz).

808

498

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.23 (d,
1H, J = 1.6 Hz), 7.92 (d, 1H, J = 5.6 Hz), 7.85
(d,2H, J =84 Hz), 7.53 (d, 2H, J = 8.4 Hz),
7.00 (d, 1H, J = 2.0 Hz), 6.00 (d, 1H, J =56
Hz), 4.00-3.82 (m, 2H), 3.82-3.65 (m, 2H),
3.57-352 (m, 2H), 3.52-3.47 (m, 2H), 2.87-
2.80 (m, 2H), 2.50-2.25 (m, 4H), 2.10-1.95 (m,
1H), 1.95-1.75 (m, 2H), 0.82-.074 (m, 4H).
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[0332]

[0333]

LCMS
(M+1)

NMR

809

499

TH-NMR (400 MHz, 63-DMSO0) 6 ppm 8.31 (s,
1H), 8.21 (d, 1H, J = 1.6 Hz), 7.91 (d, 1H, J =
56 Hz), 7.83 (d, 2H, J = 8.0 Hz), 7.41 (d, 2H,
J =84 Hz), 7.05 (d, 1H, J = 1.6 Hz), 5.97 (d,
1H, J = 5.6 Hz), 3.70-3.62 (m, 3H), 3.54-3.53
(m, 2H), 3.47-3.45 (m, 4H), 3.32.3.25 (m, 1H),
3.16-3.13 (m, 2H), 3.05-3.02 (m, 1H), 2.97 (s,
3H), 2.91-2.87 (m, 1H), 2.73-2.58 (m, 3H),
2.49-245 (m, 2H), 2.17-2.14 (m, 1H), 2.05-
1.97 (m, 2H), 1.81-1.70 (m, 1H), 1.63-158 (m,
1H).

810

501

TH-NMR (400 MHz, 6d DMSO) 6 ppm .14 (d,
1H,J =12 Hz), 7.89 (d, 1H, J = 5.2 Hz), 7.72
(d, 2H, J = 8.4 Hz), 7.26 (d, 2H, J = 8.4 Hz),
7.01(d, 1H,J =16 Hz), 5.98 (d, 1H, J =52
Hz), 4.22 (t, 2H, J = 6.0 Hz), 3.74-3.56 (m,
4H), 3.52-3.42 (m, 4H), 2.91 (t, 2H, J = 6.0
Hz), 2.82-2.77 (m. 2H), 2.74-2.65 (m, 2H),
2.22.2 08 (m, 2H), 1.86-1 66 (m, 2H), 1.62-
1.38 (m, 2H), 1.00-0.90 (m, 6H).

811

ot

W

503

1H NMR (400 MHz, DMSO-d6) 6 8.25 (s, 1H),
8.13(d, J=1.8 Hz, 1H), 7.88 (d, J = 5.4 Hz,
1H), 7.71(d, J =84 Hz, 2H), 7.34 (d, J = 8.5
Hz, 2H), 7.00 (d, J = 1.9 Hz, 1H), 5.96 (d, J =
55 Hz, 1H), 451 (s, 1H), 3.91 (s, 2H), 3.6 (s,
2H), 3.50 (d, J = 25.3 Hz, 4H), 2509 (t, J= 65
Hz, 2H), 2.32 — 2.18 (m, 2H), 2.08 — 1.95 (m,
3H), 1.84 (t, J = 11.2 Hz, 2H), 0.89 (d, J =65
Hz, 6H), 0.83 — 0.66 (m, 4H).

812

503

1H NMR (400 MHz, DI & 2-d4) 6 7.94 (d, J =
1.8 Hz, 1H), 7.83 (d, J =5.4 Hz, 1H), 7.72 -
7.60 (m, 2H), 7.31 — 7.22 (m, 2H), 6.89 (d, J =
18Hz, 1H), 599 (d, J = 5.5 Hz, 1H), 5.48 (s,
OH), 4.00 (t. J = 8.2 Hz, 1H), 3.91 (dd, J = 8.3,
6.0 Hz, 2H), 3.88 — 3.80 (m, 5H), 3.57 (t, J =
5.1 Hz, 2H), 3.55 - 3.46 (m, 3H), 3.17 — 3.02
(m, 2H), 2.86 (p, J = 6.6 Hz, 1H), 2.58 (ddt, J =
11.8, 7.9, 4.0 Hz, 1H), 2.44 (dd, J = 13.0, 10.3
Hz, 2H), 2.26 — 2.08 (m, 2H), 1.91 (d, J = 12.9
Hz, 2H), 1.82 (qd, J = 12.4, 3.7 Hz, 2H), 1.15
(d, J = 6.6 Hz, 6H).

LCMS
(M+1)

NMR

813

503

814

506

1H NMR (400 MHz, HIE-S-d4) 6 7.95 (d, J =
1.8 Hz, 1H), 7.85 (d, J = 5.5 Hz, 1H), 7.68 (d,
J=8.1Hz, 2H), 7.29 (d, J = 8.1 Hz, 2H), 6.88
(d, J=1.8Hz 1H), 6.01 (d, J = 5.5 Hz, TH),
4.89(d,J=7.7Hz,2H),465(d, J=7.8 Hz,
2H), 3.80 (s, 2H), 3.58 — 3.49 (m, 4H), 2.76 (s,
5H), 2.03 (s, 2H), 1.91 (d, J = 12.2 Hz, 1H),
1.27 (d, J = 6.7 Hz, 6H).

815

506

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 5.18 (d,
1H, J = 1.2 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.79
(d,2H, J =84 Hz), 7.41 (d, 2H, J = 8.4 Hz),
7.03 (s, 1H), 6.00 (d, 1H, J = 5.6 Hz), 5.33
(5E%,1H,J=56Hz), 479 (1, 2H, =72
Hz), 4.53 (dd, 2H, J = 7.2, 5.6 Hz), 3.72-3 66
(m, 2H), 3.66-3.60 (m, 2H), 3.55-3.48 (m, 4H),
3.18-3.16 (m, 1H), 3.08-3.04 (m, 1H), 2.90-
287 (m, 2H), 2.69-2.65 (m, 1H), 2.51-2.50 (m,
1H), 2.06-2.05 (m, 1H), 1.96-1.95 (m, 1H),
1.55-1.52 (m, 1H), 1.46-1.45 (m, 1H), 1.11 (t,
3H, J = 6.8 Hz).

816

506

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.18 (d,
1H, J = 1.2 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.79
(d.2H, J =84 Hz), 7.41 (d, 2H, J = 8.4 Hz),
7.03(d, 1H,J=12Hz), 5.99(d, 1H, J=56
Hz), 534 (5 =2, 1H, J =56 Hz), 4.79 (1, 2H,
J=7.2Hz), 453 (dd, 1H, J = 7.2, 5.6 Hz),
3.72-365 (m, 2H), 3.65-3.57 (m, 2H), 3.54-
3.44 (m, 4H), 3.20-3.15 (m, 1H), 3.08-3.03 (m,
1H), 2.95-2.88 (m, 2H), 2.73-2.68 (m, 1H),
2.54-2 50 (m, 1H), 2.08-2.04 (m, 1H), 2.00-
1.95 (m, 1H), 1.70-1.62 (m, 1H), 1.50-1.44 (m,
1H), 1.11 (¢, 3H, J=7.2 Hz).
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[0334]

[0335]

LCMS
(M+1)

NMR

817

506

TH NMR (400 MHz, H & =-04) 5 8.54 (t, J =
1.6 Hz, 1H), 820 (d, J = 1.8 Hz, 1H), 7.88 (dd,
J=35,1.8Hz, 3H), 7.17 (d, J = 1.8 Hz, 1H),
6.00 (d, J = 5.6 Hz, 1H), 3.93 (hept, J = 6.4
Hz, 1H), 3.65 (dd, J = 6.7, 3.5 Hz, 4H), 360 —
3.48 (m, 5H), 3.01 (s, 4H), 2.31 — 2.11 (m,
2H), 2.06 — 1.87 (m, 1H), 1.73 (d, J = 14.4 Hz,
1H). 1.47 (s, 3H), 122 (s, 3H), 117 (d, J = 6.6
Hz, 6H).

818

507

TH-NMR (400 MHz, 6d-DMSO0)  ppm 8.60 (d,
1H, J = 2.0 Hz), 8.35-8.25 (m, 2H), 8.00-7.90
(m, 2H), 7.80 (dd, 1H, J = 8.4, 2.4 Hz), 7.19
(d, TH, J = 1.6 Hz), 6.00 (d, 1H, J = 5.6 Hz),
5.33(5F%, 1H,J=56Hz), 4.78 (t, 2H, J =
7.2 Hz), 4.56-4.50 (m,2H), 3.70-3.65 (m, 2H),
3.65-3.50 (m, 2H), 3.54-3.46 (m, 4H), 3.26-
3.14 (m, 2H), 3.12-23.00 (m, 2H), 2.98-2.90
(m, 1H), 2.78-2.64 (m, 1H), 2.20-2.11 (m, 1H),
2.10-2.00 (m, 1H), 1.84-1.70 (m, 1H), 1.66-
1.56 (m, 1H), 1.13 (t, 3H, J= 7.2 Hz).

819

507

TH-NMR (400 MHz, 6d-DMSO0) 6 ppm 8.60 (d,
1H, J = 1.6 Hz), 8.30 (d, 1H, J = 2.0 Hz), 7.96-
7.91 (m, 2H), 7.80 (dd, 1H, J = 8.4, 2.4 Hz),
719(d, 1H,J= 16 Hz), 601 (d, 1H, J=56
Hz), 5.34 (5 S35, 1H, J = 5.2 Hz), 4.79 (t, 2H,
J=7.2Hz), 453 (dd, 2H, J=7.2, 5.2 Hz),
3.70-365 (m, 2H), 3.65-3 60 (m, 2H), 3.52-
3.45 (m, 4H), 3.23-318 (m, 1H), 3.11-3.05 (m,
2H), 2.98-2.95 (m, 1H), 2.89-2.86 (m, TH),
2.66-2.60 (m, 1H), 2.14-2.10 (m, 2H), 1.73-
1.70 (m, 1H), 1.55-1.52 (m, 1H), 1.13 (t, 3H. J
=72 Hz).

820

507

TH-NMR (500 MHz, 6d-DMSO) & ppm 8.58 (d,
1H, J= 2.0 Hz), 8.29 (d, 1H, J = 1.5 Hz), 8.22
(s, 1H), 7.96-7.91 (m, 2H), 7.78 (dd, 1H, J =
2.0 Hz, 8.0 Hz), 7.18'(d, 1H, J = 1.5 Hz), 6.00
(d, 1H, J = 6.0 Hz), 4.09 (q,2H, J = 6.5 Hz),
3.70-3.55 (m, 4H), 3.55-3.40 (m, 4H), 2.93 (s,
3H), 2.90-2.80 (m, 1H), 2.80-2.70 (m, 2H),
2.70-2.55 (m, 2H), 2.15-2.03 (m, 2H), 2.03-
1.90 (m, 2H), 1.22 (¢, 3H, J = 6.5 Hz), 1.05 (d,
6H, J = 6.0 Hz).

LCMS
(M+1)

NMR

821

508

TH-NMR (500 MHzZ, 6d-DMS0) b ppm 8.60 (d,
1H, J = 1.5 Hz), 8.30 (d, 1H, J = 1.5 Hz), 7.96
(s, 1H), 7.95-7.93 (m, 1H), 7.80 (dd, 1H, J =
8.5, 2.0Hz), 7.19 (d, 1H, J = 1.0 Hz), 6.01 (d,
1H,J=55Hz),5.33 (5 2, 1H, = 55Hz),
479 (t, 2H, J =70 Hz), 453 (dd, 2H, J = 7.0,
5.5 Hz), 3.77-3.74 (m, 2H), 3.74-3.70 (m, 4H),
3.62-3.58 (m, 2H), 3.54-3.50 (m, 2H), 3.09 (q,
2H, J = 7.0 Hz), 2.02-1.97 (m, 4H), 1.10 (t, 3H,
J=7.0Hz).

822

512

1H NMR (400 MHz, I € £-04) 0 8 30 — 8 24
(m, 2H), 8.03 (d, J = 1.8 Hz, 1H), 7.90 (d, J =
54 Hz, 1H), 7.79 — 7.67 (m, 2H), 7.52 - 7.41
(m, 2H), 7.41 - 7.23 (m, 2H), 696 (d, J =18
Hz, 1H), 6.08 (d, J = 5.5 Hz, 1H), 3.96 (d, J =
16.6 Hz, 2H), 3.87 (d, J = 27.2 Hz, 2H), 3.70 -
3.57 (m, 5H), 3.57 — 3.37 (m, 4H), 3.15 - 2.97
(m, 2H), 2.95 - 2.75 (m, 1H), 213 (d, J = 139
Hz, 2H), 2.08 — 1.96 (m, 2H), 1.93 (s, 3H),
1.40 — 1.31 (m, 8H), 1.23 — 112 (m, 3H).

823

515

TH-NMR (400 MHz, 6d-DMSO) 6 ppm 8.23 (d,
1H, J=2.0 Hz), 7.91 (d, 1H, J = 5.2 Hz), 7.86
(d, 2H,J = 8.4 Hz), 7.53 (d, 2H, J = 8.4 Hz),
7.06 (d, 1H, J = 1.6 Hz), 632 (d, 1H, J=72
Hz), 6.00 (d, 1H, J = 5.6 Hz), 3.85-3.70 (m,
1H), 3.55-3.50 (m, 4H), 3.50-3.45 (m, 4H),
2.91-2.87 (m, 2H), 2.50-2.25 (m, 4H), 1.95-
1.80 (m, 2H), 1.08 (d, 6H, J = 7.2 Hz).

824

57

TH NMR (500 MHz, HE =-04) 5 8.01 (d, J =
1.8 Hz, 1H), 7.88 (d, J = 5.4 Hz, 1H), 7.79 (d,
J=8.0Hz, 2H), 7.48 (d, J = 8.1 Hz, 2H), 6.96
(d, J=19Hz, 1H), 6.03 (d, J = 54 Hz, 1H),
551 (s, OH), 4.06 (s, 2H), 3.87 (s, 2H), 3.74
(g, J = 6.6 Hz, 4H), 3.68 (d, J = 24.2 Hz, 2H),
3.58 (s, 2H), 3.23 (q, J = 7.6 Hz, 5H), 2.88 (s,
OH), 2.50 (s, 2H), 2.28 (s, 2H), 2.05 (dd, J =
8.9 43 Hz, 1H), 125 (d, J = 6.5 Hz, 6H), 0.95
(g, J = 3.3 Hz, 2H), 0.91 — 0.86 (m, 2H).
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518

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.14 (d,
1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.71
(d,2H, J =84 Hz), 7.26 (d, 2H, J = 8.4 Hz),
6.99 (d, 1H, J = 16 Hz), 5.97 (d, 1H, J = 5.6
Hz), 5.19-5.14 (m, 1H), 3.83-3.76 (m, 2H),
3.76-3.68 (m, 2H), 3.65-3.55 (m, 4H), 3.50-
3.40 (m, 4H), 2.80-2.75 (m, 2H), 2.72-2.65 (m,
2H), 2.20-2.05 (m, 3H), 2.00-1.88 (m, TH),
1.86-176 (m, 1H), 1.75-1 68 (m, 1H), 1.59-
1.49 (m, 1H), 1.49-1.40 (m, 1H), 1.00-0.94 (m,
6H).

826

518

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 5.14 (d,
1H, J = 1.6 Hz), 7.89 (d, 1H, J = 5.6 Hz), 7.71
(d, 2H,J =84 Hz), 7.26 (d, 2H, J = 8.4 Hz),
6.09 (d, 1H, J = 16 Hz), 5.97 (d, 1H, J= 5.6
Hz), 5.19-5.14 (m, 1H), 3.83-3.76 (m, 2H),
376-3 68 (m, 2H), 3.65-3.55 (m, 4H), 3.50-
3.40 (m, 4H), 2.80-2.75 (m, 2H), 2.72-2.65 (m.
2H), 2.20-2.05 (m, 3H), 2.00-1.88 (m, TH),
1.86-176 (m, 1H), 1.75-1.68 (m, 1H), 1.59-
1.49 (m, 1H), 1.49-1.40 (m, 1H), 1.00-0.94 (m,
6H).

827

518

1H-NMR (400 MHz, 6d-DMS0) & ppm 8.13 (d,
1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.71
(d, 2H, J =84 Hz), 7.27 (d, 2H, J = 8.4 Hz),
6.08 (d, 1H, J =2.0 Hz), 5.98 (d, 1H, J = 5.6
Hz), 4.65 (d, 2H, J = 7.2 Hz), 441 (d, 2H, J =
7.2 Hz), 3.65-3.60 (m, 2H), 3.60-3.54 (m, 2H),
3.52-3.42 (m, 4H), 2.83-2.74 (m, 2H), 2.72-
2.66 (m, 2H), 2.22-2.08 (m, 2H), 1.86-1.68 (m,
2H), 166 (s, 3H), 1.60-1.36 (m, 2H), 1.00-0.94
(m, BH).

828

[
1
(O

—

N

518

1H-NMR (500 MHz, 6d DMS0) & ppm 6.14 (d,
1H, J = 1.0 Hz), 7.90 (d, 1H, J = 5.5 Hz), 7.72
(d, 2H, J = 8.5 Hz), 7.27 (d, 2H, J = 8.0 Hz),
7.00-6.99 (m, 1H), 5.99 (d, 1H, J = 5.5 Hz),
540-530 (m, 0.25H), 5.05-4.95 (m, 0.25H),
4.95.4.85 (m, 0.75H), 4.74-4.61 (m, 1H), 4.60-
4.55 (m, 0.75H), 4.45-4.35 (m, 1H), 3.65-3.60
(m, 2H), 3.60-3.55 (m, 2H), 3.52-3.45 (m, 4H),
2.90-2.80 (m, 2H), 2.80-2.70 (m, 2H), 2.25-
2.10 (m, 2H), 1.90-1.80 (m, 1H), 1.80-1.70 (m.
1H), 1.6-1.50 (m, 1H), 1.50-1.40 (m, 1H), 1.38
(d,2.25H, J = 6.5 Hz), 1.30 (d, 0.75H, J=6.5
Hz), 1.05-0.90 (m, 6H).

T=

LCMS
(M+1)

NMR

829

519

TH-NMR (400 MHz, 6d DMS0) 6 ppm B.17 (5,
1H), 7.89(d, 1H, J =5.6 Hz), 7.79 (d, 2H, J =
7.6 Hz), 7.39 (d, 2H, J = 8.4 Hz), 7.03 (s, 1H),
6.31 (s, 1H), 5.98 (d, 1H, J = 5.2 Hz), 3.81-
3.76 (m, 1H), 3.53-3.50 (m, 4H), 3.45-3.42 (m,
4H), 2.89 (s, 3H), 2.712.67 (m, 1H), 2.602.58
(m, 2H), 2.48-2.46 (m, 2H), 1.99-1.96 (m, 2H),
1.87-1.81(m, 2H), 1.08 (d. 6H, J = 6.4 Hz),
0.99 (d, 6H, J = 6.8 Hz).

830

521

TH NMR (400 MHz, DMS0-d6) 6 8.32 (s, 1H),
819 (d, J=18Hz, 1H),7.91(d, J=54 Hz,
1H), 7.80 (dd, J = 8.0, 5.9 Hz, 2H), 7.36 (d, J =
8.5 Hz, 2H), 7.03 (d, J = 1.9 Hz, 1H), 5.99 (d,
J=56Hz, 1H), 4.88 —4.76 (m, 1H), 3.90 —
3.74 (m, 2H), 3.60 — 3.53 (m, 2H), 3146 (1, J =
5.2 Hz, 5H), 3.11 (d, J = 12.6 Hz, 2H), 2.94 (s,
OH), 2.79 {t, J = 11.9 Hz, 2H), 1.99 (t, J=12.3
Hz, 2H).

831

520

TH-NMR (500 Mz, 6d-DMS0) & ppm 8.30 (5,
1H), 818 (s, 1H), 7.91 (d, 1H, J =5.0 Hz),
7.89 (d, 2H, J = 8.5 Hz), 740 (d, 2H, J= 85
Hz), 7.03 (s, 1H), 5.98 (d, 1H, J = 5.0 Hz),
4.09 (q, 2H, J = 7.0 Hz), 4.65-4 55 (m, 4H),
4.51-4.41 (m, 4H), 3.06 (q, 2H, J = 6.5 Hz),
2.82-2.77 (m, 1H), 2.72-2.68 (m, 2H), 2.63

2 56 (m, 2H), 2.03-1.98 (m, 2H), 1.93-1 88 (m,
2H), 1.22 {t, 3H, J = 6.5 Hz), 1.07 (t, 3H, J =
7.0 Hz), 1.03 (d, 6H, J = 7.0 Hz).

832
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521

TH NMR (400 MHz, I E¢=-d4) 6798 (d, J =
1.8 Hz, 1H), 7.86 (d, J = 5.4 Hz, 1H), 7.76 —
7.62 (m, 2H), 7.34 —7.22 (m, 2H), 6.91 (d, J =
1.8 Hz, 1H), 6.01 (d, J = 5.4 Hz, TH), 5.14 —
5.01 (m, 2H), 4.66 — 4.54 (m, 3H), 3.78 (s,
4H), 3.60 — 3.47 (m, 4H), 3.34 (s, 4H), 3.10 —
2.99 (m, 2H), 2.80 (h, J = 6.5 Hz, 1H), 2.62 (p,
J=19Hz, 1H), 256 (dg, J = 11.9, 40 Hz,
1H), 2.38 (id, J = 11.8, 2.7 Hz, 2H), 1.96 —
1.68 (m, 4H), 1.14 (d. J = 6.6 Hz, 6H).
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833

522

1H NMR (400 MHz, HIES-d4) 5 854 (t, J =
1.5 Hz, 1H), 8.20 (d, J = 1.8 Hz, 1H), 8.01 —
7.79 (m, 3H), 7.16 (d, J = 1.8 Hz, 1H), 6.02 (d,
J=55Hz, 1H), 542 (tt, J = 6.2, 5.1 Hz, 1H),
4.00 (ddd, J = 7.3, 6.2, 0.9 Hz, 2H), 4.66 (ddd,
J=T75,5.1,0.9 Hz, 2H), 3.77 (d, J = 35.0 Hz,
5H), 3.56 (t, J = 5.2 Hz, 4H), 3.48 (q, J= 7.0
Hz, 1H), 3.26 — 3.07 (m, 1H), 3.00 (s, 3H),
287 (dt, J = 13.2, 3.6 Hz, 1H), 2.22 - 2.00 (m,
3H), 1.96 — 1.78 (m, 1H), 1.65 (d, J = 14.2 Hz,
1H), 1.40 (s, 3H), 1.20 —1.11 (m, 4H).

834

521

1H-NMR (400 MHz, 6d-DMSOQ) & ppm B.58 (d,
1H, J = 2.0 Hz), 8.28 (d, 1H, J = 1.6 Hz), 7.96-
7.90 (m, 2H), 7.78 (dd, 1H, J = 8.4, 2.4 Hz),
7.17(d, 1H, J =2.0 Hz), 5.99 (d, 1H, J = 5.6
Hz), 4.60-4.50 (m, 2H), 4.48-4.40 (m, 2H),
4.08 (q, 2H, J = 7.2 Hz), 3.66-3.56 (m, 4H),
3.52.3.38 (m, 5H), 2.91 (s, 3H), 2.60-2.52 (m,
2H), 2.20-2.10 (m, 2H), 2.05-1.85 (m, 4H),
121 (t, 3H, J = 6.8 Hz).

835

521

TH-NMR (500 MHz, 6d-DMS0) 6 ppm B.50 (d,
1H.J=25Hz), 8.28 (d, 1H, J = 2.0 Hz), 7.94-
7.91 (m, 2H), 7.78 (dd, 1H, J = 8.0, 2.0 Hz),
717(d, 1H, J = 15Hz), 6.00 (d, 1H, J =55
Hz), 4.09 (q, 2H, J = 7.0 Hz), 3.62-3.61 (m,
4H), 3.49-3.48 (m, 4H), 3.08 (g, 2H, J=7.0
Hz), 2.69-2.68 (m, 1H), 2.62-2.60 (m, 2H),
2.53-2.51 (m, 2H), 2.01-1.98 (m, 2H), 1.91-
1.89 (m, 2H), 1.22 (d, 3H, J = 7.0 Hz), 1.08(t,
3H, J = 7.0 Hz), 1.00-0.99 (m, 6H).

836

522

1H-NMR (500 MHz, 4d-MeOD) & ppm 7.95 (d,
1H, J=15Hz), 7.83 (d, 1H,J = 50 Hz), 765
(d, 2H, J = 8.5 Hz), 7.27 (d, 2H, J = 8.5 Hz),
6.86(d, 1H, J=15Hz), 598 (d, 1H J=55
Hz), 4.85-4.81 (m, 0.5H), 4.26-4.13 (m, 1H),
3.90-3.86 (m, 0.5H), 3.78-3.71 (m, 6H), 3.61-
3.60 (m, 1H), 3.52-3.49 (m, 4H), 3.06-3.03 (m,
2H), 2.81-2.76 (m, 1H), 2.57-2.52 (m, 1H),
2.38-2.32 (m, 2H), 1.89-1.87 (m, 2H), 1.85-
1.79 (m, 2H), 1.13 (d, 6H, J = 6.5 Hz)

T

LCMS
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837

522

TH-NMR (400 MHz, 6d-DMSO) & ppm 8 27 (s,
1H), 8.16 (d, 1TH, J=24 Hz), 790 (d, 1H, J=
52Hz), 774 (d, 2H, J =84 Hz), 7.29 (d, 2H,
J=84Hz), 7.00(d, 1H, J=1.6 Hz), 5.98 (d,
1H,J =52 Hz), 462 (5 2, 1H, J=52Hz),
3.57-3.47 (m, 12H, mixed with H20 peak),
2.99-295 (m, 2H), 2.95-2.91 (m, 1H), 2.81-
280 (m, 1H), 2.43-2 36 (m, 2H), 1.58-1.77 (m,
2H), 1.69-1.60 (m, 1H), 1.53-1.47 (m, 1H),
1.07-1.04 (m, 6H).

838

524

839

527

1H-NMR (400 MHz, 6d-DMSO) 6 ppm B.24 (d,
1H, J = 1.6 Hz), 7.99 (d, 1H, J = 5.6 Hz), 7.92
(d, 1H, J = 84 Hz), 7.82 (d, 1H, J = 1.6 Hz),

775(dd, 1H, J=84, 20 Hz), 713 (d, 1H, J =

1.6 Hz), .03 (d, 1H, J = 5.6 Hz), 3.93-3.91 (m,

2H), 3.72-3.70 (m, 2H), 3 50-3 58 (m, 2H),
353351 (m, 2H). 2.91 (s, 3H), 2.72-2.68 (m,
1H), 2.63-2.59 (m, 2H), 2.48-2.44 (m, 2H),
2.04-1.99 (m, 3H), 1.91-1.85 (m, 2H), 1.01 (d,
6H, J = 6.8 Hz), 0.79-0.73 (m, 4H).

840

529

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.15 (d,
H, J =16 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.72
(d,2H, J =84 Hz), 7.27 (d, 2H, J = 8.4 Hz),
7.00(d, 1H, J = 1.6 Hz), 6.00 (d, 1H, J = 5.2
Hz), 5.01 (d, 2H, J = 8.8 Hz), 4.82 (d, 2H,J =
8.8 Hz), 3.73-3.68 (m, 2H), 3.66-3.60 (m, 2H),
3.55-3.45 (m, 4H), 2.85-2 75 (m, 2H), 2.74-
2.64 (m, 2H), 2.22.2.08 (m, 2H), 1.86-1.77 (m,
1H), 1.76-1.66 (m, 1H), 1.60-1.40 (m, 2H),
1.00-0.90 (m, 6H).
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530

TH NMR (400 MHz, IS 5-d4) 6 7.93 (d, J =
1.7 Hz, 1H), 7.82 (d, J = 5.5 Hz, 1H), 7.71 —
7.58 (m, 2H), 7.35 - 7.21 (m, 2H), 6.87 (d, J =
1.8 Hz, 1H), 5.97 (d, J = 5.5 Hz, 1H), 4.79 (s,
4H), 4.22 (s, 4H), 3.63 — 3.56 (m, 4H), 3.52
(dd, J = 6.7, 3.5 Hz, 4H), 3.16 — 3.07 (m, 2H),
2.89 (d, J = 10.8 Hz, 1H), 2.60 (t, J = 12.0 Hz,
1H), 2.46 (t, J = 11.6 Hz, 2H), 193 (d, J = 13.0
Hz, 2H), 1.88 —1.74 (m, 2H), 1.16 (d, J = 6.6
Hz. 6H).

842

530

TH NMR (400 MHz, D& = d4) 6 7.3 (d, J =
1.8 Hz, 1H), 7.83 (dd, J = 5.4, 2.9 Hz, 1H),
7.65 (d, J = 8.0 Hz, 2H), 7.27 (d, J = 8.2 Hz,
2H), 6.87 (dd, J = 3.8, 1.8 Hz, 1H), 5.98 (dd, J
= 10.4, 5.5 Hz, 1H), 5.46 (d, J = 6.7 Hz, 1H),
463 (d,J=68Hz 1H), 410 (t, J=7.3 Hz,
1H), 3.68 — 3.60 (m, 1H), 3.60 — 3.45 (m, 4H),
3.19—3.05 (m, 2H), 2.64 — 2.40 (m, 4H), 1.99
—1.70 (m, 4H), 1.17 (d, J = 6.5 Hz, 6H).

843

530

1H-NMR (400 MHz, 6d DMSO)  ppm 6.24 (d,
1H, J = 1.6 Hz), 7.93 (d, 1H, J = 5.2 Hz), 7.85
(d, 2H, J=8.4 Hz), 7.53 (d, 2H, J = 8.4 Hz),
7.06 (d, 1H, J = 1.6 Hz), 6.01 (d, 1H, J= 5.2
Hz), 5.34 (5 S, 1H, J = 5.2 Hz), 4.79 (t, 2H,
J =72 Hz),4.53 (dd, 2H, J=7.2, 5.2 Hz),
3.72-367 (m, 2H), 3.62-3 56 (m, 2H), 3 52-
3.47 (m, 4H), 2.87-2.80 (m, 2H), 2.50-2.25 (m,
4H), 1.95-1.80 (m, 2H).

844

533

1H-NMR (400 MHz, 6d-DMSO) & ppm .23 (s,
0.26 H), 818 (d, 1H, J = 1.6 Hz), 7.90 (d. 1H,
J =42 Hz), 7.80 (d, 2H, J = 8.4 Hz), 7.40 (d,
2H, J=84Hz), 7.03(d. 1H,J = 1.2 Hz), 6.32
(d, 1H, J=4.0 Hz), 5.98 (d, 1H, J = 4.2 Hz),
4.56-4.53 (m, 2H), 4 464 43 (m, 2H), 3.80-
3.76 (m, 1H), 3.53-3.51 (m, 4H), 3.47-3.43 (m,
4H), 3.43-3.33 (m, 1H), 2.89 (s, 3H), 2.532.49
(m, 2H), 2.18-2.13 (m, 2H), 2.01-1.92 (m, 4H),
1.08 (d, 6H, J = 6.4 Hz).

T=
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535

TH-NNR (400 MHz, 6d-DMS0) 6 ppm 8.60 (d,
1H, J = 2.0 Hz), 8.30 (d, 1H, J = 1.6 Hz), 7.96-
7.93(m, 1H), 7.93 (d, 1H, J = 5.6 Hz), 7.81
(dd, 1H, J =84, 24 Hz), 7.19 (d, 1H, J = 1.6
Hz), 6.00 (d, 1H, J = 5.6 Hz), 4.56 (t, 2H, J =
6.4 Hz), 4.45 (t, 2H, J = 6.4 Hz), 4.10 (q, 2H, J
= 7.2 Hz), 3.68-3.58 (m, 4H), 3.52-3.43 (m,
4H)m 3.43-3.40 (m, 1H), 3.08 (g, 2H, J = 6.8
Hz), 2.60-2.52 (m, 2H), 2.24-2.12 (m, 2H),
2.06-1.86 (m, 4H), 1.23 (t. 3H, J = 7.2 Hz),
1.08 (t, 3H, J = 6.8 Hz).

846

535

1H-NMR (500 MHz, 6d-DMSO) & ppm 8.58 (d,
1H, J = 2.0 Hz), B.31-8.26 (m, 2H). 7.96-7.91
(m, 2H), 7.78 (dd, 1H, J = 2.0 Hz, 8.0 Hz),
7.18(d, 1H, J=15Hz), 600 (d 1H, =55
Hz), 5.40-5.30 (m, 1H), 4.82-4.75 (m, 2H),
4.58-4.50 (m, 2H), 3.80-3.55 (m, 4H), 3.55-
3.45 (m, 4H), 2.93 (s, 3H), 2.85-2.75 (m, 1H),
2.75-2.65 (m, 2H), 2.65-2.55 (m, 2H), 2.12-
1.90 (m, 4H), 1.04 (d, 6H, J = 6.5 Hz).

847
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536

TH-NMR (500 MHz, 6d-DMSO0) 6 ppm 8.13 (s,
1H),7.90 (d, 1H, J =5.5 Hz), 7.72 (d, 2H, J =
8.0 Hz), 7.24 (d, 2H, J = 8.0 Hz), 6.99 (s, TH),
599 (d, 1H, J = 6.0 Hz), 4.78-4.46 (m, 1H),
3.75.3.65 (m, 4H), 3.65-3.58 (m, 2H), 3.51-
3.42 (m, 4H), 3.08-3.00 (m, 2H), 2.93-2.90 (m,
1H), 2.56-2.51 (m, 1H), 2.49-2 42 (m, 2H),
1.83-1.79 (m, 2H), 1.79-1.72 (m, 2H), 1.08 (d,
6H, J =7.0 Hz).

848

538

1H-NMR (500 MHz, 6d DMSO) & ppm 8.18 (d,
1H, J = 1.5 Hz), 7.91 (d, 1H, J = 5.5 Hz), 7.75
(d,2H J=85Hz), 7.34 (d, 2H,J = 85 Hz),
7.05(d, 1H, J= 1.5 Hz), 640 (, 1H, J = 76.5
Hz), 5.98 (d, 1H, J = 5.5 Hz), 4.35-4.29 (m,
1H), 3.93-3.91 (m, 2H), 3.72-3.70 (m, 2H),
3.54-3.50 (m, 2H), 3.50-3.46 (m, 2H), 2.86-
2.80 (m, 2H), 2.80-2.72 (m, 2H), 2.31 (t, 2H, J
= 11.0 Hz), 2.12-2.10 (m, 1H), 2.04-2.00 (m,
1H), 1.68-1.63 (m, 1H), 0.98-0 95 (m, 6H),
0.79-0.74 (m, 4H)
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[0343]

LCMS
(M+1)

NMR

849

538

TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.17 (d,
1H, J = 2.0 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.75
(d,2H, J=84 Hz), 7.34 (d, 2H, J = 8.4 Hz),
7.04 (d, 1H, J = 1.6 Hz), 6.49 ({, 1H, J = 76.4
Hz), 5.98 (d, 1H, J = 5.6 Hz), 4.35-4.29 (m,
1H), 3.93-3.91 (m, 2H), 3.72-3.70 (m, 2H),
3.55-3.50 (m, 2H), 3.50-3.45 (m, 2H), 2.86-
2.79 (m, 2H), 2.79-2.72 (m, 2H), 2.31 {1, 2H, J
= 11.2 Hz), 2.12-2.10 (m, 1H), 2.04-2.00 (m,
1H), 1.68-1.63 (m, 1H), 0.98-0.94 (m, 6H),
0.80-0.74 (m, 4H).

850

538

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.50 (d,
1H, J = 1.6 Hz), 8.29 (d, 1H, J = 1.2 Hz), 8.14
(s, 1H), 7.96-7.92 (m, 2H), 7.78 (dd, 1H, J =
8.0,2.0 Hz), 718 (d, 1H, J = 1.6 Hz), 6.31 (d,
1H, J = 7.2 Hz), 6.00 (d, 1H, J = 5.6 Hz), 4.60-
4.43 (m, 2H), 3.81-3.77 (m, 1H), 3.55-351 (m,
4H), 3.50-3.45 (m, 4H), 3.08-3.00 (m, 1H),
2.93 (s, 3H), 2.80-2.72 (m, 4H), 2.11-2.00 (m,
2H), 2 00-1.92 (m, 2H), 1.15-1.05 (m, GH).

851

542

1H NMR (400 MHz, [l £ =-d4) 6 8.54 (s, 3H),
7.96(d,J=1.8 Hz, 1H), 7.85 (d, J = 5.4 Hz,
1H), 7.70 (d, J = 8.2 Hz, 2H), 7.56 — 7.43 (m,
1H), 7.30 (d, J = 8.1 Hz, 2H), 7.22 — 7.07 (m,
3H), 6.91 (d,J= 1.8 Hz. 1H), 6.02 (d, J=5.6
Hz, 1H), 3.90 — 3.75 (m, 4H), 3.68 — 3.58 (m,
4H), 3.50 (d, J = 13.0 Hz, 4H), 3.18 — 3.02 (m,
2H), 2.88 (s, 1H), 2.15 (d, J = 14.4 Hz, 3H),
2.00 (1, J = 13.1 Hz, 2H), 1.37 (d, J = 6.6 Hz,
6H).

852

544

TH-NMR (400 MHz, 64-DMS0) & ppm 8.23 (d,
1H, J= 2.0 Hz), 7.99 (d, 1H, J = 5.2 Hz), 7.92
(d, 1H, J= 8.8 Hz), 7.82 (d, 1H, J = 1.6 Hz),
7.75(dd, 1H, J=8.8, 2.0 Hz), 7.12 (d, 1H, J =
1.6 Hz), .34 (d, 1H, J = 7.6 Hz), 6.05 (d, 1H,
J =56 Hz), 3.81-3.75 (m, 1H), 3.52-3.50 (m,
4H), 3.46-3.44 (m, 4H), 2.91 (s, 3H), 2.72-2.68
(m, 1H), 2.63-2.59 (m, 2H), 2.48-2.44 (m, 2H),
2.01-1.97 (m, 2H), 1.91-1.85 (m, 2H), 1.08 (d,
6H, J = 6.8 Hz), 1.00 (d, 6H, J = 6.4 Hz)

T=

LCMS
(M+1)

NMR

853

545

TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.14 (d,
{H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.71
(d,2H, J = 7.8 Hz), 7.27 (d, 2H, J = 8.0 Hz),
699 (d, 1H, J= 16 Hz), 5.98 (d, 1H, =56
Hz), 5.11-5.05 (m, 1H), 4.43 (dd, 1H, J = 9.6,
7.2 Hz), 414 (dd, 1H, J = 10.4, 7.2 Hz), 4.09
(dd, 1H. J =96, 40 Hz), 3.78 (dd, 1H, J =
10.4, 4.0 Hz), 3.72-3.65 (m, 2H), 3.65.3.58 (m,
2H), 3.51-3.45 (m, 4H), 2.83-2.76 (m, 2H),
2.73-2.65 (m, 2H), 2.22.2.08 (m, 2H), 1.84-
1.77 (m, 1H), 1.77 (s, 3H), 1.76-1 71 (m, 1H),
1.60-1.50 (m, 1H), 1.49-1.39 (m, 1H), 1.00-
0.92 (m, 6H).

854

546

1H-NMR (500 MHz, 6d-DMSO) & ppm 8.59 (d,
1H, J = 2.0 Hz), 8.28 (d, 1H, J = 1.5 Hz), 8.21
(s, H), 7.95-7.92 (m, 2H), 7.79 (dd, 1H, J =
8.5,2.5 Hz), 7.19 (d, 1H, J = 1.5 Hz), 6.01 (d,
1H, J = 5.0 Hz), 4.24 (1, 2H, J = 6.0 Hz), 3.68-
3.64 (m, 4H), 3.53-3.48 (m, 4H), 3.09 (q, 2H, J
=7.0Hz), 202 (t. 2H, J = 6.0 Hz), 2.83-2.82
(m, 1H), 2.74-2.72 (m, 2H), 2.64-2.60 (m, 2H),
2.06-2.04 (m, 2H), 1.98-1.95 (m,2H), 1.08 (t,
3H, J = 7.0 Hz), 1.05 (d, 6H, J = 7.0 Hz).

855

547

TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.58 (d,
1H, J = 1.6 Hz), 8.29 (d, 1H, J = 1.6 Hz), 8.17
(s. 1H), 7.95-7.90 (m, 2H), 7.80-7.76 (m, 1H),
7.18(d, 1H, J = 1.6 Hz), 6.01 (d, 1H, J = 5.6
Hz), 5.36-5.31 (m, 1H), 4.82-4.76 (m, 2H),
455451 (m, 2H), 3.80-3.55 (m, 4H), 3.51-
348 (m, 4H), 3.10 (q, 2H, J = 7.2 Hz), 2.79-
2.75 (m, 2H), 2.61-2.55 (m, 2H), 2.00-1.96 (m,
2H), 1.88-1.84 (m, 2H), 1.67-1.65 (m, 1H),
110 (t, 3H, J = 7.2 Hz), 0.44-0 41 (m, 2H),
0.31-0.29 (m, 2H).

856

547

1H-NMR (400 MHz, 6d-DMS0) & ppm 819 (s,
1H), 8.17 (d, 1H, J =16 Hz), 7.90 (d, 1H, J =
56 Hz), 7.78 (d, 2H, J = 8.4 Hz), 740 (d, 2H,
J=8.0Hz), 7.02(d, 1H, J = 1.2 Hz), 6.31 (d,
1H, J = 7.6 Hz), 5.97 (d, 1H, J = 5.2 Hz), 4.60-
4.50 (m, 2H), 4.48-4.40 (m, 2H), 3.80-3.70 (m,
1H), 3.60-3.48 (m, 4H), 3.46-3.36 (m, 5H),
3.03 (q, 2H, J = 6.8 Hz), 2.60-2.50 (m, 2H),
2.22-2.10 (m, 2H), 2.00-1.80 (m, 4H), 1.12-
1.00 (m, 9H).
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T

LCMS
(M+1)

NMR

857

548

TH-NMR (500 MHz, 6d-DMS0) 6 ppm 8.30 (s,
1H), 8.18 (d, 1H, J = 1.5 Hz), 7.91 (d, 1H, J =
55 Hz), 7.80 (d, 2H, J = 8.5 Hz), 7.40 (d, 2H,
J=85Hz), 7.04 (d, 1H, J = 1.5 Hz), 5.99 (d,
1H, J=5.5Hz), 5.34 (5 52, 1H, J = 5.5 Hz),
4.79(t, 2H, J = 7.0 Hz), 453 (dd, 2H, d, 2H, J
=70, 55 Hz), 3.80-3.65 (m, 2H), 3.65-3.50
(m, 2H), 3.50-3.40 (m, 4H), 3.06 (q, 2H. J =
6.5 Hz), 2.90-2.80 (m, 1H), 2.80-2.70 (m, 2H),
2.68-2.61 (m, 2H), 2.02-2.00 (m, 2H), 1.98-
1.92 (m, 2H), 1.09-1.05 (m, 9H).

858

548

TH-NMR (400 MHz, 6d-DMSO0) 8 ppm 8.59 (d,
1H, J = 2.0 Hz), 8.27 (d, 1H, J = 1.2 Hz), 8.16
(s, 1H),7.92 (d. 1H, J =56 Hz), 7.91-7.88 (m,
1H), 7.78 (dd, 1H, J = 8.4, 2.4 Hz), 7.17 (d,
1H, J = 1.6 Hz), 6.30 (d, 1H, J = 7.6 Hz), 5.99
(d, 1H, J = 5.8 Hz), 4.54 (t, 2H, J = 6.4 Hz),
4.43 (t, 2H, J = 6.4 Hz), 3.84-3.72 (m, 1H),
3.56-3.40 (m, 4H), 3.48-3.43 (m, 4H), 3 44-
3.40 (m, 1H), 3.06 (q, 2H, J = 6.8 Hz), 2.56-
2,51 (m, 2H), 2.22-2 12 (m. 2H), 2.06-1.86 (m,
4H), 1.08 (d, 6H, J = 6.4 Hz), 1.06 (t, 3H, J =
6.8 Hz).

859

552

TH-NMR (400 MHz, 6d-DMSO0) 6 ppm .15 (d,
1H, J = 1.6 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.76
(d, 2H, J = 8.4 Hz), 7.40 (d, 2H, J = 8.4 Hz),
7.05(d, 1H, J=1.6 Hz), 654 (t, 1H, J = 75.6
Hz), 5.99 (d, 1H, J = 5.6 Hz), 3.02 (m, 2H),
3.83 (s, 2H), 3.71 (m, 2H), 3.57-3.50 (m, 2H),
3.50-343 (m, 2H), 2.60-2 57 (m, 3H), 2.30-
2.25 (m, 2H), 2.15-2.11 (m, 2H), 2.14-1.99 (m,
1H), 1.88-183 (m, 2H), 0.90 (d, 6H, J = 6.8
Hz), 0.79-0.77 (m, 4H).

860

552

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.59 (d,
1H, J=2.0 Hz), 8.28 (d, 1H, J = 1.6 Hz), 7.94-
7.90 (m, 2H), 7.79 (dd, 1H, J = 8.4, 2.4 Hz),
717(d, 1H,J=20Hz), 631 (d, 1H, J=76
Hz), 6.00 (d, 1H, J = 5.6 Hz), 4.56-4.32 (m,
2H), 3.82-3.76 (m, 1H), 3.55-3.50 (m, 4H),
348343 (m, 4H), 3.08 (q, 2H, J = 7.2 Hz),
2.93-2.84 (m, 1H), 2.71-2.63 (m, 4H), 2.03-
1.95 (m, 2H), 1.95-1.85 (m, 2H), 1.09-1.06 (m,
9H), 1.18 (d, 3H, J = 5.6 Hz).

TE

LCMS
(M+1)

NMR

861

552

TH NMR (400 MHz, 6d DM50) 6 ppm B.60 (d,
1H, J = 1.6 Hz), 8.28 (d, 1H, J = 1.6 Hz), 8.17
(s, 1H), 7.95-7.91 (m, 2H), 7.61-7.77 (m, 1H),
7.18(d, 1H, J= 1.6 Hz), 6.31 (d, 1H, J = 7.6
Hz), 6.00 (d, 1H, J = 5.6 Hz), 4.954.78 (m,
1H), 3.82-3.76 (m, 1H), 3.55-3.51 (m, 4H),
3.48-3.45 (m, 4H), 3.07 (g, 2H, J = 7.2 Hz),
2.80-2.65 (m, 2H), 2.64-2 50 (m, 2H), 2.50-
2.45 (m, 2H), 2.08-1.93 (m, 4H), 1.27 (dd, 2H,
J=236Hz J =64 Hz), 1.10-1.06 (m, OH).

862

552

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.60 (d,
1H, J = 1.6 Hz), 8.28 (d, 1H, J = 1.6 Hz), 8.16
(s. 1H), 7.95-7.91 (m, 2H), 7.81-7.77 (m, 1H),
718(d, 1H, J=16Hz), 631 (d, 1H,J =76
Hz), 6.00 (d, TH, J = 5.6 Hz), 4.97-4.78 (m,
1H), 3.82-3.76 (m, 1H), 3.55-3.51 (m, 4H),
3.48-3.45 (m, 4H). 3.08 (q, 2H, J = 7.2 Hz),
2.80-2.65 (m, 2H), 2.64-2.50 (m, 2H), 2.50-
243 (m, 2H), 1.99-1.93 (m, 4H), 1.27 (dd, 2H,
J =236 Hz, J = 6.4 Hz), 1.10-1.06 (m, 9H).

863

553

TH-NMR (400 MHz, 6d-DMSO) 6 ppm B.50 (d,
1H, J = 2.0 Hz), 8.30 (d, 1H, J = 2.0 Hz), 8.16
(s. 1H), 7.96-7.92 (m, 2H), 7.78 (dd, 1H, J =
8.4,2.0Hz), 7.19 (d, 1H, J = 1.6 Hz), 6.01 (d,
1H,J =52 Hz), 5.34 (5 =2, 1H, J = 5.2 Hz),
480t 2H,J = 7.2 Hz), 4.55 (dd, 2H, J=T7.2,
5.2 Hz) 4.60-4.41 (m, 2H), 3.73-3.68 (m, 2H),
3.68-3.60 (m, 2H), 3.55-3.50 (m, 4H),3 10-
2.95 (m, 1H), 2.93 (s, 3H), 2.85-2.70 (m, 4H),
210-2.00 (m, 2H), 2.00-1.92 (m, 2H), 1.06 (d,
3H, J = 6.4 Hz).

864

553

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.59 (d,
1H, J = 2.0 Hz), 8.28 (s, 1H), 7.94-7.91 (m,
2H), 7.80-7.77 (m, 1H), 7.18 (s, 1H), 6.00 (d,
1H, J = 5.2 Hz), 5.01-4.92 (m, 1H), 4.61-4.38
(m, 2H), 3 63-3.62 (m, 4H), 3.50-3.49 (m, 4H),
3.08 (g, 2H, J = 6.8 Hz), 2.70-2.54 (m, 4H),
244233 (m, 1H), 2.01-1.98 (m, 2H), 1.91-
1.85 (m, 2H), 1.22 (d, 3H, J = 6.4 Hz), 1.08 (1,
3H, J = 6.8 Hz), 1.00 (d, 3H, J = 6.8 Hz).
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LCMS
W) NMR
1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.50 (d,
1H, J = 2.4 Hz), 8.28 (d, 1H, J = 1.6 Hz), 7.95-
7.91 (m, 2H), 7.80-7.77 (m, 1H), 7.18 (d. 1H, J
= 1.2 Hz), 6.00 (d, 1H, J = 5.2 Hz), 5.00-4.81
553 | (m, 1H), 4.28-4.06 (m, 2H), 3.65-3.64 (m, 4H),
3.52-350 (m, 4H), 3.08 (g, 2H, J = 6.8 Hz),
273-261 (m, 5H), 2.03-1.91 (m, 4H), 1.31
(dd, 3H, J=24.0, 6.8 Hz), 1.07 (t, 3H, J=6.8
Hz), 0.99 (d, 6H, J = 6.4 Hz).

1H-NMR (400 MHz, 6d DMSO) & ppm 8.58 (d,
1H, J = 2.0 Hz), 8.28 (s, 1H), 7.94-7.91 (m,
2H), 7.80-7.77 (m, 1H), 7.18 (s, 1H), 6.00 (d,
1H, J = 5.2 Hz), 5.01-4.92 (m, 1H), 4.61-4.38
553 | (m, 2H), 3.63.3.62 (m, 4H), 3.50-3.49 (m, 4H),
3.08 (g, 2H, J = 6.8 Hz), 2.70-2.54 (m, 4H),
2.44-2.33 (m, 1H), 2.01-1.98 (m, 2H), 1.91-
1.85 (m, 2H), 1.22 (d, 3H, J = 6.4 Hz), 1.08 (t,
3H, J = 6.8 Hz), 1.00'(d, 3H, J = 6.8 Hz).
TH-NMR (400 MHz, 6d-DMS0) & ppm 8.50 (d,
1H, J = 2.4 Hz), 8.28 (d, 1H, J = 1.6 Hz), 7.95-
7.91 (m, 2H), 7.80-7.77 (m, 1H), 7.18 (d, 1H, J
=1.2 Hz), 6.00 (d, 1H, J = 5.2 Hz), 5.004.81
553 | (m, 1H), 4.28-4.06 (m, 2H), 3.65-3.64 (m, 4H),
3.52-350 (m, 4H), 3.08 (g, 2H, J = 6.8 Hz),
273261 (m, 5H), 2.03-1.91 (m, 4H), 1.31
(dd, 3H,J=240,6 8 Hz), 107 {t, 3H, =68
Hz), 0.99 (d, 6H, J = 6.4 Hz).

1H-NMR (400 MHz, 6d-DMSO) & ppm 5.16 (d,
1H, J = 2.0 Hz), 7.90 (d, 1H, J = 5.2 Hz), 7.75
(d,2H, J =84 Hz), 7.33 (d, 2H, J = 8.4 Hz),
7.01(d, 1H, J= 1.6 Hz), 6.49 (t, 1H, J=75.2
Hz), 6.32 (s, 1H), 5.99 (d, 1H, J = 5.6 Hz),
4.35.4.29 (m, 1H), 3.82-3.74 (m, 1H), 3.53-
3.51 (m, 4H), 3.46-3.43 (m, 4H), 2.89-2.80 (m,
2H), 2.80-2.74 (m, 2H), 2.31 (t, 2H, J = 10.8
Hz), 2.12-2.10 (m, 1H), 1.68-164 (m, 1H),
1.09 (d, 6H. J = 6.4 Hz), 0.98-0.94 (m, 6H).

865

866

867

868 555

[0346]

LCMS
1) NMR
~ TH-NMR (400 MHz, 6d-DOMS0) & ppm 8 16 (d,
H 0 1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.75
, (d,2H, J =84 Hz), 7.33 (d, 2H, J = 8.4 [z),
[ 701(d, 1H, J=16 Hz), 649 (£, 1H J =764
Hz), 6.32-6.30 (m, 1H), 5.98 (d, 1H, J =52
869 AN N 555 | Hz), 4.32 (td, 1H, 4= 10.4, 4.4 Hz), 3.82-3.74
GO 5;—) (m, 1H), 3.53-3.51 (m, 4H), 3.46-3.43 (m, 4H),
s 2.89-2 80 (m, 2H), 2.80-2.74 (m, 2H), 2.31 (t,
¢ 2H, J=10.8 Hz), 2.12-2.10 (m, 1H), 1.68-1.64
(m, 1H), 1.09 (d, 6H, J = 6.4 Hz), 0.98-0.94
{m., 6H).
TH-NMR (200 MHz, 6d-0MS0) & ppm 8 58 (d,
1H,J=20Hz), 829 (d, 1H, J = 1.6 Hz), 7.96-
7.90 (m, 2H), 7.78 (dd, 1H, J = 8.0, 2.4 Hz),
718 (d, 1H, J = 16 Hz), 5.98 (d, 1H, J=56
556 | Hz), 4.58-4 50 (m, 2H), 4.48-4 40 (m, 2H),
3.72-3.60 (m, 3H), 3.58-3.52 (m, 2H), 3.50-
3.38 (m, 5H), 3.30-3.20 (m, 1H), 2.91 (s, 3H),
2 68-2.57 (m, 2H), 2.56-2.50 (m, 4H), 2.20-
2.10 (m, 2H), 2.05-1.85 (m, 4H).
TH-NMR (500 MHz, 6d-DMS0) & ppm 8 59 (d,
1H, J=2.0 Hz), 8.30 (d, 1H, J = 2.0 Hz), 8.17
(s, 1H), 7.96-7.91 (m, 2H), 7.80 (dd, 1H, J =
25Hz, 80 Hz) 719 (d, 1H, J = 1.5 Hz), 5.99
556 | (d. 1H. J = 5.5 Hz), 3.75-3.60 (m, 3H), 3.60-
3.52 (m, 2H), 3.52-3.40 (m, 4H), 3.35-3.20 (m,
3H), 3.15-3.05 (m, 2H), 3.00-2.88 (m, 1H),
2.88-2.75 (m, 2H), 2.75-2.55 (m, 4H), 2.15-
1.90 (m, 4H), 1.15-1.00 (m, SH).
TH-NMR (500 MHz, 6d-DMS0) & ppm 8.58 (d,
1H,J=2.0 Hz), 8.28 (d, 1H, J = 1.0 Hz), 7.95-
7.91(m, 2H), 778 (dd, 1H, J =80 2.0 Hz),
719 (d, 1H,J = 1.0 Hz), 628 (, 1H, J = 54 5,
35 Hz) 6.01 (d, TH, J = 5.0 Hz). 4.35 (td, 2H,
J =155, 3.5 Hz), 3.66-3.65 (m, 4H), 3.52-3.49
(m, 4H), 308 (q, 2H, J = 6.5 Hz), 2.70-2 67
(m, 1H), 2.62-2.60 (m, 2H), 2.53-2.51 (m, 2H),
2.01-1.98 (m, 2H), 1.91-1.87 (m, 2H), 1.08(t,
3H,J =65 Hz), 1.00 (d,6H, J = 6.5 Hz)

870

872 T

[0347]
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[0349]

M

LCMS
(M+1)

NMR

873

559

TH-NMR (400 MHz, 6d-DMSO0) 6 ppm 8.24 (4,
1H, J = 1.6 Hz), 8.00 (d, 1H, J = 5.2 Hz), 7.92
(d,1H. J= 8.4 Hz), 7.82 (d, 1H, J = 16 Hz),
7.75 (dd, 1H, J = 8.4, 2.0 Hz), 712 (d, 1H, J =
2.0 Hz), 6.07 (d, 1H, J = 5.6 Hz), 5.34 (5 &,
1H, J=52 Hz), 479 (t, 2H, J = 7.2 Hz), 4.53
(dd, 2H, J=7.2, 5.2 Hz), 3.69-3.67 (m, 2H),
3.59-3.57 (m, 2H), 3.53-3.51 (m, 4H), 2.91 (s,
3H), 2.72-2.68 (m, 1H), 2.63-2.59 (m, 2H),
2.48-2.44 (m, 2H), 2.01-1.97 (m, 2H), 1.91-
1.85 (m, 2H), 1.01 (d, 6H, J = 6.4 Hz).

874

563

1H NMR (500 MHz, Tt =-d4) 5 8.51 (s, TH),
8.00(d, J = 1.8 Hz, 1H), 7.87 (d, J = 5.4 Hz,
1H), 7.78 (d, J = 8.0 Hz, 2H), 7.46 (d, J = 8.1
Hz, 2H), 6.92 (d, J = 1.9 Hz, 1H), .03 (d, J =
55 Hz, 1H), 499 — 4.92 (m, 1H), 3.88 - 363
(m, BH), 3.55 (s, 5H), 3.44 (d, J = 15.6 Hz,
1H), 3.12 (d, J = 53.8 Hz, 2H), 2.97 — 2.67 (m,
2H), 2.23 (s, 2H), 1.35 (d, J = 6.6 Hz, 6H).

875

563

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.50 (d,
1H, J=2.0 Hz), 8.29 (d, 1H, J = 1.6 Hz), 7.94
(d, 1H, J = 5.2 Hz), 7.93-7.90 (m, 1H), 7.79
(dd, 1H, J=8.4, 2.4 Hz), 718 (d, 1H,J=2.0
Hz), 6.00 (d, 1H, J =52 Hz), 5.33 (5 £, 1H,
J=52Hz), 478 (t, 2H, J = 7.2 Hz), 4.60-4.50
(m, 4H), 4.4 (t, 2H, J = 5.6 Hz), 3.73-3.66 (m,
2H), 3.66-3.58 (m, 2H), 3.54-3.47 (m, 4H),
3.46-3.36 (m, 1H), 3.06 (g, 2H, J = 6.8 Hz),
2.58-2.51 (m, 2H), 2.24-2.10 (m, 2H), 2.06-
1.86 (m, 4H), 1.07 (t, 3H, J = 6.8 Hz).

876

563

TH-NMR (500 MHz, 6d-DMSO0) 6 ppm 858 (4,
1H, J=2.0 Hz), 8.28 (d, 1H, J = 1.5 Hz), 7.94-
7.91 (m, 2H), 7.78 (dd, 1H, J = 8.0, 2.5 Hz),
7.18(d, 1H, J = 2.0 Hz), 6.00 (d, 1H, J = 6.0
Hz), 5.19-5.18 (m, 1H), 3.82-3.79 (m, 2H),
3.76-3.71 (m, 2H), 3.62-3.60 (m, 4H), 3.50-
348 (m, 4H), 3.08 (q, 2H, J = 7.0 Hz), 2.70-

2 68 (m, 1H), 2 62-2.60 (m, 2H), 2.54-2.51 (m,
2H), 2.16-2.12 (m, 1H), 2.01-1.92 (m, 3H),
1.92-1.86 (m, 2H), 1.08{t, 3H, J = 7.0 Hz),
1.00 (d, BH, J = 7.0 Hz).

LCMS
(M+1)

NMR

877

563

TH-NMR (500 MHz, 6d-DMS0) b ppm 8.56 (d,
1H, J=2.0Hz), 828 (d, 1H, J= 1.5 Hz), 7.94-
7.91 (m, 2H), 7.78 (dd, 1H, J = 8.0, 2.5 Hz),
7.18(d, 1H, J = 2.0 Hz), 6.00 (d, 1H, J=6.0
Hz), 5.19-5.18 (m, 1H), 3.82-3.79 (m, 2H),
3.76-3.71 (m, 2H), 3.62-3.60 (m, 4H), 3.50-
3.48 (m, 4H), 3.08 (g, 2H, J = 7.0 Hz), 2.70-
268 (m, 1H), 2.62-2.60 (m, 2H), 2.54-2 51 (m,
2H), 2.16-2.12 (m, 1H), 2.01-1.92 (m, 3H),
1.92-1.86 (m, 2H), 1.08(t, 3H, J = 7.0 Hz),
1.00 (d, 6H, J = 7.0 Hz).

878

563

TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.50 (s,
1H), 8.29 (s, 1H), 7.94 (d, TH, J = 5.2 Hz),
7.93.7.91 (m, 1H), 7.79 (d, 1H, J = 8.0 Hz),
7.18 (s, 1H), 6.00 (d, 1H, J = 5.2 Hz), 4.66 (d,
2H, J = 7.2 Hz), 442 (d, 2H, J = 7.2 Hz), 3.66-
3.63 (m, 2H), 3.63-3.58 (m, 2H), 3.51-3.48 (m,
4H), 3.08 (g, 2H, J = 7.2 Hz), 2.80-2.70 (m,
2H), 2.70-2.60 (m, 2H), 2.02-1.99 (m, 2H),
1.92-1.90 (m,2H), 1.67 (s, 3H), 1.08(t, 3H, J =
7.2 Hz), 1.01-0.89 (m, 6H).

879

563

TH-NMR (500 MHz, 60-DMS0) 6 ppm B.61 (5,
1H), 8.31(d, 1H, J = 1.0 Hz), 7.98-7.94 (m,
2H), 7.81-7.78 (m, 1H), 7.21-7.18 (m, 1H),
6.02-6.00 (m, 1H), 5.40-5.30 (m, 0.25H), 5.05-
4.95 (m, 0.25H), 4.95-4.85 (m, 0.75H), 4.80-
4.70 (m, 1H), 4.65-4.58 (m, 0.75H), 4.45-4.30
(m, 1H), 3.75-3.40 (br., 2H), 3.70-3.62 (m,
2H), 3.62-3.55 (m, 2H), 3.55-3.48 (m, 4H),
3.30-3.25 (m, 1H), 3.1 (q, 2H, J = 7.0 Hz),
2452 10 (m, 4H), 138 (d, 6H, J = 7.0 Hz),
1.30 (d, 3H, J = 6.0 Hz), 1.30-1.20 (m, 2H),
1.11 (t, 3H, J = 7.0 Hz).

880

567

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.59 (d,
1H,J=1.6 Hz), 8.29 (d, 1H, J = 1.6 Hz), 7.95-
7.92 (m, 2H), 7 80 (dd, 1H, J =80, 2 4 Hz),
7.18(d, 1H,J=16Hz),6.01(d, 1H, J=56
Hz), 534 (5 5%, 1H,J=52Hz), 497490
(m, 1H), 479 (t, 2H, J =7 2 Hz), 4 53 (dd, 2H,
J=7252Hz), 3.73-3.65 (m, 2H), 3.65-3.50
(m, 2H), 3.52-3.50 (m, 4H), 3.33-3.31 (m, 2H),
3.08 (q, 2H, J = 6 8 Hz), 2 75-2 66 (m, 2H),
2.50-2.49 (m, 2H), 1.91-1.75 (m, 4H), 1.27
(dd, 3H, J=24.0,64Hz),1.08(t, 3H, J=68
Hz).

- 241 -

SES061 10-2426043



[0350]

[0351]

=)

LCMS
(M+1)
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881

567

1H-NMR (400 MHz, 6d-DMS0) 6 ppm 8.59 (d,
1H,J=16Hz), 830 (d, 1H, J=16 Hz), 8.22
(s, TH), 7.96-7.91 (m, 2H), 7.79 (dd, 1H, J =
84,24Hz), 719 (d, 1H, J = 1.2 Hz), 6.01 (d,
1H,J=56Hz), 534 (5%, 1H, J=56 Hz),
479, 2H, J=72Hz), 454 (dd 2H,J =72,
5.6 Hz), 4.50-4 33 (m, 2H), 3.75-3.65 (m, 2H),
3.65-3.55 (m, 2H), 3.55-3.48 (m, 4H), 3.08 (q,
2H,J=7.2Hz), 2.952 85 (m, 1H), 273265
(m, 4H}), 2.05-1.95 (m, 2H), 1.95-1.85 (m, 2H),
1.08(t 3H,J=72Hz),126(d, 3H, J =68
Hz).

882

567

1H-NMR (400 MHz, 6d-DMSO) & ppm 8.60 (d,
1H, J =2.0 Hz), 8.30 (d, 1H, J = 1.6 Hz), 8.18
(s, 1H), 7.96-7.91 (m, 2H), 7.79 (dd, 1H, J =
80,24 Hz), 719 (d, 1H, J = 1.2 Hz), 6.01 (d,
1H, J = 5.6 Hz), 5.33 (5 =, 1H, J = 5.2 Hz),
495477 (m, 1H), 4.80 (t, 2H, J = 7.2 Hz),
454 (dd, 2H, J = 7.2, 5.2 Hz), 3.72-3.65 (m,
2H), 3.65-3.57 (m, 2H), 3.57-3.48 (m, 4H),
3.07 (q, 2H, J = 7.2 Hz), 2.80-2.71 (m, 2H),

2 70-2.50 (m, 2H), 2.50-2.48 (m, 2H), 2.02-
1.90 (m, 4H), 1.27 (dd, 3H, J = 23.6 Hz, 6.4
Hz), 1.08 (t, 3H, J = 7.2 Hz).

883

568

TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.18 (d,
1H, J= 1.6 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.79
(d, 2H, J = 8.4 Hz), 7.39 (d, 2H, J = 8.4 Hz),
7.05(d, 1H, J = 16 Hz), 6.69 (d, 1H, J = 76.4
Hz), 5.98 (d, 1H, J = 5.6 Hz), 4.00-3.85 (m,
3H), 3.82-3.85 (m, 3H), 3.55-3.50 (m, 2H),
3.50-3.45 (m, 2H). 2.89 (s, 3H), 2.88-2.82 (m,
1H), 2.75-2.53 (m, 4H), 2.08-1.95 (m, 3H),
1.92-1.85 (m, 2H), 1.01 (d, 3H, J = 6.8 Hz),
0.82-072 (m, 4H).

884

568

TH-NMR (400 MHz, 6d-DMSO0) 6 ppm 6.16 (d,
1H, J = 1.6 Hz), 7.91 (d, 1H, J = 5.6 Hz), 7.79
(d, 2H, J = B4 Hz), 7.39 (d, 2H, J = 8.4 Hz),
7.05(d, 1H, J = 16 Hz), 669 (d, 1H, J=76.4
Hz), 5.98 (d, TH, J = 5.6 Hz), 4.00-3.85 (m,
3H), 3.82-3.65 (m, 3H), 3.55-3.50 (m, 2H),
3.50-3.45 (m, 2H), 2.89 (s, 3H), 2.86-2.82 (m,
1H), 2.75-2.53 (m, 4H), 2.08-1.95 (m, 3H),
1.92-1.85 (m, 2H), 1.01 (d, 3H, J = 6.8 Hz),
0.82-072 (m, 4H).

LCMS
(M+1)

NMR

885

569

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.58 (3,
1H), 8.29 (s, 1H), 8.27 (s, 0.4H, HCOOH),
7.93(d, 1H, J = 4.8 Hz), 7.92 (d, 1H, J=8.4
Hz), 7.78 (d, 1H, J = 8.0 Hz), 7.21 (s, 1H),
6.68 (t, 1H, J = 76.0 Hz), 5.98 (d, 1H, J = 5.2
Hz), 3.03-3.89 (m, 3H), 3.76-3.72 (m. 3H),
3.57-3.51 (m, 4H), 2.92 (s, 3H), 2.89.2.84 (m,
1H), 2.67-2.61 (m, 4H), 2.03-2.00 (m, 3 H),
1.89-1.86 (m, 2H), 1.01 (d, 3H, J = 6.8 Hz),
0.78-0.75 (m, 4H).

886

569

TH-NMR (500 MHz, 6d DMSO) 6 ppm B.56 (d,
1H,J = 2.0 Hz), 8.30 (d, 1H, J = 1.5 Hz), 7.94-
7.92 (m, 2H), 7.77 (dd, 1H, J = 8.5, 2.0 Hz),
7.21(d, 1H, J = 1.5 Hz), 6.69 (t, 1H, J=76.0
Hz), 5.99 (d, 1H, J = 5.5 Hz), 3.94-3.89 (m,
3H), 3.76-3.72 (m, 3H), 3.58-3.54 (m, 2H),
3.54-3.50 (m, 2H), 2.92 (s, 3H), 2.87-2.86 (m,
1H), 2.65-2.62 (m, 1H), 2.61-2.57 (m, 3H),
2.03-2.01 (m, 3H), 1.90-1.89 (m, 2H), 1.02 (d,
3H, J = 6.5 Hz), 0.80-0.75 (m, 4H).

887

569

TH-NMR (500 MHz, 6d-DMSO0) & ppm B.27 (s,
1H), 8.17 (d, 1H, J = 2.0 Hz), 7.90 (d, TH, J =
5.5 Hz), 7.76 (d, 2H, J = 8.5 Hz), 7.40 (d, 2H,
J=85Hz),7.01(d, 1H,J=2.0 Hz), 6.53 (t,
1H, J = 76.0 Hz), 6.31 (d, 1H, J = 7.5 Hz), 5.98
(d, 1H, J = 5.0 Hz), 3.83 (s, 2H), 3.81-3.76 (m,
1H), 3.54-3.50 (m, 4H), 3.48-3.42 (m, 4H),
2.65-2.60 (m, 3H), 2.32-2.28 (m, 2H), 2.15-
213 (m, 2H), 1.89-1.85 (m_ 2H) 1.07 (d, 6H, J
= 7.0 Hz),0.92 (d, 6H, J = 6.5 Hz).

888

TH-NMR (500 MHz, 6d-DMS0) 6 ppm B.17 (4,
1H, J = 1.5 Hz), 7.91 (d, 1H, J = 6.0 Hz), 7.75
(d, 2H, J = 8.0 Hz), 7.34 (d, 2H, J = 8.0 Hz),
7.03(d, 1H, J =15 Hz), 6.49 ({, 1H, J=76.5
Hz), 509 (d, 1H,J=50Hz), 5.34 (5 =, 1H,
J=65Hz), 479 (t, 2H, J = 7.0 Hz), 4.53 (dd,
2H,J =75, 55 Hz), 435429 (m, 1H), 3.71-
3.60 (m, 2H), 3.61-3.59 (m, 2H), 3.50-3.48 (m,
4H), 2.89-2.80 (m, 2H), 2.80-2.72 (m, 2H),
2.31 (t, 2H, J = 11.0 Hz), 2.12-2.10 (m, 1H),
1.68-162 (m, TH), 1.51-1.47 (m, 1H), 0.97-
0.94 (m, 6H).

- 242 -

SES061 10-2426043



[0352]

T

LCMS
(M+1)

NMR

889

570

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.18 (d,
1H,J=16Hz), 791 (d, 1H, J = 5.2 Hz), 7.75
(d,2H, J =84 Hz), 7.34 (d, 2H, J = 8.4 Hz),
7.03(d, 1H, J=16Hz), 649 (t, 1H, J=76.4
Hz), 5.99 (d, 1H, J =56 Hz), 5.34 (5 %, 1H,
J=56Hz), 479 (1, 2H, J = 7.2 Hz), 4.53 (dd,
2H, J = 8.0, 5.6 Hz), 4.35-4.29 (m, 1H), 3.70-
3.65 (m, 2H), 3.65-3.59 (m, 2H), 3.50-3.48 (m,
4H), 2.86-2.79 (m, 2H), 2.79-2.72 (m, 2H),
2.31(t, 2H, J = 11.2 Hz), 2.12-2.10 (m, 1H),
1.68-1.62 (m, 1H), 0.98-0.94 (m, 6H).

890

o

570

1H-NMR (400 MHz, 6d-DMS0) 6 ppm 8.60 (d,
1H, J = 1.6 Hz), 8.30 (d, 1H, J = 1.6 Hz), 8.17
(s, TH), 7.95.7.91 (m, 2H), 7.81-7.78 (m, 1H),
7.19(d, 1H, J= 1.6 Hz), 5.98 (d, 1H, J = 5.6
Hz), 455 (t, 2H, J = 6.4 Hz), 444 (t, 2H, J =
6.4 Hz), 3.71-3.65 (m, 3H), 3.57-3.54 (m, 2H),
3.49-3.46 (m, 4H), 3 45342 (m, 1H), 3.31-
3.26 (m, 1H), 3.07 (q, 2H, J = 7.2 Hz), 2.67-
2.59 (m, 2H), 2.54-2.51 (m, 2H), 2.50-2.48 (m,
2H), 2.21-2.15 (m, 2H), 2.03-1.90 (m, 4H),
1.08(t, 3H, J=7.2 Ha),

891

e

TH-NMR (500 MHz, 6d-DMS0) 6 ppm 8.18 (5,
1H), 7.92 (d, 1H, J = 5.5 Hz), 7.76 (d, 2H, J =
8.0 Hz), 7.40 (d, 2H, J = 8.0 Hz), 7.02 (s, 1H),
6.53 (1, 1H, J = 76.0 Hz), 6.00 (d, 1H, J=55
Hz), 5.33 (5 2, 1H, J = 5.0 Hz), 4.79 {t, 2H,
J=70Hz), 453 (dd, 2H, J = 7.0, 5.0 Hz),
3.83 (s, 2H), 3.75-3.70 (m, 2H), 3.70-3.65 (m,
2H), 3.52-3.47 (m, 4H), 2.60-2.56 (m, 3H),
2.32.2.28 (m, 2H), 2.15-2.13 (m, 2H), 1.90-
1,87 (m, 2H), 0.91 (d, 6H, J = 7.0 Hz).

892

585

TH-NMR (400 MHz, 6d-DMS0) & ppm 8.17 (d,
1H,J =16 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.79
(d, 2H, J =8.4 Hz), 7.39 (d, 2H, J = 8.4 Hz),
7.01(d, 1H, J=12 Hz), 6.68 (t, 1H, J = 76.4
Hz), .30 (d, 1H, J = 7.6 Hz), 5.99 (d, 1H,J =
52 Hz), 3.91-3.87 (m, 1H), 3.80-3.73 (m, 2H),
3.53-348 (m, 4H), 3.46-3.41 (m, 4H), 2.89 (s,
3H), 2.88-2.83 (m, 1H), 2.75-2.53 (m, 4H),
2.03-1.93 (m, 2H), 1.90-1.82 (m, 2H), 1.06 (d,
6H,J = 8.4 Hz), 1.01 (d, 3H, J = 6.4 Hz).
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893

585

TH-NMR (400 Mz, 6d-DMS0) 6 ppm 8.17 (4,
1H, J = 1.6 Hz), 7.90 (d, 1H, J = 5.6 Hz), 7.79
(d, 2H, J = 8.4 Hz), 7.39 (d, 2H, J = 8.4 Hz),
7.01(d, 1H, J =12 Hz), 6.68 (t, 1H, J = 76.4
Hz), 6.30 (d, 1H, J = 7.6 Hz), 5.99 (d, 1H, J =
5.2 Hz), 3.91-3.87 (m, 1H), 3.80-3.73 (m, 2H),
3.53-3.48 (m, 4H), 3.46-3.41 (m, 4H), 2.89 (s,
3H), 2.88-2.83 (m, 1H), 2.75-2.53 (m, 4H),
2.03-1.93 (m, 2H), 1.90-1.82 (m, 2H), 1.06 (d,
6H, J = 8.4 Hz), 1.01 (d, 3H, J = 6.4 Hz).

894

586

1H-NMR (400 MHz, 6d-DMSO) 6 ppm 8.58 (d,
1H, J = 1.6 Hz), 8.28 (d, 1H, J = 1.6 Hz), 7.93-
7.91 (m, 2H), 7.77 (dd, 1H, J = 8.4, 2.0 Hz),
717(d, 1H,J = 16 Hz), 6.68 (t, 1H, J = 76.4
Hz), 6.30 (d, 1H, J= 7.6 Hz), 5,09 (d, TH, J =
5.2 Hz), 3.93-3.89 (m, 1H), 3.80-3.77 (m, 1H),
3.77-3.72 (m, 1H), 3.54-3.53 (m, 4H), 3.47-
3.46 (m, 4H), 2.92 (s, 3H), 2.89-2.86 (m, 1H),
2 67-2.62 (m, 1H), 2.61-2.56 (m, 3H), 2.04-
2.01 (m, 2H), 1.89-1.86 (m, 2H), 1.08 (d, 6H, J
= 6.8 Hz), 1.02 (d, 3H, J = 6.4 Hz).

895

590

TH-NMR (500 MHz, 60-DMS0) 6 ppm 8.59 (4,
1H,J=20 Hz), 8.28 (d, 1H,J = 15 Hz), 7.94
(d, 1H, J = 5.5 Hz), 7.91 (d, 1H, J = 8.0 Hz),
7.78(dd, 1H, J = 8.0, 2.0 Hz), 7.18 (d, 1H, J =
1.5 Hz), 6.01 (d, 1H, J = 5.5 Hz), 5.10-5.08 (m,
1H), 443 (dd, 1H, J'= 9.5, 7.0 Hz), 4.14 (dd,
1H, J = 105, 7.0 Hz), 4.0 (dd, 1H, J = 9.5,
4.0 Hz), 378 (dd, 1H, J = 10.5, 4.0 Hz), 3.71-
3.65 (m, 2H), 3.65-3.59 (m, 2H), 3.52-3.51 (m,
4H), 3.08 (g, 2H, J = 7.0 Hz), 2 70-2 68 (m,
1H), 2.62-2.60 (m, 2H), 2 54-2 51 (m, 2H),
2.01-1.98 (m, 2H), 1.91-1.89 (m,2H), 1.78 (s,
3H), 1.08(t, 3H, J = 7.0 Hz), 1.00 (d, 6H, J =
7.0 Hz).

896

600

TH-NMR (400 MHz, 6d-DMS0) 6 ppm 8.18 (d,
1H, J=1.2 Hz), 7.92 (d, 1H, J = 5.2 Hz), 7.79
(d, 2H, J = 8.4 Hz), 7.39 (d, 2H, J = 8.4 Hz),
7.03(d, 1H, J = 1.6 Hz), 6.69 (d, 1H, J=76.4
Hz), 6.00 (d, 1H, J = 5.2 Hz), 5.34 (5 £, 1H,
J=56Hz),4.79 (t, 2H, J = 6.8 Hz), 4.53 (dd,
2H, J = 6.8, 5.6 Hz), 3.92-3.87 (m, 1H), 3.77-
3.72 (m, 1H), 3.75-3.69 (m, 2H), 3.69-3.66 (m,
2H), 3.62-3.58 (m, 4H), 2.89 (s, 3H), 2.88-2.83
(m, 1H), 2.75-2.55 (m, 4H), 2.03-1.96 (m, 2H),
1.90-1.81 (m, 2H), 1.01 (d, 3H, J =6.4 Hz).

T=

LCMS
(M+1)

NMR

897

600

TH-NMR (400 MHz, 6d-DMS0) 6 ppm B.18 (d,
1H, J = 1.2 Hz), 7.92 (d, 1H, J = 5.2 Hz), 7.79
(d, 2H, J = 8.4 Hz), 7.39 (d, 2H, J = 8.4 Hz),
7.03 (d, 1H, J = 1.6 Hz), 6.6 (d, 1H, J = 76.4
Hz), 6.00 (d, 1H, J = 5.2 Hz), 5.34 (5 £ 1H,
J =56 Hz), 479 (t, 2H, J = 6.8 Hz), 4.53 (dd,
2H, J = 6.8, 5.6 Hz), 3.92-3.87 (m, 1H), 3.77-
3.72 (m, 1H), 3.75-3.69 (m, 2H), 3.69-3.66 (m,
2H), 3.62-3.58 (m, 4H), 2.89 (s, 3H), 2.88-2 83
(m, TH), 2.75-2.55 (m, 4H), 2.03-1.96 (m, 2H),
1.90-1.81 (m, 2H), 1.01 (d, 3H, J=6.4 Hz).

898

601

1H-NMR (400 MHz, 6d DMSO) 5 ppm B.58 (s,
1H), 8.29 (s, 1H), 8.27 (s, 0.4H, HCOOH),
794 (d, 1H, J=56 Hz), 792 (d, 1H, J= 4.4
Hz), 7.78 (d, 1H, J = 4.4 Hz), 7.19 (s, 1H),
6.69 (1, 1H, J =76.4 Hz), 6.01 (d, 1H, J=52
Hz), 5.35.5.31 (m, 1H), 4.81-4.77 (m, 2H),
4.55-4 51 (m, 2H), 3.93-3.89 (m, 1H), 3.78-
3.68 (m, BH), 2.92 (s, 3H), 2.89-2.84 (m, 2H),
2.70-2.58 (m, 4H), 2.03-2.00 (m, 2H), 1.89-
1.78 (m, 2H), 1.01 (d, 3H, J = 6.4 Hz).

899

601

1H-NMR (500 MHz, 6d-DMS0) & ppm 8.58 (d,
1H, J = 2.0 Hz), 8.29 (d, 1H, J = 1.5 Hz), 7.95-
7.92 (m, 2H), 7.78 (dd, 1H, J = 8.5, 2.5 Hz),
7.19(d, 1H, J = 1.5 Hz), 6.60 (t, 1H, J = 76.0
Hz), 6.01 (d, 1H, J = 5.5 Hz), 5.34 (5 S, 1H,
J=55Hz), 479 (t, 2H, J = 7.5 Hz), 4.53 (dd,
2H.J=75,55Hz), 3.91-3.89 (m, 1H), 3.76-
3.74 (m, 1H), 3.75-3.70 (m, 2H), 3.62-357 (m,
2H), 3.51-3.49 (m, 4H), 2.92 (s, 3H), 2.67-2.86
(m, TH), 2.70-2.67 (m, 1H), 2.67-2.61 (m, 3H),
2.03-2.01 (m, 2H), 1.90-1.89 (m, 2H), 1.02 (d,
3H, J = 6.5 Hz).
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[0372]

[0373]

[0374]

[0375]

[0376]

[0377]

[0378]

[0379]

[0380]

SES061 10-2426043

< YeE s5tEo] AH8E 4 AT, v Alae sk AAAE &S HAsska, old oFA e
HAaAZ17] A, old et slgEo] JEs e A FE RAsEe AY Ala"S AAEE o F9E8
71&ofF s}

Ax wg 44 2 55 AT2HE 42 dHolHE AitdA A5y 93 T HAE APt b AME
g 4 . o]k S EY FoHE 540 AY gAY, e A fle DS XFSE % v W ol
o & & AT, FAFS AEH Fold 9 Fo] AR wEl olyst W9 WeolA dEkd 4 k. d9e g
dE Y-, N5Ho2 fast 882 AX WY HAHo2RE 7] FHE & Au. 52 AX vl A
AAE vpe} 22 [Co(F, T4 Ad-Hu A& @dste AF e v5)S 23¢3te &% 8% v
HIE 2] 918 55 EPoA FAsE 4 vt o]g s AHe ATbdA F8&3 &S 0L A
AAst7] sl AEE = Y. 8% T2, dE B9, 3T dA A=vEIaY T o FAHE
ATt

w3k, dojo] EA FxAtd digk EA Fog W X8 99S AMRHE 54 e g5, ¥, AF, dnky
Ql A, A, Aolaw, Fo A, WEE, OFE WHE, 2 XE HAE99 #d ¢ Azsux = 54 A
3] FTEE HESH, U QX FAeE AJS olFElof stk 2AE Fo B ALY e S
E3 24E 5o 54 = #54 Aol

=3

ALK2 W1¢] ol FholUAIZE FAdsA &8 A s, theet Ay AdEy. & ANES =AW
oA ALK2 F-HAF, dE Eo], olvxAt WMEE Zh= ALK2 §49 3ES 2 4 %O]X] ALK2 F+AA=
A ste S ES AFstr. £ g2 A, E IAYES oFAF (WD) ALK2 il 9 ALK2 dade] &<
HolA e & EFE Adste s3ES Ay, 2 AAUEe 534S 84, ALK2e Uit AdE HRE
e A A B A€ (National Center for  Biological Information: NCBI) A5 o] %]

(https://www.ncbi.nlm.nih.gov/) 2ellA ACVRI NEH] A S84 Y 1[EZRE A2 (Q17H)]; Entrez Gene
ID (NCBI): 90 3ol vrAHT, 1A4& @3l FOP; ALK2; SKR1; TSRI; ACTRI; ACVR1A; ACVRLK2Z FA|E o] Jii,
A7 AE ARE B gAMel EEE.

AN A, B ARG didA A AR E ] ALK2 EAEE Adlsts WEE A

FA ALK A= A H%— dow sk dRANA A fFazel Aok 159 2 WA 7ed gt
Te Eu oA 2AEE Folshe wAE etk AAGHCNA, WA ALK2 9= L196P,
PF197-8L, R2021, R206H, Q207E, R258S, R258G, G328A, G328V, G328W, G328E, G328R G356D 2 R375P % st
ooz RE Aug ojul:it WAL zh= ALK2 540 LHS Z2YEE ALK2 FAA Uo] Edwolo] o)A
FatEch, AAFE A, ALK2 &4 obv]ieAt WE R206HE 2

ALR2¢] gt o] =R A, & HAAC e IFFES

= BAE Asste d AR ¢ Aok AAEE A, v ALK G4 E
Aol Folrk. FOP TS Ax rige] AR 718 (FAYNE) 9 %XH
(fibrous nodule)?] XS 7o dtl, AHLS ol FE WIE & YA AR &
Az WRE FF e, 5 FHddA As FEE. FOP #habe] oF 97%= ACVRI(ALk2)

c.617G>A; R206H &<dWelE zt=th. A Yol digtus S s 7Hed FHak Aol éXHﬁPﬂr(Kapl an
et all, Pediatrics 2008, 121(5): e1295-e1300).

o
=
R

T AUk AHAQ Age gAY 1Y, gu We uE 4%, 43 2A3F 2 459 9%9 ¥
BAe TP BolA @A FRAL TF Aeu] Folh 1A @ Ggelz olEssl k. FOPE o
W oR o IL(Sk 806 OF Ei MREF), B A4 A9 A, dAn, A8 osAn, 97
Q) ol g furshs Aol WAl A gHvh

=
AATG el A, HAgAQl ALK2 2Admel e WE= AW F3 AReldAd S (FoP)olar, tidAl=
L196P, PF197-8L, R2021, R206H, Q207E, R258S, R258G, G328A, G328W, G328E, G328R, G356D % R375P & 3t
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SE53 10-2426043
(MASIVET(&-573%) H+= KINAVET(5-573%), BLU-285, DCC-2618, PLX9486) =4 Hedtt.
[0389] T Sh
[0390] 317] RESAIE 2 AfAIUE SItES Alxde A dAste] dubEQl ME AlFeEteE AL vt ##
71 2ok B9 VlEAeE v AAl"E A 2 AAUE e SES Alxsr] A 7ol s
ste] ubHel A4S AHEekel Wa wi HAsd 4 Yrks A% olsle Aol
[0391] St IRESF ]
RZ.
z ‘
®_ R? N
N 4 N7
Van //
Le<¢ NS Aw ws LAl s :i?:‘jﬁ}; #
=2 = bl N
H N —_— 5
N 5
70 [ j 2 ? [Nj [N]
1 N 'g R1&O
R*&o e
PG 1) WEA w2 (elE 5ol
l{l -NESH A, FREFolOE,
[ j obol2stolotolE, 24
58 oaH S 9e)
N
H 2) HE7l AA
2T 29)
f)=as A%
R} oRY S 2uw
Re
7 NN 2B v
PN (lg Eoi, i} 2, ¥
\ gTlolc g we, Aud g
HeFozo =g ofmxs,
6 Ozxy, ofd =zunpol =}
Ef\g %ﬂ,ﬂ;g, ofZ B znjo] &9}
vlolUHEA I g2 Hpo
RS0 za meo mamp
Tt - EROIETCRWY SXY: L6? - oD PG - HEsl: = YR WPI: B - B2 EE RCE WHHW R0) T ATA:
[0392] z = @elol=ol W pa-mAT mx ASY WEY, olF Sol. HE o2/, FHr EE ofwzl.
0393]  oE (LG)E 2t TNEeANtd 18 AT WSS FaA 4838 Ased 29 ATINA ARE e
2 Aol AH F1HA 38 AT & Ut AHEAA/AF SR s, FREEECIE W oo iAfololy|o]E
(Ex 23E FuelolE 5)s 2L slote] wed elalA, Azt Ue g g m2E2S B4 o)
ol=, FhutHlolE 9 f-HotE Akl 1 oy HRI(EQF AN EN A&std FHgz 28 34
24 5 vt 44" 9EEIYo 38 ZetE-wilE AEE wkE, dE Eol, £2=7](Suzuki), =€
(Stille), T dl7]A (Negishi) AZHE Eal- F7HA 40 AZHAA ANELE dr-vh Aol FAH Tt
_ 2
ABE AT 4 Ak, LG = dE 591, Cl, Br, =& 1Y § b, 725 HEO|E, HEOJE o2, T
2o, = -A2d &

= EgtoldnEd 4 9th. R = o2 So], Br, OH, N-AZA% o7 = Ao
=
=

zadetuled & gtk AAHE FA 5

7 e el 2
(amination), ©oFa3g}, ml=%
=3} s wlo|dREA UL
<ol oA F7rE AESA
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[0394]

[0395]
[0396]

[0397]

[0398]

[0399]

SES061 10-2426043

HH TREZ 2

1) #P7 g5 s &0,

-NH2} 4, ZRERZHOE,

ofolxtolofolE, 24

3 olaH 39 W3)
F;’G

N

H
(J ()
ﬁ 2) Ra7 AA 2

2ad d) L

R" 70O
-N
ch{?'\; PEERES
N 4
2) Bt

1 e
T

R'Z‘
2 RZ N
@7‘-@ ' / N

R" 0
C
¥ fHEaw s
] i JRY S 2uz
/N 2)uEA B
NS (o1& &ol, -Nugh &, ¥
geolEo g, Y IR
N Aofome BUY obvlwH,
8 E j mzuLP, oY mzutoEgt
1 Rage, ofd mgobol et
woldwed 1 i Hedo
RS0

=9 e A5

sgaen 12 A% Hee FaA 48sE 9Ada 29 AZRNA A=

& A |
HAE AT 5 . A SAAS va-vuEeolE HolRES AR ek wivlE AEH

REoo|E o AR A#AA FHA 3'E ATR 5 Atk AH do] 4, RIS Aol R, B o o]
E2dUsA S SARASAR AT F Ak A4 WEEvetd nEdelEs BeE-ollE AZY W
S, dE B, 227 AZEE B ofd FEtel=(U)ol AZHAA MEL Ba-va Ao F4E F3
AE AFE 4 ATHLCE CI, Br, [, 0TfY & it R = o8 5o, Br, OH, N-94% o7 ®i Xo]Zw
dopnl, = -AAE 9 e AlelERddonld F de). olelgt *@*351 tho]-2gte ¥ E =yl nzl,
F4 5% Ue) d9R W ZEEEe B9 928, sud 46 aEzel 894 ohwsl, ojds, s
I gFE 7o) MEwR AELEES T o FAY, FALE §hgS A& ofw ] s} = vleld B EAL HTb
I te FAastE SelA i G /AlelE R g o]l A4S HIET A whgol JOHH F7te Agsiad
S oot (dad 49 nesl AR ). BH TREZ 28 Agee] AzE A4 SEEel ol a7l 5
g AAldel FHAEo ATt

R
5
B N 1EeE A% !

N 4 /N

. 3 N
N o RY 2rs /NS
q
il Py man - A
=9 w3 A
N

[ j 2) gl ws N

[ ] 8 0 Ol £of, -Nigt &, 2 [ j

N iy el wE, ALE-UR o N

7 BOC Aotozeo el ofn ks, BOC
Dany, ofg maoocs}
23WE, o}Y nzojocs}
volunES 1 g e
29 AEo FgE)

RC
1) BOC #A
RY N 2) WEA wEEIE =
/NS NS A, 22 RF0I0E,
=~ ofol A Aolopd o E , B4
38 olAE D9 w3)
®

AEEdYnl 7¢ A8E ok BE 4R £ B Eol, Br, Of, N-92¥ 97w Ao ZRdelul Ei
A 97 EE Al FRAYINY & U)W AZYAA A dh-wi AL T 5 A 22
o, 7tud FF RFTEO B obvlsl, obdsl, WAL AZYL FW oE YY, Tt RAVE w3
& SR olrlwstE W AW WSl e AR FA 82 FhE A8AL 5 AHALT 5P



B57] AA F). S3A 99 BOC7Ie] AlA olFol BEE el NIE 243t 75, FREF
2 FReo|=/olo] pAlolollo| ES ARgEte] A WeAA 747 dE] SyE e TREEZS
ol=, Jhutdlo|E | HE Hots: AT 4 vk, FA TREZ 35 ARgSte] Alxd dAH< 3}
o] 371 54 Aol MAIF ] Q).

[0400] St IREF 4

: N
N™ ™ |
O, N 4 1) Bag IS .
= Pd s N ()R"“)zl 2ng R® NN
g \=AF A=y ws I a 4
- 0 = 8 _— =N
N
10 [ j [ j 2)uyol W

N (olg Eol, Nz ¥, ¥
N BOC  ©Fote ug, Fuy g
BOC Afome FedY otnliE, l}l
MEES, ofY mznbol St BOGC

RawE, ob¥ Bzulol Eot
woldBEL 3 e BHo
29 e 83

RC
|
-
R v N’N\
=\~ 1) BOC A7
N 2 387wz e Eo,
A
[0401] R
[0402] 2292 HEo|E o] AH 109 ol delol= 49 AZYAA FH] 82 AT 5 ATHICE A=
o
5o, Cl, Br == 1Y & 9. R+ dE 59, Br, O, N-994% &7 = Apo|ZadZowl == -94
H 2 EE AlolEREZoNY F S). &, stRd 3 SERY A4 ofv|s)t, ofdst, Wz
B oAEYE BU H WA, B FAUE WL AEE obWSE uEY AR weel AN FA 82
F7t2 A A(EAs A BEY] AA F) FHA 95 AT = k. FHA 99 BOCTI9] A|A o] %
AARAE 2 NHE 843tE 7154, SEEFA0E, 7Y FReo|E/oto]hAfolold|o]EE AFE-sle]
2 WEAA 77t dEl AR W TR FaA ohbols, Aupols, i SUlobE A3 + Utk
A ZREF 45 AMESH] Az AAARD SEE FAdel sl §A AAleddl AAlEo] STt
[0403] M TEEFE S
1) BOG A7
Ny 2) B8 wses Eo. o Ny
Brﬂg ] o pnNs oo, BE j: B //N
SN ERE B{HJ stE ol2E 59 uh3) (0] &
" g =z
N
7 N :
G o ()
BOC ’\Il
BOC
|RC
2 RZ
R J N,N\ /N N\
A~ 1)2as 3¢ 2us =N
N N
2) e we
6 [ j (‘jl’ﬂ';;o‘,’lmﬂ 2. @z 8 [ j
N gelor we, Jud A N
B e Ses & o
nawE, ol mentolcs)
solYREM 1 Thg Yo
[0404] 29 HiEo Fash
[0405]  AERAG Bejels 78 Pa-vl) WS EaA

o] BOC719] AA o]Fel e fel NiE 243k It
3}

=
A%, FREFE, sue Fzeiol
olohilolEE Algele] A WeAA 727 del SdE W

7l
o}wm}

4

do|= o8 1002 AN & k. F214 10
g 1 = /o}o] 224}
$ TREZS B4 ovlels, b=
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[0406]

[0407]

[0408]

[0409]

[0410]

[0411]

[0412]

[0413]

[0414]

[0415]

[0416]

SS=506l 10-2426043

AT 5 QrHLCE 8 S0, Cl, Br B 19 & 9&. R & o2 5o, Br, O, N-A24" &7 EE= Aol
Zrorzlolyl Ei (-4 97 Tl Alo]FRAZond £ 9e). oAs, Jud 3 TR F94
ofui-dl, o}dsl, WELR AZHUL Ed oY FA, Tl RIANE BSOS AL ofn3E n|EdE 17
WSOl oJaix E7HA 52 FtE FLHAA(RLF A wEY] AA F) 6L ATE 5 Q. WY TRED
2 Ahgshe] AzE A Fel satEe] d4o] st7] B4 A g MAE ] gl
Z7bel o2 AA YA, B AL B AN 33 FAey] 9F FAS ATa. F1

N

N
Br 4
-
OH

y ©

N )

\ !

51 R% _NH,
g IR CUys gan e sae: O MDDy maee gaz voso: A
= , 38k D-19] & I wjgtslE dAE Essith: 2
=,

RE& Z28, HER Y olo]oxgRE Auyy
R & olg7]o|ar;
R™& Ax} E7l7](electron withdrawing group)°]th.

AR ANFE o)A, B e BERo|t},

>
rkﬂ

Qx ANFYAH, R NRHRD) 2 -k 2RE Augm, o4 R 2 RS 77te Sugoem
C-C, 2ok, olgst A e e B} FAH PFakell A, R = -N(CHi).0] T,

QR ANFYA, RS vestny, -Restny, 4olERdUstnd | 4-AtolohsUtnd | 4-Edfe]
FozWEddtnd, 4-ZF02WdytEd, 4-Efto|Z R 2v|EslRdu|dIlRd | 4-dEATIRYH IR
Y, 4-Efe|ZEo vz dsdring 2,4,6-53}01 e Utny . 2.4.6-Egbo|mE-3,5-tho] Lo E 2
AdAnd,  o-Efo|Zeoadd-4folEmdd, 24-tholiolERAY W clolfdEamd =iy
Aggct, olgast AN Fele Brh TAH oA, R & 4t ERwUstn T},

C-1 % D-1=%H 6-HERIER[]1,2-b|Jtil-4-&5 et URddA, 2 2245 54 & ol &5
AT 5S4 Sl AdEe B Ve Bokel eAE dele) AeriE sdd ¢ g, By FAHeR, S
4 & N-vld-2-9 9 ("NMP"), N, N-tfejudopa| Eotuto] = ("DMAC"), tholwdFolrto] = ("DMF"), HIE
ghete] =2 F A ("THF"), vld-elEetsto] =2 F("MeTHF"), tholld dZFAlo]=("DNSO"), % Alo]Z =]
g o ("CPME") 25 ded. Bo o FAgoeR, S4 Suls NP E& DMACO|t).

g

T4 P C-19 AL BAGNA F4 SulE SN, ol §AE A s AsE 4 ke
A FaE. olold, gal8 -1 @71, AR ol 115 WA 159Fow Asa, N, #4171 shelA

dolz fAAAY. drle AEe B vlE Ropd FAW oo Aoy P 4 A, wrp FAHC
_‘—ij:, Ogﬂ ]E KOC(CH?)?, NaOC(CHg)g, LIOC(CHQ)Q, LIC(CHg)g, Ll(CHg)'gCH'g, LIN(CgH7)2, NaOCH'g, NaOCHchg, KOCH?,

LiOCH;, LiOCH.CH;, ¥ KOCH,CH; .2 HE] MBHTt, B} o] FA2 22, ¢17]%= KOC(CHy)z0lth.

C-19 97129
D-12 73]

2t mwshAl o 15 UlA) 30T LxolA 0.5 WA 247 Bk SagT. ool Aleh
o, @71-A2E C-1 48 lelm -8 WA -5CAX WAL,

D-1& 3 doj& Ny w917] stellA -5 Wx] 30T 2ol =4 & ol &afjAl7]aL, o]ojx A7]-H el

S
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[0417]

[0418]

[0419]

[0420]

[0421]
[0422]

[0423]

[0424]

[0425]

[0426]

SES061 10-2426043

C-1o AA3] H7bsith. AdE 32 LS B IPCol ofsfiA A== 4% C-19 Aol= 90%7F Atehd of
7HA 1 WA 2A17E = qE aRbehy

K

o], %A 2344 (protonating agent)S AF pH 2 oF -5 WA 10T 9] 2XoA H7sith, FAd=ebAe] Aee
e 7 okl FAE ol Aom{H FgdE 4 k. Hup FAHoR, FAASAE NLCL, NaHCO;,

KHCOs—, LiHCO;, oFAIE4F, HCl, HBr ¥ H,S0,=Z5-E Meldct. Bo ¥ FAAS=, FgA A= NHClo|Tth.
QR FALS PN, PANAE ST B3] phE AYSAE ALEe] o 1 WA 5, nrh FALeR
o 2 4 4% 2RV, 59 TAN ANFUAA, APSAE HClelTh FPAT WSS 0.5 A 242

Fek 0 WA 10TAA QYL Aol sk

oolA MAE EFES YA olBw F, FEAF Asse] BEY BAL FEUT. cluse 4§, ol
AolAE 2zte) %% Fo FEAZ Y W FEAn, AFAT. ooln By nele FF ol mre)
Foha, AE SAe f71 4B 54 o BB ool 4 L FEAZ ¥ W o FEHy, wE
#71 4% FEv. PYAS weosy YYE EFRS oded gow, AL FEAD olgw
FEsa, 227 YYE RE 47 42 EYad

FA dorREY BEAS F7] A ol FEE 4 e AE UE okl FXE Yol &
-R.E] o E]("MIBE"), MeTHF, tlo]Z==&det
dEl, olE ofAlH|o]E, EFel, % olo]AZ 2 olAHo|ERRE AMulFct, Ht

)
f
O
-
N
X
o
“HU
Bl
e
2
rr
E=)
lu)

3
("DCM"), CPME, the]ef

o FAHo 2, FZA = NIBEC|T)
FEERTE Y EYE A7) 3% o NCIZ QR AHSI:, 5 NaSO A AEA7D, el
B84 Bdol EAM o33

FEE Az AF Ve 7]
Sl

¥3tel EH([Wuts and Greene, Protective Groups in Organic
Synthesis, 4th ed., John Wiley & Sons: New Jersey, (2006)]o|A] 2o} 4= Qlt}.

WSS 7)E Zokll SAE dole] Agg Wl webd RUEPE 5 vk, dE 5o, &3%4 4,

AW, AR FTHNR) LPsH(]2 So], H = 0), AA(IR) 2P, BFZ=AW (S So], V-71A
F), A EAMWOMS), wE ARvEads By, GAdd, 2% 04 A=vE2d s (IPLC) i vt 37
ol e 9] (TLO) ol o&lM AAE H4S RUHPE 5 oo, e E479S 93 24 gu] 2 w3

LC-MS: &e] AAEA &= g, BE A4 azvtEadga-Ad% FAH(LC-MS) vlolH (k% H ofoldlE Hol o
A BEAE AZ)E 22.4TColA ofdAE L2 (Agilent Poroshel) 120(EC-C18, 2.7um YA =7, 3.0 x 50
m X4) G4 Z&o] FarE ES-API ©]238lE o] &3t o dHUE Zd(Agilent model) 6120 =& =9 1956 2
F BAAE AMEShE oFYUE RE-1260 LC AlaRo R Atk olF e & F9 0.1% It o EUeE
Y 59 0.1% Fo & EFER o|FoJHY. 459 77kl AR 95% =4 /5% F71=E-E 5% $24/95% F7]
ol Fdo R dAT FHE o] &It FFS Imt/FoE AT
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[0427]

[0428]

[0429]

[0430]

[0431]

[0432]

[0433]
[0434]

[0435]

[0436]

[0437]

[0438]
[0439]

SES06 10-2426043

oot e, sty Zsl B oolEds ARgate] LCAS HlolHE Atk H71A olF
ACN; FHl: 5% BS 1.2% ool 95% B7}A ZF7FA17]aL, 1.3 018 ool 5% BE; %
oml/%; Zel: A28 X (XBridge, 3.5um, 50%4.6mm; £ &%: 50C. A o)A A E(0.01% TFA) B:
CAN(0.01% TFA); T®i: 5% BZ 1.2% o]ujol] 95% B7FA] S7FA17]a, 1.38 Z<F 95% B, thA] 0.018 ool 5%
BZ; #%: 2m/¥%; Z9: Agolo](Sunfire), 3.5um, 50%4.6mm; 2 [

o

}o A = (10mM NH,HCO3;) B:

gtdow &7 A 9 ol5Ads AHEste HPLC "olHE At d714 ols7d: Ar &(10mM NHLHCO;) B:
ACN; Hll: 5% B2 1.2% o|ujol] 95% B7FX] Z7FA]7])aL, 1.3% E<F 95% B, TthA] 0.01% o|wjol| 5% BZ; &F:
ome/ 5 2 AABEIX] 3. 5um, 50%4.6mm; QB L% 50C. A olEAF: At E(0.01% TFA) B: ACN(0.01%
TFA); 9: 0% 5% B, 3% 5% B, 10% 95% B, 15% 95% B; %F: 1.2m¢ /%; Z3: o] &8~ (Eclipse) XDB-
C18, 4.6%150mm, 5um; ¥ &%: 40C.

B8 LC-MS: 22.4Co|A Fuh(Luna) 5u C18(2) 100A, AXIA FHZH, 250 x 21.2mM <74 Z&de] 2w Ala}
tj=A8 2] (Shimadzu Discovery) VP(E5E4%) £3HE& Al2® AoA EFHE HPLCE FF3T. o5 A2
%9 0.1% FAT o EYUO|EH 9] 0.1% EFo fuje] EIFER o]FolHr). 258 73H 1 4379

/5% F7125E 5% 773/95% 7] ole oz A FalE o] &3Tt. AHS 20ml/EoR It
olg R T A G WHES vlo]QE]A] olY4o]E mlo]a 2 4 (Biotage Initiator microwave unlt)oﬂfﬂ
AL Gt

Flolzgk HPLC: 3}7] Al2® F sl Ao Flolz E31ES Radalr] 93 B3H& HPLCE 338t tt. SFC-80
X SFC-200(EFE (Thar), YElZ(Waters)) FH] & o]= Ay B %Uél}é% 80 WA
180g/%-9] 5 2 214 WX 360mmol| A 9] A=A 0./ FIEHS-(0. 1%9NHO0H)= 40:60914 90:1 o] 2 Tl
= Abg3le] 35ColA 3% = AD-H 20x250mm, 5pm ol (Diacel) ZHS Ab&3dvl. 4<(Gilson)-281 #
H|E AMg38F HPLCY A$-, & HExE5L 0. 1%DEA) :EtOH(0. 14DEA)=0: 100914 100:00.2¢] o]%A Fuj&
AFE3Ee] 40°Col A FEE AD-H 20x250mn, 10mm tjolAl 288 Alg&a}gir).

o
o
ffl
1o,

A7 g2utEady: degel o2~z FH|Z 4 (Teledyne Isco COMBIFLASH) (5343%) Rf 1 E+ nf
o] Q E] A (BIOTAGE) (5-E4+%) ofola#zt ¥ YW (Isolera Four unit) & o] sl AolA At I2nE
a9 E Y5t

XA NMR: 28] AAEHA @= 3, BE H MR ~FEHLS wlglek(Varian) 400MHz SYE o]x=8}(Unity
Inova) 400MHz NMR v (35 A 7)= 5% 16 WA 643 270), BHFA(Bruker), offkx
(AVANCE) III 500MHz & Eetd=-Z2]~ tyX " (UltraShield-Plus digital) NMR #3374, T BFAH, ofutx
III 400Mz SEZHEE=-Z8 2 HAY MR W34S AHEste] |dvk. S3HE 49, 25 $94= AFe
+= DMSO(2.50 ppm)ell o3+ WwkE-S (parts—per million: ppm)=A DMSO-d6 &1 ZFollA HIE ).

PADN oql

7] Al A A9 Ao JEHm, ofud PHORE AW AL oJv]shA) it
=z

S
—_
PN'
>
Q -
[o
P
rlr
w
3
NI

A7) wreAe B oANNEe) SEES Axst A BA% duEed AL ATHE A dviwd. Bd
1% worel el EAL WA mAH Aol Tk B ANNES SAFES Axs) ANA 77 o
ste] AwAQl A2 & Algate] WA Ex FAsE 5 A8 ol Aol

H © :o
N —_—
G 4
Br
A B

B E A~ E (Amberlyst) 15(0.09g/g-HI-LR)E A2(RD)(HF 25C)0lA HEDZslo]| =27 2H(10ml/g-H I -LR;
9.7Imol; 700.00mé; 700.00g) 9 Aoz A4 7Medt 1-(1H-35-2-Y) A& (70g; 1.009%F; 641.45m
mo) o] &do] Hrlett, teo R, 1-BERIEY-2,5-tho] 2 (193 (E7]5); 641.45mmol; 114.17g)S -30
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[0440]

[0441]
[0442]

[0443]

[0444]

[0445]

[0446]

[0447]
[0448]

[0449]

SEE36 10-2426043
WA -20CelA E3oz Hrbstar, LONS7F whgo] SZAFNSS Yeld w7k« igF 1A13F 59 adtkslsict,
olojA HhE ZIES oJFela, oFHHE E3} Na,S0; 4 (350m0) S & WA XA 7131, DIMO. =

(700meX2). 7] & ¥ZA]7]aL, olojA MIBE(700mE 3JAAATH). F7] =% o, z
NaHCO;(350m¢ x 2)Z MA3ta, A5 L7] oA 7S stollA FHA1A 1-(4-B2E-1H-9 F-2-4) o &2 (5

o
o A

ZHA B; 9l1g; 0.75%3F; 483.98mmd; 91.00g; 75.45% 4-8&)< WA mA| = A AFs-gIth. LCMS: 100%

o

9 2: (E)-1-(4-H 2 E-11-95F-2-Y)-3-(vjo]m g ol r] iz ) Z 2 Z-2-¢-1-2 (57 )] 3

H § o 9
N N =~
A\ — |
Br B
c

1-(4-B 2R -11-3] Z-2-9) ol k-2 (50g; 1.009%F; 265.92mmol; 50.00g)S A-(heF 25T)olA 1,1-tro]HEA]-
N, N-tho] & v gko}wl (5ml/g-<==-LR; 2.10mol; 250.00ml; 250.00g;)el H7}slaL, o]ojx uk$ &E3H&-S LONS7)
o] $HAE S-S UERE w1243 F<QF 70 WA 80TCelA Thdete], dEtels ST H_% %?&%—%
of#atar, AlelAE PE(300me) = AH3ATt. e AolAE &7 FolA 16417 st AXAIA (B)-1-(4-H=
H-1H-9] E-2-9)-3- (o] m|Hopu] ) 3 2 5T -2-ll-1-2(35g; 0.54%%F; 143.97mmol; 35.00g; 54.14% —rg) 5}
A A ZA AFSFATE. LOMS: >95%.

97 3 6-HEZRIEFER [1,2-b]F ] Fl-4-& (A )] 3y

o] Q N
H -
N o-NH: Br@g
\ | | R - S .
Br I'?l OH
&
c D E

(B)-1-(4-B 2 B -1{-9] &-2-<)-3-(Tto| v & oln| ) T 2 = —2-¢-1-2(C; 20g; 1.009%F; 82.27mmol; 20.00g;)S
-3 2 ¥-2-2(30ml/g- B A-LR; 6.05md; 600.00ml; 600.00g) =0l FHsle] NS A, 2§ 2-7)
GI23-2-S 9ol E(1.59F(E7]F); 123.40mmol; 13.85g)2 olojx EFom Hregrh., &9 252 10 W
A 25TCE FAAZ)aL, o]ojA &AE 15 UX] 25TellA] 0.5A17F &F akagltt. o]oj A dd 4

3k 0-(4-olERdl ) slo]| =24 01Wl(D; 1.5%(E7])3); 123.40mmd; 22.48g)< ¥hS E3Eo] H7lsla 20
W] 30T 255 FAA17]aL, olojA] LONS7F &3 &40 Akl A& yekd wi7zhx] 30TeA 2417 F¢t
sy, 28t £ dRE S2H0l=(200m)E WE(0T) FollA WBd dbkg E3tEe] Aristar, #(200
m) 2 BAA7|AL, pHE A S AFE3E] 3 A 47 AT, AdE &S MIBE(3X150m) & 5
stal, 3 7] TS F4 FAUEF Aol AxA7|a, olojx ofysta, A i%i FEANZG. IRES
At 2RI (A F o E Y oA ol E =10.1—5.1)°ﬂ ol AAste -EEEIAER [1,2-b]H
Yopzl-4-&(E; 16g, 90% +5&; £%5:91.60)S &3k, FA aAZA D3, o|ASE F7HE AA A
il T TAE fEA AREgHeE. LOMS: 91.6%.

vz 3 giek: 6-HEZRIEZ [1,2-b]H 2]t} rl-4-2 (571 E)e] 334

o] Q N
n = e O,NH? Br*@N’\’/j
\ |7 oa. -
Br E OH
c ) E

A5 AFES F7HA B9 S A3 igtel] &gt
200422 DMACE wHS7lol H7betar, o]olA] olAHe] ZF tert-F-EALO|=(1.159H)E N0 B3I 3folA

A& "rbekith, Alefo] &8 wizkx] EES wuteith. ((B)-1-(4-B2E-10-3] 5-2-Y)-3-(t}o] v
ol )X 22 -2-¢1-1-2)(C; 20.5kg, 84.32md, 19F)<S H7Fska, 20 WA 30ColA 1 A 2A17F &9 2
WS §-431 ), o]ojA] Wkg EFES -8 WA 5T7HA WZA H . o]ojA -4~ EZ2wlzd)sle| =54
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)}

O
o fo

(e}

ol (D; 16.1kg, 88.54mol, 1.059%)S H7le] &7] oA DMAc(100kg) ol 83lAl7]az, -5 WA 0T
ol FAAIZ1aL, o]ojAl A A3] De] AAdE §HE g 3=l HIUFed. HIF H o] EEE

Wx] 0CAA FAAZ713L, N, BHE shollA] XA, Do] H7HE <F 4A)7F Sl &Asksitt. IPCAl 93l A
AE = AF 29 54 C9 8% v|vto] &A1 w72 AdH EFES -5 WA 0CAA F7F] 1 WA 243k
ob Al wRkelTE. AE3F NHCI(150kg)S -5 WA 10TCAlA H7bstar, H$ -5 WA 10CoA FAd A4t
W= 2.57b4] 2443tk EES F7H 1 WA 2A7E 5 0 1A 10TCAA Al wukelsl
H E3ES oAHsta, o3 AelAE NIBE(100kg x 2)2 23] AH3GY. oJRA &S FFsla,

&
&

ol
ol
’ -

B 288l 9tt. o] £ =S MBEE 4 WX 53] F&6t1, 7] A4 R5FE &atdl
33} NaCl(40kg x 3)= AIH3ATH. §7] &S 7 NaS0, ol dxA7]1aL, o et
F oF 50LY wi7bA] 35 W] 45CelA W3 stellA ofols FHAZT(o]H g 55 T4 3

ofek §H). F7Ee] Elal o A& w55 s *MEJ 5 &9 2 U9 o F2 wiHR
Z4zve]l wiHE A SRR HFAA FS ©

oX,
ofj
o
o
N
ofj
(o
fr
e o

o
N

D RS e
o o
i)
Vﬁ

AE Ao nAE &sla, o]ojA DM(40kg)S Lelgld #H7ista, AE 10 lHXl 15CelA 0.
AT, ool &elg S oFstar, Axste] 7.45kee] E(HPLC: 98.51%, RRT = ¢F 1.4 B+E2S 1.28%
, QENMR: 96.72%, 9% 3% ol o3k AARL 94.5%0)31, F&S 41.4%9)E A3ttt

g 4: ~-HZRAZZ[], 2-p]F 2] 0}7]-4- Eglo]ZR 0 Zueld L o] E(F7HA] F)o] &4

N
N= -y
s~ on Q\S,o
E e T

6-HERI 22 [1,2-b] 7 FH-4-2(E; 10g; 1.009%; 46.94mmd; 10.00g), TrolE= 2w ek(15m¢/g-H8 A -LR;
2.34mol; 150.00me; 198.75g) 2 Egtojol€olyl (1,183 (&7]5); 55.39mmol; 7.68ml; 5.61g)S 250m¢ ¥H-S-7]
A wgsldtt. EdfolZF oW et EA 4B (1,159 (E7]5); 1.15%%; 53.98mmol; 9.08ml; 15.23g)<
A7vskal, %5 0 WA 20TelA %XW%!E} Hhe EHES 95C7HA] A7 AL, LC-MSTF WHSo] $hAE ¢
=& Yehd w7tx] F7tR2 2A7F F9 wRkskit). ojojA E£3HES DOM(160me) o2 S| A A]7]aL, 33} NaHCO;
SN2 x 80me) o2 MHFAT. F7] &S Fshar, NaS0, AolA :Azx&A7)an, of#bsbar, 74¢t shellA] sFHA1H
oh. RESFWA] MTBE(80me) 2 PE(BOme)E 7bste]l & AAES IAA AT, uigdd Hxdd ¢eojo AAE o
ol e AASFATE. JH}ANE F 3 NaHCO;(40ml x 2) E E(40me) L 3} NaCl(40me) E A 8lar, o]o]A
FAA = AAES AFTsET. Aes a2erE e (PE/NIBE=100/0914 50/ 2 F7F AAS @At 6-
ERIER[1,2-b]9 Y2 -4-2 Ego|ZF o 2| etd TY|o|E(F; 9g; 0.56%9; 26.08mml; 9.00g; 55.56%

& [Actual)S oFs A A=A A ZstAth. LCMS: 34504H) , 98% 22%=(214 nm).

s 01-F

-

ofy

23 9] ok FY

F2HA B9l WS §9 L sIsh ol skt
G 1 6-HEZH-4-3lo] = FA-F B Z[] 2-p] A2 gF]-3-F}HL}o] EE
P i ]
" CN
I}]Hg /\O CN J/ ’N—
J[/\N)—<O_ N/ DBU ! N 7 CN
V/ |
" Y TsOH, THF /Eq)—\i) Br OH
Y
: Br 2

wel 1-on|v-4-B 2 R -9 Z-2-7LE A Yo E(4.0g, 18mmd, 1.0eq) 2 3,3-Tlo|WEAZZ3}o]EH(12.6g,

109mmol, 6.0eq)e] &Mool TsOH(629mg, 4mmol, 0.2eq)E #H7}slch. ¥ %?&% 80T A 6A17F HQF wulks)

. o]ojA | DBU(16.7g, 109mmol, 6.0eq)E ¥k &3HE Fo] H7lstar, = U2 1047 B¢k 80TColA L
),

ATF. TLC7F WHgo] SAE S HEhiY. 3= S0Gu)E F4A7]aL, EA(10mx2) 2 FZE 383

|

o]

n:gi' o
S
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71 & AR AAHSEL, NaS0y el A AxA71aL, AE st A A0, Aies A7 29 A2
vhE 212 9] (DCM:MeOH=10:1) ol ol A “dAlete] A AAAHE(3.7g, 15mmol, 85% &
o

YA 2: 6-H 2 H-4-3]0] EFA I F 2], 2-p] ¥ 2]t -3-7} Al plo] =

1S A aAEA AlEE

N= N= NH;
N/ CN NaOH (8 N), EtOH, 100 °C N,/
) | <
Br OH Br OH

EtOH(20me) 9] 6-HREE-4-3fo]=5A-vE2[1,2-b]¥] 2| th1-3-7hE o] E-(2.0g, 8.4mml, 1.0eq)9] &
o H,0(50ml) 2] NaOH(16.0g, 400mmol)e] &-oNS H7}akdck. TLC(A G o€l (PE):olld o}AH o] E(FA)=0:1)7}
Zu B fgiRo] AnHSS Ve y7hA] uks EIFES 48A13F FoF 100ColA wukEldTh, Wk &
i S EtOHS AASESA MFA $4 899 phi 5 uA G714 2933, ololx AR obaEol=
At}, 3 §7) =& FAYER oA AxAI I, A9En, ARER SE2AAY. FEES A
i AzvtEI ) (M4 olHed om]Eﬂ olE = 5:1-1:1)ell eJaiA A Alske ﬁzﬂ (1.1, 4mmol,

51% 4&)S A uARA AFSA).

HA 3: 6-HE2RAFZ[],2-b]H -4~ (57 E)

N= NH2 N=

2% HCI(573, 30me) F9] 6-HER-4-3fo] = A& 2 [1,2-b] 7 ] th3l-3-7H5Amto] =(1.0g, 4mmo) ] &
ol 4t (2me) B EtOHZm) S H7Fskith. whe E8haS 4841%F &)t 100ColA ambshiv. TLC(A - olH:
ol ohAlEe|E =0:1)7F &% =] tiF-ie]l ARHUSs HERlaL, v EFEE $FAA f7 ﬁuﬁa
A7 Agd 54 Snel pliE 4 WA 67bH 2t efefA] o | opAHIClER FESUT2S).
{7 S8 FAUEF oA ARA7IAL, ojFstal, AXER FFARG. AFws HHd 2d iiu}
B (M 1E1-°ﬂE‘ oMl o] E = 10:1-5: D)l oJal A AAlste] & F1HA] E(150mg, 259 Fake (-
wek g g-g2A) S FRIHE G AR AT

>

=

1PN

of 2. AolF ez eI (4-(6-U-(Ietxl-1-e) A d) I E=[1,2-b| I 2] thx1-4-% ) I o] e}l - 1= ) w §h> (5}
= 127)°

of
of
2,

YA 10 (4-(6-BE2RIFZ[]1,2-b] ¥ ] if-4-Y) I A2} -1-) (Alo] F 2 Z 2 F ) eh=2] gy,

H
N, N
Br—@\]j E ] TEA, NMP
— =+ —_— M
N
3 (]

sy

NMP(300me) F9] 6-HZRIEZ[1,2-b]Fthil-4-Y Eg}o]ZF o Zv|ehd X o] E(30g, 86.9mml), Alo]E=
22 (I 2A-1-d) e (16.0g, 104mmol), L Etolodol7l(13.1g, 130mmo)e] ZFES 100TColA 30%
St wRkakglth. Wb ERES WAL, EAR SAAIZT. £7] S8 B B R AHEL, sF5A17]A
A7l e ,]o}m At A *3”“(26 Og, & 86%)S I mAZAM ATSFATE. MSESH)

C15H17BYN40 B_?'j]: 348, /\E]%j]: 349 [M+H] .

gl 2: Alo]F2 X ZH(4-(6-(4-(HZ|e}3-1-Y) ) FHEZZ[1,2-b]F 2|0} F-4- Y ) F F] e} gl -1- ) v &2 (3} 3}
& 127)9] §%.
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N N

g—¢ | B’ HN N S8

A \_/ N
Pd(dppfCly-CH,Cls, KoCO4

[Nj ' ol 2at/% [Nj

N N N

v o ( 7 v/g °

1,4-tho] 22/ 2 (30me/5ml) =9 (4-(6-B2EIZ=Z[1,2-b]F g thd-4-A) I gtd-1-U) (Alo] 2= 2 ) v et
2(3.0g, 8.59mmol), 1-(4-(4,4,5,5-HEZHE-1,3,2-t}o| SAIH E&-2-) ) 3 o2} F4FA (3.10g, 12.8m
mol), K.CO3(4.73g, 34.3mmol) 2 Pd(dppf)Cl, - CHyCly700mg, 859 pmo) o] EIES N,2 ©7]A]7]3L, o]o]A] 100C

oM 16A17F &F N, stoll A adbsllet. Eftas AL27HA WAA7Ia, sFAAT. IFres A7 21

=

olaj Al AAISt] TA AAE(1.95g, FH& 52.8%)S WA wA|ZA AT T, MS(ESH) CosHaNsO S7-%]: 430,

A=A 431 '

AAd 3. Ao]E2 X 23 (4-(6-(4-(4=-(2-3le| =5 A ) A 2} -1-) A ) I EZ[1,2-b|F 2| Jx-4-L ) 9] 7|
R -1-) w2 (3132 274) 9] 3
il N
N NS HO_\—N/_\N N
AL = HO™™_-Br p— N

N K,COy, OMF, 70 °C N
O »
v/go 74 V/§0

Aol E 2229 (4-(6-(4-(F A &2 -1-)uld) 9 EZ[1,2-b] F b1 -4-) 9] o 2431 -1- ) Wl €h-2 (100mg, 232 1
mol), 2-B ZRo|eh&(57.9mg, 464 pmol) 2 BAFZE(32mg, 0.232mmol) o] EFES 70TCoNA WA (S 1241%F) L
whskoith, Wb EFES WAL, $FAAT. AFES 3 &-HPLC oEiA AAlstel ®Al e (10.5
mg, & 9.5%)S WAl mA =AM AT MS(ESH) CollaNOs, L7210 474, 2220 475 [M+H] .

AAe 4. AtolF R I 2 (4-(6-(4-(U=(SAE-3-2D) A s etxi-1-eD) F )] == [1.2-b| ] 2] bz -4-¢) 9] of| e} 3] =
1= weh (5}hghe= 314) 8] A,

@A 10 tert=FH 4-(4-(4-(4-(A}o]FRZZ 2371 ) I w2}l -1-8 ) A E 2 [ 1, 2-b ] 7] 2] v} ] -6-8] ) 7] ) 7] 7] 2}
A-1-71 e o] =] Y

N

Br /NS BocN \
= =
il —@—B’Oﬁ KGOz, Pd(dppf)Cl
N,
O

N._ + BocN N
[ j N ol 24/ 2
N
v %

tol St/ & (10/1) T (4-(6-B2RIEF2[1,2-b]¥dul-4-) v 2pxl-1-2) (Ate] S 2 Z 2 ) v &2 (65mg,
]

L

0.19mmol), tert-H9 4-(4-(4,4,5,5-8|EgHd-1,3,2-t}o] Al B E-2-2) 7 d ) 9 7| 2} -1-7}=-2 g o] E (86
mg, 0.22mmol), K:CO3(51mg, 0.37mmol) 2 Pd(dppf)Cly(14mg, 0.019mmo)e] EFELS 100CoIA 127 9 wlo] =

238 A ST, FEA7)a, Z94) 2 (PE/EA = 2/1014 1/10)¢] osiA AAste] TA WA E(66mg, F
& 65.4%)S ATEHATH. MS(ESH) CoollaaNeOs, L7211 530, 2= 531[M+H] .

gl 2: Alo]F2EZZH(4-(6-(4-(H A 2}X-1-4) 3w ) A FZ[1,2-b] 7] 2] O} F-4-L ) 2 F| e} Rl -1- ) i EF-29] &

&
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Ny f_\
o O @ﬁ;
j TEA/DCM
O)W O)\v

DCM F9] tert-F-8& 4-(4-(4-(4-(Ato] 2R Z 2 A7) I | e}21-1-) I 2 [1,2-b ] 9] F vpzl-6- ) Al ) 7 o] e}
Z-1-7H5 A 2 0] E(66mg, 0.12mmd) <] &9%o] TFA(TFA/DCM, 10:1)Z ﬂﬂo}oﬂﬂr % THEs A2olAM 13
EQF wWkshglth, A Sk NalHCO; &S Z3t=ol FH7bste] pHE 8 WA 9= whEal, ofojA Z3h&Es DINo.=

i

ook, &3 F7] =& dFE AFSEL, Na,So, AolA AxA 73, 5F3AA FA AAHE(55mg, FEF)

Y
e}
o

AFEHATH. MS(ESH) CollsoNed. 7% 430, 212 431 [M+H]

B 3: AFo]FEZZH (4-(6-(4-(4-(SAF-3-L) A A2} -1-Y) 7 D) T F =2 [ 1, 2-b ] ¥ 2] T -4- Y ) 7] 7] e}-2] -1 -
) ujeh2-o] 5y

N

OO oy %
N

Na BHIOAC):

N

1,2-t}o]| SR & ol EF TJ Aol SR L2 (4-(6-(4-(F H 2 -1-D) A D) I EZ[1,2-b ] R -4- ) 3] 5 2} 21 -
1-d) et (5omg, FE2)e] g A E-3-2(92mg, 1.27mm)< H7Fstar, 1 thS NaBH(0Ac)s269mg,
1.27mm) & HA7FsFith. Whs TFES A-2oA v wNkelith. FFA17) A, 5 E-HPLCO oA A A sl
FA AAE3.Tng, 8 6.3%) ATHATH MS(ESH) CuHyNe0, L7-%: 486, A== 487 [’

Ale]l 5. /‘Miiﬁiﬂ(4—(6—(4—(2—(343113}1 -1 EADHED I EZ[1.2-b]F Hp4-A) T H 2} x -1-
yul e (3FetE 273) B (4-(6-(4-C2-(U-d g g HEEtH-1-) A EAD A DA ZZ[1 . 2-b] 3 &bzl -4-2) 9] w2}
1= W B (35S 390)9] 3.

g 1: tert-FE 4-(2-(4-H 2B ¥=A] ) o) & ) dwa}yl-1-7} g e o] Eo] gl

P S

OH

H OH
1. MSCI TEA Br
Ny 2 Cs-C04, DMF Q
Szhelz,
@I
Boc r

DCM(25me) 59 tert-3E 4-(2-dto] =FAlod) v o2} -1 E(400mg, 1.73mmol), MsC1(596mg, 5.19m
mol) 2 Ezlolo"olnl(524mg, 5.19mmo) 9] EFHES A2 2417 FeF wukEITE. §98 DOMOZ 84 A7)
3, 23} NalCO; B A2 AFsltt. 77 S5 $FAZ 0. FES DF(16m) Fol &3A171a, L o
4-B 2R (451mg, 2.61mmo) 2 Csy,C03(1.70g, 5.22mmo)S ALoA H7Fsth. AAE EES 100CA
FA71aL, Ade7Ha
AATk. MS(ESH)

N
Y
Ji
i
=&
2

18A1ZE Bk wnkslgith. 1§, &g EAR S|AA7|AL, AR AFHEY. 7] 5
AzvtEag el oA AAste] ®Al FTE(320mg, FE 489S FA e d=2A
C17H25BI‘N203 B_?'j]: 384, 386 /‘ j]: 385, 387 [M+H] .

o off

_Il\l'

G 20 tert-FH 4-(2-(4-(4,4,5,5-H|Ee}AE 1,3, 2-t}o] S Al B E g-2-¢ ) 5|=A] ) o §] ) 7] z 2] {l - 1-7]-5-2) &)
o] El] Y
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\

_Q_ \ PA(pprCly, KOAS / % O o
’ ‘ Toeimarz k
BocN

BocN

tho]eak/E(10m) F9 tert-FE 4-(2-(4-B2EF =)o E) ] H & H-1-7HEA ¥ o] E (320mg,
4,4,4',4',5,5,5" 5" -ZEpE-2,2' -1} (1,3, 2-T}o| AR &

mol) % KOAc(325mg, 3.32mmol)2o] &3H&E

830 pmol),
@) (271mg, 1.07mmol), Pd(dppf)Cls60.6mg, 83.0n

& N2 Ak, 100TlA 18AIZF & N, spoll A awbkegivt. o1+,
s WAL, EEARY. Fiws ARTPA ARFEIHY (BA/PE = 1/3)0] olsiA AAlste] Al st
B(300mg, & 84%0)S 24 e AZAM AT MS(ESH) CulluBN.O; S73: 432, AZ53: 433 (W] .

B 30 tert-3E 4-(2-(4-(4-(4~(A}o]| 22 Z 2 B ) H )2} 2 -1-20) 5] £ 2 (1, 2-b] 7] 2] 51 262 ) 755 4] ) o]
&) 52 d-1-7} 5o £ 2] 3y

/N\

N o—< pand WS
—— e /
N/ \O & i © Bog\l_—)

P(dppf)Cly, KaCO

N
Boc(,; ) T aolsarz [Nj
v/go v/& °
tho] &2k(5me) B E(Im) F9 (4-(6-HERIEZ[1,2-b]¥ e thal-4-d) H A7 -1-) (Ale] F2Z 2 ) v g
i(zoOmg 5721ml), tert-%El 4-(2-(4-(4,4,5 5-E|E i -1 3 2-Tho] SALH B eh-2-9) 7 3 A] Yol & ) 3 | 2}
A-1-7H A o] E(271mg, 629 umol), Pd(dppf)Clo41.8mg, 57.2umol), % K.C03(314mg, 2.28mmo) <] &E3F=S N,
= #Astar, o]o]A 100ClA 18A1FF &<t Ny el A adtslivt, o1 %

3, golg Q7N L, EEALG. 2
RES Aelha ZzoiEaesle] <Jsid AAsel EA (160, FE 499 FA oARA AT,
MS(ESH) ColloNiOs 7311 574, 2231 575 (W] .

YA 4: Apo] FRZZH (4-(6-(4-(2-(F F|ef-1-) o 5 A] ) A ) I ZFZ [ 1, 2-b ] ¥ 2] T} £l -4- & ) I F] e} 21 -1- &) ]
E]—-g(gl?f“:’ 273)//7 zyI-/H

/N

N
J NS /N7
O A M
BocN [ ] __HoUetolSeat
v/g 4 v/g .
273
HC1/T}o] 324N, 1ml) F9 tert-FE 4-(2-(4-(4-(4-(Atol 2Tz 2 d7tn d)d A2 d-1-d )3 E 2 [1,2-b]

2 oh-6-) F =5 A ol &) 3] 7| 231 - 1-7H5 A 2 ©] E (80me,

msgt. 1 F, §e BHA

139pme  EFES A2 243 Fo

A sHehE(80mg, 2EH)S A aA=A AFesith. MS(ESt)
C27H34N602 B_?—i] 474 /‘E]’i_,“ ] 475 [M+H]

YA 50 Alo]FEZZH (4-(6-(4-(2-(4-9d A 7 elFl-1-Y) o ZA] ) A d) A F =2 [ 1, 2-p] 7] 2] o} £l -4- Y ) ¥ A e} 21 -
1-2 I)U//E]_ (g]_a'l—’:’ 390)//7 zyI-/H
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[0498]
[0499]

[0500]

[0501]

[0502]
[0503]

[0504]

[0505]

[0506]

[0507]

SES061 10-2426043

N~ Na
—_—
CHyCHO, AcOH__ ( } =
NBBHQCN

N N
0
V/g 390 VAO

DCM(5me) E MeOH(2m¢) =9 tert-F¥ 4-(2-(4-(4-(4-(Ao)ZF 2z 237lR ) I Hekz-1-d) I =2 [1,2-b] Y
2 h-6-2) H 5 A ol &) o | 2} R -1-71E-2 w] o] E (40mg, 84.2 umd), CH,CHO(11.0mg, 252 ),

NaBH;CN(7.93mg, 126 pmol) 2 AcOH(5.05mg, 84.2numl)9 EFES A4 2A7F ot wdkslgic}. 1 &, &
S FEATI, BFHE-HPLCAl o8l AAlstel TAl 3SHE(12mg, 28%)S AN mA A AFEAT).
MS(ESH) CooHaaNeOy 7510 502 221 503 [M+H] .

£

>

Ao 6. Alo]lE2 X 23 (4-(6-(1-(5,5-Ho| EF e 2u w2 d-3-)-10-H & E-4-) 5= [1,2-b]|F 2} -4~
Yo ek -1-) H EFS- (31 3HE 194) 9] 34

e

vl 1: tert—FE 5-22-5 6-r}o]dfo] =2 2] tl-1(2H)-T} ] glo] EQ] g

OH i
a2 whel st
| DCM, RT BocN |

BocN

DCM(25me) =9 1-(tert-F-EA|7F2A)1)-1,2,3,6-El Eg}tslo] =2 9 2] U-3-2(300mg, 1.50mmol)<] £-Hof ©]x-
wlEl AF3E}A (Dess-Martin Oxidant)(1.27g, 3.00mmo) S H7}stdch. ¥HS &
oloj A AT, AFNE 3} 4 Na00;(50me) &2 AlFstar, F

7l 2 AzvkE ) (PE/EtOAc(v/v) = 2/1)o oA AAste] A sgh=e F4 2 (280mg, &

94%) 2 A AT, US(ESH) CollNOs 7511 197, A=) 142 [M+-56] .

B 2: (4-(6-(IH-¥] e} &-4-Y) I F=Z[1,2-b] ¥ 2] T -4-Y) F] o e}l -1-¢) ) (Apo] F 2 Z 2 F ) v eh22] g1y

N =N

N= N X

I 74
@ NP
Na,COj3, Pd(Pt-Bus), N

HN} i [ j thol & 4H/ %, 85 °C [ j

- P~

tho]2al/E(v/v = 3:1, 10m) =9 tert-38 4-(4,4,5,5-HEgvd-1,3,2-t}o] 2AL B Z&-2-9 )-1H-3| &} Z-
1-7H52 g 0] E(335mg, 1.14mmol), (4-(6-HEEZZ[1,2-b]H g hx-4-) v e}zl-1-d) (Ao ZFRZ 23 )y
EF2-(400mg, 1.14mmol), Na,C05(362mg, 3.42mmol) 2 Pd(t-BusP).(116mg, 0.228mmol) 9] &35S N2 33 &7]|A]7]
o]o] A 85TCollAl 12A13F ot wHksIIth, wkg E3ES WzhA 7o, JF oA AR, 3
%PJM ZH (PE:EA = 3:104 1:3)o] 9Jaix AAste] FA 3FES 32 114 (340mg, & 88%) ZA
th. MS(ES+) CisHaoNO 7210 336, A== 337 [M+H]'.

ol i
ok i
¥@ o

2,

Al 3 tert-FE 3-(4-(4-(4-(APo]|FEZZZF7IH Y )F w2} X -1-Y ) FF 2 [ 1, 2-b ]3] 2] O} -6~ )~ 1H-F] 2} =~
1-Y)-5-S2FF 2| g-1-7}F L g o] EQ] 3}y
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SES061 10-2426043

%O
[0508]

[0509] Zeta3 el MeCN(Bml) T2 tert-%-8 5-%4-5,6-t}o|slo] =2 3] 2] d-1(2H) -7} 2 o] E (100mg, 0.51mmol)
2 (4-(6-(11-¥ &=E-4-D)F =2 [1,2-b] ¥ gl -4-A) J A g7 -1-D) (Ao F = Z 2 ) o &2 (180mg,  0.54m
) EFES A ol 50CAM SLAAY. FFES 5ml] MeCNO 2 BAA]7)aL, o]ojq HzE= Fit
AT, A /Z2eS 33] wrEsigitr. S 2 (PE/EACIA BA)Ol oalA] AAse] TAl FES w3
A (140mg, 58 49%) =4 A 23T, MS(ESH) CoullaoN,0, £74: 533, AZx: 534 [M+H] .
[0510] gl 4: tert-FE 5-(4-(4-(4-(Alo]F2Z 27} H Y ) I w2l X-1-)F F 2 [ ], 2-b] 7] 2] O] R -6~ )-1H-T] &} &~
1-9)-3,3-rfo] ZFZ Q0 Zulglz] el-]-7}E A glo] E o] $}A]
0] F E
BOCQ N BocN " N’N
- -
NN ¢ N N pasT, em M =
N= =P N= =N
0°C,1h
() ®
N N
v v

[0511]

[0512] 0CoA DCM(4me) 52 tert-F¥ 3-(4-(4-(4-(Ato]Z2 X237l R d) ) ez-1-d) I E 2 [1,2-b] ¥ 2 t}7 -
6-)-1H-9] &E-1-4)-5-F 2T A 2 d-1-7H5 2 8 0] E(60mg, 0.1124mmol) ] &<l DAST(180mg, 1.12mmo)E
7FSFA . olojA] WES EFES 0TolA 108 & witslt). B2 wSAHA| A7, DINeZE FE33th.
7] & A7, FA5 2R (PE/EA = 1:4014 4:1) 9JsiA AAsIY 3A I3FES 3FA 1A (12mg, F
& 19%) 24 AZ3ATH. MS(ESH) CoullaFN0s ST72]: 555, AZ=]: 556 [MH] .

[0513] el 5:
Apo] FZEZZH (4-(6-(1-(5, 5~} o] FF L 23] H 2] H-3- 8] )~ 1l-Y] e} Z-4- Y ) ¥ ZF =2 [ 1, 2-b] 7] 2] o} ¥l -4~ Y ) 7] 7] 2}
F-1-Y) v ek -y

E F F F

BocNﬁN N’N HN N

N ;
N TFADCM NN NS
N= N -~ = =

25°C,1h

® ”

N )
0
V/K 194 VAO
[0514]
[0515] DCM(2.0me) S92 tert-HFH€

e 5-(4-(4-(4-(Mel SRz 2avtE d) v A 23l -1-L) J E 2 [1,2-b] 9] 2 31 -6-< ) -
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IH-9]2tE-1-9)-3,3-tol EF 2. =9 7| 2l d -1-7H5 A gl o] E (12mg
xjr. E}_}_g_ _Q_oﬂ_o_ 7 0}

A1, E3F 44 NaHCOsoll <] sfA

3= (8.5mg, T& 86%)S A

A ZA ATEGTE. MS(ESt) CouHyFaN0 L2 : 455

SES061 10-2426043

TFA(1.0m0) S H7}3+9

. ARES DO T £
A7, 55

AA A 3}

C A== 456 (]’

)92 2[1,2-b] 9] F31-4-91) 9] 2} 21191 | eh- -

[0516] AN 7. (S)-AlelFE2X 2 (4-(6-4-(EEZEH-2-¢ uﬂ
(Eh3= 130) ¥ (R)APolE2 2238 (4-(6-(4-(2

Z¥-2-) A== [1,2-b]F eI -4-) 9 F bzl -1-%) o]

B2 (33 E 131)9] $HA.

[0517] oA 1: Afo]FZZ 2T (4-(6-(4,4,5,5-E E}uEl-]1 3, 2-1}0] SA}H Zal-2-

Aepd-1-2) a2 §y

g N° = M OB Vi N~ *-..
— / O\ ’0 'O — /
3 Pd(dppf)Cl,, KOAC
N + B - N
SRS ®
N N
[0518] _
[0519] CH,ON(300me) %9  (4-(6-BRE2EIEZ[1,2-b]¥ 2| thzl-4-) v dehd-1-9) (A}o] F
33.2mmol) , 4,4.4" 4" ,5,5,5",5' -2} €-2 2'-v}0] (1,3, 2-t}o] AL H. =) (16. 8g,

Pd(dppf)C1,(3.63g, 4.97mmol) = KOAc(9.76g, 99.6mmo) ¢ EI&ES N,& HAs),

Qb Ny Btell A agkaloieh. whE EFES FHAI7IAL
AAste] A 3= (11.2g, 80% &)< A 1

397 [M+H]"

o) F2[1,2-b] ] 2]}l ~4-2) 7]

22X 29w ek2(11.6g,

66. 4mmol) ,

oJoj Al 65Tl 24A1F &
Zd4 FEvE I (PE/EA = 10:10]4 2:1)9] 2Js)A
AZA AT3tF k. MS(ES+) CoHaBNOs &3]0 396, A=3]:

i

[0520] B 20 (S)AP|EFRZZEH (4-(6-(4-(2ZH-2-L) A ) FZ[1,2-b]H ] FFl-4-Y) Z] A2} H-1- ) v] &2 (3}

& 130) H (R)-AP)FEZZZEH (4-(6-(4-(EZH-2-L) A D) A ZFZ][1,2-b] ¥ 2] iF-4-Y) F A2} -1~ ) v &

.‘g(glzﬂ-ﬂ 131)//7 zyI-/H

O\B J N*N\ Br (O / N” N\
o W HN o
N Pd(dppfCly, KxCO4
i

Thol %24/ = [ j
V/&o

(—O /N’N\ (_Q

HN #  HN
N
CJ
N
131 V/J%o 130
[0521]

[0522] t}o] & A/ 2 (3me/0.5m) %2

[1,2-b]¥ ]}z -4-) o) H &2 -1- ) w &F-2 (300mg, 757 wmol),

Pd(dppf)Cls—CHyCly61.7mg, 75.7 nmol) 2 K,C03(208mg, 1.5Immol)e] =

16413 &2t N, el A ankegivt. EFES $FA71aL, 94

=

- 263 -

s

o

FoNS

0
v/go

Atol 22229 (4-(6-(4,4,5,5-HEZHE-1,3,2-1}0]

=

d

SAREH-2-U) 2
2-(4-B. 22 Hd) 2 =2 (183mg,
Ny = J’Pg"}—l—
Zrel A ZnlE gy (DCM/MeOH = 10: 1) ¢

757 umol) ,
o]o] Al 100°C ol A



[0523]

[0524]

[0525]

[0526]

[0527]

[0528]

[0529]

[0530]

[0531]
[0532]

thol S4k/ 2 (4nl) Fo] 4-WA-1-(4-B 2R Y)-2-(Ectol S50 2|73

SES061 10-2426043

A AAste] 3 @ A(300mg, FEH)S AF3F. CE-3 ZHE ALEsle] Flold HelE =33l FA 3}
S ES AFstdrt. o= :A/EtOH/DEA =30/70/0.1; F%F: 50m/%; 0.4m¢ F¢; 255 ZF= A7 WZ &
0

oM 30ml MeOH 9] 3.2g; ZA<-2818 AM&31e] 214 2 254mmoll A A" L8N, 33E 130:(56.3mg, 17% 5=
£) A TAZA MS(ESH) CollooN-0, @721 431, A2=2: 432 W+H] . SH3E 131:(32.6mg, 10% &) 34

TAZA . MS(ESt) CosHooN:0, £7-X]: 431, A=X]: 432 [M+H]+.

Ao 8. Aol R X2 (4-(6-(4-U-dErnZd-2-)A D F 221, 2-b] &t} -4-2) vl A g} -1-A ) v ek
(3}3rE 214)9] 3HA

(—O Y N'N\ (—O / N/N.\

HN e N FNF
] —

SHAE gHlstol = Nj

N :
[ j NaBH;CN [
N N
V/go 214 V/&O

DCM/MeOH/CHsCOOH(2me/2me /0. 5ml ) 9]

APl ERE 2 (4-(6-(4-(EEA-2-) A9 E2[1,2-b] ¥ 2 -4-) F] H| 2} 7] - 1- %l)uﬂ%%(loolng, 231 pmol)
W ool ELElo] =(40.7mg, 924umi)d EFES 25CoA 30% FoF wwhslal, I t}S NaBH,CN(72.2mg,

1.15mmo) S H7FslQth. EFES 25CoA 247 HoF wwtelgrl. EIES BFH&-HPLCOl 9lslA A A st
EA 3HE(8.4mg, & 8W)S A mAZA AFEATE. MS(ESH) CollaNs0, Q720 459, 2AZFXH: 460
[N+H] .

Are 9. Ato] SR IR (4-(6-(4-(2-(Egto]EF e mrel) J | epxl-1-) s d) 9 == [1.2-b] 9] 2]}l -4-9) 9]
e -1-d) v gk (8o 374) 9] 34

9 10 -9 E-1-(4-H 2Ry )-2-(Egfo] Z-F e 2 ) vz e}yl o] gy

FF

- -

Br N N—H Pd(t-BugP)s, Cs,C04 " NOB
—_ v e T r

/©/ i d hd g5l d —/

|

EFdUm) Fo 1-1FA-3-(Edto|2F 2 e) 92k (200mg, 818 pml), 1-HZE-4-o}o]Q
1.63mmol), Bl ~(Ego]l-t-Fed A A~m)Za}E(83.3mg, 163 puml) 2 €A (798mg, 2.45mmol) &

m
=,
2
=
(@)}
=
=
[}

lo
ot
s}
e
o
&
fru

H A skar, 80°C°ﬂ*1 g wwkebsdck. TLC 2 LOMSYE 92" kS UEhyit. ERES AL7bH
WA 713, FFAHY. IFES A2IbA 2= (PE/EA = 10/ oJalA AAstd FA 33HE(40mg,
126)S 3 wZA AT, MS(ESH) CoHyBriaN, £72]: 398, A== 399 [M+]'.

G 20 (4-(6-(4-(4-H & -2-(Eclo] FF o 2o ) A wje}zl-1-g ) A 9 ) A ZF = [1, 2-b] 7 2] v} 7l -4- ) 7 7] 2} 7] -1-
o) (Ao FEZ 2T )mEl2o] 3y

e

\ N

/ N~ % - va NT =

o OOt
Pd(dppf)Clz KoCO5

5 [j e ®
o o v

=

Z(60mg, 150 uml), Alo]SFEE

=
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[0533]

[0534]
[0535]

[0536]

[0537]

[0538]
[0539]

[0540]

[0541]

[0542]

22 (4-(6-(4,4,5,5-EH EgtH€E-1,3,2-T} o] SAL R E&-2-A ) E 2 [1,2-b] ¥ & T} ~4-A ) 3] H| &} X - 1- ) v -2
(118mg, 300 pmol), Pd(dppf)Cls21.9mg, 30.0pumol) 2 ERFZAE(62.1mg, 450um)e] E3ES N2 HAS AL,

100Coll A 2A17F F<F wHksEIch, TLC 2 LONS7F ¢4 vk Yelydltr. &8ES A270x] ¥zhr]7]a,
FHEAAL. ZFES AP ZH(PE/EA = 2/l odA AAEt] EA = (80mg, ==H)S FA A

g 3: Afo]FZZZH(4-(6-(4-(2-(Eglo]EZ e 2rd ) vl r-1-Y)Hd ) EZ[1,2-b] ¥ 2] t}F]-4- 2 ) 3] 5]
ZFF-1-Y ) o EF2 (3} 315 374)9] &

\LF /_/—F
N R
,J—N’!_\N—~ I N JNJ\:J\_C'J ]

— S e = 5 \Hf
o T -
) /

N
g /J\\\,O 374 V/L\ o

i-PrOH(4ml) 9] 4-(6-(4-(4-HA-2-(Egto]ZF ¢ 2ue) I dgtx-1-)#Ad) 22 [1,2-b] 9 2] thz-4-9 ) 7
Hapzl-1-d) (Alo] Z2 T 22w eb2-(70mg, 118 pmo) 2 Pd/C(14dmg, 20% wt)] EIFEL 45CoA B F4(F
A) sl ateldith, EFES AHfsta, FEAHT. FFES B3 S-HPLCA <A AAst xA 35HE

(1.6mg, 58 3%)< WA 24 22T, MS(ESH) CotlogFNO £74: 498, 2= 499 [M+H] .

Ao 10, N-ol® 4-(6-(4-(Q-cdyA g d-4-H) Ay =2 [1,2-b] v 2]t -4-A) v | 2} -1-F 72 g o] E
(3}3E 230)9 3A.

g 1: 6-(4-(1-9 g ¥ we]e-4- )79 )-4-(F we}xl-1-Y ) F FZ[]1, 2-p] 7 2] o}zl o] 4

N

2N N™ R
N 4
/ D / ND_M
: : P(-BusP)y, KoCOy

THeleaH0 [N j
C ] \
H

HHCI
tho] LA/ (20ml/5ml) £ 6-B 2R -4-(FHH2-1-d) I = 2[1,2-b]FFhz g2 (1.2g, 3.77mmd), 1-o €&
-4-(4-(4,4,5,5-6| EgtdE-1,3,2-t}o] AR E&-2-) ¥ d ) A H 2] (1.78g, 5.65mmal), K.CO3(1.57g, 11.3mmol)
9 Pd(t-BusP).ol E£F=S A= 33 @7IAHTY. olojA] EFES 70C7HA] 7FEsta, 55 WA XA
o}, WkE ESES Ae7tx] WAL, 5FEAA AFES ATEE, oS A azvtEad e o)
A A FA SFHE(1.2g, & 82%)S A SAdZA AT, MS(ESH) CollyN; £7-2]: 389, AS5X]:
390 [MH].

v 2: og 4-(6-(4-(1-9g T a]El-4- )7 d )3 FZ[1,2-p] ¥ 2] o} xl-4- Y ) ] 2] gl -1-7} B2 gl o] E (3} 1 &
230)9] 4.

4 NS N 7
OO, rOOK
dg FR2EdlE N
( ] T DPEa [ ]
N

230 O)\O
)

DCM(10m¢) <] 6-(4-(1-g3) g d-4-L) A d)-4- (I A 43 -1-¢) I E=2[1,2-5] I h% (50mg, 128 pmol) 2

z
3
4

Y,
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[0543]

[0544]

[0545]
[0546]

[0547]

[0548]
[0549]

[0550]

[0551]

[0552]

SES061 10-2426043

DIPEA(82mg, 640umd)2] &ofel] oe o&d FRZFoo|E(41.5mg, 384umd)E A 18I, W EFES AL
ol 3AZE wok kel EEE A sl EHARG. s wFE-HPLCO] ofsM HAlS

ste=(9ng, & 15%)& AT3HATE. MS(ESH) CllsN0, 8721 461, AS5X]: 462 [+

ol
9
B

A

=

Aol 11, N-o|g-4-(6-(4-(1-otel T 2 A 9] g| el -4-) Al ) 9 E2 [1,2-b] F] 2| bl -4-) 9] o &} K -1-7}H AL
npo| = (815HE 275)9] 4

g7 1: tert-FE-4-(6-B2ZE-7&2[1,2-b] 7] 2]} ~4- ) ] H| e} {l-1-7}F d el o] E 2] FY
N
N™ =
TEA NMP /, %
\-‘,
Br / N [ j

S ()

Boc

NMP(180m¢) 9] 6-B 2Ry E2[1,2-b]¥ gt} -4-d Eglo]ZF 0 Zr|ebd Z o] E(200g, 579.7mmdl), tert—3
g 9 g -1-7H5 A g o] E(113.2g, 609mmol) B Egtolel gl (176g, 1740mmo) o] ZFHE-S 100TCellA 1413t
St wpkekelth, LC-MSell oJaiA] BUEEete], vhes AAFAT. EFES EtOAcE SAA7AL, & 2 A5
2 AFstaL, FAUER dodA dxsit 771 S5 sFA71AL, EH4 EEUPEJHM(NWM‘ PE 29
10914 40% EtOAc)ell oJ3A A8t EA 313&(220.0g, =EZ % A EaA k. MS(ESH) CyglyBrN,0, &7
380, 382, A5A: 381, 383 [M+H]+.

(¢}

oA 20 tert-HE-4-(6-(4,4,5,5-E EgtuEl-],3, 2-Tlo] LAl H Zel-2-¢ )7 Z 2 [ ], 2-p] 7] 2] t}-7-4-< ) 7] ] &}
Fl-1-7FE 2 o] E9] g1y

. y N'N‘\ o\B / N’N‘\
=~ o P Pd(dppf)Cla ol FENF
+ EI—B\ o
A

1 KOAc, CH4CN, 65°C, 30 h [Nj
N

Boc Boc

CHN(500me) F9] tert-%d 4-(6-BR2RIEE[1,2-b]¥ gt} -4-2) 3 g7 -1-7}13 2 8 o] E(220 g crude,
0.58 mol), 4,4,4'.4'5,55" 5 -3EHE-2,2'-1}o](1,3,2-t}o] SA R Z2H)(294g, 1.158 ml), Pd(dppf)Cla—
CHy,C1,(42.4g, 0.058 mol) = KOAc(170.2g, 1.737 mo) 2] &3ES N2 HAS L, 65Tl 244)7F 5k Ny 3foll
A apkeRgiTh. LC-NSell ofsiA mUE Rk, vhes dAAAT. EES A7 YAAT|AL, 5
Zd4 2 AzaEa (MR dE/dE ofMEHelE = 10:104 2:1)ol] siA AAste] ®
(189.0g, 76%)< = wA=A AFEFATH. MS(ESH) CpHasBNO, Q73] 428, AZX]: 429 [MH]+.

oA 30 tert-FE tert-H8 4-(6-(4-(1-o}o]2Z 2 FHHle]t-4- )Y )HZZ[] 2-p] 7 2] v}zl-4-< ) = 5] 2}
Fl-1-7FE 2 g o] E9] g1y

N N
2N -
N O‘ = = Pd(t‘BU:;P);, N32003 N
N
Br

3

N
Boc

o] 24/ E(30m/10ml) 2] 4-(4-H2EHH)-1-olo|AZ 2 A0 2] (300mg, 1.06mmol) 2 tert-FE-4-(6-



[0553]

[0554]
[0555]

[0556]

[0557]

[0558]

[0559]

[0560]

[0561]
[0562]

SES53 10-2426043
(4,4,5,5-HEgHE-1,3,2-T}o| SA R EeH-2-U) I S 2 [1,2-b] I & X1 -4-L) I #| 2} 7 - 1- 75 A 2 o] E(550mg,
1.59mmol) &) &-<Nof Pd(t-BusP),(108.3mg, 0.212mmol) % Na,CO5(337.1mg, 3.18mmo) S A-2oA AA sfoA H7}

stk AAdE E¥ES 75TAA 3R EF ZFdsklan; LNS7E whgol A E S-S yERIITE. = (50me)
& A7Fstar, EtOAc(50mix2) = FE3kth. 7] S5 A (50m) = AHskaL, NaS0, olld Ad=x:Al7]ar, Az

B2 EFAA 2 ANES AT, olAS S ZH(DCM/MeOH, 10:1) o2 A5l wA| 3}3HE(346mg,
Ff 65%) WA Hurma] A3k, MS(ESH) CalaNiOs, 7% 503, A= 504 [MHH]

1-

o

7] 40 6-(4-(1-0} o] 2 E 2 A7 2] -4~ ) A )-4~(F] A2 -1-2) T 22 [1,2-b] 7 2T §4e] 3

N
-O-O-CC O-O-CC
= HCI/ t}o] =4k =N
” )

N
Boc

ol $AH10n) Fo] tert-3E 4-(6-(4-(1-ofo] 43 23 7] o] 2] ¥l -4- °‘)Jﬂé)4ii [1,2-b] 5] 2]t} -4-1 ) 5] 5]

A -1-7}2 A gl o] E(346mg, 0.69mmol) 2] &ool 6M HCl/tho]lSA(3m) S ARdA A3, AAdE EFgES
6A1ZF B9t WHEEFA AL LCMS7F WHgo] AFEASS YENH . o]ofA 1?}%~ AZEZ SIAA #A A
A (282mg, 93% E)S WA A RA A TSR NMS(ESH) CulluaNs &40 403, A2 404 [MHI] .

B 5 N-o B-d-(6-(4-(1-0}o] 4= Z ZH 5] &) tl-4- ¢ )] ) 3] &2 [ 1, 2-b] 5] &] 0} 2] -4~ ) 7] ] 2} 7] ~1-7 AP}
o/ (;}EL 275),/ aL/H

) O
>_ nNs . ¥
—_ /\N/Cf

TEA, DCM N

HN™ ~0

275
ki

DCM(10me) 2] 6-(4-(1-ofo] Az 2 Ay d-4-2)Hd)-4-(FH2}0-1-) I =S Z[1,2-b ] FA G4k (282
mg, 0.64mmo)2] &Ho Etolodol7l(0.5ml) o 0}01M}010M101E°ﬂ%(0 Ime)S 0CAA H7tsisder. A4
ZER

IZ

HCI

¥ O EFES ALl 307 T wwshlal; LONS7F whgo] kA FH S-S el =(50m) S Hhe §,
EtOAc(50mix2) 2 FZ3Th. 7] T2 - (50me) = Al o}l Na,SO, Aol Al AZXA 7|3, ARER EZ2AA
Z BARES ATsalar, ojAs EF&-HPLCl oA AAlste] A 3HEHE(89.9mg, T8 30%)S WA EHE

Al AF3FA . MS(ESH) CoHsN:0, S7-%]: 475, AZA]: 476 [T

l

AAe) 12, Aol F R 2 (4-(6-(4-(1-ofe] AT 2 HolAE|P-3-9) ) 9] & 2 [1,2-b] 9] 2] thxl-4-21 ) 9] o e} 51 -
1-e) ek (3HE 15009 §A.

G 1: tert-F8 4-(6-(4-(1-o}0] 2 Z 2 oA E|H-3-¢ ) s ) 7] F 2 [1, 2-b] 7] 2] 0} -4~ ) 7] w2} 2] - 1-7} 5 ]
glo] ES] Y

N‘\

N TE OO
AO\[) >7 : C _Pa(-BusP),, Na,COs L :j
X <

tho]2al/ & (156m) 39 tert-%d€ 4-(6-(4,4,5,5-H|EgwE-1,3,2-t}o]| AL H E&-2-9) 9| E & [1,2-b] ¥ gt}
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[0563]

[0564]
[0565]

[0566]

[0567]

[0568]

[0569]

SEE36 10-2426043
2-4-2) v H g -1-7H5- A 2 ] E(680mg, 1.59mmol) 2] Mol 3-(4-H 2= d)-1-0}o] X 2 oA El d (480mg,
1.9mmol), Pd(t-BusP),(81mg, 0.16mmol) 2 Na,CO5(337mg, 3.18mmol)S A-2o|Ax AL st H7lsldch. AAAH
EFES 70CAA 3A7F EBor A FlolA] mubslgtl. BS H7lElal, EtOAcE FE3gul. 38k 57 =S
AR AFHSAL,  NaS0, Ald  AxRA7a, ARER sHFAA Z2 IFES AFEAY, )RS
DCM/MeOH(10: 1) & REA7]= A 7tA Aol Z#4 FZutEazmd o & AAste] TA| 3H3E(430mg, 57%
Zf)S wre B Burwx ATk, NS(ESH) CullaN0y 730 475, 2232 476 [M+H] .

g 2: 6-(4-(1-ofo] 2 ZZZolFE] H-3-Y) A d )-4-(F Al e}gl-1-Y)FZ=Z[1,2-b]F 2] o}zl ¢] &

OO~
P~ N’N\
[N HCl/t}o] =41 >7N:>_©_</;Kg
N N
o ()
AL
tho] £AH10me) F9 tert-F8 4-(6-(4-(1-oto] Az 2 oA E d-3-A) Hd ) T F=2[1,2-b]F b -4-¢ ) T 7

g o] E(430mg, 0.91mmol) ] &4l HCI/Tho]SAk(3me, 4.0M)& H2olA H7beidiv. Add &
5’\1& b wRkskgltt. LCMS7E wbg-o] hd s lE& HEhth. £des Axes A7 34 39

==

E(360mg, 99% &)< WA Bubz o 2283k, MS(ESH) CulloN, 730 375, A=2] 376 [MH]'.

B 30 AP]FEIZZH(4-(6-(4-(1-o}o] 2 Z 2 HoAE]H-53-Y) 7] ) ¥ FZ[1,2-b] ] 2] Gl -4~ ) 7] H] e} ] -
1-)wehee] 3y

N
N 4 N =
OO e -
=N
N HATU TEA, DMF N
N

I=

DMF(10m¢) 52 6—(4—(1—°}°1iz oA EH-3-9)H ) -4~ (I H| 2 -1-) I E=[1,2-b] 3] 2 T} (120mg,
0.32mmol) & f-Mo]| Alo]ZRZZ AR A AH(33mg, 0.38mmol) E Ed}o]o| "o}l (80mg, 0.8mmol)S A-2or H7}
3tal, 1 oS HATU(144mg, O.38mmol)E A7k, AAE EES Ao 2417t ot uwketa, B2 34
Al71aL, EtOAc®E FZ=shoint. &gk #7] %—Q AR AFEIL, NaS0, ZollA AxA7)3, AZRER FFA|A
Z AAES AFSAIL, olAS DOM/MeOH(5: D E S AI71= AE7HA e Ed4 A=vtEa I o)A
gAISt] A SRHE (101mg 72% S&)& WA a2 Atk MS(ESH) CollypNi0 8730 443, A=Z

444 [HH]"

AAe 13, ¥ 4-(6-(5-(4-olol A X 2N H g}z -1-d) gzl -2-H)FHE=Z[1,2-b ]| &} -4- ) 9 o] &} =] -

1-7h A do) = (53 448)¢] G4
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[0570]

[0571]

[0572]

[0573]

[0574]
[0575]

[0576]

[0577]

[0578]

[0579]

SES061 10-2426043

B 10 tert-38 4-(5-1212587-2-¢) A -1-71 2 d e o E2) 4
Boc
[Nj
N N DIPEA N
Bri Br+ HN NBoc — == = >
- \__/ NMP, 110 °C
Br

NMP(40me) 9] 2,5-tfol B 2232} (2g, 8.40mmol), tert-%¥ I Zt2-1-7}52 o] E(1.86g, 10.0mmol) =
DIPEA(1.62g, 12.6mmo) &) E3ES 110TColA 2417 B¢t wukslin), olE olAlE|o|ER 3 A7, & 2 4

=

T2 AlFEa, NaS0, ol AxAIZ|a, §FAA A AAES Aesdvh(2.8g, & 97%). MS(ESH)

CoHieBrN,O, 720 342, 222 343 [M+H] .

g 2: 2-HZRB-5-(F@e}lgl-1-Y)F e}z g1

Boc H
) ®

N TFA/DCM N

—

ON | N
N~ N =

Br Br
DCM(20me) =9  tert-§2  4-(5 By R -2-d) I H ehRl-1-7Hg A H o] E(2.8g,  8.15mmd)e] &
TFAGGM)E  FA7Fekitt. £3}ES ocoﬂﬁ 1A B Wk, FA71a, oY olAH O E
SN H Y. pHE X3} NalC0; &do= 7 WA 87k2] =A4sth. 7] & 952 A SkaL, NaS0, ‘ol Al

AZA7|3, BE2XA T4 BAES ATsFATH(1.98g, ZEA). MS(ESt) CHyBrN, &% 242, A=x]: 243
[N+

B 3: 2-HZ1-5-(4-o}o] 4~ Z 2 FH]walxl-1-Y) T e} o] FHY

() )

N )\1 N

N. = N_ =
Br Br

MeCN(10me) =9 2-B 2R -5-(3#| &} 0-1-9) 3 242 (458mg, 1.88mmdl), 2-o}0] QL EZ 23 (479mg, 2.82mmol) =
KoC05(518mg, 3.76mmol) 2] &=L 60TColA WA wutsldtt. sFA7]aL, Ae7hd 23 (MeOH/EA = 1:10)¢l

ofaA AAlst FA APES AFSATH38mg, T 72%). MS(ESt) CuHiBrN, 85-%]: 284, AZA]:
285[MHI] .

9A 4: tert-7H 4-(6-(5-(4-ofo] 2 Z 2 G T Ae}rl-1- ) I e} -2-Y) A FEZ[ 1, 2-b ] 7] 2] T} F -4~ ) 7] ] e} Rl -
177l eo] 9] 3y
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[0580]

[0581]

[0582]

[0583]

[0584]

[0585]

[0586]

[0587]

[0588]

[0589]

SES061 10-2426043

Z

\_/

(g

P2

Z

R N _N
B 7 Hr \ >*N N{\ /NS
FN NayCOs, Pd(t-BusP), s —N NP

o] 2-4k/ &, 90 °C [N ]
N
Boc

=

Br

o] AL/ B (20m) F9] 2-B R E-5-(4-olo]|AZ 2y u g} -1-9 )3 217 (350mg, 1.22mmol), tert-38 4-(6-
(4,4,5,5-H| EgtHEl-1,3,2-tho] 2AL B ZE&+-2-A ) 9| Z & [1,2-b] 3] g T}x1 -4- ) 3] o 2} 2] -1-7} 2 A 7] o] E (625mg,

1.46mmol), NayC03(193mg, 1.83mmol) = Pd(t-BusP),(62.3mg, 122pmil)¢ Z3ES N,2 HASFIL, o]ojA 90Tl
A R A4 el el sEF A7, A gbd 29 (MeOH/EA = 1:10)0] <8 AAlste] A4 A=
(e}

S AT TH(388mg, S8 63%). MS(ESH) CoHeNi0, &30 506, A=x]: 507 [M+H]'.

HA 5 6-(5-(4-ofo]xZ 2 Fe}l-1-Y)F e} l-2-Y )-4-(FFe} 3 -1-Y ) I ZZ[1,2-b] 7 2] -7

oJalod o]
Y

|=SR =4

N

N LN
g }N’ Nt 7
N
>_ N/ —& =~ HClIt}o] 22 / tN =N
) )
[ HCI N
rIgloc H

DCM(4ml) F9] tert-H¥ 4-(6-(5-(4-olo| A2 Ay He}-1-d)H &7 -2-L)FE2[1,2-b]F 2|} -4-< ) 7] 7
27l-1-71 5 A 2 o] E(388mg, 765 pumol)e] &0 HCl/thol&AH4me, AMD)S A Iedtk. EEES 20ToAH A
WRESEAL, olojA FHEAA FA AHES ATSTH(E38mg, FEF). MSESt) CoollCINg 730 406,

2230407 [MHH] .

A 6: g 4-(6-(5-(4-ofo] 2 Z 2 A e} 3l-1-Y )T e} 7-2-Y ) H EZ[1, 2-b ] F &] T} 7] -4-Y ) F #] 2} Z] -1 -7}
élg]/o]E(;/lal 448)// 6‘1—/(‘]

/. N NS
N~ 0 >‘N N /i \ /,--
O % \—’_L}_C\N)
N DIPEA, DCM E j
() i
HCl H

" /\o”&o

DCM(10me) 52 6-(5-(4-otolax 2y H 2tz -1-d) I 243 -2-L )4~ (I A 2t -1-L) 3 E =2 [1,2-b] 9 2 b &
AFd (100mg, 225umol) 2 DIPEA(87.0mg, 675 pmo)<] &0"011 g FRFZZo|o]E(48.8mg, 450 uml) S H7stad
o Z3ES 20CA 1A7F Bt wukslar, olojAl wFA|7|2, EFHE-HPLCA| 93A At A BEE
*Q' ]%6‘}'021]:]'(30 Omg T% 28%) MS(ES‘l‘) C25H34N802 B_?'j]: 47 /\E% ] 479 [M+H]

Ard 14, 1-(4=(6-(4-(- =9 =e]d-3-eD) s )9 Z=[1,2-b| ] 2] thx1-4-2) I | e}xI-1-7} R ) op A E] A -3~

ZhE ol EE (3ot 300) 8] $HA]

B 1: tert=38 4-(6-(4-(1-o G5 F2]-5-2) 5] D)5 22 [1, 2-b] 5] F el ~4-2) 7] )} d-1-7F-H o] =]
7y
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[0590]

[0591]

[0592]

[0593]
[0594]

[0595]

[0596]

[0597]

[0598]

[0599]

[0600]

SES061 10-2426043

N

i FNS /NS
= Pd{t-BugP),, Cs,CO. NP

C> ( ) B = Pd{t-BuzP)2, Cs:C05 N

\/N

clo]=2H/E, 60 °C
Boc Boc

tho] KA/ B (5ml) T 3-(4-B2RH)-1-d83 52 (200mg, 786 uml)2] &M tert-F¢ 4-(6-(4,4,5,5-
HEZHE-1,3 2-To| FAI R E-2-4) I E=2[1,2-b]F 2| -4~ ) 9 F| &} - 1-7H5-A & o] E(336mg, 786 pumol),
Pd(t-BusP),40.1mg, 78.61umol) 2 CsyC05(763mg, 2.35mmo)S H7}star, AAR G7|A|7]aL, o]ojA 60TCelA MW

sloll A 1A1ZE BF ZhEElth. vk EFES A7 WAL, FEAATY. AREs T4 ARvED
oo oaix AASt A FFES AFTSHATH300mg, T& 80%). MS(ES+) CoslsNiQy, &7X]: 475, A=A]:

476[M+H] .

YA 2: 6-(4-(1-o g2 Fe|H-3-Q )7 d)-4- (7] Fe}xl-1-Y ) ¥ FZ[1,2-b] A e] T}l o] 3

3 N’N\ J N'N
~N FNF TFA.DCM  ~uN N
® )
N N
Boc CF,COOH H
DCM(8me) 9] tert-%¥ 4-(6-(4-(1-o1@¥ =Y I-3-) A D)y == [1,2-b] ¥ &} -4-2) 9 5 g2 -1-7} 52 2]
O] E(300mg, 630umd)e] &Aoo TFAGGm)E H7tselglth, whe EIES 20T A] 18A17F Bt wuksigich, =3t
S HEAA EA IJEES AT vH(230mg, F& 97%). MS(ESt) CoslaNeOy, £7-X]: 375, AZX]: 376

[N+H] .

B 30 1-(4-(6-(4-(1-) @5 R H-3-¢) A H) 5 Z 2 [1,2-b] 5 2] -4 5] )2} 2 -1-7}30 ) o A E] F1-3-7]
o EF ] §y

N

NO, goNes

20 4 ~" =Y
Q

N =L~ Na,CO s, DMF N
~ * N’l*o — E j
[Nj /}J N
N NZ N’J*o
CF,COOH H 300 /C/
=

DMF(5m¢) T2 6-(4-(1-dE3dE2d-3-d)ud)-4-(FH R -1-L)F EZ[1,2-b] 3 2] }Z (200mg, 532 pmal) 2
Gdof] 4-YJo|ERZHY 3-Alo]ololAElHd-1-F}E A g o] E (131mg, 532 puml) 2 Nay,C05(168mg, 1.59mmo)S 37}
SHTE. WhE E3HES 20TolA 18AIZE &t wwkellnt. B8 H7iela, DOM/MeOH(10/1)E FE3k3uct. =%
B8 sF5AA ARES AT, oS BFHE-HPLCO 2siM AAstY HA ES AlTSATH(130mg, 5

& 51%). MS(ESH) CoellaN:0, Q. 7-2]: 483, 222 484[M+H] .

15. _(4-(6-(4-(2-ZA}-5,8-t}o| oA AT 2 [3, 5] -8-) )y S =2 [1,2-b]J 2|t} -4-<) v] H 2} %] -

A A
]

o]
=)Aol z e ) v e (319 260) 9] 4.

YA 10 2-5A)-5,8-r}o]o}xfLT 2 [3,.5] =] g

HN NBoc HN NH

_ =

K 0
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[0601]

[0602]

[0603]
[0604]

[0605]

[0606]

[0607]
[0608]

[0609]

[0610]
[0611]

S=S5| 10-2426043

DCM(3m) =9 tert-HF¥ 2-% }5 8-tholo}a} ~u Z[3.5] = F-8-7+E A ¢ o] E(100mg, 438 pmd)e] ZE3tH&Eof
al

TFA(Im) & H7FsEdth. ¥ES E3HES 25TolAl 16413 &<t wRkskith, NH;(MeOH F9] 7N)& 3 7lstod plE

8 WA 97k =AY, wE ERES Iw stollA FFAA #A SFES ATehalth(56mg, &) WA

+

TAZA MS(ESH) CellipNo0 720 128, AZX] 129 [MHI] .

=2 4
(4-(6-(4-(2-5 A5, 8-TJ 0] o} 52571 2 3.5 3 ¥h-§-2) A ) 522 (1, 2-b] 7 2] 42 ) 5] ] 2h 6-1-21 ) (Ao &
2229 )u el (385 260)9] 4

Br Al HN. N L

) DY o g

HN  NH b o ij
s (]

A m Ny

EZdBm) 5o 2-2A}-5,8-tto]olAtAT] 2 [3.5] %= H(30mg, 234umd), (4-(6-(4-B2EHAI)IEZ[1,2-b]Y
g th-4-2) 9 H gp 1 -1- ) (Alo] F 2 23 ) W BH-(129mg, 304 pmd), Pd[(t-Bu)sP]o(11.9mg, 23.4pml) %2

NaxC05(49.6mg, 468 pmo)e EFES Ax= &7|A7)3, 100CoA 16A12F St N, 3ol Al mukalglch. LOMS7H
ghgo] ShAHASS Yetldnt. 1 sl M sFA7IaL, AFES B3 E-HPLCH oA Aol %A 3Hg
2(7.21g, & 6%) A nAZA ATEACH MSESH) ColleaNeO, L7311 472, A=A 473 [N+,

A d 16, 2-(6-(4-(4-olEd e} x-1-e) o)A =2 [1,2-b] 2|t} 4-A) FAslol =2 E 2 [1,2-a] 9] e} -
6(7TH)-= (33t 157)9] {14

U 10 1-(4-H 2R A )-4-o] g H z] e} 7l o] 3y

!
s s

THF(500me) =9 1-(4-22R2#Hd)T #2}7(40g, 165mmol), B EZFEH(17.9¢, 165mml) L Eglo]o|dolw
(16.6g, 165mml)2] &FES 60CANA R nRESATH, WS 22712 WZHA|7]al, EAR gAA]7]a, B2
AR, 77 55 sFAA B84 eSS AFsvh(50g, £E4). MS(ESt) CpHisBrN, 87X 263, A

n r

=] 269 [MH]'.

o7 2: 1-oEl-4-(4-(4,4,5, 5-E| Ee}uEl-]1, 3, 2-t}o] LAl B Zet-2-9 ) 7 d ) F 7 e}-z1 9] 34

OO —— O
ARy N o

tho] &Ak(500m¢)  Fo 1-(4-BEREIHY)-4-ol'yH R (50g,  185mmol),  KOAc(54.3g,  554mmol)
Pd(dppf)Cl,(13.5g, 18.5mml)e] EFES N, HASFaL, 60TColA WAl wekeldtt. w3 328 JPzhs)a,
FEAZ|L, A2FHA 2 (PE/EA = 5/10A4 EA)el JsiA AAste] mAl sdES ATtk (40g, 69.5%).

MS(ES+) CpaaBN,O, 7510 316, 223 317 [M+H]
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[0612]

[0613]

[0614]

[0615]

[0616]
[0617]

[0618]

[0619]
[0620]

[0621]

[0622]

[0623]

[0624]

SES061 10-2426043

97 3: 6-HEZH—A-((2-(Elo]rd ) ZA]) |5 A]) T F=Z[1,2-b] ¥ 2] TF ] g

N N
g NS 7 N
Br 2l + Cl \"‘"D\/\Si:: Br e

OH OSEM
THF(100me) 9] 6-H2RIZZ[1,2-b] I 2 t}hx1-4-8-(22.0g, 103mml) 2 EE}O]OH%‘OPHJ( g, 309mmol) ] &

.28
ol C-(FREMEADAE) Edtol " A H(20.5g, 123mm)& 0ColA A 7bskltt. =S 20Tl 1

O
—5‘
A7 Bk aatgdnt, EHRE BHA7ID, AR MM 3, B2 ARSAT. 47 38 w5713, 4

7]aL
1 29 ARvEIH S (PE/EA = 5:1)0 48H M AAske] Al ek (3lg, 78 8T S FY A=A Asst
Sk, MS(ESH) CisthBrN,0,Si 27431 342, 23] 343 [MHi] .

VA 4: 6-(4-(4-9 g7 7] e}-R]-1-Y) I D )-4-((2-(Eeto] e F &) o 5 A ) v 5] )T F =2 [ 1, 2-b] ¥ 2] T} e] 3

/N . N,N\
—COQ. OO OO0

QSEM OSEM

tho] &AL/ 2 (30ml, 4/1) 2] 6-BRR-4-((2-(Ego|aAd) o EA)HEA) I E2[1,2-b] 3]t} (5g, 14.5m
mol) , 1-8-4-(4-(4,4,5,5-H E&HE-1,3,2-to] AL S -2-A) | d ) 9] 7| 2} 7 (5. 94g, 18. 8mmol)
K;C05(6.0g, 43.5mmol) = Pd[(t-Bu)sPlos70mg, 725umol) o] &3HES N2 HAS L, o]oja] 70T 4417+ F<t

N, stell A mikshgivh. E3HES Sdl4] 29 A=vEIY I (PE/EA = 10:1014 1:2)0] oJaiAx AAlste] Al 5t

b= (6g, & 91%) <= 314 A=A AlT3HATE. MS(ESH) CusHaeNi0.Si 877X : 452, A=A] 453 [+

hun

B 5 6-(4-(4-o] 7] 7] e}xl-1-L) A D) I E2[1, 2-b] ¥ ]} -4-&2] gy

N N FNS N N 200
» ; =l _= SN =
OH

OSEM

tho] S Ak (20ml) F9 6-(4-(4-olEu)Hgta-1-) #ld)-4-((2-(Ego|i g AL )| EANWEA ) I ZZ[1,2-b] I
2 th71(8.0g, 17.6mml) 2] &3 &0 H01(E‘r01%*& F9] 4N, 40ml)& HI7ISIAT. EFES 25TolA 1A &<t
AT EFES WF FolA FFEAA FA FEU.77g, ZEH)S A uAZA AFEATE. MS(ESH)

CiglzoN,O 2720 322, A5 323 [+

YA 6: 6-(4-(4- P F)e}7-1-Y ) F D) A F 2 [1,2-b] I 2] bf7l-4-¢ Edlo]ZF 9 Zugi E o] Ee] Y

NN 7Nt e NN NS
TN =LA * S S T =h =
OH OTf

DCM(30me) 52 6-(4-(4-ol o) |z -1-) o D) F == [1,2-b] ¥ &t} -4-8(3.0g, 9.30mmo) 2] &l 0Tl
Ertolodo}rl(2.82¢, 27 . 9mmol) < A7yebar, o1 e
1,1, 1-Eg}o]| ZF L 2-N-Hd-N-(Egto] FF L. 2r g ) A X ) w gt Eofulo] = (3.96g, 11.1mmd)E F 7133 T).
WS EEES 0ToA 247 BoF witedtt, EFES DONeRE YA 7, A5E AT, F7] TS
SHA7 A, Feiel ZH(PEEA = 5:Dell osA AAste] ®A| SHEHE(1.9g, F& 45%) = 34 LA RA A

31T, MS(ESH) ColloFN,0sS 72 : 454, 2232 455 [M] .

>

gl 70 2-(6-(4-(4- g FelR-1-) | d ) FHEZ[1,2-b]F 2| O} {4~ ) AL S| E2 0] F 2 [ 1, 2-a]H 2} X~
6(7H)-=22 g

- 273 -



[0625]
[0626]

[0627]

[0628]

[0629]
[0630]

[0631]

[0632]
[0633]

[0634]

[0635]
[0636]

[0637]

SES061 10-2426043

P NEA
O N N@ 4
S AOOC)— Y
HN N
Q
N
260

NMP(2me) 9] dA}slol=2y =2 [1,2-a]9 2 -6(2H)-=(30mg, 214 pmd), 6-(4-(4-ol&=}x-1-9)#Hd)
H22(1,2-b] 9 -4-9 Egfo]ZF S ;wﬂavuq] O]E(116mg, 256 uml) E Eto]odolTl(64.9mg, 642
ml) e EFES 100TAA 1A17F B¢t wwtelitt. EdES HFA)7|ar, B3 &-HPLCl oleix AASte] FA)

3E(4.0mg, 5 4% WA A=A AT TE. MS(ESH) CoellaNe0 Q730 444, A

JIN'

2] 445 [M+H]'

AA 17, ApolEFm X Z 3 (2-(Tho] EF 0 2 w[E)-4-(6-(4-(4-olEF Hetx-1-) A E= [1.2-b]|F H}7 -
4-) A ebd-1-9)) v g2 (S} eh= 403) 8] A

YA 10 2-(rfo] FF e 2 mE ) aeple] Y

Boc I
M N
FYE]—- PTL]
M N
g H i

ol &ah(2.0me) w9l tert-Hd 3-(HholEF e =)y ol 2hl-1-715-d 2l o] E(30mg, 0.127mmol) 2] &<l HC1/
Chol S AN, 1.0m0)& H7Fskgitt. whg &g 25TelA 1A3F gk wnbsiint. whg Edas sFAA.
oj® Frte AAletA @i JFFES vhe Dol AR Abgagict.

B 2: 4-(3-(vo]ZF 28 )3 o e}xl-1- Y )-6-(4-(4-<] D7 A} -1-L) A d) ¥ F = [1,2-b] 7] 2] T} o] g}

Y

H N

) \_ﬁ N~ =

F\/[;j OOy —— 00
I N
L
g H

NMP(3me) %9 6-(4-(4-o &I e}z-1-2)Ad)H 22 [1,2-b] 9 hH-4-2 Egto]ZF o 2u|eb F o] E(6

mg, 0.13mmol) = 2-(to]ZF o =ve )y e}7 (17mg, 0.13mml) = Eg}o 1 of €lo}l (40mg, 0.40mmol) o] E3&-S
100TColA 2412 BeF wwretinh, oz FrlzE ZAsHH] ¢kx whg g8 oS Gl A ARgE ).

(@}

MS(ES+) CoullsoFoNe 273 440, AZ3] 441 [+

= ,
Apo] G2 3 2 7 (2-(T} O] 58 | & )~4~(6-(4-(4-o F 3] ) 2} 2l -1-¢1 ) 5] ) 3] F-2 [ 1, 2-b ] 5] &] e} -4~ ) ] 5] 2
F-1-2)) H ER& (3L 3FE 403)2] T4

A7) Hbe E3Eo| Egtolo|dolnl(40mg, 0.40mml) 2 Alo]E 22 eylRd F2go]=(27mg, 0.26mml)E F
71eteitt. EFES Ao A 247 EoF wulatgith. wkS EIES e A)y|a, B3I L-HPLCO] oslA A Ale
of FA| BHES FA uAZA AFIFITH(3.8mg, FE 7.6%). MS(ESH) CogllayFaNO &7-%]: 508, A== 509

AAe 18, Alo]ZFZ 21 (4-(6-(4-(4,5-tFo]3to| = 2-1H-o| v t}E-2-)H ) I =2 [1,2-b] I g }3-4-2) 7]
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[0638]
[0639]

[0640]

[0641]

[0642]

[0643]
[0644]

[0645]

[0646]

[0647]
[0648]

S==5| 10-2426043

e -1-d) v ek (S 111) 9] 34

U A ()
04\7 2zl 22 of‘v

N, M
,"“ ~O-C0O OO0

G 1: 4-(4-(4-(Afo] FZ Z 2 Azl H d) o Blefzl-1-9) 2 2 [1,2-b] 7 2] o} 7l -6-Y ) il 2 o) slo] = o] g

/NN‘

ij E )
D"lw
Tho] SAL/ B (15m0) %¢) Abo] 222 (4-(6-(4,4,5,5-Hl Eeh| &-1,3,2-0ho] S AR S ¢k-2-91) 9] B2 [1,2-b] 3]
5 T+

2R -4-2) I g} 7 -1- ) v B2 (250mg, 0.63mmol), 4-H ZFEul=ekd|s)o] = (120mg, 0.65mmol), EFFIEE (200
mg, 1.89mmol) 2 Pd(t-BusP).(65mg, 0.13mmol)e] EIFEL N2 HAS 3L, o]o]A] 75Tol|A 3A17F Bk wuksly

o AL7AH WZEA7IAL, EtOAcRE AT, 7] o5 = R AR AHsa, w547, A Z2E
(PE/EtOAc = 10/1e14 5/1)ol 9JsiA At A AAEE AFT3ATH180mg, ZEZ). MS(ES+) CostoaN,0; 8

of NE

T2 374, A=A 375 (M

g 2: Alo]FZZ ZH(4-(6-(4-(4,5-tFo]dlo] = Z-1H-o]njr}Z-2-Y)Fd )5 E 2 [1, 2-b] ¥ 2]t} 7] -4- ) 7] ¥ &}
F-1-) v ek (3 gFE 111)9] 3

M N N

g [\ FNTS

O}' o] = N e
i N

[ SRR ()

M N
O)V 1 0%

t-BuOH(20me) 9] 4-(4-(4-(AtolEFRZ 7t )9 #| e-1-9) 9 =2 [1,2-b] 9] g v -6-4 )l = o v 6}
(180mg, 0.48mmo)e] Mol eAFZH-E(200mg, 1.44mmol) % ofo] 2 (122mg, 0.48mmo)S H7}stch. w3 &3
S 70CAA 241 FF 7FEeS Y. 23 A NapS0;(20ml) &2 WHSAXAIZ]aL, EtOAcE S|AAATE. 7]

S B 9 g5z qdsta, A7, 28 (DCM/MeOH = 20/10 4 5/1)e) oJaiA AAIste] %A BHES A
SFSITH98.99mg, 49.7 %). MS(ESH) CollpNeO £.7-%1: 414, A=) 415 W] .

of

ol

A 19, Aol 2= 23 (4-(6-(4-(4,5-t}o]3lo] = 2 -1H-o] ]t} Z-2-Dolu )W) W 22 [1,2-b] 3] & o} R —4-
Yo H i -1-d) ek (35 E 121)9] $HA

YA 10 (4-(6-(4-0lr) =2 d) A ZF 2] 1, 2-b] 7] 2] 0} -4-Y ) I F] e} 5] -1- ) (Afo] FEZ Z 2 )| eh=2] g}y

=4
o]
=

1,4-tFo] 9ok (20m) ¥ EUm) 9 (4-(6-PRREIEZ2[1,2-b]T g }A-4-A)IHgH-1-)(Alo] SR L2
)W ek (250mg, 0.72mmol), 4-o}w]|:=dd X ZAF(150mg, 1.08mmol), K.CO3(300mg, 2.16mmol) = Pd(dppf)Cl,(100

mg) o] THES N2 HASFaL, o]oA 100ToA 6417 Fot mutslsith, A2 714 WYzha|7]an, DONSZE 34
AAT, §7] 28 B 2 d52 AHe, 22472, Z84) 229 (DM/MeOH = 100/1914 20/1)9 J&)A] A
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[0649]

[0650]

[0651]

[0652]

[0653]
[0654]

[0655]

[0656]

[0657]

[0658]

SE==35| 10-2426043
Akl EA] WHES AFFATH(130mg, S8 50%). MS(ESH CallN0 &7 361, A= 362 [MH] .

) 2: GOl uEl 4-(4-(4-(A}o]E2 E 7 §) 9] A 2 {1~ )3 F2[1, 2-b] 7] 2] F ] ~6- 2 ) A bt o] v =
o5 2ol 2] F

HaN e z):w &
® ()
0}\7 D)W

DME(6me) <] (4-(6-(4-opv| vl d) ¥ Z2[1,2-b] ¥ 2t -4-) 9| A 2px]-1-d) (Aol = Z 22) v &= (100mg,,

,2-
0.28mmol) 9] &Nl CS(1m)E H7Feklvh. ¥ E3-Ed E(IN) F9 6mle] NaOHE H7Fshar, 2904 30&
s ﬂ”}’é}‘ﬂu} S E3rEd WE ofo]otto]l=(0.3m)E FH7Fskar, WA A2 wRkskeith. E£3HE

& 3] :
DOMe.= FE8ith. &d 7] S5 A= AHSAL, NaSo, oA AdxA7]1aL, sF5AA FA4 =S Al

o

2]
ol o

31 tH(120mg, F2A). MS(ESH) CullN-0S, S7-%1: 465, A== 466 [M+H] .

9 30 Alo]FRZEZH(4-(6-(4-(4,5-1}o]3Fo] EZ-1l-o] njr}EF-2-o}n| v )5 )2 F 2 [ 1, 2-p] 7] 2] 0} F -4~
o)y el -1-Yd) m g2 (3l gE 121)9] §¥

d N N

S>=N /’_N ; N_HN /’_N ;

¥ N~ KA _N
@ ®

N G

DMF(5me) 2] tho]ld 4-(4-(4-(Ate]Z 2T 2378 D)y Hg-1-A) A =2 [1,2-b] 9 2t -6-Q) H d gt
| £ rlo]E] o o) E(120mg, ZEF) 2 o e-1,2-tho]o}71(300 mg)e] EIELS 120T7A 10417+ St 7}%6 A
oh. WS ERES FHATIA, B3 E-HPLCAl oA AdAISt HA AAPES WA uA A AT

ng, 8 40.2%) . MS(ESH) CollyN0 7211 429, 21232 430 [M+H]
A Ao 20. o=

4-(6-(2-F % @ 2 -4-(1-0}o] 2 740 % 4|3 ] 2] 51 -4-9)) ol W) 9] B = [1,2-b] 7] 2] £} -4~ ) ] ] 2} 30 -1-5}
o] = (35H 701)] §HA

YA 1 4-(F e} -1-Y)-6-(4-(4,4,5, 5-H Ee}u] E-1,3, 2-t] o] SAFE Fer-2- ) 7Y ) 9| ZZ [ 1, 2-b ] ¥ 2] i} ¥

7Y

0, Ny o N
o Of —_— /
) @
N

Boc H

S

DCM(200me) =9 tert-5¢
4-(6-(4,4,5,5-HEZHE-1,3,2-tfo| SALR ZH-2-A) 9 EZ [1,2-b] ¥ & ohl -4~ I #| 22 -1-7} =4 B o] E(10
0g, 0.234 mo)9 Egt&o tho]&AH(584me, 2.34 ml) 5 HC1E 15ColA 16412+ B¢t Hrleksiet. wkg &3t
BES Aex WA, EFAA EA AAE(00g, =EE)S N mARA ATt MS(ESH)
CiHasBN,O, 73] 328, A=x]: 329 [M+H]+.
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[0659]

[0660]
[0661]

[0662]

[0663]
[0664]

[0665]

[0666]

[0667]
[0668]

SES061 10-2426043

B 2: o€ 4-(6-(4-(4,4,5,5-E| ElrEl-1,3, 2~} o] SA}H Zeh-2-2 )5 Y ) Z2 [1, 2-b] ] 2] ]} 7l-4- <) ) 7] 7]
gl xl-]-7}E A glo] Eo] &4

N
0 -N O\ T
s O s |
OJ' . - D P
O N

T
%
>—\_/

4-(I) H 2 -1-9)-6-(4-(4,4,5,5-H E2ti E-1,3,2-tho] AL B Eek-2-2) o D) 9| Z 2 [1,2-b] ¥ 2| o}A
2TFA(917mg, 1.456mmo)E 7mle] tclo|F==2Zver ZFo f3jA17]3L, FY(Hunig) €E7](1.0mmol, 5.8mmil)S
HA7vskal, 1 v od FEREFAO)E(167ul, 1.7mmd)E H7Fstal, Wb EFES YA AoA ksl
713, olojA AFES A7 Aol AdEDEaL, 004 100%=2] old oAl
= %EHH ArvtEIg ] &8k, &g B8-S Fetar, FEAA x4 5}
EAZA AT

g EFES AAS A Tk
Ho|E/&Aate] FalE AFE-3)
SHE 403mg(58%)2 s

B 3: o]d 4-(6-(2-FFLE-4-(1-0fo] = Z 2 H-4-m] 5 A ] F 2] Hd-4- )7 ) ¥ F=Z[1,2-b] 7] 2] T} -4~ ) F]
A epRl-1-7F5 e o] E(3FglE 7019 Y

F
9 N
O‘B 4 NfN\ >—N 4 M=
0'@ FNF
Yo )

N M
b b

e 4-(6-(4-(4,4,5,5-EHl EgtH€-1,3, 2-tho| SA R E¢-2-) #H ) I E 2 [1,2-b] 9 F bzl -4~ ) 7] ] &} 1 -1-7}
A o] E(106mg, 0.22mmol), 4-(4-H 2R -3-ZF 2 2¥d)-1-0}0]| 42X 2 4-HEA] 3 # 2] (70mg, 0.21mmol),
Zebg(11) oFAlEo]E(1.0mg, 2mi%), SPhos(3.5mg, 4mol%), 2 EBHAZHE(88mg, 0.64mmol)S wWlo] Lol A wlgs}
, AaE HAASATH, oFAEYOIEZ(0.8m) L E(0.4m0) S H7FSFI, o]ojA] dhgE o AE FoA A7
& 100C7HA ZrEEITE. WhE EFES oY ofHOER  IAA7|AL, o]olx ATo]EE FIA
FHsta, 28 Z2u72 AT 77 S5 95E AFea, JAUER oA dxsigith. 43 9 FEe
AAELS ATsIR I, olE 1% FAFSRE R sk 0914 10%=29] wehs/thol S22 gke] FujE A}
e Ed4] A2rtEaTd #8353t + g batal, SHAA BA S 96mg(87%) = 2
AlE8kA Tt

Aol 21, 3-8lo] EHA-2-(4-(6-(4-(1-o}ol AT 2B o o2 Fl-4-9) sl d) ] B [1,2-b] 52|t} -4-21) 5] sl 2}

2

R

o 4>

oo
r—?‘—ll th
% -

(

=
T
o
=

o
rlr

tL oo N 2
I

e
N

A=

>

rﬁ >

|
“1-7hR S A]) T b (S ek 847) 9§

AU

A 1 WA 2,3-TF0] o] = FA Lz ghp oo 2] F

OH Br/\© OH
OH OH © OH

265

DMF(20me) Z¢] 2,3-tlo|dlo]|EEA L2 34H(10.0g, 18.8mmol, 20% 44)¢ Lo (Bzxde)uAl(8.0g,
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[0669]

[0670]

[0671]

[0672]

[0673]

[0674]

[0675]

[0676]

47 . 1mmol) 2 K,C05(6.5g, 47.1mmo)S H7I8FAth. AAE THES ALoA 4823 FoF wwHkelith. LC-MS7}
k2ol AAFHASS YeEE. &3 S3AH Y. FFES EtOAc Fol &38x
7] Z5 NaS0, 7ol Al 1xA71a, ofetar, SEAIFT. & A ES EtOAc/A

g7 o] T IZelEdue oA AASe] ®Al SFE(1.7g, 46% F&)S T QAR A] ALY

:log
2 [
o o2
o
o
ol:o_[%‘
53
2
)
o
w Jo

Al 2. ME 3-(tert-FHrlo] A Y HGA] )25t | EFA| Z 2P o o] ES] g

- SO

DMF(10me) << wl& 2 3-tjo]glo|EEAZZFQ o] E(1.7g, 8.6mmol)e] ENol tert-FEHSFZZT}o]H
(2.6g, 9.5mmol) ® o]W]t}E(1.2g, 17.2mm)S FH7I8IR . AAHAE EFES wukedv A0 1647 5ot
LC-NS7F Hbgo] A EH S-S YERAT. ES HUbsta, DAMez FESGt. 78S 9= MFHsha,
NaxS0, “dollAl ARAIZIa, sFAA = APEES AT, o2& PE/EAS: DE &A71E Ag7hd de &
g4 AZeEgT o] i BAEe] FA BAE(510mg, 14% F8)S T oAz AFsT).

"
i
0

g 3. 1-(HASA)-53-(tert-FE OB HHEGA] )-1-5 2 Z 2 P7-2-9  4-(6-(4-(1-0}o] 2 Z 2 H 3] 5] 2] ]~
4-Y) g )u ZZ[1,2-b] ¥ 2] o} Fl-4-2] ) F w2} X -1-7}E g gl o] E9Q] g4

N
OH i i WIS N
—SRNE

DCM(10m¢) =2 HId 3-(tert-FHrjoldld A HGA])-2-3} o] EFA| L2 of| o] E(510mg, 1.2mmol)2] &M
CDI(194mg, 1.2mmol)E HA7}e}git}. SNS 2o

H
S

T e FgadeA, 6-(4-(l1-ofelAzzdddEd-4-d)dd)-4-(F A epd-1-) I Z=2  [1,2-b] ﬁ%ﬂﬁv
(322mg, 0.8mmo)S DCM(5me) ol &afAl71a, oAl TEA(244mg, 2.4mmo)E H713kdch. WA 3-(tert—

tolFd A Y LA )-2-5lo] EEAZ RO o]E © (DI A7 fAE gl HSIT. EFES AL 1*1
16417 &<t aRkalglar; LC-MS7E wkgo] AEASS Hetldtt. =& #7bebal, EtOAc®E FE3H3Th. f7]
S 992 AASL, NaSOy AolAl 11xA7]15L, $HAA & AYES AT, o4& PE/EA(L:DE &2

10

pu

= delsbg azetEadel S gASe] EA SHEEGn, 456 SRS W FA nARA AT
ST

Al

)

¥

A 4. 1-(HESA])-3-3F ] EFEA-]-S A Z27-2-9  4-(6-(4-(1-o}o] 2 ZZHFFe]t]-4- )z d )3 F Z
[1,2-b]7 2]t} 3l-4- ) F F| e} 2] -1-7FE 2l gl o] EQ] 3}y
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QI

SE 5061 10-2426043

—_——

-~

CO

[0677]
[0678] THF(5mfz) 9 1-(MA LA )-3-(tert-—FEGo| A AL EA])-1-Z AL Z 2 3-2-Y 4-(6-(4-(1-o}o] A~ Z 2 A 1] 7 2]
d-4-2)FH )T E2[1,2-b] 9 FA-4-) I F &} A -1-7F =2 F o] E(250mg, 0.29mmo) 2]  &Nel]  TBAF(2.0md,
1.0M)§— A7 eitt. 8 ﬁ% 70CAA 6413 &<t 7FEesly. vbs EFES FFA17]3, DOM/MeOH(10: 1D E &
A7) A7l A-gsto] EA 5HeHE(80mg, 44% )8 B A uA|2A AFETt.
[0679] g7 5. 3-8lo]EER]-2-(4-(6-(4-(1-o}o] 2 Z 2B HFe]vl-4-Y ) 7Y ) FEFEZ[],2-b]F 2] t)}zl-4- ) 3] 7] 2}-7]-
1-7FH Y8 R] ) Z 2 7FpFo] of4]
-N N
g NS N™ =
>—N = o >_N ¢ "
@ )
N N
0}\0 0’&0
b e :
O OH OH OH
[0680]
[0681] MeOH(5me) ¢ 1-(HA2A])-3-3lo]| EFA|-1- 2T 2 9-2-9 4-(6-(4-(1-0}o]AZ 2o g ¥-4-¢) Hd ) H]
E2[1,2-b]9 83 -4-) 9 F 2} -1-71E- 2 H ] E(80mg, 0.12mmol) 2] &l Pd/C(50mg, 10% F2)E H7133
o, dEgAS H, THoZ A20A 16417 & FasAAT. dFstar, AGAE SUAA = YHAES AT
3tglar, olAL EHE-HPLCOl A AASt] #Al SEE(5.3mg, 8% FH)S WS WA A 2A
A& Wﬂr
[0682] AAle] 22, 1,3-ttolsto|EEA T 29-2-U 4-(6-(4-(I]Hgld4-)Hd) I ==Z[1,2-b]F}F-4-¢) I 5 =}
2-1- 7}2*‘ o] E (335 789) 9] A
[0683] g 1. 2-#Y-1,5-tpo]2R-5-Y 4-(6-(4-(1-(tert-F-EAZ}IH Y ) wa]tl-4- ) H Y ) FZ[1, 2-p] 7] 2] o} 7
~4-) g walzl-1- FFEH o] EL] g
AN
=
N
~ : ®
NS
OO O ¥
I:N:I _— = (8] (8]
\ O
H é
[0684]
[0685] DCM(5me) 9] 2-3d-1,3-T}o] &A-5-2(327mg, 1.82mmo)<] &He] CDI(295mg, 1.82mmo)E H7}stgich. A
g EIES Ao A 6A7F EoF wuletgiTh. 2 YA, tert-FE 4-(4-(4-(FHZH1-1-9) 9 &
-[1,2-b19 g thz-6-L) wld) 9wl 2] ¥ -1- ﬂﬂﬂ o] E (420mg, 0.91mmo)E  DCM(5me) o  &3fA]7] 1,
TEA(278mg, 2.73mmo)E oA FHrFEAT.  2-¥d-1,3-tpo]SAk-5-2 9 (DI9] V] &S 290
A7}slgel. wbe EYES A2o|A 1647 Eot wwrEH 1, o7 LC-MSY} Lol dAHAL S
Jeh . B8 #Hrbelar, EtOAcE FE3519th. §7) =& 942 AFska, NaS0, Aol AdzxzA71, 5%
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[0686]

[0687]

[0688]

[0689]

[0690]

[0691]

[0692]

[0693]

[0694]

[0695]

ARG, A=

A 2. 1,3-t}o]dfo] EFEA| Z ZH-2-9] 4-(6-(4-(1-(tert-F5
£ ehal-4-¢)) 5] A2l -1-7} B o £ 2] §5

N” N\
— / NIN
BocN 4

OH OH

MeOH(10m¢) 39 2-#d-1,3-tho]LAk-5-
b1¥ H e -4-2) A H g} -1-7H A g o] E
T FXAOFE AL 1687 F<t

SELES

4-(6-(4-(1-(tert—%

Z,:
LS 74t sloll A AAs TA APE(210mg, 78%

tr 3. 1,3-r}o]slo] EZAIZ 2 p-9-9 4-(6-(4-(F]Fe]H-4-¢) 7Y )

g e el ES) Y

=N N
NT = /1 N =
gy PR @
() N
/g OAO
ﬁw N
DCM(5mE)  =2] 1,3-t}oldlo| =2 A L2 -2-2

[1,2-b] Awﬂﬂrx -4-) I H et -1-7H3 A o] E
ﬁi%i %‘%Alﬁ *Mﬂ%% AFeAIL, ol A&
AlgskA Tt

/ﬂ}{lgﬂ
-1- 7},.‘.1/“ ] ]E(g]_

e

Me 631)9 A

< PE/EA(2: D)ol 9JalA AAste] mAl S3E(340mg, 56%)= A

AIZFEY ) T 7 2] 4=

(310mg, 0.46mmol)e] -&-<oll Pd(OH),/C(100)E 7F3t3lTt.
23 A7, LC-NSTE HHgo] $hAE S-S YERQIT)

4-(6-(4-(1-(tert-F-EA|7}R )
(210mg, 0.36mmo)2] &Nl TFA(2.5ml)E
. LC-MS7F wEgo] AFEASS e

S==35] 10-2426043
A Algal.

Y)Ad) I E=Z[1,2-b] 7]

SA7HE ) I g P -4-) ) 9 & i[

Elol O
U=

olojx] @l
)& B4 aAA AT

Y E2[1,2-b] 7] 2] G -4-&] ) ] A 2} 2]~

ru{o

A d-4-2) v d) v 27
0CalA Hrketai.

ASS /\g/HE] Z3EL

F-&-HPLCell efalA] gAlste] #Al shet=s WA ETEA

. ()-ZAHE-3-Y 4-(6-(4-(1-oto] A X 2 hy ¥ g d-3-d)H ) FEZ[1,2-b] ¥ 2} 7 -4-) ¥ A g} A

YA 10 4-(F A EtE]-1-Y )-6-(4,4,5, 5-H| Ec}H]E-1,3, 2-t} o] SAPH Feh-2-2 ) I FZ [ 1, 2-b ] F] 2] i} &l 3¢ €]

25
N 5
d ) P Of — L
. ol
N N
N
Boc H HCI

pud =

tho] &AH200me) T tert-FE 4-(6-(4,4,5,5-HEZGHE-1,3,2-T}o| SAL L ET-2-4) I EZ[1,2-b] 9] ]
-4-d) I A 2 -1-7HE A F o] E(7g, 16.3mmo) 9] 8-l HCl/tho]S2k(4M, 16m€):a: A7 etk whs £3h
20CAA HA aRkselth. A E EFES 5F5AA B4 SFES FA DAZA AFTFAH(9g, EE
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[0696]

[0697]
[0698]

[0699]

[0700]
[0701]

[0702]

[0703]
[0704]

SES061 10-2426043

MS(ES+) CiH,BCINAQ, & 7-X]: 328, A=X]: 329 [M+H]+.

B 2: 4-1Jo] ERuY 4-(6-(4,4,5, 5-E|EC}HE 1,3, 2~} o] SALH Z g2~ ) A ZFZ[],2-b] 5] 2] T} {4~ ) 7]
B} zl-1-FFE 2 glo] Eo] &4

B /NS
O‘ 4 N'N\ =
(s} % o Q’ N
N CI"JLO ™ ) o,
OJ\O,( 1

N
H HCI

thol F = 2 EH(DCM) (100me) Z-2] 4-(3] | 2pxl-1-)-6-(4,4,5,5-H EZv € -1,3,2- E}o]%
[1,2-b]¥]2jvhxl 42k (7g, 19.1mmd) o] -&-<fell Egtoedolwl(TEA) (11.6¢, 115mmol) 4-
Z2ad o E(4.62g, 23mm) S A7FEHITH, EFELS AL (RT)ONA 4A7F EoF wH

FES AFsta, oAS ZH4 AZRutEIH e A AAste] FA §].;ﬂ1—%% ATEAT(Tg, 85%).
MS(ESH) CoHosBN-Os L.7-X]: 493, AZX]: 494 [M+H]+.

r
S
32
°

B 3: SAHE-3- 4-(6-(4,4,5,5-H|Ee}e|E-1,3, 2-1}o] SALH Fgh-2- )7 F 2 [ 1, 2-b] 7] &] 0} 7l -4~ ) 7] 7] 2}
Fl-1-7152 gl o] E9] g}

\ / N N-.‘_

’ —_

6] = G‘B / N.N\
I il
N HO [N]
0 ok

-
S

NQ2
H Egtato] 2 FH(THF) (200me) ]  SAR-3-&(1.56g, 21.1mmoD o] &Kol 0TelA  60% NaH(2.26g,
56.4mmo) & H7FSFATEH. E£3HES 25TelA 1AZF Fob wwket & 4-yolERud 4-(6-(4,4,5,5-HEHE-
1,3,2-to] SALE Ee-2-2) I E 2 [1,2-b] F 2 vhx]-4-) F Al ep -1-7H A e o] E(7g, 14.1mm)E 3 7FeQITh.
HhS EFES 25CAA £ o2 5A7F ot wwkekgith., whE-& NICl §do = whEAX 713, g oAlE

olER FZaAT. Feta, AXAVNIL, BFAA FA HFES ATEATHS.5g, 71%). MSESH) CuHagBN,0s
QT 428, AR 429[MHH]+.

B 40 (S)-SH -39 4-(6-(4-(1-0}0] == 2 F 5] 7] 2] €l-3- ¢ ) 7] H ) 7] Z 2 [ 1, 2-b ] 7] 2] o} 7] -4~ ) 7] 7] 2] 2] -1
FFE A Eo] Eo] 31

oM s
Y Q—-@- =
© Br

N

(P2)

()
io,ao Lo

tho] &4t/ & (20me, 10/1) F9 SAE-3-YU 4-(6-(4,4,5,5-HEgWE-1,3,2-T}o] AR E&-2-A)F S 2 [1,2-
bl 8t} -4-4) I H| 2} 1 -1-7F A G o] E(3g, 7.00mmol)e] &M (S)-3-(4-B 2R ¥ )-1-o}o] A 23] g
A(1.77g, 6.30mmol), Pd(dppf)Cl,(511mg, 700 mmol) 2 K,C03(2.89g, 21.0mmo)& F7bstar, AL E7|A7]aL,
90Tl A 5A17 Bk 7tdatoict, v EFES AesA] WAL, BEAA AFES AFEa, oje =

#4 A=otEag e s AAste] ¥A AL AlTatdrH(1.5g, 43%)
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[0705]

[0706]

[0707]

[0708]

[0709]

[0710]

[0711]

[0712]

[0713]

[0714]

[0715]

[0716]

[0717]
[0718]

[0719]

SES=01 10-2426043

A 24, WY =5 A

A. 1-Ato] 2L -4-(4,4,5,5-H EZHE-1,3,2-Tho| SALHE ET-2-)-1H-H =] A

O\Br ! HE}B:Sjg - O\E}B{o}i

CHsON(50me) Z¢] B ERALo|ZF2HEH(1.0g, 6.71mmd), 4-(4,4

o
@
L)
[
ki)
)

4 g
¥ 2} (1.32g, 6.84mmol) 2 Cs,C03(6.54g, 20.1mmo) 2] EFES A SFAAG. EFES Y4A7)a, 554
713, FY4 28 AZnfEIY I (PEEA = 5:1)dd osiA] AAste] 34 SFES WA aA2A ATt
(1.5g, 58 85.7 %). MS(ES+) CuHuBN,0, 721 262, 21232 263 [M+H] .

B. 1-(2,2-Tho] B 2| )~4-(4-(4,4,5,5-H =t Y-1,3,2-Tho] SAHR E@-2-2) D) I A 229 T4

g7 1: 2,2-T}o] ZFQ Zol 4 EStr5lo] =] 4
FY\ F._ __CHO
OH
I T

DMF(20me) 59 2,2-T}o]ZF o 2o er-2-(2.0g, 24.3mmol)e] &ho]  ©]X-
periodinane)(25.7g, 60.7mmo)S #3022 0T FH7Islt. &A& Ao 647 FoF wuksig.
T, 898 O S A A ARgskT.

YA 20 1-(4-HZ R d)~4-(2,2-t} o] FF L 2o & ) T w2} 7l o] 1
F\l/CHO + HN N—@—Br _(N N

F = F ! —
DMF &9 771 &H(24.3mmol, F74)& DM(30m¢) R CHOH(30mO) = S|MA AT, 1-(4-B2Ed) 3zl

(6.0g, 24.9mmol) B oM EAF(1.49g, 24. 9mmo)2 A7vetal, 71 vy UEF Alololnr 23lo] mabo] =(2.34g,
37.3mmo) & 0TelA H7bspslch. &ols AolA 12217 s¢F anbsiivt. 71 &, §94& 0T/ %47“\1713
NaHCO;(5774d) B d=2 w-gAAA 7L, EtOAcE M ZY. 7] S5 F5= A8k, Na,S0, AollA Az

N7 3L, &=A7a, ZH84) 29 (PE/EtOAc = 6/1)ol olailA AA st TA sG-S G4 uAEA D400
mg, 5%). MS(ES+) CpHyBrFoN, S7-%: 304, A== 305 [M+H] .

g 3: 1-(2,2-Ulo] ZFQ 2o g )-4-(4-(4,4,5, 5-E| Eg}r -1, 3, 2-T}0] SAlH Zgl-2- ) ¥ Y ) F] v af.3] o] g
N\
F_'(—NUN—< >—Br—- F—(_Lr‘_< >_ i
=

tho] £2H(20me) <9 1-(4-B 2R Hd)-4-(2,2-t}o]| Z=F 9 2o &l ) 3| 7 2} 7] (400me, 1.31mmol),
4,4,4' 4" 55,5 5' -t E-2,2'-0ke] (1,3, 2-CFO| SAL R Z9) (497mg,  1.96mmol),  ZH oA H ©] E(385mg,
3.93mmol) 2 [1,1'-H]2(the]sd dphosphino)ferrocene] tho] S 2 2 &2 (11)(191mg, 262mm) 2] E3ES N2

HAstaL, olojx 80TelA 1641t &¢F wwbegivy. o %, Ees W47, w57, 24 2E

o]

PN
(PE/EtOAc = 5/Doll oJalA AAste] ®Al FES WA uAZA AJAH(350mg, 76%) . MS(ES+) C1gHo7BFN,O,
27 352, A=A 353 (M

C. F(4-BEREAY)-2-(Go)EFo Y)W ALY F4
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[0720]

[0721]

[0722]

[0723]

[0724]

[0725]

[0726]

[0727]
[0728]

[0729]

[0730]

[0731]

SES06 10-2426043
A 10 tert-FE 4-HF-3-(3lo] =F A E )T Feprl-1-7} 5 A e o] EL] Y

Br-

N
OH
E j/\ " N on
¥ ek
{oled N
Boc

oM EUOIEL (40m) T tert-HE 3-(Sto|EFAE) I AR -1-7F A e o] E(5g, 23.1mmol), (HEEv|

E)Al(4.73g, 27.7mmol) 2 EgtololEolnl(4.67g, 46.2mma) el EFES 80TolA wAl wuksigic, g &9
S WA, FFATIAL, Aubd ARviEad 9 (BAPE = 1:5)e osiA AAlste] FAl AEE(6.0g,
FE 8% T 9 ARA AFHATH USESH) CrllN0; £73: 306, AZ3: 307 [M+H] .

B 2: tert-FH 4 F-3-(3lo] =F A E )T Feprl-1-7} 5 A e o] EL] Y

e
[onc/\ ) [ET O

DCM(10me) 9] S4E ZF=2eko]=(1.98g, 15.6mml)<] &HS DCM(lOmfz) Z29] DMSO(1.52g, 19.5mmol)ol -78C ol
A H7relgith. EFEES 158 B¢k wNketa, I U tert-HE 4-MA-3-(Fo| =EEAI W E) I H 23 -1-F 5 A
do]E(4.00g, 13.0mmo)E H7Felit. AAdE EFEES A2oA 2A7F &<F wwtelar, I oS Et NS H7bsh
ATk, LC-MS7F $Hd sk HE-S YERATE. 8he E3}ES Do s|AAI7|a, & 2 A= AFHsta,
EF A Az, 771 & sFA1AH B4 33EA.00g, 2EH)S FA 2Ud=2A AFsga, o

b AAEA A B vl ARSI MS(ESH) CllN.O; £7%]: 304, 2211 305 [MHI] .

=4
h=]
=

P
o &

B 30 tert-HE 4~ F-3-(tfo] FFL 2 rE ) v}l -1-7} 5 H e o] E] §

S
“AEENTS

DCM(10me) F9] tert-H€ 4—‘31]@—3—formylf4Ytﬂﬁ‘rﬂ—l—ﬂ%@fiﬂ o] E (4.00g, 13.1mmol)e] ZE3+E0)

AT ET O] EF o gto|=(3.45me, 26.2mm)E 0CAA H7FsTE. g EFES 0TAA 242 52 uylks)
Ak, LC-MS7F b gk dEs yEeRRIT. HL% goNg W5 Fo] B DNOR FEHFT. 57 2% & o
AR AlFsta, SIGEF Aol AxA7aL, wFA7IAL, A7 3 RetE 29 (EAPE = 1:5)¢ ¢ a4
AABre] BA BAE(1.40g, FF& 33%)S e A oARA AT, MSESH) CillyFoN0, £7-%: 326,

A2 327 [MHH].

A 4: tert-7YH 3-(tpo] FFL 2 o)A el xl-1-71E d o] Eo] 31y

F
Q F H
F
Ny —(
o g
N Boc
Boc

WS- (10ml) F9] tert-%F8 4-Wld-3-(Fo|FF 2 a) 92} -1-7HE5 A o] E(1.20g, 3.67mmol)] &3+
o A5

il =
of Pd/C(388mg)E H7beldich. dEAS Aol vl Hy(FAD) bl A awkshgie. LC-MS7F ek st u
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[0732]

[0733]
[0734]

[0735]

[0736]

[0737]

[0738]

[0739]

[0740]

[0741]

SE5061 10-2426043

BT, W3 ERES Avel= ASE BaA olstsarh. oluels FEAA EA BT (800ms, £TA)
& wte B4 odmA AFAAT, F/12 GASA G oA the BANA AgHAT.

B 50 tert-FH 4-(4-B 2RI Y)-3-(To]FF 2 E) I e} -1-7}5 Y e o] EL] gy

EFd20m) T2 tert-F€ 3-(tho]|ZF o 2ve) I -1-7I 52 g o] E(250mg, 1.05mml), 1-H ZH-4-o}9]
=l (1.48g, 5.25mmol), H|Z~(Eo]-t-HEEZ~3)ZelE(268mg, 525 uml) E YEFH tert-FS5AFo]=(201
mg, 2.10mmo) ] EFES N2 HAsaL, o]ojA] 60TolA 15417 &<t wukaklel. LOMS7F kg Ag-S el

Blei= H_% EAES FEAHY. AFES AYtd a2vtE a8 (BAPE = 1:10914] EA:PE = 1: 1) 23]
FA A= (310mg FE 750 T A2 A AFEATE. MS(ESt) CighaBrFaN.0, 8711 390,

2232 391, [MH].
i 6: 1-(4-BZ2RiY)-2-(ro]FF o 2 g )a e}zl o] 1]

Br Br

F _ F
N
FJ\I:NJ F/\E j

N N

Boc A
HCl/tholSA2k(4M, 2ml) 59 tert-H8 4-(4-B2RHd)-3-(Fo|ZF o 2 8) o 2}z -1-7}5-2 7 o] E (150mg,
383uml) 2] TFES A2 1.547F FoF wwtsicth. LONS7E e+d3sh Age YelSich. vk E3ES
ZA17)3L, B E-HPLCH oJaiA] AAsIY ZAl BAPE(80mg, F& 72%)S T QA=A AFskth. MS(ESt)
CullaBrioN, &7-21: 290, A== 291[M+]'.
D. tert-3d 3-(4-2E2RHY)-3-Z 20 =¥ H I d-1-F1EAHo|EY A

A 10 tert-7Y 3-(4-HEZH 7Y )-3-3fo] EF A F]a] H-1-FFF A g o] EC] gy

/O/ NBoc HO

Br

NBoc

THF(20m¢) 9] 1-B 2R -4-olo] @ =Wl (1.0g, 3.53mmol) 9] &AL 78C7HA] WZHA7]aL, 1 & n-BulLi(34F

9] 2.5N, 1.4ml, 3.53mmo)S H7F8Fch. 158 3, THF(GGm) 59 tert-%8 3-2423¥gd-1-7134g ol E
(703mg, 3.53mmo)E AA3] H7FsFATE. HEE SAS 2A1ZF F<F 78T oA mukstal, 0C7HA] 7F2Al7]aL, X
3t 4 NHCLS ARE3te]l REEAAIAIZ]GL, EAR FE39th. 77 & sF5A1713, 94 %E*(é—;ﬂﬂ@,
PE:EA = 3:1)o] 9ajA AAlsle] FA| AHAHE Al oA AFsATE. MS(ESH)
CilBrNOs 971 355, A% 356 [M+H] .

8g, TE 64%)%

4
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[0742]

[0743]
[0744]

[0745]

[0746]

[0747]
[0748]

[0749]

[0750]

[0751]

[0752]

[0753]
[0754]

SES06 10-2426043

97 20 tert-FY 3-(4-ERZEIAY)-3-FF 2 2 Ae]d-1-7} 5 o] E2] Y

Br Br

NBoc NBoc

DCM(30me) 2 tert-H¥ 3-(4-H2RIFHH)-3-3lo] =2 A I H| g H-1-TH5 2 o] E(3.0g, 8.42mmol)2] -&H o
Dast(2.0g, 12.6mmo)E 0ColA H7FFATh. ¥ EFES A2 5A17F FoF wwtslitt. £35S DO =
B AAZ1a, 40 NalC0; 2 A= AlHeta, SeA 7o, S84 2 (2874, PR:EA = 5:1)0 oaiA A A

slo] EA AAE(1.5g, F& 5008 T4 od=A AFaAt. MS(ESH) CHyBrENO, 8721 357, A=%] 358
[N+H] .
E. tert-3€ 3-(4-B2RHd)4-Z29 29 E&Fd-1-F1E2 A Ho|EY FA

A 1: tert-F¥ 3-(4-HZH Y )-2, 5-t}o]s}o] E2-]-F] F-]-7} & Zo]ES] Y

6_ ’0 \
B
o o d I@Br BOCD_Q &

tho] &AL/ E(5ml, 4/1) =9 tert-F€ 3-(4,4,5,5-HEgHE-1,3, 2-t}o] AL E2-2-9)-2, 5-t}o|sfo| = 2 -
1H-9] 2-1-7}2 2 g 0] E(1.0g, 3.38mml), 1-HZ K -4-0}o] @ EWlAl(1.91g, 6.76mml), Pd(dppf)Cly247mg, 338

ml) 2 K,C05(932mg, 6.76mmol) el ZIEL N2 HAsIa, 80TAA 16A17F &<k N, shollA] wylkslgict. 3%
S B 713, AF sHA sEAAY. ARES ZHH 2 A=ZeE T (PE/EA = 10: D)l oJsiA g Als)
of A 2= (800mg, % 73%)E& WA mARA AFSSATE. MS(ESH) CithBrNO, 841 323, ASA]

324[M+]
g7 2: tert-¥ 3-(4-HZE Y )~4-5] | EFA ER A -1-T} 2 ejo] EL] 1Y

OH

N Bf——
BocN:> <:> . BocN:f> <:> Br

0Cel A BHs(THF =¢] 1IN, 21.5m¢, 21.5mmd)e] &8-S THF(20m) 9] tert-Fd 3-(4-BEE¥Hd)-2 5-t}o]s}t
O EZ-1H-T E-1-7I5 A o] E(1.4g, 4.31mmd)e] wE& Fdo] Hrlsich., AoA 4A7F &k wukst
I BIFES 0C/R WAAZIZ, I TS NaOH S (AN, 6.45mé, 25.8mmo)E H7}etgich. 108
H:0,(2.92g, 25.8mmo)E FA7FstA k. AAE EFES ALe7A] 7F2A7]aL, 908 sk wwkaith. LC-M
A BUEPSAT. Bl osiA wSAHAAI7IAL, e olAlH | ER FE3ISITE. #7]

AN 2 A2vlE2 9] (PE/EA = 10: 14 1:1)ll oA FAlste]l FA| 3FgHE(1.3g,
Az A BEHATH. MS(ESH) CusHyBrNOy S0 341, A% 342 [M+H] .

w
i
lo gy 1o

@A) 3: tert-E 3-(4-H 2B H)-4-FFQ 2o Fa]tl-1-7] 2 bo| E9] 31y

HO Z

NBoc NBoc

Br Br

DCM(10me) 9 tert-F8 3-(4-HEZEH|H)-4-3}o]| EFA| 9] &2 U-1-7H5A 8 o] E(500mg, 1.46mmol) 2] Z3H=ol
DAST(1.17g, 7.29mmol)E -78ColA 2713t ct. TFES 25T A 2A7F ot wwksldtt. LC-MSell 9jsiA =
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[0755]

[0756]

[0757]
[0758]

[0759]

[0760]
[0761]

[0762]

[0763]
[0764]

[0765]

[0766]
[0767]

SE 5061 10-2426043

UE sttt DOMC.Z 84 A7), E3}F NalC0; & oz whggAAZT. 7] & &gt
EEANA FEA Bk (400mg, Fed)S Y LARA AT MS(ESH) CullBrENO, 8774 343, A5A:

+

344 [M+H]
F. 4-(4-B 224 SN 7 H 2l 99 34

B 1: tert-¥ 4-(4-HZ R )~4-3 o] =] A 2] {l-1-FF5 H 2] o] E9] gy

|
OH
BocN<:>=O + —_— BocNWBr
: Br

-78Col| A THF(60ml) F&] 1-BZR-4-o}o] Q= (12g, 42.6mml)2] &No| BuLi(20me, AL Fo] 2 M) %
7betgth. &HE 78T oA 2417 Bk wHksleith, THR(20m) =9 tert-H58 4-L43 g d-1-7}E Ao E
Q ol

(8.5g, 42.4mmo) 9] &5 H7lstAvt. AdH &Ns ~I8TAA 1A gk awbsigict. w5 H7hske] whea
TR WSAAAIZIAL, EtOAcR FFSIH. #7] S8 & B 9R AHsa, w5471, FdH 2
(PE/EtOAc = 10/1°04 3/D)ell oA AAlste]l FAl BE=S AestAvh(12.6g, & 83.4%). MNS(ESt)

+

CigllsBrNOs .7-%]: 355, A=x] 282 [M-73]
A 2: tert-FY 4-(4-HZ R HY)-4-m|EA] A g2 t]l-]-F}E g o] E9] 3]

\
OH @]

W4 DMF(2me) 9] tert-549 4-(4-B 22 Hd)-4-3}o| =2 A T #| & g -1-7}&
o NaH(26mg, 0.646mmol)E 0ColA H7FsIAtt. EFES 0TolA 1217 Bt wnkalgint, ofo] @ = ek(106mg,
0.746mmol) H7Fslith. EFES A2oA A wnksidith. B T Hukste] wbES wHEAHA A7) AL,
EtOAc® FF3tal, & 9 AF=E AFHsta, sFA71aL, 4] 25 (PE/EtOAc = 10/1e14 5/1)ol 2JsiA A A

+

>

1 o] E(178mg, 499 umd)e] &N

Bl

i

sl Al AAES AT TH(160mg, $& 86.5%). MS(ESt) CilyBrNO; S7-2]: 369, A1Zx] 282 [M+H-88]
g 3: 4-(4-HZ R HY )-4-v|EX] g wzl o] g

\ \
0 O

Crolsak(dnt) g9 tert-4 4-(4-HREHD)-4-w 5 A 9 2| d-1-7h=5 A & o] E(740mg, 1.99mmol) &] 8-
HCL(TFol &4 Fof AM, 3m0)& H7Iskgich. AAE &5 Aol HAl wwbsigltt. SvilE s stelA AA

ato] FAl AAES ATFATH690mg, ZEA). MS(ESH) CullieBrNO L7 269, A "

e

2] 270 [M+H]
YA 4: 4-(4-HZ R HY )-4-v|EX] g wzlde] g
\

0] \O
OEe — IO

CH:CN(50me) 9] 4-(4-H2RFAL)-4-WEA I FA 2 d(1g, 3.70mmol)2] &Aell K,C03(1.53g, 11.1lmmol)
RIX2(2.27g, 18.5mm)S 7SI, AAE EFES 80TolA 541%F Bk mutslid. &nE W¥
A AAGG Y. AFES Zd4 2 (PE/EtOAc = 10/19A4 5/1)] g3 BAste] TA AAPAES A3t
(1.06g, 48 91.8%). MS(ES+) CisHluBrNO &7-%]: 311, A== 312 M+’

52

2_

=
it

2 o
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[0768]

[0769]

[0770]

[0771]

[0772]

[0773]
[0774]

[0775]

[0776]

[0777]

[0778]

[0779]

[0780]
[0781]

SE 5061 10-2426043

G. 1-olo]AX 2 I 4-H|FEA|-4-(4-(4,4,5,5-H EZHE-1,3,2-Tho| AR EH-2-) HA ) F gl d o ¥4
oA 1: tert-Hg 4-v]ER]-4-(4-(4,4,5, 6-HEatnE-], 3, 2-t}o] Lr}lH Zet-2-2) ) F Y ) ] #] 2] vl-]-7}E ] 7 o]

E9 g4

\ \
O O pe
sool{ Yl o0 —— seo Yl Nd
(8]

tho] &4k (10me)  Fe tert-FE 4-(4-HERID)-4-v S5 A FH G H-1-7HT A o] E(200mg, 540 pml)
4,4,4",4",5,5,5",5' - e €2, 2" -1}o] (1,3,2-T}o] AL R Z &) (178mg, 702 pmol), Pd(dppf)Cl,(39.5mg, 54.0
wmol) % K,C05(105mg, 1.08mmol) o] EFES 65kl A 443 St wwksgivh, whg =S FA7]aL, A
7Hd ARetE 29 (PEEA = 10:164 5:1)ell oA st Al BAHES AlgetAth(158mg, & 70%)
g A ZA . MS(ESH) CullBNO; 7% 417, A= 418 [M+H] .

YA 2: 4-vEA]-4-(4-(4,4,5, 5-5| EctrE-1,3, 2-r}o] S Al H Fel-2-¢ ) F Y ) A 7 2] H o] 3y

\ \
O /D @] O
o QPO — P O4L
o O

DCM(30m¢) =9 tert-FE 4-wWEA]-4-(4-(4,4,5,5-HEZHE-1,3,2
B0l E(6g, 14.3mmol) = HCl/Tho]=AH(30me) o] EFFES A2oA 1A7F

SEANA FA BAEEU.6g, T=E)S W2 G LAEA Al
N

~

|
O
)
A o
>
f
i
2]
o
e
5
e
-
s,
i
)
T
Y

)

A AF2ErITh. MS(ESt) CislaeBNO; L% : 317, A=x] 318 [M+H] .
HA 3: 1-ofo] 2 Z ZH—4-vEA]-4-(4-(4,4,5,5-E| Eclr €l -1,3, 2-t} o] SA}H Fet-2- )] d ) 7]z 2] £l o] $}4]

\ \
0 0 o) 0
PO — PO+
o) 0

ol ELOl E- (50m)  Fo 4-H| ZA]-4-(4-(4,4,5,5-H E&HE-1,3,2-tho] LAl E&-2-9) F ) 9] #| g
(4.5g, 14.1mmol), 2-o}o]Q = Z¥(3.58g, 21.1mmol) = K,C0:(5.84g, 42.3mmol)e] &3HES 85TCoA 2417t &
b wwksteleh. W EFES wHFA7IL, A7 FRZeE 2 (DM:MeOH = 15: 1) oAl FA|ste] %A
ANE(4.8g, & 9B0)S ¥ FA mARA AFIAT. MSESH) CulyBNO; L7311 359, A 360

K

[N+H] .

H.  tert-F8 4-(3-(Ho|EFZ2HEA])-4-(4,4,5,5-H EZFHE-1,3,2-tho] SAIH EF-2-4 ) ol d ) F # 27 -
1-7H84dE o e #4

g 1: 1,4-tfo]H 2 2-2-(r]o] FFZQ ZrlEA] ) wlslo] 3

Br Br

_OH OCF,H
r—

Br Br

DMF/&(30m¢/10m¢) 9] 2,5-tlo]BE & (1.5g, 6.0mmo)e] &Ml JEF 2-F22-2 2-T}o]ZF 9 2 oA H|

o|E(2.3g, 15.0mml) % Cs,C05(3.9g, 12.0mmo)S A-2ox H7letHot. AAE EES 100TAA 3A)7F E<t
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SES061 10-2426043

A=l

32

=

3
oo

= # QYA A7) a1, EtOAcE FE3TH. F3 77 5L G52 AHsta, NaSo, Aol HzA]
1, A%ER E2ZAAT. AFES PE/EtOAC(5: 1) R R A7)E Aesba Ao Zaa AwrtEd v ¢
A AAske] wA FEE(1.2g, FE 6T0)S W T BERA ATEAG. MS(ESH) GHBrF0 L73:

=

&
300, A=) 301 [MHI] (oF& o] & Aek).

[0782] A 2: tert-FH 4-(4-HZR-3-(t}o]FFQ 25w d ) g w2} zl-1-7} B elo] o] 3y
Br
Br OCFQH
OCF,H
N
[ ()
N
Boc
[0783] _
[0784] DMF(20me) 2¢] 1,4-tlo]B 21 -9-(tho]Z2 ¢ 2| =A]) Al (500mg, 1.66mmdl) = tert-38 u]|alzl-1-7}22

o] =(309mg, 1.66mmol)o] &Nl Pd(dba);(155mg, 0.17mmol), XantPhos(98mg, 0.17mmol) 2! Cs:C05(1.6g, 5.0m
w)e Aeold Az sholq BT, AAE EFES 00T 147 FoF vlo] AR dhol A kTt

LC_MS7}' }ﬂ'%o] 94'7354%\4%% L}'E}‘lﬁ T;]' =2 tﬂ'»—g— 4 ] ]7]_]_, EtOAcE —rgo}-oﬂ]:]—

gor 97 =& dxm
AHBI . NanS0, AolA] AZA 7|3, AZRER EZX

o= T
Aok, FEES PE/ELOAC(3: 194 1:1)2 |A)7]= AE
7Hal e Ee amsteadvel ofa AAlste] EA AFE(370ms, £& 550 WA nAA AFAA

T;]'. MS(ES+) CthngngNzOg B_?‘i] 406, /\E]—é—j] 351 [M+H_56]+

-

[0785] BA 30 tert—TrH 4-(3-(T}O|EF L EM[FA)-4-(4,4,5,5-E| ES}r[E -1, 3, 2-U}o] SALE F e-2-U ) 7] d ) 7] 7 2}
Z-1-71 e o] EQ] g+

T et — &

[0786]

[0787] o] 2AH(10me) 52 tert-%¥E 4-(4-HZR-3-(To]| EFQ 2 v EA) A ) I H g} {1 -1-7} 54 gl o] E (320mg,
0.78mmol) R 4,4,4',4',5,5,5' 5" -SEE-2,2"-0}0] (1,3, 2-T}O] AR EZ ) (309mg,  1.66mmol) o] 8ol
Pd(dppf)Cl,(63mg, 0.078mmol) L KOAc(229mg, 2.34mmo)E ALox A oAl H7sigich. AdE £35S
90°C ol A 6/\] b &9t AA Sloll A ket lar; LC-MS7F whgo] SAFASS YERAY. B2 WX A7),
EtOAcZ FZ3I3th. &3 77 &5 %Ti Hlﬂoh NaS0, el Al Azx&A7]3, AXER w5 = A4E
< AT, oAS PE/ EtOAc(10:10A 3:1)2 &2A71E= Ag7bA 4o Zd4 A2rtEggdd ofs)A
AAst] FA = (260mg, FE 73%)S WA uAZA AFTSATE. MS(ESH) CoolysBFNO; 8720 454, 25
2] 399 [M+H-56]".

[0788] I. -(4-22=2¥d)-1-olo)Ax2gd-2-vev S d o §A

Q,
Ay o -4< e
) MeLi, BF3-OER2 N 1) TFA N
cl 2} BorzQ QKQ\ 2)2-ololeEzaE D<©\
cl Cl
[0789]
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[0790]

[0791]

[0792]

[0793]

[0794]

[0795]
[0796]

[0797]

[0798]

[0799]

S=S35 10-2426043
B 1: tert-8 2-(4-F2 25 )-2-r| g5 e d-1-7}F e o £ Ty

5-(4-Z 2 23)d)-3,4-TFo] 3ho] = 2 -2H-3] =(2.00g, 11.1mmd)S 33mee] F-<5= THR ZFo fajrl7)a, -78°C7HA)

Zth. BE Ego|ZFoule]= thold o H# o] E(2.8m, 22.3mmo)E A 7Fskar, -78°CelAl 408 Hel
aL, ojolx oE(13.9ml, 22.3mmd) F°] 0.5M R FS A7lstar, olojA HAL7tA] A8 WA 7F2A]
W EFES B2 S AAA AL, oY oA EH o ER SMA AT vk EFES M HCIE A EHA] 7]
ol A B Zujr)2 7 Th ololx] A ZS 6M NaOH= pH oF 12 WA 13744 97| o s wsar, o]o
Ao’ oMol E(x2) 2 FEFSA, I AVIES AFE AFHsa, MUERF AeA 74&6}213}.
oAstar, TEAA 2 ALES AT, o3 A AAE 2 F2 EZE o|FoH}. olyd 2%
of BHL ARutEIH T oA syl Ay WEel 2 E gelstA s7] 2184 Boc E_sz% A=
2 AZAHTG: = AAES 30 To|FEEZHE Fo &|A7)3L, o)A Boc FFE=(1.74g, 8.0mmol)S 5Sml
o222 uet o §NoZA HIFsta, 1 the DMAP(100mg, 0. 8mmol)E A71sta, TFES A4 9
WS, WS EFES FHA7)aL, ojojA Z4 EEU}EJEM(OOM 40% ol'E oM Eo|E/SAL ke
W ZH=ER 23 E BEs sl 4838 3 2¥e Fela, TUAA 920mg(28%) e
]

H
Al sgEs A aL, ol& AAAA Qxéﬁ}f‘]iiﬂ.

B 2: 2-(4-FR2 27 Y )-1-ofo] 2 ZZH-2-v|E v Fe] o] gy

tert-F ¢ 2-(4-F2 29 d)-2-vME g d-1-7H5 A 80| E(915mg, 3.1mmo)E 12ml o] ZF 22|t Fofl &3
A 713, Egfo]ZF 0 2ol EAN(3. 6muol, 46.4mmo)S Hrbela, Ao 247+ Hob WF%}?}E}. g =35
S AASA FIA7 I, ool AFES tholFZ=Zueky} 1M NaOH Abolol]l EuiAlAT. 7] & IFAUEF
el Al A7), O%JJroh SHAA 610mg(100%) 2] 2-(4-FZ=2¥d)-2- vﬂ%ﬂiﬂﬂ" Age] 73 oo
22X AFeATt. o]ofA o] BAHS T #o| o &7 UldlA 10ml oM EVCIEY Fol| &IAI71aL, '
25 (646mg, 4.7mmo)S A7FSIA, 1 thE 2-olo] L E R FH(374ul, 3.7mm)S A7FEIYITE. WS EIES 90T

2 39 Bel sldea, olojd old olhEHolER JXMAFTE. WS Ago]EE 53
SHANHY. 2 APES o]xF(Isco) o Z, 004 30%22] ole olAE|o|E/&Aste] Full & Al-E-5¢
A TR EIHY FHE3tt. &4 B8-S Fslal, ZUAA 509mg(69%) ] B ANES A3
oAz AFaAt.

rUO

J. 13 4-(4-B2RHY)-4-Z2 e 29 d-1-F12 A F o E9 A

O}—N’\:>=:: Br/O i OHDJQBF DAST ZS“ Nm Br
—~ & &

2 10 WE 4-(4-B 2R )-4-3}o] EFA| ] F 2] H-1-T}E e o] E9] g,

%

A 4-2 2978 P-1-7HE 2 0] E(937mg, 4.0mmol) 2 1,4-tho] B2 Rl Al (790mg, 3.4mmo)S 15m¢ THF ol
HA]?] , “78T7HA] WZAFHEF. nBuLi (&84 F2] 2.5M € 1.47ml, 3.7mmo) S & 7}star, whs EFES
<t éxﬁ AL7A FFEA AT, WS X3t dRw FERefol= &Aoo g wkEAHAAIZIAL, o d opAH o]
2 SAA7|aL, - 2|2 31T, f7] $5 dFE AFs A, GAEF A dxsglth. o3 H
ZUAA 2 AHES AB3Ya, o)A 04 35%2] of|d olAEH o] E/ENAke] LS Alg3te] T4 =
ntEav)o] Hgsta, RE IS $7sar, ELSDO osiM RUE e, e 28-S getar, T
7 732mg(56%) ©] J—ié} BAES A A=A AFsiitt.

@) 2: WE 4-(4-B 2R )-4-F 70 232 H-1-7 5 o £ 2] FY

Hd 4-(4-B2rHd)-4-sto]| E2A I g d-1-7F2 A g o] E(731mg, 1.87mm)E 8ml Tlo|SFEZu|El S0 &35
7131, =78 C7}A] YZEA A TE. DAST(272ul, 2.06mmo) S 2 7}slar o]oj A 2A|7tel]l A AL27FA] 23] 7}

A UEE B} TRUHEE $U0% WS, Belmdtes A40/n. 2 gz
SAT. 7] B2 PWBEF HoIA ARA7N T, olatstan, FRAA £ YHES AFHAT. 0914 3569
og obdE|o] =/t A} o

8ajel FelH LRAE A Aol BAST, DE 2AE 2, B
@ RS Yo, SUAA 2ene) BASE ANES T4 edud AE
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[0800]

[0801]

[0802]
[0803]

[0804]

[0805]
[0806]

[0807]

[0808]
[0809]

[0810]

[0811]

[0812]

SES061 10-2426043

K. tert-7d 3-(6-E223]2/d-3-¢)-3-vd 9 -1-71 5 | EQ A

@7 10 oY 2-(6-FZ 27| H-3-¢)Z 2y 20| ES] Y

[ “Mel, LHNMDS ||
= 0 = Q

cl N Cl N

THF(IM, 14mé, 14.0mmo) F<] 2]& H]|=(Egfo|vEdd)oulo]=o] SMS THF Fo| g 2-(6-F==2H -
3-U)obAHIO)E(2.5g, 12.5mma)e] &l -78ColA A sl H7 ek, -78TolA 247wk wnkgh
5, Wg ofe]rtiol=(1.94g, 13.7mmo)E FH7ISITE. E3ES 20TolA E ohE 8AIZE Fe wksdith. A
A stal, wE=A)7)3, 0%l A 10%Z2] FA/PEZ £u]A]7)E= Agstd 28 m2uleadaz gAste w4 3

B (1.5g, LOMSONA 83% %, &8 46%)S 3 od= A AFdATh. MS(ESH) CiHpCINO, &%) : 213, 215,
Az 214, 216 [MHH] .

oA 2: oE 2-HZR-0-(6-F 227 g t]-3-9)ZZ P Qo] EQ] Ty

| D e NBS, CCl
o BRI AL
a W © 80°C 7 \I

HEZ2HEGom) Fo dE 2-(6-FE2ERIEU-3-A)Z2HQ o] E(1.5g, 5.80mml), N-HZFAAon=
(1.23g, 6.95mmol) 2 (E)-oFxH] = (isobutyrotto] E&)(95mg, 0.58mmo)-&H-S 80°ColA 48A17F &t A4 3lol
Al akeieitt, EFES WAAZIAL, AF stdlA EFAET. FRES 0%lA 10%=] EA/PER &

A7t 28 gRetEayz AAse], A 3EE(1.9g, LOSOIA 75% %, &8 84%)S 34 o

AF3FAq . MS(ES+) CioHy:BrCINO, &)1 291, 293, A=x]: 292, 294 ]

g 3: 3-(6-F 223 2d-3-Y)-3-r gy 723 -2-22] g4

l—ezlxl"‘\/NH2 4

j | NH

=
pr® ©

ol gh-1,2-tholo}bwl (5ml) 9] o€ 2-H2w-2-(-F2 29| ¢-3-2) L2 RO o] E(1.2g, 4.10mmd) 9] &<
25CeA 18A1ZF F<F wwkeitt. DOMS® AN 7], P42 AFHGT. $FHA1713, JFFES 1009 EAZ
S r7l= A7t 29 aEnEafd 2 AAste], TA 3= (600ng, T& 63%)S S A=A AT}

ATk, MS(ESH) CilnCING Q73] 225, 227, AZ=]: 226, 228 [M+H]'.
g 4: tert-HH 3-(6-F2 232 H-3-Y)-3-m gy}l y]-1-7}E g o] EQ] g

HN 1) BH HN
N NH /=% x NBoc
| 2) Boc,O |
P (9] P
Cl N Cl N

HlEglslol =2 et $o wBke] fo(22m, 1M, 22.0mml)S H|Egstol=2FTH(10m) 9] 3-(6-F==29d
-3-9)-3-m & ) 7 e} 71 -2-2 (500mg, 2.21mmol) 2] &-Holl F7}slar, 80TelA 18A17F Eet AA sl A ojojA

HEEiTh. WZAAI7IAL, MeOHE WHEAGAA71aL, HCL/Tho]l A4k &} A SFA AT, £3ES 1M NaOH &<
o= pH 10 WA 12744 A7]8A17]1aL, o]ojA] thol-tert-HE tho]FFR o] E(1.23g, 5.64mml)E F7}5F3ATh.
20Co A 18A|1ZF FoF wHkeElA T, EAE SMA7IL, B2 AFSEY. BEFEA7L, TFES 0%A 10%=2]
MeOH/EAZ & A7]= Ae7bd 75 A2vteEdu 2 FAste], EA SHgE(200mg, 78 34%) < WA A2
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[0813]

[0814]

[0815]
[0816]

[0817]

[0818]
[0819]

[0820]

[0821]

[0822]

[0823]

[0824]

SES061 10-2426043

A ABEHATE, MS(ESH) CollCING, @721 311, 313, 2=2]: 312, 314 [MH]'.

e

L. 222235025 (102X 2F-4-d A 92l H-4-2)Hel o] §4

oA 1: tert-#4 4-(6-FEZZ-5-ZFQ ZH ] H-3-Y )-4-5fo] EZ R B w]g] tl-]-F}E 2l glo] Eo]

)\—NC>=
0
7\
G n-BuLi, THF, -78°C >N

O)V
THF(60m¢) F9] 5-HR2H-2-F22-3-ZF 2 2392 (2g, 9.50mmo) 2] &Ho] -78ColA nBulLi(4ml, it F2
2.4D& A1k, A4S 78T oA 2A13F Fob wREEII T, ool THF(10ml) 9] tert-%-¥ 4-S43] 72
d-1- ﬂiﬂ o] E(1.89g, 9.50mmol) o] &H-& 2 7}FaF3iet. *ME_ NG -78TA 2417t FoF wuksldTh. W
L8 B9 Hrld YA FYAA wSAHAAA 7L, EtOAcE FEYTH. 67 28 B 2 A2 AHsa, ¥
Al71a, A7 2y ZzetE oy (A5 dE/dE ofAlHOlE = 10/100A4] 2/1)ol oJ3iA AAste] #A
HNE(2g, 64%)S A R 2A ATEATE. MSESH) CuloCIFN0s £ 721 330, A232]: 331 [MH]

o

o;: M o

9 2: tert-7H 4-(6-F R Z-5-FF R 2T H-3-Y )-d-r]F A ] H] ] H-1-7Hr e o] E°] 3}y

F N F

Q OH/= Mel, NaH, DMF @ =
N cl - N Cl
\ ¥/ \ /
0 N o N

4= DNF(20me) Z9] tert-%d 4-(6-F22-5-ZF 0 218 d-3-9)-4-3o] =2 A 1] 7 2] T -1-7HE A g o] E (2g,
6.o4mmol)4 &l Nal(60%)(313mg, 7.85mmo)S 0Colx H7letleh. &S 0TAA 147 ¢k
olojx], olo] Q=W Eh(1.28g, 9.06mmol)S H71EF T, EFES Aol v wwstd. o F &
A3 W (200me) Tl R, 1AZF B9t wwkEgivh. nAE o el oS Rk, Axzdte] %

+

(1.5g, 72%)& A x| 24 AFSFATE. MS(ES+) CielpCIEN,0; S F-X]: 344, AZ=X]: 345 [M+H] .

v 3: 0-FRZ-3-FFQ Z-5-(4-m|EX v w2 vl-4-2] )T 2]l o] 4
\ F F
O OXCH-
g \ N
N el

tho] A (10ml) =9 tert-FE 4-(6-FRE-5-ZF 2 238 Y-3-U)A4-dEA 9 F g U-1-7FE A # o] E(1.5¢,
4.35mmol) &) &Mool HCl/tho]2AH(4N, 10m)S F7Fsttt. EFES A2 12417 FeF wwtalgiey. 1 3|
LNS FHFAAL. BFES FUIE AASA Ea o dANA ARESI . MS(ESH) CpHuCIFNO Q3]

244, A2 245 [W4H] .

B 4: 2-F22-3-FFLZ-5-(1-0}o] A2 2 H-4-v]EA ] 5a]H-4-Y ) 7 2]t o] §

Ny % T
HN )l >—N\/:>L<jg—01
\_/ \_

N
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[0825]

[0826]

[0827]

[0828]
[0829]

[0830]

[0831]
[0832]

[0833]

[0834]

[0835]
[0836]

S=S5| 10-2426043

CHCN(15me) 9] 2-F22-3-ZF 9 2-5-4-WEXA 972 d-4-29)3 2 d(1g, 4.08mml), 2-o}o] L %3 2 3H(693

mg, 4.08mmol) ¥ Egtolo|dolyl(1.23g, 12.2mmo) <] E3HES 80T ¥ wylketitt. 71 & fgAS &
7|3, A7 28 F=2vlE 71839 (DCM/MeOH=10/1)] oJaiA] AAste] ZA 3H3HE(800mg, 68”/) A

2ZA AEYTE. MS(ESH) CrHuCIFNO 2721 286, A=2]: 287 [M+H] .
M. (R)-3-(4-E2RFd)-1-olo]AZ2HAHIH E (5)-3-(4-BEE2R ¥ d)-1-olo] A2 A2 H FA
i 1: 3-(4-B 2Ry Y )y vajy] Frrgo] slojgh FHe]

HN—
Br
S (s
HN
gAn -(4-BEREA) Y ANES 7] 444 2AE FolE HPLC 271 S AFgshe] o ALAdol

AR Egstget: Z2: CD-PH 250X 4.6mm 1.D., Sum ©]54:A:0.1% TFAS 2zt & B:0.1% TFAS zi:= o}
MEUEZ A/B =70/30 % 1.0me/5 =4 220nm.

9 2: (5)-3-(4-H 2R 7 d)-1-0fo] £ Z 2 ] F2]clo] 3}

Br
OO . X e
CIHHN _{"

CH,CN(20me) &9 (9)-3-(4-BE22RIFA) I dd FAFA(3.1g, 11.2mmd), 2-B2RIZ3H(2.75¢, 22.4mmol) =
K,C05(4.62g, 33.5mmo) 2] Z3HES 70TColA 16A17F F<F mUtslgith, E3ES EtOAcE 3AA7]aL, P42 Al
etk §71 T& AT shllA FFAA A = (2.9g, F& 9% S T 2d2ZA AFEATH. MSESH)
CulbBrN £ 730 281, A2 282 [MHI]' .

N. -(4-BE2R-2-Z20 2y d)-1-olo|A=Z2H-1 2 3 6-HEZso| =29z dY A

97 10 tert-FH 3-(4-HEZR-2-FFQ 27YH)=5,6-t]o]5}o] = 2] 2| €l-1(2l)-7} 5 H e o] EC] 34

i Pd{dppf)Cl;, TEA BQCN: >\:

tho] SAH/H0(L/10me) 59 tert-F8 3-(4,4,5,5-HEZHE-1,3,2-t}o]| AL EH-2-9)-5,6-T}o| slo]| =2 ]
FH-12H)-71=2 A H o] E(4.3g, 13.9mmd), 4-BRZR-2-ZTFQ 7 -1-0}o] L =ullA(6.25g, 20.8mmdl), [1,1'-H]2~
(ol #H dphosphino) ferrocene]tho| S 2 2225 (11)(2.54g, 2.78mmol) 2 BHAFZHE(5.75g, 41.7mmo) 2] E3HE
= A& 33 FQF G@7IA7IAL, ool T0TelA 3AZF &t 7Stk v ERES AR WAA7) L
STEANA F AAES ARz, oS A A I BRutE Y (A dE /g olAE|OlE = 4/1)9] oA A
Aste]l BA FFE(3.7g, F& 750 2 oAz AT3ATE. MS(ESH) CeHBrFNO, &7-X]: 355, AZA]:

BocN

300 [M-56+H]".
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[0837]

[0838]
[0839]

[0840]

[0841]
[0842]

[0843]

[0844]

[0845]
[0846]

[0847]

[0848]
[0849]

=50l 10-2426043

o

gA 2: 5-(4-B2ZR-2-ZF0 Z5d)-]1 2 3 6-g|Egsto] =27 ald HCI 9o 4

R R

HCl/cheol 541
BocN HN

HCI

1m

dol&A20m) T tert-FHE 3—(4—Hiﬂ—2—%—‘“—° #Hd)-5,6-t}olslo] =2 ] 2] el -1(2H) -7} & ‘31101
(3.7g, 10.3mmol) 2] E8tEo] Tho]2AH/HCI(4 M, 20ml)S FA7Fetct. g E3HES Ao 3A7F FoF wt
SFAE. 7St slollA FHAA, FA SEE(2.6g, & 86%) S AA 1A i, oA F7IE AA
3HA &3 the Aol A AR AFRSF . MS(ESt) CuHyBrFN &3]0 255, A= 256 [M+H]

+

oA 3: 5-(4-HEXR-2-Z 29 2oy )-]-ofo] L Z2H-] 2 3 6-HE&g}sto] =Zu]g]tlo] 4
F, )\ R
HN K,CO5, ACN N

oA EUelEH(10m) 59 5-(4-BRFE-2-ZF0234d)-1,2 3 6-HEZsto|l=23 " HCl 9 (150mg,
585 umol) B EMAFZF(241mg, 1.75mmol)e] f-Noll 2-0}o] @ = 2 (496mg, 2.92mmo)S H7lelTh. £9S 60T
oA 6A1%F Ft wRESIITE. A27A] WA 7|aL, BS HUbeE ¥ EtOAcE FE3IY. 7] A4S =

2 AHSIAL, NaS0y AellA AxRAI7]3, AZER $FAA E2A FES A TAZA AT, o3&

2] 298 (M)’

2y

Z7V2 AASA i ARSI TH(140mg, ZE2). MS(ESt) CuHiBrFN S7-x]: 297, 2

0. 3-(4-BE2RrId)-1-olo) A= -3-WEd gz e FA
oA 1: ojg 2-(4-B 223 d)ojEo] Eo] -y

/@'/\WOH mO\
Br © Br ©

MeOH(100me, 17 HpSO, 2mb F) 0 2-(4-B. 2R obA EAH(10g, 46.5mm0) o] &S 443F 5k 574l
Ao, E¥=s $FA7IAL, BtOAcE SAAZT. #7les = R A5E AFsta, AdxA7a, sFAA EA

WA ES AT TH10.6g, & 100%). MS(ESH) CoHoBrO, S7-2: 229 223 230 [M+]

B 2: W8 2-(4-H 2R ) xRz de o= §Y

Br © Br ©

T THR(20me) 5o wlE 2-(4-B 22 d)olAlHlo]| E(1lg, 4.36mmol)2] &0 LiHMDS(5.23mé, 1M)ES -78°Cel
A1 Ny sholl A A7tk i. éﬂ% 0TCAA 2A17F ot wukslIth, Mel(1.23g, 8.72mml)E -78ColA H7 sk
=
O

<, E3HES 20TAAA 16A1%F Bt wkeldk. 23} NHCIE RESAAAIZ1L, EtOAcE FE3ITh. f718S
SEA7|aL, A7 2= (PE/EtOAc = 1/0914 100/D)ell 2aix AAstel TA AAES AFstdtH(642mg,

& 61%). MS(ES+) CyoHl;BrO, Q7-%]: 243, 222 244 [MHH] .
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[0850]

[0851]
[0852]

[0853]

[0854]
[0855]

[0856]

[0857]

[0858]

[0859]

[0860]

[0861]
[0862]

S=S5| 10-2426043

g7 3: wg 2-HEZH-9-(4-HZ Y )Z 2P Qo] Eo] i

Br Br

CCL(300m0) %9 W 2-(4-BERsd)T oo E(30g, 123md), AIBN(2.0lg, 12.3mo) 2 NBS(32.9g
18D ®) EREE 1647 B BRAAG. LA WANAD, oA FRAN B, FHEE 7=
AAEA Fa ke GACNA AFgEA ).

7 4: 3-(4-H Z 2 HY )-5-o] €l 5] 5] 2] Z]-2--2- 0] S}A

B

r NH NH
| S O HNT T2 m
= O Br o

EtOH(200m¢) 9] wWe 2-BRR-2-(4-Ba R Fd)Z 293¢ do]E(39g, 121mmd)e] &M oek-1,2-tho]o}wl
(14.5g, 242mmo) S 7FstAth. EFES A4 162]3F Bt mutslsitt, nAE oFstar, FHA7|a, A
Z7hd 2= (Et0Ac)ll 2laiA AAlste] BAl AP ES AFatAdti(12g, & 37%). MS(ESH) ChHisBrN,0 &3] :

Br

269, A= 270 [MH]".
gA 50 tert-2g 3-(4-HZRHY )-3-og 7 Ha}z]-]-7}E 2 glo] Eo] A

HN

HNTY HNT™Y NBoc
/©>\N/NH NH Boc,0
Br
Br ©

Br

7}0] = HPLC BocN‘@_ Bom|©—8r
NH
P2

3-(4-B 22 Hd)-3-W e ¥ 2} 0 -2-2(12g, 44.5mmol) 2 BH;(250m¢, THF 9] M) {NS 80CoA v xL

sl 272 ¥ZAA 713, MeOHR 9HSAAAIFT. 5F5A171 &, FFES MeOH(100me) ol &3l|A17]aL
I v HCL(250me, 74 1D<S H7bsllith. £FES 80TolA 30 &< %}‘ﬁﬂr. A 274 %MA .
NaOH(12g, 0.3m)E H7}etar, 1 thS Boc,0(11.6g, 53.3mml) S H7Fskqich. ES Ao wA) wRkegl

t. EtOAc® FE39 Y. §715S sF5A7|a, Ae7k2 Z- DOM/MeOH(50/ 1)l 2lsix AAlste] Al HAE
S AFETH(10g, 58 63%). MS(ESH) CilluBrN.0, 2720 355, A= 356 [MHH] .

A n A E(10g)S FFo)Z-HPLCAl o8l A #eElsle] 2F9] ©d ALl ddAE ATl P1(4.63g) ¥
P2(4.46g). 7}ol® =7 F-8v]: MeOH(0.2% Were d=Yol); Zsl: 0Z-H 100%4.6mm 5um; 23 2%=: 39.9.

g 6: 2-(4-H 2B ¥ Y )-2-vje g waly o] g

=9
2ol HCl/Hol 52k (14me, 4M) & *47%}"53} 16‘“% Aol AR Eek i’—‘ﬂ&ﬂl, o'—'T/\]ﬂJ—, EUSIRCE 2
NHz.MeOH(8me, 7me) Foll &shAZth. DM(20me)& F7Fsklt. aAE ofsfstaL, o]olr FFAIA FA| BEE

S AEFAUTH(1.2g, 8 98%). MS(ESH) CillBrNo0, L7241 255, A== 256 [+’
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[0863]

[0864]
[0865]

[0866]

[0867]

[0868]
[0869]

[0870]

[0871]
[0872]

[0873]

[0874]

[0875]

[0876]

S==5| 10-2426043

oA 7: 3-(4-HZ R HY )-]-o}o] 2 Z =2 g -3-nj €] 7] 7] 2} 2]

. -
L —— O

THE(50me) 9 2-(4-H2RAd)-2-"eda#d2}30(1.3g, 5.09mmol), 2-o}o] LEZZF(994mg, 5.85mmdl) 2
DIPEA(3.28g, 25.4mmo)2] &3H&ES 60TColA 16A13F FQF uukslsith. sHA 7|3, A7 2= (EtOAc) ol 2
A AAsted ®A AHES AFSIATH(1.3g, & 86%). MS(ESt) CullyBrN, Q7-X]: 297, A=A 298

D]
P. 6'-BE2XH-1-0lo]AX2H-1,2,5,6-HEZ3 | =2-3,3' -ulo]F 2D FA

B2 10 tert-FH 6'-HEH-5 6-t}o]d}o] E2-[3,3"'-H}o] ¥ 2] €l J-1(2l)-7} 5 H e o] EC] g4

N o) N
I—C}*Br + @—B’ N /N Br
== BocN ke BocN =

cho] &4t/ & (10/1, 20ml) F9) 2-HEE-5-0}o] 2 =92 (3.66g, 12.9mm), tert-%H 3-(4,4,55-EEgtd
-1,3,2-To| SALR & #-2-)-5,6-Tto|slo] =239 -1 -7t A gl o] E(4g, 12.9mmol), Pd(dppf)Cl,(944mg,

1.29mmol) 2 KyC05(2.66g, 19.3mmol) o] Z3FES 120TColA 2A1%F ot mlo]a 2y} slo| A FASIATE. FFA]7]
3, Aggbd 29 PE/EtOAc(10/1)ol 2aiA AAste] ®A AAES AFsAch(2.12g, & 48%). MS(ESH)
C15H19BYN202 _g_?'j]: 339 2] ’i_;‘ ] 340 [M+H]

g7 2: 6'-HEH-1,2 5, 6-EHEg}sIo] E2-3 3" -nfo] T[] H 2] FFY

N\ N\ g \ /N g

BocN = HN —

DCM(20me) %9 tert-52  6'-HEZE-5 6-rtlo]dto]|=2-[3,3' -nlo]F ) |-1(2H)-FE A g o] E (2. 12¢,
6.24mmol) & BNl Ao|A TFAM4mM)E FH7Fshar, o]ojA] 1A &<k wrkelgly. E3ES B2 3|4A]7]aL,
23} NallCOs 2.2 pHE 7 WX 87FA] xA3taL, DONC.2 FE3th. AXA7|1, $FAA BA4 ALES A

31 TH(1.492, 45 100%). MS(ESH) CoHyBrN, @721 239, 2232 240 [M+H] .

g7 3: 6'-HRZE-]-olo] 2 T2 H-]1,2,5, 6-H E}elo] =2-3,3'-1}o] e H o] $Y
N
HN — ‘{*

MeCN(50me) 9] 6'-E.2%-1,2,5,6-E|Eg}slo] =2-3,3'-1lo] 2| (1.49g, 6.23mmol), DIPEA(2.39g, 18.6mmol)
9 2-olo] Q& X 2 9H(3.16g, 18.6mmo) 9] ZFES 60CNA 16A1ZF 5 wkeldn}. sFA713, A7 2
2 DOM/MeOH(20/1)oll &8 AAlste] BA HAEZS AT3FH(1.75g, & 100%). MS(ES+) CisHyBrN,

Q7 281 A% 282 (W] .

Q. 2-B 2R -5-(4-9| EA-1-olo|AxzduHaHd-4-L)F 2 de FA
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[0877]

[0878]
[0879]

[0880]

[0881]
[0882]

[0883]

[0884]
[0885]

[0886]

[0887]
[0888]

[0889]

[0890]

[0891]

SES061 10-2426043

A 1: tert-F¥ 4-(6-H 2RI g tl-3-Y)-4-5}o] =FA D F 2] t]-]-F}H & g o] EL] gy

OH

N N
Bac—NDZO + I—Gﬁr - Boc—NMBr

150m¢®] THF 2] 2-H 2 R-5-o}o] @ =59 (18.5g, 65.2mml)e] &ell n-BuLi(26me, &2+ 59 2.50)& N, 3t
ol A -78TollA H7Fstth. AAAE XS -78TelA 2413 ok wkslglth. 30mee] THE 9] tert-%€ 4-%
2 d-1-75 A g o] E(10g, 50.2mo) o) §9& Arbaiolct. EFES _78C°ﬂ*1 L % e s ﬁm
sholvt. =3k NILCL &9 7kl o)A whg-& WEAAA7]aL, EtOAc® FEeH3lrh. #7] & NaS0, el
A AEATNAL, EEART. s ATl ARvED T oJsiM AAlste] Al A= (12.6g, 70% 5
&)= A A=A Agssl

9 2: tert-FH 4-(6-B 2RI 2| H-3-¢)-4-o] F A ¥ A e] H-1-7FFH e o] ES] gy

7N 7
Bec—NC)—Q—Br—. Boc—NDrQ—Br

OH OEt

100m¢e] THF <2 tert-%d 4—(6—Hi v d-3-9)-4- 6} =
g-Wof| NalH(60%, 415mg, 10.4mmo)= 0ColA H713dt). &=

g d-1-7H5 A o] E(2.5g, 6.99mmol) 2]
A 308
R gh(1.13g, 10.4mmol) < 7“7}0}0%} AdE EES *E‘%oﬂ* 4AZF ot

Fob WS, ololA nE
wkeksith. £S5 F4A Hot

Sromm W& WEAAAZAL, EtOAcE FET. 771 4 A7 R 22 AHEFAL, NayS0, AdellA AxA
71, g st FFAZTH IFES A7bd aRvtEaIe] oA AAlste] Al shEE(2.4g, 89%
FE)S WA A RA AT
A 3: 9-H 2 H-5-(4-o] EX] 5] H 2] e]-4-9] )] 2] vl o] 34

N N
Boc—N a=" HN ’ S—er

QEt = OEt

tho] S (80ml) F¢ tert-HE 4-(6-BEEEYEU-3-U)-4-dEAFH Y H-1-7E A P o] E(2.4g, 6.22mmol) <]
& o] HCl/Tho]SA4H(15me, 4.0M)= 25CelA H7letar, AR £d=S 25TelA 2A17F &<k wnksgitk. Le-
MS7F Whgo] @AE S UERRT. AXxER FUAIA FA tFE(1.5g)S HCl 982X AT, o|zs
F7t2 AASHA &3 v dAE HEiA ARSIt

YA 4: 2-HZHE-5-(4-0f| FA]-1-olo] £ Z Z F ] F]e]tl-4-¢ ) v]e] ] G

N N

OEt

=1
1
=

MeCN(100me) 9] 2-B2H-5-(4-o| 5A|FH2ld-4-L)F 2D (1.5¢, 5.25mmd) 2 EAHZFE(2.18¢, 15.7mmdl) <]
Z3E ofol L WIRH(2.66g, 15.7mml)S H7}skaL, oAl 60CoAl 5AIZF < wHksIITh. w5A171a, %t
FES DCM/E(200m0/200m) & B A A17]3L, DML 2 FE3I9 . &3k f7] =5 Na,S0, AollA AxA7|a, =
SAA A AGE(1.49)S AT, olRAS F7E AGASHA &1 vg dAIE A AFESITE.

2-B 20 5 (1-(1-(Fo| Z2Q 2r|EA ) Z 2 ¥-2-A)-4-HEA A A P-4-Y) 9 D] A

R.
G 1: 2-(4-(6-H 2R 7] 2] t]-3-9 )~4-v] ER] g 2] ¥l-]- ] ) 3Z 2 pH-]--8-9] 34

o]
HO\)K

OCH—N HO OCH—N
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[0892]

[0893]

[0894]
[0895]

[0896]

[0897]
[0898]

[0899]

[0900]

[0901]
[0902]

[0903]

[0904]
[0905]

SES061 10-2426043

DCM(100m¢) 2 CH;0H(100me) F-9] 2-H. 2R -5-(4-WEA T #| 2 d-4-4) 3 2 (10g, 36.8mmol) 2 1-3fo] =EA|Z

RP-2-2(54.5¢, 736mmo) @] el HOAc(1.0me)E 0CelA 7bskaL, olojA GEF Apojoli-H 2ato] =afo]=
(11.5g, 18t & DA, ERES TN 1643 S AHAE. 7 F, NalcOy So19] 7ol ol

A EFES MSAAATLL, DONSRE FEIS6T. 7] TS FF5A71a, b 2= (DON/CH0H = 10/1) 9l
o g A AA st XA FIFTE(8.0g, FT& 666)S T o dZA ATt MS(ESt) CiHaBrN.0, S7-2]: 328, 330,
223 329, 331 [MHH]'.

@A) 20 2-(4-(6-HEZ R A 2] H-3- )4~ G A A D -1-) Z 2 g-1-52] Fpo]& o]
HO OCHz—N HO OCHz—N HO OCHz—N
P — " CE - S s
P1 P2

2% ASAO|AAAES AY-H Z¥ (250%4.6mm, Sum; ©]%AF: n-3AH(0.1% DEA): EtOH(0.1% DEA) = 70: 30; &
T 40C; % 1.0m/E) ArdlA Eelstar, 8-S SHIMADZU AH] Aol o} 214nm 2 254nmol| Al =43}
o}

YA 3: 2-HZH-5-(1-(1-(TFo] FF R Z v 5 A]) Z 2 7-2- )—4-n| Z A F] F] 2] tl-4-¢] ) 7] 2] o] g}
HO OCHz—N HF,CO OCHz—N

4mee] CHCN =9 2-(4-(6-B 2Ry dU-3-4)-4-HEA g g d-1-Y) T2 H-1-2-(100mg, 303 pml) = Cul(86
mg, 0.45mmo) ] &=l 2me] CHCN Fo] 2,2-TolEFR-2-(FF 2R HEXH)ELH268mg, 1.51mmol) 2]
SNE 45ColM N, stoll M H71etint. A EFES 45Tl 24 B¢ wnitetdnh, S JF shollA
AMAs, HFES A b 25 (EtOAc/CH0H = 20/1)° <JaiA A8t A BAE(40mg, & 35%) S 3

A ooz A ATEATE. MS(ESH) CollyBrioN.0, ©7-21: 378, 380, A== 379, 381 [M+H] .

S. 2-B 2R -5-(4-WEA-1-(1-WEAZZ2%-2-9)FH 2 d-4-4)FH A9 A
A 1 (S)-2-BE2R-5-(4-m|EA]-1-(1-v|EA| Z2p-2- ) FF]a] d-4- )T 2] H 2] g

HsCO OCHz—N HsCO OCprN
;J>-"0Ms + HND—O—Br E_S>—-N Y—ar

CHCN(30me) 9] 2-H 2K -5-(4-v| EA g o2l d-4-2) 3] 2 D (800mg, 2.95mmol), (R)-1-W|SA|ZZ-2-9 wgh
3|01 E(992mg, 5.90mmol) = K.C0;(1.22g, 8.85mmo) 9] EFES 72413k &k 70C7HA 7FE&Qinh. HEA]7]
L, AR (AT, DAEMeOH = 20:1)S THAA mAl A E(0.5g, 50%)S FHA edzZA ATt
MS(ESH) Cill:BrN.0, £ 7310 342, A== 343 [M+H] .

HA 2: (R)-2-EE2X-5-(4-H|EA]-1-(1-v]|EA| Z2p-2- ) F 7] e] d-4- )T 2] H 2] g

HsCO OCHz—N HsCO OCH=N

CHiCN(5ml) 9] 2-B 2R -5-(4-m|5A] 9] 9 2| d-4-) 9] e A4ked (200mg, 0.65mmol), (S)-1-MlHA] L2 gh-2-<)
B o] E(218mg, 1.30mmol) R K.C05(269mg, 1.95mmol) o] E3&S 70C7HA 72A13F 5 7HEeklth. 5%
A7)a, 2 (AEshAa, DOMeOH = 20:1)8 E3A1A BA AAE(100mg, 45%)S 4 oAz AFskolct.

MS(ES+) CysHasBrN.O, S5-3]: 342, A=3] 343 [+
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[0906]

[0907]

[0908]
[0909]

[0910]

[0911]
[0912]

[0913]

[0914]

[0915]

[0916]

[0917]
[0918]

o
J
Jm
Qu

10-2426043

T. (35,49)-3-(4-B 22 Hd)-1-olo] A X 2 A v ¥ g d-4-29] A
A 10 tert-Hd 3-(4-HZE 5| )-5,6-r}o]slo] =2 H 2] tl-1(2H)-7HF g o] EC] FH

Br

oL OO
BocN Pd(dppf)CIz Na,CO; BocN

0] &4HH,0

o] £AH(80me) 2 = (20me) o tert-H¥ 3-(4,4,5,5-HEZHE-1,3,2-T}o] SAIH F&-2-U )-5,6-T}0] 3} 0]
cwam 12H)-7HE A o] E(10g, 32.3mmol), 1-HZR-4-ofo] @ =l#l(9.13g, 32.3mmol), [1,1'-H]2(T}o]d

E2u ) H 2 A thel F 2 2 ek (11)(2.35g, 3.22mmd) 2 BMFGEF(10.2g, 96.8mmo) o] EFHES N,2 7
Aakar, 75ColA 2A12F Bt mukegith. 1 F, §NE AL W7hA o, AeEgbA 29 A=2elE 1Y)
(A ol El/elE obAlEHolE = 10/1914 5/1)ell olalix FAlste] FA| sheh=(8g, 73%)& T4 SURA Al¥3dt
Tk, MS(ESH) CiBrNO, &741: 337, 339, AZ2: 282, 284 [M-55] .

A

oﬁ ﬂJlO

o7 2: (3r,4dr)-tert-2¥ 3-(4-BZR3)Y )-4-3}o] EEA] 2] 5] 2] t]-]-7} -2 g o] Eo] 4]

BH; THF
(OOe i (OO
BecN NaQH, HsO, N

T4 HEZS ) E27F3(80m) o] B-we Aulel= ZHE(26.5me, 26.5mmol) o] WZHE & A 97
sl Al HEZSlo| =2 F2(20m) 9] tert-%9 3-(4-H 2R HY)-5 6-Tlo]slo] =2 @ d-1(2H)-7} 24 ) o]
E(7.5g, 22. 1mmol)9] SaS MUkt AR E EFES A2 17A17F B9 wukslal, o]ojA] W& FollA
WA 713, AU EF (N 29 12.65ml, 24.25mm)S 27} Whaloz ristar, 2 v HAEA(30% &
M9 om)E HIFIGETE AANE EFES AL 3 WA 5AZF B¢ muketar, o]olx] E(100ml) Fo Rl
od obAHO|E(3 x 150m0)®  FEISATE. T f7] TS B(150ml), E3F NalC0s(150me) % ¥3}
NaCl(150me) & A& a}ar, Na,S0, ol Al AZA7)aL, oJstal, wEA7|a, Agspd 28 g2uleE gy (A4
e/ oFAlEIC|E = 5/114 1/D)ell o3 A BAst A stFE(EWNS-, 3.5g, 44%)S WA TAZA A
&3t th. MS(ES+) CieHaoBrNO, 7+ 355, 357, AZ%]: 300, 302 [M-55] .

A 30 (3S4S)~tert—H 3-(4-B R RIA Y )4-5fo] EFA A A2 -1~ R L e o] E H (3R, 4R)~tert—E -
(4-H Z B 3] d )~4-3] o] EZA] 7] 7 2] {l-1-7} 5 A g o] E9] 2]

H
£ OH
< 3@ ELLTCIN Q—Q (j e
B
_ o¢ Boc¢
= P1 P2

7‘]%’6“’]/‘3;1%1]3 S,5- %J(Whe k)-01 Z gellA 23k TH(4.6+100%5um; &80 MeOH(0.2% w|&h& PR

HA 40 (35,45)-3-(4-H 22 7d ) we]d-4-&2] F5

= pH
HCI/ chol <-4t \
(O vz, (5 y
HN
Boc/
P1 HCI

tho]Lak(20me) =9 (3S,49)-tert-%4  3-(4-BEEIL)-4-slo] =2 A F g d-1-7HE A H o] E(1.3g,
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[0919]

[0920]
[0921]

[0922]

[0923]

[0924]
[0925]

[0926]

[0927]
[0928]

[0929]

[0930]
[0931]

SES06 10-2426043

3.64mmo) 2] &Mol HCI/tho]l 22 (4mdl/L, 10ml)S H718t9ct, EIFES 2204 1247 E9F wuksigich,
T gdS EAT L, AFES FUIR AASA Fa vk A AFEEA T, MS(ES+) CiHuBrNO &3] :

955, 257. A== 256, 258 [M+H]

YA 5 (35,45)-3-(4-H ZE #Y )-]1-o}o] 2 Z Z Z ] gl e] ¥l -4-2-9] g

CH,ON(30me) =¢] (3S,4S)-3-(4-B. 22 #Hd) 9] #| 8] ¥-4-2(900mg, 3.5Immol), 2-oFo] L& Z(1.19g, 7.02mmol)

2 Eglolodolwl(1.06g, 10.5mmo) el EFES 70ColA ¥A] wyksldtt. 1 F, fAMS A7), Ayt
A 7+ FRelEa# 9 (A5 oE /e olA o] E/NH;. MeOH=10/10/1)l 9] a4 AHA sl Al &3HE(900mg,

87%)S WA ;A=A AT, MS(ESH) CuHoBrNO &3] 297, 299, AZ=x]: 298, 300 [M+H] .

U. 4-(4-B22HY)4-HEA-1-(1-9EA Z=29-2-4)F gz g A

A 1: tert-FY¥ 4-(4-HZH 7Y )-4-3lo] =F AT g2 tl-]-F}E o] E9] 3]
n-Buli OH
Bch/\:>=o + Br—@—Br BOCND_QBr
THF, -78 °C

4 THR(250me) 9] 1,4-tholB 22wl (25.9g, 110mmol) 2] &<Mell n-BuLi(2.5 M, 48.0m¢, 120.0mmo)E -78C
ol Hr7}slth. EFES -78TolA 147 FoF wukdl & RS THR(100ml) 59| tert-%d 4-249 98-
1-7H52d g 0] E(20g, 100mmo)E -78ColA H7bskdet. kg EFaS -78TCoA & v& 143 &< a}o}
AR 7NA MM 3B 7F2AFH T, LC-NS7F vhg-o] A= &S YERRTE. vk E£3ES X3} NILCIE W% 1
Al713L, BA(200mx3) 2 FZ3ATH. 7] & & 2 AFZ A, AolA A2A7]1 Na,S0,, A7 a
TEA7IA, A A2eE I (PEEA = 5: Dl 3iA FASt A AHE(22g, & 629 N 11
A=A AT, MS(ESH) CiglosBrNO; £ : 355, 357 A=x] 356, 358 [M+H] .

YA 2: tert-7YH 4-(4-B 2RI )-4-rm]5A] I H 2] H-1-7} 5 A el o] E2] Y

OH Mel, DMF OCH

UEF 3slol=glo] =(60%, 782mg, 32.6mml)E DMF F9] tert-H¥€ 4-(4-B 2R 7Hd)-4-35lo|=
|

EAY O] E(7.8g, 21.8mmol) 2] &do] Hrledth, o] EFES 20Tl 308 F¢t A 3lolx ﬂﬂﬁ}%‘ .l
o] 4] o}o] S EuﬂEP(Sz 6mmol, 4.62g)S H7teFFrl. 20CoA 24 7F F wHEITh. B Fo] fajA]7]|L, EAR
F=383it. de AFEA7IAL, 1/4 EA/PER &E]A7]E Au7bd azwtEa o] ofsiA AHAlste], A
ARES %‘r*-j oAz AFTATHE.0g, LCMSOlA 2k 80%, =& 79%). MS(ES+) CiHoBrNO; &.7-3: 369, 371,

A=) 282, 284 [MHI]' .

v 30 4-(4-BZ 2w )—4-m|EX] g 2]l ] Fo] $4
HCIIE‘r

25T A tho]LAH(25me, 100.0mmol) <] 4M HC19] &HE MeOH(20ml) 59 wyhE
) -4-wEA 9 H 2 d-1-7H5 2 8] 0] E(3.7g, 10.0mmol) 2] &l H7tstar, 3A7F &

= tert-H4E 4-(4-B 279
Sk Ny 3ol A Rk}, &
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[0932]

[0933]
[0934]

[0935]

[0936]
[0937]

[0938]

[0939]
[0940]

[0941]

[0942]
[0943]

S==5| 10-2426043

FN F, 2 BAEQ5 FE 8%, T4 1A)S FAR AASA @3 ohg B3AA 48 g,

MS(ES+) CioH;gBrNO 720 269, 271, AZX]: 270, 272 [M+H]+.

YA da: (R)-1-v]FAZ2a-2- wed o] ES] Y

0 d
HzCO i N H,CO
RYyOH + CI8— 4 Ay
f 6 r w ( OMs

DCM(10me) Z9 (R)-1-WEA|ZZ3-2-2(2.0g, 22.1mml) L Eg}o] 1 }U (6.70g, 66.3mmol)
AEY FE8o]=(3.79g, 33.1mm) S 0ColA HA7latdet. EFES ALo|A 16A17F E<F gk
S X3} NallCO; §qo= WhgHAA7|a, DAMO.Z S|MAI7|2, &= *ﬂiﬂ”%}ﬁ Na S0, F5° “dellAl Hz38kad .

2 slolA wE2A1A A 3FE(3.0g, T 80%)S P odmA AFEYTE. MS(ESt) CsHis0.8

= o
ot
el

o
=
i)
)

7=

o
o

QA 168, A=A 169 [MH] .

B b (S)-1-H A E -0~ e H I ES] §Y

HsCO 2 ( HsCO
,,_s>__OH ” C|—&s|)— N r 3 4>-'OMS

0ClA (S)-1-HMEAZEZHA-2-2(1.5g, 16.6mml) L Eg}to]o|do}ll(5.03g, 49.8mmo) e 3o wadxyd
&

S2ol=(1.92ml, 24.9mmo)E H7IelH Y. E3ES AoA 16413 FoF wwtelYYh. E3HES DONC R 3
A 713, 3238} NalC0; SHo 2 MAS AL, F4 Na,S0, ollA Azt 7] T8 AF stollA 5FA1A %
A SIE(2.3g, & 820)S FA oARA TS, MSESH GHL0.S &72: 168, A= 169 [MH]' .
A ba: (S)-4-(4-HZH I Y )~4-w]EA]-1-(1-H|FA] Z 2 7-2-¢ )T 72| 2] gy
b

OCH Oms % OCH
_ K,CO4, KI, DMF
DMF(5m¢) 9] 4-(4-B 2R HYd)-4-dEA 942 d(250mg, 0.93mmol), EAFZE(127mg, 0.93mmol), ZF olo]e
tlo] =(153mg, 0.93mmol) % (R)-1-w|EA| ZZH-2-2 WEFEZ Y o] E(186mg, 1.11mmol)e] |NAE 60CANA 547+
Bt Ny shollAl wHkslth. EA Foll £3lA7], & 9 452 AFsslt. dx 4 lﬁw\l 713, AFES

1/10 MeOH/EAZR &2A7]&= Ag7td ma=zntEagaoe] oa)r] GAste] E2st= AAE(100mg, LOMSOA 65%
SR, S 21%)S 2 Fo]~ERA ATFATH. MS(ESH) CilaBrNOs avx: 341, A3 342, 344 [

2 &b (R)-4-(4-B 2R A Y )~4-r] 5 A= 1-(1-P] FA| Z 2 9-2-Y ) v] 7 2] €l o] 34

e el N
OCH e o— OCH
L= O (s
K,CO3, KI, DMF

DMF(5me) &9 4-(4-B 22 Hd)-4-HEA 3 Hd(250mg, 0.93mmol), BHAFZHE(127mg, 0.93mmol), ZHgE ool
o] =(153mg, 0.93mmol) Z (S)-1-WEA|Z 2 #H-2-< webd T Y|o]E(155mg, 0.93mmol) 2] &MS 60T A 5A|7F
Bt N, sholl Al wtslglt). EA Foll &3lA171a, & E A2 MFHST. A2 2 5F5A171 $, 1/10 MeOH/EA

2 487 FEES Agsd gzntEadye] s AAse], A 3 (106mg, LCMSOIA 85% 4=,
& 34%)S A Fo|~EZA AT, MS(ESH) CiHoBrNO, @721 341, 343, 2=32]: 342, 344 [M+H]'.
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[0944]

[0945]

[0946]
[0947]

[0948]

[0949]
[0950]

[0951]

[0952]
[0953]

[0954]

[0955]

[0956]

SEE36 10-2426043
V. (9)-5-(1-¢tolAZ 2 gu ¥ d-3-9)9 2 d-2-¢Y Ego|Z2o v et Tu|o|E9 A
HA 10 tert-#8 3-(6-(HESA]) I 2| €-3-)-5,6-1}o] o] E 2 H 2] H-1(2H)-7} & g o] E9] 4

S v 4O

BocN —

tho] A/ & (40ml/5ml) =9 tert-F€ 3-(4,4,5,5-HEgHE-1,3,2-tho] AL Z&-2-9)-5,6-T}o] 5lo] =& 3
HH-1C2H)-7IE A o] E(5g, 16.1mml), 2-(WASA])-5-H 22 3]2]d(6.36g, 24.1mmol), Pd(dppf)Cl,818mg,

1.12mmol) 2 K,C05(4.44g, 32.2mmo) Q] EIES N,2 33 B<9F HASIa, 100CHA 16A17F SoF mutalgic;, &
e FEAT, Zd4 2y azrtE gy (PE/EtOAc = 10: 1) 98iA AAste] A 35HE(5.02, &
84%)S A o d @A A TETE. MS(ESH) ColleNoOs S7-%]: 366, 2= 367 [MHH] .

B 20 (S)-tert-18 3-(6-010lEFA T2 H-3-2) T AN H-1-7} 2 LA E(PL) B (R)-tert-18 3-(6-31]
=515 2] g-5-2) 532 H-17V A e o E (P2)9] 54

N N
BooN . BocN BocN PZ‘—

P

EtOAc(10m) F9] tert-F€ 6'-(MAKA])-5,6-t}o]slo|=2~[3,3'-vlo] 3 gl dl |-1(2H) 752 gl o] E(2. 5¢,
6.82mmol) E Pd/C(1.44g)2] EFES A20A 16417 Bk LM, $4) dtollq muksitl. eS8 AelolE
HEg FalA oFstar, 3 8-HPLCOl oJsiA AAste] gAln] SFFE(1.1g)S B LAZA AT,
AL Fhol= HPLC(F}ol® = : F8u: MeOH(0.2%H B X uYo}); Z+=l: 0Z-H 100%4.6mm 5um; Zd 2%
36.8; C02 F&: 3; T&vl Dol galix E&ste] ZA s3E P1(500mg, & 26%)= WA 33 (MS(ESH)

C15H22N203 B_erj]: 278, {%_‘%‘]I 279 [M+H]+) Ui] P2(500H1£§, '/l:"g_r 26%)% ]ﬂ&lJ iz‘“(MS(ES"’) C15H99N903 Q_?X]

ml

o]

278, A= 279 [M+H])=A AF5H ).

B 3: (S)-tert-F¥ 3-(6-(Ec}o] ZFFRZrHH 2 H5A]) v e]d-53-) 7] 72| H-1-7}5 & gl o] E9] 31y

DCM(5me) F¢] (S)-tert-#¥ 3-(6-3lo] =& A H HH-3-¢) v FD-1-7} 52 & o] E(500mg, 1.79mmo) 2 I
(431pL, 5.37mmo) e E3E& Eﬂﬂ;%giuﬂ%@%& FE (450 ul, 2.68mml)S 0ColA Arbetgich. &3
ES 0TColA 302 F<t wuksta, DOMSR S| MA7]3, WHE M3, Na,S0, 5 A Az, /7]

=S AF oA 5FAA EA FEE(700mg, F& 95%)2 A oAz A|FSFFATE. MS(ESt) CigHarFsNy0sS
QA 410, AZ: 411 [M+H]

GA 40 (S)-5-(HHA 2| E-3-Y)F 2] Hl-2-Y Eg}o]FEQ o Fijjo]E Y] 3y
N N
%c}ﬁ (}-{}—on
BocN = HN =

HCI
DN Fe] (S)-tert-TE 3-(6-((E2ho]Z%0 =€) AT ) &A) 72 ¥-3-2) 3]l 2] el-1-7}2 A e o]
(400mg, 974 pm) o] EF=o thol &4t 9 HCI(1.21me, 4.84mm)S ZH7FSFATE. EF=S Aol A 4417
o wwaglt. EHES AF A HAA EA SYRGIm, 2EAE BN aAA AT,

MS(ES+) CpHyClFN,0:8 751 310, A= 311 [MHH]' .

=]
=
o
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S=S5| 10-2426043

[0957] 97 5. (S)-5-(1-ofo]2Z 2 o we]tl-3-¢ )7 2] t-2-¢ Eglo]FF Qe Zujeld Zijjo]Eo] 4]
A
N N
HMN = N —
HCI
[0958] %\
[0959] ACN(Sm) =9] (S)-5-(Idgld-3-d) v gld-2-d EEM]%—EOEUHEWEHME A3 (330mg, 951 umol), 2-oF
o] @ = Z3(322mg, 1.90mmol) 2 Eg}o]o|Eolwl(288mg, 2.85mmol)e] E3IES 60CoA 16A1%F HoF wvksly
o, EES FEA7, ZU4 #Y A== (DCM/MeOH = 10: 1)011 oA AHAst  EA

B3 (250mg, S8 74%)S B S AdmA A TeATH. MS(ESH) CuHiFN0:S &7 : 352, A2 353 [M+H] .

[0960] V. 4-(4-B 2R -3-F2=2¥d)-1-olo]AZ 21 2 3 6-HEFsIo|==2x g He FA:
[0961] YA 10 tert—RY 4-(4-BEZR-3-FZ 254 )-5 6-r}0]dlo] EZ ¥ 2] vl-1(2H)-7}E A eo] E9] ¢
Br
Cl

:j [1) dppf)CIz K,CO4
4 /H.0, 70 "C =
o3 ;
Boc

[0963] o] SAHM0(50me/20ml) 2] 1-RR2R-2-F22-4-0lo] Q=dlA (4.9, 15.4mmo) % tert-FE 4-(4,4,5,5-HE

2hE-1,3,2-thol $AbEL B 9h-2-9)-5,6-thol sho] = o] @] l-1(2)-7H A o] E(4.3g,  13.9ma)e] o]
Pd(dppf)Cl,(626mg, 0.77mmol) 2 K,C05(6.4g, 46.2mmol)<S H-ZollA DA stodlA] Hrtsta., A E3ES 70

CTell A 2417 53t T’L‘ﬂ&ﬂ“q A27A WA 713, F71Y] 55 H7FS § EtOAcE FE3lth. f71&8 4
T2 MASAL, NaS0, Aol A AxAI7|a, AXER FH5AA 2 ALES AFs L, o3& PE/EA(I0:DE
LAI7IE A7t e Zei4] a2vtEaH g oA AASte] 3Al BHEB.6g, & 700)S FA 1A
24 AT, MS(ESH) CiellBrCING, £721: 371, A2 372 [l

[0962]

[0964] oA 2: 4-(4-BEZE-3-FZZ5d)-1,2,3,6-6|Eglslo] =29 a]t] TFA 99 3%

Br Br

cl ol
TFA, DCM

ca =

N

Boc ﬁ TFA
[0965]
[0966] DCM(20me) F< tert-FE 4-(4-BR2R-3-F223d)-5,6-t}o]slo| =23 2| el-1(2H) -7 52 d o] E(3.6g, 9.7m

|
ml) el &l TRA(GSmE) S A-2olM A7leigivh. AAE EdeS A2olA 33 &b wkskglar; LC-NS7F vt
<ol FAENES HEY. §ds AxeR UM = AEES ATsdlal, olAs FUtE Al &

T TS GAE 9EA ARREFITHE.4g, TFA 9). MS(ES+) CullBrCIN &7-2: 271, A== 272 W]’

o
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[0967]

[0968]
[0969]

[0970]

[0971]

[0972]
[0973]

[0974]

[0975]

[0976]

SE 5061 10-2426043

tr 3: 4-(4-H 2R -3-FZZ 7Y )-]-ofo] ~Z2H-] 2 3 6-HEglslo]=Znat]o] 4

—_—m -
TEA, ACN,70°C &

ol EUol E-(15m) 59| 4-(4-BaR-3-F2 27 4d)-1,2,3 6-EHlEgso]==3ald TFA 9 (3.4g, 9.2mmol)<]
LMo TEA(2.8g, 27.6mml)E %ﬂéh I ThE ofo]lAE R ofo]Qrio|=(4.7g, 27.6mmo)E H7IEATE. &
MG 70°CoIA 6A1ZF Bk JHEEIY T, LC-NSZF ¥HSo] fAE S-S Ve, = A ES PE/EA(L: 194
1:30)2 &N 7]E At A9 g?ﬂﬂ AzvtE g osjr] AAlste] TA FHE(2.4g, & 83%)S

A4 odzA ATt MS(ESH) CuHiBrCIN £7: 313, 2232 314 [M+H] .

X. 4-(4-B2R-3-FQ 23 d)-1-olo|2Z2F-4-wSAFH D9 4

9 10 tert-FH 4-(4-BR2E-3-FFQ 27 Y)-4-3}o] EFA| v H]e] - 1-7FE A e o] ES] g}y

by " : DrQ

O n- BuLl THF

=78 Cell A THF(150me) %-9] 1-HZR-2-FF 0 2-4-o}o] © =l 4l (15.0g, 50.1mmo) ¢} &<l n-BuLi(20me, At
?r/] 2.4D)% %7}0}0%} =78 Coll A 2/\1& FoF S8 whkEITE, o]o] A, THF(20ml) 2 tert-H8 4-%4
N itk 2%, BAE 89S -78TAA 247 B A
aPo}oﬂ;]_ 25 747]—0]—04 2o 247174] WAL A7) 3L, EtOAcE Z2Z8lth. 7] 2o 2 2 odsm A A
staL, sHA71AL, *‘EMX*‘ 72 g9 (A5 odE/dE olAElE = 10/1014 2/1)dl <84 A8t
o] FA MAHE(3g, 16%)S WA mA2A AT TE. MS(ESH) CiellBrENO; &7-%]: 373, 375, AZ%]: 300,
302 [M-73]".

97 2: (tert-FY 4-(4-HERE-3-FFQ 23] )~4-vE A 9] 5 2] - ]-7}E L g o] Eo] g}

F F

O}—NQ—@& Mel, NaH, DMF O}_NDTQ_BF

O OH O>L OCH3

0ColA 4 DMF(50ml) 9 tert-%8 4-(4-HER-3-ZF 0 27d)-4-3l0] =2 A 1 7] H-1-7} LA gl o] E
(3g, 8.01mmol)2] &<Moll NaH(60%)(416mg, 10.4mm)S H7}8lHtt. TEFES 0TAA AT &

ojA], ool Emeh(1.7g, 12.0mm)S H7ISHATh. EFES A2olA vl anbelglch. 1 F, E3}ES AA
3] W (200me) Foll Far, 1A1ZE EoF wwkekgltk. aAE oAt ofsiA Fstal, Myl 2 aEntE
23 (MF olEl/old olAlElolE = 10/1014 4/D)ell s AAse] FA 332 (2.5g, 80%) WA A ZA

Al 3R, MS(ESt) CiHasBrFNO; &2 : 387, 389, AS%]: 300, 302 [M-871".

- 303 -



[0977]

[0978]
[0979]

[0980]

[0981]
[0982]

[0983]

[0984]

[0985]
[0986]

[0987]

[0988]

SES061 10-2426043

oA 3: 4-(4-HZE-3-Z20 25 )-4-v] EA T zz] g o] T4

>\-@@ s WOy (e

tho] L AH(20ml) F9] tert-HE 4-(4-B2R-3-Z 290 23d)-4-WEA 372 d-1-7} 22 H o] E(2.5g, 6.43m
mol) 2] gl HCI/Tho] AN, 20ml)S A7k, &35S A2oA 12417 FoF wukelsict, o2 3, &9
S FEA7|IL, FUIE GASHA] Z3 ohe @Al A AFSSATE. MS(ESt) CpollisBrFNO Q.7-%]: 287, 289, A=

2] 288, 290 [M+] .
gA 4: 4-(4-B2ZR-3-ZF 0 ZHd)-]-o}o] 2 Z ZF-4-mEA] T FHz] ] o] A

F

)\ F

|

HN Br N Br
OCHE K.COs, CH3CN Ochs

CHN(30me)  F9 4-(4-B2H-3-ZF 0 2dd)-4-v|EA 92| (1.6g, 5.55mml), 2-o}o] == 7(1.88g,

11.1mmol) 2 Egololgo}l(1.67g, 16.6mmd)e] EFES 80ToA ¥ mWkslgy. o1 &, gHS
w273, Ae7A 2 A2eE 189 (DO MeOl=10/1)ol ©ai AAlske] Tl 8485 (1.5¢, 82%)S Al

A=A AT, NS(ESH) CilloBrENO @721 329, 331, 2=32]: 330, 332 [M+]'.

Y. tert-F8 4-WE-4-(4-(EFo| EF 2 2HBATISA) A L) F - 17152 H | EY §4
B 10 tert-FH 4-(4-rFA] 7] d)-5,6-tFo]sfo] =2 ¥ 2] H-1(2H)-7}5 - e o] EL] gy

Boc
Boc

N

=
~F
/ + Q Pd(t-BuzP);, Na;CO4
Br O 8 o

oo el H0

SN

tho] A /H0(60me/30me) F9o 1-B 2R -4-w|ZA HA(6.0g, 32.0mmo) 2D tert-F€ 4-(4,4,5,5-HEdtg-

1,3,2-tho] AR Z&-2-2 )-5,6-t}o] &to] =2 3] g U -1(2H) -7+ A el ©] E(10.0g, 32.0mmol) 9] &  Pd(t-
BusP),(163mg, 0.32mmol) 2 Nay,C0:(6.8g, 64mmol)S -2 A& ol A H7telsich. AAE EFES 70TColA

I B LS. LU} WEel FAAALE MEIUA. AEAA W, A gE B
T, B0 FEAUY. 1EE 9o AT, NS0, AN AEAINE, A BEAA = ALEE
AFAT, oS PE/EAI0DE a7l Aesba Ao Hela) AmvhEadslel oA gAlste] EA

WAYETH9.3g, 8 97%)S WA A=A A BT, MS(ESH) ClleNO, 730 289, AZ=2] 234 [MHI-56] .

tr 2: tert-E 4-(4-m|ERX]FHY )-4-1m]E]-3 4-T}0]5lo] & 2 ] g tl-] (2})-7]-E 2l glo] E2] FF

Boc Boc
N
- |
n-BuLi, Me,SO,
—_— -
THF, -15°C
0\ /0

- 304 -



[0989]

[0990]

[0991]
[0992]

[0993]

[0994]
[0995]

[0996]

[0997]

SES061 10-2426043

THF(50m¢) 9] tert-%-9 4-(4-w]|EA|Hd)-5,6-tFo]alo] =2 3] 2] d-1(2H)-7F5 A Hl 0] E(9.3g, 32.0mmol) ] &
ool n-BuLi(25.6ml, A F9] 2.5M) -15TColA AA Fto|l A H7Fe . n-BuLiol A7} vpx|dle]] 4l =] A4
S0 FAHUL. g EFES o] 2ZoA 158 e ST Me.S04(8.1g, 64.0mm)E A7) &9
-15CellA A7tetgivh. AP e ERES A20lA 302 Fob wukskglth. NHOH(40me, 2.0)E H7bstal, &5

A718 & AAE EFES EtOAcE 2 FEIIAY. 383 f715S B 2 IR AFEI, NaSo, AolA A=z
AN71a, AZREZ FFAA 2 AHES AT, olAS PE/EAG: DR A7l Ag7bd e Ze94 =
ZulEag e odia AHASt #A WPGES AFsIATH(1.5g, & 15%) MS(ESH) CislasNO; 273 303, A
=2 248 [MHH-56] .

g7 3: 4-(4-7€-1,2, 3, 4-E| Eg}slo] =2y e]t-4- ) v E9] 4

H
B
Boc N |
|

BBr; (DCM %21 17% )
DCM, 0°C 9 A Tt

OH
e

T DOM(15me)  Z9] tert-3d 4-(4-WEAHYD)-4-WE-3 4-T}o]dto] = 23] 2| I -1(2H) -7} & ©] E (750mg,
2.5mmo) 9] &Ml BBry(2ml, DCM =9 17%)S 0ColA A7ttt AAE EFES 0CAA 6A17F 59 wuks}
Aar; LC-MS7F w80l fAHASS YeERAY. vk EES dxz] @ AASA fa oS GAZ 9lsiA
A& T

gl 4: tert-FE 4-(4-(tert-EEA7}H I2A])HYd )-4-0]E]-3, 4-T} o] 5} 0] E 2 3] 2] ¥l -1 (2H)-7}53-d gl o] E o]

e

Boc
H
N N
| |
Boc,O, TEA
DMAP. DCM
goc WA .t
OH OBoc

ulxuwt GAZRE 9 4-(4-WE-1,2,3, 4-E|ETslo| = 2T H-4-U) A Ee] Mo TEA(Tm)E 0ColA AH7}sh
o] pH #& 9.07F4] =A38FATE. Boc,0(1.6g, 7.5mmol) 2 vl DMAP(30mg, 0.25mmol)E #7}slich. AdE =3¢
S Bt Nk L, LC-MS7F HP9—°1 AAFASS YeERIAY. &8 #HUlskal, EtOAc(x2) 2
313k, ek FU1ES A2 A, NaSO, oA Ax:A7]a, AXRER FFAIA = AF4ES AT
S, o3& PE/EA(20:19A4 10: D= &A7]E A7 Ao Fd4 A2vtEag g oA AAlste] *
A ARES ATATH(A70ng, S8 51%) MS(ESH) CoHyNOs £7-2]: 389, A=x 390 [M+H]' .

A 5: tert-FE 4-(4-(tert-FEAZIH Y SA])H Y )4~ E I g 2] H-]-F}E g o] E9] 31

Boc
§ Re
|

Pd/C, MeOH
Hy, 1. t. OIN

OBoc OBoc
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[0998]

[0999]

[1000]
[1001]

[1002]

[1003]
[1004]

[1005]

[1006]

[1007]
[1008]

omn

=50l 10-2426043

MeOH(10ml) F9] tert-HE 4-(4-(tert-F-EA|7IE I3 A) A )-4-HE-3,4-t}o|Fto] = 2y & d-1(2H) -7} 52 g
O|E (470mg, 1.2mmol)¢] &Ml Pd/C(100mg, 10% 5242 Ao H7lsldct, MAE EFES F£4 FA4 &l
A Ao A 16417 BQF wkelglar; LC-MS7F ¥hgo] A H S-S YERAT. A T)s) NG AZXER

SHUAA A AP ES ATFATHA10mg, & 87%) MS(ESt) CapHsNOs 8774 391, 52 392 [+

(
7

Hu
_&mo

YA 6 tert-FH 4-(4-3fo] EF A HH )—4-mE T F] 2] H-]-FFE H eflo] E°] FY

Boc Boc
N N
K,CO4, MeOH

OBoc OH
MeOH(5.0m0) 9] tert-%8 4-(4-(tert-F-EA7IRISA) AL )-4-d e g H 2] d-1-7} 52 &l o] E(410mg, 1.0m
mol) 9] 8o K,C05(691mg, 5.0mmo)S A-2ollA 7M. AAE EFES AoA 1A &t wdkskgith
LC-MS7} HE-&-0] %7—2540*3% e E. olojx ES HUbek & E3ES FtOACE FE3IUY. f71ES 9
2 AFHFFAL, Na0S, dellA AxA71a0, AXER F5AA A4 AAPAEGIOmg, AH) S AFsAaL, ozes +

7 AAEA a0 BAE g1alA AEEATH. NS(ESH) CullsN0s £ 291, A= 236 [MHH-56] .

G 7: tert-RH 4-vE-4-(4-(Eclo] FF o ZreH E IS ) ¥ Y )y tl-]-7}= y glo] Eo] g1

Boc Bo
N N &
Tf,0, TEA, DCM
0°C, 4hr
OH OTf

DCM(15.0me) F<] tert-%E 4-(4-slo] =S| d)-4-w 3] o2 d-1-F}H5-2 1E(310mg 1. 1mmoD) & &l
TEA(333mg, 3.3mmo)E A4 718k, DAM(3me) F<2] Tf,0(372mg, 1.3mmo)E 0ColA 5% &2+ A71skSd

ot A" EFES 0TolA 4/\171} ok wRkebglar; LCNS7F WhEo] SAE NS YERITE. olefA, %%
A § EFES BtOAcE FEAGIT. F71ES 95 AFHE AL, Naso, BolA AxA7|a, AxER F

A BA AFES AT, oAS F7HE AGASA &1 v SAE H8iA AFESIITH(270mg, 8%).
MS(ESH) CisHloFNOsS asy: 423, A3 424 M+

Z. 2-B2R-5-(4-"FA-1-(SAE-3-L) A2 D-4-L) I g9 FA:

97 10 tert-FH 4-(6-H 2RI 2]H-3-¢)~4-3} o] EFZA] ]z 2]l -1-7} 5 H e o] EC] g

N OH ~—N
BocNC>:o + |4<(:>~Br - BOCND—O—Br

120mee] THF 9] 2-H =K -5-0}o] @ 9|2t (11.3g, 40mmo))®] &-<fell nBuLi(17.6me, #4F o] 2.5M)S N, 3t
oA -78CelA Arbatgiet. AAE §A& -78TelA 247t Fb wkstdth. o]olA 20mee] THF 5] tert-%-
g 45299 gd-1-7H5 A o] E(7.96g, 40.0mmd) ] &4E& Aot EdES -78TolA X HE 1Rt
b wRkshgitt. 23k NHCL &S H7bste] wbg& W AAA T, EtOAcE #5385, F7] &S NaS0, &
A AxA7IAL, FFAAG. ARES Ae7bd ZE(PE/EtOAc = 10:1)ol oJsiA AAlste] A A4 E(8g,

S8 56%)S A A=A AT, MS(ESH) CisHaBrN.Os &3¢ 356, 358, A=x| 357, 359 [M+H] .

olr

¢
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[1009]

[1010]
[1011]

[1012]

[1013]
[1014]

[1015]

[1016]

[1017]

[1018]

[1019]

[1020]

[1021]

omn
J
Jm
Qﬂ

10-2426043

B 2: tert-3E 4-(6-H 2 E-3-2)~4-r) 5] 5] 5 2] E-1-7H 5 D o] 9] §4

OH Vi N OCH;—N
BOCND_Q—BT — BocND—O—Br

20mle] DMF %9 tert-%8 4-(6-B 2RI FYU-3-U)-4-slo| =2 XA I 2 d-1-7}=22 g o] E(6.5g, 18.1lmmd)2]
gNoll NaH(60%, 3.62g, 90.5mmo)E 0ColA H7latlct. %@%% 0CollA 308 B¢ uksl3ith. o]o]A
MeI(7.7g, 54.3mmo)E F7lslgivt. AAE ZFES A4 oA ﬂ&t‘f}cﬂt} 55 FoAA #rste wres
WS AAIZ1AL, EtOAcE FE3UTH. 771 S A2 AL, NaS0, dellA AxA71a, AF sl A w2

AMA 2 WS AFEal, oS AAsA o v dAelA ARESElTE. MS(EStH) CieHuBrNO; &3]

370, 372, A== 315, 317 [M+H-56]".

i

B 3: 2-1E2 W -5-(4-r| A A 2 H-4-¢) 52 ¥ ¢ree] &Y

OCHg—N OCH,—N
HCI

5mie] tho]2Al F9] tert-Hd 4-(6-EE R YU-3-2)-4-vEA I A g d-1-7}E A @ o] E(740mg, 2mmol) o] &
olo] HCI(4me, Tho]lZA4t 59 4D 7SR, AAE EFES A20A 447 Fot wutslditt. &vjE A
T SlellA AAS = AES AFEIa, olAE AASA & tg dAlCA ARESFATE. MS(ESH)
CulliBrN,0 &1 270, 272, A== 271, 273 [M+H] .

B 4: 2-B 2R -5-(4-1[FA-1-(SAe-3-Y) ] ] H-4- ) 7] 2] ¢] 34

0

OCHz—N OCH-—N
e B T

10m¢e] DCM 2 10mée] MeOH 9] 2-H 2 R -5-(4-1| = A 9] g )y H Y G4 (400mg, 1.30mmol)
-3-2-(468mg, 6.50mmol) 2] &Mo| NaCNBH3(410mg, 6.5mmol) = g9 AcOHE H7Iskgidr. Add &

oA RHAf mRkslTh. =& AH7Fste] whES WHEAAIAZIAL, EtOAcE FEST. F717dE NaSO, dolM A
, olAE AAlSHA @i vs dAA ARSI

MS(ES+) CiHiBrN,O, 8.7-%]: 326, 328, 23X 327, 329 [M+H]+.

>{E rﬂ
"T‘
o

1% e

2A71aL, ZE sl s5AA 2 Ad=e Aesila

)

M. (S)-tert-3d 3-(6-HE2RNY-3-0)3-NSANAL-1-FEAHE B (R)-tert-3d 3-(6-H
2832 U-3-0)-3-] SA| A 2] d-1-7H2 A o =9 §A

A 1: tert-7H 3-(6-HEZEF 2| H-3-Y)-3-3fo] EFA]H g d-]1-7}8 2 glo] EC] 31y

|
@] ool | N Br
> oH
Bop= _Br” N Boc. o2

n-BuLi, THF, -78°C

-78Col A F4 THF(300ml) 29 2-B 2R -5-0}0]Q =gl (15g, 52.8mmol)2] &l n-BuLi(2.5 M, 21ml)S
HA7Vsla, -78Col A 1A1ZF =¢F wwksla, 1 tS THF £9 tert-H¢ 3-2 u}»]aﬂ—l—ﬂ%e‘ﬂ]O]E(lO.Bg,
52.8mmo) & FH7}sTh. ¥ ER}ES -78 c oAl ek -60ClA 2417+ B9t ﬂ?} 3Fal, NH,CL/H. 00 &JsiA Wk

£
AAZIAL, BAol oJeiA F=EEAT. frlee AEA7IAL, JFES Aesta, oRds Ed4] ARvtELHY

o oA AAs] FA I}AES ATERTH(8.4g, 45%). MS(ESH) CuHaBrN.0; £7-%: 356, AZ=X]: 357

[N+
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[1022]

[1023]

[1024]

[1025]

[1026]
[1027]

[1028]

[1029]
[1030]

[1031]

[1032]

[1033]

S==5| 10-2426043

g 2: 6-HZR-4-(T]HelF-1-Y) v FZ[1,2-p] ¥ 2] cFr1 9] g

N Br
N‘N Br . gy | N
BOC\N OH' 2 r—... BOC‘N =
NaH, DMF OEt

0ClA] DMF(150m¢) 9] tert-F9 3-(6-H2RIFH-3-9)-3-3}0] =2 A7 H g d-1-7}= 2 g o] E(6.5g,
18. 1mmo) @] 8ol 60% NaH(3.00g, 125mmol)ES H7Fsbar, 25TCelA 2A12F Bk wwlksla, 1 the HZFo|E
(7.88g, 72.4mml)S H7FIth. E}ES 25CoA T T2 5A17F Bt wRkslt). Eofl 9djA] "3 A A7
i, AR FE3T. sFA71, 4 A2atEa I oA gAlste] A SFES AFIATHG.Tg,
97%) . MS(ES+) CiHasBrN,0s @721 385, 21232]: 386[M+H] .

B 3 6-H 2 E-4-(F] 32l -1-Y) I FZ[1,2-b]F] 2]t} °] F}o| g 2]

7ol & -HPLC
Boc\N | = Tl Boc\N | L + Boc\N R
OEt “OFEt OEt

P1 3l P2o] Fd dAHWAE BF.

TA 3E(5.7g)S FrolZ-HPLC(FFol & Z7: F8l: PAC0.1%DEA); Z+e: AEZ2-SC 4.6+100mm 5um; ZH
L5:039.2; 00, % 3.6; w8 &2 0.4)0] 9o Ealste] P1(1.8g) 2 P2(1.8g)E Al&sFT.

BB. 3-(EgolHlE A A ) SAe-3-FtH o] EZH S §A

-
Si
O | -0
~J .CN
Si —_— CN
o’_—f LON
@)

DCM(5me) 59 A E-3-2(500mg, 6.93mmol) = Eg}olol&olwl(1.39g, 13.8mmo)2] EgEo] Efo]dedd &}
B EZ(1.71g, 17.3mo)S H718I3Ath. £FES Ao A 16417 F<F wwkstar, o]ojx DINSZ 8]41A]7]
1, 323} Na(0; &M= AHskaL, Na,S0, 7= Az, 7] &5 83, I+

A 335 (800mg, T8 67%)S AN e d2A AFstgtt.

CC. 3-Atolohe S A@-3-2 IH-olv|thE-1-71 8- g e o =9 T4

(50mg, 291umd)e] E¥&o] CDI(51.8mg, 320n
, OolAE o WS &l AR HUFsEACH

DCM(2me) &2 3-((EgtolWd ™ Eg
D& 7. EFES A200A 44X 9 wkskgla

MS(ESH) CallNOs ©7%]: 193, 212X]: 194 [M+H]
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[1034]

[1035]
[1036]

[1037]

[1038]

[1039]

[1040]

DD. (3S,49)-3-(4~B 2R Hd)-4-(t}o]Z

SES061 10-2426043

2.9 205 )-1-ool 2 X 2 Av| A te] T

OCFH

R.F
OH I-IO\H>(§P
_(“

45C ol A
Cul(571mg, 3.01mmol)o] Z=3HEof
15.00mmol) &] &l

©
Al71aL, FZ38T. ;ﬁ& 7 &5 %i Al A 3FAL, NapS0y el Al AZAI715L, o7stal, sFAH .
gl /olE olAlH o] E/NH; . MeOH =
2 (500mg, 48%)S A o AdZA AFIAT. MS(ESH) CisHaoBrFoNO 853

& Aeohl 2¥ AzehEad (44

+

[M+H]

L CHON(1OmE) 39 (8S,4S)-3-(4-B 2R d)-1-0lo]| A X 2 D3| 2| d-
% CHON(5mE) F9] 2,2-t}o]Z=

AQ

£(900mg, 3.0lmmol) 2
A X))o EAN2.67g,

SHEG 45TolA 2A17F FeF Wikl eh, WSS E(1.0m) 2 W3- X

10/10/D)ell oJsiA HAlste] 3A 3
347, 349, AF=X: 348, 350

31 2
Fs &2 et W g B4
el U T WS

4049 APE2 AR eI T =

L B A Ee ed 34 ZREEFZ 1, 2, 3 EE 2 =
5 oWl TR2EFE 1 WA 4 T Syl obd A wkgAl e AFESIaL, ol 3
A& AAde AFH Y&S HERATE.

& Abgstel ¥ WA

L.

2
2
N
)y
)

1',4!

S} 4 Fhad Sk A4
HiE t‘éjﬂ weE Hﬁ;ﬂ e Hf%iq

100 2 135 1 170 1
101 2 136 1 171 1
102 2 137 2 172 2
103 1 138 1 173 1
104 1 139 2 174 2
105 2 140 2 175 1
106 2 141 4 176 1
107 2 142 4 177 2
108 2 143 2 178 2
109 2 144 2 179 2
110 1 145 2 180 2
111 AAd 18 146 2 181 2
112 1 147 2 182 4
113 2 148 1 183 2
114 1 149 1 184 1
115 4 150 4 185 1
116 2 151 2 186 1
117 1 152 1 187 2
118 1 153 1 188 2
119 2 154 1 189 2
120 2 155 2 190 2
01 244 19 156 2 191 2
122 3 157 A A4 16 192 2
123 2 158 2 135 e
124 2 159 2 194 1
125 3 160 2 195 4
126 2 161 1 196 N
127 1 162 1 197 4
128 7 163 1 198 2
129 2 164 2 199 1
130 1 165 2 200 2
131 1 166 2 201 1
132 4 167 b 202 2
133 9 168 2 203 1
134 2 169 2 204 1
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Sk 3} 4 S} 4
sge | 2% sme | S5 st | B0
205 3 246 2 287 2
206 2 247 2 288 2
207 2 248 2 289 2
208 4 249 2 290 2
209 2 250 3 291 3
210 2 251 4 292 1
211 2 252 2 293 3
212 1 253 2 294 3
213 1 254 2 295 2
214 2 255 2 296 1
215 3 256 2 297 2
216 2 257 2 298 4
217 2 258 2 299 4
218 2 259 1 300 4
219 2 260 Al 4 15 301 3
220 2 261 1 302 3
221 1 262 1 303 1
222 2 263 1 304 1
223 3 264 1 303 2
224 4 265 2 306 1
225 4 266 2 307 2
226 3 267 9 308 1
227 3 268 2 309 1
228 2 269 2 310 1
229 1 270 3 311 4
230 3 271 2 312 2
231 2 272 1 313 2
232 4 273 1 314 1
233 2 274 1 315 2
234 3 275 4 316 2
235 2 276 2 317 4
236 2 277 4 318 1
237 4 278 1 319 1
238 2 279 1 320 2
239 2 280 1 321 1
240 4 221 3 322 2
241 1 282 2 323 2
242 2 283 2 324 4
243 2 284 2 325 2
244 3 285 2 326 2
245 2 286 4 327 1
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=il =} .43 EiE EJ- A3 E =} 4
A%E | o age | 20 ate | 8
0 T e | L R |
328 4 369 4 410 4
329 1 370 4 411 4
330 1 371 2 412 4
131 1 372 4 413 4
132 3 373 2 414 4
333 2 174 2 415 4
134 1 375 2 416 4
135 1 176 1 417 2
336 3 377 4 418 2
337 4 378 2 419 1
338 4 379 4 420 4
339 2 380 4 421 4
340 4 181 4 422 3
341 4 382 4 423 4
342 4 383 4 424 4
343 2 384 4 425 2
344 1 185 4 426 4
343 2 386 4 427 1
346 4 387 4 428 4
347 4 388 2 429 3
348 4 389 2 430 4
349 2 390 1 431 4
350 1 391 2 432 4
351 2 392 4 433 3
352 2 393 4 434 4
353 4 304 4 435 4
354 2 305 4 436 2
355 1 196 4 437 2
356 4 397 2 438 1
157 2 398 4 439 3
158 4 399 2 440 3
159 1 400 2 441 4
360 2 401 4 442 4
361 3 402 1 443 1
162 2 403 Al 17 444 4
363 1 404 4 445 4
364 4 405 4 446 4
365 4 406 4 447 3
366 4 407 2 448 4
167 1 208 4 449 2
168 3 409 Pl 450 2
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34 1
S il
4 P k i
i) e ah2 Al -
4 a5 &_g - i
3 = i : 535 4
- 493 - oy q
. 5 o 5 337 2
452 2 s : . E
453 - io 2 . T
454 ; s 2 . |
. 2 o - 541 ;
456 : o E 542 ;
457 . i 2 : ;
458 1 o j : |
459 : o 5 : ;
: : C ; 346 ;
461 . o 1 : q
462 : o 5 : :
463 : o 2 : ;
464 : . 2 : |
465 : m 4 ; 4
466 : o : : |
467 - o 4 . |
468 : T 2 554 ?
469 : o j : |
470 - o ; - 5
471 : s 2 55? 1
472 2 o j - ;
473 . i ; - ;
474 - s E : ;
473 : o 2 ; ;
: 5 » 5 562 2
477 : e ; 563 :
478 : o I . E
479 . o 1 : ?
480 - 2 | 566 ;
481 3 o 4 - E
482 : = : - |
483 : > 4 : )
484 : o j : S
485 : = ; - 4
486 : s 4 . 4
487 : > ‘ i?j
i E 531 ;
489 2 o
490 E
491
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14 e K
agE H]—JC' 0«1 aEE H {. cn e H]-{' é"‘

N b ==
574 4 615 2 656 2
575 2 616 2 657 2
576 2 617 4 658 2
577 2 618 4 659 2
578 2 619 2 660 2
579 3 620 2 661 E
580 4 621 4 662 2
581 5 622 2 663 4
582 5 623 ! 664 4
583 2 624 2 665 3
584 5 625 2 666 4
585 2 626 2 667 E
586 2 627 4 668 2
587 2 628 2 669 2
588 2 629 4 670 E
589 2 630 2 671 2
590 4 631 2 672 2
591 2 632 4 673 2
592 2 633 2 674 2
593 2 634 2 675 2
504 ) 635 2 676 4
505 4 636 2 677 4
596 4 637 4 678 2
597 2 638 4 679 2
598 2 639 2 680 2
599 2 640 2 681 -
600 ) 641 2 682 2
601 2 642 2 683 2
602 5 643 2 684 2
603 3 644 2 685 2
604 4 645 2 686 2
605 2 646 2 687 2
606 2 647 ) 688 2
607 4 648 5 689 2
608 4 649 5 690 2
609 2 650 5 691 2
610 2 651 2 692 2
611 2 632 4 693 2
612 5 653 2 694 5
613 2 654 2 695 2
614 2 655 2 696 2
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e %J—)\—l -
a3 E o o =}g =
T | ees see | 0 swe | 00
Ll 2 738 = — g4
698 7 ?;9 2 779 =
2 - 2
699 2 ?:10 = 780 2
700 3 T : 781 3
701 3 7 L 782 2
702 4 3 : A 2
703 1 - = 784 5
744 2 = 4
704 4 745 S 785 2
705 4 ?4% = 786 a9
706 3 5 = 787 3
n 4 748 ; 788 2
708 7 749 2 /88 3
709 1 - - 790 3
T30 ) =
710 2 1 = 791 2
711 3 = 2 792 >
712 2 s = 793 3
713 2 754 ; 4 3
14 2 755 5 i 3
715 3 = 2 796 B
716 2 ?%? = 797 2
717 2 e 2 798 P
718 3 = i 799 3
L ?39 9 L
719 3 e Z 800 3
720 p o 801 2
721 2 = 802 )
= 762 7 =
722 3 = 803 3
5 = 763 4 =
723 B 764 = 804 2
724 2 765 ; 80 2
725 2 7"61;3 = 806 2
726 2 767 2 807 2
727 7 768 = £808 3
2 - 2
728 4 = 809 3
769 ) L
729 2 770 > L 3
730 > 2 811 3
L 'lll_llfl a3 A
731 2 T £ 812 3
732 3 = 2 813 >
733 5 e 2 814 3
734 2 775 = 815 2
735 > - . 816 S
- = 776 5 =
736 2 777 = §17 2
737 5 778 3 818 2
2 819 2
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[1046]
[1047]

[1048]

[1049]

[1050]

[1051]

[1052]
[1053]

[1054]

SES061 10-2426043

i 3 Seans 24 S g4
-E}E':]-'.Tf H.l'%f‘—] ﬁ}?:]“-.—'i_ tﬂ'%— __\_1‘ -?ﬂ'ﬂ-'.ﬁ' H.l'—g— ﬂ‘
820 2 847 3 874 2
§21 2 §48 2 875 2
8§22 3 849 2 876 3
823 2 850 2 877 3
824 2 851 3 878 3
825 3 852 2 879 3
826 3 853 3 880 2
827 3 834 3 881 2
§28 3 833 2 §82 2
§29 3 856 2 883 2
830 2 857 2 884 2
831 2 858 2 885 2
832 3 839 2 886 2
833 2 860 2 887 2
834 2 861 2 888 2
835 2 862 2 §89 2
836 3 863 2 890 3
8§37 3 864 3 891 2
838 3 865 3 892 2
839 2 866 3 893 2
840 3 867 3 894 2
841 3 8§68 2 8§93 2
8§42 3 869 2 896 2
843 2 870 3 897 2
844 2 871 3 898 2
845 2 872 3 £99 2

846 2 873 2

2 Ao 26. ALK 23 #AA

LANTHASCREEN(E-5743) 71 (W EI A Alo]AE]H (ThermoFisher Scientific))& AFE-3} <
ATk, LANTHASCREEN(G-5743)2 24 23, o5 HAoln, 7|4 23 %99 Té %
EFolx et FroluAldl HolHQl FEF(Ew-ua4dd A Eve 4 4d go(dE GST) 3] Al
F oA A<D (time-resolved, fluorescence energy transfer: TR-FRET) #5322 *}£L°}°4 ERch= g
Alul&o] s3HEe] ogk Edo]x e olFS Asta, EdolAet A k] TR-FRETO Al gtl. Ef oA E
FrolubAlel digh o]9] KyoF TUIAY e L A FERE AMESISIY. BBl dAE AR EY

Aol AFE & BE $84 Buds] 4EYS bsebl SuS Aoz Agsa.

i

ol AAS A GST(ALK2 R206H 7}t ufo] @ Ao]el 2~ (Carna Bioscience)(09-148) =+ ALK2 R206H A =3
M (ThermoFisher) (PV6232)) & N-Zwh efe SdwolA] ALK2; Eu-®l4d ¥ 3-GST A (HEIAM) 2 Flol}A
EFolA 178(NEIAM)S AE3F3ITE.

A1 (50nM)E 100% DMSO( 1%

BE A5, FholuAl(2 WA 5nDE Eu-Bl A E A (10nM) =29} £3}s} j o]
x AAAG BE A W 5

al

DMSO HZF) FolA Axd A s5ts AFET F7 302 §A Aol <At
FES ol SEA AIEIA) Fol gAA AF BrE wHSAT. ZdolEE Wz qua
(PerkinElmer EnVision)(G%73%) HEHOIE FdoE #57] Ex vlo| QA A= 2 (Synergy Neo) &
golE =] oA B=sta, A AFE TR-FRET B3(Ay 330 nm, A 662 om 2 A~ 665nm) <] H] 2 A]
ZAAQE. oleld BEAE
4~ g log & Wk
oleld Al A¥E T 2004 "AY AR ol wAR Aol YEI, o714 "A"= 100 olake] 1CuE 1
ERHIL; "B"i= 100M 23k A 50nM olske] 1Cs& WERHIL; "C'i= 50nM 23] ICi& WrEbdTh. sEellA R\l #
< a28% 543 =] oyt HANA AlFEA oSS e

0% 2 100% AdE = Dol AFlsla, AsA Hxd i Z2"sa,
Aog A3t

I

AA 4 27, AZ-719 ALK2-R206H AHZ A= AA

A. A2 HER293-ALK2-R206H

dEpmbolo) s A= H 10pg/meolM 25 23 F9t 5 SEAEHAR (ol HAmEA=(Life

o
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[1055]

[1056]

[1057]

[1058]

[1059]

[1060]

[1061]

[1062]

SS=50l 10-2426043

Technologies), Cat'-A1113902) Aol ©]a)4 <17+ ALK2 R206H cDNAS @a}= HEK293(ATCC, Cat’ CRL1573)
718ke] b ARl AEF (X 2=AHE (GeneScript)ell oA HAE, ml= 7FAAFT F=7tEC] 24 % -2
chol Aol FLAG Bl 18 AAskelch. oleld AEFE HEK293-ALK2-R206Hz} 43 e} 3ic),

B. Alphal ISA°] 9]¢+ Smadl-Serd63/Serd65 Z»EE3slo] =%

HEK293-ALK2-R206H A 25 41711, A8k, olold F8F = dl=-F3ht DEM 3L &F 312 viA| (o]
S oEIERA=, Cat -31053) Zo] AAESATH. vt EF 5009 /ml AUAD D 50ug/ml AEGEwO]A
(o] = FlZ =2 A=, Cat' ~15070-063)% F-43HSITH. 0014 HEK293-ALK2-R206H 4| EZ Wae] BEm3l 384

2 wlo| IR Z o] Bl HHAI(164]7F %3}) 37°C, 5% O AR A&al7] 9slA Seloldalgith(2 x 10/
) ($E Z e o] E(OptiPlate)-384, 710 (PerkinElmer), 1] WA= =% DA &4, Cat 6007299).

AE FFES WA 4l T 0.4nME 3| XA 7 AL, o]olA] DUSOE AMEEte] 10719 Aelet Fm2 3u] A% 3
AN AT, EEe A7t s dHE d=-F3

2 FAAFAT. o]ojA] 2uie] 3AH 5}%“3 S ol AR E# o] E 9] HEK293-ALK2-R206H A - o] 2§
B2 Bkl olest walog  7hzte] 107 &% (H 3 w529 38 A& M ES 10uM EE
pMehel A AldstAtt. AA] HIFLS B E Edolgs A= AE ZHEZ(Bravo Automated L1qu1d
Handling Platform)(cj2HE ﬂile"—ixl (Agilent Technologies)& AF&3ste] EA8Sitt. stgEo] $le
DMSOE &4 uxTo=zA ARGt 94 dzTe TAE = FA4 WA BMP &A1)l 1uM LDN193189%)
=

AE sHhE e dlEaae] 2 A 3AIRE QlFHlolA -, AlEE SiAl7laL, Az AlQtd ZREZ w}
2h4] ALPHASCREEN(G%7¢3%) SUREFIRE('S5/d3E) SMAD1(p-Serd63/465) AIE 7holubAl A 7| E(FH1 4,

DMEM(E}o] 3 B A= 24 = Cat'-31053) 0.2 40j= 37}
1&%

oty MI

i)

i
ko mlo

ol

TCRSNISIOK) S AL8ate] M52 @AAZT. nlo| LT ES W71 A ENVISINCEEAE) ZdoE J.ir%
]( % 590 LHZ] 620 HM)% ],% ]_0:1 J,}-E ]_Oﬂﬂ}_ _9_-—— :6HD =0 ﬁii\.ﬁi—Ser/463/465 Smadl‘/] Zl:% E’_}__
dstgieh. 2H2h DO & dlelE &

)z 2 LDN193189 A thEv+S AREske] 0% Aa 2 100% A=A 4
% g

48 Abgste] 1050 #HS AlAEkl).
ol#3 A AFNE F 2004 "AE HA"olg BAW A vEhRIL, o714 "A"E 100nM ©)3e] 1C5p& e
Wiz "B"E 100nM Z3F WA 500nM ©]ake] ICse WERWAL; "C'E 500nM 23] ICss WERHATE. 3FellA Rl
e 2y 54 sghEo] oyt HAddA AlFEA kS-S e

F 204, 37 BAS A5

= thx
EXHEAT. 10-44 &7 W

2 AN ©°

"As A4 dlelEe] A1 10nM olsk = A 10 o] WA 50nM = B; 50nM 22 = C; oM W e 54 3}
gheol o] AACNM AfsA e e
"AEF" ElelE o] A9 100nM o8k = A; 100 o4 WA 500nM = B; 500nM ¥} = C; FolA Wl gk 54 38

gr=o] o] HAdA AldEA SokES vt
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X2

B AR Ee] A A9 sl EC] ALK?2 As BEHE

398 | 2% |4zz| | a9 | 29 |azz| |age | B |4=s
= 75\ _,g =TT B = 7ﬁ‘_§ /=T AEE 75\ _/g =

100 A B 138 B 176 B

101 & 139 A 177 A A
102 A B 140 A A 178 A A
103 B C 141 B 179 A A
104 A B 142 A B 180 A A
105 B 143 A A 181 A A
106 C 144 A B 182 A A
107 A A 145 A A 183 B

108 B 146 A B 184 A A
109 A A 147 A A 185 A A
110 B B 148 A A 186 A B
111 A B 149 A A 187 A A
112 A B 150 A A 188 A A
113 A A 151 & 189 A A
114 A C 152 A A 190 A

115 A B 153 A B 191 A A
116 A A 154 A B 192 A A
117 A B 155 A B 193 A A
118 A B 156 A A 194 B B
119 C 157 c 195 A A
120 A B 158 A B 196 A B
121 A 139 A A 197 B B
122 A A 160 A B 198 A

123 A B 161 A A 199 A A
124 A A 162 A A 200 A A
125 A A 163 A A 201 A A
126 B 164 A B 202 A A
127 A A 165 B 203 A A
128 B B 166 A 204 A A
129 A A 167 A A 205 B B
130 A B 168 B 206 A

131 A B 169 A B 207 A A
132 A A 170 B B 208 A A
133 A A 171 B 209 A A
134 A B 172 A B 210 A A
135 B B 173 B C 211 A A
136 B 174 A B 212 A B
137 A A 175 B 213 A A

[1063]
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[1064]

som | ik s oo | EE = Saa. | BY |aam
aq3gE 2 HEF 3= 27 A EF e 23 q=F

214 B B 255 A B 296 A B
213 B 256 A B 297 A A
216 A A 257 A A 208 A A
217 A B 258 A A 299 A A
218 B 259 B C 300 A A
219 A 260 A B 301 A B
220 A 261 A A 302 A A
221 A B 262 A B 303 A A
222 A A 263 A B 304 A A
223 B B 264 A B 305 A A
224 A A 265 A A 306 B

225 A A 266 A A 307 A B
226 A A 267 A A 308 A A
227 A A 268 B B 309 A B
228 A A 269 A A 310 A B
229 A A 270 A A 311 C

230 A A 271 A B 312 A A
231 A A 272 B B 313 A A
232 A B 273 B 314 B C
233 B B 274 A B 315 B B
234 A A 275 A A 316 A B
235 A B 276 A A 317 A B
236 A B 277 A A 318 A B
237 A A 278 A A 319 C

238 A B 279 B B 320 A A
239 A 280 B B 321 A A
240 A A 281 A A 322 A A
241 A A 282 A A 323 A A
242 A B 283 A B 324 A A
243 A A 284 A A 325 A A
244 A 285 A A 326 A A
245 B B 286 A B 327 B B
246 A A 287 A A 328 A B
247 A A 288 A A 329 A B
248 A A 289 A A 330 A B
249 A A 290 A A 331 B

250 A A 291 B 332 A A
251 A A 292 A A 53 A A
252 A B 293 A A 334 B B
253 A B 204 B 335 C C
254 A A 295 A A 336 A A
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- a5 - a5t - A3t
338 | S5 | AzF S8 | °F A3 | ggE | 55 |A=F
337 A A 381 A A 429 A A
338 A B 382 A A 430 A A
339 A A 383 A A 431 A B
340 A A 384 A A 432 A A

341 A A 385 A A 433 C
342 B 386 A B 434 A A
343 A B 387 A A 435 A A
344 B B 388 A A 436 A A
345 A A 390 B B 437 A A
348 A A 391 A A 438 B
349 A A 392 B 439 B
330 A A 393 A B 440 C
351 A A 397 B 441 A A
332 A B 399 A A 442 A A
353 A B 400 A A 443 B
354 A A 401 A B 44 B
355 B ¢ 402 A B 445 A A
356 B 403 & 446 A
357 A A 404 A B 447 B C
359 A C 405 A 448 A B
360 A B 406 A A 449 A
361 A B 407 A A 50 A B
362 B 408 A A 31 A A
363 A B 409 A A 52 A A
364 A A 410 & 33 A A
363 A A 411 A B 454 A B
366 A A 412 A A 455 A A
367 A A 413 A A 436 A B
368 A A 414 B 457 A B
369 A A 415 A A 458 A
370 A A 417 B 459 A
37N A A 418 A A 460 A
372 A 419 A A 461 A
373 B C 420 A A 462 A B
374 B 421 A A 463 A A
375 A A 422 A A 464 A A
376 A A 423 A B 465 A B
EX o A B 425 C 466 A A
378 A 426 A A 467 A B
379 A B 427 A B 468 A A
380 A A 428 A B 469 A A

[1065]
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s | 29 |azz| |awe| IF |Azz| |swe| 3% |4z
E = @ _g b ey o B £ 7|:_|‘ _ﬂ b g B E = 75‘ _g T

470 A A 511 A A 332 A

471 C 512 A A 533 B

472 A 513 A A 354 A B
473 A A 514 A A 355 A

474 A B 515 A A 336 A A
475 A A 516 A A 557 A A
476 A A 517 A A 558 A A
477 A A 518 A A 539 A A
478 A A 519 A A 560 A A
479 A A 520 A A 361 A A
480 A A 521 A A 562 A A
481 A A 522 A A 363 A A
482 A A 523 A A 364 A A
483 A A 524 A A 365 A A
484 A A 525 A 366 A A
485 A A 526 A A 367 A A
486 A A 527 A A 368 A A
487 A A 528 B 569 A

488 A A 529 A 570 A A
489 A A 530 A A 571 A

490 A A 531 A A 572 A A
491 A A 532 A A 573 A A
492 A A 533 A A 574 A

493 A A 534 A A 375 A B
494 A A 335 A 376 A A
495 A A 536 A 377 A A
496 A A 337 A A 578 A A
497 A A 538 A A 579 A A
498 A A 339 A A 580 A A
499 A B 540 A A 581 A A
500 A B 341 A A 582 A A
501 A B 5342 A A 583 A A
502 A A 343 A A 584 A

503 A B 344 A A 585 A A
504 A B 545 A A 586 A B
505 A A 346 A A 587 A A
506 B 547 A 588 A A
307 A A 348 A C 389 A A
508 A B 549 A A 390 A

509 A A 330 A A 391 A A
510 A A 551 A A 592 A A

[1066]
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e = v I — g —" | p— ) f—
sgEE 27 A =T s 27 A=F 3EE g HEF
593 A A 634 A A 675 A A
394 A A 635 A A 676 A A
595 A A 636 A A 677 A A
596 A B 637 A A 678 A A
597 A A 638 A A 679 A A
598 A A 639 A 680 A A
599 A A 640 A 681 A A
600 A A 641 A A 682 A A
601 A A 642 A A 683 A A
602 A 643 A A 684 A A
603 A A 644 A A 685 A A
604 A A 643 A A 686 A A
605 A A 646 A A 687 A A
606 A A 647 A A 688 A A
607 A 648 A A 689 A B
608 A B 649 A A 690 A A
609 A A 650 A A 691 A A
610 A A 631 A A 692 A A
611 A A 632 A A 693 A A
612 A 633 A A 694 A A
613 A A 654 A A 695 A A
614 A A 635 A A 696 A A
615 A A 636 A A 697 A A
616 A A 657 A A 698 A A
617 A B 658 A A 699 A A
618 A A 659 A A 700 A
619 A A 660 A A 701 A A
620 A A 661 A B 702 A A
621 A B 662 A A 703 A A
622 A C 663 A A 704 A A
623 A B 664 A B 705 A A
624 A A 663 A A 706 A A
625 A A 666 A A 707 A
626 A A 667 A A 708 A A
627 A A 668 A B 709 A B
628 A A 669 A A 710 A A
629 A A 670 A 711 A A
630 A A 671 A A 712 A A
631 A A 672 A A 713 A A
632 A B 673 A A 714 A A
633 A A 674 A A 715 A A

[1067]

- 321 -



SES061 10-2426043

22 22 | 42z a2 23 = a9 2 | yz=
e | o5 |AEFT| | BRE | 5 |AEF| | #ER | 5 (AEF
716 A A 757 A 798 A A
717 A 758 A 799 A A
718 A A 759 A 800 A A
719 A A 760 A B 801 A A
720 A A 761 A A 802 A A
721 A A 762 A B 803 A
122 A A 763 A A 804 A A
723 A A 764 A A 805 A A
724 A A 765 A 806 A
725 A A 766 A B 807 A
726 A B 767 A 808 A A
727 A A 768 A A 809 A A
728 A A 769 A 810 A A
729 A A 770 A A 811 A A
730 A 771 A A 312 A B
731 A A 772 A 813 A A
732 A B 773 A B 814 A A
733 A A 774 A A 815 A A
734 A A 775 A A 816 A A
735 A A 176 A A 817 A A
736 A A 777 A A 818 A A
737 A A 778 A A 819 A A
738 A A 779 A A 820 A A
739 A A 780 A A 821 A A
740 A A 781 B 822 B
741 A A 782 A A 823 A A
742 A 783 A A 824 A A
743 A A 784 A A 825 A B
744 A A 785 A B 826 A A
745 A A 786 A A 827 A B
746 A A 787 A A 828 A B
747 A A 788 A A 829 A A
748 A A 789 A C 830 A B
749 A A 790 A C 831 A A
5 A A 791 A A 832 A A
751 A 192 A A 833 A A
752 A B 793 A A 834 A A
753 A A 794 A A 835 A A
754 A A 795 A A 836 A B
755 A B 796 A A 837 A B
2

[1068] 756 A 797 A A 838 A B
- B2 | au= - 2Y | aw= . 2Y | 2=
gtE | 5 [AEF AAE | 4y |AEF HEE | 45 |AEF
839 A A 860 A A 881 A
840 A B 861 A A 882 A A
841 B 862 A 883 A A
842 B 863 A A 884 A A
843 A A 864 A A 885 A A
844 A A 865 A A 886 A A
845 A A 866 A 887 A A
846 A A 867 A A 888 A A
847 A C 868 A A 889 A A
848 A A 869 A A 890 A A
849 A A 870 A A 891 A A
850 A A 871 A A 892 A A
851 A B 872 A A 893 A A
852 A A 873 A A 894 A A
853 A B 874 A B 895 A B
854 A A 875 A A 896 A A
855 A A 876 A A 897 A A
856 A A 877 A A 898 A A
857 A A 878 A A 899 A A
858 A A 879 A A
859 A A 880 A A

[1069]

[1070] Faggio] ¥k

[1071] 2 WA AR B e 9 53 e N tE B 537 FaR xEEe AeR A A



[1072]

[1073]

[1074]

[1075]

:rL
Aol ARGEAY B a3 2] #EEHE Ae 54
=y &

e gt & ANES 1
AREEAY B A 9] ddd s AAFGEHE 23

S==5| 10-2426043

sht 2o g

o gee] Wl BuEAL W
ar
o

F7hE, E AWES @9 A B sk oo mRE L] st o) e AR, a4, 2 B ARl &
of7b B v A7Hslel EYHe Be Ny, 23 R AfS xFAT. JdE 2, E v ATHeE I8
shz qlefel Aele edd vl AeE d8dhs oo e Aruslel B s s ol g Al
& Egetes Mgd ook 847t 55024, oF 5o nFAl  2Ule R EAsts Fg, 1 84
Zkzke] shglare] G AAH L, A9 24 (E)E ToRYE AAD vk diHoR, B AAUE Ex
& AR Gl 54 84 B/Ee 5AFE EPshe dloR AFHe A, & AAEe 54 AAY
B OEE 2 RS e Ed 84 B/EE SRR o|FoXAY B AR offoit: s
ofgislof Ft. st HAE felA, ol AANFEH = 2 WA AR AFEHA @kt W9
7b Fo1xl A, FAel FE. FUrE, &Y AANHA & 3 EBe EYesyH a2 39 JE Foke
e TlEAe olslmRE 2] wushA e & WRA mdE ge E /IAUEe old AAFE A
A W9 e oo 54 @t e sheeE, o wde] & gums JehiiA @ &, 2 Wl &t
gel @919f 10w ] FA4E 5+ v
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