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), NH(Cos EAE), -NH(Crs €719), -NH(Cos AIEZLA), NH(Ci s E2EH), -NH(oF), -NH(E| B 2o}
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A QALY 4 k. oS B9, 3 [Gu et al., The Journal of Neuroscience, 25(27): 6401-6408
(2005)]2 Eo]2 MMP9 JA|A|Ql SB-3CT (CAS 292605-14-2)E 7WAI3aL Qivh. 7=, siRNA, <FEJAl~ RNA
2 A7 ek MMP9e] W EE EAdE oAletE e FHE bk glow, 2 IRAUES ®F doltt. g
AAFE A A, MIP9 A A= RiF R P9 Aol AR AAGEA, 1F o]t F7te] AmAl=

MMP9 AAA D FEHAAE A A AAENS EFHeic),

QE AR SFEH A, 1F o]4de] 7o) XNEAE AFWuAl -XAFelE 484 (SIP1) 9AA, £ SIp1e] &
d 9/EsE @4E& AR gAY 7 Art. JAAE AEA e AESH AAAY Ak, dE
590], S1IP1 9A|Al= RPC1063Y <= AT},

YR HAAGERN A, 15 oo F7HY] X mAlE INF AA], e INFe 4 R/Ee @45 JAstE 284
d g At GAAE A B2 AESH JAAY 5 Jduk. dE Eol, INF dAAE ZYFHEYE F
oh;}

AR .

AF AAIFH A, 1F o] F71e AsAT ALYE Z2F9D (U0) Z/EE Z2H (D& AF3H7] 8l A
€ Z/%E pgEn. AEAE AEEA e AR ALAY ¢ odvk. A5 AAGEdA, #&A= S1Pl,
IL-6, CX3CL1, DHODH, a4, B7, JAK, INF, (B, IL-12/IL-23, CCL20, TLR9, MAACAM, CCR9, CXCL10, Smad?,
PDE4, MC, VLA-1, GC, GATA-3, <l 9®l, FFA2, LIGHT, FMS, MMP9, CD40, ZEH|Eo]=,6 5-ASA, o]HWw=HZ,
STAT3, Z/HEi= FP42] Z2AA (& E9], asa T Z3dA)olt),

AL AFE (U0)E X837 98 AR 2/ g 2849 uAEE o GSK3050002 (CCL20 ZAAl,
GSKell 2]sh), GS-5745 (MMP9 ZA A, ZAe]ol=(Gilead)ol <), AVX-470 (INF ZAA|, oblA]of(Avaxia)ol <]
sh), WZggE (Al ZAA, olF FvH(Immune Pharma)ol £18), AXY (INF Z2HA|, && A &E&
(Johnson & Johnson) @ WA (Merck)ol 213), RX-10001 (<8~ (Resolvyx)ol 218}), IBD-98 (5-ASA ZA A,
E7 2% (Holy Stone)ol &J3g}), SP-333 (GC Z=AA, AUA (Synergy)ol 23), KAG-308 (EP4 x=A4A, 7H4
(Kaken)oll 2]8}), SB012 (GATA-3 ZAA, 2HEY(Sterna)ol <), AM300 (a4 ZAHA, oA=RE
(Ajinomoto)ell €&F), BL-7040 (TLR9 XA A, wvlo]&& o~ (BiolineRx)ol ¢J&F), TAK-114 (SAT3 %=AA, th
At (Takeda)ell %), CyCol (AZEO]=(Sigmoid)ell <J3H), GWP-42003 (CB Z=AA, AHER IeH(GW
Pharma)ell ¢]3}), ASP3291 (MC %AA, =to]x(Drais)el 93F), GLPG0974 (FFA2 =AA, Zgaax
(Galapagos)ell 9st), ox Y RE (S1P1 =44, #HAE 2~ (Receptos)ol &Jst), ASPO15K (JAK ZA A, olx~de}
2 (Astellas)ol 9lgh), o=y det~E (PDE4 ZA A, AR (Celgene)o] 23h), ZoUAL (LE|-$-2=(Altheus)el
oFhH), 9 =ZFE (TLR9 A A, 19 &=(InDex)el 93, X2gHEEd (98 ZA(Dr Falk)/9= g~
(Lipid Tx)oll <), BEFAEIE (JAk ZAAl, slo]&xH(Pfizer)d <), ZRERME (2EZo|= ZAA, HH
(Ferring)ol o3, A8l (ZHZo|= XA4A], A&l ~(Salix)ol] oF), B 5-ASA 4A| dAdd) AXF (o
EM] 2~ (Actavis)ell ©&), 7hAL (SFEel2=(Aptalis)dll 23, oAb (etep]zo <J3h), HERAL (AFolof
(Shire)/== ol o3h), 2Lt} (Xpolofel] o), WAWFE (Afo]ofel] 9&), ofxgs (g 2o o), Fepat
(A 9)3)), Aotz (Agzd o), E A3 (9F 3o ofhHE 2@t T2 (DS A=
sl7] el Abg R/l ARE ZgAe] HATE o= FFP102 (CD40 2RAl, HAE EY=(Fast Forward)ol
o]gl), E6011 (CX3CL1 ZAA, olo]Ate]l(Eisai)ol <), PF-06480605 (3}o]Abell €gH), QBECO SSI (o] F:==
T 2AA, 7 vlo] 2 ZA~(Qu Biologics)ol ¢3F), PDA-001 (Ax] ¢3), BI 655066 (IL-12/1L-23 %A A,
| 71 (Boehringer)oll 9l3h), TNFa 7]x=°]= (TNF ZAA|, dlur~(Neovacs)ol €3F), AMG 139/MEDI-2070
(IL-12/1L-23 Z=4A|, ol~EetAlvl7t(AstraZeneca)ell ©%H), PF-04236921 (IL-6 ZA], glolzte] <J3t), H
AbEE] (B7 2AA, vl=tolA vl oAl olo] g (Biogen Idec)oll &) Al&E), AX|o} (w=o]X UCBl &) Al
), INJ-40346527 (FMS ZAA, J&Jol 938, SGX-203 (2HZEol= ZAA, ZAY2(Solgenix)el 2l3h),
CyCron (A|ZLRo|=o] €J3}), (CX507 (CCR9 %R A, ARAEZ2(ChemoCentryx)ol €3, MT1303 (S1P1 %A
A, m=rA o3) 6-MP (ElluF(Teva)oll 913F), ABT-494 (JAk A A, oFEH](Abbvie)ol] 93b), ESAEY
(JAk 27 A|, slo]zpel ©J3}), GLPG0634 (JAk A A|, Zetstarzo] o), TRK-170 (B7 Z=AAl, LZdole] ¢
), ZAZA (Smad? 2AA, AR 23), RHB-104 (A= (Redhill)el ¢3h), 2w EIR (A2 ¢
), Fu=Z3 (GE T 93, 2 AEFEE (olAEgGA|Y Tl o3 E Z3Hair).

AL 2739 (U0) 2 A% (D& A3 A AR H/Es AdE 28419 vAIgHE] d= PF-06410293
(3tolAtoll oJ8F), SAN-300 (VLA-1 =AA), Agxo] ¢3}), SAR252067 (LIGHT ZAA, AFw=3](Sanofi)ol <
8l), PF-00547659 (MACAM A A, slolxlel <Jgt), AdRul (Smad?7 ZHAl, BMSOl <), AMG 181/ MEDI-
7183 (B7 ZAA, <dAl(Angen)/ot=EgtAd|7lol 28), NEZeFH (B7 2AA, 247 (Roche)ol ), $-
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l
1 mg WA 1,000 mg, <F 1,000-2,000 mg/¥, <F 10-500

5ol w

A

e
2]

A

[e]

(mg/kg) ZA

0.1
01—
FIEERE R

o
EH)\
Fol3

mg/Y, °F 50-300 mg/Q, °F 75-200 mg/Y, = °F 100-150 mg/

20
=
ks)
[}
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upsh o, FH 9

[e]

L

R
.

Fol

W] 1,000 mg/<d, °F 10 WA 500 mg/<, °F 20 WA 500 mg/L, °F 50 WA 300 mg/Ld, °F 75 WA 200 mg/
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E

=] 60 mg/kge] FofFFe]
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Volumes 1-5,
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Fieser's Reagents for Organic Synthesis, Volumes 1-15 (John Wiley, and Sons, 1991), Rodd's Chemistry

of Carbon Compounds,
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Reactions, Volumes 1-40 (John Wiley, and Sons, 1991), March's Advanced Organic Chemistry, (John Wiley,

and Sons, 5th Edition, 2001), % Larock's Comprehensive Organic Transformations (VCH Publishers Inc.,
1989) 1ol 71A1€ dx} == 1o gulsk WMy o) A" 5 Tt

go gl Qurdon 7 AAEe] Qi W = sl BHA 8 (F So] WA, EFA, ok
BUEY, dEgeEeye (), ugEscis (W), 222¥s, W Fdos (B g2z
@), G A=, RS 5 EDE AJAG. g NHA W @ s B A1 Sl
go B84 1A, wgr sl o2 ® Et A sl faE 4 o

§ol "q.s.'E AFE )5S SN/, B Eol §AL BASNE B (5, WM BE/ FRF FS
st AL ouad

314 19 SRS WA AfE AEd 2oF ATy, Jez Bel ANE ABAE AFHE AL L3
A 20 FhR WINRORA Axd S dnh WS 12 39 led RS AT AB
5 15

a}od
WS 1
NC COOEt
OH
OoN I\ i Q\ j/COOEt OoN I\ X CN
=
/ NH, b = NP
(R‘IS) R15)/ (R1?12/ N
RS
1-a 1-d
Cl
OoN N CN
|
// N7
(GL
m R
1-e

-2 1o, e XEE 1-a 2 1-bE FEdE &) (dE S, IF 5) FToA Er (dE
Cs:C0; B)9o &4 dloll & (S 5o, ¢F 40-50T)oA ZFAA 1-c& A|Fdc}. olojx, &

=
=1,
1

=

Ry =

A4 wE3 24 (5, oF 250T) dholl E= vlolAz2go]lB ZA ol 1-d= AFANY. 1-dE FA23IAA
1-e2 AT AL 52 (2 o], ok 110-1200T)0A] d7] (S S0 g, yudoeld®dl, todold

o], DMF, DEF 5)¢ &4 3ol 2 A3gk &vf (A& 5o SZ22HA), CH,N 5) %

)
8 =31 (5, ©&d) T AFT A48 (dE =, POCls, SOCL, )5 AREsto] @A €.

whea] 2= 8eba] 2-c @ 2-d9] BFEe] WL AAEH, 71 m, R, R, R LR = 2] %

O_u

SER !
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2 1 2 1
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- / = P —_— > —
(R / ®e T N @5 L N
5 5
1-e R’ 2a R
RZ R‘\ R2N R1
O,N N CN HeN N XN
| L.
SN adh
NC 25
R5
2b 2d
HHS-2) 2014, 1-eEs B A WEH X3 27 slol 947] (dE 9, NEt; 5)9 EA4 sloll € 52 (4
£ 5o, 1500)01A A op¥ls WA 2-aE $EVT. R W/EE R 7} Aokwsl st 19 shgEe
2-a% v (& B0}, ek, YA, 78 5)9 &4 sl e AldstA (dE £, CuCN, Zn((N), &)
o} Hke A o7 AFHLt. olojx, FFE 2-¢ E 2-dE FTE 2-a TE 2-b 474 YER 79 Y (9
£ E0°], Fe, SnCl, & AR&)el o3l AlzHt.
WA 38 BEE 3-d L 3-e2] IS AAGH, o714 R'E 2o Aol e} g},
il B!
1. HC=CMgBr
H 0 NaBD4 D OH MnOz D 0 2. ACZO \T/OAC
R4 R4 R4 R4
3-a 3-b 3¢ 3d
1. HCECMgBr
% H OAc
R4
3-e
HhS-2) 39l A, $443) 3-cE HFSA AE LU= 3-aE FHEol=-gf A (5 Eo], NaBD)=E

olo]A 3-bE EF A3 2 (d=
Yby0; %) 3ol AS3=

(Grignard) 9} Wk&A]7]aL, o]
2
_]

==

E0], MnO», Fex0;, Ni0O, CuO, Zn0, ZrOs,
AF = 3-c2 AslA 7o
A AR dES 97 (dE
ER ol iozy
ojoj A A7g

2 #5980, 3E 3-e& A3sH

=
Hh-g-A17]aL, H EE2S oHERT

WS 4t B9H 4-be] AFeA HEE o= HEel G4 AAGE, 74 Lgt
Ao Aelg msh g,
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[0532] WS 4
z3 i
| |
NH, ——— N3
4-a 4-b
7% LgX %3 %3
OH Lg N3
4-c 4-d 4-b
[0533]
[0534] W22 4ol A, AdtetA A ofnl 4-aZ tlolx AA (o]B So], ojnuE-1-4xd oA FEzZze}
olE)E Husle] ASEE 4-bE A F3Th, UgHo R 4-hE I =E2A RO|EE HEE oler] (Lg) (4
S 59, TsO-, MsO-, NsO-, TfO- 5)& HAFA|7]3L, o]ojA] o=z ;A XFAH o 2N &dF 4-cZHEH 2
AR F59 4 9
[0535] WreA] 5 B8ta] 5-co] F7hA| BFEHEe] WS AAEY, o7)H R SZola, 7 & Bee] AHolw e}
Fas=Ny
[0536] WS4 5
O-R%
— ZS 23
O RSO |
z°8 5 N
' —
N N
8 %. =0
4-b 5-c
[0537] .
[0538] WS4 5o, A @ EdjolE 5bi EFE 1,3-%4TA nlsA 248 AEet] 4-bE 5-as) WS
N7 oz SR, oY 5-b2 RE FEHY BHE 27 (B So], 24 ) o] ALa= o=
5-c®E H3A I},
[0539] ‘&%@‘ 6 ahata) 19 oA Hel gatEe] Autd #ge AAEH, o714 2, m, R, R, R, R 2R = 24
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[0540] WA 6

X
R2 R! \\(OAC
\N/

R4
1. 3-d == 3-e
23
T
2. Ny
4-b
\\\/OAC
R4
o] AA 9 £
3-d (£= 3-e)
71% N-€¢Z43
z3 28
[ \
N3 N
4-b N,
_—— N

[0541]
[0542] g2l goll A | 3182 6-c9] 3gHES ol 2-dE 3-d (EE 3-e)&E N-LZ3A 7)1, o]ojX EF 1,3-8=AF
a2yt 27 st ofA = 4-be} A mElFAIF o 2N AFTE 4 vk, 33 6-a9] o|dAAE Flst
o g}g] 6-be FFES AT A XFE 7Y EH/EE Ve (dE B9, 718 A2nEOHY, 243
)& AR " £ v, gikd ez, g8k 6-be] FFES JE FE FE (dE B9,
[Cu(CHsCN)41PFs, CuOTf - #WlAl, Cu(OAc),, =& Cu(DI 5, 7]1F = 71A)E AFLEe] 2-dE 3-d (&= 3-
e)Z2 ALl dAANAGH N-dAsA o =2HN AFd 4 Ak, ZAFS 9hE 21 L AFHd 7E g/
ZEO FFoa FrolE = 9t} (dE So], 3 [Detz, et al. Angew. Chem. Int. Ed. 2008, 47, 3777-
3780] #x). BHE 6-cE BT 1,3-%=AF gyt 237 sl oA E 4-bot HEAA FFE 6-bE AT
). 6-c IFEE 4-b9 HUF Aol dEHAY deEA &S 4 .
[0543] W] 7o oWl W B & W&y Al ol shsta [o] satEe] oty @S AAEH, 474 7,
m R, R, R, R, R 2R = 2 Aojg npe} 2o},
[0544] kg2 7
RZ _R' Rifo RZ _R! RZ _R!
N7
HN |\ N ~CN H RIN |\ NN BiMg—R*  RE N, ACN
4 e~ 7-a 4 e~ 7-c > /
(R15)/ (R15)m/ (R15 /
R5
2-d 7-b |
R“\fo
H
7-d
Z3
2 1 2 1 \ RZ _R'
RIVR N < n RIG-R %3 N’N\ H N*
/N\\CN MgBr\\(N\\CN N; 5 Nl\\CN
| R4
% / R* P a NS 4-b Z N/
(R15)/ (R15)m/ N (R‘5>/
R
7-e 7-f 7-g
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B 72 AR F Y. 4R, B 1 EE
A (g 5o, 71 Azrkeady), 4493 $)2 A8

W) 8 Bheka 19 SeEel ® ohE ok Awd F4e AN, 4714 m, R, R, R, R R 2R
o ol Ao ke Z
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2 1 RL _R!
R .R R:’\\rLg H N
3
H,N e CN R RYN XN CN
/l/ = 8 R4 /l/ ~
-a N
R™)r N R™)
RS RS
|
2d
R3\|¢o
R4
8-b
RY .R!
RS N CN

(R15) =
8-c

W2 8ellA], ofbwl 2-dE XA Ak 23 stoll AHEA X E 8-a (o714 Lge A@E o], g &
ghol= (5 E50], EF0E, SRR, HEL, ofo]ex)9)e WhEAZIMY, E= 719 A4 stel 24dstd
HF (T o], AcO-, T0-, T0-, NsO- 5)2 WAA, 3hsh4 1] B AT AT}, ojgrgom, opu
4% AT 8b%} WMEAA 8-cF ATHAL, T FHAOR BANA A3 19 HFBL ATV, FHIY
[9] o] dAAS Hale F+ 712 #E/idl 23 (dE 50, 7149 A=nEady, 243t 5)& AHSst
LY
/Kl}\‘lqﬂ

gatr] elsl gk, vlERore] $4e] vleAs, 8t
A 7lsel 1 Zles dEkd Ao, mebM 1) A

[e)
4 4 e AXslor @k, e, BY Jl&eke] Bae] 7&A
k=t o

e
=
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2
NS
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[0553] ofo] Wl FEAfeo E5
ofo] 2wl
°C A 2=
g ohAg
aq. 54
ATP obdl| =l B E2v]o] B
BOC tert-F-E A 7210
br uo
BSA 294 ARA
Cbz FrEEA A
COoD Al gzl
COPD W T34 B A
Cp Agzger ey
d oAl
ThABLE L4-C] op AN A 2 2 [2.22] 58
DBU 1,8-T] o} 4] A] 2 2 [5.4.0]8 1] 2=-7-41
DCE Tz 2o el
DCM Sk 1)
e o)A o T4
DEF N,N-T] ol & 3 Fo}u] =
DNIE gHg EFoln =
DMSO HdEEA =
dppf 11-8] 250 o 23 o) 24
dt o] A4t
DTT EEEREE e
ECso Rl le R el g
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EGFR 39 A4 /A FEA

eq T

ES/MS A7) A =S
Et e

FBS glo} 4 97

g 1

HEPES 2-[4-(2-3]| = Al ol &) 9] | 2} -1- B Jol 5 354k
HPLC AR I R R e o
hr A7+

Hz 2=

IBD HeA T A

i-pr ol AR

J 7159 4 (MHz)

Kg/kg A=z

LCMS NA Azt - AF EFSHH
LPS g LA FHeol &

M =E5E

m L= Aol

M+ e

M+H+ A% 93 H8t] £4
Me ug

mg i

MHz v 78| 22

min K

ml/mL W EH

mM L ETE

mmol 2| &
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TC B o272 R Ao =
TEA Ed o ggopdl

Tf EyZReadasyy
TFA E| EF 0 ol Bl
THF HEZsC2Eg

Tpl-2 oF A8 A2
TR-FRET A ZEAEE] & oy A A
Ts EA

4 5}5t4] o] (ppm)

pL/ vlo] A2 ]

uM who] AR EHE

FHA

Cl Cs,CO3, DMF k
DNF & 2-FR2Z-4-UERoldd (1 3%), (D)-oE 2-Alof-3-cFA|oladHolE (1.3 T&F) H Cs0;
(1.3 B39 EFES 45ToA WA 7hdaialet. A2or WA &, EFES = Flrk. F49 1
AE o3tstar, =2 AHsta, AxAA FA e AAZA F5ESlen, o F& Al F7F Al

gle] Abgatalnt.

' NMR (DMSO-ds, 300 MHz): & 11.28 (d, J = 12.9 Hz, 1H), 8.84 (d, J = 12.9 Hz, 1H), 8.42 (d, J =

Hz, 1H), 8.26-8.22 (m, 1H), 8.02 (d, J = 9.3 Hz, 1H), 4.27 (q, J = 7.2 Hz, 2H), 1.27 (t, J = 7.2 Hz,
3H).

SERRH-UER4-5-1,4-TFE2F=2-3-72RUEZ ] A

0 (0] 0]
/N i ° ,I\|l+ /N
N2 A dEE, 250C o | Z
a H
0" o ”
K Cl
A4 st gud oHZ 5 (2)-dE 3-((2-F2Z24-YEZ¥d)olu|=)-2-Ao} = ﬂﬂ do|Ee e NS 7}
g WE W 2 F Stoll 24A17F 5ot 3R sholl JMEsith. Ao ® WAzl & ukg E3MES it X
3, 22X Fk wwkekglth %@%%ﬂﬂﬂl,%H?HKE%@&BEZﬂHWﬁMiilﬂﬁ%%%hﬂl

' NYR (DMSO-ds, 300 MHz): & 12.86 (br s, 1H), 8.73-8.71 (m, 3H).
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4,8-tF22-6-HERZFEU-3-7t2RYEZH ] A

o o i ¢l 0 cl _N
o P +
_O,N+ Z" c—b-Cl N 7
| _o _
N DMF, 115°C N
a H Ci

HhA) ZkEeksith. 2 Fe 89S A2ow YA YA, TEFe POCI;S AASIY Y. JHES DM SO
2 AIHSIAL, NaS0y ol AZRAIFHTE. £98 oJysta, sFAA = A=

2 FEAGAT. ARES #2 L EOACE AAse] TA RFES 24 nAZA FEHAT.

|
o
=z,
=
S
f=)
o2
&

' MR (DMSO-ds, 300 MHz): & 9.50 (s, 1H), 8.98 (d, J = 2.4 Hz, 1H), 8.89 (d, J = 2.4 Hz, 1H).

Aol G otAlEH o] E

1-(6-ZF 298 d-3-Y) T2 T -2-2]-1-Y oA H|o|E: 6-ZF22YAHLH 3= (300 mg, 2.40 mmol)= THF

(15 mL) Fell &3fA171aL, 0C= @E‘ﬁit}. Eldul g BEulol= (THF % 0.5 M, 5.76 mL, 2.88 mmol)

E HAs] #Hrtstar, AAAE e 307 ¢ AWEHEE kil oJojA], ofMEA F4E (0.45 mL, 4.80

mmol)S FA7bsta, ¥ 25 AAst, vk EFES AdLom 27 AA JfHESE k. 9 g

S ¥3F 4 NILCL (5 mb)e H7bel o8] AAsa, & (5 mL)ol %ar, EtOAc (3 x 15 mL)E FE33T}.
lg_

1

gt 771 S dF (10 nb) 2 AFEI, NgS0, AollA HdxA713n, FFAAY. = AFES 94 A=0
Eady (&89 EtOAc / Fibdll o3l AAste] 54 BYES F5350.
% OAc J\ % OAc
Z ! =
HN N
Cs,CO.
g 2 3 Y 5

1-(1-24-1,2-t3| =20 A A -5-Y)ETE IT-2-21-1-Y o}AHo]E (200 mg, 0.83 mmol)S DMF (2 mL) =
. ERARAIE (405 mg, 1.2 mmol) @ 2-o}o] QI =

g7 & 23 (211 mg, 1.2 mmol)S #H7bsbar, e &3
S F9 ®B207] el 25ToA vl wukskdr, dhg E3ES & (3 mL)ol FaL, EtOAc (3 x 5 nb)E F&
Atk f71 FE MgS0y AelA HFRAIZIA, oHstal, sFA7|al, Ayt A ARviEody (S8

ey
EtOAc / #2b)el 9d] gAstd N-<443 AHES 5313 F 53 G443 TREFZS ol 1-L4-
4

o
1,2-tj3| ERo| ad|5d-5-7t2R g3 = i3] TdT F A,

o7)d oA HOlE FAS 913 AAl L=

S EYFH-GEF =-a-D: 6-FFLRUIARLHI| = (1.14 g, 9.11 mmol)E 22014 MeOH (8 mL) &
ARG, oo, NaBD, (458 mg, 10.9 mmol)E wd FFomA Hrfsta, wkg T3S 20 FoF uwwk
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SRk, ¥k ERES B (5 al)E ZAAYHA AAS I, EtOAc (3 x 15 mL)E FE35T. &3 77 55
A4 (5 mL)2 MAHZFIL, MgS0, ol AXAI7IAL, FFAA £ 4EF& F5318oH, ol& F7F AA flo] At
L3k, = 4F

S DCM (40 mL) ol AEsNA 7oL, 2bsbd7hg=(1V) (19.9 g, 281 mmol)E A-2oA 7}
WS E3ES DM 2 EtOAcE A AglolEe] H=g 53] oJ7sitl. o]ojA, o
Z

F, 08 £
BEAA Ok 056 T4 EUS 2 B4 A4EE S5

2-o} M| el -3-2 o] A0 EH-4-7tEH A H S| = 3-2 40| A20EH-4-7t2H LH S| = (300 mg, 1.86 mmol)E /‘a]
oA THF (5 mL) Fo] &HAAT. oM EAF F4= (0.53 mL, 5.59 mmol) = DMAP (45 mg, 0.37 mmol)E
Zbsta, ¥kS EFES WAl W & S ¥3F 4 NILCL (3 mL)e] M7l o8] AAsar,

(3 mL)ell ¥, EtOAc (3 x 8 mL)E F&3tdtt. &3 f7] A4S A5 (5 ml)E AFHska, MgS0, AellA Ax
, EEAAY. 2 AFRES ZHg azutEadn (£ EtOAc / XD o) AASIe] EA A

ﬂﬂﬂ ot rfo

£
oo
m{n
il
Hﬁl ©

el 2-((tert-F-EA7I2Rd)olr| )= [d]Elo}E-7-7t2 5 A o] E: dE 2-oln| =l [d]E|o}&-7-7}2
A o]E (300 mg, 1.35 mmol), T-tert-58 T2 R U|]E (0.34 nL, 1.49 mmol) 2 DMAP (181 mg, 1.49

mmol)E DCM (10 mL) Foll &3fAI7]a, A2olA 3AI7F F<t wRkelgit).  o]ojA], whg E3HES & (10 ml)d
i, DCM (2 x 20mL) o2 FE35tE. 3 {7 FEES NgS0, AolA dzA7|a, FFA7a, S84 A
ZotEdegs) (&2 EtOAc / ab)el os) AAste] B2 YPBS S5

tert-F8 (7-(3|=EAHE )W E[d]Elo}E-2-L)7t2lHo] E: od 2-((tert-F-HA|7I2 1R d) ol =)Wl 2 [d]
E]o}Z-7-7}2 B A ]E (204 mg, 0.63 mmol)E THF (7 mL) ol &3A7]12, 0CE TETE.  LiAlH, (72
mg, 1.90 mmol)E Z&H 2y g 2

A7psta, W EFEES 90w 5o AWEHEE k. Wb EFES 0TCAA =
(5 M2 FA~gA AAsa, EtOAc (3 x 8 mL)E FEsIFc. &3 F7] A4S 95 B mL)E A Hstar,
MgS0, “doll Al AZRA7Ia, 5FAIA 54 AHES F53%2H, o5 F7 A glo] AFEstatt.

tert-58 (7-E=2EHIE[d]E|o}E-2-A)7I2rH o] E: tert-HE (7-(F=EAvE ) A Z[d]E]o}&-2-Y )7L =n}
HolE (177 mg, 0.63 mmol)E DCM (5 mL) ol &alAZ] %, dl2=-vt2 € (Dess-Martin) Holo] STt (321
mg, 0.76 mmol)<S Ao HrlstHct. 308 &, wb X3} A4 NaoS0; (3 mL) 9] H7bel ol AH
3L, 5% FoF A™S| wuketE.  oJojA | whe EFES E3I A NallCO; (5 mL)ol &1, EtOAc (3 x 15
nL)E FE39t. &3 57 A4S 95 (6 nb)E AFSta, MgS0, AollA AxA71, FHAA 55 4ds

FEsgon, o %7k 44l glol AHgatanh.

ol

&
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[0587]

[0588]
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[0590]

[0591]

[0592]

[0593]

[0594]
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Br Ox
n-BuLi, DMF
—N

—N

O O

2-mE-1-2 Aol A5 -4-7t2B A3 =: THF (3 nl) & 4-B2R-2-wdo]2Ed-1-2 (200mg, 0.89

mmol) e &Hol| -78C|A] n-BuLi (0.78 mL, 1.95 mmol)ZS FH7}sFtl. 308 2, DMF (0.273 mL, 3.57 mmol)
2 gdof Hrieck. 1Az7F F, dbSES e, EtOAcE X Etar, AR AFHSAY. f] 5
FUNUEF A AxATIR, sF5AFHT. ARES At A oA ZzRvtEay (£29: EtOAc/?)
2Bell o9& AAsIe] & / MeC(NeZHRE 9 FAAZ & HAES F531%0.

O\ O\ O\

2 | 37% HCI a | 60% NaH N/ I

Na HN Mel -

cl o O

1-H€-6-22-1,6-0)3| =29 g U-3-7) 2B 405 =

% HCL (3 mb) ¥ 6-FERE-2-dEyzddds|= (1.0
g, 6.43 mmol)o] &NE 90TC=E WA 7Fdskgink.  ol& WZA7lar, W (20 nl)ol F-Avk.  o3etar, E

o AEARY. F7h A4l glol Aest,

DMF & 6-24-1,6-03 =23 gd-3-7}2 823 = (300 mg, 2.19 mmol)e] e+
EH (96 mg, 2.4 mmol)E H71slt. ofo]loEHEr (0.15 mL, 2.4 mmol)ES FErHo] Hrtsh

A7kstsieh. elol A,
O1F WA wWEATH. EtOAE M, AFE AXAAL. f7] F& ARAAN L, BHEARDG. F 4

A glel AHgataint.

(6] O

-~
SeO2 N
g 7

N 12-g8=z=2d4, 170 °C

7

0]

3-HEH-4-24-3 4-Ts EEAUYEHU-8-7t28dd s =: 1,2-t)F=22dA (1270 mg, 9 mmol) = 3,8-tHEF
Y9 -4(3H)-= (300 mg, 2 mmol) (3 [Organic and Biomolecular Chemistry, 2011 , vol. 9, No. 17 bp.
6089 - 6099]9 ulz} Alzw) L oAzt E (955 mg, 9 mmol)e] HENS 170C=E WA 7FE3itt. 7]
TS NMgS0, dollAl Al 71a, odsta, sF5A71a, A7 2 A2efEadd] (89 EtOAc / Fibed ¢
3 AAste] 74 SFES 53U

A6 ol

HCl1

H;N

(2,2-tiWglsz 2381 1-d2)e}ql HCl: LiAlDs (252 mg, 6.02 mmol)E ALo)A Et,0 (10 mL) ZFo] HEeAZ T},

oloj A, Eg el EVEY (0.67 ml, 6.02 mmol)S 3F u|wre] &

£}
T2 §X5EA Et.0 (6 nl) F £No
=24 e Hrbekelc. 307 ¥, ¥ E£ES V1A LAo]l HE WA

D

1% 2o 242U A8 Ao
M AAsEY. oo, 3 4 Z4(Rochelle) & €9 (50 mL)S H7lsta, AAHHE &AS 243 &<
Ags] wukaldrt.  olold, A& ®Es:, F3S Et0 B x 30 nl)E FESY. T 7] 4 95

(15 L) & AlFakar, NgSOy dellA AxAl7lar, ofsigict.  oH=Z F AHE §Ho] HCl (edH=2 5 1.0M,
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15 mL, 15 mmol)& H7Fek §-, M=ol FAE HCl1 A2 ozl o8 a3t

R)-1-dAd =2 F-1-0}-d7

AvtEllman) EZE 3 (S)-(-)-2-WE-2-Z2@Edoln = (862 mg, 7.12 mmol)E DM (15 mL) ol %%HA]
ZtF.  PPTS (81 mg, 0.32 mmol), MgSO, (3.89 g, 32.3 mmol)ol] o]ojA HEZLH 3 =-dE Hrlst, AAE &=
AeolA 4AZE B WAHES sgich, W EFES DMOR AFUA Azte|=E Ea of st
, U4 AErtEYY (§2]19: Et0Ac / i)l 8 FAEY H4 AHES F5I.

G4 2 sdolvlde]l M7 X THF (2 ml) 5 fdo2A9 oEHZutol=-d5 (1.00 g, 8.77

oh
> o

off
:ﬁ

M

SR O =T R T
- %4

il

ofk

mol)E A% THF (7 nL) & nl2ul4 B3 (426 mg, 17.5 mmol)e] e HArlslar, ALo|x 247k <k
Wk, g 9 waAle gl auE Al A4S A4S, THF 5 EtMgBr-d5e] th=F 1.0M &4
TE35t9th.  EtMgBr-d5 (THF % 1.0M, 7.2 mL, 7.2mmol)E DCM (10 mL) = <¥o]%l (752 mg, 3.58 mmol)<]
golo] 78Tl Abakgith, —78TAM A Bk WG F, W EFES v Aeom eHEs &
) S W8ES 3t 4 NILCL (5 mL)2] #H7tell o) AAsta, & (5 mL)ol %31, EtOAc (3 x 30 mL)
2 FEeTh. 3 f7] A4S 95 (156 mL)E AlFska, NgS0, Aelld AxA7 L, EAZAT. = AFE
S Z ARvtEaHY ({9 EtOAc / Axbol &l FAste] =3 HAPES F53 T

Bz AA: E9% 272 (451 mg, 1.84 mmol)S A-2olA] MeOH (0.9mL) Zol %611/\1%}1:}. HCI (H]$4F 5 4.0M,
0.92 mL, 3.69 mmol)<& H7}elar, §MS 308 Bk wwrelgitt. ¥R EIES Et,0 (20 nL)E 3|Asta, A

AR HAZE ool o8] SHste] BA RS H FomA FEHT,

(IR, 2R)-2-((S)-olr] = (H ) HEHAI FRZ 2RI 2H U EY

oMz ZREZ2 A2 RUEDY: Hua F2eo)= (10.0 g, 64.7 mmol) 2 DABCO (7.26 g, 64.7 mmol)Z
A2 A THF (200 mL) 2 DMSO (50 mL) ol &3|Al71aL, 30 5<F wwkslgith.  ©]ojA], Na,CO; (10.3 g,

97.0 mmol) % olmURYEY (8.48 nL, 129.4 mmol)S }ﬂi AN ESES 90TCE WA 714 stsivt.
HhS 8 ES X3 A NH4C1 (40 mL)9] FH7bel o&) AAsa, & (20 mL)o] 31, EtOAc (3 x 150 mL)&E
=3tk & f§7) S 99 (40 mb)E AFEL, MgS0, FollA AxA7Ia, sHFAIFHT. & IReEs &
R4 AzvEgY (F2]9: EtOAc / Aol o8] HA|ste] E 2—_1}_%1/\1% st RyEd (5,91

g, 53%) R AA-2-WlE2dANFEIRRTIERUE-L S EA o, % e o L) e B e A

(R)-N-(((1S,28)-2-A ot A ERz e d) (dd)MEd)-2-Md Z2f-2-sdoln = 2 (R)-N-(((IR,2R)-2-A]o}
wAZEEZR)(FE)MEd)-2-mE 2 -2-gdolu = ZAH] ERX-2-HXIAESEIZATIEHUEY
(1.00 g, 5.84 mmol), (R)-(+)-2-We-2-Z 2y <LWoln]= (2.12 g, 17.5 mmol) Z EEFE(IV) EA= (7.35
mL, 35.1 mmol)& &3}a, 85CE 3A1ZF 9k 71439y, Hbe B Heoz Wz I3, EtOAc (100
mL)oll o]ojA & (5 mL)= f‘fl“;}ﬁ 30 ) %JXJ%% o] ol o3 AAsIL, o
H}Es 4= AFsta, 1%5} (&2 EtOAc / Aol oz A
Alste]  (R)-N-(((1R,2R)-2- A] oAl E -2-Edohr= g (R)-N-(((1S,29)-

r-lu:
ot o
o
k|
T
4 i
.
S
ol
32
kY

ltl BN
Qi
Tz
i
o
el
o = K
jL
LAJ
fetl
-}
1-m

HU ;“.: 4

r# o
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o AL AA RN FESAE,

ﬂlﬂl
N

Aot AEFZ 2 d) (Hd)WEd)-2-HE L2 g-2-s ol =5
(R)-N-((S)-((1R,2R)-2-Ao}=A 2z 2 ) (dd)E)-2-We T2 g¢-2-sFolu|=:  (R)-N-(((IR,2R)-2-A]o}
EAERZr2 ) (dd)vEd)-2-HE 2 23-2-&Holu| = (250 mg, 0.91 mmol)E THF S &3)A]7]aL, -78T
2 qHE9lvh. NaBH, (70.0 mg, 1.85 mmol)E& @ FEOo=A Hrlsta, v EFES 20w WM /e
FHEE . AL =g A 9 YEES E 2 al)E AASI, EtOAc (3 x 8 mL) =

_%‘
7] e A5 (5 al)E AHSIL, NS0, B AEAIL, EHEAAG. = AFEL E
g
13|
=4

(¢3

g (&N EtOAc / Fabol & AAlsle]l (R)-N-((R)-((1R,2R)-2-Alo} = A EF2Z 22 ) (¥
2y-2-Aoh = (56 mg, 22%) D (R)-N-((S)-((IR,2R)-2-Ao}=A| S22 9)(Fd)
2-=Wolu =8 F% ALYl AARA 5T

(IR, 2R)-2-((S)-oh (A D HEH A ZFR T2 FI2 R EH !
(R)-N-((S)-((IR,2R)-2-Alol =N S22 ) (dd ) e )-2-wEd Z 2 d-2-<Folr| = (143 mg, 0.52 mmol)E 2
2ol 4 MeOH (0.5mL) =l &aiAZ k. HCl (Y24t = 4.0M, 0.26 mL, 1.04 mmol)& H7lsla, &AE 308

&
Bk WA, WE EFES L0 (20 ab)E AN, AH AARE ol o FHsel 21 44

R84

P

O

HoN

1-222-2-AF2 X2 ZA-3-UE2dAl: THF (10 mnL) 5 Nal (ndE ¢ N

mmol)e] &olo ANF2ZEEF 4F (0.35 mL, 5.58 mmol)S HAH3| H7bslgdck., 158 %<k wwks & 1-F=
2--FF e R-3-HERAL (700 mg, 3.99 mmol)S FH7Fsta, APE &S 75CER 1A Ft 7HE

e 3389 deog WAAZ|Z, & (5 mL)Z A, EtOAc (3 x 156 mL) & FZ3Act. &3 #7] 4
A+ (5 mL)E AFFIL, MgS0s oA AE:A7I, FHAHL. = AFES Z (

EtOAc / FAibel od] At H4 AFES F53AUTt.

3ERR-2-AEFRIZZAoldY: [-FRZ-2-A|FZIZZEZA-3-UEZ WA (420 mg, 1.97 mmol)S AL0]A
EtOH (8 mL) Zol &aAIFH . o]ofa], A (549 mg, 9.83 mmol), CaCl, (327 mg, 2.95 mmol) ¥ & (1 mL)S
Arbeta, AdE TEES T5CE 3ARE B/t St LAES MeOH B EtOAc® AlH st of el ofs)
AASL, AFES FFA S, EtOAc (100 mL) o ALHAAT. F7] A& 3} 44 NalCO; (2 x 20

mL), 94 (20 mL)E AASFa, MgS0, AolA] AZA L, B2AA AHES FS3190H, o2 271 AA 9

ol w8 obx=e] 44

0 e AN o
SIS B L
OH o OH
NH, Ng

KQCO::,, CUSO4
MeOH

3-(olm =d 8 ) A E-3-2 (50 mg, 0.49 mmol)S WEHS (1.0 nL) = 1H-ov|tE-1-£Xd oA = J|==2F
2#}ol= (129.5 mg, 0.62 mmol), EMFZFE (136 mg, 0.99 mmol), L ZATE|(I1) 543% (12.3 mg, 0.049
mmol)e] @ENoll 745G, A E3ES Aol 16412 St wwketar, 2 (Click) 343F (AAld 4)°]
A7 glo] AF&sgtt. #Z: E. D. Goddard, et al., Org. Lett., 2007, p. 3797.
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[0615]
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[0621]

[0622]
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el d-EelolE oejs =

N
Cbz chz o o/
N _TsCl NaNs, DMF =

Q SRR Q o\ N
90°C N\\%/
Ng ’
o__

OH OTs Cu, sat. aq.CuSQO,
THF d
1 2 3 4
Cbz 7
N
HClyq Q
[ N’N
THF N‘Z/
=0
5
WA 4-(BASA) T d-1-7h 2 E Ao E (2)
WA 4-3l =2 gd-1-7t2E8 Aol E (1) (17.2 g, 73.1 mmol) % p-EFdExd F2ao]l= (15.3 g,
80.4 mmol)E T (50 mL) Foll &3 7]ar, A-2olA wwrelgict. 23A1F £, FHdS 7S shel AAS
3, FFES EtOAc (300 mL) Fof &3AIAY. F7] AS & (2 x 150 mL) ¥ ¥3} A3 2E (100 mL) o2
AR, FAUEF oA 227, Llg A3t sl AASYY. AFREBS T4 a=ntEade (&
ol ol MO / Mz AT, BAEE BRIE LAS YHn, BUE B sl AN
W4 4-(BASA) AR E- 1t 2R A0 E (2)F F5e3it).
WA 4ok w3 e ¥-1-7t2 R A o] E (3)

S ESIUER (2.48 g, 38.2 mmol)= UHWEXEFoH = (100 mL) & WA 4-(EAZAD) I d-1-7t2 54
°|E (2) (12.4 g, 31.8 mmol)9] &4l H7lalict. EFEE 90TCelA 307 & 7Hgadivt. =FES 9
ZFA1 713, oEl olAE|e]E (250 mL)= 3]A3tal, & (2 x 15 ml), 5% A4 d38FE (10 mb) 2 ¥9< (10 m
DE AFET.  f§7] A& SMUER JolA dAxA71aL, 5% (AXHEF sAe o)A 54 545
F5IGT. EE EAS $5 dAd AREEith.

W 4-(4-(Ho SA M E)-10-1,2,3-EgotE-1-d) J o g d-1-7t=2 54 ol E (4)

T8 &% (2.0 g, 31.5 mmol)& EIEZI=ZFF (100 mL) T WE 4-oA =y HEd-1-7I 252 E (3)
(8.2 g, 31.5 mmol), 3,3-T]o|BEA|ZZ52-1-Q] (4.44 g, 34.6 mmol) 2 23} AT (I1) & (8 mL)o| H7}
shaitk.  17A17F 3, E3ES AdgolEe] HEg S AHaigivt. &uwiE Ay stel AlAS A, AFES
g olAlEo]E (200 mL)ell HFu. 7] AS A4 (3x100 nL) 2 AlFH s, FAUEF AAM dxA7L, F
AT, FFES At A oA ZHUd AEetEady (89 oE ofMHelE / #ih=
Aselty.  AAES dfHste BIS Fsta, &WE 2 st AASH wE 4-(4-(H SA W E)-1H-
1,2,3-Egjo&E-1-) A g d-1-7tl2 R A Yo E (4)& F533UT}.

WEd 4-(4-E2E-11-1,2,3-Eglol&-1-d) A H g d-1-Jt2 5 o] E (5)

T G4 M, 2.2 0L, 2.2 mol)S HEZHSEZ2FE (4 nl) 2 E (2 L) T W8 4-U-(Hol SA WL )-
1H-1,2,3-Egot&-1-) v d-1-7t2 54 o] E (4) (429 mg, 1.1 mmol)e] &Nl H7bskdct. f7] &)
2 718 ol AABAT. FA EFES oMMEYEY (2 nl)E Astal, A0 A st

tert-5-8 3-¥X 294 7-t5| =2 E | x[2,3-c]H A H-6(CH)-7IE2EA o] E

OH \-d
SN HATU, DIPEA, DMF o WP i
=, =
8 MeONHMe HCI 0
BocN BocN

N N-TJo] 2 hodolyl (1.53 L, 8.82 mmol)s THMIEXFCIHE=E (15 ml) T 6-(tert-F-SA|7FE2Rd)-
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4,5,6,7-H EZs| =2E o= [2,3~c]¥ 2 Hd-3-7)2 542k (1.00 g, 3.53 mmol) ¥ N-[(tld&o}m])-1H-1,2,3~
EgjolE=2-[4,5-b] T d-1-dd A |-N 1 uﬂ% il FAEFLREIAFHOE N-FAI= (1.62 g, 4.24
mmol) 2] &No H7}st). 28 & N,O0-yHE3=2dolrl sl=2F2eto]= (413 mg, 4.24 mmol)ES #H7}sh
Ak, 16A17F -, HESES old ofAMHCE (75 mL)E 4“6}1, E (2 x 25 ml), X3} A3dREE (2 x 25

) R A (5l ARSI, 71 A& FAIEF FAM AzAAE, $9E 49 sl AAsNA.
AFES B4 AZETAN (0-1008 D oblHelE / @bz Aesglt. AYTL TR TS
shat, gulE A sol AAsk] tert-#9 3-(BA (M) T2 )4, 7-T] 3] = ¥ o] 2, 3-c] 9] 2] 1-

Fha, &
=

o}
= H
6(5H)-7tER A Yo ES SE519).

A4 DIBAL, THF
N . o)
= 0O -78°C
BocN BocN

HESSELFd 3 to|APYATui slugol=e] §o (4.42 nl, 1.0 M, 4.42 mol)S HEF =2 F e
(20 ml) F tert-%€ 3-(WEA (W) FFEE D)4, 7-1) 5] ERE] ol = [2,3-c] 3] 2] R-6(5H)-FF = B A el o] =

(1.03 g, 3.15 mmol)®] &Ae] of= o] #9)7] alell -78TColA A7talqlvh. -78TollA 5AIZF 5, Whg-o] 40%
AAHAT. HEHEEFTE F yolaREdFy dl=gte]=9o &9 (3.15ml, 1.0 M, 3.15 mmol)° 7}
k. 308 F, WSES -78TColA Ed FIUEE (20 mL)oE AAsa, Ao JleHEE 3T
7] A4S = (20 mL) 2 olE obAHOlE (75 ml) 9t I st (Ao FAHEE I WF (2N, 5
L& F7betal, aAE AdpolES] H=E F3 o o3 AASUY. {71 FE xs) % B ESR (25
mL) R A5 (25 nb)E AHEIGT. 7] S U EF Aol AxA7A, sHAFTY. AREs U4
ARvtEIHT (0-50% o oHAHCIE / bR Ak, AES @%—é}t— H8s Fsta, &vis 7
oF sfoll AABL] tert-5-9 3-¥£ 294 7-t]| =2E o =[2 3-c] 9 H-6(5H)-7tER AP o|ES F533th

shete AAle

Ao 1 Az} 1

H
O,N (con  HedEerd Fe, CaCly, EtOH
NEt,, i-PrOH OoN xCN
— —_—
N 150 °C N7
cl

OAc

|

X Oﬁ\?o

j/ Z o ] Pk N NP
HN i N“>F PR

HzN CN Cu(l)l, MeOH, rt

A/

ii. tert-F- & -o} x| =
Cl

-FrE2-4-( ool )-6-UERFAEH-3-FIEHYUEY: o|L-Z2HE (4 nl) F ,8 q3ii—6—wzi
AEH-3-7I2RYEH (615 mg, 2.29 mmol), uleFMEoldl (220 mg, 0.25 mmol) H
2.75 mmol)& mlolAE Yol =7 ol 150TColA 458 Fot 7tGEFrt. W E
< #H7retan, AAEE AAES oA 5 FHUT. 2 AES F5 DA

ES/MS 319.1 ().

ol213k W3lo] 3l theby ¥hE ZH: o]A-ZTEFE (60 nl) F 4,8-UFEE2-6-UERIEH-3-JI2ERYEZ
(3000 mg, 11.2 mmol), Wl e}yl (1073 mg, 12.3 mmol) = EFo|=o}dl (1246 mg, 12.3 mmol)< 80T ol A
4N ZF FF THEEIS Y. RESES A2oR YZAAAT., fulE AAS, = 9 APES AFIF A Al

A AzvtEady] (8219 EtOAc / Fb)dll ofsl] GAlste] BEES F58H.
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ES/MS () 319.1.

6ol -8-EF 22 4-(M o] ) F5H-3-Ft 2R Y E SR EZ-A-(H oo )-6-HERZ 5 -3-
FFE2RYUEZ (699 mg, 2.2 mmol), I31Z< (483.6 mg, 3.28 mmol) A B2 (612.3 mg, 10.96 mmol)S ol
< (22 L) / & (2.2 mL) Tl 60TA 1A &<t 7} B ARo® WA, IAE
ol oz A AT, IAE EtOAcE AlF st | FTEUESR &9, dF=E A,
FAUEF dolA A=Azt ARsta, BE A ES A =S F5I.

ne -
_Orl‘
32
*
=
oo

ES/MS 289.1 (M),

A3FA S AMgEE Uy Y 27 §-FEREA4-(Mddorn)-6-HEZ A EU-3-7I2RYEZ (2,000
mg, 6.2 mmol) 2 A3FA (7079 mg, 31.3 mmol)E 70TCoA] 4x7F B¢k 71dstgt.  Fr7ke] ddFA] (2832
mg, 12.6 mmol)& 715}t 5/\]7} , Hkgo] AT, MRS Aeow YAARAT, ogh2o Aut
S 7 shel AASAT. EFES NalC0; (200 mL)el H7Fsbar, EtOAc (500 mL)Z 3A&ict. §7] A&
A (200 n) 2 MHEL, FUEF ol dxzAIZY.  &uE S stell AASY 54 E4& 7534

o},

' NMR (400 MHz, DMSO-ds) & 8.19 (s, 1H), 7.32 (d, J = 2.1 Hz, 1H), 7.29 (t, J = 7.3 Hz, 1H), 7.18 (d,

J=2.3Hz, 1H), 5.74 (s, 2H), 3.66 (d, J = 6.6 Hz, 2H), 0.96 (s, 9H).

ES/MS 289.1 (M+H).

(9)-8-F2Z2-6-(((1-AEF2Z29-1H-1,2,3-Eo}E-4-Y9) (4-EF22-3-T D) v e -d) opr) =) -4-(H e HE
olu| ) AEU-3-7tERUEY: 6-olH|n-8-F2E2-4-(JQHdolr| ) AEA-3-7t 2R UEH (75 mg, 0.26
mmol), Cul (3.6 mg, 0.019 mmol) % 2,6-H]2=((4S,5R)-4,5-T]Hd-4,5-T) 5| =2 LA}Z-2-A) TP W [2A}ZEH
Z7r=] (9.9 mg, 0.019 mmol)& MeOH (3.5 mL) Sl ~ 1& T Z&uAZ et 47)d ofhH ol E
(44.4 mg, 0.23 mmol) H T]-o]AX 2 o8 opbl (29.4 mg, 0.229 mmol)S H7}3lar, HHSES 220 Hb
A akEA T, tert-HE olX= (45 mg, 0.454 mmol)E 7S, ¥FSES ARoM e FUIE 24N B
oF wHkal Y. &vE F ol AASAL, = EAS RP-HPLC (£3]¥: & / MeCN =0.1% TFA)Ol o8] A A s}
o BAES ETZFLE o AEHoE dorr =533t}

H NMR (400 MHz, DMSO-ds) & 8.37 (m, 2H), 8.17 (s, 1H), 8.05 (m, 1H), 7.79 (brs, 1H), 7.62 (d, J = 2.2

Hz, 1H), 7.51 (br s, 1), 7.15 (m, 2H), 4.03 (m, 1H), 3.44 (dd, J = 13.9 / 5.5 Hz, 1H), 1.59 (s, 9H),
0.83 (s, 9H).

ES/NS 522.2 (M) .
Al 2 A=} 2

8-F2Z2-6-(((S)-(1-0o]AZ2Z-11-1,2,3-Eo}E-4-9) (2-vEd g d-3-< )& ) o} 1 )-4-(((R)-1-H| L =
23)oln ) =H-3-Fl2ERYEZ
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[0646]
[0647]

[0648]

[0649]

[0650]

[0651]

[0652]

[0653]

[0654]

[0655]
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cl
HN
O,N \(CN  (REHELR Fe, CaCl,, EtOH
NEt,, i-PrOH ON N ON - .
— —_—_—
A 150 °C Nig
cl

OAc
N o odlo ~
Z N R N NzPh N HN
HN 1 ¥ Ph Ph N, | H
1 N

. S CN
HyN N Cu(l)l, MeOH, EtN(iPr),, rt m
P = N/
N 2. 2-0}A =X 2 9, Cu(l)TC, THF, rt i | .
cl X
R)-8-FEZZ-6-UEZA4-((1-HdZ2F)oln| ) FEH-3-FI2EHYEL: o]L-Z2HS (3 mL) FT 4,8-UZ=

2-6-UERAEH-3-7I 2R YEZ (200 mg, 0.75 mmol), (R)-ol€ wilzdo}nl (121 mg, 0.895 mmol)& wlo]a =

oy =H 6}011 150 COM 458 Eok 7FdETt. WMSES HA2og WZAZAT. & 2 EtOAcE H71e

= EtOAc® + }1 i) %71 %— FAUEF AolM A=A ossta, SriE A7
A A

Fesgi.
ES/NS 367.1 (M),

6ol -8-EF 22 4-((1-HdZ 23 )o}v| ) F = -3-7l 2R YU EZ: (R)-6-ofH| =8-S 22 -4-((1-H L&
d)oln| =) F=H-3-7I 2 Y EZ (287 mg, 0.78 mmol), F3Z%F (172.6 mg, 1.17 mmol), 2 E (218.5 mg,
3.91 mol)S olek2 (5 mL) / & (0.5 mL) FolA 60CoA 127t <t 7FE3Hek. WHSES

A713, 2AE Aol g3 AAST. LAE EtOAcE MFHs L, 33 7] & 74 THYER §9

Qe AL, PHIEF AN DRAZAT. deln, BE AWEE WA AL 5
ES/MS 337.1 ().

8-F R 2 -6-(((R)-1-(2-ME ¥ g P-3-%) Z 23 -2-Q1-1- ) o}m] 1= )-4-(((R)-1-F D el & ) o} 1] 1) F] 5 | -3-7} =2
BUYUEZ: Cul (2.0 mg,0.01 mmol) ¥ 2,6-H]2=((4S,5R)-4,5-t]H|d-4,5-T] 3| =2 ZALZE-2- ) ¥ [ZA}E
# Z7=] (6.9 mg, 0.013 mmol)E MeOH (3.0 mL) FoA ~ 58 T =S98 3kqck. MeOH (1 mL), (R)-
p-otn| m-8-F 2 2-4-((1-Hd 22 )olu| ) FAEA-3-7t 2R U EZ (75 mg, 0.223 mmol), & t]-o]AZ2g oﬂ
g opql (34 mg, 0.27 mmol) % 1-(2-WEI)gd-3-U)ZZ2Z-2-21-1-¢ o}AH|E (50 mg, 0.27 mmol)E
7Vekal, WEEES A2oA Wb maeielth.  F ukg AAES Ayt A ZEetEagy (4 F 20% -
100% EtOAc)ell olsl gAlste] WY& F530H.

ES/MS 465.99 (M+H).

-3-)mE) o ) -4-(((R)-1-3d =

8-F 2 Z-6-(((S)-(1-0o] AZ &2 Z-1H-1,2,3-Edo}ZF-4-U) (2-H ] g
g3 d-3-d)Z 25 -2-91-1- )o}1| 1= ) —4-
A

2)opn ) A EU-3-7I 2R YEL: 8-FZ2-6-(((R)-1-(2-H
((R)-1-zldoe)olr ) AEA-3-7t 2R U EY (45 mg, 0.10 mmol)S A2 A THF (0.5 mL) ol &a|A]7]
I, FE(D) gHedl stEEAgelE (5.7 mg, 0.030 mmol)E F7FslGTr.  2-olAE=E 23 (10 mg, 0.120
mmol)& H7Fekar, RESES ARddA 4A17F Sk gl RESES A FEUER £97 EtOAc Aol
of Eujstadthk. FA T& EtOAcE F&=3tal, & 58 X3} FEMUYEF &0

2E

g o 5= EF & = AlFstaL, ﬂ"HJrE% &

ol A 55*1735} 043}3}51, |rE SEAA = B24S FE8AT. = B8-S RP-HPLC (&8 & / MeCN
A=
T

§

=i

H NMR (400 MHz, CDsOD) & 8.61 (m, 1H), 8.37 (m, 1H), 8.29 (m, 1H), 8.05 (m, 1H), 7.73 (m, 1H), 7.60

(s, 1), 7.32 (m, 5H), 7.14 (m, 1H), 6.46 (s, 1H), 5.64 (m, 1H), 4.88 (m, 1H), 2.83 (s, 3H), 2.17 -
2.02 (m, 2H), 1.56 (d, 6H), 0.97 (m, 3H).

ES/MS 551.09 (M+).

_80_



[0656]

[0657]

[0658]
[0659]

[0660]

[0661]
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AN 3 Az} 3

8-FE2EZ-6-(((S)-(1-NFEZZF-1H-1,2,3-Eo}=FH-4-9)(2,6-USF 2298 d-3-9) v & -d) ) o} 1] = ) -4~
((R)-1-AdzZgg)oln ) HEd-3-7t2HYUEY

D OAcF

(I ‘
X o«jﬁimo
Z N e N 2P N N
HN - Z Ph Ph N, || PH
i F s
N
F

HoN CN Cu(lyl, MeOH, EtN(iPr),, 1t

A/
N\

i A= IE [e) =
[ i lZEzzgols, it i I g

-F22-6-(((-(1-ANEZFZZ2I-11-1,2,3-Ego}F-4-9)(2,6-0ZF Q29 gl d-3-2)H e -d) ) o} 7] 1= ) -4~

((R)-1-¥d=za2d)oln ) FEH-3-7t2HYEL: Cul (2.0 mg, 0.01 mmol) P 2,6-8]2=((4S,5R)-4,5-t]=Hd
-4,5-U3|=2AtE-2-A) Y [SAIEY 27=] (4.6 mg, 0.009 mmol)< MeOH (3.0 mL) FolA ~ 58 &
F 25 elth. MeOH (1 nl) & €71d obAlEHIOIE (79 mg, 0.37 mmol), (R)-6-ofv|w=-8-F = =-4-((1-
HdZzd)oln ) A EA-3-7l 28 YEZ (50 mg, 0.148 mmol), = T-o]A=Z=F ojd o}l (23 mg, 0.18

mol) & H/FSH, WEES AeolM WAl wustlth. £ WE EFES AF T4 wAd Agstan.

ES/NS: 489.19 (M),

[e]
Hpo

!

3} FE AEFREZ2HoIAE (16 mg, 0.192mmol)E #H7IetFth. Ao A A7 -, T35S o
&, RP-HPLC (&8 9: & / MeCN *0.1% TFA)Sl &3] AAste] AP ES EYESFLEOAHOE HJo=
=

' NMR (400 MHz, CDsOD) & 8.43 (m, 1H), 8.05 (m, 1H), 8.01 (m, 1H), 7.64 (m, 1H), 7.42 - 7.25 (m, 6H),

6.98 (m, 1H), 5.80 - 5.66 (m, 1H), 3.97 - 3.84 (m, 1H), 2.25 - 2.01 (m, 2H), 1.28 - 1.11 (m, 4H), 1.01
(m, 3H).

ES/NS: 572.24 (M+H) .

Aol 4 Haf 4

O
HO
OH riT—j
0] N

Ns ()

HN 2 N
> WY N N N
= CuSO4,aq, Cu THF _
P =
/I . N | cl "
Na cl X

-2 Z-6-(((9)-(1-((3-3| =2 A 2 A ek-3-2 )W & )-1H-1,2, 3-EF o} Z-4-2 ) (F 2 D -3-Y ) v & ) o} 1] 1 )-4-

((R)-1-¥dZ ) ol ) A =d-3-7l2R U EH: &-F22-4-((R)-1-HdZ 2 ) o} )-6-(((R)-1-(F H
“3-)ERI-2-¢l-1-A)opn ) F 5 H-3-7EHUEZ (20 mg, 0.046 mmol), 2] & (15 mg, 0.23 mmol),
oA EAF (118 uL, 1.8 mmol) 2 ¥3} =4 2] (1) (0.1 mL) 2 THF (3 ml)E 3-(o}A]=vd) A ek-
3-29 9 (0.049 mmol)ell H7FsIATE. 2A13F $, Wkgo] AL, A BAE AF st AAS .
Z BAS o4 ofEHClE (15 mb)¢F & Abelol] ®ujetdltt. 7] T8 X3t FERIYER, 952 AFHsta,
Na,S0; el Ax:A71aL, A3g &, FFAZT. AFRES 3 5 (1 ml) 2 MeOH (1 mL)ol
olal, RP-HPLC (&@]9): & / MeCN #0.1% TFA)Z A siivt. 52 AHES dhats behal, &2

Az Azlelel B4 FFEL S50

ZT
\
z

)
oz
o
1o,
=
=3
=
F

juk

5] O
9

ME
o

HNMR (400 MHz, DMSO-ds) & 8.84 (dd, J = 14.0, 2.2 Hz, 1H), 8.64 - 8.52 (m, 1H), 8.23 (d, J = 2.1 Hz,
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[0669]

[0670]
[0671]

[0672]

[0673]

[0674]

[0675]
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1H), 8.14 (d, J = 7.8 Hz, 1H), 8.05 (d, J = 6.7 Hz, 1H), 7.65 - 7.54 (m, 2H), 7.46 (d, J = 9.5 Hz,
1), 7.43 - 7.38 (m, 1H), 7.38 - 7.31 (m, 2H), 7.28 - 7.21 (m, 2H), 7.21 - 7.15 (m, 3H), 6.48 (d, J =
6.9 Hz, 1H), 5.48 (q, J = 7.7 Hz, 1H), 4.68 (d, J = 2.0 Hz, 2H), 4.50 (dd, J = 6.2, 4.5 Hz, 3H), 4.41
(dd, J = 6.7, 3.4 Hz, 2H), 2.12 (dt, J = 14.5, 7.4 Hz, 1H), 2.04 - 1.78 (m, 1H), 0.94 (t, J = 7.3 Hz,
31).

ES/MS 581.2 (M),

AAd 5 Az} 5

Boc
E N Cl
N OAc Cl Q /©/F
|
Z O0ANNO
ﬁj /K{_ls NG en N N
HN ] o Pn Ph Ne R o
HoN ~CN Cu(l)l, MeOH: rt N e
P
= Cl—y/ N
N 2. N-Boc-¥ #l 8] H-o}x = CuTC s I Cl
cl Cl
™
N cl
> O F
i HCL 6} 41 N -
i. FAELH B = N, | H
N N A CN
I~ N?
S Cl
Cl

R)-8-F22-4-((3-FR2-4-ZF 229 )0l )-6-((1-(2,5-UZEZEE| 2 A-3-U) T & Z-2-¢1-1-Y ) o}n|
W) F=A-3-7I2RYEZH: Cul (4.1 mg, 0.022 mmol) H 2,6-H]2=((4S,5R)-4,5-t]H|d-4,5-t3| =2 SALEH-2-
gy [SAEY F7E=] (13.5 mg, 0.026 mmol)S MeOH (1 mL) FollA ~ 58 HoF &9 g3, F
7ol MeOH (4 mL)E H7Fstgivh.  &7)d olAlE|o]E (150.7 mg, 0.61 mmol), 6-o}|=-8-F2&-4-((4-F2=2
-3-EFeRNd) ol ) A Ed-3-7tERYUEZ (150 mg, 0.43 mmol), 2 T]-olAX=zd dE ol (67 mg,
0.52 mmol)< F7Fstal, WHEES -15TolA 4d &< wukslsith.  $ulE AF st AAs A, = 9bs A
e Ayt A aRetE gy (L8R Et0Ac / D)o o3& AAEIY AHYES 531900}

' NMR (400 MHz, DMSO-ds) & 9.51 (s, 1H), 8.45 (s, 1H), 7.54 (dd, J = 6.4, 2.4 Hz, 2H), 7.43 (t, J =

9.0 Hz, 1H), 7.38 (d, J = 2.3 Hz, 1H), 7.30 (d, J = 4.3 Hz, 1H), 7.27 (s, 1H), 7.11 (d, J = 8.6 Hz,
1H), 5.54 (dd, J = 8.6, 2.2 Hz, 1H), 3.51 (d, J = 2.2 Hz, 1H).

ES/MS 534.9 (M),

(S)-tert-28  4-(4-(((B-FRZ-4-((-FRE24-ZF o2 Hd)o}n| x)-3-A o} =H Ed-6-Y ) o}n| =) (2,5-T] F
22Ee7-3-d)mE)-11-1,2,3-Ego}&-1-) v g d-1-7t 25 o] E: (R)-8-FEZ2A4-((3-FREZA4-ZF

LRI ol 1)-6-((1-(2,5-HERZRE o H-3-Y) =2 2 -2-¢1-1-)olv| ) F=A-3-7L2R U EH (174 ng,
0.324 mmol) 2 N-Boc HHHH 4 o}X|= (73.4 mg, O%4mm1#TW(SMJsﬂlﬁﬂﬂﬁﬂ T2 go#
Fh28 Ao E (6.2 mg, 0.032 mmol)E FH7Fstal, WHEES AZoA 16A1F <k wyksigivt. 3y E4S
7k st AAsIAL, FRES AT A gl A ﬂiu}EzaM (&2 EtOAc / Fibell 93] AAletadrt.

AAETE TRt B Gohm, SoE 2% del AAsd ARES S5

H NMR (400 MHz, DMSO-ds) & 9.41 (s, 1H), 8.47 (s, 1H), 8.16 (s, 1H), 7.60 (d, J = 2.2 Hz, 1H), 7.40

7.33 (m, 2H), 7.27 (d, J = 8.3 Hz, 1H), 7.14 (dd, J = 7.1, 2.0 Hz, 2H), 7.10 (s, 1H), 5.96 (d, J = 8.2
Hz, 1H), 4.72 - 4.59 (m, 1H), 4.01 (q, J = 9.1, 8.1 Hz, 3H), 2.86 (d, J = 17.5 Hz, 2H), 1.96 (d, J
5.0 Hz, 3H), 1.77 (qd, J = 12.2, 4.4 Hz, 2H), 1.39 (s, 9H).
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ES/NS 762.9 (M),
gt om, wAs e AR E St (DS Agsel 1-XE $Aow S8 4+ A,

($)-8-F2EA4-((3-FRZA-FF29H) ol x)-6-(((2,5-HFZZE| 2.3-3-4) (1-(I] | & d -4~ )-1H-
1,2,3-EgolE-4-d)vd)or ) A =d-3-7I2HYUEH: (S)-tert-F4 4-4-(((-FRZZ24-((3-F2=24-F
Fo 2 d)oln| x)-3-Alol =T EH-6-U) ot ) (2,5-UFZ2E| e.3-3-A )W d )-11-1,2,3-E&| o} &F-1-¢) ]
A d-1-7l2 524 g o] E (157 mg, 0.206 mmol)E DCM (0.5 mL) Fol HEAIZG. TS & HCl (5 mL; 4M)
S Frlshar, MEES Ao 308 Fo it &ulE g Sl AAINRY. AFES ZH4 A=

ntEHd] (829 (EtOAc < 20% MeOH) / #ibH)= Agleiivt. AAH=S Fishe £8S detal, &vis
Sk el AASA | =3 7] & dYsta, st

. AFES BtOAc / 74 3 SENUEF &
Al

=) [e]
S T
YEF oA AzAZT. Astal, s 1 gt SEAA AdES F5IT.

I NIR (400 MHz, DMSO-ds) & 9.41 (s, 1H), 8.45 (s, 1H), 8.10 (s, 1H), 7.59 (d, J = 2.1 Hz, 1H), 7.37

(t, J = 8.9 Hz, 20), 7.26 (d, J = 8.1 Hz, 1H), 7.13 (d, J = 10.0 Hz, 3H), 5.96 (d, J = 8.2 Hz, 1H),
4.48 (tt, J = 11.8, 4.3 Hz, 1H), 3.75 - 3.62 (m, 1H), 3.55 (s, 1H), 3.46 (dq, J = 9.7, 5.2 Hz, 1H),
2.99 (d, J = 12.2 Hz, 2H), 2.55 (td, J = 12.5, 2.4 Hz, 2H), 1.92 (dd, J = 11.9, 3.7 Hz, 2H), 1.75 (t,
J =12.0 Hz, 3H).

ES/NS 662.1 (M),

(9)-8-F2E-4-((3-FREM4-EF =)ol )-6-(((2,5-T1 Z 22 F 2 :-3-9) (1-(1-o I H 2| d-4-¢ )-
1H-1,2,3-EgjobE—4-2) M E)olr| o) I 5d-3-7t2 HU ER: (§)-8-F22-4-((3-FRE-4-FF 2 d)o}n|
)-6-(((2,5-1 2 22 H-3-9) (1-(F #A 2 d-4-Y)-1H-1,2,3-Eg o}E-4-A)H & ) o] .= ) F| 5 -3-7F 2 1.
QE%(BSM,OﬂBmmU%WH?BmD‘Uﬂ%ii.ﬂ%(Bm)%ﬂ<%ﬂMﬁﬂ- oM ELY S| = (91.8
mg, 2.08 mmol) ¥ AF Effqo}*ﬂfé}J RB3=go]= (176 mg, 0.833 mmol)E F7Istar, WHEES A204 1
Az & wRkskith. WRES EtOAcE 3|Aetial, A4 FRHAVER &9, 92 AFHsa, FAUERF 3
ol AEAZT. = EFAS 047} sta, 3Id =45 AT

1

9] (&= (EtOAc & 20% MeOH) / 4b)ol ofs AAlstel WA &S 5383l

H NMR (400 MHz, DMSO-ds) & 9.41 (s, 1H), 8.47 (s, 1H), 8.14 (s, 1H), 7.60 (d, J = 2.3 Hz, 1), 7.41 -

7.34 (m, 2H), 7.27 (d, J = 8.2 Hz, 1), 7.15 (dd, J = 9.1, 3.3 Hz, 21, 7.12 (s, 1H), 5.96 (d, J = 8.1
Hz, 1H), 4.50 - 4.32 (m, 1H), 3.00 - 2.83 (m, 2H), 2.42 - 2.25 (m, 2H), 2.18 - 1.81 (m, 6H), 0.98 (t,
J=7.2 Hz, 30).

ES/MS 689.9 (M+H).
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AN 6 A=} 6

CbZ\N
N N
F : Q\N *N i
i o jog
0 N
HN

p-TSOH, Tol 110°C N H HN
% N CN
HaN A\ CN _ N x
- ii Bng—<\j> 2 N/
N N v e
Cl X
-\
N cl
1. Hp-Pd/C Q 4
olAE g =
A HN
N LK N
N \
/
7 | N
N cl

HAd 4-(4-((B-FRE2A-(3-FEEA-FF 2 ) oln| = )-3-Alo} .= F| 5 -6-Y ) o}r| =) (3-3] 2| &) vl & )-1H-
1,2,3-Egjo}Z-1-d) g -1-7tl2 2o E: B2¢l (12 ml) & 6-0}"e-8-F22-4-((4-F22-3-ZFS
2ot ) AE=H-3-FI2H Y EH (159 mg, 0.51 mmol), LHIS|= (176 mg, 0.51 mmol) 2 pTSA (9.6 mg,
0.05 mmol)e] dHeadls ﬂ%(aﬂ%mnmm)%ﬁvv}?mg5omRm)ad]ﬂgﬂ%ﬂ.4Mﬂu§,%ﬂ
S st stell AAsGT.  nAE WE-THF Fol &3Al7]a, 3-Fdvtavldg BEnfo]= (2.03 mn
mL 0.25-M Me-THF)Z -10ColA ZH71ekdeh. 1308 %, w858 ¥£3} NILCl (3 mL)Z A3
tOAc (15 mL)Z FZF3A. 3 7] 55 95 G o= AHsta, Fahg
A, AHFES A7 A oA Z4] aEutEady (89 EtOAc / X E A8
frobe B8-S seta, &ulE At APES F5ET.

-F2ZA-((3-FRE2A4-ZF 22 ) o}r =)-6-(((1-(1-ol & v H 2] d-4-2)-11-1,2,3-Eg| o} Z-4-A) (g d
-3~ E)olu ) A EA-3-7F 2R Y EH: EtOH (3 mL) / EtOAc (2 mL) & #W&F 4-(4-(((8-FZZ4-((3-F=
R4-EF giﬂéﬂWBﬂ%JPﬁﬂiﬁﬁﬁbﬂﬂiﬂﬂﬂ%ﬁ%bﬂ%%ﬁﬂj&éﬂ@%ﬂﬁbﬂﬂﬂﬂ—
1-7t 282 g o]E (57 mg, 0.079 mmol), oFAELH 3= (34.7 mg, 0.79 mmol) % Pd-C (25 mg, 10%)E F+429
W917] skl kst QNQ:T,E%%%-ﬂﬂﬂj b BAS WF ol AASL, = EES RP-
HPLC (&= d: & / MeCN 0.1% TFA)C ]3] A sl YAHAES EYEFLE oA HE Qo 24 F533T].

\
2,
,d
o
=

¢

HNMR (400 MHz, DMSO-ds) & 9.41 (s, 1H), 8.74 (d, J = 2.2 Hz, 1H), 8.54 (dd, J = 5.0, 1.5 Hz, 1H),

8.41 (s, 1), 8.13 (s, 1), 8.00 (d, J = 8.0 Hz, 1), 7.67 (d, J = 2.2 Hz, 1H), 7.49 (tt, J = 6.8, 3.7
Hz, 3H), 7.42 (t, J = 9.0 Hz, 1), 7.26 (d, J = 2.5 Hz, 1H), 7.25 - 7.21 (m, 1H), 6.20 (d, J = 7.8 Hz,
2H), 4.79 - 4.69 (m, 1H), 3.61 (d, J = 12.4 Hz, 2H), 3.26 - 2.98 (m, 4H), 2.34 (d, J = 13.9 Hz, 2H),
2.15 (q, J = 12.5, 11.6 Hz, 2H), 1.22 (t, J = 7.3 Hz, 3H).

ES/MS: 616.1 (MHH).

D

egk =AM SES 6 N-¢dsrt 34 Hdd gk (dE 5o Azvieady, 71E g, 244
)

B8 5, 44
o ola zhzte] Aol AAR #elE = ek,

B EYO] FA ol Bar|E AAste] FSehs W=} opnl fiAE F5IAY.

°]
o ¥
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[0692]

[0693]

[0694]

[0695]

[0696]

[0697]

[0698]
[0699]

[0700]

[0701]

[0702]

ZIHSd 10-2022-0129667

Cl

CI

i. TiCly, NEt;, DCM
ii NaBH4 MeOH

-FREA-((-ERE2A4A-FF 22 d) ol =)-6-((F g -2-L (I FH-3-L) e ) o}v| =) A = -3-71 2 - Y

EZ: DM (1 nl) F 6-oM|w-8-FE24-((4-FREE-3-ZFQ g2 d)oln ) H=U-3-7l 2 U EZY (50 ng,
0.144 mmol) 2 ¥ g)d-2-L(Fd-3-Y)wEb= (27 mg, 0.144 mmol)e] etlo] EzjoEolyl (35 mg, 0.346
mmol)ell ©]o]A DCM % TiCl, (0.086 mmol / 0.086 mL)Z H7laticy. Wk Ao A whAl nHkskSI ),

o]Z MeOH (2 nL)& 3A&til, F43EAUEF (16 mg, 0.432 mmol)S H718kch. WHEES 24)7F Seb w
wE S BE 5t ~139 pHoll £2@ wjzbx] IM NaOHE Hestgdtt. TAS ool oa] AAs
DOMO. 2 AHB T, e {7 T& AMUEF HolA AxA7|aL, oJFstal, sFAZY. ANES ATt
A goA AzetEH T (219 Et0Ac/Fib) ol 93] A8t & / Me(NoZH-E <] =
T3

i
o

' NMR (400 MHz, DMSO-ds) & 9.42 (s, 1H), 8.66 (dd, J = 2.4, 0.8 Hz, 1H), 8.56 (ddd, J = 4.9, 1.8, 0.9
Hz, 1H), 8.47 - 8.39 (m, 2H), 7.87 - 7.75 (m, 3H), 7.61 - 7.19 (m, 8H), 6.08 (d, J = 8.7 Hz, 1H).

ES/NS: 515.1 (M+H).

Al 8 Azt 8

ﬁ N_ _F
g

HN F
O,N cN  ¥Ed Fe, CaCl,, EtOH
2 N Sczgzgos O5N x CN
“ ~Z
N 70°C N
OAc x
l N__F
N F Fan Ph-\o(’,\f('“j\N‘(}-Ph \( ~
g . J P Ph N HNT N
HN F oo N N H -
H,N § CN Cu(l)l, MeOH, rt _ N R
N/ i. o)A-Z2H olx & = l N/
Cl Nx Q

8-F22-4-((5,6-UEF 29 d-3-d)olr| =)-6-HUEZF EHU-3-7I2HYEH: o]i- Ei-&% (40 mL) =
4,8-T1ZFRZ-6-UERHAEI-3-7t 2R UEY (1.4 g, 5.22 mmol), 2,6-tEF 20 d-3-o}7 (755 g,
5.74 mmol) 2 Igd =R FEetol= (1.8 g, 15.6 mmol)S 70°ColA Al 7tdsgict. HJ—S—%—% Lo
WZAAIZT. =& Hrleta, AA4E HAAES ofded o3 *X‘o}%‘t}. = ARES 5 Al F71 ZA

CERECTES
ES/NS 362.0 (M),

6-ov] re-§-2 2 2-4-((5,6-H] B F L 22| W-3-2)ohm] ) AH W3- 2B EY: 8- FREA-((5,6-T FF-0
2919 9-3-9)ohv] )6 U ERF EA-3-7F2 R U ELR Y dug A5 19 wA-2e] oa) AxsA.

ES/MS 332.0 (M),
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[0703]

[0704]

[0705]

[0706]

[0707]

[0708]

[0709]

[0710]

[0711]

[0712]

[0713]

[0714]

ZIHSd 10-2022-0129667

(9)-8-2FRZ-4-((5,6-T] ZF 229 Zd-3-d ) o}r| 1) -6-(((1-°] =X 2 -11-1,2,3-E gl o}£-4-4) (9] F d -
-l o) FAEH-3-7tER Y E™): 60l =8-S 22-4-((5,6-HEF 2 2¥ 2 d-3- ) opv] ) A5 3 -
PEHUE-IRRE Ak A} 19] ©hAl-3e] ofs) Azl

ES/NS 532.1 (M),

AAle 9 Aat 9

H H"j/ N
i 2
% R ah CUCN, 200 °C x
_CuEN e )
S N
4
N Br |N|

(S)-6-((Mz[d]Eo}E-7T-d (1-AF 2 X2 L-1H-1,2,3-Ego}E-4- ) )olu| ) —4-(H| 2 A o} 1] ) F =2 -
3,8-U7I 2R UEH: DNF (2 mL)E vwlo]aZgo]r wlo]d W] (9)-6-((Mz[dIEo}E-7-d(1-AE2 X211~
1,2,3-EgolE-4-d) e ) ot 2)-8-H 2 H ~4-(d| Qi ol =) F 5 HU-3-7t 2R EH (38 mg, 0.064 mmol) 2
CuCN (41 mg, 0.46 mmol)el]l #7}stgitt. nlo]ekS ufol|mZYo]B A 200CE 158 F¢F 7tgstm, Aeo=w
WhE =5 g, Wk E3MES B (4 nb)dl R, EtOAc (3 x 8 mL)E F=E39Y. &3 §7] 45 95
(5 mL)& AAHska, MgSo, AollA HAFzA7|a, sHAAT. F FFES RP-HPLC (&89 & / MeCN #0.1%

TFA) Ol o8] AAlsto] BHES ECEF LR oplHE JorA F535130.

Z

2z, )2
\ \ \_é
z

/\(/J

HNMR (400 MHz, Wlgr&-d) 6 9.20 (s, 1H), 8.34 (s, 1H), 8.05 (dd, J = 7.3, 1.9 Hz, 1H), 7.86 (d, J =

2.5 Hz, M), 7.82 (s, 1H), 7.64 - 7.54 (m, 2H), 7.16 (d, J = 2.6 Hz, 1H), 6.34 (s, 1H), 3.97 (d, J =
13.7 Hz, 1H), 3.91 - 3.80 (m, 1H), 3.49 (d, J = 13.7 Hz, 1H), 1.23 - 1.07 (m, 4H), 0.81 (s, 9H).

ES/MS 534.1 ().

Aot 79 ek £9)

HN ki " N
HaN § Z Zn(CN),, Pd(PPh3), HoN 7
y —
y N
Br |l
6-ob] m—4-(d| e obr] ) 735 -3, 8-t 7k 2 U E-: 3A] Zn(CN), (211 mg, 1.8 mmol) % Pd(PPh), (35

mg, 0.03 mmol)E NMP (20 mL) % 6-o}n|x=-8-BH 2R -A4-(Yo Aol ) A Ea-3-7l 21U EH (500 mg, 1.5
mmol)2] &Hel H7IsIATE. AE EFES 5 5 o2 VAE HEIFToZA E7)8eY. WS &7
5 953 v, 120CE 16417 B¢t 718l ks EES I o, Ags 2l "y =98}

= =
o #5% YEIL S5y,

ES/MS 280.3 (ML),
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[0715]

[0716]
[0717]

[0718]
[0719]

[0720]

[0721]
[0722]

[0723]

[0724]

ZIHSd 10-2022-0129667

AAd 10 A=}F 10

0} Cl

1.
Ny O £
N
Cu(hTC ; HN
AN // N, | H N
A N N AN ~
2. NaOH
/ B ——— —
N
Cl
S
’N \;N

(9)-6-((Mx[d]Elo}&-6-A (1H-1,2,3-Eg|o}E~4-A) W& ) o} 2 )-8-F 224~ ((3-FRZ-4-ZF 225 d)o}

) #AEH-3-7I12BYUEZ: (R)-6-((1-(MZ[d]EolE-6-4) TR Z-2-%0-1-L)o}H| =)-8-F 224~ ((-F2Z
“4-ZF20 7 d)oln ) A EH-3-FlERUEZ  (40.0 mg, 0.077 mmol)S THF (2 mL) ol &ajAZAT}.
Cu(D)-Eled-2-7t2 5 A olE (4.4 mg, 0.023 mmol) % oA =W E=2A] IEdeo]E (0.018 mL, 0.12 mmol)E
A7retar, AAE §9S ALoA 308 e el Wb UlEES x3) 4 NalC0; £ (5 mb)el &
i, EtOAc (3 x 8 mL)E FE3I3vt. &3 7] 5 95 (5 ml)E AH3EL, NgS0, dold A=A, 55
AFTE. oA, AAE X2 JFFES MeOH ( LA . NaOH (& 2 1.0M, 0.17 mL, 0.17 mmo
DE #7leta, vhg=S A20A 303 &t wWEES Stk ojolA, HCl (& % 1.0M, 0.17 mL, 0.17
mol)& A7letal, AAR &H& = (Gul)el L, EtOAc (3 x 8 mL)E FE3I3vk. 33 #§71 & ¥ 6
mL) & AFSEL, NgS0, AollA AxA7IaL, sFAZt. A" = IFES RP-HPLC (&84 & / MelN

%0.1% TFA) ol ol At AHES ETEFOE oA HOE Jo2A F53T).
ES/NS 561.0 (M),
A 11 A 11

-F2Z-6-[[(H-(I-ANEFREZE2IHEZolF4-U)-FHE - (6-2F 229 d-3-d) & Jo}r] = |-4-[ [ (IR)-
FEFoE-1-Hd 2 ol ]|FEd-3-JI2RYEH

o

1. dgaEs0=

HN OH

o,N CN 2. Fe, CaCl,, EtOH
o NEts, i-PrOH ~CN
— _—.
N
L 150 °C NZ
cl
D OAc /(“]\(
|
SN O N0
Z Ph'\NNNJP'Eh \
i P
HN FoL NT>F PR N, T D H HN F
HN N Cu(l)l, MeOH, rt N A\ CN
i AgExeg-oAc D
Vi 7 N
Ny Cl

(R)-8-F2Z2ZA4-((3-3|=ZA-1-HdzZ 2 )olnx)-6-UEZ I HY-3-Ft2RUEY: o|A-Z2WE (1.5 L)
% 4,8-UFEEZ-6-UERHAEI-3-7I2HUEZ (400 mg, 1.49 mmol), (R)-3-o}v|:-3-dldZT2Z23-1-&
(270.76 mg, 1.79 mmol)S who]lAZgolB =7 3lo| 150TolA 458 H<t kS

AR, B 9 Et0E H7EH Y. A TS Et02 FESAL, §3 f7] 5 U ER Aol dxzAA

o, oFsta, SulE SHAA £ AXRES S5, o5 F& Tl F7F A glo] AMESFsiT.
ES/NS 383.1 (M+H).

R)-8-F2Z2A4-((3-FFLLZ-1-Ad X2 )0l x)-6-HEZFAEHA-3-FIERUEH: (R)-8-F2=2-4-((3-3|=
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[0725]

[0726]

[0727]

[0728]

[0729]

[0730]

[0731]
[0732]

[0733]

ZIHSd 10-2022-0129667

Al-1-¥d Z 29 )olu| = )-6-UEZFEH-3-7I1EHYEZ (100 mg, 0.26 mmol)S H2AZF 2 = (deoxof luo
® (0.6 mL)= A=A 16A17F < Attt 73 S WE UelA ¥ A, 23 FEAE
fdoz FHAAFHA AAS b, dE ofAHO|ER FET. 77 S FAUEF oA AxA7

Colmela, BEAA & AYE (115 m)E $EHR0M, olF F71 AA glol Asss.

=3
5

Roou O

ES/MS 385.1 (M),

(R)-6-o|=-8-F 2 2-4-((3-EF L 2-1-ddZad)olr| ) A= -3-7t2RYE-D: (R)-8-S22-4-((3-&F
eR-1-¥d=Zgd)oln v )-6-UEZF EHA-3-71ZHRYEZH (115 mg, 0.3 mmol), FIZHF 2532 (66 mg,
0.45 mmol), ¥ & &% (83 mg, 1.49 mmol)S SN&E (3 ml) / & (0.3 mL) FolA 60ColA 1243k &<t 7}
S Ao W77, BAE Aol o3 AAsGITE. IAE EtOAcE AlHsta, jhe

&

Qs W ES g
F7) ¢ 74 FWIUES 89, 952 ARSD, PRIEF oA Az, olIsa, mE AU
2 FUAA AHBE AT

ES/NS 355.0 (M+H).

-F22-6-(((-(1-NZFZZ2I-11-1,2,3-Eg|o}E-4-A)(4-ZF =3 d)mE) ol =) 4-(((R)-3-ZF 2.2
-l-gdZgg)oln ) AEU-3-7lEHUEH:  (R)-6-0l0x-8-F 22 -4-((3-ZFL2-1-Hd=Z 2 )oln )
59-3-7l 28U EZ (50 mg, 0.14 mmol), Cul (1.4 mg, 0.05 B&) % 2,6—H]i((4S,5R)—4,5—\’4iﬂ‘é—él 5-1] 3]
sReatE-2-) g [SAEE g7t=] (4.4 mg,0.06 BF)S MeOH (2.0 mL) oA ~ 18 ¢ 283447
3HATh. 279 olAlElolE (68 mg, 0.35 mmol) 2 Tl-o]AZzH o ofdl (22 mg, 0.17 mmol)a 7ystaL

A amkstinh. AlEREZZIHOIAE (16 mg)E H7bekal, RESES ARdA F7FE 16A12E

WSS 5o
wpkstltt. &g E sell AAstaL, & EAE RP-HPLC (&9 B / MeCN #0.1% TFA)l of 3] gAlske]
WHES EYEFoRoMHOIE oA S50

ES/MS 572.0 (M+H).

Ao 12 HA} 12

al cl
F
J: ] N
HN . H HN
N TFA DCM N, N
=z N X
AN _—
P
N7 N
Cl N
H

N
o

=<o—é

()-8-FRR—4-((3-ZRR-4-Z20 23] d)0}1) 1 )-6-((EA-4- (1-0] 2 E 2 A -1[-1,2, 3-E 2] o} F-4-2 ) ]

ol ) AEU-3-FIZHYUEH: (S)-tert-F4 4-(((-FE2Z2A-((F-ZEZE-4-ZF L Z¥d)o}r] = )-3-A]o}
S EP-6-L)oln ) (1-0] AZ 2 H-11-1,2,3-Eo}EZ-4-A)WE) A Ed-1-7l2E A o|E (45 mg, 0.065

mol)E DM ¥ EFEF LRI EMN Fo &alA7]a, AoA wrksATE, 308 §F, ¥k E}ES 55
AZA713, ZAFES RP-HPLC (£8]H: & / MeCN #0.1% TFA)o| 93] AAt] BAHES EFZF o2 olAH

oE GomN FEFYL.

ES/NS 586.9 (M),
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[0734]

[0735]
[0736]

[0737]

[0738]

[0739]
[0740]

[0741]

ZIHSd 10-2022-0129667

AAd 13 A=} 13

Cl Cl
= F
HN ” CH3CHO, HN N
b, =z Aol BE3|Ego]= ~7
N? Nid

Cl

(S)-6-(((1-(1-(tert-Fg&) I A g -4-L)-11-1,2,3-Eg|o}F-4-) (2-oA| D o] 21 E7 -4-L ) W[ © ) o} 1] = )-8~

FREEA-((3-EFRE4-ZFeadd)ol ) FEd-3-7t 2R EY: ($)-6-(((1-(1-(tert-H-&) v H 2l Y -4-
A)-1H-1,2,3-Eo}E-4-L) (o] 2N EU4-)ME ) ot ) -8-F R 2 A4-((3-FRE2A4-FTF 22 ) o}ln| =) 7]
EY-3-72RUEH (80.0 mg, 0.12 mmol)S Ao MeOH (3 mL) B AcOH (1 mL) ol &sirzT}.
olojA | oM EAHII= (0.066 mL, 1.17 mmol) ¥ F3A] ZA3H PS-CNBH; (467 mg, 1.17 mmol)S 3 7}38kaL,

HHEES A2oA] wdksilet.  IAZF $ F719] o ELHE| = (0.066 mL, 1.17 mmol) 2 F3A A3
PS-CNBH; (467 mg, 1.17 mmol)<S #A7}stqith. F712 1A1ZF 3, PS-CNBH, S A& oz o3& AAst, o7}

S FF AXAAY. AAEE 2 FFES RP-HPLC (2389 & / MeCN #0.1% TFA)ol ]3] AAsle] HAHES
B EFOE oMMHCIE o2 53T

ES/NS 712.1 ().

Ao 14 A=} 14

HN SAEE,
N NaBH(OAC)s

H HN //N
X
W
Cl

(S)-6-(((1-(1-(tert-F-&) gl d-4-A)-1H-1,2,3-Eg|o}E-4-A) 2-(SAHE-3-Y ) o] 29 EH-4-A )| & ) o}
3 )-8-F2R2-4-((3-FRZ2A-FF R d) o)A =A-3-7l 2R HEH: (5)-6-(((1-(1-(tert-F&) I 7
d-4-9)-1H-1,2,3-Eg|o}E-4-U) (o] 29 EA-4-A )W E ) opn| 12 )-8-F R 24~ ((3-FEEA-ZTF 23| d)o}n|
WA=EE-3-7 2R UEZ (15 mg, 0.022 mmol)S THF % DCEY) 1:1 EE Fo LjA 3, SAeh=
(0.007 mL, 0.11 mmol) ¥ AF EFoMEAHEZI =glo]= (23.2 mg, 0.11 mmol)E AH7}edck.  1.54%F
Bk EFES ¥3} A4 NalCOsoll %31, EtOAc® FESHTh. #e f7] 48 942 A#shar, NgSo, %

RP-HPLC (& 4: & / MeCN *0.1% TFA)o| 93 AAI5t] WAHES
o},

1::01'

-,
oM AzxAF I, BHAZAY. = AHES
EERoR opHolE dorA 53

x2 o

ES/MS 740.0 (M+H).
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[0742]

[0743]
[0744]

[0745]

[0746]

[0747]

[0748]

[0749]

[0750]

ZIHSd 10-2022-0129667

AAd 15 A=} 15

Q Q
N HATU
~
N

(S)-6-(((1-(1-(tert-H-e) I A g d-4-A)-1H-1,2,3-E g o}E-4-2) (2-(2-3| =F Ao} A& ) o] A = -4-A ) v
D)o )-8-F 2R A4-((3-FRE2A-EF 2ol ) A =AU-3-7l 2R HEH: (9)-6-(((1-(1-(tert-F &)
I H 8 d-4-9)-1H-1,2,3-Eg|o}ZF-4-d) (0] AN EH-4-A) &) o}n| 1) -8-F EEZ-A4-((3-FREEA4-ZF 0 27
Dol ) FAEA-3-7t 2B U EH (10.0 mg, 0.015 mmol)S DMF (1 mL) ol &siA 3, ZF (5.6 ng,
0.073 mmol), HolAZzZo|do}wl (0.008 mL, 0.044 mmol) 2 HATU (7.1 mg, 0.022 mul)ZE A-2oA FH7}st
Sk, Hk TES 208 FoF wsil e I A]Fo o]& & (4 mL)ol &3, EtOAc (3 x 8 mL)E F&E3}
o= 7] & 4 (5 mb)E AFSEAL, NgS0y AdellA AxA71aL, sFAZAT. &= FHFES RP-HPLC

(@l B / MeCN #0.1% TFA) S 28] AAlete] YAES EfZ 2oz olEolE domr 569Ut}

=z

Cl
o
N " N
X
oy

Cl

O

o

H

Do o

r oo

ES/MS 742.1 (M+H).

AAld 16 A3} 16

F+COOEt
HN

P 2. NaBH,4, MeOH

8-FEZZ-6-(((S)-(1-(1,1-gZF 0 2-2-3| == Ao & )-1H-1,2,3-Eg]o}F-4-) (3] g P -3-L ) w & ) o} 1] 1= ) -4-
((R)-1-AdzZa)oln ) HEd-3-7t 2R YUEY

g 2-olA E-2,2-H EF LRl H o] E (47 g, 0.29  mmol)E  THF (2 ) 0
8-F2Z-4-((RM)-1-FdZ 2 )oln| = )-6-(((R)-1-(F D -3-¢) TR Z-2-31-1-¢ ) o}r| = ) F 5 -3-7} 2 0 Y
EZ (130 mg, 0.26 mmol) ¥ F(I) Elod-2-7t=2EAeo]E (4.9 mg, 0.026 mmol)e] & H7la3ict.
A 5, SulE S sholl AlAS Y. FRES WEHE (6 mb)d Foli, FAIEAUEF (19.5 mg, 0.52
mmol)S &M M8, 1A F, WEES B2 AASa, odE olAEHCIE (3 x 10 nL)E FE3I3A).
I F7] e AR AFs A, U ER oA Ax:AA, FFAAT. FRES FH4 A2eELY
3] (0-100%2] (olE olAlElolE 5 20% WEH-E) vs A E HEedt. HAES dHsle 288 e, &
S S Soll AAEST. RHRES 2 WEe] EYIFEMEAL 23 HEE / B FHola, 0.1% EF
EFOROAEN X3 oPNEYEY / B2 &AI7IWEA AAE HPLCE Attt AAEES
S Feta, FAUFE AHYstY -FRE-6-(((S)-(1-(1, -0 EFL2-2-3| =Z Ao & )-1H-1,2
) (I -3-)HE) ot ) -4-(((R)-1-Fld 22 F ) olr| =) F| 5 U-3-7t 2R YU EH S F53}30 ).

'H NMR (400 MHz, DMSO-d¢) & 8.92 - 8.83 (m, 1H), 8.67 (d, J = 9.5 Hz, 1H), 8.65 - 8.58 (m, 1H), 8.24

(d, J =3.3Hz, 1), 8.15 (d, J = 7.7 Hz, 1H), 7.64 - 7.56 (m, 2H), 7.52 (d, J = 8.3 Hz, 1H), 7.42 (d,
J =8.5Hz, 1), 7.39 - 7.29 (m, 2H), 7.29 - 7.16 (m, 6H), 6.54 (d, J = 7.8 Hz, 1H), 5.47 (q, J = 7.6

Hz, 1H), 4.32 (t, J = 12.0 Hz, 2H), 2.11 (m, 1H), 2.04 - 1.83 (m, 1H), 0.93 (t, J = 7.3 Hz, 3H).
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[0751]
[0752]

[0753]

[0754]

[0755]

[0756]

[0757]

[0758]
[0759]

[0760]

[0761]

ZIHSd 10-2022-0129667

ES/MS 575.1 (M + H).

AAE 17 Ax}b 17
(8)-6-(((1-(1-(tert-F-&)FdA gl d-4-Y )-1H-1,2,3-E | o} F-4-U ) (6-0]| 2 Z Z XA 9] 2| D -3-Y ) ol & ) o} 1] .= ) -
8-FRZA-((3-FR2EA-ZFZ2Hd) ol ) FA=H-3-JIZEEHEHH:

v v

N Cl N

cl
F jog

N
! HN N HN
N, | H N N H N
4 N Q Z Na 0— 5 I X A 2

2 SN i SN

N ¢ " &

cl

NaH (W2 2 5 60% #2FH 26.6 mg, 0.66 mmol)S 0TColA] 208 =<t iPrOH (2 mL)el H7Fskodrh. o]
oA, DMF (0.5 mL) & (S)-6-(((1-(1-(tert-FE) Il d-4-U)-11-1,2,3-E|o}Z-4-d) (6-ZF 223 2d
-3-)HE) ol ) -8-FREA-((3-FEEA4-ZF LRI d)oh] =) FHEH-3-7L 2R U EZ (22 mg, 0.033 mmo
DS AZo] FAHE LdFA=] HA7ede. ¥ 25 AAS e, A" &9 70CE 143 5ot 71deAd
Tﬂr. WS E3ES B (1 nl)ol oa) AAS, EtOAc (3 x 8 nL) & F=3Att. olojA, &3 #7] AL o
g (5 mL)E AF3Fa, MgS0, AollA AZXA7|IAL, sFEAFHT. Z JFFEE RP-HPLC (€89 & / MeCN *0.1%
TFA) Ol o8] HAsle] YHFES ETESFOE oMAHO|E Ao ix =533},
2Al o 18 A} 18
(9)-6-(((1-(1-(tert-F-&)FH 2l -4-U)-1H-1,2,3-E | o} F-4- ) (H E&}3]| =2 -2H-] -4~ )& Yo} ] 1= )~
8-FR2EZA-((3-FR2EA-ZF2Hd)olr| ) FA=H-3-JIZEEHEH:

H, , Pd-C

Qg Q&

N P

(9)-6-(((1-(1-(tert-F-e) g H gl Y-4-Y)-1H-1,2,3-Eg] o} Z-4-U) (3,6-0] 3| =2 -20-7] &—4- ) of| &l ) o} 1] = ) -
-FEEZ2A-((F-ZFEEA-ZFQ2 2 ) ol =) FAEH-3-71 2R Y EZ (20.0 mg, 0.023 mmol), 10% Pd/C (2.5
mg, 0.002 mmol) % EtOH (1.5 mL)E #3la, L5 ¥Hs EIES B 58 ¢ HEHSAUT}. s TFES

1atn) I, sbol] ¥Al SIS @ ¥, o2 EtoAc % EtOHZ AlHelwA Aziol=E Ea) dFaii. ol

A, AH}ES F=A7]a, RP-HPLC (&2 : & / MeCN %0.1% TFA)ol 98] AAsle] YAHAES EgZFo= o}
AHOE dozx 535 ‘ziﬂr.

Ao 19 Hat 19

()-6-(((1-ANE2ZZF-11-1,2,3-EZo}Z-4-A) (3-F Ao AN EH4-A ) v ) o}n| 1 ) —4- (W] L & o} w] 42 ) 7]
E59-3,8-47t2HYEY:
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[0762]
[0763]

[0764]

[0765]

[0766]
[0767]

[0768]

[0769]
[0770]

[0771]

ZIHSd 10-2022-0129667

z

\

7 NaOH
-
N

A/

($)-6-(((2-0}AE-3-8 20| AN EHN-4-U) (1-A| ZFR2Z2H-11-1,2,3-Ego}Z-4- )W d ) ol =) -4-(| e H &
ol ) #A=#-3,8-JEHYEZ (34 mg, 0.059 mmol)S A-214 MeOH (2 mL) ol &s|AIZFTE.  NaOH
(1.0M <=4, 0.30 mL, 0.30 mmol)E 78k, WHEES 30% soF ks, HCl1 ((1.0M 4243, 0.30 mL,
0.30 mmol)& H7tek ¥, W3 EFES = (B wb)el ¥iL, EtOAc (3 x 8 nb)E FE3IUTH. 33 7] A=
A (5 mb)E AFstaL, NgS0, AolM A=xzA7]a, FFAZHT. = AFES RP-HPLC (L& & / MeCN

#0.1% TFA)O 23] AAlsle] BAES EZFLE olAEolE dozA 5319t}
AAld 20 A=} 20

E-F22A-(3-ERE2A4-EF 2o x)-6-[[(9-[1-(1-dEHH 2 d-4-H ) E| o} F-4-L |-(1,3-F| o} F 4~
g John = A E=H-3-FI 2R U EH

BN
HN cl N cl
< g ~ og
N HN ,N HN
S N S N
N ~7 N B
Z N N/ Z N N/
s ¢ s-4 ¢

FA shgrEs shrlek 22 HIS DAl te 2d3 o] Axzslt: (5)-8-FREA4-(-FR24-ZF2E
Hd)opr 1 )-6-(((1-(FHZd-4-d)-1H-1,2,3-EFo}E-4-U) (Elo}E-4-)HE) o}v| ) Fm - -3-7L 2R Y E
2 (74.31 mg, 0.13 mmol)& 3:1 2-HHHEZS| ER2F oA EAL 1.20 nl ol &3A7]1L, oA ELHE =
(10.52 nl, 0.19 mmol) B PS-BHsCN (Z]|2El# A A Alol-H 23| =2}o]= 58 mg, 2.28 mmol/g) o2 =g

sk, EFES WA wUsT. F7b9) opMERUSS B S 0.1 alE HAAAOH, WL 147
A

ol etA =] . Tﬂ Asta, AE AdHRES sFA7L, UFZ2de Fo| §8r7n, £33} T8
UYEFo g M, IAUEF AoA AFRA7|1, AFsta, H=AFHh.  RP-HPLC (£ H: & / MeCN
%0.1% TFA) S AM-8-351 ﬂxﬂ sto] AN ES EEFLZoMECE do2A 539,

I NIR (400 MHz, CDsOD) & 9.02 (m, 1H), 8.46 (s, 1H), 8.01 (m, 1H), 7.68 (m, 1H), 7.60 (m, 1H), 7.52

(m, 1H), 7.33 (m, 4H), 6.31 (s, 1H), 3.75 (m, 2H), 3.25 - 3.13 (m, 3H), 2.45 (m, 2H), 2.36 (m, 2H),
2.25 - 2.01 (m, 2H), 1.37 (m, 3H).

ES/NS 622.0 (M+H)
AA e 21 A3 21

S-FEREA-(F-FEEA-ZF Rl w)-6-[[(S)-(1-ZE2HA-2-U Egjo}E-4-U)-[5-(I Y d-1-7} 21
DI d-3-d g Jolr| = |FEA-3-FI 2R U EH
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[0772]

[0773]

[0774]

[0775]

[0776]

[0777]

[0778]

[0779]

ZIHSd 10-2022-0129667

Cl cl
F F
PdCl.dppf

N | HN ds9d N
N H 2N Co _N
\\N N N — N Z

S v N

N A Cl Cl

DMF (1.2 ml) ¥ (S)-6-(((5-BR2EIgd-3-A)(1-0|AZ2ZL-11-1,2,3-Egjo}EF-4-d)H & )o}r] - )-8-F 2=
“4-((3-FEEA4-ZFo 2 d)oln =) FE5d-3-7t 2R JEZ (200 mg, 0.32 mmol), F=z Y (580.6 mg, 8.16
mmn,%1ﬂﬁii114mwQﬂg£Aﬂhgﬂiméﬁhﬂn)qaiiﬂﬂ(%91m;032WML4§§%
2r)sta, dibsteta® 23] wASkar, 80TolA 5413 Fet 7Mdsitt. &9S WAA7|aL, Bo] HL
AN opAH ol E Tg&@ﬂ.‘ﬁﬁ%wl%%-%&42%~%ﬂﬁ AZA7IAL, o]3stal, F5A]
A ES RP-HPLC (&2 <: & / MeCN =0.1% TFA)el 98 AAlsle] BAHES EgZF o 2olAHoE

2 W do

ES/NS 644.1 (M)

AAld 22 A3} 22

N TBAF

6-(((9)-(6-FF 229 I-3-¢) (1-WE-1H-1,2,3-Eg o}&-4-d) e -d) o}V = )-4-(((R)-1-F d = 2 & ) o} 1]
=) AEd-3,8-T7t 2R EF: THE 5 TBAFS] 1.0 M &< (0.38 mL, 0.38 mmol)S& THF (5 mL) & 6-(((R)-(6-
EF 29 d-3-9) (1-(EgvEdd) e )-1H-1,2,3-Eg|o}E-4-d) el 25 &) o}n| ) -4-((R)-1-¥ I =
Zg)oln| ) FAEA-3,8-H7t2HYEZ (150 mg, 0.25 mmol) <] wwk &Mo) Hrpaiict. AAHE &N 247
Eob ket v, FHAA £ 2de 58T, HPLC BAlsk] #A] sghEs 58l

' NMR (400 MHz, DMSO-ds) & 8.49 - 8.38 (m, 1H), 8.28 (d, J = 5.1 Hz, 1H), 8.13 - 8.02 (m, 2H), 7.84

(t, J =2.4 Hz, 1), 7.65 - 7.52 (m, 2H), 7.42 - 7.31 (m, 1H), 7.31 - 7.15 (m, 4H), 5.49 (q, J = 7.7
Hz, 1H), 4.04 (s, 8H), 3.20 - 3.11 (m, 1H), 2.20 - 2.05 (m, 1H), 2.05 - 1.85 (m, 1H), 1.63 - 1.50 (m,
1H), 1.37 - 1.20 (m, 1H), 0.99 - 0.83 (m, 3H).

ES/MS 519.2 (M),
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[0780]

[0781]
[0782]

[0783]

[0784]

[0785]
[0786]

[0787]

0B
=
Jm
Qu

10-2022-0129667

AN e 23 A=} 23

HoN

4
3
Z )z
iy
3
J.
(.
Z\_/
Z=
Y
R
Z\_é

N W ZN
Cul, DIPEA A
MeOH, 25 C P
= N N

HN

N3 N H \ //N
Cu, CuS0O4
~
Z N

N
S Cl

- m
g Q
Z
il
T

z%

b

Cul (2.6 mg, 0.014 mmol) ¥ = (8.7 mg, 0.017 mmol)S MeOH (ImL) ol HEA|7|a, o}=2F &lo] 58
ot 2o xgsgtt. UH A MeOHE H7bslar, o]ojA olAlHOlE (70.3 mg, 0.36 mmol) 2
0.27 mmol) %! DIPEA (43 mg, 0.33 mmol)E ©] A& Ao H7tstadch.  14ARF &, N-4Ast v
dAF A, AT, A A (L9 ik F Et0Ac) AolA AASI N-443 AAE 95 mgs 5
ittt A7 22E& THE (2mb)ell =5dch. obA= e (1l / 19%), Cu % CuSO,E H7hskalch. A2

&
Al IAZE B wHbsEITE.  EtOAc® EASkaL, NalCO;, 4= Alsta, FAIYEF oA AR=AHY. o

H

i

#shar, A7), RP-HPLC (889 & / MeCN #0.1 TFA)Ol 93] AAlste] B ES TFA do2A F5319
HNWR (400 MHz, §b2-d) & 8.79 (s, 1H), 8.49 (s, 1H), 8.00 (s, 1), 7.69 (d, J = 2.3 Hz, 1), 7.26

(d, J = 2.3 Hz, 10, 6.31 (s, 1H), 5.91 (t, J = 54.8 Hz, 1H), 4.09 (d, J = 13.9 Hz, 1H), 3.93 (d, J =
14.0 Hz, 1H), 2.56 (s, 3H), 1.50 (m, 4H), 1.05 (s, 9H).

Aol 24 A3} 24:

s ¥ o

] HN
N\ H _N Pd(dppf)Cl,, Zn (] H HN N
\\N N N7 N. N =
Zn(CN),, DMA N e
Z NN NZ mW 200 C 20 min N .
s-4 ¢ "/

0.061 mmol)E HrdotAEctm = (1 nl) Fol fsfal, 2 &< B7Issith. =S vlo|azols nks
71 Well Al 200CelA 202 &<t 7hdskitt. &8-S of3fabar, RP-HPLCOl ofsf BAlsirt. ABAE 32

o
Wsta, FAAE Aelste] B HFEE A BORA S50,

I NMR (400 MHz, ™gr&-d,) & 8.78 (s, 1H), 8.37 (s, 1H), 8.02 (s, 1H), 7.83 (d, J = 2.5 Hz, 1H), 7.44

(d, J =2.5Hz, 1), 6.32 (s, 1H), 5.92 (t, J = 54.8 Hz, 1H), 3.96 (d, J = 13.9 Hz, 1H), 3.80 (d, J =
13.9 Hz, 1H), 2.56 (s, 3H), 1.50 (m, 4H), 1.02 (s, 9H).
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[0788]

[0789]
[0790]

[0791]

[0792]

[0793]
[0794]

[0795]

ZIHSd 10-2022-0129667

Ao 25 Az} 25:
F
AAF
F
HN N H
H 2N Pd(dppfCl,, Zn N, ILoH
i Zn(CN),, DMA
=
N mW 200 C 20 min
Cl N
]
N

SM (0.04 g, 0.06 mmol), Zn ¥ (0.006 g, 0.09 mmol), Pd(dppf)Cl, (0.009 g, 0.012 mmol) ¥ Zn(CN),

(0.021g, 0.18 mmol)E TlW|EolA|Eoln|= (0.7 mL) To Fslar, 18 s &7 tt. EFES vlo|a =9

olH Whg-7] oA 200TCAlA 158 &< 7MEsksict. _ZEU Oquré}-ﬂ RP-HPLCO] <]3 gAsslct. A4
KeR

Fetar, sAE Agste] 54 gges A ¢ TESAT

s
= 59s

HNMR (400 MHz, #l¥t&-d,) & 9.61 (s, 1H), 8.69 (d, J = 6.1 Hz, 1H), 8.33 (s, 1H), 8.23 (s, 1H), 8.17

(d, J = 7.6 Hz, 1H), 8.16 (d, J = 6.1 Hz, 1H), 8.02 (d, J = 7.6 Hz, 1H), 7.83 (d, J = 2.5 Hz, 1H),
7.02 (d, J = 2.5 Hz, 1H), 6.91 (s, 1H), 3.82 (d, J = 13.8 Hz, 1H), 3.42 (d, J = 13.7 Hz, 1H), 1.79 -
1.55 (m, 4H), 0.62 (s, 9H).

AN 26 Az} 26:

1;N Me,N, MeOH

(9)-8-Z2Z-6-((I-A1ZFR2Z2E-11-1,2,3-EFo}E-4-) (2-FF 29 2| d-3-d ) v e -d) o} 7| &) -4-(d] 2.3
ol ) FAEP-3-7t 2R UEY (TFA &, 24 mg, 0.04 mmol)ol TiwlEoelsl (MeOH & 2M €9, 0.9 mL)S 7}
sk, £9S 100C (9 2=, pE A7 woF 71Essitt. AAE 98 FFA 7|2, AAE HPLC
(A Y (Gemini) Z3, 10-42% MeCN/H,0/0.1% TFA)ol &3] AAstiL, SAAZAA BAES A$sl= TFA 9o
2ZA F533.

H NVR (400 MHz, #1€He-d,) & 8.38 (s, 1H), 8.06 (dd, J = 5.4, 1.8 Hz, 1), 7.92 (s, 1H), 7.81 (dd, J
= 7.6, 1.8 Hz, 1H), 7.49 (d, J = 2.3 Hz, 1H), 7.06 (d, J = 2.3 Hz, 1H), 7.02 (dd, J = 7.6, 5.4 Hz,

1H), 4.10 (d, J = 14.0 Hz, 1H), 3.78 (ddd, J = 11.4, 7.1, 4.2 Hz, 1H), 3.63 (d, J = 14.0 Hz, 1H), 2.97
(s, 6H), 1.12 - 1.02 (m, 4H), 0.91 (s, 9H).
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[0796]

[0797]
[0798]

[0799]

[0800]

[0801]

[0802]

[0803]
[0804]

[0805]

[0806]

ZIHSd 10-2022-0129667

AN 27 Az} 27:

j/ »
0 N0
Phe( 1 5. iPh j/
i N*g HN

N X _oAc
= H
Ph Ph N CN
bighl xON z | Cul, DIPEA X
P N P
N N MeOH, 0 °C Z | N
o] F Ny C
F
F
<(l,,(F
F N q HN
?( 71, Cu(l)TC, N, | N CN
N )
F
Na MeTHF P =
N
N\l Cl

Cu(I)ofoltiol= (16.5 mg, 0.09 mmol) L H]2-2ALEH 2= (54.2 mg)E MeOH (10 mL) SolA 58 &
71d ol o] E (687 mg, 3.3 mmol)2e] &<

oA etgdet. EFES 0CE YA AT, MeOH (7 nl) & &

S #H7bska, o]ofA %ial (500 mg, 1.73 mmol) & t]-o]&-Z = oY o}7l (268.5 mg, 2.08 mmol)S 7}
SHTE. 0TolA Al wRksslgltt. &% B9 £E &, WEE FOE AA7|a, = 228 Az 4
ARntE 1) (%Elfﬁ Ak F EtOAc) el o3 AAst AHES 533

HONMR (400 MHz, oFAEUEZ-d) § 8.34 (s, 1H), 8.14 (t, J = 8.2 Hz, 1), 7.43 (d, J = 2.3 Hz, 1H),

6.95 - 6.82 (m, 2H), 5.98 (t, J = 6.4 Hz, 1H), 5.64 (dd, J = 7.1, 2.2 Hz, 1H), 5.52 (d, J = 7.2 Hz,
1H), 3.81 (dd, J = 13.4, 6.7 Hz, 1H), 3.67 (dd, J = 13.4, 6.0 Hz, 1H), 2.88 (d, J = 2.2 Hz, 1H), 2.56
(s, 8H), 2.23 (s, 1H), 1.01 (s, 9H).

ES/MS m/z: 436.2.

0 E9 B4 (1.6 g, 3.67 mmol)S MeTHF (16 mL) ol &3jA|7]aL, MIBE 5 olx|= & (0.5 M, 7.34 mL)
1 ] ( )E]OW}E}“‘ JolE (24 mg, 0.18 mmol)E H7}etar, ALoA A& wdtsladrt. SMe] ARH 5,
d FRHAUEF S0 MFHsla, SR EF oA AxzARY. o3sta,
Fetolom, ol Ayt A A2etEady (]9 Ak F EtOAc)ol ofs) A

op Ly

oo

U
o
2
:?
o
fu g
ot
Q‘L
lﬂ
D]

=2
o
ol\
2
>
a
BN
Mo X
M
[o
-
4

1H NMR (400 MHz, E22XEF-d) § 8.45 (s, 1), 7.93 (t, J = 8.1 Hz, 1H), 7.41 (s, 1), 7.35 (d, J =
2.3 Hz, 1H), 6.80 (dd, J = 8.4, 3.2 Hz, 1), 6.25 (s, 1H), 5.93 (s, 1H), 5.91 (t, J = 56.0 Hz, 1H),
5.27 (s, 1H), 3.57 (m, 2H), 2.58 (s, 3H), 1.55 = 1.50 (m, 4H), 0.94 (s, 9H).

ES/MS m/z: 569.6.
Ao 28 Hx} 28:

(9)-8-Z22-6-(((1-AZFR2Z2T-5-0}0] Q& -1H-1,2,3-Ego}F-4-U)(6-ZF 2 Z-2-v &3 2 d-3- ) H|
g)oju ) 4-( e oln| ) FEH-3-7FI 2R EZ

HN >—n
H 3
N N N,
X B ——— N
2 I N/ Cul, TEA, ICI, THF
Ny Cl Na
F
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[0807]

[0808]

[0809]

[0810]
[0811]

[0812]

[0813]

[0814]
[0815]

ZIHSd 10-2022-0129667

olo] @32 (1) (172.5 mg, 0.906 mmol) . dA3}olo] ot (147 mg, 0.906 mmol)S EIEZI=ZFH (15
) & R)-8-FEZZ-6-((1-(6-FFL2-2-veygd-3-d) T2 2 -2-91-1-d)o}u| =) -4-( e A Ho}u| ) | &
P-3-7t2EHUEZ (394 mg, 0.906 mmol), A|FEZTZE o}lx= (79.1 mg 0.906 mmol), L Ego|do}ql
(151.6 uL, 1.09 mmol)e] &oMo] H7}slsict. 16A17F &, WS-E-5 oe olAElolE (50 nL)2 3X &z, =
(25 mL) 2 A5 (25 nb)E AHET. 7] A4S G EF ol AxA7)a, s 2t shel AAS
. A7l BEAE oY ofAlEHCIE (5 nl) et EF38IaL, AAE ool o welste] (S)-8-FREZ-6-(((1-A]F
22X 2d-5-0}o] @ &-1l-1,2,3-E&]o}E-4-U) (6-ZF L 2-2-v € v g d-3-) v & ) o] 1 ) ~4- (]| L. & o} ]
W) HAEY-3-FIERYEL S F533}.

AN 29 Az} 29:

(9)-8-F2Z-6-(((1,5-UAZZZ2ZH-11-1,2,3-Eg|o}Z-4-A) (6-EF e 2-2-vdu g d-3-L ) v & ) o}m] =) -
4-(de Aol ) FsA-3-7t 2R YEZ

Yo T

HN

N, ILH N ]
NN N7 CiHeB(OH), PdPPhy), N, |
N
a N” T2 4}, H,0, K,CO,
Na Cl
F

1 4—1’4&4 (4.0 mL) 2 & (0.5 nL)< vlolazgeolr ulo]d Ul (S)-8-FZZ-6-(((1-A|FRZEF-5-0}o] L
T-10-1,2,3-Edo}E-4-¢) (-2 F 2 2-2-1 e v g ¥1-3-Q )W & ) o} i )—4- (] L A o} 1] 1 ) A m A -3-7L 21
UEZ (100 mg, 0.155 mmol), A|ZF2ZZ2HHWEAF (20 mg, 0.223 mmol), HIEZ7|=(EEdyErad)ZeF
(0) (35.8 mg, 0.031 mmol), Z EMIZF (42.8 mg, 0.310 mmol)ell H7}3ttt. WHeE-S mfo]ma & ¢ olH uk
S7] WellA 130TCollA 20 &<t 7}036}0%} TS og oA HE (10 mL)E 3Aeti, 9 (5 mL)=
AFATE. f§7] s SR ER oA AdxzA71a, &ulE 3SE el AA Y. FRES FH4 A=
ntE2H T (0 - 100% AL oHAEHCIE / IihHhE Hsitt. AP ES FhHste 23S § Sl s 7t
stoll AABATE. FHES 2 WEo EZIFOZoNEL X3 wekE (1ml) 2 & (0.5 mL)oll Fola, A
A4 HPLCE Hzlahdel, Z%e 288 gteta, 524% Aste] (9)-8-FZ2-6-(((1,5-HA S22~
1H-1,2,3-Ego}&E-4-4) (6-EF 22 -2-v e 7 2| d-3-d) W &) o}n| = )~4- (M| A o}n| =) F| 5 -3-7t 2R U E

485 #5319,

A Ao 30 A} 30:

(9)-8-F22-6-(((1-ANEZ2Z2H-5-ZF 0 2 -1}-1,2,3-Eg|o}F-4-U)(6-ZF 2 2-2-W e d-3-<) H|
g)on ) 4-( el oln| ) 75 -3-7t 2R U EH

\Z%

HIN KF, ACN, H,0 N HN

MW 180 °C 12min

A/

Ovﬂ YEY (1.0 nL) % & (1.0 mL)S wlo]aZgo]H nfo]d ] (S§)-8-F2E-6-(((1-A]| R ZEE-5-0}0]
LE-1H-1,2,3-Ef|o}E-4-9) (6-ZEF 2 2-2-E 9 g d-3- ) W ) o}n| 1o )~4-(H| LA o} 1| 1o ) 7 5 A -3-7} =
HYEZY (50 mg, 0.078 mmol) ¥ EFLAUSLEF (22.5 mg, 0.388 mmol)ell H7}skdrt. nlo]dS HHE-3shar,
HHSES mlo|d 2ol Hh-g7] oA 180TelA] 127 &<t 7}@‘ WE} HHEES old oA H o E (10 mL)
sMsta, A (5 al)E AFHEAT. f7] S MU EF HolA AxA7 L, SuE 7S sl AAS
Atk AFES FU4 Z2eE2HT (0 - 100% " oFAH] 1E / FAHE AYsnt. BPES Treke
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[0816]

[0817]

[0818]
[0819]

[0820]

[0821]
[0822]

[0823]
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3)
gl

mlo
S o
ol

B, g A sl AASTG. AFEES 2 320 EJEToRbEY £ WS (1)
# (0.5 nl)ol ol3, FAS HPLCE Aelstsirt. 7 ‘ B, ARE Al (5)-8-F2E
(A2 RE2D-5-FF 0 2-11-1,2,3-E 9 0}%—4-9) (6-5 7.2 -2-v &3] 2] 9-3-2 ) v &) o} 12 )~4- (1]
Aot ) AEA-3-7F2 R ELS F5E5T

}-O c> NE F‘{E

AAld 31 dAF 31:

(9)-8-F22-6-((1-A 22 D55 A -1H-1,2,3-E el o} E-4-2) (6-FF 2. 2-2-v I 2] 9-3-2) vl &) o}
o] ) -4 (] A ohv] 1) 7 R -3-7F 2 R E

H HN™ N NaOMe, THF N, |
90C
Ny Cl Nx

HEAZ (26 ul, 0.119 mmol, THF % 25% <=)Z HEHS=2FT (2.0 nL) F (S)-8-FZ2-6-
(1A EF2EZEZI-5-EF2-10-1,2,3-Ego}E-4-9) (6-EF L2 -2-v e H 2| d-3-Y) | &) o} 1| 1= ) -4- (U] &
Aol ) AEA-3-7 2 WU EZ (42.6 mg, 0.079 mmol)e] &Ho] H7}a}el fHS 90CollA 30% EHoF
7hdstar, WgES 2 e ofMEAISE AT, &dS " ol E (15 mL) 2 gAsta, 23 F
EMUEE G nl) ¥ 94 GnL)E AlFSAT.  #7] A4S SR EF AdA dxRzA7|, &9E 72
AAGA G, FAFES ZH4 ARZvEIHY (0-100% 8 ol ElolE / b2 A, AYE
s B3S getar, £uiE 72 sl AASIY. FFES 2 W] EYIFoROIAEA ¥
mL) B & (0.5 mL)ell *o]il, A8 HPLCE A&lskal ANES shiete ZRe 288 deta, 544
= g 3} (9)-8-F22-6-(((1-AEF2x2H-5- uﬂéz\] 1H-1,2,3
) E)ou ) -4-(d e gldoln ) FEA-3-7t 2R U EZH S F5319 ).

AAld 32 AAf 32:

] Y
o . ]V Il
N X OAc HN Ph’gh N ,\}3-”Ph N H HN o
A, 1-Boc0 { HoN xON i Ph =
e N + P
N 2 R-MgBr, i N Cul, DIPEA 4 N
H Ac0 N
Co Boc Cl MeOH, 25 C . Cl

D( CuS0Qy,
Cu, MeOH

HN HN
N LA A\ CN
DCM,
N 25C WP

Ad3)= (223 mg, 1.4 mmol)E oA EYEH (8 mL) o &3fAFH}. Egoldobdl (0.29 mL, 2.1 mmol) %

DMAP (34 mg, 0.28 mmol)E #H7}8}ar, ©]oJA] Boc,0 (365 mg, 1.7 mmol)ZE H7}slar, AAHE ZES 28 H<t

wkskglch.  ehd A, wke WEEE AH eHAX v, Ayt A aRviEadsy] (4 Et0Ac)l <)

At APES F53IT.

A=) FA% %ﬂo THF (15 mL)ol =0o]al, 0C=E WSSt dEdrtadg BEvlol= (THF % 0.5M, 3.7

mL, 1.8 mmol)E L ™ 2 Al olMEAF FE (0.29 nL, 3.1
_

mmol)-& 713kl HL% YeE8S Aoz (A7l A 7} = . WES X3 A4 NHCle H



[0824]

[0825]

[0826]

[0827]
[0828]

[0829]

[0830]

[0831]

[0832]
[0833]

[0834]

ZIHSd 10-2022-0129667

Aol elal AHeha, BOAR FEHAT. §7] $& G52 ARstn, Fviils Yol AxA)a, o)

ha, BHEAA 2 T2y obHEE FEHACH, olF F7b Al glo] AgsA.

Cul (6.6 mg, 0.035 mmol) ¥ ZI= (22 mg, 0.042 mmol)Z MeOH (5mL) Fof HAEA| 7|21, o2 dlo] 58 &

oF 28 9Ad 3t MeOH (2 mL) &= fHo 22 ofAHo]|E (136 mg, 0.42 mmol), QH(NOM,Q%
miol) B DIPEA (54 mg, 0.42 mmol)E ©] A tE A2olx H7lskglek. 2A7 &, 8 EFES A4 &
FEA7]1a, A7t A (P4 ZF Et0Ac)oll 93 AAst &g AHES F531%0 ).

S THF (2mL)ell HAch. ofA= 4N (1l / 19%), Cu 2 CuSO,E H7tetal, AAE ETFES 2904
ot Wkl Yk, EtOAc®E 3|Xsta, B, 952 MAFHsta, beladla gl AZRAFY.  oJgsha,
AA 2 AAES 53 o5, o158 111 DI EYEFZAEAR E3E lnl FolA 308 & 3k
DCM 2 TFAZ 3)d & 93] AAS T, = JFES RP-HPLC (£8]N: E / MeCN #0.1 TFA)] <]3)
Aste] APES TFA o 2A F531% ).

h=]
=

U A )

ot fL oo &

A Ao 33 Az} 33:

SO LA ¢

R HN\ N Cu())TC, CD40D N’:\I ¥ HN\ o
“ | N/ = | N/
Na Cl Na Cl
F
238} wlere (CDOD, 2 nl) & &7 &2 24 (50 mg, 0.115 mmol) 9] &S DCM % ofAl= &9 (25
%, 80mg, 0.138 mmol) B F2l(DEAZI=EAHCIE (1 mg)= HAA Astdrt. 1ARF §, WhgEs
L=

BtOAc® 8433, 4 FRMIEF Soow AAsla, WMIEF gelA AZAZATG. e,
ZUA7A x BAS F5a90m, o o4k PLee] old) AAleled ARE AR FEaT.
1H NMR (400 MHz, oI EYEZ-d;) & 8.44 (s, 1H), 7.82 (t, J = 8.2 Hz, 1), 7.49 (d, J = 2.3 Hz, 1),

6.84 (dd, J = 8.4, 3.2 Hz, 1), 6.78 (s, 1H), 6.17 (s, 1H), 3.83 (m, 2H), 1.78 - 1.65 (m, 2H), 1.65
(m, 2H), 0.95 (s, 9H).

ES/MS m/z: 588.31.

AAld 34 H=af 34

. F
q/g d
CUCN, DMF N—F

Bl ) HN
/ HN olo] A2 ¢ 0] B 135°C N H N
Ne B R 2N 15min 3 N 7z
* N N Z N X
7 NZ 7z N
S CN
\N | N

DVMF (2 mL) & (S)-8-ofo] & —~4-(Hl M olr| )-6-((F=HA-5-L(1I-(1-(EEF L2 eh A S22 29 )-1H-
1,2,3-EgolE-4-d)mE)oln ) A E=H-3-7ER U EZ (61 mg, 0.09 mmol) L AlersAl142] (23.53 mg,
0.26 mmol)¢] EFES wlo]AZgolB ol 135TolA 158 &<t 7Fdakint. S0 Si-E&2 A7 s,
ol zpalar, 94k HPLCO 98 AAste] (S)-4-(dl e FAE ol w)-6-((AEH-5-2D (1-(1- (Eﬂé—aﬁiiuﬂ'@)/\]a
Z23)-10-1,2,3-Ego}E-4-)me)olu ) =8 -3 §-H 2R UEZHS H|A-EgZF o 2olAHolE o
24 #5353

' NMR (400 MHz, "l&t&-d) & 9.11 (s, 1H), 9.04 (d, J = 8.7 Hz, 1H), 8.30 (s, 1H), 8.21 (s, 1H), 8.18
-8.10 (m, 1H), 7.99 - 7.90 (m, 1H), 7.90 - 7.82 (m, 2H), 7.80 (s, 1H), 7.14 - 7.08 (m, 1H), 6.94 (s,

_99_
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1H), 3.79 (d, J = 13.8 Hz, 1H), 3.48 (d, J = 13.8 Hz, 1H), 1.75 - 1.56 (m, 4H), 0.66 (s, 9H).
ES/MS m/z: 596.35.

A A 35 A} 35:

(0] o) ’
N e
N Y HATU, DIPEA, DMF . \
/ ; HN
N\‘ \ H //N N~ N\\ \ H //N
N A N N X
P
Ny Cl Ny | Ccl
F

N-og&tjo]az2Holdl (15.47 pl, 0.09 mmol)S YwEEZEu= (1 nl) F (S)-1-(4-(((8-FZZ-3-A|o}
r-4-(dl e g ol ) F 5 b-6-Y ) ol ) (6-ZF o 2 -2-w ey gl d-3-2) w e )-1H-1,2,3-E gl o} Z-1-A) A &
R2EIZI-1-7F2 524 (25 mg, 0.044 mmol), 2-(7-ofxX-1H-WIZEgo}E&-1-4)-1,1,3,3-HEHE -2 5
AFZFQ B ¥ Wo]E (HATU), 99% (17.27 mg, 0.05 mmol), X 2M tjwdolwl o) (44.4 pl, 0.053 mmol)<]
Y= Huledeh. 3AIRF F, &vie] HwrE 3 el AlAsSEAT. &NE wivkE (0.75 nl), = (0.5
mL) % TFA (50 ul)Z s|A3¢ltE. A7) &9E& GAE& HPLCE H3gltt. AAES ThHale 9 7Aed &
& Fsta, s401x Agstd 54 FES £S5, s4dx" IAE WE-E (0.5 mb)ol| Fola,
B (5 mb)E AFSIAA FtERdoE FXd FRAZAT.  EmE 7 sl AlASIaL, ™HES TFA (0.02
mL) X3 AN (1 mL) 2 & (1 mb)oll so]lx, 5212 AHEsled (9)-1-(4-(((8-FZZ-3-A]o}e-4-(Y]| 2.3 E
ol ) F EA-6-A) ol ) (- F o 2-2-vE 5 g Td-3-) W& )-1H-1,2,3-Ed o} Z-1-2)-N N-tj W x| &=
ZRP-1-7hEE 2o EE F5EEIT

¢

ut

Ao 36 HA}F 36:

1 Y
N
v H HN" N CucN, DMF
\N N \ 74 _—
P MW 140 C
“ | N
Na Cl
F

ez Soln= (1 ml) 5 (S)-8-FE2-6-(((1-AFRZ 2P -5-0}o] ¢ ©-11-1,2,3-Ego}H-4-U) (6-ZF L
2-2-Wdygd-3-2A)me)otn i) —4-(H| QA & opr) 1) F = A -3-7h 2R U EZ (33 mg, 0.051 mmol), AISHS}T-
(1) (13.7 mg, 0.15 mmol)e] &HG wlo]m R olH W] oA 200Cl A 208 F<t 7198t gitt. ==
S o oA HOlE (10 ml)Z 3|Astar, 56 d3te]E (2 x 5ml) 2 A4 (5 al)E AFHSAT. 77 A4S &
AGEF AdelA Azx:A7Ia, &uE 7S sl AASGY. ARES EH4 AEeELYT (0-100% EtOAc /
g2 AHYsian. AEES st IS Feta, &vlE eE sl AlASY. ARES 2 W
TFA 23 & (0.5 m1) 2 wgkE (1 mbL)o F5o]a, GAE HPLCE Hshdch. 71%s #3s 3sta, 2414
z A st (S)-8-FEE-6-(((5-Ao}e-1-A|ZFR I 2 F-1H-1,2,3-Ego}ZF-4-U) (6-ZF o 2-2-v ey g d-3-
) ol ) ~4-(H e Aol ) F EHU-3-FL 2R Y EH S 53519},

Off
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[0842] A 37 M} 37:

Mo HN
CN Zn(CN),, Pd(PPha), NoN N

AN
NMP, 100 °C N NZ

BocN
[0843]

[0844] tert-F8  (5)-3-(((3-Alo}=-8-o}o] 2 E~4-(H| e A olr] ) F| EH-6-U ) o}n| ) (1-A| E 2 22 F-11-1,2,3-E
YolE-4-)WE)-4,7-t)3 =2 E| | = [2,3-c ] HD-6(5I) -7t 252 H o] E (60.3 mg, 0.082 mmol), EHEE}7]
~(EAd £23)Z2HE(0) (7.55 mg, 0.01 mmol), B Alek3foled (23.96 mg, 0.20 mmol)e] &NE of=xo
2 10% B¢ E71Eslt. EFES 285 E upoldo A 100 coﬂﬁ 7FEErTE. 36A1%F &, WgES ddE o}

AEOIE (20 mDE FAsta, 5% A3elF (2 x 5 nl) 2 G5 (5 mb)E AFeRT. F7] A4S U E
ol AxA7aL, &ulE Y sl Al AT ﬂ“*—'ga aﬂM AzvtE2HY (0 -100% (20% #Ehe /
old olAlElolE) / A E A, AAES siete 28 Fslal, &vlE et skl AAsI tert-
e (9)-3-((1-ANF2223-1H-1,2,3-E g o}Z-4-9) ((3,8-H Ao} e—4- (]| S F g o} 1] 1 ) F] 5 8 —6-2 Yo} 1] 1)
We)-4,7-t] 8| =2 E] 0| =[2,3-c]H A D-6(B5H)-Ft 25 A g o| ES #5313},

— 1 =

1 ¥ g b

H HN ZnBr,
N

MeNO,

CN HN

BocN

[0845]

[0846] Bauslolad (88.6 mg, 0.39 mmol)S YEZHE (5 ml) % tert-F¥ (9)-3-((1-A1EF2X2Z-11-1,2,3-E1]
0}-4-20) ((3,8-T1 Al oF 4= (] @ AL obv] 1) 7 & -6-1 ) ok ] 1o ) W] &) -4, 7-T) 8 = R E) o] 2 [2, 3-c] 7] 2 -
6(5H)-7h=5A g o]E (50.2 mg, 0.079 mmol)e] &efell H7tetitt. 502 5, &viEs Sk afoll AAsAT.
AHEs o" obAHolE (20 ml) ot 23t FEANFEF (10 mL) Atelell Eujatalct. A7 PPN, o
E o7 &) AAsAY. 77 S X3 FEYESE (10 mb) ¥ 99 (10 mb)E AlFsE Y. 77 A4S
FAUEF AN Az, e wsE skl AAGY (9)-6-(((1-AZRIZA-1-1,2,3-E2 o} F-4-
) (4,56, 7-HEZs| =RE o = [2,3-c]9 2 d-3-L) ) obr] 1= )—4-(H| L A opr] 1) F =7 -3 8- 7L E R YU E
2 S5t

N NaBH(OAc)3, THF, DCE
CN 40 °C

[0847]

[0848] 3-%AlEH= (38.75 pl, 0.6 mmol)S HIEHS=ZFH (2 nl), HIEEAT (2 nl) F (9-6-(((1-A1F2Z
23-10-1,2,3-EgobE-4-%9)(4,5,6, 7-H Eg}e] =2 E o 1= [2,3-c | 9] 2] D -3- ) v &) o} 1] 1 ) -4- (] . & o} ]
=) FA=-3,8-T7k2 R Y ES (32.5 mg, 0.060 mmol) B A EZ|opAEAHZE =gte]= (128.1 mg, 0.60
mnol) 9] EFHEo] ISk, 40TelA] 16A17P ¢ kst ERee o" oMEHelE (10 mL)E
sjAetar, 3k FEIUES (2 x 5 nl) 2 95 G mb)E AHEGT.  F7] S FBAUEF M A4
71a, &l 2 stell AAsAY. Fiws A ARvREAY] (0 - 100%9] (2 oRAlEIE F 20%
dee) /bR Aadiv. AdES ke £ ek, SviE A sl AAslT. ARes 2
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Wgo] TFA 23 ojgh& (0.5 mL) / & (0.5 mL)ol =o]ar, A& HPLC (0 - 100%<], 0.05% EE]% Q ZolA
S X3 oMIEVER % BE Agsel $UAE At ARG $8S Gehn, FAAx et

=

(9)-6-(((1-AFEZ2F-1l1-1,2,3-E2] o} E-4-2) (6-(Z A ﬁ%m%&&&%ﬂEﬂaEiﬂﬂ4.,—c4ﬂﬂ
=3-) ) obr| ) —4- (] 2 A obr] ) 7559 -3, 8-H 7 E R U E-L & 5531904

A Ao 38 Az} 38:

9 ¥ < ¥

N HN” N HN
Ne K 2N PA(PPh)s N, I K N
N X Na 2N N x
Zn
S o~ + S P
N NMP N
< | <
N N I
N

(S)-6-((=[d Elo}i—%o‘(l AlFR2ed-10-1,2,3-Eg|o}&-4-9)m g ) olH| = )-4-(ter t—-F-FA| o}v| 1) 7] i

d-3,8-H7t2HYE N-rg-2-9E8= (1 o) F (S9-6-((HE[dEo}E-7-4 (1A S22 -1H-
1,2,3-Egjo}&-4- 01)”1]‘:/])0}‘3]4) 4-(tert-F-EA]oln| 1 )-8-olo] L E 5 U-3-FF 2R YE-H (59 mg, 0.093
mmol)oll A]¢tsloled (27 mg, 0.232 mmol) B ZEbF HEZ|2 EFHALIEAT (9 mg, 0.007 mmol)S 73t

ek, W3 EFES AARE 5E B WF e, 00CA A wasigl. olold, WeEs deo]

== 3la, B % FEtOAcE A e9drt. A4 =& EtOAcE 13 ¢ F&39ct. &3 47138 B, d5E A
Astar, AZ Na,S0)A71aL, FFAA 2 AAES F53%9e1, ol& HPLC (&8 & / MeCN *0.1% TFA)
o ols] Al FA|l BHES

ES/MS 536.20 (M+H) .

A A 39 Az} 39:

q,cg jl/ CF3

N HN
N, i N
N RS Cul, (L)-Z&4
S NZ + NaSO,Me —D5aB0,
S Br DMSO

N

(S)-6-((AZ[d]E}E-7-L (1-(1-(EF EF L2 EDAI F 222 )-11-1,2, 3-Egl o}&-4-L) v & ) o} 1| 1 )-8~
(M sxd)-4-(dedAdop ) A =H-3-7t 2R Y E-Y: (S)-6-((Hz[d]EolE-7-d (1-(1- (B EF 22
DHANEZRZ2)-11-1,2,3-Edo}E-4-d)HE) ol )-8-HE R A-(J Ao} =) F & -3-712H Y EHY
(31 mg, 0.047 mmol), (L)-Z= (1.1 mg, 0.009 mmol), Cu(I)I (1 mg, 0.005 mmol), A% ]%%Elﬂo]‘f
(5.8 mg, 0.057 mmol), = CsyC05 (15 mg, 0.047 mmol)ell DMSO (0.8 mL)E FH7}8litt. z&%% E3ES 110Tel

A ub st A e 297 st FA. ololA, WeES Heol NS su, ¥ % E0AcE 343
gk, 4 32 E0ACE 18] © FEHAT. G 47198 B, 952 AFetn, A2 Nas0)A7 R, 5

o

A Z APES 5381901, o2 HPLC (&8 : & / MeCN #0.1% TFA)o ola] AAsle] A AAES

ES/MS 655.7 (M+H').
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A A 40 A=} 40:

%CF” j/ :_<°H Lo,

HN
H N N
‘N\ i § 2 Cul, Pd(PPhs),Cl, N ! HN N
N X
=z N/
s
z
N | N
Na H
F
F
OH

6-(((6-ZF o =2-2-MEa9Ygd-3-2)(1-(1-(Ex ZZ e 2vHANEFr =z 29)-11-1,2,3-Edo}E-4-d ) v & ) o}
14 )-8-(3-3| EEA|-3-HE F-E-1-91-1-d)4-( edAlgoln ) A E=A-3-FI2H U EH: 6-(((6-ZF gi—z—ui]
998 d-3-U) (1-(1-(EgZSF e 2meh A F 2T 29 )-11-1,2,3-E 2| o}ZF-4- ) v g ) o} 1] 1= )-8-0}o] &
4-(edgolr ) AEd-3-7t 2B UED (30 mg, 0.044 mmol), o}o]ew3}78] (0.84 mg, 0.004 mg), 2 2-
WE-3-28-2-2 (18.6 mg, 0.22 mmol)< Me-THF Zoi %6}1/\12%@. oloj A, HlA(EYHdE2)ZeHE(11)
tZ=2gol= (3.1 mg, 0.004 mmol)E EFEo| Hrlstar, olojx teldoelwl (0.05 ml, 0.44 mmol)S #H7}a}
Sk, RESES 80TE 1AIRE Bt 7FEe the, EtOAc B HF= 4“0& 7 T& FAA7IAL, AU E
F Aol AxA7a, sFAAT. = AFES RP-HPLC (8219 & / MeCN #0.1% TFA)ell <] AA|ste] A
JES ETEF LR oMHoE ¢gorA F5330}.

! HN
N, W R N AdEEFo= F HN
N SN
= | N/
Ny Cl
F

(8)-8-F2=2-6-(((I-(1-("EFF2HeHA &= 22 9)-11-1,2,3- an}i—zl A)(6-ZFogE-2-Heygd-
3~A)E) ot )-5-EF e 2-4-(d Aol ) FEA-3-FI 2R Y EL: (9)-8-FZ2-6-(((1-(1-(HEFL=Z
HEDAFR2 22 )-11-1,2,3-Eg]o}&-4-Y) (6-&F gi—z—uﬂ%Awﬂﬂ—S—O‘)uﬂE‘)O}HIL)—zL—(LﬂOﬂE‘O}UIL)
FAEA-3-7IZRYEZ (100 mg, 0.18 mmol)<= ACN Fol &A1t AAEZEFQ 2 (Selectfluor) (31.8 mg,
0.176 mmol)S ¥k E% of H7}eFtt. WS 208 F AAAZ|aL, EtOAc ¥ B2 MUY, HU] =5
FAUER A dxA715, s5AFT. AAES At A oA a=ZvtETHs (&8N EtO0Ac/F)

2Bl o8l FAst & / Ne(NoZH-E 9] TAH1x &, AHES 5315,

Ao 42 A=} 42:

Br HN

/ MeCN, 0 °C
Na

(9)-5-B22-8-F22-6-(((1-(1-(JEFL2We)ANFE2EL2A)-5-ZF 0 2-111-1,2,3-EZ|o}Z4-4) (6-ZF
S 2-2-vedugd-3-d) &) ol x)4- (AL oln =) I E5H-3-FI2ERYEZ . N-BHE2E Ao = (7.8 mg,
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0.044 mmol)Z 0TCOA oFAEUEZ (1 nl) F (5)-8-FZ2-6-(((1-(I-(FZFeavea)NELLTaH)-5-F

FLE-1H-1,2,3-EFo}&-4- °‘)(6—* e 2-2-ve g d-3-d) g ) ot x)-4- (Lﬂ&%ﬂ%‘O}HlL)ﬂia -3-7
ZHUEZ (26 mg, 0.044 mmol)o] &olel]l H7laltt. ALel|A 24A 7 F, EgZT o 2oAEA (4 4
A7reta, TFES B2 M. A S4ES AAE IPLCE Asgitt. AAES Fisle &
star, gulE 72 Sfoll AATY (9)-5-HEE-8-FZZ-6-(((1-(1-(UZF2=ZvE) A
-10-1,2,3-Edo}E-4-9) (6-ZF . 2-2-v g v g d-3-2) v & ) o}1] 1= )—4- (U] 2. F & o} 1)
EYS TFA 9224 F531300.

Ko
t
[k
t
e

A Ao 43 A} 43:

ADMP, DBU ?
NH,

HCl MeCN Na

1A LU A ZFZ2[1.1.1]9g: olAEYUER™ (2 nl) F 2-olX%-1,3-tddoln ey AAZF QR E AN 0]
E (429 mg, 1.5 mmol)2] &I4& o EYUER (3ul) & WAIZZ[1.1.1]3g-1-o}7 s=2F2go|= (150
mg, 1.25 mmol) ¥ 1,8-to}xpH|AZ2[5.4.0] 2] 2~-7-21 (420 mg, 4.2 mmol)e] &M 18] Ax A7}t
o ALoA 16417 F, WHEES 40TolA 3A1F St 7tEEglth. whEe fAE o R FAHENeH, o
5 29 vtgol auE ekl

Cu, CuSOy, MeTHF

Cl

($)-6-(((1-(AAFZ[1.1. 1] -1-21)-1H-1,2, 3-Eg|o}E-4-<) (2-v e~ 1-Fa-1,2-1 3| = 2 o] 7] 58 -5~
Ay ) otr]m)-8-F 2R 4-(| ool ) AEU-3-7t2 R U ELD: 2-vHHELS =2 F ¢ (12 nl), T
w2 (394 mg, 6.2 mmol) % (R)—8—%ii—6—((1—(2—&]@—1—%&—1,2—1’4%]5;0]&#1%%—5—%‘)Eiz—z—ﬂ—k
)bl i) -4-(Hl el olr] =) FEd-3-7k2 R U EY (500 mg, 1.03 mmol)& Fakivt. 23k k(1D
(0.6 nL)E F7kstar, o]o]A] opHEAL (236 ul, 4.13 mol)S 7SI, oPAEUEZ (5l - 7] 25-F
o Wh =) T 1oPRHASE[L L 1] (137 mg, 1.25 mmol)9] &4 H7bsklvt. 1Ak §, 314
= ol o3y XM o}‘ﬁﬂr EdEs old opAECIE (50 nL) B E3F AU E (50 ml)& AHESte] Lol
+ Aol FAHAT. uAE AtelEE ol ool osf AASAG. 7] &
33} ".ﬂi}%aﬁ (50 mL), 2ot FEAUEF (4 x 50 nL) 2 @ (50mL) 2 AIHEAT. 7] e Fh
ke 4l AzmEIHY] (0 - 70% oF oA
01 [ FAhE ARegin. AdESs dRshe £8s deta, SvE A9 st AAsSAY. AEEE of
EUEY (150L) 3 & (15 L Az Agste] (9)-6-((1-(MAIFZ[1.1. 1] %-1-<)-1H-
1,2,3—_‘5.11]0}@—4—0‘)(2—U1]E‘—1—9~ -1, 2-Ys| ERo]aF=-5-d) e ) obr] ) -8-F R 2 -4- (v 25l "oty )
FAEd-3-7t2nUEL S F53550 0

2
= L

b3

m Nl o
o
R

Aol 44 H3} 44:

Br,

Sz NN

=
=
n
@

@
I
z

HN AIBN L H i N
N, P
N, ‘ H =N N N N Z
N N —_—
P EF4, &5 N NG
N N |
| N _~# Cl
N4 ¢
F
F
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[0873]

[0874]

[0875]
[0876]

[0877]

[0878]

[0879]

[0880]
[0881]

ZIHSd 10-2022-0129667

Z2[1,5-a]l9 89~

27k (54 mg, 0.09 mmo
3l YA(Eguedd)d
(43.74 mg, 0.18 mmol)& H7FstaL, o]ojA 0.44ml EF< 5 2,2'-olFM| 2o AHE|ZUE™ ) 98% (1.44 mg,
0.01 mmol)E& A7}etdet. 3Hi &bl 16412 &<t 7HEs &, & & FE9 d3s Hrista, 427F 59 o
AL 7tgetadth. EFES $FA17]aL, RP-HPLCO] o3 AHAste] AAHES EEFLROAHCOIE do=A

(9)-8-FZ2Z2-6-(((-2F2=2-2-veFFd-3-4)(4,5,6,7-HEZHN =21,
- E) o)) 4-(d ool ) A EH-3-7I2RYEH: 4 4ol EF4 %
Dol EdES okEeor 453 FoF HASH.  ol& &S sl 714

Ao 45 A} 45:

oY M Y
Nal N © HN N or HN
& N “ NZ
Na N\| ¢] N\l ¢]
F F

($)-8-F22-6-(((6,7-08| =2 -50-[1,2,3] Eg]o}Z 2 [5,1-b][1,3] A -3-Y ) (6-ZF Q. 2 -2-w & 7] 2] I -

-)mE)otm ) -4-(H eAdoln ) AEHP-3-7I 2R UEZ 2 (9)-8-F22-6-(((-ZFL2-2-vdyg -
3-9)(1-(3-3| =E5A 222 )-11-1,2,3-Ego}E4-d) v ) oln| ) 4-(W LA oln| ) F 5 -3-FF 2R Y EH:
(9)-8-ZF226-(((5-ZTF22-1-(3-3|=2A 2 27)-11-1,2,3-Ed o} Z-4-U ) (6-ZF o 2 -2-v| & 5] g I -3-

)y e) ot ) —4-(W e Y oln] ) F = -3-7L 2R U ED (37 mg, 0.07 mmol, AAle] 230 thajsel o] A
Z¥)& DWF Foll 3171, Wz oA WAz, mud od F FASIJER 60% A4k (5.6 mg,
0.23 mmol)< H7Fstal, NaH ¥ EFES Aoz 7MeH &% 3%k, 1A17F §, UPLC-MSel sk wkg-o] <k
Axon ol &2 ste v-1E3 YHEZ FFFATt. RP HPLC 15 10-49% ]3] gAlste] 23<

ARES FHACE, ASdhe EYETFLEoMHCIE domA 5530

i

(8)-8-F2=-6-(((6,7-t3| ==-50-[1,2,3] E&]o}FZ[5,1-b][1,3] $AI-3-Y) (6-EF L2 -2-Hd T 2 -
3-21)u &) obu] 1 )4~ (] @ A o] 1) | H el -3-7F 2R U E R ES/MS m/z: 535.34. H NWR (400 MHz, oFA|=Y]
Ed-dy) § 8.42 (s, 1), 7.92 (m, 1), 7.48 (s, 1), 6.79 (m, 1H), 6.70 (s, 1H), 5.97 (s, 1H), 4.35
(m, 4H), 3.90 (m, 1H), 3.68 (m, 1H), 2.50 (s, 3H), 2.23 (m, 2H), 0.94 (s, 9H).
(§)-8-FRZ-6-(((6-ZF2=-2-me3 2 d-3-A) (1-(3-3| =FA| L2 F)-1H-1,2,3-E gl o}Z-4-A)w & ) o}] 1)
~A-(f @ A ohu) ) F A -3-7 2 U E: ES/NS m/z: 537.27. H NMR (400 MHz, SHAEUEZ-d) & 8.41

(s, 1H), 7.84 (m, 1H), 7.66 (m, 1H), 7.48 (m, 1H), 6.82 (m, 1H), 6.74 (m, 1H), 6.15 (m, 1H), 4.42 (m,
2H), 3.76 (m, 2H), 3.48 (m, 2H), 2.51 (s, 3H), 1.98 (m, 2H), 0.94 (s, 9H).

Ao 46 A=} 46:

CFB OH <QCF3

N
N
/
cho3 Pd(PPhs),Cl,
F

(9)-6-(((6-FF2-2-E9 2 d-3-) (I-(1-(ESF L2 e)HA S 2T 22)-1H-1,2,3-Eg| o}&-4-A ) vl
eD)opr] i) -4-(v] @ " Fopr] ) -8-(F] F W -5-d) A EA-3-7t2HUEH:  6-(((6-FF=-2-vd vz d-3-
D A-(1-(EgEFLzreD A S22 d)-11-1,2 3—Ea10}§—4—°‘)uﬂ%)owl;)—s—ﬂﬂ E-4-(dl g ot
=) FAE-3-7FE R Y ER (20 mg, 0.03 mmol), ©AFZHE (0.03 mL, 0.06 mmol), R W R-5-LREAE (5.3
mg, 0.045 mmol)= DME el S&AZ.  ololA, w=(E sy iia)éﬂ}ﬁ(n) HE=gtel= (1.0 mg,

=

N%/
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[0882]

[0883]
[0884]

[0885]

[0886]

[0887]

ZIHSd 10-2022-0129667

0.002 mmol)E E3Eo| H7slct. WHEES mlo|mgZgolH whg7] ylo|A 110CE 58 =<k 71d3 g,
EtOAc 2 4= g4sta, f7] TS X712, SAUEE oA dAxA7)a, s5AHAY. = AFES
RP-HPLC (&2]9: & / MeCN #0.1% TFA)°l 23] AA st AHES EESFLE oMM HOIE dozA £53519
=

AAd 47 A=} 4T:

N

oto] 2 A&7 (D)
N-olo]e ER=ZEF

R H H,\j//N 3= 2o}o] 9 thol = I AN H HN\/|//N
N X MeTHF N N
Na Cl N cl
F F

N~ \:f//
j/ olo] 2 A&7 (D) ‘ HN
I HN = o No Il H 2N
H Egddotd N Z
A N\©\/§///N MeTHF N m/
o
X N
= >< |
“ N N3 N C
Na Cl
F
F

(5)-8-222Z-6-(((6-EF2-2-vE I d-3-4) (5-olo] L =-1-(1-HEA| S22 22 I )-1H-1,2,3-EF| o} F-4-
Ad)yvd) o] ) -4-(v ool 1) F=A-3-7F 2R YEH ! NeTHF (2 nl) 5 (R)-8-FE2Z-6-((1-(6-ZF 2=~
2-WE g el-3-U ) L2 2 -2-21-1-) o} 1 )~4- (W] L H o} ) F = -3-7F 2R Y EZ (100 mg, 0.23 mmol)°l
olo]l o AS T2 (1) (4 mg, 0.02 mmol) @ N-¢}o]|QERZEY F=2olo]orlo]= (95 mg, 0.28 mmol)E H7}
:}oﬂ;]_ %oug /qgoﬂ/q 5/\]7]. o} H]—O}_Oﬂ];]_ A A= B_oug FFE R ]E FA = EOH 0:1:11}.'5‘}.1 lo':‘:'i-_{}\]
A Z2 (9)-8-FE2EZ-6-((1-(6-FF L Z-2-HE 9 g d-3-Y)-3-0}0| S =X Z 3 -2-21-1-Y ) o} 1| . )4~ (| 2.3 o}
He) A E--3-t 2R U EL S 5351300
MeTHF (2 mL) % (S)-8-F2Z-6-((1-(6-ZFL2-2-WE ¥ g d-3-U)-3-0}o]| L =X 2 L -2-91-1- ) o} 1| = )4~
(Mesdolr ) FEd-3-7t 2R YEHS] &9 Egodo}lrl (0.05 mL, 0.36 mmol) 0}01 a2 (1) (4
mg, 0.02 mmol), @ 1-o}AE-1-WEAZ==x 25 (0.5 mL, MIBE £ 0.5 M, 0.25 mmol )% A7rsiick. 8-
LN /Jioﬂ/q 3¢l ZoF wulsk 1;]_0 FA ZFEAG o7 /q]zqo}oﬂ;]_ T4 Z=L EtOAc (2x) =2 oﬂzgo}_]_
el f7] TS Na,S0, AollA AxA7|a, AT, = ZFFES 94 HPLC (10-60% MeCN/H:0, 0.1% TFA
el o3 FAst AAES TFA Qo224 F5Art. BAES EtOAc Foll &3A7]L, T4 FEAES
3kt 4 S5 EtOAc (2R JFZF3taL, e 7] T& NaS0, AollA AxA|7)a, FFA 7.

3
AFES A4 AReEHT (10-50% EtOAc/CHLCL) Al of3l AAste] YAHES F533T).
'H NVR (400 MHz, wlg®k&-d,) & 8.51 (d, J = 1.1 Hz, 1H), 7.81 (¢, J = 8.1 Hz, 1H), 7.65 (d, J = 2.3 Hz,

1H), 6.86 (dd, J = 8.6, 2.7 Hz, 1H), 6.83 (d, J = 2.3 Hz, 1H), 6.07 (s, 1H), 4.13 (d, J = 13.9 Hz,
1H), 3.70 (d, J = 13.9 Hz, 1H), 2.40 (s, 3H), 1.64 (s, 3H), 1.44 - 1.31 (m, 2H), 1.22 (t, J = 2.0 Hz,
2H), 0.89 (s, 9H).

ES/MS: 659.255 (M+) .
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[0888]

[0889]
[0890]

[0891]

[0892]

[0893]
[0894]

[0895]

[0896]

[0897]

ZIHSd 10-2022-0129667

A A4 48 A=} 48:

e ¥

HN H2S04 HN

/N /N
H,N X = Kl | X =
P~
N/ H20 N
Cl

Cl

|

(9-8-FZ2Z-6-(((-ZFLZ2-2-HEy g d-3-A) (1-(1-(Eg EF L2 E)A S 2 L2 9)-111-1,2,3-Eg|o} &~
4~ g) (HE) ol =) -4-(d LA olu ) H A -3-Ft2 R U EZ: 0T (F) A H0 (35 mL) L H,S0, (1.8

m) & 6-obuw=-8-FR2-4-(v] e olr] ) F=EA-3-7t 2 HYEY (1 g, 3.46 mmol) 9] &jglel 1.5M +4
NaNO, (2.8 mD)& #A7betalvt. A" &5 0TolA 15417 &¢t wike F, 10 (15 nl) 3 ofoledshzd

F (1.2 g, 7.23 mmol) S H7tskolth. A" &8s A2oA 18A7F 5 4435 wwsigitt. &g E
NaOH (2= F3pA71ar, of3pstar, H02 23] AlHT.  AAE o35 EtOAc ol &alA7IaL, 54
NaCl®= AlHsiitt. 4 & EtOAc®: dFFstar, &3 f7] 55 MgSo, oA dxA71a, sHA
% 24& Si0, Az2vEaYy (5-25-100% EtOAc/Hex, 20% MeOH/EtOAc A& <)ol o&) AAsle] &4 PHES
T3

'H NMR (400 MHz, DMSO-ds) & 8.82 (d, J = 1.7 Hz, 1H), 8.55 (s, 1), 8.25 (d, J = 1.5 Hz, 1H), 8.19 (¢,
J=7.0Hz, 1H), 3.72 (d, J = 6.8 Hz, 2H), 0.96 (s, 9H).

ES/MS: 400.428 (M+H').

S- P
O'S N o) NI
| "
\  Cuh2-Eled slaE4ddoE KE N g
SI\ 2,6~—ar-‘5]"d N F
I~ THF i
THF (7.5 ml) % (S.E)-2-w&d-N-(3-(EgMeaa) Tz 9 o 1-dald)2g-2-sxolu= (0.5 g, 2.18
mmol) ] &l Cu(l) 2-El 23l 7k=5AdeolE (50 mg, 0.26 mmol), 2,6-FE9 (1.3 ml, 11.16 mmol), % Al

=
Z2vzd o= (MBE 3 17%, 1 ml, 7.82 mmol)E& H7}s+9c}, Mﬁi%je4m:whﬂﬂﬁlwwk%
oF Wk o}, EtOAcE FA3sith. |98 H0E AFHsta, 4 NHUCIE 23] Ay, F4 58
EtOAc®E 9FZsta, 33k 471 5& MgS0, Aol ARA7I3, sFAHY. = FFES Si0, A== T

(15-50% EtOAc/CH.Cly)oll &l AAste] 24 AARHES F53519 ).

1
H NMR (400 MHz, S2=35F-d) § 8.78 (d, J = 1.2 Hz, 1H), 8.26 (s, 1H), 1.82 - 1.75 (m, 2H), 1.72
(dt, J = 8.0, 4.9 Hz, 2H), 1.26 (d, J = 1.2 Hz, 9H).

ES/MS: 309.100 (M) .
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[0898]

[0899]

[0900]

[0901]
[0902]

[0903]

[0904]

[0905]
[0906]

ZIHSd 10-2022-0129667

~78Coll A MeTHF (7.5 mL) ¥ 3-HE2E-6-ZF e 2-2-vedgd (370 mg, 1.95 mmol)2] &dol, (&%), n-¥%
gElE 89 (A F 2.5 M, 1.25 ml)S Hrista, vHSES -78TolA 1.5A1%F Fet wt A

A gde MeTHF (2 mL) & (S, B)-2-"E-N-((I-(1-(EEF L2 eHAF2Z23)-11-1,2,3-Eg|o}&-
4-A)vEA) Z 2 P-2-&Foln| = (200 mg, 0.65 mmol)S H7Fsta, AAE &q48 Aoz 24 o}

Pk, WREES 50% NHCIZE 38k, EtOAcE 23] FZ3Avh.  Fek F7] S5 NaS0y oA HxA7],

PN
EZzAAT, 2 BAS Si0, ARvEIHT (25-60% EtOAc(5% MeOH)/CH,Cl,)ol o8 AAsle] 24 AHES
@ o) HFAZA 5T

I NIR (400 MHz, F22XF-d) 6 7.91 - 7.81 (m, 1H), 7.52 (s, 1H), 6.81 (dd, J = 8.5, 3.3 Hz, 1H),
5.93 (d, J = 3.4 Hz, 1H), 4.41 (d, J = 3.5 Hz, 1H), 2.55 (s, 3H), 1.74 - 1.59 (m, 4H), 1.24 (d, J =
0.8 Hz, 9H).

ES/MS: 420.099 (M),

D Y

N NaH PN

" Mel

X “ AN

SQVIET *E o2
N

THE (3 mL) &  (D-N-((9-(6-ZF o z-2-wgdvgd-3-2)(1-(1-(EZZ Uﬂ‘é)/\]iiﬁifﬂ)—lH—
1,2,3-EgjolZ-4-d)ve)-2-Hd L2 d-2-&Hotm = (0.1 g, 0.25 mmol)2] &ML 0CE IZAHY. F4
SIMEF (WUlE od 3 60% B4, 0.01 g, 0.29 mmol)S FH7Fsta, 308 F<F myHe 3 ofo] 9 wmEl
(0.02 mL, 0.32 mmol)S H7IslFtt. AAHE SNS Ao 2447 FoF wuksla, EtOAcE A ehsict. &
HE 50% NHCIZE MHstaL, FE&HE EtOAcRE AFZ3Arh. e 7] S5 NaS0, AdlA AxA7]aL, &

ANAHY. & ZAFES Si0, AZefETH T (20-50-60% EtOAc (5% MeOH)/CH.Cl,) ol 93] AA s 24 QAHES

it
[-o

\_//‘\

A d

' NIR (400 MHz, 22=23EF-d) & 7.95 (t, J = 8.2 Hz, 1H), 7.78 (s, 1H), 6.83 (dd, J = 8.5, 3.3 Hz,
1H), 5.99 (s, 1H), 2.58 (s, 3H), 2.46 (s, 3H), 1.63 (d, J =62.7 Hz, 4H), 1.17 (s, 9H).

ES/NS: 433.820 (M+H).

+ ak;

//S\ ~ N-N
O""'N HCI SN
K N _—m
S W,
N MeOH
-
F F7ON

MeOH (1 mL) F (S)-N-((S)-(6-EF=2-2-ved A d-3-4) (1-(1-(EFEFLEWE)AI Z2 X2 )-11-1,2,3-
EgjolE-4-)m )N, 2-t]Md 2 f-2-solv= (0.07 g, 0.17 mmol) 9] &ee] M HCL (045
n)S A7lslgnh. AAE SRS AL A7 Eol wwkala, EHEAALY. 2 FFES EtOAcE
sIMstaL, 4 FRHIE R AFHEY. 4 TS EtOAcE %%6}3, ek 7] S5 NapS0, oAl Az

i=e]
==

=
b o

SEARTG. £ olilE CHLL, B 574 111 £d& Tl &3l

boict.

M
k!
Y
kl
off
Y
Yy
>
)
f
3
ox
0

171

[0

el =4
T
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[0907]

[0908]
[0909]

[0910]

[0911]
[0912]

[0913]

[0914]
[0915]

ZIHSd 10-2022-0129667

ES/NS: 329.872 (M4+H).

7 F
F
N-N
N F
2-(~t-F U EAT )] A g @F ﬂ/
I Eglad A Aol )Y R E Nl
KOtBu N, | '
54 N o #
T '
HN
| 2N "
S
~
N

Cl

EF9 (3.5 mL) T (9)-1-(6-ZF gi—z—lﬂl‘%ﬁ}FA13—3—%‘)—N—uﬂ%‘—1—(1—(1—<Ea%—$giﬂ1%)k1li4iﬂ)—
1H-1,2,3- an}i—zl e gkelwl (0.05 g, 0.17 mmol) o] &Mool §-FEZE-6-0}0] 2 E-4-(v] 2%

-3-7F2H Y EZ (0.07 g, 0.17 mmol), 2-(g-t-HF-EEX23=)u]Hd (0.02 g, 0.07 mmol), 5‘4 Eda(gu
éaﬁlovﬂi)ﬂﬂa}%(m (0.03 g, 0.03 mmol)= X7F8IALt. £EE of=2Fo R 58 ¢ ¥7|sa, X
& tert- HEN , 95% (0.06 g, 0.5 mmol)E H7letadnt. AAdE Z88E 80T (F)E 2417 =<t

A , S EFES BtOACE 3A3ta, 4 TRdoz M. &4 & 9FEsta, A4
" #71 %% FEAZAT. oo, % 2dS& 9A HPLC (10-70% MeCN/H:0, 0.1% TFA X3b)o] ]3|
S % HPLC (10-65% MeCN/H:0, 0.1% TFA EFHol o3 A} AAlste] 54 APES TFA

I‘S‘i

i
Qo £E5.

I NIR (400 MHz, ®gr&-d,) 6 8.55 (d, J = 1.6 Hz, 1H), 8.32 (s, 1H), 7.88 (d, J = 2.6 Hz, 1H), 7.59

(t, J =8.1Hz, 1H), 7.40 (d, J = 2.6 Hz, 1H), 6.92 (dd, J = 8.5, 2.8 Hz, 1H), 6.76 (s, 1H), 4.09 (d,
14.1 Hz, 1), 3.96 (d, J = 14.1 Hz, 1H), 2.97 (s, 3H), 2.35 (s, 3H), 1.80 - 1.70 (m, 4H), 1.02 (d,
3.2 Hz, 9H).

ES/MS: 601.367 (M+H').
Al 49, AR} 49:

(8)-8-oFAE-6-(((1-(1-(g ZF2 2 eHAN 22 23)-11-1,2,3-E o} Z-4-Y) (6-ZF o 2 -2-v &l 3] 2| -
3-)HE)oln ) -4-(H| QA ol ) F HE-3-7} =

CFH GiFgH
D( z ﬂ/ ~© SnBu ﬂ/
¢ \”/ ) N H

N HN
NoTH HN 1 N KR N
N N ON ——— N N
2. Hel .
2 N? 7 N
Ny | Ny o)

E54d (1 nl) F (9)-6-(((1-(1- (ﬂ%‘$ ZHEHA S22 23)-10-1,2,3-Ego}&E-4-d) (6-EF o 2-2-1&
T d-3-d) g ) ot i )-8-oto] e E-4-(v] LA Holn| 1) H = -3-7F 2R U EZ (37 mg, 0.056 mmol) R H| 2~
(Egjdld X 23)ZehE(11) YEF2o]|= (5 mg, 0.006 mmol)ol EFHF-EH (2-o|HA LA )28t (23 mg, 0.062
mol)S H7FsIth. g EFES AR Zdstar, 100CoNA A 7rEsitr. Aoz YAl F,
2N HCl (1 mL)& #H7betal, EFES 247 &< wnkeigict. whgES B2 348k, EtOAcE 33 %33
o Fq$ A71RE E 2 E49E AFSt, Ax Na,So)A AT, d3ES sF5AAH £ 248 531921,

o]Z HPLC (&g d: & / MeCN *0.1% TFA)o| ol&l 23] AAste] HAHES 535% ).
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[0916]

[0917]

[0918]

a7] gEs o iAaw (2
3 S BEA(E) 2 HHE3 HEU] 3 fi}% /\]—%5}_0:1 zﬂ}_g}_gj\ﬂ_'
x1
S | BA A Ao Az} | ES/MS
m/z
! (S)-6-(((1-(tert-1-&)-1H-1,2,3- 1 ES/MS
B
Q{{l H Hﬁj E g olE-4-d)(6- 5222
0Dy N B ) )
peeeglESXEEERETITLS (M)
T
N d)oFv] )-8 7 od-
L
(vl S A o} m) 1) F] 34
2R U EY
2 LS (O > |Esis
~ l(j o4 2 H-1H-1,2,3-E & o}E- 551.09
N H Ho A L e
“«,\l g ~ ,E\j/w 4-)2-H g ] g =l-3- (M+H+)
k. lt’m// w Ayr &)olr] 12)-4-((R)-1-
s 3 2 Ayolu] 1) 5 -3-
ERyEg
} ® - FRE6((I-NFRZRD- 2 ES/MS:
QN N 1H-1,2,3-E ¥ o} £-4-2)(2,6- 572.24
. 2] N
N\;;‘k/riET J\j,%N Y20 v e3-yH - (M+H+)
By W
o @Ok 1) 4-((R)-1-
I

o] 3 2 ol ) 7] 35 2-3-

2R yEeg
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AN/ A2} Bt & 1o] AAE) AAd 2 Azt wet das Ao A4



[0919]

Compd | 73 B4 A Ao A4 | ES/MS
m/z
4 8- & i 6-(((S)-(1-(3- 4 ES/MS
?ﬁo l@ 3= = A 94 @3- E) S81.1 (M
ol :{i‘:‘?! 1H-1,2,3- 2] 0} Z4- +H).
%g’” )] 2 W3-y Eyokn) 1)
4-((R)-1-
o9 = 2 Fyol ] )] 9.3
FtEnyEg
5 P (S)-8-ZERA(B-ZRE 4 5 ES/MS
™M ijp L2 0 27 Y)olH] 1)6-((2,5- 688.9 (M
&;E N | gERREeRs--(- THY
Wg& 7o ol g ¥ v 2] ¥-4-20)-1H-1,2,3-
o
E g o}F4-
Qe E)obr] )7 32 3-
2Ry Ed
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372U E"
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4\\ £ ) H\\j/ CEECER EINES T4
o] P o |
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[1229]
[1230]

Compd

w3

ES/MS

m/z

985

(S)-8-F FLEL-6-(((6,7-1] B =52~
SH-[1,23]1E 2] o}&=2[5,1-
b][1,3]&AF-3-2 )(6-

LF e 2-MEr 3.

)y E)otr] x=)-4-
(e o] )7 =7l-3-
FrER Y=L

45

535.34

986

(S)-8-F R R-6-(((6-Z T2 =-2-
H e = 2 H-3-)(1-3-

B = E A 2 d).1H-1,2,3-

E 2o} E-4-)v E)olr] ix)-4-
(e opr) he)F] w5 %1-3-

2Ry E=

46

537.27
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8- 2 2-6-((($)-(14((1-
= A A F ) E)-1H-
1,2,3-E 8] obE-4- ) (3 2 . 3-
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[1231]

[1232]

TH-.NMR

1H NMR (400 MHz, DMSO-d6) & 8.37 (m, 2H), 8.17 (s, 1H), 8.05 (m, 1H),
7.79 (brs, 1H), 7.62 (d, T=2.2 Hz, 1H), 7.51 (brs, 1H), 7.15 (m, 2H), 4.03 (m,
1H), 3.44 (dd, T = 13.9/ 5.5 Hz, 1H), 1.59 (s, 9F), 0.88 (s, 9H).

1H NMR (400 MHz, CD30D) 5 8.61 (m, 1H), 8.37 (m, 1H), 8.29 (m, 1H), 8.05
(m, 1H), 7.73 (m, 1H), 7.60 (s, 1H), 7.32 (m, SH), 7.14 (m, 1H), 6.46 (s, 1H),
5.64 (m, 1H), 4.88 (m, 1H), 2.83 (s, 3H), 2.17 - 2.02 (m, 2H), 1.56 (d, 6H), 0.97
(m, 3H).

1H NMR (400 MHz, CD30D) & 8.43 (m, 1H), 8.05 (m, 1H), 8.01 (m, 1H), 7.64
(m, 1H), 7.42 - 7.25 (m, 6H), 6.98 (m, 1H), 5.80 - 5.66 (m, 1H), 3.97 - 3.84 (m,
1H), 2.25 - 2.01 (m, 2H), 1.28 - 1.11 (m, 4H), 1.01 (m, 3H).

1H NMR (400 MHz, DMSO-d6) & 8.84 (dd, J = 14.0, 2.2 Hz, 1H), 8.64 - 8.52
(m, 1H), 8.23 (d, ] =2.1 Hz, 1H), 8.14 (d, ] = 7.8 Hz, 1H), 8.05 (d, ] = 6.7 Hz,
1H), 7.65 - 7.54 (m, 2H), 7.46 (d, ] = 9.5 Hz, 1H), 7.43 - 7.38 (m, 1H), 7.38 -
7.31 (m, 2H), 7.28 - 7.21 (m, 2H), 7.21 - 7.15 (m, 3H), 6.48 (d, ] = 6.9 Hz, 1H),
5.48 (q, I =7.7 Hz, 1H), 5.35 (s, OH), 4.68 (d, J = 2.0 Hz, 2H), 4.50 (dd, ] = 6.2,
4.5 Hz, 3H), 4.41 (dd, J = 6.7, 3.4 Hz, 2H), 2.12 (dt, T = 14.5, 7.4 Hz, 1H), 2.04 -
1.78 (m, 1H), 0.94 (t, T = 7.3 Hz, 3H), 0.85 (t, J = 7.2 Hz, 1H).

1H NMR (400 MHz, DMSO-d6) & 9.41 (s, 1H), 8.47 (s, 1H), 8.14 (s, 1H), 7.60
(d, T=2.3 Hz, 1H), 7.41 - 7.34 (m, 2H), 7.27 (d, ] = 8.2 Hz, 1H), 7.15 (dd, T =
9.1,3.3 Hz, 2H), 7.12 (s, 1H), 5.96 (d, ] = 8.1 Hz, 1H), 4.50 - 4.32 (m, 1H), 3.00
-2.83 (m, 2H), 2.42 - 2.25 (m, 2H), 2.18 - 1.81 (m, 6H), 0.98 (t, J = 7.2 Hz, 3H).

1H NMR (400 MHz, DMSO-d6) & 9.41 (s, 1H), 8.74 (d, ] =2.2 Hz, 1H), 8.54
(dd, 7=5.0, 1.5 Hz, 1H), 8.41 (s, 1H), 8.13 (s, 1H), 8.00 (d, T = 8.0 Hz, 1H), 7.67
(d, 7=2.2Hz, 1H), 7.59 - 7.36 (m, 3H), 7.33 - 7.17 (m, 2H), 6.20 (d, J = 8.0 Hz,
1H), 4.83 - 4.67 (m, 1H), 3.61 (d, J = 12.4 Hz, 2H), 3.28 - 2.97 (m, 2H), 2.34 (d,
J=13.8 Hz, 2H), 2.17 (m, 2H), 1.22 (¢, ] = 7.3 Hz, 2H).
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[1233]

TH-.NMR

1H NMR (400 MHz, ™ §F2--d4) § 9.20 (s, 1H), 8.34 (s, 1H), 8.05 (dd, T= 723,
1.9 Hz, 1H), 7.86 (d, ] = 2.5 Hz, 1H), 7.82 (s, 1H), 7.64 - 7.54 (m, 2H), 7.16 (d, J
=2.6 Hz, 1H), 6.34 (s, 1H), 3.97 (d, J = 13.7 Hz, 1H), 3.91 - 3.80 (m, 1H), 3.49
(d, J=13.7Hz, 1H), 1.23 - 1.07 (m, 4H), 0.81 (s, 9H)

16

1H NMR (400 MHz, DMSO0-d6) & 8.92 - 8.83 (m, 1H), 8.67 (d, ] = 9.5 Hz, 1H),
8.65 - 8.58 (m, 1H), 8.24 (d,J = 3.3 Hz, 1H), 8.15 (d, ] = 7.7 Hz, 1H), 7.64 - 7.56
(m, 2H), 7.52 (d, T = 8.3 Hz, 1H), 7.42 (d, J = 8.5 Hz, 1H), 7.39 - 7.29 (m, 2H),
7.29 -7.16 (m, 6H), 6.54 (d,J = 7.8 Hz, 1H), 5.47 (q, ] = 7.6 Hz, 1H), 432 (t, ] =
12.0 Hz, 2H), 2.11 (m, 1H), 2.04 - 1.83 (m, 1H), 0.93 (t, ] = 7.3 Hz, 3H).

20

1H NMR (400 MHz, CD30D) 5 9.02 (m, 1H), 8.46 (s, 1H), 8.01 (m, 1H), 7.68
(m, 1H), 7.60 (m, 1H), 7.52 (m, 1H), 7.33 (m, 4H), 6.31 (s, 1H), 3.75 (m, 2H),

3.25-3.13 (m, 3H), 2.45 (m, 2H), 2.36 (m, 2H), 2.25 - 2.01 (m, 2H), 1.37 (m,

3H),

22

1H NMR (400 MHz, DMSO-d6) & 8.49 - 8.38 (m, 1H), 8.28 (d, J = 5.1 Hz, 1H),
8.13 - 8.02 (m, 2H), 7.84 (1, ] = 2.4 Hz, 1H), 7.65 - 7.52 (m, 2H), 7.42 - 731 (m,
1H), 7.31 - 7.15 (m, 4H), 5.49 (q, ] = 7.7 Hz, 1H), 4.04 (s, 3H), 3.20 - 3.11 (m,
1H), 2.20 - 2.05 (m, 1H), 2.05 - 1.85 (m, 1H), 1.63 - 1.50 (m, 1H), 1.37 - 1.20
(m, 1H), 0.99 - 0.83 (m, 3H)

23

TH NMR (400 MHz, V| §-2-d4) § 8.19 (s, 1H), 7.86 (s, 1H), 7.62 (d, J=2.5 Hz,
1H), 7.43 - 7.24 (m, 3H), 7.13 (d, ] = 2.6 Hz, 1H), 6.05 (s, 1H), 3.86 - 3.63 (m,
4H), 3.56 (d, ] = 13.9 Hz, 1H), 3.39 - 3.29 (m, 1H), 3.15 - 3.04 (m, 1H), 1.13 -
1.04 (m, 4H), 0.83 (s, 9H)

1H NMR (400 MHz, 2 & & ¥ 2-d) § 8.97 (s, 1H), 8.41 (s, 1H), 8.14 (d, ] =8.1
Hz, 1H), 7.75 (s, 1H), 7.69 (d, ] =2.2 Hz, 1H), 7.58 (t, ] = 7.7 Hz, 1H), 7.15 (s,
1H), 6.50 (br s, 1H), 6.09 (br s, 1H), 3.67 (m, 1H), 3.59 (br s, 2H), 3.53 - 3.45
(m, 1H), 1.23 - 1.17 (m, 2H), 1.17 - 1.08 (m, 2H), 0.84 (s, 9H)
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[1234]

"H-.NMR

1H NMR (400 MHz, ™| §F-2--d4) § 8.45 (s, 1H), 7.95 (s, 1H), 7.62 (d, T=2.3 Hz,
1H), 7.48 (dd, J = 7.1, 1.7 Hz, 1H), 7.45 - 7.37 (m, 2H), 7.05 (d, ] = 2.3 Hz, 1H),
6.08 (s, 1H), 4.86 (d, ] = 14.7 Hz, 1H), 457 (d, ] = 1.7 Hz, 2H), 4.51 (d, ] = 14.7
Hz, 1H), 4.12 (d, ] = 13.9 Hz, 1H), 3.94 - 3.84 (m, 1H), 3.73 (d, J = 13.9 Hz,
1H), 1.25 - 1.13 (m, 4H), 0.95 (s, 9H)

1H NMR (400 MHz, ™| GF-&--d4) § 8.35 (s, 1H), 8.08 (s, 1H), 7.62 (d, J = 2.2 Hz,
1H), 7.58 - 7.50 (m, 1H), 7.43 - 7.34 (m, 2H), 7.37 - 7.22 (m, 6H), 6.27 (s, 1H),
5.68 (t,J =73 Hz, 1H), 4.92 (d,J = 14.4 Hz, 1H), 4.61 - 4.49 (m, 3H), 2.27 -
2.19 (m, 1H), 2.12 - 2.02 (m, 1H), 1.67 (s, 9H), 1.01 (t, J = 7.4 Hz, 2H)

61

1H NMR (400 MHz, 7| ¥F-8--d4) § 9.24 (s, 1H), 8.49 (s, 1H), 8.18 (d, J = 1.7 Hz,
1H), 8.06 (d, J = 8.5 Hz, 1H), 7.78 (s, 1H), 7.73 (d, ] = 2.3 Hz, 1H), 7.64 (dd, J =
8.4, 1.8 Hz, 1H), 7.58 - 7.51 (m, 1H), 7.39 - 7.30 (m, 2H), 7.26 (d, J = 2.4 Hz,
1H), 6.22 (s, 1H), 4.79 (m, 1H), 1.52 (dd, J = 6.7, 2.3 Hz, 6H)

62

1H NMR (400 MHz, ™| §+-2--d4) § 9.26 (s, 1H), 8.45 (s, 1H), 8.15 (s, 1H), 8.08
(d,J=8.2Hz, 1H), 7.84 (s, 1H), 7.71 (d, ] =2.4 Hz, 1H), 7.64 - 7.56 (m, 1H),
747 (dd, ] =6.5, 2.4 Hz, 1H), 7.35 - 7.21 (m, 3H), 6.24 (s, 1H), 4.89 - 4.71 (m,
1H), 3.79 (d, J = 12.7 Hz, 2H), 3.20 (dd, J = 13.7, 10.8 Hz, 2H), 2.42 (m, 4H),
1.45 (s, 9H)

1H NMR (400 MHz, ™| ¥-2--d4) § 9.25 (s, 1H), 8.46 (s, 1H), 8.18 (d, ] = 1.8 Hz,
1H), 8.06 (d, ] = 8.6 Hz, 1H), 7.85 (s, 1H), 7.71 (d, J = 2.4 Hz, 1H), 7.64 (dd, J =
8.6, 1.8 Hz, 1H), 7.47 (dd, ] = 6.4, 2.5 Hz, 1H), 7.35 - 7.20 (m, 3H), 6.21 (s, 1H),
4.83 -4.73 (m, 1H), 3.79 (d, J = 12.6 Hz, 2H), 3.26 - 3.15 (m, 2H), 2.48 - 2.35
(m, 4H), 1.45 (s, 9H)

64

1H NMR (400 MHz, | ¥1-8-d4) § 8.44 (s, 1H), 7.95 - 7.84 (m, 2H), 7.77 (s,
1H), 7.69 (d, J = 2.4 Hz, 1H), 7.59 (d, J = 5.5 Hz, 1H), 7.50 - 7.39 (m, 2H), 7.35 -
7.19 (m, 4H), 6.14 (s, 1H), 4.83 - 4.68 (m, 1H), 3.78 (d, J = 12.5 Hz, 2H), 3.20 (t,
J=12.6 Hz, 2H), 2.52 - 2.30 (m, 4H), 1.45 (s, 9H)
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[1235]

'H-NMR

1H NMR (400 MHz, 7| ¥F-&--d4) § 8.33 (s, 1H), 8.13 - 8.07 (m, 1H), 7.95 - 7.85
(m, 2H), 7.55 (m, 1H), 7.36 - 7.18 (m, 7H), 5.91 - 5.79 (m, 1H), 3.82 m, 1H),
2.59 - 2.46 (m, 2H), 2.50 - 2.22 (m, 2H), 1.20 - 1.02 (m, 4H).

72

1H NMR (400 MHz, ™| €---d4) 6 8.43 (s, 1H), 7.92 (m, 1H), 7.85 - 7.72 (m,
1H), 7.60 (m, 1H), 7.49 - 7.28 (m, SH), 7.27 - 7.14 (m, 1H), 6.88 (m, 1H), 5.92
(m, 1H), 3.90 (m, 1H), 2.66 - 2.50 (m, SH), 2.43 (m, 2H), 1.28 - 1.10 (m, 4H).

73

1H NMR (400 MHz, ™| §-%--d4) § 8.45 - 8.33 (m, 2H), 8.01 - 7.87 (m, 2H), 7.60
(m, 1H), 7.46 - 7.27 (m, 6H), 7.25 (m, 1H), 5.98 - 5.86 (m, 1H), 3.92 (m, 1H),
2.67 -2.33 (m, 4H), 1.29 - 1.12 (m, 4H).

74

1H NMR (400 MHz, ™| E--%--d4) § 8.64 (m, 1H), 8.39 (m, 1H), 8.07 (s, 1H), 7.79
(m, 1H), 7.60 (m, 1H), 7.41 - 7.29 (m, 6H), 6.46 (s, 1H), 5.86 (m, 1H), 3.93 (m,
1H), 2.63 (m, 2H), 2.43 (m, 2H), 1.29 - 1.13 (m, 4H).

IH NMR (400 MHz, ™| §+-2--d4) § 8.83 (s, 1H), 8.70 (s, 1H), 8.43 (m, 1H), 8.38
- 8.28 (m, 1H), 8.03 (m, 1H), 7.78 (m, 1H), 7.70 - 7.62 (m, 1H), 7.49 - 7.29 (m,
5H), 6.43 (m, 1H), 6.00 - 5.89 (m, 1H), 2.66-1.98 (m, 4H), 1.25 - 1.13 (m, 4H).

90

1H NMR (400 MHz, DMSO-d6) & 8.21 (m, 1H), 8.09 (m, 1H), 7.60 (m, 1H),
7.55 - 7.48 (m, 1H), 7.41 - 7.33 (m, 3H), 7.31 (d, J = 5.0 Hz, 2H), 7.29 - 7.22 (m,
1H), 6.27 (d, J = 3.4 Hz, 1H), 5.66 (dd, J = 8.9, 5.5 Hz, 1H), 4.82 - 4.64 (m, 4H),
4.56 - 4.41 (m, 1H), 3.96 (qd, T = 7.2, 4.2 Hz, 1H), 3.00 (m, 1H), 2.82 (m, 1H),
2.62(dd, T=14.7,7.5 Hz, 2H), 2.40 (dt, T = 15.1, 7.4 Hz, 0H), 2.31 (d, T= 5.7
Hz, OH), 2.29 - 2.17 (m, 1H), 1.16 - 1.11 (m, 4H), 1.11 (s, 1H).

91

1H NMR (400 MHz, DMSO-d6) & 8.30 (s, 1H), 8.05 (s, 1H), 7.59 (d, J = 2.2 Hz,
1H), 7.43 (s, 1H), 7.13 (s, 1H), 6.11 (s, 1H), 4.73 (dt, ] = 8.0, 4.4 Hz, 4H), 4.59 -
4.45 (m, 1H), 3.93 (tt, J = 7.6, 4.4 Hz, 1H), 3.00 (s, 1H), 2.77 (d, T = 15.6 Hz,
1H), 1.11 (td, T=2.8, 1.7 Hz, 3H), 1.09 (t, J = 2.0 Hz, 1H), 0.89 (s, 9H).
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[1236]

"H-NMR

1H NMR (400 MHz, DMSO-d6) & 8.35 (m, 1H), 8.29 (m, 1H), 8.06 (m, 1H),
7.98 (m, 1H), 7.58 (m, 1H), 7.34 (m, 1H), 7.16 (m, 1H), 7.01 (m, 1H), 6.61 (m,
1H), 4.32 (tt, m, 1H), 3.93 (m, 2H), 3.40 (m, 2H), 3.06 (m, 1H), 2.02 - 1.67 (m,
1H), 1.20 - 1.02 (m, 4H), 0.91 m, 3H), 0.54 (m, 3H)

99

1H NMR (400 MHz, DMS0-d6) § 8.38 - 8.30 (m, 2H), 8.08 - 7.98 (m, 2H), 7.82
(d,J=2.4Hz, 1H), 7.55 (t, ] = 6.9 Hz, 2H), 7.41 (d, ] = 2.5 Hz, 1H), 7.16 (dd, J
=8.5,2.7 Hz, 1H), 4.02 (s, 4H), 3.42 (dd, J = 14.0, 5.5 Hz, 1H), 0.85 (s, 9H)

100

1H NMR (400 MHz, DMSO-d6) & 8.45 (dd, J =2.3, 1.1 Hz, 1H), 8.42 - 8.34 (m,
1H), 8.20 - 8.05 (m, 2H), 7.97 - 7.84 (m, 2H), 7.68 - 7.58 (m, 2H), 7.50 - 7.25
(m, 5H), 7.23 - 7.12 (m, 1H), 6.05 - 5.90 (m, 1H), 4.03 - 3.92 (m, 1H), 3.42 -
3.17 (m, 2H), 1.23 - 1.05 (m, 4H)

101

1H NMR (400 MHz, | §--£--d4) § 8.87 (d, J = 5.4 Hz, 1H), 8.47 (d,J =4.4 Hz,
1H), 7.97 (d, T = 6.1 Hz, 1H), 7.62 (d, ] = 2.3 Hz, 1H), 7.50 - 7.27 (m, 6H), 5.78
(t, J=7.2Hz, 1H), 3.96 - 3.84 (m, 1H), 2.43 (s, 3H), 2.28 - 2.04 (m, 2H), 1.27 -
1.11 (m, 4H), 1.02 (t, J = 7.3 Hz, 3H).

102

1H NMR (400 MHz, ™| §+-2--d4) 5 8.86 (s, 1H), 8.52 (s, 1H), 7.96 (s, 1H), 7.62
(m, 1H), 7.12 (m, 1H), 4.03 (m 1H), 3.95 - 3.85 (m, 2H), 2.45 (s, 3H), 1.26 - 1.07
(m, 4H), 0.99 (s, 9H).

103

1H NMR (400 MHz, ™| §F-%-d4) & 8.50 (m, 1H), 8.11 - 7.98 (m, 2H), 7.65 (m,
1H), 7.11 - 7.04 (m, 1H), 6.98 (m, 1H), 4.08 (m, 1H), 3.96 - 3.78 (m, 2H), 1.27 -
1.11 (m, 4H), 0.97 (s, 9H).

106

1H NMR (400 MHz, ™| ¥+-2-d4) & 8.40 (s, 1H), 8.33 (d, J =2.6 Hz, 1H), 8.01
(ddd, 1 =8.5,7.5,2.6 Hz, 1H), 7.93 (s, 1H), 7.63 (d, ] = 2.3 Hz, 1H), 7.39 - 7.23
(m, 6H), 7.11 - 7.03 (m, 1H), 5.73 (s, 1H), 3.95 - 3.85 (m, 1H), 1.28 - 1.11 (m,
4H)

- 425 -

ZIHSd 10-2022-0129667



[1237]

TH-.NMR

1H NMR (400 MHz, W] ¥1-&-d4) § 8.42 (s, 1H), 8.33 (d, ] = 2.6 Hz, 1H), 8.00
(ddd, T=8.5, 7.5, 2.6 Hz, 1T1), 7.93 (s, 1H), 7.64 (t, T=2.1 Hz, 1H), 7.42 - 7.25
(m, 6H), 7.07 (dd, J = 8.5, 2.6 Hz, 1H), 3.90 (m, 1H), 1.26 - 1.11 (m, 4H)

110

IH NMR (400 MHz, ™ §+-2-d4) § 8.45 (m, 1H), 7.92 (m, 1H), 7.79 (m, 1H),
7.62 (m, 1H), 7.43 - 7.26 (m, 5H), 7.21 - 7.11 (m, 1H), 6.87 (m, 1H), 5.73 (m,
1H), 3.89 (m, 1H), 2.54 (s, 3H), 2.25 - 2.10 (m, 1H), 2.08 (m, 1H), 1.27 - 1.09
(m, 4H), 0.98 (m, 3H).

111

1H NMR (400 MHz, ™| §--d4) 5 8.51 (s, 1H), 7.93 (s, 1H), 7.78 (t, T = 8.1 Hz,
1H), 7.63 (d, ] = 2.3 Hz, 1H), 6.95 (d, J = 2.3 Hz, 1H), 6.87 (dd, ] = 8.6, 2.7 Hz,
1H), 4.02 (m, 1H), 3.94 - 3.83 (m, 2H), 2.51 (s, 3H), 1.25 - 1.10 (m, 4H), 0.94 (s,
9H).

112

TH NMR (400 MHz, V| §--2--d4) § 8.48 (s, 1H), 8.30 (dt, T = 2.6, 0.8 Hz, 1H),
8.00 (ddd, J =8.5, 7.5, 2.6 Hz, 1H), 7.92 (s, 1H), 7.65 (d, J = 2.3 Hz, 1H), 7.12 -
7.04 (m, 2H), 3.89 (m, 1H), 1.25 - 1.10 (m, 4H), 0.97 (s, 9H)

116

IH NMR (400 MHz, DMSO-d6) § 8.37 - 8.30 (m, 2H), 8.13 (s, 1H), 8.03 (td, T =
8.2,2.6 Hz, 1H), 7.82 (d, J = 2.3 Hz, 1H), 7.61 - 7.50 (m, 2H), 7.38 (d, ] = 2.5
Hz, 1H), 7.19 - 7.11 (m, 1H), 4.01 - 3.91 (m, 2H), 3.42 (dd, ] = 14.0, 5.5 Hz,
1H), 1.19 - 1.04 (m, 4H), 0.85 (s, 9H)

117

1H NMR (400 MHz, DMSO-d6) & 8.53 - 8.38 (m, 1H), 8.28 (d, J = 5.7 Hz, 1H),
8.20 - 8.03 (m, 2H), 7.83 (t, J = 2.5 Hz, 1H), 7.63 - 7.52 (m, 3H), 7.42 - 7.14 (m,
6H), 5.54 - 5.44 (m, 1H), 4.03 - 3.93 (m, 1H), 2.21 - 2.04 (m, 1H), 2.05 - 1.84
(m, 1H), 1.25 - 1.05 (m, 4H), 1.04 - 0.80 (m, 3H)

119

1H NMR (400 MHz, DMSO-d6) & 8.54 (s, 1H), 8.44 - 8.29 (m, 2H), 8.14 (s,
1H), 8.04 (td, ] = 8.2, 2.6 Hz, 1H), 7.72 (s, 1H), 7.43 - 7.26 (m, 2H), 7.21 - 7.12
(m, 1H), 7.08 (d, J = 2.2 Hz, 1H), 4.10 (dd, J = 14.0, 8.0 Hz, 1H), 4.01 - 3.90 (m,
1H), 3.59 - 3.49 (m, 1H), 1.19 - 1.04 (m, 4H), 0.89 (s, 9H)
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[1238]

'H-.NMR

1H NMR (400 MHz, DMSO-d6) & 8.48 - 8.38 (m, 1H), 8.37 - 8.30 (m, 1H), 8.18
-8.03 (m, 2H), 7.76 (d, ] =8.7 Hz, 1H), 7.55 (s, 1H), 7.43 - 7.14 (m, 8H), 5.56
(q, J=8.1Hz, 1H), 4.03 - 3.92 (m, 1H), 2.23 - 2.05 (m, 1H), 1.98 (ddt, ] =20.7,
13.7, 7.0 Hz, 1H), 1.21 - 1.05 (m, 4H), 1.00 - 0.83 (m, 3H)

125

IH NMR (400 MHz, ™| §+-2-d4) § 8.48 (s, 1H), 7.91 (s, 1H), 7.69 - 7.59 (m,
2H), 7.26 (m, 1H), 6.85 (m, 1H), 4.03 (d, J = 13.9 Hz, 1H), 3.95 - 3.84 (m, 1H),
3.78 (d,J =13.9 Hz, 1H), 2.52 (s, 3H), 1.26 - 1.10 (m, 4H), 0.92 (s, 9H).

126

1H NMR (400 MHz, ™| ¥+-2-d4) 5 8.48 (s, 1H), 8.35 (dd, ] =4.8, 1.9 Hz, 1H),
7.96 (s, 1H), 7.88 (dd, J = 7.7, 1.9 Hz, 1H), 7.61 (d, ] = 2.3 Hz, 1H), 7.39 (m,
1H), 6.96 (d, J = 2.3 Hz, 1H), 4.02 (m, 1H), 3.96 - 3.78 (m, 2H), 1.27 - 1.07 (m,
4H), 0.96 (s, 9H).

1H NMR (400 MHz, ™| §+-£--d4) § 8.61 (m, 1H), 8.47 (s, 1H), 8.26 (m, 1H), 8.04
(s, 1H), 7.71 (m, 1H), 7.62 (m, 1H), 6.96 (m, 1H), 6.33 (s, 1H), 4.03 - 3.83 (m,
3H), 2.73 (s, 3H), 1.27 - 1.12 (m, 4H), 0.93 (s, 9H).

132

1H NMR (400 MHz, ™| ¥+-2--d4) § 8.62 (m, 1H), 8.48 (s, 1H), 8.28 (m, 1H), 8.05
(s, 1H), 7.73 (m, 1H), 7.63 (d, ] =2.4 Hz, 1H), 6.99 (d, ] = 2.4 Hz, 1H), 4.03 -
3.80 (m, 3H), 2.74 (s, 3H), 1.27 - 1.12 (m, 4H), 0.94 (s, 9H).

142

IH NMR (400 MHz, " €--2--d4) § 8.51 (s, 1H), 8.30 (d, J = 2.5 Hz, 1H), 8.00
(ddd, T =8.5, 7.5, 2.6 Hz, 1H), 7.92 (s, 1H), 7.66 (d, J = 2.3 Hz, 1H), 7.09 (d, J =
2.4 Hz, 1H), 7.08 (dd, ] = 8.4, 2.4 Hz, 1H), 4.13 (d, ] = 14.0 Hz, 1H), 3.89 (m,
1H), 3.82 (d, ] = 14.0 Hz, 1H), 1.25 - 1.10 (m, 4H), 0.98 (s, 9H)

1H NMR (400 MHz, DMSO0-d6) § 9.52 (s, 1H), 8.93 (d, J =2.1 Hz, 1H), 8.91 (d,
J=1.9Hz, 1H), 8.48 (s, 1H), 8.33 (t, J = 2.1 Hz, 1H), 8.14 (s, 1H), 7.99 (d,J =
12.5 Hz, 2H), 7.67 (d,J = 2.3 Hz, 1H), 7.49 (s, 1H), 7.17 (d, J = 2.4 Hz, 1H),
4.00 - 3.89 (m, 1H), 1.16 - 1.10 (m, 2H), 1.10 - 1.04 (m, 2H).

- 427 -

ZIHSd 10-2022-0129667



[1239]

'H-NMR

1H NMR (400 MHz, ™| ¥+-2-d4) 5 8.61 (m, 1H), 8.38 (m, 1H), 8.29 (m, 1H),
8.04 (m, 1H), 7.71 (m, 1H), 7.59 (m, 1H), 7.38 - 7.27 (m, 5H), 7.18 (m, 1H), 5.66
(m, 1H), 3.92 (m, 1H), 2.77 (s, 3H), 2.28 - 1.95 (m, 2H), 1.25 - 1.07 (m, 4H),
1.03 - 0.92 (m, 3H).

155

1H NMR (400 MHz, ™| ¥+-2--d4) §8.43 (d, ] = 1.0 Hz, 1H), 8.33 (d, ] =2.5 Hz,
1H), 8.00 (ddd, J = 8.5, 7.6, 2.6 Hz, 1H), 7.94 (s, 1H), 7.65 (d, ] = 2.3 Hz, 1H),
7.41 -7.25 (m, 6H), 7.07 (ddd, J = 8.5, 2.7, 0.7 Hz, 1H), 5.77 (t, ] = 7.2 Hz, 1H),
3.95 -3.83 (m, 1H), 2.26 - 2.03 (m, 2H), 1.26 - 1.11 (m, 4H), 1.03 (t, ] = 7.3 Hz,
3H)

174

1H NMR (400 MHz, DMSO-d6) & 8.86 - 8.82 (m, 1H), 8.59 (dd, T = 5.0, 1.6 Hz,
1H), 8.22 (d, T = 2.3 Hz, 1H), 8.18 (d, ] = 5.4 Hz, 1H), 8.06 (d, ] = 2.0 Hz, 1H),
8.04 (d, T =2.3 Hz, 1H), 7.58 (d, J = 2.2 Hz, 1H), 7.52 (dd, J = 8.0, 4.9 Hz, 1H),
7.37 (dt, 1 =9.7, 3.8 Hz, 3H), 7.35 - 7.28 (m, 1H), 7.27 - 7.21 (m, 2H), 7.21 -
7.15 (m, 3H), 6.41 (t, ] =8.6 Hz, 1H), 5.46 (q, J=7.7 Hz, 1H), 472 (t, T=7.4
Hz, 2H), 4.58 (dd, J = 7.8, 5.1 Hz, 2H), 4.42 - 4.29 (m, 1H), 4.17 (s, 1H), 3.77 (3,
1H), 3.25 (m, 1H), 2.70 - 2.55 (m, 2H), 2.18 - 2.03 (m, 1H), 2.03 - 1.82 (m, 1H),
0.93 (t, J = 7.3 Hz, 3H).

175

1H NMR (400 MHz, DMSO-d6) & 8.87 - 8.79 (m, 1H), 8.64 - 8.54 (m, 1H), 8.23
(s, 2H), 8.08 (d, T = 7.8 Hz, 1H), 7.58 (d, T =2.4 Hz, 1H), 7.57 - 7.53 (m, 1H),
747 (d, T =8.4 Tz, 1H), 7.40 (d, T = 8.6 Hz, 1), 7.37 - 7.31 (m, 2H), 7.29 - 7.21
(m, 2H), 7.19 (dt, 1 =4.5, 3.3 Hz, 2H), 6.49 (d, ] = 7.8 Hz, 1H), 5.79 (d, J =2.0
Hz, 2H), 5.46 (q, J = 7.5 Hz, 1H), 5.35 (s, OH), 2.23 - 2.06 (m, 1H), 2.02 - 1.84
(m, 1H), 0.93 (1, ] = 7.2 Hz, 3H).

176

1H NMR (400 MHz, DMSO-d6) § 9.83 (s, 1H), 8.90 (s, 1H), 8.65 (s, 1H), 8.25
(s, 1H), 8.23 - 8.09 (m, 2H), 7.62 (dd, J = 3.7, 2.1 Hz, 2H), 7.47 (d, T = 8.6 Hz,
1H), 7.42 - 7.33 (m, 2H), 7.30 - 7.16 (m, 4H), 6.50 (d, T = 6.5 Hz, 1H), 5.49 (q, J
=7.7Hz, 1H), 5.43 - 5.32 (m, 1H), 4.46 (t, J = 7.0 Hz, 2H), 3.55 (m, 2H), 3.22 -
3.09 (m, 2H), 3.03 - 2.90 (m, 2H), 2.27 - 2.07 (m, 3H), 2.07 - 1.77 (m, 5H), 0.95
(t, J=7.3Hz, 3H)
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[1240]

"H-.NMR

1H NMR (400 MHz, DMSO-d6) & 8.90 (s, 1H), 8.67 (s, 1H), 8.28 - 8.13 (m,
3H), 7.68 (s, 1H), 7.60 (dd, T = 4.8, 2.1 Hz, 1H), 7.56 - 7.43 (m, 2H), 7.40 - 7.28
(m, 2H), 7.28 - 7.12 (m, 5H), 6.50 (d, J = 5.9 Hz, 1H), 5.47 (q, J = 7.7 Hz, 1H),
4.86 (dd, T=5.2, 4.1 Hz, 1H), 4.78 - 4.63 (m, 3H), 2.11 (dt, T = 13.6, 7.5 Hz,
1H), 1.91 (ddp, T =20.8, 14.0, 7.3 Hz, 1H), 0.97 - 0.77 (m, 3H)

181

1H NMR (400 MHz, DMSO-d6) & 8.88 (dd, J = 10.1, 2.1 Hz, 1H), 8.64 (ddd, J =
15.1,5.2, 1.5 Hz, 1H), 8.25 (s, 1H), 8.24 (d, J = 2.0 Hz, 1H), 8.22 (s, 2H), 8.20
(s, 1H), 7.66 (dd, J = 8.1, 5.2 Hz, 1H), 7.60 (dd, T =4.5, 2.1 Hz, 1H), 7.49 (s,
1H), 7.43 (d, J = 8.9 Hz, 1H), 7.40 - 7.34 (m, 1H), 7.33 (s, 1H), 7.28 - 7.20 (m,
3H), 7.18 (dt, ] = 8.0, 1.8 Hz, 2H), 6.50 (d, ] = 5.7 Hz, 1H), 5.48 (q, ] = 7.6 Hz,
1H), 5.05 (dtd, = 18.1, 7.0, 4.2 Hz, 1H), 4.83 - 4.72 (m, 1H), 4.72 - 4.59 (m,
1H), 2.21 - 2.06 (m, 1H), 2.04 - 1.85 (m, 1H), 1.49 (d, ] = 8.0 Hz, 2H), 0.94 (t, J
=73 Hz, 3H).

189

1H NMR (400 MHz, DMSO0-d6) & 9.61 (s, 1H), 8.80 (s, 3H), 8.49 (s, 1H), 8.30
(d,J=7.9Hz, 1H), 8.17 (s, 1H), 8.09 - 7.98 (m, 2H), 7.81 (s, 1H), 7.72 (d, ] =
2.2 Hz, 1H), 7.65 (d, J = 8.5 Hz, 1H), 7.28 (d, ] = 2.4 Hz, 1H), 6.33 (d, T = 6.4
Hz, 1H), 4.87 (dd, T = 5.2, 4.0 Hz, 1H), 4.79 - 4.63 (m, 3H)

190

1H NMR (400 MHz, DMSO-d6) & 8.84 (dd, J = 14.0, 2.2 Hz, 1H), 8.64 - 8.52
(m, 1H), 8.23 (d,J = 2.1 Hz, 1H), 8.14 (d, J = 7.8 Hz, 1H), 8.05 (d, ] = 6.7 Hz,
1H), 7.65 - 7.54 (m, 2H), 7.46 (d, T = 9.5 Hz, 1H), 7.43 - 7.38 (m, 1H), 7.38 -
7.31 (m, 2H), 7.28 - 7.21 (m, 2H), 7.21 - 7.15 (m, 3H), 6.48 (d, ] = 6.9 Hz, 1H),
5.48 (q, T = 7.7 Hz, 1H), 5.35 (s, 0H), 4.68 (d, J = 2.0 Hz, 2H), 4.50 (dd, T = 6.2,
4.5 Hz, 3H), 441 (dd, T = 6.7, 3.4 Hz, 2H), 2.12 (dt, T = 14.5, 7.4 Hz, 1H), 2.04 -
1.78 (m, 1H), 0.94 (t, J = 7.3 Hz, 3H), 0.85 (t, J = 7.2 Hz, 1H).
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[1241]

TH-.NMR

1H NMR (400 MHz, DMSO-d6) & 8.88 (s, 1H), 8.67 (s, 1H), 8.24 (d,J = 1.9 Hz,
1H), 8.20 (d, T = 7.8 Hz, 1H), 8.17 (d, T = 6.2 Hz, 1H), 7.67 (dt, ] = 7.5, 3.2 Hz,
1H), 7.59 (dd, T = 4.1, 2.1 Hz, 1H), 7.4 (t, ] = 8.1 Hz, 2H), 7.40 - 7.30 (m, 1H),
7.29 (d,J =2.3 Hz, 1H), 7.26 - 7.20 (m, 2H), 7.20 - 7.13 (m, 3H), 6.45 (d, ] =4.9
Hz, 1H), 5.47 (q, J = 7.6 Hz, 1H), 4.03 - 3.92 (m, 1H), 2.18 - 2.02 (m, 1H), 2.02 -
1.82 (m, 1H), 1.18 - 1.13 (m, 2H), 1.13 - 1.10 (m, 2H), 0.93 (¢, J = 7.3 Hz, 3H).

192

1H NMR (400 MHz, DMSO-d6) & 8.89 (dd, J = 10.6, 2.1 Hz, 1H), 8.65 (ddd, J =
15.0,5.2, 1.5 Hz, 1H), 8.24 (dd, J = 6.1, 3.6 Hz, 3H), 7.72 - 7.65 (m, 1H), 7.60
(dd,T=4.3,2.1 Hz, 1H), 7.52 - 7.38 (m, 2H), 7.30 (d, J = 2.3 Hz, 1H), 7.28 -
7.19 (m, 3H), 7.16 (dq, J = 5.6, 1.6 Hz, 2H), 6.47 (m, 1H), 5.49 (¢, ] = 7.6 Hz,
1H), 5.35 (q, J = 7.5 Hz, OH), 2.11 (dq, J = 15.3, 7.6 Hz, 1H), 1.92 (ddq, J = 21.0,
14.1, 7.2 Hz, 1H), 1.59 (d, J = 1.0 Hz, 9H), 0.94 (t, ] = 7.3 Hz, 3H).

193

1H NMR (400 MHz, DMSO-d6) & 8.87 (d, J = 11.9 Hz, 1H), 8.64 (d, ] = 5.1 Hz,
1H), 8.23 (d, ] = 2.6 Hz, 1H), 8.21 - 8.13 (m, 2H), 7.63 (dd, J = 8.0, 5.1 Hz, 1H),
7.60 (dd, J = 4.0, 2.2 Hz, 1H), 7.41 (dd, I = 15.7, 7.3 Hz, 2H), 7.38 - 7.33 (m,
1H), 7.33 - 7.27 (m, 1H), 7.27 - 7.20 (m, 2H), 7.20 - 7.14 (m, 2H), 6.48 (s, 1H),
5.48 (q,J = 7.6 Hz, 1H), 4.80 (h, ] = 6.7 Hz, 1H), 2.11 (dq, J = 14.8, 7.3 Hz, 1H),
2.00 - 1.85 (m, 1H), 1.47 (d, J = 8.0 Hz, 6H), 0.94 (t, J = 7.3 Hz, 3H).

194

1H NMR (400 MHz, DMSO-d6) § 8.93 - 8.83 (m, 1H), 8.64 (ddd, = 14.7, 5.1,
1.5 Hz, 1H), 8.36 (d, ] = 7.0 Hz, 1H), 8.25 (d, J = 1.5 Hz, 1H), 8.23 - 8.16 (m,
1H), 7.65 (dd, T = 8.0, 5.1 Hz, 1H), 7.60 (dd, ] = 4.0, 2.2 Hz, 1H), 7.44 (d, ] = 8.8
Hz, 1H), 7.41 - 7.33 (m, 1H), 7.32 (d, ] = 2.3 Hz, 1H), 7.29 - 7.20 (m, 2H), 7.20 -
7.14 (m, 2H), 6.51 (d, T = 5.6 Hz, 1H), 5.83 (tt, T = 7.6, 6.0 Hz, 1H), 5.52 - 5.44
(m, 1H), 4.99 (ddd, ] = 7.7, 6.8, 0.8 Hz, 2H), 4.88 (m, 2H), 2.18 - 2.04 (m, 1H),
2.04 - 1.84 (m, 1H), 0.93 (t, ] = 7.2 Hz, 2H).
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[1242]

'H-NMR

1H NMR (400 MHz, DMSO-d6) & 8.86 - 8.83 (m, 1H), 8.60 (dd, J = 5.0, 1.6 Hz,
1H), 8.26 - 8.21 (m, 1H), 8.20 (s, 1H), 8.10 - 8.04 (m, 1H), 7.59 (d, ] =2.3 Hz,
1H), 7.56 (dd, T = 8.0, 5.0 Hz, 1H), 7.48 (d, J = 8.7 Hz, 1H), 7.45 - 7.37 (m, 1H),
7.37-7.31 (m, 2H), 7.26 - 7.16 (m, 6H), 6.55 - 6.44 (m, 2H), 5.60 - 5.43 (m,
4H), 2.18 - 2.03 (m, 1H), 2.03 - 1.83 (m, 1H), 0.89 (¢, J = 7.3 Hz, 3H).

212

1H NMR (400 MHz, DMSO-d6) & 8.46 (d, J = 27.8 Hz, 2H), 8.28 (d, ] = 7.1 Hz,
2H), 7.78 - 7.08 (m, 6H), 6.79 (s, 4H), 5.59 - 5.33 (m, 1H), 4.92 (1, ] = 6.8 Hz,
2H), 3.79 (t, ] = 6.9 Hz, 2H), 3.68 - 3.56 (m, 1H), 3.49 - 3.27 (m, 4H), 3.22 - 3.06
(m, 1H), 2.99 (d, J = 2.4 Hz, 3H), 2.22 - 2.06 (m, 1H), 2.06 - 1.82 (m, 1H), 1.29 -
1.23 (m, 3H), 1.17 (t, ] = 7.1 Hz, 3H), 0.99 - 0.80 (m, 3H)

213

1H NMR (400 MHz, DMSO0-d6) & 8.31 - 8.16 (m, 3H), 7.72 (s, 1H), 7.61 (dd, J
=4.6,2.1 Hz, 1H), 7.53 - 7.43 (m, 2H), 7.43 - 7.13 (m, 7H), 6.55 - 6.44 (m, 1H),
5.49 (q, T = 7.6 Hz, 1H), 5.04 - 4.92 (m, 1H), 2.24 - 2.05 (m, 3H), 2.05 - 1.60 (m,
8H), 1.29 - 1.20 (m, 1H), 0.95 (t, J = 7.3 Hz, 3H)

221

1H NMR (400 MHz, ¥ §---d4) § 8.47 (s, 1H), 8.20 (m, 1H), 7.90 (s, 1), 7.74
(m, 1H), 7.66 (m, 1H), 7.52 (m, 1H), 7.45 - 7.32 (m, 2H), 7.32 (m, 1H), 7.27 -

7.20 (m, 2H), 6.82 (d, ] =8.7 Hz, 1H), 6.05 (s, 1H), 4.91 - 4.77 (m, 1H), 3.89 (s,
3H), 3.80 (m, 3H), 3.22 (m, 3H), 2.50 - 2.37 (m, 4H), 1.46 (s, 9H), 1.43 (m, 3H).

1H NMR (400 MHz, DMSO-d6) § 9.52 (s, 1F), 9.18 (s, 1H), 8.44 (s, 1H), 8.07
(s, 1H), 7.68 (d, J = 3.0 Hz, 1H), 7.62 - 7.50 (m, 1H), 7.47 - 7.19 (m, 3H), 6.10
(d,J=8.1Hz, 1H), 4.75 (m, 5H), 3.62 (m, 8H), 3.21 - 3.03 (m, 2H), 2.77 (m,
1H), 2.44 - 2.13 (m, 4H), 1.46 - 1.15 (m, 9H).

237

1H NMR (400 MHz, DMSO0-d6) § 9.21 (s, 1H), 8.21 (d, J=2.0 Hz, 1H), 8.14 (s,
1H), 7.60 (d, J = 2.0 Hz, 1H), 7.47 (d, J = 8.2 Hz, 2H), 7.40 (s, 2H), 7.38 - 7.11
(m, 4H), 6.36 (d, J = 7.8 Hz, 1H), 5.81 - 5.70 (m, 1H), 4.90 - 4.78 (m, 1H), 4.70
(m, 4H), 3.68 (d, J = 12.3 Hz, 3H), 3.14 (d, J = 12.0 Hz, 3H), 2.44 - 2.24 (m, 5H),
1.68 (d, ] = 6.7 Hz, 3H), 1.36 (s, 9H).
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[1243]

"H-.NMR

1H NMR (400 MHz, DMSO0-d6) & 8.23 (d, J = 2.3 Hz, 1H), 7.84 (d, ] = 8.0 Hz,
1H), 7.63 (dd, J = 5.4, 2.1 Hz, 1H), 7.58 (d, J = 8.3 Hz, 1H), 7.55 (s, 1H), 7.41 (s,
1H), 7.34 - 7.26 (m, 4H), 7.23 (ddd, ] = 8.6, 5.2, 2.3 Hz, 2H), 6.38 (d, ] = 6.3 Hz,
1H), 5.76 (q, J = 7.1 Hz, 1H), 4.79 - 4.65 (m, 4H), 4.54 - 4.40 (m, 1H), 3.07 -
2.70 (m, 3H), 1.69 (d, J = 6.6 Hz, 3H).

241

1H NMR (400 MHz, DMSO-d6) § 9.44 (d, J = 4.9 Hz, 1H), 9.16 (s, 1H), 8.41 (s,
1H), 8.08 (s, 1H), 7.67 (s, 1H), 7.51 (t, I = 7.5 Hz, 1H), 7.44 - 7.30 (m, 3H), 7.30
-7.22 (m, 2H), 6.12 (d, J = 8.3 Hz, 1H), 4.92 (s, OH), 4.88 - 4.76 (m, 1H), 4.71
(s, 3H), 3.65 (d, T = 12.0 Hz, 2H), 3.23 - 3.06 (m, 2H), 2.82 (s, 1H), 2.43 - 2.30
(m, 2H), 2.25 (d, J = 13.8 Hz, 2H), 1.35 (s, 9H).

1H NMR (400 MHz, ™| ¥-&-d4) § 8.87 (s, 1H), 8.49 (s, 1H), 8.00 (s, 1H), 7.63
(d, J=2.4Hz, 1H), 7.47 (t, ] = 6.7 Hz, 1H), 7.35 - 7.18 (m, 3H), 6.34 (s, 1H),
484 -476 (m, 1H), 3.80 (d, J = 12.4 Hz, 2H), 3.27 - 3.16 (m, 2H), 2.53 - 2.36
(m, 4H), 2.42 (s, 3H), 1.46 (s, 9H)

258

1H NMR (400 MHz, DMSO0-d6)  9.17 (s, 1H), 8.88 (d, J = 11.8 Hz, 1H), 8.63
(d,J=15.9 Hz, 1H), 8.37 - 8.05 (m, 3H), 7.68 - 7.10 (m, 10H), 6.49 (d, T = 7.0
Hz, 1H), 5.53 - 5.30 (m, 1H), 4.95 - 4.74 (m, 1H), 3.69 (d, J = 11.8 Hz, 2H), 3.15
(q,7=11.6 Hz, 2H), 2.46 - 2.20 (m, 4H), 2.14 (dt, ] = 14.4, 7.4 Hz, 1H), 1.94 (tt,
7=13.8,7.5 Hz, 1H), 1.37 (s, 9H), 1.10 - 0.76 (m, 3H)

264

1H NMR (400 MHz, ™| ¥+-28--d4) § 8.47 (s, 1H), 8.03 (s, 1H), 7.64 (d, ] = 2.4 Hz,
1H), 7.59 - 7.53 (m, 1H), 7.37 - 7.34 (m, 2H), 7.23 (d, J = 2.4 Hz, 1H), 5.85 (s,
1H), 5.37 (s, 1H), 4.84 - 4.74 (m, 1H), 4.14 (s, 2H), 3.81 (d, ] = 12.4 Hz, 2H),
3.77 (t,J = 5.6 Hz, 2H), 3.42 (s, 1H), 3.30 - 3.16 (m, 2H), 2.50 - 2.35 (m, 4H),
2.18(d, ] =17.4 Hz, 1H), 2.06 (d, J = 17.5 Hz, 1H), 1.47 (s, 9H)
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[1244]

'H-NMR

1H NMR (400 MHz, DMSO-d6) & 9.40 (s, 1H), 9.02 (d, J = 15.9 Hz, 2H), 8.40
(s, 1H), 7.67 (d, ] = 2.2 Hz, 1H), 7.50 (dd, ] = 6.6, 2.7 Hz, 1H), 7.43 (t, 1 = 9.0
Hz, 1H), 7.31 (s, 1H), 7.29 (d, J =2.3 Hz, 1H), 7.28 - 7.20 (m, 2H), 6.11 (d, J =
8.6 Hz, 1H), 4.31 (d, J = 5.2 Hz, 2H), 3.33 (s, 2H), 2.88 - 2.72 (m, 1H), 2.72 -
2.56 (m, 1H).

279

1H NMR (400 MHz, DMSO-d6) & 9.41 (s, 1H), 9.03 (s, 2H), 8.40 (s, 1H), 8.21
(s, 1H), 7.66 (d,J = 2.2 Hz, 1H), 7.50 (dd, ] = 6.5, 2.7 Hz, 1H), 7.44 (1, ] =9.0
Hz, 1H), 7.32 (s, 1H), 7.30 (t, J = 1.4 Hz, 1H), 7.29 - 7.24 (m, 1H), 7.22 (d, ] =
9.6 Hz, 2H), 6.11 (d, ] = 8.6 Hz, 1H), 5.81 (tt, ] = 7.6, 6.0 Hz, 1H), 5.04 - 4.95
(m, 2H), 4.86 (ddd, T =6.8, 6.0, 0.7 Hz, 2H), 4.32 (m, 2H), 3.34 (m, 2H), 2.89 -
2.68 (m, 3H).

282

IH NMR (400 MHz, ™| §+-2--d4) § 8.66 (m, 1H), 8.49 (m, 2H), 8.09 (s, 1H), 7.87
(m, 1H), 7.68 (m, 1H), 7.40 (m, 1H), 7.29 - 7.19 (m, 2H), 7.06 (m, 1H), 6.31 (s,
1H), 4.97 - 4.86 (m, 1H), 2.69 (s,3H), 1.56 (m, 6H).

283

1H NMR (400 MHz, ™| ¥+-2--d4) & 8.66 (m, 1H), 8.45 (m, 2H), 8.17 (s, 1H), 7.84
(m, 1H), 7.67 (m, 1H), 7.39 (m, 1H), 7.38 - 7.19 (m, 2H), 7.09 (m, 1H), 6.34 (s,
1H), 4.97 - 4.86 (m, 1H), 3.80 (m, 2H), 3.23 (m, 2H), 2.70 (s,3H), 2.48 - 2.41 (m,
4H), 1.46 (s, 9H).

301

1H NMR (400 MHz, DMSO0-d6) & 9.65 (s, 1H), 8.46 (s, 1H), 8.05 (s, 1H), 7.74
(d,1=2.2Hz, 1H), 7.59 (dd, ] = 6.6, 2.6 Hz, 1H), 7.50 (t, ] = 9.0 Hz, 1H), 7.42
(d,J=2.4Hz, 1H), 7.34 (ddd, ] = 8.8, 4.2, 2.6 Hz, 1H), 7.20 (d, ] = 22.3 Hz,
1H), 6.78 (s, 1H), 6.07 (s, 1H), 4.83 (p, ] = 6.7 Hz, 1H), 3.70 (t, J = 4.7 Hz, 4H),
335 (dd, T =6.1, 3.7 Hz, 4H), 1.49 (d, ] = 8.0 Hz,65H).

1H NMR (400 MHz, DMSO0-d6) & 9.68 (s, 1H), 8.47 (s, 1H), 8.23 (s, 1H), 7.74
(d,J=2.2Hz, 1H), 7.60 (dd, J = 6.6, 2.6 Hz, 1H), 7.51 (t, ] = 9.0 Hz, 1H), 7.44
(d, 7=2.4Hz, 1H), 7.35 (ddd, ] = 8.6, 4.3, 2.6 Hz, 1H), 6.80 (s, 1H), 6.12 (s,
1H), 5.94 - 5.83 (m, 1H), 5.02 (t, ] = 7.3 Hz, 2H), 4.92 (dt, ] = 9.8, 6.6 Hz, 2H),
3.70 (t, J = 4.7 Hz, 4H), 3.35 (dd, J = 6.0, 3.7 Hz, 4H).
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"H-NMR

1H NMR (400 MHz, ™| §--£--d4) § 8.89 (s, 1H), 8.54 (s, 1H), 7.96 (s, 1H), 7.67
(d, J=2.4Hz, 1H), 7.63 - 7.55 (m, 1H), 7.40 - 7.30 (m, 3H), 6.35 (s, 1H), 4 83
(m, 1H), 2.40 (s, 3H), 1.54 (dd, J = 6.7, 0.7 Hz, 6H)

307

1H NMR (400 MHz, ¥ ¥--&--d4) 5 8.85 (s, 1H), 8.49 (s, 1H), 7.99 (s, 1H), 7.63
(d,J=2.4Hz, 1H), 7.47 (dd, ] = 6.4, 2.5 Hz, 1H), 7.35 - 7.24 (m, 2H), 7.23 (d, J
=2.4Hz, 1H), 6.32 (s, 1H), 4.82 - 4.75 (m, 1H), 3.81 (d, ] = 12.7 Hz, 2H), 3.32 -
3.17 (m, 2H), 2.51 - 2.38 (m, 4h), 2.40 (s, 3H), 1.46 (s, 9H)

308

1H NMR (400 MHz, DMSO0-d6) & 9.48 (s, 1H), 8.93 - 8.80 (m, 1H), 8.67 (dd, J
=52, 1.5Hz, 1H), 8.44 (s, 1H), 8.24 (d, J = 8.1 Hz, 1H), 7.94 (s, 1H), 7.82 - 7.65
(m, 2H), 7.58 (d, J = 8.8 Hz, 1H), 7.53 (dd, J = 6.6, 2.6 Hz, 1H), 7.45 (t, ] = 9.0
Hz, 1H), 7.34 - 7.24 (m, 2H), 6.32 (d, J = 7.4 Hz, 1H)

310

1H NMR (400 MHz, ™| ¥+-&-d4) § 8.52 (s, 1H), 8.23 (s, 1H), 8.03 (s, 1H), 7.90
(s, 1H), 7.69 (d, J = 2.3 Hz, 1H), 7.63 (dd, ] = 6.6, 2.4 Hz, 1H), 7.46 - 7.34 (m,
3H), 6.11 (s, 1H), 1.65 (s, 9H)

311

1H NMR (400 MHz, ™| §--2--d4) § 8.96 (s, 1H), 8.44 (s, 1H), 8.16 (s, 1H), 7.63
(d, J=2.4Hz, 1H), 7.45 (d, ] = 6.7 Hz, 1H), 7.41 (s, 1H), 7.35 - 7.18 (m, 3H),
6.33 (s, 1H), 4.89 - 4.80 (m, 1H), 3.84 (s, 3H), 1.56 (d, J = 6.7 Hz, 6H)

312

1H NMR (400 MHz, 7 ¥F-&--d4) 5 8.51 (s, 1H), 8.23 (s, 1H), 7.98 (s, 1H), 7.90
(s, 1H), 7.69 (d, ] = 2.4 Hz, 1H), 7.62 (dd, J = 6.4, 2.4 Hz, 1H), 7.43 - 7.33 (m,
3H), 6.11 (s, 1H), 4.86 - 4.77 (m, 1H), 1.55 (d, J = 6.8 Hz, 6H)

316

1H NMR (400 MHz, DMS0-d6) & 9.61 (s, 1H), 9.11 (d, ] = 1.9 Hz, 1H), 8.59 -

8.55 (m, 1H), 8.45 (s, 1H), 8.14 (s, 1H), 7.83 (td, J = 7.6, 1.8 Hz, 1H), 7.74 (d, J

=2.1Hz, 1H), 7.70 (d, ] = 2.0 Hz, 1H), 7.65 - 7.59 (m, 1H), 7.57 - 7.44 (m, 2H),
7.43 - 732 (m, 2H), 7.30 (d, ] = 7.8 Hz, 1H), 6.43 (s, 1H), 5.74 (s, 2H).
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"H-NMR

1H NMR (400 MHz, DMSO-d6) & 9.53 (s, 1H), 8.56 (d, ] = 5.0 Hz, 1H), 8.51 (d,
J=1.5Hz, 1H), 8.49 (d, =2.0 Hz, 1H), 8.27 (d,J = 1.7 Hz, 1H), 7.85 (td, J =
7.8, 2.0 Hz, 1H), 7.71 (d, ] = 2.3 Hz, 1H), 7.67 - 7.56 (m, 2H), 7.54 - 7.43 (m,
3H), 7.43 - 7.29 (m, 3H), 6.50 (d, J = 8.0 Hz, 1H), 5.77 (d, J = 1.9 Hz, 2H).

1H NMR (400 MHz, ™| ¥--2--d4) § 8.55 (m, 1H), 8.35 (m, 1H), 7.92 (s, 1H), 7.89
(m, 1H), 7.68 (m, 1H), 7.57 (m, 1H), 7.41 (m, 1H), 7.36 (m, 2H), 7.26 (m, 1H),
6.32 (s, 1H), 4.48 (m, 2H), 3.92 (m, 2H).

1H NMR (400 MHz, DMSO-d6) & 8.50 (s, 1H), 8.48 (d, ] = 1.1 Hz, 1H), 8.22 (d,
J=15Hz 1H), 7.72 (d, ] =2.3 Hz, 1H), 7.57 (dd, ] = 6.5, 2.7 Hz, 1H), 7.53 -
7.43 (m, 2H), 7.41 (d, ] = 1.3 Hz, 1H), 7.33 (dt, ] = 7.6, 3.4 Hz, 1H), 6.49 (s,
1H), 4.84 (1, T = 6.7 Hz, 2H), 3.83 (s, 4H), 3.70 (1, ] = 6.7 Hz, 2H), 3.24 (d, ] =
37.5 Hz, 4H).

(98]
(5]
(95

IH NMR (400 MHz, DMSO-d6) § 9.51 (s, 1H), 8.50 (d, ] = 1.4 Hz, 1H), 8.48 (s,
1H), 8.14 (s, 1H), 7.72 (d, ] = 2.2 Hz, 1H), 7.60 (dd, J = 6.8, 2.8 Hz, 2H), 7.56 -
7.46 (m, 2H), 7.41 (s, 1H), 7.40 - 7.32 (m, 1H), 6.48 (d, J = 8.4 Hz, 1H), 4.45 (, ]
=53 Hz, 2H), 3.81 (t, ] = 5.3 Hz, 2H).

1H NMR (400 MHz, DMSO-d6) & 9.43 (s, 1H), 8.67 (s, 1H), 8.48 (d, J = 4.7 Hz,
1H), 8.40 (s, 1H), 7.98 (d, J = 0.5 Hz, 1H), 7.86 - 7.80 (m, 1H), 7.68 (d, ] =2.2
Hz, 1H), 7.51 (dd, T = 6.6, 2.6 Hz, 1H), 7.48 - 7.42 (m, 2H), 7.41 - 7.36 (m, 1H),
7.32(d,J = 2.4 Hz, 1H), 7.26 (ddd, J = 8.8, 4.2, 2.7 Hz, 1H), 6.29 - 6.07 (m, 1H),
442 (t,] =63 Hz, 2H), 2.62 (t, ] = 6.4 Hz, 2H), 2.29 (s, 4H), 1.48 - 1.21 (m, 6H)

1H NMR (400 MHz, DMS0-d6) & 9.42 (s, 1H), 8.69 (d, J = 2.3 Hz, 1H), 8.46
(dd,J=4.8, 1.6 Hz, 1H), 8.40 (s, 1H), 8.02 (s, 1H), 7.88 - 7.80 (m, 1H), 7.68 (d,
J=22Hz, 1H), 7.53 (dd, ] =6.6, 2.7 Hz, 1H), 7.49 (d, T = 9.1 Hz, 1H), 7.44 (t, ]
=9.0Hz, 1H), 7.37 (ddd, T = 7.9, 4.8, 0.8 Hz, 1H), 7.32 (d, J = 2.4 Hz, 1H), 7.28
(dd,J=7.9, 4.4 Hz, 1H), 6.19 (d, J = 9.0 Hz, 1H), 5.09 - 4.99 (m, 1H), 4.38 (t, ]
=5.3 Hz, 2H), 3.82 - 3.68 (m, 2H)
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"H-.NMR

1H NMR (400 MHz, DMSO-d6) & 9.51 (s, 1H), 8.50 (d, ] = 1.5 Hz, 1H), 8.48 (s,
1H), 8.13 (s, 1H), 7.72 (d, J = 2.2 Hz, 1H), 7.65 - 7.58 (m, 2H), 7.53 - 7.45 (m,
2H), 7.43 (d, T = 1.4 Hz, 1H), 7.34 (dt, J = 8.6, 3.4 Hz, 1H), 6.48 (d, J=8.3 Hz,
1H), 4.57 (t, J = 5.1 Hz, 2H), 3.76 (t, ] = 5.1 Hz, 2H), 3.24 (s, 2H).

338

1H NMR (400 MHz, DMSO0-d6) & 9.59 (s, 1H), 8.50 (d, ] =2.2 Hz, 2H), 8.22 (d,
J=1.6Hz, 1H), 7.72 (d, ] =2.2 Hz, 1H), 7.61 (dt, ] = 6.5, 3.9 Hz, 2H), 7.50 (dd,
7=9.8,8.2Hz, 1H), 7.46 (dd, J = 4.2, 2.1 Hz, 2H), 7.35 (ddd, ] = 8.6, 43, 2.5
Hz, 1H), 6.46 (q, ] = 2.4 Hz, 1H), 4.86 (p, J = 6.7 Hz, 1H), 1.52 (d, ] = 8.0 Hz,
GH).

IH NMR (400 MHz, DMSO-d6) & 9.53 (s, 1H), 8.50 (d, ] = 1.4 Hz, 1H), 8.48 (s,
1H), 8.39 (s, 1H), 7.71 (d, T = 2.2 Hz, 1H), 7.66 - 7.55 (m, 2H), 7.54 - 7.42 (m,
3H), 7.34 (ddd, ] = 8.6, 4.1, 2.4 Hz, 1H), 6.49 (d, ] = 7.9 Hz, 1H), 5.88 (it, ] =
73,6.1Hz, 1H), 5.03 (t, ] = 7.3 Hz, 2H), 4.93 (q, ] = 6.3 Hz, 2H).

340

1H NMR (400 MHz, DMSO0-d6) & 9.42 (s, 1H), 8.71 - 8.64 (m, 1H), 8.47 (dd, J
=438, 1.6 Hz, 1H), 8.40 (s, 1H), 7.99 (d, T = 0.5 Hz, 1H), 7.84 (dt, T=7.9, 1.9
Hz, 1H), 7.68 (d,J =2.2 Hz, 1H), 7.52 (dd, J = 6.6, 2.6 Hz, 1H), 7.50 - 7.41 (m,
2H), 7.38 (ddd, ] = 7.9, 4.8, 0.8 Hz, 1H), 7.31 (d, ] = 2.4 Hz, 1H), 7.27 (ddd, ] =
8.9,4.2,2.7 Hz, 1H), 6.18 (d, J = 8.9 Hz, 1H), 4.50 (t, J = 5.2 Hz, 2H), 3.77 (dd,
J=5.6,4.8 Hz, 2H), 3.53 - 3.41 (m, 2H), 3.36 - 3.24 (m, 2H), 3.13 (s, 3H)

342

1H NMR (400 MHz, ™ §F-2--d4) 6 8.97 (s, 1H), 8.45 (s, 1H), 8.26 (s, 1H), 7.64
(d,J=2.4Hz, 1H), 7.51 - 7.39 (m, 2H), 7.39 - 7.25 (m, 3H), 6.36 (s, 1H), 4.92 -
4.85 (m, 1H), 3.88 (s, 3H), 3.80 (d, ] = 12.6 Hz, 2H), 3.29 - 3.18 (m, 2H), 2.47
(m, 4H), 1.46 (s, 9H)

345

1H NMR (400 MHz, DMSO-d6) § 9.92 (s, 1H), 9.40 (d, ] = 8.6 Hz, 1H), 8.40 (d,
J=3.4Hz, 1H), 8.04 (d,] = 11.0 Hz, 1H), 7.66 (dd, ] = 10.6, 2.2 Hz, 1H), 7.54 -
7.39 (m, 2H), 7.34 (s, 1H), 7.31 - 7.18 (m, 3H), 6.08 (dd, J = 29.6, 8.6 Hz, 1H),
4.78 (p, 1= 6.7 Hz, 1H), 4.57 (d, = 15.6 Hz, 1H), 4.27 (s, 1H), 3.62 (s, 1H),
3.27 (d,J =12.0 Hz, 1H), 2.93 (s, 1H), 2.86 (d, J = 4.4 Hz, 3H), 2.80 (s, 1H),
1.45 (d, J = 8.0 Hz, 6H).
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'"H-.NMR

1H NMR (400 MHz, DMSO-d6) & 8.39 (s, 1H), 8.01 (s, 1H), 7.65 (d, J = 2.4 Hz,
1H), 7.49 (dd, ] = 6.6, 2.7 Hz, 1H), 7.43 (t, ] = 9.0 Hz, 1H), 7.31 (s, 1H), 7.28 -
721 (m, 2H), 6.05 (s, 1H), 4.76 (p, ] = 6.7 Hz, 1H), 4.29 (s, 2H), 3.31 (dq, T =
22.6, 6.6 Hz, 2H), 2.87 - 2.74 (m, 1H), 2.75 - 2.62 (m, 1H), 1.43 (d, ] =8.0 Hz,
6H).

347

1H NMR (400 MHz, ™| §F-2--d4) & 8.45 (s, 1H), 8.28 (s, 1H), 8.02 (s, 1H), 7.96
(s, 1H), 7.66 (d, J = 2.3 Hz, 1H), 7.47 (dd, ] = 6.4, 2.5 Hz, 1H), 7.43 - 7.24 (m,
2H), 7.20 (d, ] = 2.3 Hz, 1H), 7.09 (dd, J = 8.6, 2.4 Hz, 1H), 6.15 (s, 1H), 4.79 (d,
J=11.9Hz, 1H), 3.80 (d, J = 12.6 Hz, 2H), 3.22 (t, J = 12.5 Hz, 2H), 2.55 - 2.32
(m, 4H), 1.46 (s, 9H)

1H NMR (400 MHz, ™| ¥-&-d4) § 8.43 (s, 1H), 8.25 - 8.20 (m, 1H), 8.03 (s,
1H), 7.92 (s, 1H), 7.63 (d, ] =2.3 Hz, 1H), 7.53 - 7.46 (m, 1H), 7.38 - 7.28 (m,
3H), 6.11 (s, 1H), 4.84 - 473 (m, 1H), 3.81 (d, J = 12.1 Hz, 2H), 3.23 (t, J=13.2
Hz, 2H), 2.51 - 2.35 (m, 4H), 1.46 (s, 9H)

349

1H NMR (400 MHz, 7 6--&--d4) § 8.44 (s, 1H), 7.95 - 7.85 (m, 2H), 7.72 (d, ] =
2.0 Hz, 1H), 7.66 (d, ] =2.3 Hz, 1H), 7.59 (s, 1H), 7.43 (dd, ] = 6.7, 2.3 Hz, 1H),
735 (dd, ] = 8.6, 2.0 Hz, 1H), 7.31 - 7.18 (m, 3H), 6.38 (s, 1H), 4.82 - 4.69 (m,
1H), 3.79 (d, J = 12.6 Hz, 2H), 3.20 (t, ] = 12.5 Hz, 2H), 2.57 - 2.29 (m, SH),
1.45 (s, 9H)

350

IH NMR (400 MHz, | §-2-d4) § 9.01 (d, T = 1.9 Hz, 1H), 8.49 (s, 1H), 7.95 (s,
1H), 7.68 (d, ] = 2.3 Hz, 1H), 7.62 - 7.52 (m, 2H), 7.50 - 7.39 (m, 1H), 7.31 -
7.17 (m, 2H), 6.27 (s, 1H), 4.83 - 4.74 (m, 1H), 3.80 (d, J = 12.5 Hz, 2H), 3.22 (t,
J=12.7Hz, 2H), 2.74 - 2.14 (m, 4H), 1.46 (s, 9H)

1H NMR (400 MHz, ™| §+-2--d4) & 8.48 (s, 1H), 7.95 - 7.86 (m, 2H), 7.75 - 7.65
(m, 2H), 7.55 - 7.46 (m, 2H), 7.40 - 7.26 (m, 5H), 6.45 (s, 1H), 4.79 (m, 1H),
3.78 (d, T = 12.6 Hz, 2H), 3.25 - 3.14 (m, 2H), 2.47 - 2.31 (m, 4H), 1.45 (s, 9H)
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"H-NMR

1H NMR (400 MHz, DMSO-d6) § 9.06 (q, J = 1.8 Hz, 1H), 8.39 (s, 1H), 8.08 (s,
1H), 7.69 (dd, T=2.5, 1.2 Hz, 1H), 7.65 (d, J = 2.0 Hz, 1H), 7.56 - 7.51 (m, 1H),
744 (t,7=9.0THz, 1H), 7.39 (t, T = 1.9 Hz, 1H), 7.28 (m, 1H), 6.36 (s, 1), 4.76
(t, T =6.8 Hz, 2H), 3.76 (m, 4H), 3.63 (t, T = 6.7 Hz, 2H), 3.17 (m, 4H).

353

1H NMR (400 MHz, 7| ¥F-8--d4) § 9.02 (d, J = 2.0 Hz, 1H), 8.46 (s, 1H), 7.98 (s,
1H), 7.68 (d, J = 2.3 Hz, 1H), 7.65 - 7.50 (m, 2H), 7.38 - 7.30 (m, 3H), 6.32 (s,
1H), 4.79 (m, 1H), 3.80 (d, J = 12.6 Hz, 2H), 3.28 - 3.17 (m, 2H), 2.49 (d, ] =
13.0 Hz, 2H), 2.40 (d, J = 12.4 Hz, 2H), 1.46 (s, 9H)

354

1H NMR (400 MHz, ™| ¥+-2--d4) 5 9.03 (d, J = 1.9 Hz, 1H), 8.46 (s, 1H), 7.97 (s,
1H), 7.68 (d, ] = 2.4 Hz, 1H), 7.60 (d, ] = 1.9 Hz, 1H), 7.53 (dd, ] =5.7, 1.9 Hz,
1H), 7.37 - 7.30 (m, 3H), 6.31 (s, 1H), 4.86 - 4.80 (m, 1H), 3.60 - 3.50 (m, 2H),
322 (t, T=11.0 Hz, 2H), 2.40 (d, T = 14.4 Hz, 2H), 2.34 - 2.24 (m, 2H)

1H NMR (400 MHz, DMSO-d6) & 10.02 (s, 1H), 9.68 (s, 1H), 9.08 (s, 1H), 8.40
(s, 1H), 8.11 (s, 1H), 7.75 - 7.65 (m, 2H), 7.55 (dd, ] = 6.6, 2.6 Hz, 1H), 7.51 -
739 (m, 2H), 730 (ddd, T= 8.8, 4.2, 2.6 Hz, 1H), 6.39 (s, 1H), 478 (1, T= 6.6
Hz, 2H), 3.59 (dd, ] = 7.9, 5.3 Hz, 2H), 2.77 (s, 7H).

356

1H NMR (400 MHz, DMSO0-d6) & 9.52 (s, 1H), 9.05 (d, ] = 1.9 Hz, 1H), 8.38 (s,
1H), 7.96 (s, 1H), 7.69 (d, ] =2.2 Hz, 1H), 7.62 (d, J=2.0 Hz, 1H), 7.55 (dd, J =
6.6, 2.6 Hz, 1H), 7.44 (1, ] = 9.0 Hz, 1H), 7.29 (ddd, ] = 8.8, 4.3, 2.7 Hz, 1H),
6.40 - 6.33 (m, 1H), 4.36 (t, ] = 5.4 Hz, 3H), 3.73 (t, ] = 5.4 Hz, 3H).

1H NMR (400 MHz, DMSO-d6) § 9.54 (d, T =2.1 Hz, 1H), 9.05 (d, J = 1.9 Hz,
1H), 8.39 (s, 1H), 8.01 (s, 1H), 7.68 (d, ] = 2.2 Hz, 1H), 7.62 (d, ] = 1.9 Hz, 1H),
7.53 (dd, J = 6.6, 2.6 Hz, 1H), 7.4 (t, ] = 9.0 Hz, 1H), 7.39 (d, ] = 2.3 Hz, 1H),
7.28 (ddd, J =8.9, 4.2, 2.7 Hz, 1H), 6.33 (s, 1H), 4.77 (p, ] = 6.7 Hz, 1H), 1.44
(d,7=19Hz, 3H), 1.43 (d, ] = 1.9 Hz, 3H).
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[1250]

'H-NMR

1H NMR (400 MHz, DMS0-d6) & 9.52 (s, 1H), 9.05 (d, ] = 1.9 Hz, 1H), 8.38 (s,
1H), 7.95 (s, 1H), 7.69 (d, J = 2.2 Hz, 1H), 7.63 (d, ] = 2.0 Hz, 1H), 7.54 (dd, J =
6.6,2.6 Hz, 1H), 7.44 (t, = 9.0 Hz, 1H), 7.41 (d, ] = 2.3 Hz, 1H), 7.29 (ddd, J =
8.9,4.3,2.7 Hz, 1H), 6.35 (s, 1H), 4.49 (t, ] = 5.1 Hz, 2H), 3.68 (t, ] = 5.2 Hz,
2H), 3.18 (s, 4H).

IH NMR (400 MHz, DMSO-d6) § 9.48 (s, 1H), 9.07 (d, J = 2.0 Hz, 1H), 8.38 (s,
1H), 8.08 (s, 1H), 7.93 (s, 3H), 7.69 (d, T = 2.2 Hz, 1H), 7.64 (d, J = 2.0 Hz, 1H),
753 (dd, T = 6.6, 2.6 Hz, 1H), 7.44 (t, T= 9.0 Hz, 1H), 7.41 (d, ] = 2.4 Hz, 1H),
7.28 (ddd, J = 8.9, 4.3, 2.7 Hz, 2H), 6.37 (s, 1H), 4.56 (t, ] = 6.3 Hz, 2H), 3.39 -
3.25 (m, 2H).

360

1H NMR (400 MHz, DMSO0-d6) & 9.47 (s, 1H), 9.37 (d, ] = 10.0 Hz, 1H), 9.06
(d,7=1.9Hz, 1H), 8.38 (s, 1H), 8.03 (s, 1H), 7.69 (d, T = 2.2 Hz, 1H), 7.63 (d, J
=2.0Hz, H),7.52(dd, ] = 6.6, 2.6 Hz, 1H), 7.44 (t, = 9.0 Hz, 1H), 739 (d, J =
2.3 Hz, 1H), 7.37 - 7.25 (m, 2H), 6.35 (d, ] = 7.3 Hz, 1H), 440 (t, ] = 7.1 Hz,
2H), 3.14 - 2.97 (m, 2H), 2.75 (s, 3H), 2.74 (s, 3H), 2.15 (p, = 7.3 Hz, 2H).

361

1H NMR (400 MHz, DMSO-d6) § 9.59 (s, 1H), 9.04 (d, ] = 1.9 Hz, 1H), 8.40 (s,
1H), 8.07 (s, 1H), 7.68 (d, T = 2.2 Hz, 1H), 7.63 (dd, J = 2.1, 0.6 Hz, 1H), 7.55
(dd, T=6.6, 2.6 Hz, 1H), 7.45 (t, J = 9.0 Hz, 1H), 7.39 (d, T = 2.4 Hz, 1H), 7.29
(m, 1H), 6.33 (s, 1H), 1.55 (s, 9H).

362

1H NMR (400 MHz, DMSO-d6) & 9.4 - 9.36 (m, 1H), 8.75 - 8.65 (m, 1H), 8.46
(dd, J=4.8, 1.6 Hz, 1H), 8.40 (s, 1H), 8.13 (s, 1H), 7.92 - 7.80 (m, 1H), 7.68 (d,
J=23Hz, 1H), 7.50 (dd, T = 6.6, 2.6 Hz, 1H), 7.49 - 7.40 (m, 2H), 7.37 (ddd, J

=7.9,48,0.8Hz, 1H), 7.29 - 7.23 (m, 2H), 6.13 (d, ] = 8.5 Hz, 1H), 4.53 - 4.37
(m, 1H), 2.92 (d, J = 10.6 Hz, 2H), 2.33 (t, ] = 7.1 Hz, 2H), 2.09 - 1.86 (m, 6H),

1.00 (t, J = 7.2 Hz, 3H).
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1H NMR (400 MHz, DMS0-d6) § 9.51 (s, 1H), 9.06 (d, ] =2.0 Hz, 1H), 8.38 (s,
1H), 8.20 (s, 1H), 7.68 (d, J =2.2 Hz, 1H), 7.64 (d, ] = 1.9 Hz, 1H), 7.54 (dd, J =
6.6, 2.6 Hz, 1H), 7.44 (t, = 9.0 Hz, 1H), 7.40 (d, ] = 2.3 Hz, 1H), 7.28 (ddd, J =
8.9,4.3,2.7Hz, 1H), 6.37 (s, 1H), 5.81 (tt, I = 7.6, 6.1 Hz, 1H), 4.96 (t, I = 7.3
Hz, 2H), 4.85 (q, J = 6.6 Hz, 2H).

364

1H NMR (400 MHz, DMSO0-d6) § 9.50 (s, 1H), 9.08 (d, J =2.0 Hz, 1H), 8.38 (s,
1H), 8.16 (s, 1H), 7.68 (dd, J = 3.9, 2.1 Hz, 2H), 7.55 (dd, J = 6.7, 2.7 Hz, 1H),
7.49 - 7.40 (m, 2H), 7.29 (ddd, J = 8.6, 4.3, 2.7 Hz, 1H), 6.39 (s, 1H), 5.77 (s,
2H).

365

1H NMR (400 MHz, DMSO-d6) & 9.38 (s, 1H), 8.42 (s, 1H), 8.19 (s, 1H), 7.66
(d, T=2.2Hz, 1H), 7.57 - 7.49 (m, 3H), 7.45 - 7.37 (m, 2H), 7.26 (ddd, T = 8.8,
42,2.6 Hz, 1H), 7.16 (dt, ] = 3.8, 1.1 Hz, 1H), 6.43 (d, ] = 8.6 Hz, 1H), 4.53 -
4.39 (m, 1H), 2.91 (d, J = 10.8 Hz, 2H), 2.33 (q, ] = 6.9 Hz, 2H), 2.13 - 1.98 (m,
4H), 1.93 (dq, T = 11.7, 4.0, 3.5 Hz, 2H), 0.98 (t, J = 7.2 Hz, 3H).

IH NMR (400 MHz, DMSO-d6) & 9.40 (s, 1H), 8.70 (s, 1H), 8.56 - 8.30 (m,
2H), 8.14 (s, 1H), 7.87 (dt, ] = 8.0, 1.9 Hz, 1H), 7.68 (d, J = 2.2 Hz, 1H), 7.61 -
7.31 (m, 4H), 7.25 (qd, ] = 4.1, 2.6 Hz, 2H), 6.12 (d, ] = 8.4 Hz, 1H), 4.60 - 4.28
(m, 1H), 3.05 (d, J = 10.9 Hz, 2H), 2.27 - 1.75 (m, 6H), 1.02 (s, 9H)

370

1H NMR (400 MHz, DMSO0-d6) & 9.46 (s, 1H), 9.03 (d, T = 0.8 Hz, 1H), 8.95 (s,
1H), 8.44 (s, 1H), 8.16 (s, 1H), 7.87 (t, ] = 0.8 Hz, 1H), 7.66 (d, ] = 2.3 Hz, 1H),
7.60 - 7.41 (m, 4H), 7.31 (dt, ] = 8.8, 3.7 Hz, 1H), 6.51 (d, ] = 8.7 Hz, 1H), 4.88 -
4.77 (m, 1H), 3.67 (d, J = 12.1 Hz, 2H), 3.20 - 3.09 (m, 2H), 2.39 (d, ] = 13.8 Hz,
2H), 2.25 (t, ] = 12.8 Hz, 2H), 1.36 (s, 9H), 1.30 (s, 1H)

371

1H NMR (400 MHz, DMSO-d6) & 9.45 (s, 1H), 9.26 (s, 1F), 8.42 (s, 1H), 8.03
(s, 1H), 7.64 (d, I = 2.2 Hz, 1H), 7.61 (d, T = 3.4 Hz, 1H), 7.48 - 7.42 (m, 2H),
739 (t, 1 =9.0 Hz, 1H), 7.26 - 7.14 (m, 3H), 6.01 (d, ] = 7.2 Hz, 1H), 4.72 (ddt, ]
=11.8,8.1, 4.3 Hz, 1H), 3.59 (d, J = 12.3 Hz, 2H), 3.24 - 2.97 (m, 4H), 2.35 -
2.28 (m, 2H), 2.26 - 2.06 (m, 2H), 1.22 (t, ] = 7.3 Hz, 3H).
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'H-NMR

IH NMR (400 MHz, DMSO-d6) § 9.47 (s, 2H), 8.44 (d, ] = 1.4 Hz, 1H), 8.43 (s,
1H), 8.17 (s, 1H), 7.66 (d, T =2.2 Hz, 1H), 7.58 - 7.47 (m, 2H), 7.47 - 7.37 (m,
4H), 7.27 (ddd, ] = 8.9, 4.2, 2.7 Hz, 1H), 6.42 (d, ] = 7.4 Hz, 1H), 477 (tt, ] =
11.8, 4.1 Hz, 1H), 3.73 - 3.57 (m, 2H), 3.12 (tdd, T = 23.8, 18.1, 9.9 Hz, 4H),
242 -2.28 (m, 2H), 2.28 - 2.12 (m, 2H), 1.23 (t, J = 7.2 Hz, 3H).

373

1H NMR (400 MHz, DMS0-d6) & 9.53 (s, 3H), 9.03 (dd, J =3.0, 0.8 Hz, 1H),
8.43 (s, 1H), 8.20 (s, 2H), 7.88 (t, ] = 0.8 Hz, 2H), 7.66 (d, J = 2.1 Hz, 2H), 7.61 -
7.42 (m, 8H), 7.32 (ddd, J = 8.9, 5.6, 3.0 Hz, 2H), 6.54 (d, ] = 8.4 Hz, 2H), 4.84 -
4.72 (m, 2H), 3.63 (d, J = 12.3 Hz, 4H), 3.43 (s, 1H), 3.17 - 3.00 (m, 8H), 2.36
(d,J=14.6 Hz, 4H), 2.23 (q, J = 12.8 Hz, 5H), 1.67 (ddt, J = 15.8, 11.1, 7.5 Hz,
4H), 0.92 (td, ] = 7.3, 5.5 Hz, 6H).

375

1H NMR (400 MHz, DMSO-d6) & 9.46 (s, 1H), 9.02 (d, ] = 0.8 Hz, 1H), 8.65 (s,
1H), 8.43 (s, 1H), 8.18 (s, 1H), 7.87 (t, J = 0.8 Hz, 1H), 7.66 (d, J = 2.2 Hz, 1H),
7.57(dd, T = 6.6, 2.6 Hz, 1H), 7.52 - 7.40 (m, 3H), 7.35 - 7.26 (m, 1H), 6.51 (d, T
=8.6 Hz, 1H), 4.86 - 4.76 (m, 1H), 3.41 (d, J = 13.0 Hz, 2H), 3.12 - 3.02 (m,
2H), 2.28 (d, J = 13.5 Hz, 2H), 2.12 (d, ] = 12.5 Hz, 2H)

1H NMR (400 MHz, DMSO-d6) § 9.43 (s, 1H), 9.29 (s, 1H), 8.42 (s, 1H), 8.13
(s, 1H), 7.66 (d, ] = 2.2 Hz, 1H), 7.52 (dd, ] = 6.6, 2.6 Hz, 1H), 7.46 (1, ] = 1.5
Hz, 1H), 7.43 (t, T = 9.0 Hz, 2H), 7.39 (d, = 2.4 Hz, 1H), 7.27 (ddd, T= 8.8, 4.2,
2.7 Hz, 1H), 7.04 - 6.97 (m, 1H), 6.35 (d, T= 8.3 Hz, 1H), 4.76 (tt, T=11.9, 4.1
Hz, 1H), 3.62 (d, J = 12.4 Hz, 2H), 3.26 - 2.99 (m, 4H), 2.44 - 2.29 (m, 2H), 2.18
(ddt, J=22.1,13.3, 7.4 Hz, 2H), 1.23 (t, ] = 7.3 Hz, 3H).

382

1H NMR (400 MHz, DMSO0-d6) & 9.41 (s, 1H), 9.20 (s, 1H), 8.42 (s, 1H), 8.26
(s, OH), 8.13 (s, 1H), 7.65 (d, ] =2.2 Hz, 1H), 7.51 (dd, ] = 6.6, 2.6 Hz, 1H), 7.48
-7.37 (m, 4H), 7.26 (ddd, J = 8.8, 4.2, 2.7 Hz, 1H), 6.95 (d, ] = 3.8 Hz, 1H), 6.90
(dd,J=3.9,0.9 Hz, 1H), 6.31 (d, ] = 8.4 Hz, 1H), 4.84 - 4.66 (m, 1H), 3.62 (d, J
=12.7 Hz, 2H), 3.24 - 2.98 (m, 4H), 2.36 (d, ] = 13.3 Hz, 2H), 2.17 (dd, ] = 14.6,
11.1 Hz, 2H), 1.23 (t, ] = 7.3 Hz, 3H).
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"H-NMR

1H NMR (400 MHz, DMSO-d6) § 9.42 (s, 1H), 8.64 (s, 1H), 8.42 (s, 2H), 8.12
(s, 1H), 7.65 (d, T = 2.2 Hz, 1H), 7.51 (dd, J = 6.6, 2.6 Hz, 1H), 7.47 - 7.40 (m,
3H), 7.39(d, J =24 Hz, 1H), 7.26 (ddd, J =8.8,4.2, 2.7 Hz, 1H), 7.00 (dd, J =
1.6, 0.9 Hz, 1H), 6.35 (d, = 8.4 Hz, 1H), 4.79 (tt, ] = 11.0, 4.0 Hz, 1H), 3.39 (d,
J=13.0 Hz, 2H), 3.06 (q, J = 11.9 Hz, 2H1), 2.26 (d, J = 13.2 Hz, 2H), 2.19 - 2.01
(m, 2H).

386

1H NMR (400 MHz, DMSO-d6) & 9.43 (s, 1H), 8.65 (s, 1H), 8.42 (s, 2H), 8.12
(s, 1H), 7.65 (d, J = 2.2 Hz, 1H), 7.52 (dd, T = 6.6, 2.6 Hz, 1H), 7.47 - 7.40 (m,
2H), 7.38 (d, J = 2.4 Hz, 1H), 7.26 (ddd, J = 8.8, 4.2, 2.7 Hz, 1H), 6.95 (d, ] = 3.8
Hz, 1H), 6.90 (dd, J = 3.8, 0.9 Hz, 1H), 6.31 (d, J = 8.1 Hz, 1H), 4.78 (ddt, J =
11.0, 8.1, 4.1 Hz, 1H), 3.39 (d, ] = 12.7 Hz, 2H), 3.07 (q, J = 11.8 Hz, 2H), 2.26
(d, J=13.4 Hz, 2H), 2.20 - 2.02 (m, 2H).

387

1H NMR (400 MHz, DMSO0-d6) & 9.43 (s, 1H), 8.61 (s, 1H), 8.47 (s, 1H), 8.37
(d,7=18.2 Hz, 1H), 8.07 (s, 1H), 7.64 (d, ] =2.2 Hz, 1H), 7.56 (d, J = 5.4 Hz,
1H), 7.44 - 7.32 (m, 4H), 7.19 - 7.08 (m, 3H), 6.99 (d, ] = 5.4 Hz, 1H), 6.22 (d, ]
=72Hz, 1H),4.76 (td, ] = 112, 5.4 Hz, 1H), 3.37 (d, T = 13.4 Hz, 2H), 3.06 (¢, J
=11.6 Hz, 2H), 2.22 (d, T = 13.7 Hz, 2H), 2.09 (¢, J = 12.2 Hz, 2H).

389

1H NMR (400 MHz, DMSO-d6) & 9.46 (s, 1H), 9.33 (s, 1H), 8.47 (s, 1H), 8.09
(s, 1H), 7.65 (d, ] = 2.2 Hz, 1H), 7.56 (dd, J = 5.3, 2.1 Hz, 1H), 7.42 - 7.33 (m,
4H), 7.13 (ddd, T=8.7, 3.7, 2.3 Hz, 3H), 7.01 - 6.96 (m, 1H), 6.22 (d, T = 6.6 Hz,
1H), 4.74 (ddt, T=11.8, 8.2, 4.1 Hz, 1H), 3.60 (d, J = 12.3 Hz, 2H), 3.15 (qt, ] =
11.5, 5.3 Hz, 3H), 3.04 (dd, J = 13.2, 10.0 Hz, 2H), 2.41 - 2.28 (m, 3H), 2.24 -
2.09 (m, 3H), 1.22 (t, J = 7.3 Hz, 3H).

400

1H NMR (400 MHz, DMSO-d6) § 9.41 (s, 1), 8.80 (s, 1H), 8.60 (d, J = 5.1 Hz,
1H), 8.41 (s, 1H), 8.25 - 8.06 (m, 2H), 7.74 - 7.57 (m, 2H), 7.56 - 7.14 (m, 8H),
6.86 (d, = 6.5 Hz, 1H), 6.23 (d, ] = 6.9 Hz, 1H), 5.25 (s, 1H), 5.04 (, ] =9.8
Hz, 2H), 3.96 - 3.76 (m, 1H), 3.67 (d, ] = 10.2 Hz, 1H), 3.59 - 3.37 (m, 2H), 2.47
-2.21 (m, 2H).
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1H NMR (400 MHz, DMSO-d6) & 9.44 (s, 1H), 9.12 (brs, 2H), 8.74 (d, ] =2.2
Hz, 1H), 8.53 (dd, T = 4.9, 1.6 Hz, 1H), 8.41 (s, 1H), 8.21 (d, J = 6.3 Hz, 1H),
7.98 (d,J=7.9 Hz, 1H), 7.66 (dd, J= 2.4, 1.3 Hz, 1H), 7.56 - 7.36 (m, 4H), 7.35
-7.18 (m, 2H), 6.24 (d, T =8.2 Hz, 1H), 5.49 - 5.31 (m, 1H), 3.75 - 3.56 (m, 2H),
3.36 (t, ] = 6.9 Hz, 2H), 2.48 (m, 1H), 2.36 - 2.19 (m, 1H).

402

IH NMR (400 MHz, DMSO-d6) § 10.01 (brs, 1), 9.40 (s, 1H), 8.71 (d, T =2.2
Hz, 1H), 8.51 (dd, T=5.0, 1.5 Hz, 1H), 8.41 (s, 1T, 8.21 (dd, T=14.2, 7.1 Hz,
1H), 7.93 (d, ] = 8.0 Hz, 1H), 7.66 (t, ] = 2.1 Hz, 1H), 7.57 - 7.36 (m, 4H), 7.34 -
7.18 (m, 2H), 6.21 (d, J =8.0 Hz, 1H), 5.58 - 5.32 (m, 1H), 3.95 - 3.49 (m, 3H),
3.38 -3.14 (m, 3H), 2.80 - 2.62 (m, 1H), 2.42 - 2.19 (m, 1H), 1.21 (t, J = 7.2 Hz,
3H).

403

1H NMR (400 MHz, DMSO-d6) & 9.44 (s, 1H), 8.94 (s, 1H), 8.74 (dd, J = 2.3,
0.8 Hz, 1H), 8.62 (dd, J= 4.9, 1.6 Hz, 1H), 8.44 (s, 1H), 7.97 (dt, T= 8.0, 1.9 Hz,
1H), 7.63 (d, ] = 2.3 Hz, 1H), 7.56 (ddd, J = 8.0, 4.9, 0.8 Hz, 1H), 7.47 (dd, J =
6.6, 2.7 Hz, 2H), 7.44 - 7.38 (m, 2H), 7.26 (d, ] = 2.4 Hz, 1H), 7.23 (ddd, J = 8.8,
4.2,2.7Hz, 1H), 6.13 (d, J = 7.9 Hz, 1H), 3.76 (s, 3H).

404

1H NMR (400 MHz, DMSO-d6) & 9.40 (s, 1H), 8.76 (s, 1H), 8.63 - 8.48 (m,
1H), 8.40 (s, 1H), 8.16 (s, 1H), 8.05 (d, ] = 8.0 Hz, 1H), 7.66 (d, ] =2.2 Hz, 1H),

7.61 -7.13 (m, 10H), 6.87 (s, 2H), 6.19 (d, ] = 7.7 Hz, 1H), 5.07 (s, 2H), 4.71 (m,

1H), 4.07 (d, J = 13.1 Hz, 2H), 3.00 (m, 2H), 2.02 (d, ] = 12.5 Hz, 2H), 1.92 -
1.66 (m, 2H).

405

1H NMR (400 MHz, DMSO0-d6) & 9.46 (s, 1H), 8.81 - 8.64 (m, 2H), 8.54 (dd, J
=50, 1.6 Hz, 1H), 8.41 (s, 2H), 8.14 (s, 1H), 8.02 (d, ] =8.1 Hz, 1H), 7.67 (d, J
=2.2Hz, 1H), 7.58 - 7.36 (m, 4H), 7.32 - 7.16 (m, 2H), 6.22 (d, J = 7.9 Hz, 1H),
4.87 - 4.66 (m, 1H), 3.38 (d, ] = 12.9 Hz, 2H), 3.06 (q, J = 12.0 Hz, 2H), 2.33 -
2.18 (m, 2H), 2.18 - 1.98 (m, 2H).
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1H NMR (400 MHz, ™| ¥+-2--d4) § 9.20 (s, 1H), 8.43 (s, 1H), 8.09 - 8.02 (m,
1H), 7.98 (s, 1H), 7.89 (d, J =2.3 Hz, 1H), 7.67 (d, ] = 7.2 Hz, 1H), 7.59 (t, ] =
7.8 Hz, 1H), 7.01 (d, J = 2.4 Hz, 1H), 6.38 (s, 1), 4.21 (d, J = 13.9 Hz, 1H),
3.53 (d,J = 13.9 Hz, 1H), 1.87 - 1.74 (m, 2H), 1.65 - 1.50 (m, 2H), 0.85 (s, 9H).

409

1H NMR (400 MHz, ¥ §--2-d4) § 9.20 (s, 1H), 8.33 (s, 1H), 8.04 (d, T =7.9 Hz,
1H), 8.00 (s, 1H), 7.84 (d, J =2.5 Hz, 1H), 7.68 (d, I =7.3 Hz, 1H), 7.59 (t, J =
7.8 Hz, 1H), 7.15 (d, ] = 2.5 Hz, 1H), 6.37 (s, 1H), 4.00 (d, ] = 13.7 Hz, 1H),
3.42(d,J=13.7 Hz, 1H), 1.87 - 1.74 (m, 2H), 1.62 - 1.52 (m, 2H), 0.80 (s, 9H).

410

TH NMR (400 MHz, " --2-d4) § 9.20 (s, 1H), 8.35 (s, 1H), 8.04 (dd, T= 7.4,
1.8 Hz, 1H), 7.87 (d, ] = 2.5 Hz, 1H), 7.82 (s, 1H), 7.64 - 7.53 (m, 2H), 7.17 (d, J
=2.5Hz, 1H), 6.34 (s, 1H), 3.98 (d, J = 13.7 Hz, 1H), 3.97 - 3.80 (m, 1H), 3.50
(d, T=13.7Hz, 1H), 1.23 - 1.07 (m, 4H), 0.81 (s, 9H).

411

1H NMR (400 MHz, ™| ¥+-&-d4) § 9.20 (s, 1H), 8.23 (s, 1H), 8.10 - 8.03 (m,
1H), 7.86 (d, ] = 2.5 Hz, 1H), 7.83 (s, 1H), 7.69 (d, ] = 7.3 Hz, 1H), 7.65 - 7.54
(m, 1H), 7.36 - 7.29 (m, 1H), 7.21 - 7.11 (m, 2H), 6.92 (d, J = 6.8 Hz, 2H), 6.46
(s, 1H), 5.48 (t, ] = 7.1 Hz, 1H), 3.90 - 3.84 (m, 1H), 2.05 (dt, ] = 14.4, 7.2 Hz,
1H), 1.84 (dt, J=13.9, 7.1 Hz, 1H), 1.22 - 1.10 (m, 4H), 0.94 (t, ] = 7.3 Hz, 3H).

412

IH NMR (400 MHz, "] BH$-d4) § 9.20 (s, 1H), 8.24 (s, 1H), 8.12 (s, 1H), 8.07
(dd,J=8.1, 1.1 Hz, 1H), 7.88 (d, J =2.6 Hz, 1H), 7.71 (d, ] = 7.3 Hz, 1H), 7.62 -
7.55 (m, 1H), 7.38 - 7.30 (m, 2H), 7.23 - 7.10 (m, 2H), 6.96 - 6.89 (m, 2H), 6.53
(s, 1H), 5.49 (t, T = 7.0 Hz, 1H), 2.06 (dt, J = 14.1, 7.1 Hz, 1H), 1.85 (dt, J = 14.1,
7.3 Hz, 1H), 1.75 - 1.62 (m, 4H), 0.95 (¢, J = 7.3 Hz, 3H).

413

THNMR (400 MHz, " §--2--d4) § 8.44 (s, 1H), 8.21 (s, 1H), 8.05 (m, 1H), 7.81
(t,J=8.1Hz, 2H), 7.62 (d, ] = 2.4 Hz, 1H), 7.44 - 7.29 (m, 5H), 7.24 (m, 1H),
6.97 - 6.85 (m, 2H), 5.95 (m, 1H), 3.47 (m, 1H), 2.67 - 2.41 (m, 7H), 1.80 (m,
4H).
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'"H-.NMR

1H NMR (400 MHz, ¥ €-2--d4) § 8.26 (s, 1H), 7.99 (s, 1H), 7.73 (m, 1H), 7.57
(m, 1H), 7.42 (s, 1H), 7.40 - 7.27 (m, 5H) , 6.19 (s, 1H), 5.76 (dd, ] = 8.6, 5.5 Hz,
1H), 4.90 (td, ] = 7.6, 3.1 Hz, 2H), 4.78 (m, 2H), 4.55 - 4.35 (m, SH), 3.92 (m,
1H), 2.91 (m, 1H), 2.63 (m, 2H), 2.44 (m, 1H), 2.36 (m, 1H), 1.22 (m, 2H), 1.17
(m, 2H).

415

1H NMR (400 MHz, 7| €F-&--d4) § 9.21 (s, 1H), 8.47 (s, 1H), 8.14 (d, J = 0.6 Hz,
1H), 8.06 (dd, T = 7.4, 1.8 Hz, 1H), 7.73 (d, J = 2.3 Hz, 1H), 7.65 - 7.55 (m, 2H),
7.01(d,J=2.3 Hz, 1H), 6.40 (s, 1H), 4.17 (d,J = 13.9 Hz, 1H), 3.60 (d, T=13.8
Hz, 1H), 2.02 - 1.83 (m, 4H), 0.86 (s, 9H).

416

1H NMR (400 MHz, ¥ $-2-d4) §9.20 (s, 1H), 8.49 (s, 1H), 8.05 (dd, J = 8.0,
1.1 Hz, 1H), 7.98 (s, 1H), 7.72 (d, J = 2.3 Hz, 1H), 7.67 (d, ] = 7.1 Hz, 1H), 7.59
(dd,7=8.1,7.4 Hz, 1H), 7.01 (d, J=2.3 Hz, 1H), 6.39 (s, 1H), 4.24 (d, T = 13.9
Hz, 1H), 3.55 (d,J = 13.9 Hz, 1H), 1.88 - 1.74 (m, 2H), 1.65 - 1.50 (m, 2H), 0.86
(s, 9H).

417

1H NMR (400 MHz, ™| ¥-&-d4) § 9.21 (s, 1H), 8.47 (s, 1H), 8.10 (s, 1H), 8.06

(dd, T=73,19Hz, 1H), 7.74 (d, ] = 2.3 Hz, 1H), 7.65 - 7.54 (m, 2H), 7.02 (d, J
=23 Hz, 1H), 6.41 (s, 1H), 4.18 (d, J = 13.8 Hz, 1H), 3.60 (d, J = 13.8 Hz, 1H),
1.79 - 1.59 (m, 4H), 0.86 (s, 9H).

418

1H NMR (400 MHz, ™| ¥-2-d4) § 9.21 (s, 1H), 8.47 (s, 1H), 8.05 (dd, ] =6.7,
2.5 Hz, 1H), 7.80 (s, 1H), 7.72 (d, ] =2.3 Hz, 1H), 7.63 - 7.54 (m, 2H), 6.99 (d, J
=24Hz, 1H), 6.35 (s, 1H), 4.17 (d, T = 13.9 Hz, 1H), 3.86 (ddd, J=11.4, 7.3,
4.0 Hz, 1H), 3.60 (d, ] = 13.8 Hz, 1H), 1.23 - 1.08 (m, 4H), 0.85 (s, 9H).

419

1H NMR (400 MHz, ™| §--£-d4) § 9.21 (s, 1H), 8.45 (s, 1H), 8.09 - 8.02 (m,
1H), 7.83 (s, 1H), 7.72 (d, = 2.3 Hz, 1H), 7.64 (d, ] = 7.4 Hz, 1H), 7.62 - 7.55
(m, 1H), 7.00 (d, ] =2.4 Hz, 1H), 6.39 (s, 1H), 4.77 (td, J = 11.4, 5.5 Hz, 1H),
418 (d,J=13.8 Hz, 1H), 3.79 (d, J = 12.6 Hz, 2H), 3.55 (d, ] = 13.8 Hz, 1H),
3.20 (t, J = 12.0 Hz, 2H), 2.47 - 2.37 (m, 4H), 1.45 (s, 9H), 0.84 (s, 9H).
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"H-.NMR

1HNMR (400 MHz, ™ §F2--d4) § 9.21 (s, 1H), 8.28 (s, 1H), 8.06 (dd, T=7.7,
1.5 Hz, 1H), 7.82 (d, J = 2.2 Hz, 2H), 7.67 - 7.55 (m, 2H), 7.15 (d, ] =2.5 Hz,
1H), 6.39 (d, ] = 4.6 Hz, 1H), 4.79 - 4.71 (m, 1H), 3.90 (d, J = 13.7 Hz, 1H), 3.80
(d,J=12.5Hz, 2H), 3.43 (d, J = 13.7 Hz, 1H), 3.24 - 3.15 (m, 2H), 2.51 - 2.34
(m, 4H), 1.45 (s, 9H), 0.79 (s, 9H).

421

1H NMR (400 MHz, 7 &+-&--d4) § 9.21 (s, 1H), 8.47 (s, 1H), 8.06 (dd, J = 7.5,
1.8 Hz, 1H), 7.96 (s, 1H), 7.74 (d, J = 2.2 Hz, 1H), 7.65 - 7.54 (m, 2H), 7.02 (d, J
=23 Hz, 1H), 6.40 (s, 1H), 5.92 (t, = 54.7 Hz, 1H), 4.18 (d, J = 13.9 Hz, 1H),
3.60 (d,J = 13.9 Hz, 1H), 1.54 - 1.46 (m, 4H), 0.86 (s, 9H).

422

1H NMR (400 MHz, ™| ¥+-2--d4) 5 8.51 (d, J = 5.8 Hz, 2H), 7.95 (d, ] =2.4 Hz,
1H), 7.90 (s, 1H), 7.68 (d, ] =2.3 Hz, 1H), 7.27 (dd, J = 7.0, 1.0 Hz, 1H), 7.00 (d,
J=23Hz, 1H), 6.86 (t, ] = 7.0 Hz, 1H), 6.61 (dd, T = 2.4, 0.9 Hz, 1H), 6.33 (s,
1H), 4.10 (d, J = 13.9 Hz, 1H), 3.87 (tt, ] = 7.5, 4.1 Hz, 1H), 3.68 (d, ] = 13.8 Hz,
1H), 1.24 - 1.08 (m, 4H), 0.83 (s, 9H).

1H NMR (400 MHz, ™| ¥+-2--d4) § 8.47 (s, 1H), 8.09 (d, ] = 0.9 Hz, 1H), 7.75 (s,
1H), 7.69 (d, ] =2.2 Hz, 1H), 7.53 (d, ] = 8.5 Hz, 1H), 7.39 (dd, ] =8.5, 7.1 Hz,
1H), 7.26 (d, ] = 7.0 Hz, 1H), 7.01 (d, ] = 2.3 Hz, 1H), 6.43 (s, 1H), 4.15(d, ] =
13.9 Hz, 1H), 4.05 (s, 3H), 3.90 - 3.79 (m, 1H), 3.64 (d, J = 13.9 Hz, 1H), 1.22 -
1.06 (m, 4H), 0.84 (s, 9H).

424

THNMR (400 MHz, | §--2-d4) § 9.21 (s, 1H), 8.35 (s, 1H), 8.05 (dd, T=7.7,
1.6 Hz, 1H), 7.97 (s, 1H), 7.88 (d, ] = 2.5 Hz, 1H), 7.66 - 7.54 (m, 2H), 7.19 (d, J
=2.5Hz, 1H), 6.39 (s, 1H), 5.93 (t, ] = 54.7 Hz, 1H), 3.99 (d, J = 13.7 Hz, 1H),
3.49 (d, T =13.8 Hz, 1H), 1.51 - 1.48 (m, 4H), 0.82 (s, 9H).

425

1H NMR (400 MHz, DMSO0-d6) & 8.40 - 8.35 (m, 2H), 8.08 (d, J = 0.8 Hz, 1H),
8.05 (dd, J = 8.2, 2.6 Hz, 1H), 7.85 (s, 1H), 7.66 - 7.62 (m, 1H), 7.58 (s, 1H),
7.23 -7.17 (m, 2H), 5.32 (s, 2H), 4.04 (dd, T = 14.1, 8.0 Hz, 1H), 3.48 (dd, T =
14.1, 5.6 Hz, 1H), 3.27 (d, J = 0.7 Hz, 3H), 0.88 (s, 9H).
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"H-.NMR

1H NMR (400 MHz, "] GH-d4) § 8.47 (s, 1H), 8.25 (s, 1H), 7.76 (s, 1H), 7.69
(d,7=2.2Hz, 1H), 7.54 (dt, ] = 8.6, 0.9 Hz, 1H), 7.25 (dd, ] = 8.6, 6.9 Hz, 1H),
7.18 (d,J = 6.8 Hz, 1H), 7.00 (d, ] = 2.3 Hz, 1H), 6.32 (s, 1H), 4.17 (s, 3H), 4.15
(d,7=14.7 Hz, 1H), 3.89 - 3.79 (m, 1H), 3.63 (d, T = 13.8 Hz, 1H), 1.21 - 1.05
(m, 4H), 0.84 (s, 9H).

427

1H NMR (400 MHz, ™| G+-&--d4) § 8.33 (s, 1H), 7.85 (dd, J = 6.2, 2.8 Hz, 2H),
7.80 (s, 1H), 7.56 - 7.44 (m, 2H), 7.14 (d, ] =2.5 Hz, 1H), 6.26 (s, 1H), 3.98 (d, J
=13.7Hz, 1H), 3.91 - 3.81 (m, 1), 3.47 (d,J = 13.7 Hz, 1H), 2.78 (s, 3H), 1.26
- 1.06 (m, 4H), 0.82 (s, 9H).

428

1H NMR (400 MHz, 7| ¥F-&--d4) § 8.22 (s, 1H), 7.99 (s, 1H), 7.75 (d, J = 2.5 Hz,
1H), 7.63 - 7.56 (m, 1H), 7.44 - 7.39 (m, 2H), 7.37 (d, ] = 2.5 Hz, 1H), 7.34 (d, J
=4.4Hz, 1H), 7.31 - 7.21 (m, 2H), 7.15 (dd, T = 7.2, 2.5 Hz, 2H), 6.20 (s, 1H),
5.51(t,J = 7.0 Hz, 1H), 4.62 - 4.48 (m, 4H), 3.94 - 3.88 (m, 1H), 2.20 - 1.89 (m,
2H), 1.23 - 1.17 (m, 4H), 0.99 (¢, ] = 7.4 Hz, 3H).

429

1H NMR (400 MHz, ™| ¥+-2--d4) § 8.30 (s, 1H), 8.25 (s, 1H), 7.72 (d, ] = 2.5 Hz,
1H), 7.39 (s, 1H), 7.35 (d, J = 2.5 Hz, 1H), 6.15 (s, 1H), 4.91 (m, 2H), 4.80 (m,
2H), 4.62 - 4.46 (m, 2H), 4.39 (m, 1H), 3.86 (d, ] = 13.9 Hz, 1H), 3.75(d, J =
13.9 Hz, 1H), 3.52 (s, 1H), 3.48 - 3.36 (m, 1H), 3.23 - 3.11 (m, 1H), 3.00 - 2.94
(m, 1H), 1.78 (m, 2H), 1.68 (3, 2H), 0.98 (s, 9H).

THNMR (400 MHz, ¥ §--2--d4) § 8.34 (s, 1H), 8.09 (s, 1H), 7.86 (td, T = 3.3,
2.2 Hz, 2H), 7.58 - 7.46 (m, 2H), 7.17 (d, ] = 2.5 Hz, 1H), 6.33 (s, 1H), 3.99 (d, J
=13.8 Hz, 1H), 3.47(d, ] = 13.7 Hz, 1H), 2.77 (s, 3H), 1.79 - 1.57 (m, 4H), 0.83
(s, 9H).

1H NMR (400 MHz, 2 & % ¥ 2.d) § 8.42 (s, 1H), 7.88 (m, 1H), 7.48 - 7.28 (m,
6H), 6.81 (m, 1H), 6.76 (s, 1H), 5.97 (s, 1H), 5.67 (m, 1H), 5.30 (s, 2H), 3.73 (m,
1H), 2.57 (s, 3H), 2.57 - 2.47 (m, 1H), 2.33 (m, 1H), 1.57 (s, 2H), 0.92 - 0.81 (m,
4H).
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'"H-NMR

1H NMR (400 MHz, ¥ €F-8--d4) § 8.44 (s, 1H), 8.20 (s, 1H), 7.79 (m, 1H), 7.61
(m, 1H), 6.88 (m, 2H), 6.24 (s, 1H), 3.88 (m, 2H), 3.62 (m, 2H), 2.51 (s, 3H),
1.86 - 1.56 (m, 4H), 0.92 (s, 9H).

433

1H NMR (400 MHz, 7| §--2--d4) § 8.30 (s, 1H), 7.96 (s, 1H), 7.71 (d, = 2.5 Hz,
1H), 7.38 (s, 1H), 7.31 (d, ] = 2.5 Hz, 1H), 6.07 (s, 1H), 4.92 (m, 2H), 4.82 - 4.78
(m, 2H), 4.64 - 4.47 (m, 2H), 4.40 (m, 1H), 3.90 (m, 1H), 3.85 (d, ] = 14.1 Hz,
1H), 3.76 (d, ] = 13.9 Hz, 1H), 3.52 (m, 1H), 3.42 (m, 1H), 3.16 - 3.13 (m, 1H),
3.02 -2.88 (m, 1H), 1.24 - 1.13 (m, 4H), 0.98 (s, SH).

434

1H NMR (400 MHz, ™ §2--d4) § 9.21 (s, 1H), 8.46 (s, 1H), 8.05 (dd, T= 7.0,
2.2 Hz, 1H), 7.87 (s, 1H), 7.72 (d, ] = 2.3 Hz, 1H), 7.64 - 7.54 (m, 2H), 6.98 (d, J
=23 Hz, 1H), 6.35 (s, 1H), 4.17 (d, J = 13.8 Hz, 1H), 3.58 (d, J = 13.8 Hz, 1H),
1.63 (s, 3H), 1.32 - 1.25 (m, 2H), 1.08 - 1.00 (m, 2H), 0.84 (s, 9H).

IH NMR (400 MHz, v §-2-d4) § 9.21 (s, 1H), 8.35 (s, 1H), 8.05 (dd, T=7.5,
1.7 Hz, 1H), 7.89 (s, 1H), 7.87 (d, ] = 2.5 Hz, 1H), 7.65 - 7.54 (m, 2H), 7.16 (d, J
=2.5Hz, 1H), 6.35 (s, 1H), 4.00 (d, J = 13.7 Hz, 1H), 3.49 (d, ] = 13.8 Hz, 1H),
1.63 (s, 3H), 1.31 - 1.25 (m, 2H), 1.08 - 0.99 (m, 2H), 0.81 (s, 9H).

IH NMR (400 MHz, ™| §+-2--d4) § 8.50 (s, 1H), 8.02 - 7.93 (m, 2H), 7.62 (m,
1H), 7.07 (m, 1H), 6.96 (m, 1H), 6.31 (s, 1H), 4.12 - 3.98 (m, 1H), 3.95 - 3.80
(m, TH), 3.39 (m, 1H), 1.29 - 1.10 (m, 2H), 1.03 (s, 2H), 0.97 (s, 9H).

4.94 - 485 (m, 4H), 4.87 (s, 21H),

437

1H NMR (400 MHz, ™| ¥+-2--d4) § 9.01 (m, 1H), 8.83 (d, ] =8.6 Hz, 1H), 8.49
(s, 1H), 8.10 (d, ] = 8.6 Hz, 1H), 7.90 - 7.81 (m, 2H), 7.81 - 7.65 (m, 4H), 6.92
(d,J=2.3 Hz, 1H), 6.84 (s, 1H), 4.01 (d, ] = 13.9 Hz, 1H), 3.86 (m, 1H), 3.62 (d,
J=13.9 Hz, 1H), 1.22 - 1.07 (m, 4H), 0.70 (s, 9H).
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IH NMR (400 MHz, == % 5 £-d) § 8.40 (s, 1H), 7.90 (m, 1H), 7.43 - 7.26 (m,
5H), 7.22 (m, 2H), 6.78 (m, 1H), 6.61 (s, 1H), 6.00 (s, 1H), 5.69 (m, 1H), 5.30 (s,
2H), 3.75 (m, 3.8 Hz, 1H), 2.65 (s, 3H), 2.64 - 2.49 (m, 1H) 2.44 (s, 2H), 2.33 (s,
1H), 0.92 - 0.81 (m, 4H).

440

1H NMR (400 MHz, 7| €-8--d4) § 8.45 (m, 1H), 8.21 (s, 1H), 7.82 (m, 1H), 7.64
(m, 1H), 7.40 - 7.25 (m, 5H), 7.13 (m, 1H), 6.93 - 6.83 (m, 1H), 6.37 (m, 1H),
5.79 - 5.64 (m, 1H), 2.53 (m, 3H), 2.23 - 2.09 (m, 1H), 2.07 (m, 1H), 1.81 - 1.64
(m, 4H), 1.04 - 0.91 (m, 3H)

441

1H NMR (400 MHz, DMSO0-d6) & 9.32 (s, 1H), 8.30 (d, ] = 1.5 Hz, 1H), 8.16 (s,
1H), 8.00 (dd, T=8.1, 1.2 Hz, 1H), 7.92 (d, J = 2.3 Hz, 1H), 7.69 - 7.57 (m, 2H),
7.50 (td, T="7.8, 1.5 Hz, 1H), 7.43 - 7.30 (m, 2H), 6.46 (d, ] = 5.8 Hz, 1H), 4.72
(s, 1H), 4.60 (s, 1H), 3.87 (dd, J = 13.8, 8.1 Hz, 1H), 3.34 (dd, J = 13.8, 5.0 Hz,
1H), 1.41 - 1.27 (m, 4H), 0.75 (s, 9H).

443

1H NMR (400 MHz, " §--&-d4) § 9.75 (s, 1H), 8.59 (m, 1H), 8.46 (s, 1H), 8.26
m, 1H), 8.13 (m, 1H), 8.01 - 7.86 (m, 3H), 7.68 (m, 1H), 6.96 (m, 2H), 4.05 -
3.96 (m, 1H), 3.87 (m, 1H), 3.63 (m, 1H), 1.37 (m, 1H), 1.21 - 1.07 (m, 4H), 0.72
(s, 9H).

444

TH NMR (400 MHz, " §-2-d4) § 8.50 (d, T = 7.0 Hz, 1H), 8.37 (s, 1H), 8.06 (s,
1H), 7.95 (d, ] = 2.4 Hz, 1H), 7.83 (d, J = 2.5 Hz, 1H), 7.29 (dt, ] = 7.0, 1.0 Hz,
1H), 7.18 (d, ] = 2.5 Hz, 1H), 6.87 (t, ] = 7.0 Hz, 1H), 6.64 (dd, ] =2.4, 0.9 Hz,
1H), 6.38 (s, 1H), 5.93 (t, J = 54.8 Hz, 1H), 3.93 (d, ] = 13.8 Hz, 1H), 3.54 (d, J =
13.7 Hz, 1H), 1.52 - 1.48 (m, 4H), 0.78 (s, 9H).

445

1H NMR (400 MHz, ™| §F-2--d4) § 8.43 (s, 1H), 8.13 (s, 1H), 7.62 (d, T=2.3 Hz,
1H), 7.50 (d, ] = 7.1 Hz, 1H), 7.48 - 7.36 (m, 2H), 7.04 (d, J = 2.3 Hz, 1H), 6.12
(s, 1H), 5.94 (t, ] = 54.6 Hz, 1H), 4.92 (d, J = 14.6 Hz, 1H), 4.56 (s, 2H), 4.55 (d,
J=14.7Hz, 1H), 412 (d, T = 13.9 Hz, 1H), 3.69 (d, ] = 13.9 Hz, 1H), 1.58 - 1.50
(m, 4H), 0.96 (s, 9H).
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"H-.NMR

IH NMR (400 MHz, "] 5H2-d4) § 9.13 (s, 1H), 8.46 (s, 1H), 8.39 (d, = 7.1 Hz,
1H), 8.04 (s, 1H), 7.80 (s, 1H), 7.65 (d, ] = 2.3 Hz, 1H), 7.20 (d, ] = 6.9 Hz, 1H),
7.04 (d,J =2.3 Hz, 1H), 6.98 (t, = 7.0 Hz, 1H), 6.32 (s, 1H), 4.08 (d, ] = 13.9
Hz, 1H), 3.89 (ddd, J = 11.5, 7.4, 4.1 Hz, 1H), 3.68 (d, J = 13.9 Hz, 1H), 1.25 -
1.10 (m, 4H), 0.87 (s, 9H).

447

1H NMR (400 MHz, =2 2 3 5-d) § 8.45 (s, 1H), 7.93 (t, ] = 8.1 Hz, 1H), 7.41
(s, 1H), 7.35 (d,J = 2.3 Hz, 1H), 6.80 (dd, J = 8.4, 3.2 Hz, 1H), 6.25 (s, 1H), 5.93
(s, 1H), 5.91 (t, T = 56.0 Hz, 1H), 5.27 (s, 1H), 3.57 (m, 2H), 2.58 (s, 3H), 1.55 -

1.50 (m, 4H), 0.94 (s, 9H).

448

1H NMR (400 MHz, ™| §+---d4) 6 8.47 (s, 1H), 8.13 (s, 1H), 7.74 (s, 1H), 7.69
(d,1=2.3 Hz, 1H), 7.51 (d, ] = 8.5 Hz, 1H), 7.35 (dd, J = 8.6, 7.0 Hz, 1H), 7.23
(d,7=7.0 Hz, 1H), 7.02 (d, ] = 2.3 Hz, 1H), 6.4 (s, 1H), 4.13 (d, J = 13.9 Hz,

1H), 3.90 - 3.79 (m, 1H), 3.69 - 3.60 (m, 1H), 1.22 - 1.06 (m, 4H), 0.84 (s, 9H).

449

1H NMR (400 MHz, ™| §+-2--d4) § 9.29 (s, 1H), 8.44 (s, 1H), 8.06 (d, ] = 8.1 Hz,
1H), 7.89 (s, 1H), 7.69 (s, 1H), 7.62 (d, ] = 7.5 Hz, 1H), 7.47 (t, ] = 7.6 Hz, 1H),

7.11 (s, 1H), 6.93 (s, 1H), 4.04 (d, J = 13.8 Hz, 1H), 3.91 - 3.77 (m, 1H), 3.73 (d,
J=13.8 Hz, 1H), 1.24 - 1.00 (m, 4H), 0.87 (s, 8H).

450

1H NMR (400 MHz, 7| ¥F-&--d4) §8.94 (dd, ] = 4.3, 1.8 Hz, 1H), 8.47 (s, 1H),
8.37 (dd, T =8.3, 1.8 Hz, 1H), 7.93 (dd, J = 8.1, 1.4 Hz, 1H), 7.86 (dd, J = 7.2,
1.3 Hz, 1H), 7.76 (s, 1H), 7.69 (d, J = 2.2 Hz, 1H), 7.62 - 7.53 (m, 2H), 7.27 (s,
1H), 7.10 (d, J = 2.2 Hz, 1H), 4.02 (d, J = 13.9 Hz, 1H), 3.86 - 3.70 (m, 2H), 1.19
- 1.04 (m, 4H), 0.80 (s, 9H).

451

1H NMR (400 MHz, | +-£--d4) § 8.28 (s, 2H), 7.74 (d, ] = 2.5 Hz, 1H), 7.53 (d,
J=74Hz 1H), 7.44 (t, T = 7.5 Hz, 1H), 740 (d, ) = 7.3 Hz, 1H), 721 (d,] =25
Hz, 1H), 6.13 (s, 1H), 4.99 (d, J = 14.6 Hz, 1H), 4.59 (d, J = 14.8 Hz, 1H), 4.56
(s, 2H), 3.97 (d, ] = 13.8 Hz, 1H), 3.55 (d, ] = 13.8 Hz, 1H), 1.85 - 1.74 (m, 2H),
1.70 - 1.61 (m, 2H), 0.93 (s, 9H).
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'H-NMR

1H NMR (400 MHz, ™| ¥+-2-d4) 5§ 8.86 (d, J = 15.0 Hz, 2H), 8.01 (d, J = 11.5
Hz, 2H), 7.85 (s, 1H), 7.77 - 7.64 (m, 3H), 7.56 (d, J = 2.5 Hz, 1H), 7.50 - 7.41
(m, 1H), 7.34 - 7.19 (m, 3H), 7.12 (d, J = 7.4 Hz, 1H), 6.94 (d, ] = 2.5 Hz, 1H),
6.70 (d, ] = 2.5 Hz, 1H), 6.12 (s, 1H), 6.07 (s, 1H), 4.58 - 4.42 (m, 3H), 4.20 (dd,
J=10.0, 5.8 Hz, 1H), 4.02 (dd, T = 11.4, 4.5 Hz, 1H), 3.62 (dt, J = 15.5, 7.9 Hz,
2H), 3.20 - 3.07 (m, 2H), 3.02 (d, J = 11.6 Hz, 1H), 2.94 (p, ] = 1.7 Hz, 14H),
2.89-2.81 (m, 1H), 2.75 (d, J = 11.6 Hz, 1H), 1.66 - 1.22 (m, 11H), 0.66 (s, 3H),
0.43 (s, 3H), 0.29 (s, 3H), -0.00 (s, 3H).

IH NMR (400 MHz, DMSO-d6) § 9.36 (d, T = 1.3 Hz, 1T1), 8.42 (s, 2H), 8.04
(dd, T=8.0, 1.2 Hz, 1H), 7.80 (s, 1H), 7.62 (d, T = 7.4 Hz, 1H), 7.53 (1, T=7.6
Hz, 1H), 7.29 (s, 1H), 6.49 (d, T = 6.2 Hz, 1H), 3.97 (m, 2H), 2.69 (d, T = 1.3 Hz,
3H), 1.71 (d, T = 35.6 Hz, 4H), 0.79 (d, T = 1.3 Hz, 9H).

454

1H NMR (400 MHz, ™| §-£--d4) § 8.37 (s, 1H), 7.92 (s, 1H), 7.84 - 7.70 (m,
2H), 7.09 (m,1H), 6.87 (m, 1H), 6.19 (s, 1H), 3.96 - 3.80 (m, 2H), 3.72 (m, 1H),
2.51 (s, 3H), 1.34 - 0.94 (m, 4H), 0.89 (s, 9H).

455

1H NMR (400 MHz, DMSO-d6) & 9.32 (s, 1H), 8.35 (m, 2H), 8.00 (d, ] = 8.0
Hz, 1H), 7.67 - 7.54 (m, 2H), 7.49 (t, J= 7.7 Hz, 1H), 7.35 (d, J = 12.8 Hz, 1H),
6.94 (s, 1H), 6.44 (d, T = 6.1 Hz, 1H), 3.89 (dd, J = 13.7, 7.8 Hz, 1H), 3.43 (dd, J
=13.7, 5.4 Hz, 1H), 1.72 (m, 2H), 1.64 (m, 2H), 0.77 (s, 9H).

456

1H NMR (400 MHz, DMSO0-d6) & 11.05 (s, 1H), 9.34 (d, J = 1.4 Hz, 1H), 8.07
(s, 1H), 8.01 (d, J = 8.2 Hz, 1H), 7.61 (s, 2H), 7.58 - 7.52 (m, 1H), 7.36 (s, 3H),
7.25 (s, 1H), 6.01 (d, J = 13.4 Hz, 1H), 3.94 (s, 1H), 1.13 (s, 13H).

458

1H NMR (400 MHz, ™| §+-2-d4) 5 9.21 (s, 1H), 8.48 (s, 1H), 8.05 (dd, J=7.9,
1.4 Hz, 1H), 7.86 (s, 1H), 7.73 (d, ] = 2.3 Hz, 1H), 7.60 (dt, ] = 15.3, 7.3 Hz,
2H), 7.01 (d, ] = 2.3 Hz, 1H), 6.37 (s, 1H), 421 (d, ] = 13.9 Hz, 1H), 3.74 (d, J =
1.8 Hz, 2H), 3.57 (d, = 13.9 Hz, 1H), 1.34 - 1.25 (m, 2H), 1.21 - 1.13 (m, 2H),
0.86 (s, 9H).
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[1263]

'"H-NMR

1H NMR (400 MHz, | ¥H-&-d4) §9.18 (s, 1H), 8.48 (s, 1H), 7.96 (s, 1H), 7.82
(d,1=8.3Hz, 1H), 7.65 (d, ] = 2.2 Hz, 1H), 7.53 (t, ] = 7.9 Hz, 1H), 742 (d,J =
7.6 Hz, 1H), 7.01 (d, J = 2.3 Hz, 1H), 6.84 (s, 1H), 4.22 (s, 3H), 3.95 - 3.85 (m,
1H), 3.89 (s, 2H), 1.27 - 1.10 (m, 4H), 0.84 (s, 9H).

460

1H NMR (400 MHz, ™| -2-d4) § 9.21 (s, 1H), 8.33 (s, 1H), 8.06 (dd, ] = 7.6,
1.5 Hz, 1H), 7.90 (s, 1H), 7.88 (d, J =2.5 Hz, 1H), 7.67 - 7.55 (m, 2H), 7.19 (d, J
=2.5Hz, 1H), 6.42 (s, 1H), 5.26 (qd, ] = 8.7, 2.5 Hz, 2H), 3.99 (d, ] = 13.7 Hz,
1H), 3.46 (d, ] = 13.7 Hz, 1H), 0.80 (s, 9H).

461

1H NMR (400 MHz, | §-%--d4) § 8.99 (s, 1H), 8.77 (m, 1H), 8.47 (s, 1H), 8.16
-8.05 (m, 2H), 7.87 - 7.78 (m, 1H), 7.78 - 7.66 (m, 3H), 6.97 - 6.88 (m, 2H),
4,00 (d, T =13.9 Hz, 1H), 3.62 (d, T = 13.9 Hz, 1H), 1.76 - 1.58 (m, 4H), 0.70 (s,
9H).

462

IH NMR (400 MHz, ¥ §+-2--d4) § 8.48 m, 3H), 8.23 (m, 1H), 8.11 (m, 1H), 7.96
m, 1H), 7.63 (m, 1H), 7.50 (m, 1H), 7.43 (s, 1H), 7.27 m, 1H), 6.45 (s, 1H), 4.08
(d, T=14.0 Hz, 1H), 3.83 (d, ] = 14.0 Hz, 1H), 1.31 - 1.08 (m, 4H), 0.98 (s, 9H).

463

IH NMR (400 MHz, v §+-2-d4) § 9.21 (s, 1H), 8.49 (s, 1H), 8.06 (dd, T= 8.0,
1.3 Hz, 1H), 7.87 (s, 1H), 7.73 (d, ] =2.3 Hz, 1H), 7.67 - 7.54 (m, 2H), 7.02 (d, J
=2.3 Hz, 1H), 6.41 (s, 1H), 4.22 (d, J= 13.9 Hz, 1H), 3.59 (d, ] = 13.9 Hz, 1H),
2.98 - 2.86 (m, 2H), 2.86 - 2.73 (m, 2H), 2.13 - 1.96 (m, 2H), 0.86 (s, 9H).

464

1H NMR (400 MHz, ™| ¥-8--d4) § 9.22 (s, 1H), 8.59 (d, J = 6.0 Hz, 2H), 8.30 (s,
1H), 8.12 (s, 1H), 8.06 (dd, J =8.1, 1.1 Hz, 1H), 7.85 (d, J = 2.5 Hz, 1H), 7.69 (d,
J=74Hz, 1H), 7.61 (dd, J =8.1, 7.5 Hz, 1H), 7.18 (d, ] = 2.5 Hz, 1H), 7.14 (d, J
=6.1Hz, 2H), 6.45 (s, 1H), 3.94 (d, J = 13.7 Hz, 1H), 3.41 (d, J = 13.7 Hz, 1H),
2.17 - 1.94 (m, 4H), 0.79 (s, 9H).
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[1264]

"H-.NMR

1H NMR (400 MHz, ™ §F2--d4) § 9.21 (s, 1H), 8.34 (s, 1H), 8.08 - 8.01 (m,
1H), 7.88 (s, 1H), 7.87 (d, ] = 2.4 Hz, 1H), 7.67 - 7.62 (m, 1H), 7.62 - 7.55 (m,
1H), 7.18 (d, ] = 2.5 Hz, 1H), 6.37 (s, 1H), 4.01 (d, J = 13.7 Hz, 1H), 3.74 (d, J =
1.9 Hz, 2H), 3.46 (d, ] = 13.8 Hz, 1H), 1.32 - 1.27 (m, 2H), 1.22 - 1.14 (m, 2H),
0.81 (s, 9H).

466

1H NMR (400 MHz, ™| §-2--d4) § 9.60 (s, 1H), 9.53 (s, 1H), 8.76 (d, T = 6.1 Hz,
1H), 8.72 (s, 1H), 8.51 (s, 1H), 8.01 (d, J = 6.2 Hz, 1H), 7.96 (s, 1H), 7.70 (d, ] =
2.3 Hz, 1H), 7.01 (d, T =2.3 Hz, 1H), 6.76 (s, 1H), 4.02 (d, T = 13.9 Hz, 1H),
3.96 -3.76 (m, 1H), 3.70 (d, J = 13.9 Hz, 1H), 1.24 - 1.11 (m, 4H), 0.76 (s, 9H).

467

1H NMR (400 MHz, o} 4] £ 1 = 21.d3) 5 9.08 (d, J = 4.6 Hz, 1H), 8.97 (d, ] =
8.6 Hz, 1H), 8.36 (s, 1H), 8.24 (d, ] = 8.2 Hz, 1H), 7.87 (s, 1H), 7.83 - 7.70 (m,
2H), 7.65 (s, 1H), 6.90 (d, J = 2.5 Hz, 1H), 6.77 (s, 1H), 5.74 (s, 1H), 3.65 (dd, J
=13.3, 6.8 Hz, 1H), 3.48 (dd, J = 13.5, 5.3 Hz, 1H), 1.29 (s, 1H), 1.10 m, 4H),
0.68 (s, 9H).

468

1H NMR (400 MHz, o} £ =2 -d3) § 8.35 (s, 1H), 8.10 (s, 2H), 7.96 (s,
1H), 7.88 (s, 1H), 7.76 (s, 1H), 6.94 (s, 1H), 6.88 (s, 1H), 5.93 (s, 1H), 3.84 -
3.71 (m, 2H), 3.39 (d, J = 13.9 Hz, 1H), 1.21 - 0.98 (m, 4H), 0.65 (s, 9H).

469

1H NMR (400 MHz, ™| ¥+-2--d4) 5 9.11 (s, 1H), 9.04 (d, ] =8.7 Hz, 1H), 8.30 (s,
1H), 8.21 (s, 1H), 8.18 - 8.10 (m, 1H), 7.99 - 7.90 (m, 1H), 7.90 - 7.82 (m, 2H),
7.80 (s, 1H), 7.14 - 7.08 (m, 1H), 6.94 (s, 1H), 3.79 (d, ] = 13.8 Hz, 1H), 3.48 (d,
J=13.8 Hz, 1H), 1.75 - 1.56 (m, 4H), 0.66 (s, 9H).

470

1H NMR (400 MHz, ™| ¥+-2--d4) § 8.30 (d, ] = 7.5 Hz, 2H), 8.19 (d, ] = 8.0 Hz,
1H), 8.06 (t, ] = 7.7 Hz, 1H), 8.00 (d, ] = 7.3 Hz, 1H), 7.81 (d, J = 2.4 Hz, 1H),
7.15 (s, 1H), 7.00 (s, 1H), 3.82 (d, = 13.7 Hz, 1H), 3.48 (d, ] = 13.8 Hz, 1H),
1.82 - 1.53 (m, 4H), 0.68 (s, 9H).
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[1265]

'H-NMR

TH NMR (400 MHz, V| §--2-d4) § 8.33 (s, 1H), 8.20 (s, 1H), 7.84 - 7.74 (m,
3H), 7.11 - 7.06 (m, 1H), 6.91 - 6.84 (m, 1H), 6.25 (s, 1H), 3.85 (d, ] = 13.8 Hz,
1H), 3.66 (d, ] = 13.8 Hz, 1H), 2.51 (s, 3H), 1.80 - 1.65 (m, 4H), 0.88 (s, 9H).

472

1H NMR (400 MHz, 7 &-&--d4) § 8.30 (s, 1H), 8.16 (s, 1H), 8.04 (s, 1H), 7.82
(d,1=2.5Hz, 1H), 7.51 (d, ] = 8.4 Hz, 1H), 7.40 - 7.31 (m, 1H), 7.26 (d, ] = 7.1
Hz, 1H), 7.18 (d, J = 2.5 Hz, 1H), 6.50 (s, 1H), 3.88 (d, J = 13.6 Hz, 1H), 3.51 (d,
J=13.7Hz, 1H), 1.79 - 1.54 (m, 4H), 0.79 (s, 9H).

473

1H NMR (400 MHz, ™ §F-2--d4) § 8.36 (s, 1H), 8.05 (s, 1H), 7.84 - 7.75 (m,
2H), 7.10 (d, J = 2.5 Hz, 1H), 6.87 (dd, J = 8.4, 2.7 Hz, 1H), 6.24 (s, 1H), 5.94 (t,
J=54.7Hz, 1H), 3.88 (d, ] = 13.8 Hz, 1H), 3.68 (d, ] = 13.8 Hz, 1H), 2.51 (s,
3H), 1.53 (s, 4H), 0.89 (s, 9H).

474

1H NMR (400 MHz, ™| §+-2-d4) 5 8.86 (s, 1H), 7.96 (s, 1H), 7.72 (s, 1H), 7.70
(d, 1H), 7.55 (d, J =2.6 Hz, 1H), 7.33 (d, T = 7.3 Hz, 1H), 7.25 (t, ] = 7.7 Hz,
1H), 6.69 (d, ] = 2.6 Hz, 1H), 6.09 (s, 1H), 3.96 (dd, J = 11.1, 4.9 Hz, 1H), 3.68 -
3.60 (m, 1H), 3.23 - 3.12 (m, 1H), 3.03 (d, T = 11.5 Hz, 1H), 2.96 (p, ] = 1.7 Hz,
21H), 2.77 (d, T=11.5 Hz, 1H), 1.64 - 1.47 (m, 2H), 1.40 - 1.21 (m, 4H), 0.29 (s,
3H), 0.00 (s, 3H).

475

1H NMR (400 MHz, 7 ©+-8--d4) § 9.24 (s, 1H), 8.36 (s, 1H), 8.21 (s, 1H), 8.10
(d,J=8.3Hz, 1H), 7.79 (d, ] = 2.5 Hz, 1H), 7.63 (t, ] = 7.8 Hz, 1H), 7.49 (d,J =
7.4 Hz, 1H), 7.26 (d, ] = 2.6 Hz, 1H), 6.48 (s, 1H), 4.56 - 4.47 (m, 1H), 3.95 (d, J
=11.4Hz, 1H), 3.50 (d, ] = 11.5 Hz, 2H), 3.22 (d, J = 11.7 Hz, 1H), 1.86 - 1.77
(m, 2H), 1.76 - 1.59 (m, 4H), 1.01 (s, 3H), 0.78 (s, 3H).

476

1H NMR (400 MHz, H| GH$-d4) 5 8.51 (s, 1H), 8.23 (s, 1H), 7.78 (t, J=8.1 Hz,
1H), 7.64 (d,J = 2.2 Hz, 1H), 6.93 (d, ] =2.3 Hz, 1H), 6.88 (dd, J =8.3, 2.8 Hz,
1H), 6.24 (s, 1H), 4.01 (d, J = 13.9 Hz, 1H), 3.85 (d, J = 13.9 Hz, 1H), 2.52 (s,
3H), 2.04 - 1.97 (m, 2H), 1.97 - 1.91 (m, 2H), 0.94 (s, 9H).
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[1266]

'H-NMR

1H NMR (400 MHz, ™| +-2-d4) § 8.51 (s, 1H), 8.05 (s, 1H), 7.87 (t, ] = 8.1 Hz,
1H), 7.61 (d, ] = 2.2 Hz, 1H), 6.89 (d, ] = 2.4 Hz, 1H), 6.86 (d, ] = 2.7 Hz, 1H),
6.20 (s, 1H), 4.11 (d, = 13.9 Hz, 1H), 3.76 (d, ] = 13.9 Hz, 1H), 2.52 (s, 3H),
1.89 - 1.80 (m, 2H), 1.66 - 1.59 (m, 2H), 0.94 (s, 9H).

478

1H NMR (400 MHz, H| G-£-d4) 5 8.52 (s, 1H), 7.95 (s, 1H), 7.81 (t, J=8.1 Hz,
1H), 7.64 (d, T = 2.2 Hz, 1H), 6.92 (d, = 2.3 Hz, 1H), 6.87 (dd, T=8.6, 2.7 Hz,
1H), 6.23 (s, 1H), 4.08 (d, T = 13.9 Hz, 1H), 3.82 (d, T = 13.9 Hz, 1H), 3.00 - 2.90
(m, 1H), 2.90 - 2.80 (m, 1H), 2.51 (s, 3H), 2.16 - 1.98 (m, 1H), 0.94 (s, 9F).

479

1H NMR (400 MHz, ™| ¥+2-d4) § 8.52 (s, 1H), 8.22 (s, 1H), 7.80 (t, ] = 8.1 Hz,
1H), 7.65 (d, ] = 2.3 Hz, 1H), 6.95 (d, ] =2.3 Hz, 1H), 6.89 (dd, ] =8.4, 2.8 Hz,
1H), 6.27 (s, 1H), 4.02 (d, ] = 13.9 Hz, 1H), 3.87 (d, J = 13.9 Hz, 1H), 3.09 - 2.95
(m, 3H), 2.53 (s, 3H), 2.33 (m, 1H), 2.24 - 2.10 (m, 1H), 0.94 (s, 9H).

480

1H NMR (400 MHz, ™| §+---d4) 6 8.49 (s, 1H), 7.96 (s, 1H), 7.77 (t, J = 8.1 Hz,
1H), 7.62 (d, J = 2.2 Hz, 1H), 6.88 (d, J =2.3 Hz, 2H), 6.86 (d, ] =2.8 Hz, 1H),
6.18 (s, 1H), 4.01 (d, T = 13.9 Hz, 1H), 3.83 (d, J = 13.9 Hz, 1H), 2.50 (s, 3H),
1.66 (s, 3H), 1.35 - 1.29 (m, 2H), 1.09 - 1.03 (m, 2H), 0.93 (s, 9H).

481

1H NMR (400 MHz, DMSO0-d6) & 9.31 (s, 1H), 8.38 (s, 1H), 8.11 - 7.92 (m,
2H), 7.78 (s, 1H), 7.64 (dd, J = 12.6, 6.8 Hz, 2H), 7.55 - 7.28 (m, 4H), 6.95 (s,
1H), 6.43 (d, ] = 5.8 Hz, 1H), 3.97 (dd, ] = 13.4, 8.5 Hz, 1H), 338 (dd, ] = 13.7,
5.2 Hz, 1H), 2.90 - 2.71 (m, 2H), 2.73 - 2.57 (m, 2H), 1.87 (q, J = 8.3 Hz, 2H),
0.78 (s, 9H).

482

THNMR (400 MHz, oA 21 E 21-d3) § 8.45 (s, 1H), 7.85 (t, ] = 8.2 Hz, 1H),

7.79 (s, 1H), 7.50 (d, T = 2.3 Hz, 1H), 6.87 - 6.80 (m, 2H), 6.15 (s, 1H), 3.90 (dd,
J=13.5,62Hz, 1H), 3.81 (dd, ] = 13.5, 5.6 Hz, 1H), 3.72 (s, 2H), 2.52 (s, 3H),

1.29 (s, 1H), 1.19 - 1.13 (m, 2H), 0.96 (s, 9H).
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[1267]

"H-NMR

1H NMR (400 MHz, ™| §H-£-d4) § 9.13 (s, 1H), 8.49 (s, 1H), 8.25 (s, 1H), 7.82
(d,J=8.1Hz, 1H), 7.67 (d, ] =23 Hz, 1H), 7.52 (t, T = 7.9 Hz, 1H), 740 (d, ] =
7.7 Hz, 1H), 7.02 (d, J = 2.3 Hz, 1H), 6.89 (s, 1H), 4.22 (s, 3H), 3.89 (d, T = 2.5
Hz, 2H), 1.82 - 1.66 (m, 4H), 0.85 (s, 9H).

484

1H NMR (400 MHz, ™| ¥-2-d4) § 9.29 (s, 1H), 8.31 (d, ] = 0.6 Hz, 1H), 8.28 (s,
1H), 7.83 (d, ] = 8.2 Hz, 1H), 7.78 (d, ] =2.4 Hz, 1H), 7.57 (t, ] = 7.9 Hz, 1H),
7.44 (d,J=7.8 Hz, 1H), 7.20 (d, ] = 2.5 Hz, 1H), 6.89 (s, 1H), 4.27 (s, 3H), 3.72
(q, J=13.9 Hz, 2H), 1.81 - 1.65 (m, 4H), 0.81 (s, 9H).

485

TH NMR (400 MHz, ™| €--2--d4) § 8.56 (s, 1H), 8.23 (s, 1H), 7.79 (t, T = 8.1 Hz,
1H), 7.32 (dd, J = 12.3, 2.2 Hz, 1H), 6.95 - 6.75 (m, 2H), 6.24 (s, 1H), 4.02 (d, ]
=13.9 Hz, 1H), 3.87 (d, ] = 13.9 Hz, 1H), 2.51 (s, 3H), 2.04 - 1.88 (m, 4H), 0.95
(s, 9H).

486

1H NMR (400 MHz, | §1-£--d4) § 8.54 (s, 1H), 8.05 (s, 1H), 7.87 (t, T = 8.1 Hz,
1H), 7.29 (dd, T = 12.5, 2.1 Hz, 1H), 6.92 - 6.82 (m, 1H), 6.78 (d, ] =2.1 Hz,
1H), 6.20 (s, 1H), 4.10 (d, ] = 13.9 Hz, 1H), 3.76 (d, ] = 13.9 Hz, 1H), 2.52 (s,
3H), 1.88 - 1.77 (m, 2H), 1.62 (td, J = 4.2, 1.9 Hz, 2H), 0.94 (s, 9H).

487

1H NMR (400 MHz, DMSO0-d6) & 8.39 (s, 1H), 8.01 (s, 1H), 7.81 (m, 2H), 7.50
-722 (m, 4H), 6.92 (dd, T=8.5, 3.0 Hz, 1H), 6.82 (d, J=2.1 Hz, 1H), 6.22 (d, J
=6.1Hz, 1H),3.94 (dd, J = 13.8, 8.0 Hz, 1H), 3.43 (dd, ] = 13.7, 5.1 Hz, 1H),
2.88 -2.74 (m, 1H), 2.68 (dd, ] = 18.4, 8.4 Hz, 2H), 2.46 (s, 3H), 1.99 - 1.76 (m,
2H), 0.81 (s, 9H).

488

1H NMR (400 MHz, DMSO0-d6) & 8.35 (s, 1H), 8.06 (s, 1H), 7.77 (t, T= 8.3 Hz,
1H), 7.65 (s, 1H), 7.38 (d, T = 7.1 Hz, 1H), 7.25 (d, T = 12.3 Hz, 1H), 6.91 (dd, T
=8.5,3.0 Hz, 1H), 6.83 - 6.71 (m, 1H), 6.17 (d, ] = 6.0 Hz, 1H), 3.95 - 3.82 (m,
1H), 3.45 (dd, ] = 13.8, 5.2 Hz, 1H), 2.42 (s, 3H), 1.60 (s, 3H), 1.32 - 1.18 (m,
2H), 1.06 - 0.94 (m, 2H), 0.80 (s, 9H).
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[1268]

'"H-NMR

1H NMR (400 MHz, 7| ¥}----d4) § 8.37 (s, 1H), 8.23 (s, 1H), 7.83 - 7.75 (m,
2H), 7.10 (d, T = 2.6 Hz, 1H), 6.87 (dd, T = 8.5, 2.8 Hz, 1H), 6.24 (s, 1H), 3.87 (d,
J=13.8 Hz, 1H), 3.71 (d, ] = 13.8 Hz, 1H), 2.52 (s, 3H), 2.04 - 1.96 (m, 2H),
1.94 (m, 2H), 0.90 (s, 9F).

490

1H NMR (400 MHz, ™| §F2--d4) § 8.35 (s, 1H), 8.07 (s, 1H), 7.89 (t, T= 8.1 Hz,
1H), 7.75 (d, ] = 2.5 Hz, 1H), 7.04 (d, J = 2.5 Hz, 1H), 6.85 (m, 1H), 6.20 (s,
1H), 3.94 (d, ] = 13.8 Hz, 1H), 3.59 (d, J = 13.8 Hz, 1H), 2.53 (s, 3H), 1.83 (m,
2H), 1.62 (m, 2H), 0.89 (s, 9H).

491

1H NMR (400 MHz, 7| &--&--d4) § 8.37 (s, 1H), 8.23 (s, 1H), 7.86 - 7.76 (m,
2H), 7.11 (d,J = 2.5 Hz, 1H), 6.88 (dd, J = 8.5, 2.8 Hz, 1H), 6.27 (s, 1H), 3.86 (d,
J=13.8 Hz, 1H), 3.72 (d, ] = 13.8 Hz, 1H), 3.10 - 2.91 (m, 3H), 2.54 (s, 3H),
2.33 (m, 1H), 2.21 - 2.12 (m, 1H), 0.90 (s, 9H).

492

1H NMR (400 MHz, ™| ¥+-2-d4) § 8.37 (s, 1H), 7.97 (s, 1H), 7.83 - 7.74 (m,
2H), 7.08 (d, ] = 2.5 Hz, 1H), 6.87 (dd, ] = 8.6, 2.8 Hz, 1H), 6.19 (s, 1H), 3.87 (d,
T=13.9Hz 1H), 3.71 (d, ] = 13.8 Hz, 1H), 2.50 (s, 3H), 1.66 (s, 3H), 1.35 - 1.28
(m, 2H), 1.10 - 1.01 (m, 2H), 0.89 (s, 9H).

493

1H NMR (400 MHz, ™| §F-%-d4) § 8.37 (dd, T=4.5, 1.9 Hz, 1H), 8.21 (s, 1H),
8.20 (s, 1H), 8.17 (dd, J=9.1, 1.9 Hz, 1H), 7.99 (s, 1H), 7.53 (d, ] = 2.4 Hz, 1H),
7.14 (dd, J =9.1, 4.4 Hz, 1H), 7.01 (d, ] = 2.4 Hz, 1H), 6.45 (s, 1H), 3.77 (d, T =
13.8 Hz, 1H), 3.66 (d, J = 13.8 Hz, 1H), 1.78 - 1.61 (m, 4H), 0.87 (s, 9H).

494

IH NMR (400 MHz, H| GH%-d4) 5 8.38 (s, 1H), 7.96 (s, 1H), 7.83 (t, J=8.1 Hz,

1H), 7.78 (d, J = 2.0 Hz, 1H), 7.10 (s, 1H), 6.91 - 6.81 (m, 1H), 6.23 (s, 1H), 3.93
(d,J=13.8 Hz, 1H), 3.67 (d, ] = 13.8 Hz, 1H), 2.94 (m, 2H), 2.90 - 2.78 (m, 1H),
2.52 (s, 3H), 2.17 - 1.99 (m, 2H), 0.90 (s, SH).
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[1269]

"H-NMR

1H NMR (400 MHz, DMSO-d6) & 8.49 (s, 1H), 8.22 (s, 1H), 8.14 (s, 1H), 7.80
(t, I=8.3Hz, 1H), 7.67 (d, T = 2.1 Hz, 1H), 7.57 (s, 1H), 7.07 - 6.90 (m, 2H),
6.25 (s, 1H), 4.75 (s, 1H), 4.62 (s, 1H), 3.99 (dd, T = 13.8, 7.9 Hz, 1H), 3.51 (dd,
J=13.8, 5.3 Hz, 1H), 2.45 (s, 3H), 1.42 (dd, ] = 8.2, 4.5 Hz, 2H), 1.33 (5, 2H),
0.82 (s, 9H).;1H NMR (400 MHz, DMSO-d6) & 8.33 (s, 1H), 8.13 (s, 1H), 7.80
(t,3=8.3Hz, 1H), 7.61 (d, ] = 2.2 Hz, 1H), 7.47 (s, 1H), 7.36 (d, ] = 7.4 Hz,
1H), 6.94 (dd, T=8.5, 3.0 Hz, 1H), 6.91 (s, 1H), 6.23 (d, J = 6.7 Hz, 1H), 4.75 s,
1H), 4.63 (s, 1H), 3.88 (dd, J = 13.8, 8.1 Hz, 1H), 3.40 (dd, J = 14.0, 4.8 Hz, 1H),
2.44 (s, 3H), 1.42 (s, 2H), 1.33 (s, 2H), 0.79 (d, T = 1.1 Hz, 9H).

496

1H NMR (400 MHz, ™| §+-2--d4) 5 8.47 (s, 1H), 8.09 (d, ] = 1.0 Hz, 1H), 7.89 (s,
1H), 7.70 (d, ] = 2.2 Hz, 1H), 7.56 - 7.49 (m, 1H), 7.39 (dd, ] = 8.5, 7.1 Hz, 1H),
7.28 (d, T =7.1Hz, 1H), 7.06 (d, T =2.3 Hz, 1H), 6.48 (s, 1H), 5.91 (t, ] = 54.7
Hz, 1H), 4.15 (d, ] = 13.9 Hz, 1H), 4.05 (s, 3H), 3.64 (d, J = 13.9 Hz, 1H), 1.48
(d, J=9.0 Hz, 4H), 0.85 (s, 9H).

497

1H NMR (400 MHz, ™| ¥+-2--d4) 5 8.47 (s, 1H), 8.25 (s, 1H), 7.91 (s, 1H), 7.69
(d, T=2.3 Hz, 1H), 7.58 - 7.51 (m, 1H), 7.25 (dd, J = 8.5, 6.9 Hz, 1H), 7.20 (d, J
=6.6 Hz, 1H), 7.04 (d, T = 2.3 Hz, 1H), 637 (s, 1H), 5.92 (1, ] = 54.7 Hz, 1H),
4.17 (s, 3H), 4.16 (d, T = 13.8 Hz, 1H), 3.63 (d, T = 13.8 Hz, 1H), 1.52 - 1.45 (m,
4H), 0.85 (s, 9H).

498

1H NMR (400 MHz, ™| ¥+-2--d4) § 8.47 (s, 1H), 7.96 (s, 1H), 7.66 (d, ] =2.2 Hz,
1H), 7.64 - 7.59 (m, 1H), 7.56 (t, ] = 7.5 Hz, 1H), 7.53 - 7.48 (m, 1H), 7.34 (d, J
=2.3 Hz, 1H), 7.22 (s, 1H), 5.93 (t, ] = 54.8 Hz, 1H), 4.49 (d, J = 3.6 Hz, 2H),
4.05 (d, T =14.0 Hz, 1H), 3.93 (d, J = 14.0 Hz, 1H), 3.20 (s, 3H), 1.51 (s, 4H),
1.01 (s, 9H).

499

1H NMR (400 MHz, ™| ¥+28-d4) § 9.05 (s, 1H), 8.46 (s, 1H), 8.08 (s, 1H), 7.80
(d,J=7.9Hz, 1H), 7.65 (d, T =23 Hz, 1H), 7.50 (t, ] = 7.9 Hz, 1H), 739 (d, ] =
7.6 Hz, 1H), 6.99 (d, J = 2.3 Hz, 1H), 6.86 (s, 1H), 5.93 (t, ] = 54.6 Hz, 1H), 4.20
(s, 3H), 3.86 (d, ] = 1.7 Hz, 2H), 1.54 (s, 4H), 0.84 (s, 9H).

- 458 -

ZIHSd 10-2022-0129667



[1270]

"H-.NMR

IH NMR (400 MHz, "] H2-d4) § 8.47 (s, 1H), 8.13 (d, J = 1.0 Hz, 1H), 7.88 (s,
1H), 7.71 (d, ] = 2.3 Hz, 1H), 7.52 (d, J = 8.4 Hz, 1H), 7.35 (dd, J = 8.4, 7.0 Hz,
1H), 7.25 (d,J = 7.0 Hz, 1H), 7.06 (d, J =2.3 Hz, 1H), 6.49 (s, 1H), 5.91 (t, J =
54.7 Hz, 1H), 4.15 (d, T = 13.9 Hz, 1H), 3.66 (d, J = 13.8 Hz, 1H), 1.61 - 1.37 (m,
4H), 0.86 (s, 9H).

501

1H NMR (400 MHz, 7 &-&--d4) § 8.50 (s, 1H), 8.05 (s, 1H), 7.78 (t, ] = 8.1 Hz,
1H), 7.64 (d, T = 2.3 Hz, 1H), 6.93 (d, J =2.3 Hz, 1H), 6.87 (dd, I = 8.4, 2.7 Hz,
1H), 6.23 (s, 1H), 5.94 (t, J = 54.7 Hz, 1H), 2.50 (s, 3H), 1.53 (s, 4H), 0.93 (5,
9H).

502

1H NMR (400 MHz, 7 ¥F-&--d4) § 8.50 (s, 1H), 8.05 (s, 1H), 7.79 (t, ] = 8.1 Hz,
1H), 7.64 (d,J = 2.3 Hz, 1H), 6.98 (d, J =2.3 Hz, 1H), 6.87 (dd, ] = 8.4, 2.8 Hz,
1H), 6.25 (s, 1H), 5.94 (t, J = 54.7 Hz, 1H), 4.12 (d, ] = 14.2 Hz, 1H), 3.90 (d, J =
14.3 Hz, 1H), 2.50 (s, 3H), 2.03 - 1.90 (m, 1H), 1.76 - 1.66 (m, 3H), 1.54 (s, 4H),
1.19 (s, 3H).

1H NMR (400 MHz, DMS0-d6) & 8.33 (s, 1H), 8.14 (s, 1H), 7.87 - 7.74 (m,
2H), 7.49 - 7.38 (m, 2H), 7.20 (d, ] = 2.5 Hz, 1H), 6.93 (dd, J = 8.3, 3.1 Hz, 1H),
6.24 (d, 1 =7.2 Hz, 1H), 4.74 (s, 1H), 4.62 (s, 1H), 3.85 (dd, J = 13.8, 8.1 Hz,
1H), 3.40 (dd, T=13.8, 5.1 Hz, 1H), 2.44 (s, 3H), 1.42 (s, 2H), 1.33 (s, 2H), 0.79
(s, 9H).

504

1H NMR (400 MHz, ©}4] 21 = 21-d3) § 10.01 (s, 1H), 8.60 (d, ] = 6.3 Hz,
1H), 8.41 (s, 1H), 8.30 (d, J = 6.3 Hz, 1H), 8.13 (d, ] = 7.9 Hz, 1H), 8.07 - 7.96
(m, 2H), 7.83 (s, 1H), 7.58 (d, T =2.2 Hz, 1H), 6.89 (s, 1H), 6.81 (d, ] = 2.3 Hz,
1H), 3.95 - 3.75 (m, 2H), 3.51 (d, T = 13.3 Hz, 1H), 1.17 - 1.07 (m, 4H), 0.69 (s,
9H).

505

1H NMR (400 MHz, o} 24 E 2 -d3) § 8.46 (s, 1H), 8.18 (m, 1H), 8.04 - 7.96
(m, 1H), 7.97 (s, 1H), 7.57 (d, ] = 2.3 Hz, 1H), 7.33 - 7.22 (m, 2H), 6.96 (d, J =
2.3 Hz, 1H), 6.29 (s, 1H), 5.89 (t, J = 54.6 Hz, 1H), 3.98 (dd, ] = 13.9, 6.3 Hz,
1H), 3.78 (dd, T = 13.8, 5.3 Hz, 1H), 1.52 (d, ] = 1.2 Hz, 4H), 0.97 (s, 9H).
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THNMR (400 MHz, o}A| X2 1 E 2 -d3) § 8.88 (s, 1H), 8.64 (d, T= 5.2 Hz, 1H),
8.42 (s, 1H), 8.25 (d, ] = 8.2 Hz, 1H), 7.97 (s, 1H), 7.70 - 7.62 (m, 1H), 7.55 (d, J
=23 Hz 1H), 6.98 (d, J = 2.3 Hz, 1H), 6.28 (s, 1H), 6.04 - 5.74 (m, 1H), 3.93
(m, 1H), 3.71 m, 1H), 1.52 (s, 4H), 0.96 (s, 9H).

507

1H NMR (400 MHz, o} =1 =2 -d3) § 8.68 (dd, J = 5.8, 1.5 Hz, 1H), 8.46 (s,
1H), 8.41 (dd, J=8.1, 1.5 Hz, 1H), 7.97 (s, 1H), 7.74 (dd, J = 8.1, 5.8 Hz, 1H),
7.51 (d, T =2.3 Hz, 1H), 7.38 (s, 1H), 7.00 (d, ] = 2.4 Hz, 1H), 6.40 (s, 1H), 5.89
(t, ] =54.6 Hz, 1H), 3.95 - 3.79 (m, 2H), 2.79 (s, 3H), 1.53 (d, ] = 2.8 Hz, 4H),
0.96 (s, 9H).

508

1H NMR (400 MHz, o}4) B 1 = 21-d3) § 9.07 (d, ] = 4.8 Hz, 1H), 8.94 (d, ] =
8.6 Hz, 1H), 8.44 (m, 1H), 8.27 - 8.20 (m, 1H), 7.92 - 7.81 (m, 3H), 7.76 (m,
1H), 7.56 (m, 1H), 6.85 - 6.76 (m, 2H), 6.67 (s, 1H), 5.85 (t, ] = 54.6 Hz, 1H),
3.81 (m, 1H), 3.60 (m, 1H), 1.48 (m, 4H), 0.72 (s, 9H).

509

1H NMR (400 MHz, 2 7 7.3 £-d) § 8.42 (s, 1H), 7.93 (t, T = 8.1 Hz, 1H), 7.42
-7.35 (m, 2H), 6.78 (m, 1H), 6.16 (s, 1H), 5.92 (d, ] = 3.1 Hz, 1H), 5.90 (t, ] =
55.9 Hz, 1H), 5.51 (d, J = 3.1 Hz, 1H), 5.29 (s, 2H), 4.99 (s, 1H), 3.55 (m, 2H),
2.57 (s, 3H), 1.53 - 1.50 (m, 4H), 0.92 (s, 9H).

510

1H NMR (400 MHz, ©}-4] 1 = 21.d3) § 8.43 (s, 1H), 8.36 (m, 1H), 7.94 (s,
1H), 7.97 - 7.90 (m, 1H), 7.51 (m, 1H), 7.36 (m, 1H), 6.80 (m, 1H), 3.82 (m,
1H), 1.52 (s, 4H), 0.98 (s, 9H).

511

1H NMR (400 MHz, DMSO-d6)  8.35 (d, J = 1.2 Hz, 1H), 8.19 - 8.13 (m, 1H),
7.82 (dt, 1 = 15.9, 8.2 Hz, 1H), 7.61 (dd, ] = 26.8, 2.1 Hz, 1H), 7.43 - 7.28 (m,
1H), 7.09 (s, 1H), 7.02 - 6.87 (m, 2H), 6.34 (dd, J = 25.4, 7.3 Hz, 1H), 6.29 - 5.98
(m, 1H), 4.68 (d, J = 18.2 Hz, 1H), 3.92 (s, 1H), 3.78 (d, ] = 6.9 Hz, 1H), 2.45 (s,
3H), 2.50 (m, 2H), 1.50 (d, T =4.5 Hz, 4H), 1.22 (d, T = 1.2 Hz, 3H), .14 (d, T =
1.2 Hz, 3H), 1.09 - 1.06 (m, 3H), 0.80 (s, 3H).
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1H NMR (400 MHz, DMSO-d6) § 8.36 (s, 1H), 8.18 (s, 1H), 7.82 (t, J=8.2 Hz,
1H), 7.63 (dd, T = 2.3, 1.0 Hz, 1H), 7.50 - 7.34 (m, 2H), 7.00 - 6.90 (m, 2H), 6.29
-5.97 (m, 2H), 3.92 (dd, J = 14.0, 7.9 Hz, 1H), 3.59 (dd, J = 14.0, 4.9 Hz, 1H),
2.47 (s, 2H), 2.45 (s, 3H), 1.51 (s, 4H), 0.90 (d, J = 8.0 Hz, 6H).

513

1H NMR (400 MHz, "] §H-$-d4) 5 8.56 (d, T = 1.9 Hz, 1H), 8.20 (d, J = 1.7 Hz,
1H), 7.79 (t, J = 8.1 Hz, 1H), 7.34 (ddd, J = 12.3, 2.3, 1.2 Hz, 1H), 6.95 - 6.77
(m, 2H), 6.25 (s, 1H), 4.04 (dd, T = 13.9, 1.3 Hz, 1H), 3.87 (dd, = 13.9, 2.1 Hz,
1H), 2.50 (s, 3H), 1.83 - 1.60 (m, 4H), 0.95 (d, J = 1.0 Hz, 9H).

514

1H NMR (400 MHz, ™| §-%--d4) 5 8.53 (s, 1H), 8.05 (s, 1H), 7.79 (t, T = 8.1 Hz,
1H), 7.32 (dd, T = 12.4, 2.2 Hz, 1H), 6.94 - 6.75 (m, 2H), 6.23 (s, 1H), 5.94 (t, J
54.6 Hz, 1H), 4.02 (d, J = 13.9 Hz, 1H), 3.84 (d, J = 13.9 Hz, 1H), 2.50 (s, 3H),
1.54 (s, 4H), 0.94 (s, 9H).

517

IH NMR (400 MHz, ¥ ©-%-d4) §8.50 (s, 1H), 8.03 (s, 1H), 7.80 (t, J = 8.1 Hz,
1H), 7.63 (d, J = 2.3 Hz, 1H), 6.89 - 6.84 (m, 1H), 6.21 (s, 1H), 4.05 (d, J = 14.0
Hz, 1H), 3.81 (d,J = 13.9 Hz, 1H), 2.51 (s, 3H), 1.90 (m, 2H), 1.77 - 1.68 (m,

2H), 0.94 (s, 9H).

518

1H NMR (400 MHz, DMS0-d6) & 8.39 - 8.30 (m, 2H), 8.26 (d, T = 1.1 Hz, 1H),
8.05 (td, J = 8.3, 2.5 Hz, 1H), 7.66 - 7.57 (m, 2H), 7.47 (s, 1H), 7.20 - 7.12 (m,
2H), 6.29 - 5.94 (m, 1H), 4.00 (dd, J = 13.9, 8.0 Hz, 1H), 3.45 (dd, T=13.8, 5.4
Hz, 1H), 1.51 (s, 4H), 0.87 (d, J = 1.1 Hz, 9H).

519

1H NMR (400 MHz, V| §-2-d4) § 8.47 (s, 1H), 8.22 (d, J=5.0 Hz, 1H), 7.78 (5,
1H), 7.68 (d, ] = 2.3 Hz, 1H), 7.39 (d, ] = 3.6 Hz, 1H), 7.23 (d, ] = 5.1 Hz, 1H),
6.95 (d, T =2.3 Hz, 1H), 6.60 (d, ] = 3.5 Hz, 1H), 6.44 (s, 1H), 4.12 (d, T =13.8
Hz, 1H), 3.86 (s, 3H), 3.60 (d, J = 13.8 Hz, 1H), 1.24 - 1.05 (m, 4H), 0.81 (s,
9H).
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1H NMR (400 MHz, ™| §+-2--d4) 5 8.88 (s, 1H), 8.47 (s, 1H), 8.12 (s, 1H), 7.75
(d, J=8.0Hz, 1H), 7.68 (d, ] = 2.2 Hz, 1H), 7.61 - 7.47 (m, 2H), 7.15 (d, ] = 2.3
Hz, 1H), 6.65 (s, 1H), 4.15 (d, J = 13.9 Hz, 1H), 4.04 (s, 3H), 3.69 (d, ] = 14.0
Hz, 1H), 1.79 - 1.56 (m, 4H), 0.88 (s, 9H).

521

1H NMR (400 MHz, ™| B--2-d4) § 8.47 (s, 1H), 8.25 (s, 1H), 7.98 (s, 1H), 7.70
(d,T=2.3THz, 1H), 7.69 - 7.63 (m, 1H), 7.37(d, T = 6.9 Hz, 1H), 7.10 (d,T=2.3
Hz, 1H), 7.05 (dd, T = 8.4, 6.9 Hz, 1H), 6.64 (s, 1H), 4.22 (s, 3H), 4.15 (d, ] =
13.9 Hz, 1H), 3.68 (d, J = 13.9 Hz, 1H), 1.76 - 1.52 (m, 4H), 0.83 (s, 9H).

522

1H NMR (400 MHz, ™| ¥+2--d4) 5 8.49 (s, 1H), 8.17 (s, 1H), 7.98 (dd, ] = 5.3,
4.0 Hz, 1H), 7.69 (d, ] =2.3 Hz, 1H), 7.39 - 7.31 (m, 2H), 6.97 (d, ] = 2.4 Hz,

1H), 6.82 (s, 1H), 4.39 (s, 3H), 3.93 (d, ] = 13.9 Hz, 1H), 3.78 (d, ] = 13.9 Hz,

1H), 1.79 - 1.63 (m, 4H), 0.78 (s, 9H).

523

1H NMR (400 MHz, ™| §---d4) 5 9.25 (s, 1H), 8.31 (s, 1H), 8.12 (s, 1H), 7.82
(d,1=82Hz, 1H), 7.77 (d, T = 2.5 Hz, 1H), 7.57 (t, J = 8.0 Hz, 1H), 7.46 (d, ] =
7.6 Hz, 1H), 7.18 (d, ] = 2.5 Hz, 1H), 6.87 (s, 1H), 5.94 (t, ] = 54.6 Hz, 1H), 4.26
(s, 3H),3.71 (d, I = 1.2 Hz, 2H), 1.54 (s, 4H), 0.81 (s, 9H).

524

1H NMR (400 MHz, ™| §H-2--d4) § 8.48 (s, 1H), 7.95 (s, 1H), 7.67 (d, T=2.2 Hz,
1H), 7.46 (d, T = 8.3 Hz, 1H), 7.28 (dd, ] = 8.4, 72 Hz, 1H), 6.97 (d, ] = 7.1 Hz,
1H), 6.89 (d, J = 2.3 Hz, 1H), 6.70 (s, 1H), 3.96 (d, J = 13.8 Hz, 1H), 3.72 (d, ] =
13.8 Hz, 1H), 2.52 (s, 3H), 1.84 - 1.56 (m, 4H), 0.77 (s, 9H).

525

1H NMR (400 MHz, DMSO-d6) & 8.35 (d, J = 1.4 Hz, 1H), 8.25 (d, ] = 1.0 Hz,
1H), 8.07 (s, 1H), 7.80 (s, 1H), 7.68 (d, J = 2.1 Hz, 1H), 7.59 (s, 1H), 7.50 (dt, J
=77, 1.2 Hz, 1H), 7.34 - 7.23 (m, 2H), 7.14 (d, T = 2.2 Hz, 1H), 6.46 (s, 1H),
5.19 (s, 1H), 3.98 (s, 3H), 3.40 (dd, J = 13.8, 5.3 Hz, 1H), 1.59 (s, 3H), 1.26 -
1.18 (m, 2H), 1.04 - 0.96 (m, 2H), 0.81 (s, 9H).
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IH NMR (400 MHz, | €--2--d4) § 8.33 (s, 1H), 8.24 (s, 1H), 8.00 (s, 1H), 7.84
(d,J=2.5Hz, 1H), 7.70 - 7.63 (m, 1H), 7.38 (d, J = 6.9 Hz, 1H), 7.24 (d, ] =2.5
Hz, 1H), 7.05 (dd, J = 8.4, 7.0 Hz, 1H), 6.62 (s, 1H), 4.22 (s, 3H), 3.94 (d, ] =
13.8 Hz, 1H), 3.55 (d, J = 13.7 Hz, 1H), 1.72 - 1.58 (m, 4H), 0.78 (s, 9H).

527

1H NMR (400 MHz, 7| ¥F-&--d4) § 8.35 (s, 1H), 8.17 (s, 1H), 7.97 (¢, 1H), 7.82
(d,1=2.5Hz, 1H), 7.36 (d, ] = 4.8 Hz, 2H), 7.16 (d, ] = 2.6 Hz, 1H), 6.83 (s,
1H), 4.41 (s, 3H), 3.76 (d, T = 13.9 Hz, 1H), 3.66 (d, J = 13.8 Hz, 1H), 1.78 - 1.62
(m, 4H), 0.74 (s, 9H).

528

1H NMR (400 MHz, 7| GF-&--d4) § 8.33 (s, 1H), 7.95 (s, 1H), 7.80 (d, J = 2.5 Hz,
1H), 7.45 (d, ] = 8.3 Hz, 1H), 7.29 (dd, ] = 8.4, 7.2 Hz, 1H), 7.04 (d, ] = 2.5 Hz,
1H), 7.01 (d, T = 7.2 Hz, 1H), 6.70 (s, 1H), 3.76 (d, T = 13.6 Hz, 1H), 3.57 (d, T =
13.5 Hz, 1H), 2.54 (s, 3H), 1.78 - 1.56 (m, 4H), 0.72 (s, 9H).

529

1H NMR (400 MHz, DMS0-d6) & 8.30 - 8.22 (m, 2H), 8.08 (d, J = 0.4 Hz, 1H),
7.88 (d, ] =2.3 Hz, 1H), 7.57 (s, 1H), 7.50 (ddd, J = 7.4, 1.9, 1.0 Hz, 1H), 7.43 -
7.34 (m, 2H), 7.34 - 7.23 (m, 2H), 6.48 (s, 1H), 3.98 (s, 3H), 3.91 (dd, T = 13.8,
8.0 Hz, 1H), 3.35 (dd, J = 13.8, 5.2 Hz, 1H), 1.59 (s, 3H), 1.27 - 1.18 (m, 2H),
1.05 - 0.96 (m, 2H), 0.79 (s, 9H).

530

1H NMR (400 MHz, 7 6+-&--d4) § 8.51 (s, 1H), 7.95 (s, 1H), 7.78 (t, J = 8.1 Hz,
1H), 7.64 (d,J = 2.3 Hz, 1H), 6.91 (d, J =2.3 Hz, 1H), 6.87 (dd, ] = 8.4, 2.8 Hz,
1H), 6.20 (s, 1H), 4.04 (d, J = 13.9 Hz, 1H), 3.85 (d, J = 13.9 Hz, 1H), 2.49 (s,
3H), 1.64 (s, 9H), 0.93 (s, 9H).

531

1H NMR (400 MHz, ¥ €--8--d4) § 8.50 (s, 1H), 7.98 (s, 1H), 7.77 (t, ] = 8.1 Hz,
1H), 7.64 (d, J = 2.3 Hz, 1H), 6.90 (d, J =2.3 Hz, 1H), 6.87 (dd, ] = 8.5, 2.8 Hz,
1H), 6.22 (s, 1H), 4.63 (d, J =47.1 Hz, 2H), 4.03 (d, J = 13.9 Hz, 1H), 3.84 (d,J
=13.9 Hz, 1H), 2.49 (s, 3H), 1.67 (s, 6H), 0.93 (s, 9H).
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IH NMR (400 MHz, H| GH-d4) § 8.51 (s, 1H), 7.92 (s, 1H), 7.78 (t, J= 8.1 Hz,
1H), 7.65 (d, ] = 2.3 Hz, 1H), 6.94 (d, J =2.3 Hz, 1H), 6.88 (dd, ] = 8.5, 2.7 Hz,
1H), 6.27 (tt, J = 56 Hz, ] = 3.3 Hz, 1H), 6.25 (s, 1H), 4.95 - 4.86 (m, 2H), 4.04
(d,7=13.9 Hz, 1H), 3.83 (d, J = 14.0 Hz, 1H), 2.50 (s, 3H), 0.94 (s, 9H).

533

1H NMR (400 MHz, ©}-4 & 1] = 2-d3) 5 9.88 (s, 1H), 8.51 (s, 1H), 8.22 (m,
1H), 8.12 (s, 1H), 8.03 - 7.92 (m, 1H), 7.87 (m, 3H), 7.46 (m, 1H), 6.95 (s, 1H),
6.62 (s, 1H), 6.22 (s, 1H), 3.71 (s, 2H), 3.35 (m, 1H), 1.57 -1.45 (m, 4H), 0.50 s,
9H).

o)
@
=

THNMR (400 MHz, o}A| 21 E 21-d3) § 8.43 (s, 1H), 8.31 (s, 1H), 7.97 (s,
1H), 7.84 (m, 1H), 7.44 (m, 1H), 6.88 - 6.75 (m, 2H), 6.09 (s, 1H), 3.89 (m, 2H),
3.62 -3.51 (m, 2H), 2.51 (s, 3H), 1.73 (s, 1H), 1.78 - 1.65 (m, 1H), 1.65 (s, 2H),
0.98 (s, 9H).

IH NMR (400 MHz, o}4] %1 = 2-d3) § 10.37 (s, 1H), 8.56 (d, T = 6.5 Hz,
1H), 8.38 (d, ] = 6.6 Hz, 1H), 8.18 - 8.06 (m, 1H), 8.08 - 7.97 (m, 3H), 7.92 (m,
1H), 7.74 (d, ] = 2.4 Hz, 1H), 7.53 (s, 1H), 7.09 (d, ] =2.5 Hz, 1H), 6.29 (s, 1H),
3.85-3.73 (m, 1H), 3.27 (m, 1H), 1.77 - 1.60 (m, 3H), 1.56 - 1.47 (m, 1H), 0.42
(s, 9H).

536

IH NMR (400 MHz, ©}4 =1 E2-d3) §9.50 (s, 1H), 8.83 - 8.59 (m, 2H), 8.48
(d,1=6.7Hz, 1H), 8.31 - 8.08 (m, 3H), 7.87 - 7.66 (m, 2H), 7.50 (d, J = 2.1 Hz,
1H), 7.26 (s, 1H), 7.08 (d, J = 2.3 Hz, 1H), 6.69 (s, 1H), 5.73 (t, J = 54.5 Hz, 1H),
3.95(dd, T =13.8, 8.1 Hz, 1H), 3.55 (dd, J = 13.8, 5.1 Hz, 1H), 1.48 - 1.17 (m,
4H), 0.50 (s, 9H).

537

1TH NMR (400 MHz, o} E Y =%-d3) §9.07 (d, ] =4.8 Hz, 1H), 8.94 (d, ] =
8.6 Hz, 1H), 8.44 (m, 1H), 8.27 - 8.20 (m, 1H), 7.92 - 7.81 (m, 3H), 7.76 (m,
1H), 7.56 (m, 1H), 6.85 - 6.76 (m, 2H), 6.67 (s, 1H), 5.85 (t, J = 54.6 Hz, 1H),
3.81 (m, 1H), 3.60 (m, 1H), 1.48 (m, 4H), 0.72 (s, 9H).
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'"H-NMR

1H NMR (400 MHz, ™| §+-£-d4) § 8.51 (d, J= 7.0 Hz, 1H), 8.49 (s, 1H), 8.05 (s,
1H), 7.95 (d, ] = 2.4 Hz, 1H), 7.68 (d, J = 2.3 Hz, 1H), 7.27 (d, ] = 7.0 Hz, 1H),
7.02 (d,J=2.3 Hz, 1H), 6.86 (, J = 7.0 Hz, 1H), 6.62 (dd, J = 2.5, 1.0 Hz, 1H),
6.38 (s, 1H), 4.09 (d, J = 13.9 Hz, 1H), 3.67 (d, ] = 13.9 Hz, 1H), 1.58 - 1.44 (m,
4H), 0.84 (s, 9H).

539

1H NMR (400 MHz, ™| ¥-2-d4) § 8.51 (s, 1H), 8.03 (s, 1H), 7.89 (t, ] = 8.1 Hz,
1H), 7.68 (d, = 2.3 Hz, 1H), 6.89 - 6.82 (m, 1H), 6.75 (d, ] = 2.2 Hz, 1H), 6.23
(s, 1H), 5.96 (t, ] = 54.7 Hz, 1H), 4.59 (dd, ] = 11.5, 4.3 Hz, 1H), 4.09 - 401 (m,
1H), 3.58 - 3.46 (m, 2H), 321 (d, ] = 11.7 Hz, 1H), 2.43 (s, 3H), 2.21 - 1.99 (m,
1H), 1.94 (d, J = 13.1 Hz, 1H), 1.55 (s, 4H), 0.90 (s, 3H), 0.55 (s, 3H).

540

1H NMR (400 MHz, ™| ¥-2-d4) § 8.53 (s, 1H), 8.09 (s, 1H), 7.66 - 7.58 (m,
2H), 7.09 (d, ] = 2.3 Hz, 1H), 6.94 - 6.86 (m, 1H), 6.34 (s, 1H), 5.92 (t, ] = 54.7
Hz, 1H), 4.76 (dd, T = 11.7, 4.4 Hz, 1H), 4.06 (dd, J = 11.8, 4.7 Hz, 1H), 3.60 -
3.49 (m, 2H), 3.25 (d, J = 11.7 Hz, 1H), 2.59 (s, 3H), 2.18 - 2.05 (m, 1H), 1.92
(d, J=12.6 Hz, 1H), 1.58 - 1.48 (m, 4H), 1.05 (s, 3H), 0.74 (s, 3H).

541

1H NMR (400 MHz, 7 ¥--&--d4) § 8.21 (s, 1H), 8.19 (s, 1H), 7.81 (t, J = 8.1 Hz,
1H), 7.50 (d, J = 2.4 Hz, 1H), 6.87 (dd, J = 8.5, 2.7 Hz, 1H), 6.73 (d, = 2.4 Hz,
1H), 6.22 (s, 1H), 3.81 (d, J = 13.7 Hz, 1H), 3.59 (d, J = 13.8 Hz, 1H), 2.50 (s,
3H), 1.97 - 1.90 (m, 6H), 0.87 (s, SH).

542

IH NMR (400 MHz, v §+-2--d4) § 8.49 (s, 1H), 8.01 (s, 1H), 8.00 - 7.91 (m,
1H), 7.69 (d, J = 2.3 Hz, 1H), 7.45 - 7.28 (m, 2H), 6.95 (d, ] = 2.3 Hz, 1H), 6.80
(s, 1H), 5.93 (t, J = 54.6 Hz, 1H), 4.38 (s, 3H), 3.95 (d, ] = 13.9 Hz, 1H), 3.77 (d,
J=13.9 Hz, 1H), 1.61 - 1.42 (m, 4H), 0.77 (s, 9H).

543

1H NMR (400 MHz, | €H-&-d4) & 8.46 (s, 1H), 8.09 (d, ] = 1.0 Hz, 1H), 8.01 (s,

1H), 7.70 (d, T = 2.3 Hz, 1H), 7.53 (d, T = 8.4 Hz, 1H), 7.39 (dd, T=8.5, 7.1 Hz,
1H), 7.27 (d, T = 7.0 Hz, 1H), 7.04 (d, T = 2.3 Hz, 1H), 6.49 (s, 1H), 4.14 (d, T =
13.8 Hz, 1H), 4.05 (s, 3H), 3.64 (d, ] = 13.9 Hz, 1H), 1.77 - 1.55 (m, 4H), 0.85
(s, 9H).
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[1277]

"H-.NMR

1H NMR (400 MHz, ™| §H-2--d4) § 8.46 (s, 1H), 8.25 (s, 1H), 8.03 (s, 1H), 7.70

(d, J=2.3 Hz, 1H), 7.55 (d, ] = 8.5 Hz, 1H), 7.25 (dd, ] = 8.6, 6.9 Hz, 1H), 7.19
(d, J=6.8 Hz, 1H), 7.02 (d, J = 2.2 Hz, 1H), 6.37 (5, 1H), 4.17 (s, 3H), 4.14 (d, J
=13.8 Hz, 1H), 3.63 (d, ] = 13.8 Hz, 1H), 1.74 - 1.59 (m, 4H), 0.84 (s, 9H).

545

1H NMR (400 MHz, ™| ¥-2-d4) § 8.51 (s, 1H), 8.05 (s, 1H), 7.77 (t, ] = 8.1 Hz,
1H), 7.64 (d, ] = 2.2 Hz, 1H), 6.92 (d, ] =2.3 Hz, 1H), 6.88 (dd, ] =8.4, 2.7 Hz,
1H), 6.24 (s, 1H), 6.12 (t, J = 56.0 Hz, 1H), 4.03 (d, ] = 13.9 Hz, 1H), 3.84 (d, ] =
13.9 Hz, 1H), 2.49 (s, 3H), 1.76 (s, 6H), 0.94 (s, 9H).

546

TH NMR (400 MHz, ™| €--2--d4) § 8.52 (s, 1H), 7.94 (s, 1H), 7.77 (t, T = 8.1 Hz,
1H), 7.65 (d, ] = 2.3 Hz, 1H), 6.94 (d, ] =2.3 Hz, 1H), 6.88 (dd, ] = 8.5, 2.8 Hz,
1H), 6.23 (s, 1H), 5.10 - 4.93 (m, 1H), 4.77 - 4.72 (m, 1H), 4.64 - 4.60 (m, 1H),
4.05(d, ] =14.0 Hz, 1H), 3.85 (d, J = 14.0 Hz, 1H), 2.50 (s, 3H), 1.57 (d, ] = 7.1,
3H), 0.94 (s, 9H).

547

IHNMR (400 MHz, ™| €--2--d4) § 8.52 (s, 1H), 8.02 (s, 1H), 7.78 (t, T = 8.1 Hz,
1H), 7.65 (d, ] =2.2 Hz, 1H), 6.93 (d, ] =2.3 Hz, 1H), 6.87 (dd, ] = 8.5, 2.8 Hz,
1H), 6.20 (s, 1H), 4.06 (d, ] = 13.9 Hz, 1H), 3.84 (d, ] = 13.9 Hz, 1H), 2.49 (s,
3H), 1.55 (m, 1H), 1.27 - 1.20 (m, 2H), 1.03 (m, 2H), 0.94 (s, 9H), 0.57 - 0.48
(m, 2H), 0.37 - 0.30 (m, 2H).

548

1H NMR (400 MHz, ™| ¥-2-d4) § 8.52 (s, 1H), 8.27 (s, 1H), 7.79 (t, ] = 8.1 Hz,
1H), 7.66 (d, ] = 2.3 Hz, 1H), 6.97 (d, ] =2.3 Hz, 1H), 6.90 (dd, J = 8.5, 2.8 Hz,
1H), 6.30 (s, 1H), 5.28 - 5.21 (m, 2H), 5.18 (d, J = 8.3 Hz, 2H), 4.03 (d, ] = 14.0
Hz, 1H), 3.87 (d, ] = 14.0 Hz, 1H), 2.52 (s, 3H), 0.94 (s, 9H).

549

1H NMR (400 MHz, o} B U = 91-d3) § 8.44 (s, 1H), 7.82 (t, ] = 8.2 Hz, 1H),
7.49 (d,J =2.3 Hz, 1H), 6.84 (dd, ] = 8.4, 3.2 Hz, 1H), 6.78 (s, 1H), 6.17 (s, 1H),
3.83 (m, 2H), 1.78 - 1.65 (m, 2H), 1.65 (m, 2H), 0.95 (s, 9H).
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[1278]

'"H-NMR

1THNMR (400 MHz, oFA| 24 E 2 -d3) § 9.14 - 9.06 (m, 2H), 8.37 (s, 1H), 8.32
- 825 (m, 1H), 8.00 - 7.81 (m, 4H), 7.74 (d, ] = 2.5 Hz, 1H), 6.91 (d, ] = 2.5 Hz,
1H), 6.82 (s, 1H), 5.85 (t, ] = 54.6 Hz, 1H), 5.80 (s, 1H), 3.68 m, 1H), 3.48 (m,
1H), 1.53 - 1.43 (m, 4H), 0.69 (s, 9H).

551

IH NMR (400 MHz, o} 4] & 1 = €-d3) § 9.65 (m, 1H), 9.12 - 9.01 (m, 2H),
8.46 (s, 1H), 8.42 (m, 1H), 8.31 (s, 1H), 8.06 - 7.96 (m, 2H), 7.94 (m, 1H), 7.86
(s, 1H), 7.64 (m, 1H), 7.50 (s, 1H), 7.23 (m, 1H), 6.88 (s, 1H), 5.83 (t, J = 54.6
Hz, 1H), 4.09 (m, 1H), 3.64 (m, 1H), 1.53 - 1.32 (m, 4H), 0.58 (s, 9H).

552

1H NMR (400 MHz, o} 4] &1 E 91-d3) § 9.98 (s, 1H), 8.60 (d, ] = 6.3 Hz, 1H),
8.38 - 8.29 (m, 2H), 8.15 (d, J = 8.0 Hz, 1H), 8.09 - 7.98 (m, 3H), 7.76 (d, ] =2.5
Hz, 1H), 6.95 - 6.88 (m, 2H), 6.30 (s, 1H), 5.88 (t, J = 54.6 Hz, 1H), 3.76 (m,
1H), 3.39 (m, 1H), 1.56 - 1.42 (m, 4H), 0.65 (m, 9H).

1H NMR (400 MHz, ™| ¥--2--d4) § 8.20 (s, 1H), 8.00 (s, 1H), 7.82 (t, ] = 8.1 Hz,
1H), 7.47 (d, ] = 2.4 Hz, 1H), 6.86 (dd, ] = 8.5, 2.7 Hz, 1H), 6.73 (d, ] = 2.4 Hz,
1H), 6.19 (s, 1H), 3.82 (d, ] = 13.7 Hz, 1H), 3.57 (d, ] = 13.8 Hz, 1H), 2.93 (s,
6H), 2.51 (s, 3H), 1.74 - 1.62 (m, 4H), 0.88 (s, 9H).

554

IH NMR (400 MHz, ™| §-2--d4) 6 8.52 (s, 1H), 8.07 (s, 1H), 7.81 (t, T=8.1 Hz,
1H), 7.64 (d, ] = 2.3 Hz, 1H), 6.95 (d, ] =2.3 Hz, 1H), 6.88 (dd, ] =8.5, 2.7 Hz,
1H), 6.23 (s, 1H), 4.09 (d, J = 13.9 Hz, 1H), 3.81 (d, J = 14.0 Hz, 1H), 3.39 (m,
2H), 3.08 (m, 2H), 2.50 (s, 3H), 1.74 (m, 6H), 1.63 (m, 2H), 0.95 (s, SH).

555

1H NMR (400 MHz, ™| §+-2--d4) & 8.20 (s, 1H), 8.02 (s, 1H), 7.82 (t, ] =8.1 Hz,
1H), 7.48 (d, ] = 2.4 Hz, 1H), 6.87 (dd, ] =8.5, 2.7 Hz, 1H), 6.77 (d, ] = 2.4 Hz,
1H), 6.21 (s, 1H), 3.84 (d, J = 13.7 Hz, 1H), 3.62 - 3.52 (m, 5H), 3.40 (m, 4H),
2.53 (s, 3H), 1.77 - 1.67 (m, 2H), 1.65 (m, 2H), 0.89 (s, 9H).
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[1279]

"H-.NMR

1H NMR (400 MHz, ™| §F-2--d4) § 8.50 (s, 1H), 7.81 (s, 1H), 7.67 (d, T=2.3 Hz,
1H), 7.49 - 7.42 (m, 1H), 7.28 (dd, ] = 8.4, 7.2 Hz, 1H), 6.97 (d, ] = 7.2 Hz, 1H),
6.90 (d, ] =2.3 Hz, 1H), 6.70 (s, 1H), 5.91 (t, ) = 54.7 Hz, 1H), 3.99(d, J=13.8

Hz, 1H), 3.73 (d, J = 13.8 Hz, 1H), 2.52 (s, 3H), 1.50 (s, 4H), 0.77 (s, 9H).

557

1H NMR (400 MHz, ™| ¥+-2-d4) 5 8.32 (s, 1H), 8.11 (d, J = 1.0 Hz, 1H), 8.04 (s,
1H), 7.83 (d, ] = 2.5 Hz, 1H), 7.52 (d, ] = 8.4 Hz, 1H), 7.39 (dd, ] =8.5, 7.1 Hz,
1H), 7.29 (d, T = 7.1 Hz, 1H), 7.18 (d, J = 2.5 Hz, 1H), 6.49 (s, 1H), 4.05 (s, 3H),
3.94 (d, T=13.7 Hz, 1H), 3.50 (d, T = 13.7 Hz, 1H), 1.76 - 1.58 (m, 4H), 0.79 (s,
9H).

558

1H NMR (400 MHz, ™| ¥+-2--d4) 5 8.36 (d, J = 0.6 Hz, 1H), 8.29 (s, 1H), 8.06 (s,
1H), 7.85 (d, J = 2.4 Hz, 1H), 7.58 - 7.51 (m, 1H), 7.26 (dd, J = 8.6, 6.9 Hz, 1H),
7.23 -7.18 (m, 2H), 6.37 (s, 1H), 4.17 (s, 3H), 3.99 (d, J = 13.7 Hz, 1H), 3.53 (d,
J=13.7 Hz, 1H), 1.77 - 1.59 (m, 4H), 0.80 (s, 9H).

559

1H NMR (400 MHz, ™| -2-d4) § 8.35 (s, 1H), 8.02 (s, 1H), 7.99 - 7.94 (m,
1H), 7.83 (d, ] = 2.5 Hz, 1H), 7.40 - 7.33 (m, 2H), 7.14 (d, ] = 2.5 Hz, 1H), 6.81
(s, 1H), 5.93 (t,J = 54.7 Hz, 1H), 4.40 (s, 3H), 3.77 (d, T = 13.9 Hz, 1H), 3.63 (d,
J=13.8 Hz, 1H), 1.55 - 1.49 (m, 4H), 0.72 (s, 9H).

560

1H NMR (400 MHz, 7| ¥-&--d4) §8.52 (d, J = 7.0 Hz, 1H), 8.50 (s, 1H), 8.19 s,
1H), 7.96 (d, J = 2.5 Hz, 1H), 7.69 (d, J =2.3 Hz, 1H), 7.28 (dt, ] = 7.0, 0.9 Hz,
1H), 7.03 (d, ] = 2.4 Hz, 1H), 6.87 (t, J = 7.0 Hz, 1H), 6.61 (dd, T=2.4, 0.9 Hz,
1H), 6.39 (s, 1H), 4.10 (d, T = 13.9 Hz, 1H), 3.67 (d,J = 13.9 Hz, 1H), 1.79 - 1.57
(m, 4H), 0.83 (s, 9H).

561

1H NMR (400 MHz, 1| §-£--d4) § 9.64 (s, 1H), 8.56 (d, ] = 6.6 Hz, 1H), 8.48 (s,
1H), 8.41 (d, ] = 6.6 Hz, 1H), 8.36 (d, ] = 8.3 Hz, 1H), 8.18 (d, J = 7.3 Hz, 1H),
8.07 (s, 1H), 7.88 (dd, J = 8.3, 7.4 Hz, 1H), 7.66 (d, J = 2.2 Hz, 1H), 6.95 (d, J =
2.3 Hz, 1H), 6.87 (s, 1H), 4.05 (d, J = 13.9 Hz, 1H), 3.59 (d, J = 13.9 Hz, 1H),
1.88 - 1.75 (m, 2H), 1.64 - 1.52 (m, 2H), 0.72 (s, 9H).
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'H-NMR

1H NMR (400 MHz, V| --&-d4) § 9.59 (s, 1H), 8.55 (d, T = 6.5 Hz, 1H), 8.46 (s,
1H), 8.38 - 8.29 (m, 2H), 8.09 (d, ] = 7.3 Hz, 1H), 7.96 (s, 1H), 7.85 (t, ] =7.8
Hz, 1H), 7.66 (d, ] =2.3 Hz, 1H), 6.94 (d, J = 2.3 Hz, 1H), 6.87 (s, LH), 4.00 (d,
T=13.9Hz, 1H), 3.62 (d, ] = 13.9 Hz, 1H), 2.99 - 2.86 (m, 1H), 2.81 (m,1H),
2.59 (m, 1H), 2.40 - 2.24 (m, 1H), 2.18 - 1.95 (m, 2H), 0.72 (s, 9H).

563

1H NMR (400 MHz, ™| §+-2-d4) § 9.59 (s, 1H), 8.56 (d, ] = 6.5 Hz, 1H), 8.47 (s,
1H), 8.37 - 8.29 (m, 2H), 8.23 (s, 1H), 8.06 (d, J= 7.3 Hz, 1H), 7.85 (1, =7.8
Hz, 1H), 7.67 (d, ] =2.3 Hz, 1H), 6.97 (d, ] = 2.3 Hz, 1H), 6.89 (s, 1H), 3.98 (d,
J=13.9 Hz, 1H), 3.67 (d, I = 13.9 Hz, 1H), 2.01 - 1.94 (m, 2H), 1.94 - 1.83 (m,
2H), 0.73 (s, 9H).

564

1H NMR (400 MHz, ™| §+-2--d4) § 9.55 (s, 1H), 8.54 (d, ] = 6.5 Hz, 1H), 8.45 (s,
1H), 8.28 (m, 2H), 8.03 (d, ] = 7.3 Hz, 1H), 7.95 (s, 1H), 7.82 (t, ] = 7.8 Hz, 1H),
7.66 (d, ] =2.3 Hz, 1H), 6.90 (d, ] = 2.4 Hz, 1H), 6.82 (s, 1H), 3.97 (d, J = 13.8
Hz, 1H), 3.63 (d, J = 13.9 Hz, 1H), 1.63 (s, 3H), 1.29 (m, 2H), 1.08 - 1.01 (m,
2H), 0.71 (s, 9H).

565

1H NMR (400 MHz, o} =4 =2 -d3) §9.13 - 8.99 (m, 2H), 8.43 (s, 1H), 8.31
- 8.24 (m, 1H), 7.97 - 7.87 (m, 2H), 7.86 - 7.77 (m, 2H), 7.56 (m, 1H), 7.01 (s,
1H), 6.91 - 6.81 (m, 2H), 5.97 (s, 1H), 5.66 (s, 1H), 3.88 (m, 1H), 3.60 (m, 1H),
1.94 (m, 1H) 1.73 (m, 1H), 1.56 - 1.41 (m, 2H), 0.73 (s, 9H).

1H NMR (400 MHz, o} 4] 121 E2-d3) § 9.14 - 9.05 (m, 2H), 8.44 (s, 1), 8.29
(m, 1H), 7.98 - 7.76 (m, 4H), 7.56 (m, 1H), 7.13 (s, 1H), 6.91 - 6.83 (m, 2H),
6.58 (s, 1H), 5.96 (s, 1H), 3.90 (m, 1H), 3.61 (m, 1H), 2.93 - 2.80 (m, 2H), 2.79 -
2.64 (m, 2H), 2.12 - 1.96 (m, 2H), 0.73 (s, 9H).

567

1H NMR (400 MHz, ©}4 Y E 2 -d3) §9.09 (dd, J = 4.8, 1.5 Hz, 1H), 8.96 (d,
J=8.5Hz, 1H), 8.43 (s, 1H), 8.27 (d, ] = 8.2 Hz, 1H), 7.95 - 7.83 (m, 3H), 7.80
(dd, J=8.7, 4.8 Hz, 1H), 7.55 (d, J = 2.3 Hz, 1H), 6.93 (s, 1H), 6.87 - 6.79 (m,
2H), 6.42 (s, 1H), 3.85 (dd, J = 13.7, 6.6 Hz, 1H), 3.63 (dd, J = 13.4, 5.1 Hz, 1H),
1.97 - 1.76 (m, 4H), 0.73 (s, 9H).
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[1281]

"H-NMR

IH NMR (400 MHz, o}4] 1 = 2-d3) § 9.09 (dd, J = 4.8, 1.5 Hz, 1H), 9.01 (d,
J=8.8 Hz, 1H), 8.43 (s, 1H), 8.30 - 8.22 (m, 1H), 7.93 - 7.86 (m, 2H), 7.90 -
7.76 (m, 1H), 7.73 (s, 1H), 7.55 (d, ] = 2.2 Hz, 1H), 6.89 (m, 1H), 6.80 (s, 2H),
3.84 (dd, T = 13.6, 6.7 Hz, 1H), 3.61 (dd, J = 13.6, 5.0 Hz, 1H), 1.60 (s, 3H), 1.28
- 1.19 (m, 2H), 1.05 - 0.98 (m, 2H), 0.72 (s, 9H).

569

1H NMR (400 MHz, DMSO-d6) & 9.44 (s, 1H), 8.57 (d, ] = 6.0 Hz, 1H), 8.31 (s,
1H), 8.13 (d, J = 5.7 Hz, 3H), 7.89 - 7.83 (m, 2H), 7.69 (t, = 7.7 Hz, 1H), 7.61
(d,1=7.5Hz, 1H), 7.31 - 7.19 (m, 2H), 6.90 (d, J = 7.3 Hz, 1H), 4.71 (s, 1H),
4.59 (s, 1H), 3.70 (dd, J = 13.7, 7.6 Hz, 1H), 3.42 - 3.33 (m, 1H), 1.41 - 1.27 (m,
4H), 0.58 (s, 9H).

570

1H NMR (400 MHz, " §F-2--d4) § 8.45 (s, 1H), 8.25 (s, 1H), 7.98 (s, 1H), 7.72 -
7.64 (m, 2H), 7.37 (d, ] = 6.9 Hz, 1H), 7.11 - 7.01 (m, 2H), 6.63 (s, 1H), 4.22 (s,
3H), 4.12 (d, J = 13.9 Hz, 1H), 3.67 (d, ] = 13.9 Hz, 1H), 1.80 - 1.50 (m, 2H),
1.28 (s, 2H), 0.82 (s, 9H).

571

IH NMR (400 MHz, "] §H2-d4) § 8.36 (s, 1H), 7.82 (d, J = 2.5 Hz, 1H), 7.81 (s,
1H), 7.48 - 7.41 (m, 1H), 7.29 (dd, ] = 8.5, 7.1 Hz, 1H), 7.05 (d, ] = 2.5 Hz, 1H),
7.00 (d,J=7.1Hz, 1H), 6.69 (s, 1H), 3.80 (d,J = 13.6 Hz, 1H), 3.58 (d, I = 13.6
Hz, 1H), 2.54 (s, 3H), 1.50 (d, J = 2.3 Hz, 4H), 0.72 (s, 9H).

572

IH NMR (400 MHz, ™| §+-£--d4) § 8.51 (d, J= 7.0 Hz, 1H), 8.37 (s, 1H), 8.20 (s,
1H), 7.96 (d, ] = 2.4 Hz, 1H), 7.83 (d, ] = 2.5 Hz, 1H), 7.29 (d, ] = 7.1 Hz, 1H),
7.18 (d, ] =2.5 Hz, 1H), 6.87 (t,] = 7.0 Hz, 1H), 6.63 (dd, ] =2.5, 1.0 Hz, 1H),
6.39 (s, 1H), 3.92 (d, J = 13.8 Hz, 1H), 3.53 (d, J = 13.7 Hz, 1H), 1.79 - 1.57 (m,
4H), 0.78 (s, 9H).

573

1H NMR (400 MHz, 7| €F-&-d4) § 8.35 (s, 1H), 8.25 (s, 1H), 8.00 (s, 1H), 7.85
(d,1=2.5Hz, 1H), 7.67 (d, ] = 8.0 Hz, 1H), 7.38 (d, ] = 7.0 Hz, 1H), 7.26 (d,J =
2.5 Hz, 1H), 7.05 (dd, T = 8.4, 7.0 Hz, 1H), 6.63 (s, 1H), 4.23 (s, 3H), 3.98 (d, T =
13.8 Hz, 1H), 3.57 (d, ] = 13.8 Hz, 1H), 1.73 - 1.58 (m, 4H), 0.79 (s, 9H).
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[1282]

TH-.NMR

IH NMR (400 MHz, o} 4] &Y = 2-d3) § 8.41 (s, 1H), 7.81 (t, T = 8.2 Hz, 1H),
7.68 (d,J = 2.4 Hz, 1H), 6.97 (d, ] = 2.4 Hz, 1H), 6.84 (dd, J = 8.4, 3.1 Hz, 1H),
6.41 (s, 1H), 6.17 (s, 1H), 3.84 - 3.69 (m, 2H), 2.50 (s, 3H), 1.79 - 1.61 (m, 4H),
0.94 (s, 9H).

575

1H NMR (400 MHz, ©}+] B 1 E 21-d3) §9.27 - 9.20 (m, 1H), 9.17 - 9.10 (m,
1H), 8.40 - 8.29 (m, 2H), 8.05 - 7.92 (m, 3H), 7.85 (s, 1H), 7.75 (d, ] =2.5 Hz,
1H), 6.93 (d,J = 2.5 Hz, 1H), 6.83 (s, 1H), 5.92 (s, 1H), 5.62 (s, 1H), 3.78 - 3.68
(m, 1H), 3.52 - 3.42 (m, 1H), 1.76 - 1.71 (m, 2H), 1.57 - 1.37 (m, 2H), 0.69 (s,
9H).

576

1H NMR (400 MHz, =2 2 ¥ £-d) § 8.91 (m, 1H), 8.55 (m, 1H), 8.33 (s, 1H),
8.08 (m, 1H), 7.70 (m, 2H), 7.56 - 7.44 (m, 2H), 7.31 (s, 1H), 7.22 (s, 2H), 6.60
(m, 1H), 6.50 (m, 1H), 3.45 (m, 2H), 2.87-2.67 (m, 2H), 2.15 - 1.81 (m, 2H),
0.57 (s, 9H).

577

1H NMR (400 MHz, o} B 1 = 21-d3) § 9.14 - 9.03 (m, 2H), 8.37 (s, 1H), 8.30
(d,J=8.3 Hz, 1H), 8.00 - 7.84 (m, 4H), 7.73 (d,J = 2.4 Hz, 1H), 6.91 (d,J =2.5
Hz, 1H), 6.82 (s, 1H), 5.82 (s, 1H), 3.68 (dd, J = 13.3, 6.7 Hz, 1H), 3.49 (dd, J =

13.4, 5.2 Hz, 1H), 1.97 - 1.79 (m, 4H), 0.69 (s, 9H).

578

1H NMR (400 MHz, ©}4 =Y E2-d3) §9.18 - 9.08 (m, 2H), 8.33 (d, J =22.8
Hz, 2H), 8.01 - 7.86 (m, 3H), 7.73 (t, ] = 1.2 Hz, 2H), 6.90 (d, J = 2.5 Hz, 1H),
6.79 (s, 1H), 6.21 (s, 1H), 5.83 (s, 1H), 3.68 (dd, J = 13.3, 6.8 Hz, 1H), 3.48 (dd,
J=13.4, 5.0 Hz, 1H), 1.60 (s, 3H), 1.25 (s, 2H), 1.05 - 0.98 (m, 2H), 0.68 (s,
9H).

579

1H NMR (400 MHz, ™| §+-2-d4) § 8.51 (s, 1H), 7.94 (s, 1H), 7.76 (t, ] = 8.1 Hz,
1H), 7.64 (d, ] = 2.3 Hz, 1H), 6.91 (d, ] =2.4 Hz, 1H), 6.88 (dd, ] =8.5, 2.7 Hz,
1H), 6.22 (s, 1H), 5.98 - 4.79 (m, 1H), 4.00 (d, ] = 13.9 Hz, 1H), 3.95 - 3.81 (m,
2H), 2.50 (s, 3H), 2.02 - 1.89 (m, 1H), 1.67 - 1.55 (m, 1H), 0.93 (s, 9H).
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[1283]

'"H-NMR

IH NMR (400 MHz, ™| §H-8--d4) § 9.74 (s, 1H), 8.60 (d, ] = 6.5 Hz, 1H), 8.53 (d,
J=68Hz, 1H), 8.43 (d, ] = 8.3 Hz, 1H), 8.31 (s, 1H), 8.29 (s, 1H), 8.20 (d, J =
7.4 Hz, 1H), 7.95 (dd, J=8.3, 7.4 Hz, 1H), 7.78 (d, ] = 2.5 Hz, 1H), 7.14 (d, ] =
2.5 Hz, 1H), 6.91 (s, 1H), 3.79 (d, ] = 13.8 Hz, 1H), 3.51 (d, J = 13.8 Hz, 1H),
2.05 - 1.94 (m, 2H), 1.94 - 1.86 (m, 2H), 0.69 (s, 9H).

581

1H NMR (400 MHz, ™| ¥-2--d4) § 9.73 (s, 1H), 8.59 (d, ] = 6.7 Hz, 1H), 8.53 (d,
J=6.7Hz, 1H), 8.42 (d, T =8.3 Hz, 1H), 8.30 (s, 1H), 8.19 (d, ] = 7.3 Hz, 1H),
8.04 (s, 1H), 7.95 (dd, J = 8.3, 7.4 Hz, 1H), 7.77 (d, = 2.5 Hz, 1H), 7.10 (d, ] =
2.5 Hz, 1H), 6.86 (s, 1H), 3.78 (d, J = 13.8 Hz, 1H), 3.50 (d, J = 13.8 Hz, 1H),
1.64 (s, 3H), 1.34 - 1.25 (m, 2H), 1.09 - 1.00 (m, 2H), 0.68 (s, 9H).

582

1H NMR (400 MHz, DMSO-d6) § 8.40 - 8.34 (m, 2H), 7.81 (t, J = 8.3 Hz, 1H),
7.68 - 7.62 (m, 1H), 7.43 (d,J = 7.0 Hz, 1H), 6.90 (dd, J = 8.4, 3.1 Hz, 1H), 6.77
(d,J=2.4Hz, 1H), 6.30 (dd, J = 21.8, 6.2 Hz, 1H), 4.48 - 4.20 (m, 1H), 2.39 (s,
3H), 1.83 - 1.59 (m, 4H), 1.26 (dd, J = 19.5, 6.6 Hz, 4H), 0.85 (s, 3H), 0.67 (s,
9H)

1H NMR (400 MHz, DMSO-d6) & 8.37 (dd, J = 14.4, 8.7 Hz, 2H), 7.89 (d, ] =
2.3 Hz, 1H), 7.84 - 7.76 (m, 1H), 7.52 (d, ] = 7.0 Hz, 1H), 7.35 - 7.29 (m, 1H),
7.05 (d,J =2.5 Hz, 1H), 6.93 - 6.83 (m, 2H), 6.70 (d, J = 10.5 Hz, 0H), 6.28 (d, ]
=6.5Hz, 1H), 4.24 (dd, J = 10.5, 6.6 Hz, 1H), 2.39 (s, 3H), 1.81 - 1.60 (m, 4H),
1.26 (dd, T = 17.3, 6.6 Hz, 4H), 0.85 (s, 3H), 0.67 (s, 9H).

584

THNMR (400 MHz, ™| §--2--d4) § 8.53 (s, 1H), 8.33 (s, 1H), 7.78 (t, T = 8.1 Hz,
1H), 7.66 (d, ] = 2.3 Hz, 1H), 6.99 (d, ] =2.3 Hz, 1H), 6.89 (dd, ] = 8.5, 2.8 Hz,
1H), 6.31 (s, 1H), 4.38 (ddd, ] = 11.7, 10.7, 1.5 Hz, 2H), 4.00 (d, ] = 14.0 Hz,
1H), 3.91 (d, ] = 14.0 Hz, 1H), 2.53 (s, 3H), 0.95 (s, 9H).

585

1H NMR (400 MHz, DMSO-d6) & 8.35 (d, J = 9.9 Hz, 2H), 7.86 (1, ] = 8.2 Hz,
1H), 7.80 (d, ] = 2.3 Hz, 1H), 7.49 - 7.32 (m, 2H), 7.24 (d, ] = 8.5 Hz, 1H), 7.01 -
6.94 (m, 1H), 6.35 (d, J = 7.8 Hz, 1H), 4.17 (s, 1H), 2.06 (s, 1H), 1.89 (d, ] =
12.0 Hz, 1H), 1.82 - 1.58 (m, 8H), 1.54 - 1.12 (m, 6H).
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[1284]

"H-.NMR

1H NMR (400 MHz, 7 &-&--d4) § 9.76 (s, 1H), 8.63 - 8.55 (m, 2H), 8.44 (d, ] =
8.2 Hz, 1H), 8.29 (m, 2H), 8.13 (s, 1H), 7.96 (dd, J = 8.3, 7.4 Hz, 1H), 7.77 (d, J
=2.5Hz, 1H),7.10 (d, ] = 2.5 Hz, 1H), 6.89 (s, 1), 3.84 (d, J = 13.8 Hz, 1H),
3.44 (d,J = 13.8 Hz, 1H), 1.86 - 1.77 (m, 2H), 1.63 - 1.52 (m, 2H), 0.67 (s, 9H).

587

1H NMR (400 MHz, ™| §1-2--d4) § 9.74 (s, 1H), 8.63 - 8.57 (m, 1H), 8.55 (m,
1H), 8.42 (d, J = 8.3 Hz, 1H), 8.30 (s, 1H), 8.23 (d, J = 7.3 Hz, 1H), 8.03 (s, 1H),
7.95 (dd, ] =8.3,7.4 Hz, 1H), 7.78 (d, ] = 2.5 Hz, 1H), 7.13 (d, ] =2.5 Hz, 1H),
6.90 (s, 1H), 3.82 (d, ] = 13.8 Hz, 1H), 3.48 (d, J = 13.8 Hz, 1H), 2.93 (m, 2H),
2.81 (m, 2H), 2.16 - 1.95 (m, 2H), 0.69 (s, 9H).

588

1H NMR (400 MHz, DMSO-d6) & 8.37 (s, 1H), 8.36 (s, 1H), 7.87 (t, ] = 8.3 Hz,
1H), 7.58 (d, J = 2.2 Hz, 1H), 7.48 - 7.37 (m, 2H), 7.08 (d, ] = 2.3 Hz, 1H), 6.98
(dd, J=8.4,3.0 Hz, 1H), 6.34 (d, J = 7.2 Hz, 1H), 4.20 (s, OH), 2.52 (s, 3H), 2.07
(d,7=10.4 Hz, 1H), 1.89 (d, J = 12.1 Hz, 1H), 1.84 - 1.60 (m, 8H), 1.54 - 1.27
(m, 4H), 1.27 - 1.14 (m, 1H).

589

1H NMR (400 MHz, ™| §2-d4) 5 8.38 (s, 1H), 7.95 (s, 1H), 7.84 - 7.76 (m,

2H), 7.08 (d, T = 2.5 Hz, 1H), 6.87 (dd, T = 8.5, 2.7 Hz, 1H), 6.20 (s, 1H), 3.89 (d,

J=13.9 Hz, 1H), 3.71 (d, ] = 13.8 Hz, 1H), 2.50 (5, 3H), 1.64 (s, 9H), 0.90 (s,
9H).

590

1H NMR (400 MHz, | ¥1-£-d4) 6 8.39 (s, 1H), 8.05 (s, 1H), 7.83 - 7.75 (m,
2H), 7.11 (d, J =2.5 Hz, 1H), 6.87 (dd, J = 8.5, 2.7 Hz, 1H), 6.24 (s, 1H), 6.12 (t,
J=555Hz 1H),3.90 (d, ] =13.8 Hz, 1H), 3.72 (d, ] = 13.8 Hz, 1H), 2.50 (s,
3H), 1.76 (d, J = 1.6 Hz, 6H), 0.90 (s, 9H).

591

1H NMR (400 MHz, ™| €--8--d4) 5 8.39 (s, 1H), 8.21 (s, 1H), 7.83 - 7.75 (m,

2H), 7.11 (d, J = 2.5 Hz, 1H), 6.88 (dd, ] =8.4, 2.7 Hz, 1H), 6.25 (s, 1H), 3.89 (d,

J=13.9 Hz, 1H), 3.71 (d, ] = 13.9 Hz, 1H), 2.50 (s, 3H), 1.94 (s, GH), 0.90 (s,
9H).
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[1285]

'"H-NMR

1H NMR (400 MHz, ™| ¥+2--d4) § 8.48 (s, 1H), 8.05 (s, 1H), 7.76 (m, 1H), 7.60
(d,J=2.2Hz, 1H), 6.96 (d, ] = 2.3 Hz, 1H), 6.86 (m, 1H), 6.30 (s, 1H), 5.92 (t, ]
=54.6 Hz, 1H), 3.92 (m, 2H), 2.85 (dt, ] = 15.3, 7.5 Hz, 2H), 1.53 (s, 4H), 1.15
(t,J=7.5Hz, 3H), 0.94 (s, 9H).

593

1TH NMR (400 MHz, V| §--2-d4) § 8.49 (s, 1H), 8.21 (s, 1H), 7.76 (s, 0H), 7.61
(d,J=2.3Hz, 1H), 6.98 (d, ] = 2.3 Hz, 1H), 6.86 (m, 1H), 6.31 (s, LH), 3.93 (m,
2H), 2.94 - 2.70 (m, 2H), 1.84 - 1.54 (m, 4H), 1.15 (t, J = 7.5 Hz, 3H), 0.94 (s,
9H).

594

IH NMR (400 MHz, DMSO-d6) § 9.76 (s, 1H), 8.61 (d, J = 6.0 Hz, 1H), 8.28 (s,
1H), 8.21 (s, 1H), 8.12 (s, 1H), 8.03 (d, T = 7.8 Hz, 1H), 7.91 - 7.79 (m, 2H), 7.67
(d,J=2.2Hz, 1H), 7.58 (d, ] = 7.3 Hz, 1H), 7.14 (s, 1H), 7.04 (d, ] = 6.8 Hz,
1H), 6.95 (s, 1H), 4.72 (s, 1H), 4.60 (s, 1H), 3.83 - 3.70 (m, 1H), 3.26 (dd, J =
13.7,4.9 Hz, 1H), 1.42 - 1.27 (m, 4H), 0.9 (s, 1H), 0.51 (s, 9H).

595

1H NMR (400 MHz, ™| §-2--d4) & 8.42 (s, 1H), 8.19 (s, 1H), 7.80 (t, T = 8.1 Hz,
1H), 7.06 (d, T = 1.9 Hz, 1H), 6.87 (dd, ] = 8.4, 2.7 Hz, 1H), 6.56 (d, ] = 1.9 Hz,
1H), 6.26 (s, 1H), 4.04 (m, 4H), 3.83 (d, J = 14.0 Hz, 1H), 2.51 (s, 3H), 1.83 -
1.60 (m, 4H), 0.93 (s, 9H).

596

1H NMR (400 MHz, 7 ¥F-&--d4) § 8.42 (s, 1H), 8.22 (s, 1H), 7.80 (¢, J = 8.1 Hz,
1H), 7.05 (d, J = 1.9 Hz, 1H), 6.95 - 6.80 (m, 1H), 6.55 (d, J = 1.9 Hz, 1H), 6.25
(s, 1H), 4.04 (m, 4H), 3.84 (d, ] = 14.0 Hz, 1H), 2.52 (s, 3H), 2.08 - 1.84 (m,
4H), 0.93 (s, 9H).

597

1H NMR (400 MHz, 7| 6--8--d4) & 8.35 (s, 1H), 8.06 (s, 1H), 7.84 - 7.67 (m,
2H), 7.14 (d, ] = 2.5 Hz, 1H), 6.86 (m, 1H), 6.30 (s, 1H), 5.93 (t, J = 54.7 Hz,
1H), 3.90 - 3.68 (m, 2H), 2.96 - 2.76 (m, 2H), 1.58 - 1.44 (m, 4H), 1.15 (t, = 7.5
Hz, 3H), 0.90 (s, 9H).
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[1286]

'H-NMR

1H NMR (400 MHz, ™| ¥+-2-d4) § 8.35 (s, 1H), 8.21 (s, 1H), 7.85 - 7.74 (m,
2H), 7.14 (d, ] = 2.6 Hz, 1H), 6.86 (m, 1H), 6.31 (s, 1H), 3.78 (d, ] = 2.6 Hz,
2H), 2.86 (m, 2H), 1.84 - 1.54 (m, 4H), 1.15 (t, ] = 7.5 Hz, 3H), 0.90 (s, 9H).

599

IH NMR (400 MHz, ™| §+-2--d4) § 8.37 (s, 1H), 8.28 - 8.13 (m, 3H), 7.53 (d, J =
2.3 Hz, 1H), 7.44 (s, 1H), 6.97 (d, ] = 6.7 Hz, 1H), 6.81 (d, ] = 2.4 Hz, 1H), 6.67
(t, J=6.9 Hz, 1H), 6.29 (s, 1H), 3.81 (d, ] = 13.6 Hz, 1H), 3.46 (d, ] = 13.6 Hz,
1H), 1.78 - 1.58 (m, 4H), 0.77 (s, 9H).

600

1H NMR (400 MHz, ™| ¥+-2-d4) 5 8.69 (dd, J = 5.6, 1.6 Hz, 1H), 8.51 (s, 1H),
8.38 (s, 1H), 8.34 (dd, J = 8.0, 1.5 Hz, 1H), 7.77 (dd, ] = 8.1, 5.6 Hz, 1H), 7.64
(d,J=2.3 Hz, 1H), 7.15 (d, ] = 2.3 Hz, 1H), 6.50 (s, 1H), 3.96 (d, ] = 1.8 Hz,
2H), 3.14 (q, J = 7.6 Hz, 2H), 1.82 - 1.60 (m, 4H), 1.21 (t, J = 7.6 Hz, 3H), 0.97
(s, 9H).

601

1H NMR (400 MHz, DMSO-d6) & 8.33 (s, 1H), 8.04 (s, 1H), 7.84 - 7.73 (m,
2H), 7.57 - 7.35 (m, 3H), 7.25 - 7.07 (m, 3H), 6.93 (dd, J = 8.4, 3.0 Hz, 1H), 6.25
(d,J=7.0 Hz, 1H), 5.64 (s, 2H), 3.84 (dd, ] = 13.8, 8.0 Hz, 1H), 3.40 (dd, J =
13.8, 5.3 Hz, 1H), 2.44 (s, 3H), 0.79 (s, 9H).

602

1H NMR (400 MHz, ™| ¥+--d4) 58.70 (dd, J = 5.7, 1.5 Hz, 1H), 8.42 (d, ] = 8.5
Hz, 1H), 8.39 (s, 1H), 8.32 (s, 1H), 7.82 (dd, T = 8.1, 5.7 Hz, 1H), 7.73 (d, T = 2.5
Hz, 1H), 7.24 (d,J = 2.5 Hz, 1H), 6.48 (s, 1H), 3.77 (s, 2H), 3.17 (¢, = 7.6 Hz,
2H), 1.82 - 1.64 (m, 4H), 1.22 (t, J = 7.6 Hz, 3H), 0.92 (s, 9H).

603

1H NMR (400 MHz, ™| §+-2--d4) § 8.48 (s, 1H), 8.04 (s, 1H), 7.93 (s, 1H), 7.75
(dd, J=8.1, 1.1 Hz, 1H), 7.66 (d, = 2.3 Hz, 1H), 7.19 (d, J = 7.2 Hz, 1H), 7.13 -
7.04 (m, 1H), 6.97 (d, J = 2.3 Hz, 1H), 6.84 (s, 1H), 5.92 (t, ] = 54.6 Hz, 1H),
417 (s, 3H), 3.87 (d, T = 2.9 Hz, 2H), 1.52 (s, 4H), 0.80 (s, 9H).
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[1287]

'"H-NMR

IH NMR (400 MHz, ™| §+-2-d4) § 8.63 (dd, T=5.5, 1.5 Hz, 1H), 8.48 (s, 1H),
8.21(d, J = 5.4 Hz, 2H), 7.66 (dd, J = 8.0, 5.4 Hz, 1H), 7.61 (d, J = 2.3 Hz, 1H),
7.04 (d, ] =2.4 Hz, 1H), 6.44 (s, 1H), 5.93 (t, J = 54.4 Hz, 1H), 3.92 (d, T =2.5
Hz, 2H), 3.09 (q, ] = 7.6 Hz, 2H), 1.57 - 1.51 (m, 4H), 1.19 (t, ] = 7.6 Hz, 3H),
0.95 (s, 9H).

605

1H NMR (400 MHz, ™| ¥-2--d4) § 8.37 (s, 1H), 8.04 (s, 1H), 7.92 (s, 1H), 7.82
(d,J=2.5Hz, 1H), 7.75 (dd, = 7.9, 1.0 Hz, 1H), 7.20 (d, ] = 7.2 Hz, 1H), 7.17
(d, J=2.6 Hz, 1H), 7.08 (t, ] = 7.6 Hz, 1H), 6.84 (s, 1H), 5.92 (t, ] = 54.8 Hz,
1H), 4.19 (s, 3H), 3.73 (s, 1H), 1.51 (s, 4H), 0.78 (s, 9H).

606

1H NMR (400 MHz, ™| +-2-d4) § 8.69 (dd, J = 5.7, 1.5 Hz, 1H), 8.47 - 8.40 (m,
1H), 8.32 (s, 1H), 8.25 (s, 1H), 7.82 (dd, J=8.1, 5.7 Hz, 1H), 7.72 (d, ] = 2.5 Hz,
1H), 7.23 (d, T = 2.5 Hz, 1H), 6.47 (s, 1H), 5.94 (t, ] = 54.5 Hz, 1H), 3.84 - 3.70
(m, 2H), 3.16 (q, T = 7.6 Hz, 2H), 1.61 - 1.51 (m, 4H), 1.22 (t, ] = 7.6 Hz, 3H),
0.92 (s, 9H).

607

1H NMR (400 MHz, DMSO-d6) & 8.39 (s, 1H), 8.34 (s, 1H), 8.04 (s, 1H), 7.86 -
7.79 (m, 1H), 7.56 (d, T =2.2 Hz, 1H), 7.23 (d, T = 8.5 Hz, 1H), 7.12(d, J =24
Hz, 1H), 7.00 (dd, ] = 8.4, 3.1 Hz, 1H), 6.29 (d, ] = 7.8 Hz, 1H), 2.82 (s, 1T,
2.49 (s, 3H), 2.10 (dt, J = 12.5, 7.7 Hz, 2H), 1.79 - 1.65 (m, SH), 1.64 - 1.54 (m,
1H), 1.50 (d, J = 2.4 Hz, 2H), 1.05 (m, J = 11.7 Hz, 1H).

608

1H NMR (400 MHz, DMSO-d6) & 8.38 (d, J = 4.0 Hz, 1H), 8.34 (d, T = 0.6 Hz,
1H), 8.07 (s, 1H), 7.84 (t, J = 8.3 Hz, 1H), 7.57 (d, ] = 2.2 Hz, 1H), 7.42 - 7.16
(m, 1H), 7.12 (d, ] = 2.4 Hz, 1H), 7.01 (dd, J = 8.4, 3.1 Hz, 1H), 6.28 (d, ] =7.9
Hz, 1H), 4.11 (t, J = 8.2 Hz, 2H), 3.68 (td, J = 8.7, 2.9 Hz, 2H), 2.89 - 2.82 (m,
1H), 2.48 (s, 3H), 2.03 - 1.92 (m, 2H), 1.80 - 1.65 (m, 4H).

609

1H NMR (400 MHz, DMSO-d6) & 8.31 - 8.22 (m, 2H), 8.01 (s, 1H), 7.87 (d, ] =
2.4 Hz, 1H), 7.58 (d, ] = 7.6 Hz, 1H), 7.51 (ddd, J = 7.0, 2.4, 1.0 Hz, 1H), 7.41 -
7.32 (m, 2H), 7.33 - 7.23 (m, 2H), 6.48 (d, J = 6.9 Hz, 1H), 3.98 (s, 3H), 3.98 -
3.86 (m, 2H), 3.34 (dd, J = 13.8, 5.2 Hz, 1H), 1.18 - 1.01 (m, 4H), 0.79 (s, 9H).
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[1288]

'H-NMR

1H NMR (400 MHz, ™| ¥+2-d4) § 8.33 (s, 1H), 7.93 (s, 1H), 7.82 (t, ] = 8.1 Hz,
1H), 7.75 (d, ] = 2.5 Hz, 1H), 7.06 (d, J =2.5 Hz, 1H), 6.94 - 6.77 (m, 1H), 6.19
(s, 1H), 3.87 (d, J = 13.8 Hz, 1H), 3.77 (d, J = 4.5 Hz, 2H), 3.63 (d, ] = 13.8 Hz,
1H), 2.51 (s, 3H), 1.32 (m, 2H), 1.20 (s, 2H), 0.88 (s, 9H).

611

1H NMR (400 MHz, DMSO-d6) § 8.45 - 8.37 (m, 1H), 8.26 (d, ] = 10.1 Hz, 1H),
8.02 -7.83 (m, 2H), 7.64 (t, J = 1.9 Hz, 1H), 7.50 - 7.41 (m, 1H), 7.39 - 7.32 (m,
1H), 7.31 - 7.16 (m, 3H), 7.10 (dd, J = 6.8, 2.9 Hz, 1H), 7.00 (dd, J = 8.4, 3.0 Hz,
1H), 6.47 (d, J = 7.3 Hz, 1H), 5.02 - 4.70 (m, 1H), 2.56 (d, ] = 8.3 Hz, 3H), 1.81 -
1.65 (m, SH), 1.39 (dt, ] = 8.7, 4.7 Hz, 1H), 0.72 - 0.57 (m, 2H), 0.57 - 0.29 (m,
2H).

612

1H NMR (400 MHz, DMSO-d6) & 8.41 (s, 1H), 8.20 (s, 1H), 7.83 (t, ] = 8.3 Hz,
1H), 7.62 (d, T = 2.2 Hz, 1H), 7.55 (s, 1H), 7.40 (d, J = 7.6 Hz, 1H), 7.18 - 6.99
(m, 6H), 6.89 (d, T =2.3 Hz, 1H), 6.26 (d, T = 7.1 Hz, 1H), 4.29 (dd, 7= 13.9, 8.3
Hz, 1H), 3.64 (dd, J = 13.9, 5.1 Hz, 1H), 2.47 (s, 3H), 1.85 - 1.60 (m, 4H), 1.19
(d,J =414 Hz, 6H).

1H NMR (400 MHz, DMSO-d6) & 8.43 - 8.38 (m, 1H), 8.27 (d, ] = 0.9 Hz, 1H),
7.96 - 7.79 (m, 3H), 7.59 - 7.52 (m, 2H), 7.48 - 7.24 (m, 1H), 7.24 - 7.18 (m,
2H), 7.10 (dd, ] = 6.7, 3.0 Hz, 1H), 7.00 (dd, ] = 8.4, 3.2 Hz, 1H), 6.47 (d, T =7.9
Hz, 1H), 4.92 (1, ] = 8.1 Hz, 1H), 4.75 (t, ] = 8.6 Hz, OH), 2.55 (d, ] = 8.7 Hz,
3H), 1.83 - 1.65 (m, SH), 1.37 (td, J = 8.6, 8.2, 4.5 Hz, 1H), 0.76 - 0.28 (m, 3H).

614

1H NMR (400 MHz, DMSO-d6) & 8.42 (s, 1H), 8.19 (s, 1H), 7.88 - 7.79 (m,
2H), 7.49 (t, ] = 7.0 Hz, 2H), 7.19 (d, ] = 2.5 Hz, 1H), 7.17 - 6.97 (m, 6H), 6.29
(d,1=6.6 Hz, 1H), 427 (dd, J = 14.0, 8.3 Hz, 1H), 3.63 (dd, ] = 13.9, 5.1 Hz,
1H), 2.47 (s, 3H), 1.83 - 1.63 (m, 4H), 1.19 (d, J = 42.4 Hz, 6H).

615

1H NMR (400 MHz, DMSO-d6) & 8.40 (d, J = 2.4 Hz, 2H), 7.99 (t, T = 7.1 Hz,
1H), 7.86 (d, T = 2.3 Hz, 1H), 7.80 (t, ] = 8.3 Hz, 1H), 7.50 (d, J = 7.7 Hz, 1H),
7.34(d, T=2.5 Hz, 1H), 6.98 (dd, J = 8.4, 3.0 Hz, 1H), 6.27 (d, T = 7.5 Hz, 1H),
4.19 (dd, T = 14.7, 7.6 Hz, 1H), 3.85 (dd, T = 14.7, 6.4 Hz, 1H), 2.46 (s, 3H), 1.81
-1.63 (m, 4H), 1.29 (d, J = 18.6 Hz, 6H).
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[1289]

'"H-NMR

IH NMR (400 MHz, "] H2-d4) § 9.56 (s, 1H), 8.59 (d, J = 6.2 Hz, 1H), 8.48 (s,
1H), 8.14 (s, 1H), 8.04 (d, J = 6.3 Hz, 1H), 7.84 (dd, ] = 8.3, 5.4 Hz, 1H), 7.68 (d,
J=2.3 Hz, 1H), 7.44 - 7.35 (m, 1H), 6.93 (d, ] = 2.3 Hz, 1H), 6.80 (s, 1H), 3.98
(d,7=13.9 Hz, 1H), 3.67 (d,J = 14.0 Hz, 1H), 1.77 - 1.55 (m, 3H), 0.73 (s,

10H).

617

1H NMR (400 MHz, ™| ¥+2-d4) 5 8.94 (d, ] = 4.3 Hz, 1H), 8.59 (d, ] =8.8 Hz,
1H), 8.48 (s, 1H), 8.10 (s, 1H), 7.69 (d, T = 2.2 Hz, 1H), 7.64 (ddd, T = 16.5, 8.5,
4.6 Hz, 2H), 6.91 (d, ] = 2.4 Hz, 1H), 6.81 (s, 1H), 4.00 (d, T = 13.9 Hz, 1H),
3.63 (d, T=13.9 Hz, 1H), 1.76 - 1.52 (m, 3H), 0.70 (s, 11H).

618

1H NMR (400 MHz, 7| ¥F-&--d4) § 8.47 (s, 1H), 8.38 - 8.31 (m, 1H), 8.06 (s,
1H), 7.73 (dd, ] = 8.0, 1.0 Hz, 1H), 7.66 (d, J = 2.3 Hz, 1H), 7.53 - 7.44 (m, 1H),
7.41(d,J=7.7Hz, 1H), 6.86 (d, ] = 2.3 Hz, 1H), 6.82 (d, J = 7.6 Hz, 1H), 6.60
(s, 1H), 4.02 (d, ] = 13.8 Hz, 1H), 3.66 (d, ] = 13.8 Hz, 1H), 3.61 (s, 3H), 1.79 -
1.59 (m, 4H), 0.78 (s, 9H).

619

1H NMR (400 MHz, ™| ¥+-&-d4) § 8.87 (s, 1H), 8.54 (s, 1H), 8.08 (s, 1H), 7.64
(d,J=2.3Hz, 1H), 7.17 (d, T = 2.3 Hz, 1H), 6.42 (s, 1H), 5.94 (t, ] = 54.6 Hz,
1H), 4.07 (d, J = 13.9 Hz, 1H), 3.91 (d, J = 14.0 Hz, 1H), 2.44 (s, 3H), 1.54 (m,
4H), 1.00 (s, 9H).

620

1H NMR (400 MHz, ™| ¥-2-d4) § 8.79 (s, 1H), 8.49 (s, 1H), 8.00 (s, 1H), 7.69
(d,J=2.3Hz, 1H), 7.26 (d, ] = 2.3 Hz, 1H), 6.31 (s, 1H), 5.91 (t, J = 54.8 Hz,
1H), 4.09 (d, ] = 13.9 Hz, 1H), 3.93 (d, J = 14.0 Hz, 1H), 2.56 (s, 3H), 1.50 (m,
4H), 1.05 (s, 9H).

621

1TH NMR (400 MHz, ¥ -2-d4) § 8.35 (s, 1H), 8.01 (s, 1H), 7.80 (t, T = 8.3 Hz,
1H), 7.77 (d, T = 2.5 Hz, 1H), 7.07 (d, T = 2.5 Hz, 1H), 6.87 (dd, T =8.4, 2.7 Hz,
1H), 6.20 (s, 1H), 3.87 (d, ] = 13.8 Hz, 1H), 3.68 (d, ] = 13.8 Hz, 1H), 2.51 (s,
3H), 1.54 (m, 1H), 1.28 - 1.19 (m, 2H), 1.09 - 0.98 (m, 2H), 0.89 (s, 9H), 0.58 -
0.46 (m, 2H), 0.38 - 0.29 (m, 2H).
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[1290]

"H-NMR

IH NMR (400 MHz, ™| §+-£-d4) § 8.39 (s, 1H), 7.93 (s, 1H), 7.81 - 7.74 (m,
2H), 7.67 - 7.60 (m, 1H), 7.56 (dd, J = 7.1, 3.3 Hz, 1H), 7.10 (d, ] = 2.6 Hz, 1H),
6.87 (dd, J = 8.5,2.7 Hz, 1H), 6.22 (s, 1H), 4.98 -4.78 (m, 1H), 3.92 - 3.83 (m,
2H), 3.74 (d, ] = 13.9 Hz, 1H), 2.51 (s, 3H), 2.01 - 1.88 (m, 1H), 1.60 (m, 1H),
0.90 (s, 9H).

1H NMR (400 MHz, ™| ¥-2-d4) § 8.39 (s, 1H), 7.94 (s, 1H), 7.82 - 7.75 (m,
2H), 7.11 (d, J = 2.5 Hz, 1H), 6.87 (dd, J = 8.6, 2.8 Hz, 1H), 6.23 (s, 1H), 5.01
(m, 1H), 4.76 - 4.71 (m, 1H), 4.66 - 4.60 (m, 1H), 3.90 (d, J = 13.9 Hz, 1H), 3.72
(d, J=13.9 Hz, 1H), 2.51 (s, 3H), 1.57 (d, J = 7.1 Hz, 3H), 0.90 (s, 9H).

625

IH NMR (400 MHz, ™| -2-d4) § 8.37 (s, 1H), 7.98 (s, 1H), 7.83 - 7.76 (m,
2H), 7.08 (d, ] = 2.5 Hz, 1H), 6.87 (dd, ] = 8.6, 2.7 Hz, 1H), 6.22 (s, 1H), 4.62 (d,
J=47.1Hz, 2H), 3.88 (d, ] = 13.8 Hz, 1H), 3.70 (d, ] = 13.8 Hz, 1H), 2.50 (s,
3H), 1.67 (s, 6H), 0.89 (s, 9H).

626

1H NMR (400 MHz, ™| §-2--d4) § 9.66 (s, 1H), 8.62 (d, T = 6.4 Hz, 1H), 8.32 (s,
1H), 8.24 (d, ] = 6.4 Hz, 1H), 8.19 (s, 1H), 7.96 (dd, J = 8.2, 5.2 Hz, 1H), 7.80 (d,
J=25Hz, 1H), 7.47 (dd, J = 9.8, 8.3 Hz, 1H), 7.11 (d, J = 2.5 Hz, 1H), 6.83 (s,
1H), 3.78 (d, ] = 13.7 Hz, 1H), 3.53 (d, ] = 13.7 Hz, 1H), 1.79 - 1.68 (m, 2H),
1.64 (t, ] =9.7 Hz, 2H), 0.69 (s, 10H).

627

1H NMR (400 MHz, V| §-2-d4) § 8.95 (dd, J = 4.4, 1.4 Hz, 1H), 8.70 - 8.61 (m,
1H), 8.32 (s, 1H), 8.12 (s, 1H), 7.81 (d, J =2.5 Hz, 1H), 7.66 (ddd, J = 13.4, 8.4,
4.5 Hz, 2H), 7.48 (dd, T = 10.3, 8.2 Hz, 1H), 7.07 (d, ] = 2.5 Hz, 1H), 6.82 (s,
1H), 3.78 (d, ] = 13.7 Hz, 1H), 3.48 (d, ] = 13.7 Hz, 1H), 1.78 - 1.54 (m, 4H),
0.64 (s, 10H).

628

1H NMR (400 MHz, ™| ¥+-2--d4) 5 9.49 (s, 1H), 8.51 (s, 1H), 8.47 (s, 1H), 8.37
(d, T=8.1 Hz, 1H), 8.26 (s, 1H), 8.24 (d, T = 8.6 Hz, 1H), 8.02 (ddd, T =8.5, 7.0,
1.3 Hz, 1H), 7.90 (ddd, J = 8.1, 7.0, 1.0 Hz, 1H), 7.68 (d, ] = 2.3 Hz, 1H), 7.02
(d, 7=2.3 Hz, 1H), 6.94 (s, 1H), 3.93 (d, ] = 13.9 Hz, 1H), 3.68 (d, J = 13.9 Hz,
1H), 1.78 - 1.58 (m, 4H), 0.73 (s, 9H).
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[1291]

"H-.NMR

1H NMR (400 MHz, 7 &-&-d4) §9.36 (d, J = 2.2 Hz, 1H), 9.06 - 9.02 (m, 1H),
8.48 (d, ] =2.1 Hz, 2H), 8.15 - 8.09 (m, 2H), 7.94 (ddd, J = 8.4, 6.9, 1.4 Hz, 2H),
7.77-7.71 (m, 2H), 7.52 (d,J = 2.3 Hz, 1H), 7.27 (d, ] =2.3 Hz, 1H), 4.05 (s,
2H), 3.80 (t, ] = 6.3 Hz, 2H), 3.60 (t, ] = 6.3 Hz, 2H), 1.78 - 1.63 (m, 1H), 1.10
(d, T=2.1 Hz, 9H).

1H NMR (400 MHz, ¥l §-2--d4) § 8.52 (s, 1H), 8.13 (m, 2H), 7.65 (d, ] =2.3
Hz, 1H), 7.30 (d, ] =2.3 Hz, 1H), 6.36 (s, 1H), 5.93 (t, J = 54.6 Hz, 1H), 4.11 -
3.89 (m, 2H), 2.15 (s, 3H), 1.53 (s, 4H), 1.04 (s, 9H).

TH NMR (400 MHz, " §--2-d4) § 8.34 (d, T= 7.9 Hz, 1H), 8.34 (s, 1H), 8.08 (s,
1H), 7.80 (d, ] = 2.5 Hz, 1H), 7.77 - 7.69 (m, 1H), 7.48 (t, ] = 7.8 Hz, 1H), 7.42
(d,J=7.7Hz, 1H), 7.02 (d, ] = 2.5 Hz, 1H), 6.89 - 6.81 (m, 1H), 6.60 (s, 1H),
3.83 (d, ] =13.6 Hz, 1H), 3.61 (s, 3H), 3.54 (d, ] = 13.7 Hz, 1H), 1.78 - 1.59 (m,
4H), 0.73 (s, 9H).

TH NMR (400 MHz, | §--2-d4) § 9.03 (d, T = 6.7 Hz, 1H), 8.46 (s, 1H), 8.15 (s,
1H), 8.13 - 7.98 (m, 3H), 7.65 (d, ] =2.2 Hz, 1H), 7.50 (d, J = 6.7 Hz, 1H), 7.12
(s, 1H), 6.77 (s, 1H), 4.09 (s, 3H), 4.06 (d, J = 14.0 Hz, 1H), 3.51 (d, J = 14.0 Hz,
1H), 1.84 - 1.55 (m, 4H), 0.69 (s, 9H).

633

1H NMR (400 MHz, DMSO0-d6) & 8.35 (d, ] = 6.9 Hz, 2H), 7.92 (1, ] = 7.0 Hz,
1H), 7.79 (t, T = 8.3 Hz, 1H), 7.60 (d, ] = 2.2 Hz, 1H), 7.36 (d, ] = 7.8 Hz, 1H),
7.02 (d,J =2.3 Hz, 1H), 6.99 - 6.92 (m, 1H), 6.24 (d, ] = 7.0 Hz, 1H), 4.20 (dd, J
=14.7,7.6 Hz, 1H), 3.81 (dd, J = 14.7, 6.3 Hz, 1H), 2.4 (s, 3H), 1.77 - 1.62 (m,
4H), 1.29 (s, 3H), 1.23 (s, 3H).

634

1H NMR (400 MHz, 7| €--8--d4) § 8.38 (s, 1H), 7.92 (s, 1H), 7.84 - 7.75 (m,
2H), 7.13 (d, ] = 2.5 Hz, 1H), 6.87 (dd, J = 8.5, 2.7 Hz, 1H), 6.43 - 6.09 (m, 2H),
4.88 (ddd, T=14.9, 3.4, 1.1 Hz, 2H), 3.89 (d, J = 13.8 Hz, 1H), 3.70 (d, J=13.8
Hz, 1H), 2.51 (s, 3H), 0.90 (s, 9H).
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[1292]

"H-.NMR

1H NMR (400 MHz, DMS0-d6) & 8.38 (d, J = 3.9 Hz, 2H), 7.80 (t, ] = 8.3 Hz,
1H), 7.64 (d, T = 2.2 Hz, 1H), 7.40 (t, ] = 8.2 Hz, 1H), 6.99 - 6.87 (m, 2H), 6.24
(d,7=6.5THz, 1H), 3.97 (dd, T = 13.9, 8.1 Hz, 1H), 3.61 (dd, T=13.9, 4.8 Hz,
1H), 3.52 - 3.33 (m, 2H), 2.44 (s, 3H), 1.81 - 1.64 (m, 3H), 0.85 (d, ] =3.2 Hz,
6H).

636

1H NMR (400 MHz, DMSO-d6) § 8.37 (d, ] =2.2 Hz, 2H), 7.81 (t, ] = 8.3 Hz,
1H), 7.61 (d, J = 2.2 Hz, 1H), 7.49 - 7.35 (m, 2H), 7.02 - 6.90 (m, 2H), 6.26 (d, J
=7.0Hz, 1H), 5.73 (t, ] = 56.1 Hz, 1H), 430 (dd, J = 14.6, 7.1 Hz, 1H), 3.85 (dd,
J=14.6, 4.9 Hz, 1H), 2.48 (s, 3H), 1.80 - 1.62 (m, 3H), 0.81 - 0.62 (m, 4H).

637

1H NMR (400 MHz, DMSO0-d6) & 8.39 (d, J = 7.2 Hz, 2H), 7.86 (d, J = 2.4 Hz,
1H), 7.80 (t, J = 8.2 Hz, 1H), 7.50 (d, ] = 7.3 Hz, 1H), 7.19 (s, 1H), 6.9 - 6.90
(m, 1H), 6.25 (d, J = 7.3 Hz, 1H), 4.00 - 3.86 (m, 1H), 3.47 (d, J = 11.0 Hz, 3H),
2.44 (s, 3H), 1.84 - 1.60 (m, 3H), 0.85 (d, J = 3.5 Hz, 6H).

638

1H NMR (400 MHz, DMSO-d6) & 8.38 (s, 2H), 7.87 - 7.77 (m, 2H), 7.48 (d, ] =
7.8 Hz, 1H), 7.38 (t, ] = 6.2 Hz, 1H), 7.25 (d, ] = 2.5 Hz, 1H), 6.97 (dd, ] = 8.5,
3.0 Hz, 1H), 6.28 (d, J = 7.3 Hz, 1H), 5.73 (t, J = 56.1 Hz, 1H), 4.31 - 4.22 (m,
1H), 3.84 (dd, J = 14.6, 4.9 Hz, 1H), 2.48 (s, 3H), 1.83 - 1.59 (m, 4H), 0.80 - 0.62
(m, 4H).

639

1H NMR (400 MHz, ™| §-2--d4) § 8.50 (s, 1H), 8.05 (s, 1H), 7.65 (d, ] = 2.2 Hz,
1H), 7.22 (s, 1H), 6.11 - 5.74 (m, 2H), 4.05 (d, ] = 14.0 Hz, 1H), 3.95 (d, T=14.1
Hz, 1H), 2.38 (s, 3H), 2.26 (s, 3H), 1.52 (s, 4H), 1.04 (s, 9H).

640

IH NMR (400 MHz, ™| §-2--d4) 6 8.92 (s, 1H), 8.41 (s, 1H), 8.11 (s, 1H), 7.79
(d,J=2.5Hz, 1H), 7.35 (d, ] = 2.5 Hz, 1H), 6.43 (s, 1H), 5.94 (t, ] = 54.7 Hz,
1H), 3.93 (d, ] = 13.9 Hz, 1H), 3.77 (d, ] = 13.9 Hz, 1H), 2.45 (s, 3H), 1.53 (m,
4H), 0.97 (s, 9H).
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[1293]

'H-.NMR

1H NMR (400 MHz, 7| ¥--2--d4) § 8.78 (s, 1H), 8.37 (s, 1H), 8.02 (s, 1H), 7.83
(d, 7=2.5Hz, 1H), 7.44 (d, ] = 2.5 Hz, 1H), 632 (s, 1H), 5.92 (t, ] = 54.8 Hz,
1H), 3.96 (d, J = 13.9 Hz, 1H), 3.80 (d, J = 13.9 Hz, 1H), 2.56 (s, 3H), 1.50 (m,
4H), 1.02 (s, 9H).

642

1H NMR (400 MHz, ™| §2--d4) § 8.38 (s, 1H), 8.01 (s, 1H), 7.85 - 7.74 (m,
2H), 7.11 (d, ] = 2.5 Hz, 1H), 6.87 (dd, J = 8.5, 2.8 Hz, 1H), 6.23 (s, 1H), 3.92 (d,
J=13.8Hz, 1H), 3.68 (d, ] = 13.9 Hz, 1H), 2.95 (s, 6H), 2.50 (s, 3H), 1.68 (m,
2H), 1.66 (m, 2H), 0.91 (s, 9H).

643

1H NMR (400 MHz, ¥ €-2-d4) §8.48 (s, 1H), 7.79 (t, ] = 8.0 Hz, 1H), 7.63 (d,
J =23 Hz, 1H), 6.90 - 6.83 (m, 1H), 6.81 (d, J =2.3 Hz, 1H), 6.08 (s, 1H), 4.05

(d,J=13.9 Hz, 1H), 3.78 - 3.68 (m, 2H), 2.43 (s, 3H), 1.33 - 1.23 (m, 4H), 0.90

(s, 9H).

644

1H NMR (400 MHz, ™| ¥+-2-d4) § 8.36 (s, 1H), 8.26 (s, 1H), 7.85 - 7.76 (m,
2H), 7.12 (d, ] = 2.5 Hz, 1H), 6.89 (dd, ] = 8.6, 2.7 Hz, 1H), 6.30 (s, 1H), 5.24
(m, 2H), 5.18 (m, 2H), 3.85 (d, T = 13.9 Hz, 1H), 3.70 (d, J = 13.8 Hz, 1H), 2.53
(s, 3H), 0.89 (s, 9H).

1H NMR (400 MHz, ™| §F-2--d4) § 8.49 (s, 1H), 7.97 (s, 1H), 7.79 (t, T= 8.1 Hz,
1H), 7.62 (d, = 2.3 Hz, 1H), 6.90 (d, J = 2.3 Hz, 1H), 6.90 - 6.85 (m, 1H), 6.22
(s, 1H), 5.08 (q, J = 6.7, 6.1 Hz, 1H), 4.02 (d, ] = 13.9 Hz, 1H), 3.82(d, J=13.9
Hz, 1H), 3.29 - 3.16 (m, 4H), 2.51 (s, 3H), 0.93 (s, 9H).

646

IH NMR (400 MHz, "] GH%-d4) § 8.48 (s, 1H), 7.91 (s, 1H), 7.76 (, J= 8.1 Hz,
1H), 7.62 (d, J = 2.3 Hz, 1H), 6.89 (d, J = 2.2 Hz, 2H), 6.86 (d, J = 2.8 Hz, 1H),
6.20 (s, 1H), 3.99 (d, ] = 13.9 Hz, 1H), 3.84 (d, J = 13.9 Hz, 1H), 2.69 (s, 1H),
2.51 (s, 3H), 2.37 (s, 6H), 0.92 (s, 9H).
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[1294]

"H-.NMR

1H NMR (400 MHz, ™| §F-2--d4) 6 8.47 (s, 1H), 7.78 (t, T = 8.1 Hz, 1H), 7.61 (d,
J=22Hz, 1H), 6.85 (dd, ] = 8.6, 2.7 Hz, 1H), 6.80 (d, ] = 2.3 Hz, 1H), 6.11 (s,
1H), 4.05 (d, ] = 13.8 Hz, 1H), 3.72 (d, ] = 13.9 Hz, 1H), 3.69 - 3.58 (m, 1H),
2.42 (s, 3H), 2.34 (s, 3H), 1.29 - 1.15 (m, 4H), 0.90 (s, 9H).

648

1H NMR (400 MHz, 7 6+-&--d4) § 8.51 (s, 1H), 7.99 (s, 1H), 7.81 (t, J = 8.1 Hz,
1H), 7.64 (d,J = 2.3 Hz, 1H), 6.92 (d, ] =2.3 Hz, 1H), 6.87 (dd, J = 8.5, 2.7 Hz,
1H), 6.24 (s, 1H), 5.08 (d, = 7.1 Hz, 1H), 5.03 (d, ] = 7.1 Hz, 1H), 4.84 - 4.82
(m, 12), 4.14 (s, 2H), 4.04 (d,J = 13.9 Hz, 1H), 3.83 (d, T = 13.9 Hz, 1H), 2.52
(s, 3H), 0.94 (s, 9H).

649

IH NMR (400 MHz, ™| -2-d4) § 8.37 (s, 1H), 7.91 (s, 1H), 7.83 - 7.72 (m,
2H), 7.08 (d, ] = 2.5 Hz, 1H), 6.87 (dd, ] = 8.4, 2.8 Hz, 1H), 6.21 (s, 1H), 3.85 (d,
J=13.8Hz, 1H), 3.72 (d, I = 13.8 Hz, 1H), 2.69 (s, 1H), 2.52 (s, 3H), 2.37 (s,
6H), 0.89 (s, 9H).

650

1H NMR (400 MHz, ™| ¥-2-d4) 5 8.38 (s, 1H), 8.06 (dd, J = 5.4, 1.8 Hz, 1H),
7.92 (s, 1H), 7.81 (dd, J = 7.6, 1.8 Hz, 1H), 7.49 (d, ] =2.3 Hz, 1H), 7.06 (d, J =
2.3 Hz, 1H), 7.02 (dd, = 7.6, 5.4 Hz, 1H), 4.10 (d, J = 14.0 Hz, 1H), 3.78 (ddd,
J=114,7.1,42Hz 1H), 3.63 (d, ] = 14.0 Hz, 1H), 2.97 (s, 6H), 1.12 - 1.02 (m,
4H), 0.91 (s, 9H).

651

1H NMR (400 MHz, ™| ¥-2--d4) § 9.72 (s, 1H), 8.61 (d, J = 6.1 Hz, 1H), 8.50 (s,
1H), 8.18 (s, 1H), 8.09 (d, ] =6.1 Hz, 1H), 7.88 - 7.75 (m, 2H), 7.70 (dd, = 7.9,
2.3 Hz, 1H), 6.91 (d, ] =2.3 Hz, 1H), 6.83 (s, 1H), 4.02 (d, ] = 13.9 Hz, 1H),
3.62(d,J =13.9 Hz, 1H), 1.78 - 1.54 (m, 4H), 0.70 (s, 9H).

652

1H NMR (400 MHz, ™| §-£--d4) § 9.56 (s, 1H), 8.59 (d, ] = 6.2 Hz, 1H), 8.48 (s,
1H), 8.05 (d, ] = 6.2 Hz, 1H), 8.01 (s, 1H), 7.84 (dd, J = 8.2, 5.1 Hz, 1H), 7.68 (d,
J=23Hz, 1H), 7.39 (dd, J =9.9, 8.2 Hz, 1H), 6.93 (d, J = 2.3 Hz, 1H), 6.79 (s,
1H), 5.91 (t, J = 54.6 Hz, 1H), 4.00 (d, J = 13.9 Hz, 1H), 3.66 (d, ] = 13.8 Hz,
1H), 1.50 (d, J = 4.1 Hz, 4H), 0.72 (s, 9H).
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[1295]

"H-.NMR

1HNMR (400 MHz, ™| §F-2--d4) 6§ 8.94 (dd, T=4.3, 1.4 Hz, 1H), 8.60 (dt, J=
8.9, 1.5 Hz, 1H), 8.49 (s, 1H), 7.97 (s, 1H), 7.69 (d, ] = 2.3 Hz, 1H), 7.64 (ddd, J
=18.1, 8.4, 4.5 Hz, 2H), 7.47 (dd, ] = 10.3, 8.2 Hz, 1H), 6.91 (d, ] = 2.3 Hz, 1H),
6.80 (s, 1H), 5.90 (t, ] = 54.7 Hz, 1H), 4.01 (d, ] = 13.9 Hz, 1H), 3.62 (d, ] = 13.9
Hz, 1H), 1.55 - 1.42 (m, 4H), 0.70 (s, 9H).

654

1H NMR (400 MHz, DMSO-d6) & 8.32 (s, 1H), 8.03 (s, 1H), 7.78 (t, ] = 8.3 Hz,
1H), 7.61 - 7.40 (m, 2H), 7.34 (d, ] = 7.4 Hz, 2H), 7.23 - 7.13 (m, 2H), 6.98 -
6.89 (m, 1H), 6.24 (d, T = 6.8 Hz, 1H), 5.63 (s, 2H), 4.11 (s, 1), 3.88 (dd, J =
13.8, 8.0 Hz, 1H), 3.40 (dd, J = 13.7, 5.2 Hz, 1H), 2.43 (s, 3H), 0.78 (s, 9H).

655

1H NMR (400 MHz, DMSO-d6) & 8.31 - 8.21 (m, 2H), 7.99 (s, 1H), 7.62 (d, T =
2.1 Hz, 1H), 7.55 - 7.46 (m, 2H), 7.34 - 7.23 (m, 3H), 7.22 - 7.11 (m, 3H), 6.49

(d,J=6.8 Hz, 1H), 5.62 (s, 2H), 4.15 (s, 1H), 4.04 - 3.93 (m, 4H), 3.34 (dd, J =
13.8, 5.1 Hz, 1H), 0.80 (s, 9H).

656

1H NMR (400 MHz, DMSO-d6) § 8.30 - 8.20 (m, 2H), 8.00 (s, 1H), 7.85 (d, ] =
2.3 Hz, 1H), 7.61 (d, ] = 7.7 Hz, 1H), 7.56 - 7.35 (m, 4H), 7.34 - 7.23 (m, 2H),
722 -7.11 (m, 1H), 6.51 (d, ] = 7.0 Hz, 1H), 5.62 (s, 2H), 4.13 (s, 1H), 3.98 (s,
3H), 3.99 - 3.88 (m, 1H), 3.32 (dd, T = 13.8, 5.1 Hz, 1H), 0.79 (s, 9H).

657

TH NMR (400 MHz, V| §--2-d4) § 8.37 (s, 1H), 8.13 (m, 2H), 7.78 (d, T=2.5
Hz, 1H), 7.46 (d, ] =2.5 Hz, 1H), 6.36 (s, 1H), 5.94 (t, ] = 54.7 Hz, 1H), 3.86 (m,
2H), 2.16 (s, 3H), 1.52 (m, 4H), 1.01 (s, SH).

658

1H NMR (400 MHz, ™| ¥--2--d4) § 8.47 (s, 1H), 8.22 (d, ] = 5.1 Hz, 1H), 8.05 (s,
1H), 7.70 (d, ] = 2.3 Hz, 1H), 7.40 (d, ] = 3.6 Hz, 1H), 7.23 (d, ] = 5.1 Hz, 1H),
6.98 (d, T =2.3 Hz, 1H), 6.59 (d, ] = 3.6 Hz, 1H), 6.50 (s, 1H), 4.13 (d, T = 13.9
Hz, 1H), 3.86 (s, 3H), 3.60 (d, J = 13.9 Hz, 1H), 1.75 - 1.57 (m, 4H), 0.82 (s,
9H).

- 484 -

ZIHSd 10-2022-0129667



[1296]

"H-.NMR

IH NMR (400 MHz, ¥ §--2-d4) § 9.54 (s, 1H), 8.48 (s, 1H), 8.41 (d, J=83 Hz,
2H), 8.18 (s, 1H), 8.05 (d, T =7.2 Hz, 1H), 7.87 (t, ] = 7.8 Hz, 1H), 7.63 (d, ] =
2.2 Hz, 1H), 7.16 (s, 1H), 6.98 (d, J = 2.3 Hz, 1H), 5.13 - 4.50 (m, 21H), 3.93 (d,
J=14.0 Hz, 1H), 3.83 (d, ] = 13.9 Hz, 1H), 3.01 (s, 3H), 1.79 - 1.64 (m, 4H),
0.82 (s, 9H).

660

1H NMR (400 MHz, ™| §+2--d4) §8.97 (d, ] = 5.4 Hz, 1H), 8.48 (d, ] =8.4 Hz,
2H), 8.28 (s, 1H), 8.19 (d, T = 1.2 Hz, 2H), 7.85 (dd, J = 5.4, 1.0 Hz, 1H), 7.73 (d,
J=23Hz, 1H), 7.17 (d, T =2.3 Hz, 1H), 6.47 (s, 1H), 4.95 - 4.81 (m, 3H), 4.11
(d, T=14.0Hz, 1H), 3.72 (d, J = 14.0 Hz, 1H), 2.92 (d, ] = 0.9 Hz, 3H), 1.81 -
1.64 (m, 4H), 0.84 (s, 9H).

661

IH NMR (400 MHz, ™| -2-d4) 5 8.39 (s, 1H), 8.34 (s, 1H), 7.84 - 7.75 (m,
2H), 7.15(d, ] = 2.5 Hz, 1H), 6.88 (dd, J = 8.5, 2.8 Hz, 1H), 6.31 (s, 1H), 4.38 (t,
J=10.8,2H), 3.86 (d, ] = 13.9 Hz, 1H), 3.75 (d, ] = 13.9 Hz, 1H), 2.54 (s, 3H),
0.90 (s, 9H).

662

1H NMR (400 MHz, ¥ €--8--d4) § 8.49 (s, 1H), 7.82 (t, J =8.1 Hz, 1H), 7.64 (d,
J=2.3 Hz, 1H), 6.87 (m, 2H), 6.17 (s, 1H), 4.03 (d, J=13.8 Hz, 1H),3.79 (d,J =
13.9 Hz, 1H), 3.72 (m, 1H), 2.47 (s, 3H), 1.34 - 1.18 (m, 3H), 0.92 (s, 9H).

663

1H NMR (400 MHz, ™| §+-2-d4) 5 8.48 (s, 1H), 7.86 (t, J = 8.1 Hz, 1H), 7.62 (d,
J=23Hz, 1H), 6.94 - 6.83 (m, 2H), 6.17 (s, 1H), 4.03 (d, J = 13.9 Hz, 1H), 3.79
(d, J=13.9Hz, 1H), 3.71 - 3.63 (m, 1H), 2.51 (s, 3H), 1.32 - 1.17 (m, 4H), 0.93
(s, 9H).

664

1H NMR (400 MHz, ™| §--2-d4) § 8.34 (s, 1H), 8.27 (d, ] =5.2 Hz, 1H), 8.14 (s,
1H), 7.83 (d, J = 2.5 Hz, 1H), 7.46 (d, ] = 3.6 Hz, 1H), 7.34 (d, ] = 5.3 Hz, 1H),
7.15(d, J=2.5Hz, 1H), 6.70 (d, ] = 3.6 Hz, 1H), 6.54 (s, 1H), 3.95 (d, ] = 13.8
Hz, 1H), 3.89 (s, 3H), 3.47 (d, ] = 13.7 Hz, 1H), 1.78 - 1.52 (m, 4H), 0.77 (s,
9H).
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[1297]

"H-.NMR

IH NMR (400 MHz, "] H2-d4) § 8.51 (s, 1H), 8.08 (s, 1H), 7.65 (d, T=2.3 Hz,
1H), 7.41 (d, ] = 2.0 Hz, 1H), 7.18 (d, J = 2.3 Hz, 1H), 6.29 (s, 1H), 6.16 (d, ] =
2.0 Hz, 1H), 5.93 (t, ] = 54.7 Hz, 1H), 4.08 - 3.90 (m, 2H), 3.85 (s, 3H), 1.54 (s,
4H), 1.02 (s, 9H).

666

1H NMR (400 MHz, ™| ¥+-2--d4) 5 8.49 (s, 1H), 8.23 (s, 1H), 7.64 (d, ] = 2.3 Hz,
1H), 7.41 (d,J = 2.0 Hz, 1H), 7.17 (d, J = 2.3 Hz, 1H), 6.31 (s, 1H), 6.15 (d, J =
2.0 Hz, 1H), 3.97 (q, ] = 14.0 Hz, 2H), 3.85 (s, 3H), 1.84 - 1.60 (m, 4H), 1.01 (s,
9H).

667

TH NMR (400 MHz, " §--2--d4) § 9.61 (s, 1H), 8.44 (d, T = 6.7 Hz, 2H), 8.30 (s,
1H), 8.20 (s, 1H), 8.13 (d, ] =6.5 Hz, 1H), 7.96 - 7.87 (m, 1H), 7.74 (d, ] = 2.5
Hz, 1H), 7.16 (s, 1H), 7.11 (d, ] = 2.5 Hz, 1H), 3.74 (d, ] = 13.8 Hz, 1H), 3.63 (d,
T=13.8 Hz, 1H), 3.04 (s, 3H), 1.74 (s, 2H), 1.66 (s, 2H), 0.76 (s, 9H).

668

1H NMR (400 MHz, ™| 6H-&-d4) & 8.99 (d, J = 5.5 Hz, 1H), 8.53 (s, 1H), 8.35 -
8.15 (m, 4H), 7.90 (d, J = 5.6 Hz, 1H), 7.83 (d, ] = 2.5 Hz, 1H), 7.27 (d, ] = 2.5
Hz, 1H), 6.45 (s, 1H), 3.90 (t, J = 13.5 Hz, 1H), 3.52 (d, J = 13.9 Hz, 1H), 2.95

(s, 3H), 1.76 (s, 2H), 1.67 (s, 2H), 0.78 (s, 9H).

669

1H NMR (400 MHz, 7 &-&--d4) § 8.15 (s, 1H), 7.66 (s, 1H), 7.55 (t, ] = 8.1 Hz,
1H), 7.32 (d,J = 2.3 Hz, 1H), 6.52 (dd, J = 8.5, 2.7 Hz, 1H), 6.36 (d, ] = 2.4 Hz,
1H), 5.85 (s, 1H), 4.20 (dd, J = 11.6, 4.3 Hz, 1H), 3.71 (dd, J = 11.8, 4.7 Hz, 1H),
3.26 -3.14 (m, 1H), 3.15 (d, I = 11.5 Hz, 1H), 2.86 (d, J = 11.7 Hz, 1H), 2.09 (s,
3H), 1.82 - 1.66 (m, 1H), 1.59 (d, J = 13.2 Hz, 1H), 1.23 (ddd, J = 13.2, 8.2, 5.0
Hz, 1H), 1.05 - 0.79 (m, 2H), 0.79 - 0.61 (m, 2H), 0.53 (s, 3H), 0.25 - 0.18 (m,
2H), 0.18 (s, 3H), 0.10 - -0.05 (m, 2H).

670

1H NMR (400 MHz, ™| ¥--2--d4) § 9.61 (s, 1H), 8.69 (d, J = 6.1 Hz, 1H), 8.33 (s,
1H), 8.23 (s, 1H), 8.17 (d, ] = 7.6 Hz, 1H), 8.16 (d, ] = 6.1 Hz, 1H), 8.02 (d, ] =

7.6 Hz, 1H), 7.83 (d, ] = 2.5 Hz, 1H), 7.02 (d, ] = 2.5 Hz, 1H), 6.91 (s, 1H), 3.82
(d,J=13.8 Hz, 1H), 3.42(d, J = 13.7 Hz, 1H), 1.79 - 1.55 (m, 4H), 0.62 (s, 9H).
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[1298]

"H-NMR

1H NMR (400 MHz, ™| §+-£-d4) § 8.95 (dd, T=4.3, 1.4 Hz, 1H), 8.70 - 8.63 (m,
1H), 8.35 (s, 1H), 7.99 (s, 1H), 7.83 (d, J = 2.5 Hz, 1H), 7.67 (ddd, J = 15.5, 8.4,
4.6 Hz, 2H), 7.48 (dd, J = 10.3, 8.2 Hz, 1H), 7.08 (d, J = 2.5 Hz, 1H), 6.81 (s,
1H), 5.91 (t,J = 54.7 Hz, 1H), 3.82 (d, J = 13.7 Hz, 1H), 3.49 (d, ] = 13.7 Hz,
1H), 1.55 - 1.42 (m, 4H), 0.65 (s, 9H).

672

1H NMR (400 MHz, ™| §+-2--d4) 5 9.56 (s, 1H), 8.59 (d, ] = 6.2 Hz, 1H), 8.29 (s,
1H), 8.11 (d, ] = 6.2 Hz, 1H), 8.02 (s, 1H), 7.87 (dd, J = 8.2, 5.2 Hz, 1H), 7.78 (d,
J=2.5Hz, 1H), 7.39 (dd, J = 10.0, 8.2 Hz, 1H), 7.05 (d, J = 2.5 Hz, 1H), 6.79 (s,
1H), 5.92 (t, ] = 54.8 Hz, 1H), 3.76 (d, ] = 13.7 Hz, 1H), 3.44 (s, 1H), 1.50 (d, J =
3.2 Hz, 3H), 1.31 (t, ] = 7.4 Hz, 1H), 0.65 (s, 9H).

673

1H NMR (400 MHz, 7| €F-&--d4) § 9.64 (s, 1H), 8.58 (s, 1H), 8.49 (d, J = 8.1 Hz,
1H), 8.38 - 8.27 (m, 3H), 8.01 (d, J = 7.7 Hz, 1H), 7.81 (d, ] = 2.5 Hz, 1H), 7.15
(d,7=2.5Hz, 1H), 6.98 (s, 1H), 3.74 (d, ] = 13.7 Hz, 1H), 3.50 (d, J = 13.9 Hz,
1H), 1.80 - 1.59 (m, 4H), 0.66 (s, LOF).

674

1H NMR (400 MHz, V| --&-d4) § 8.39 (s, 1H), 8.06 (s, 1H), 7.80 (d, ] =2.5 Hz,
1H), 7.42 (d,  =2.5 Hz, 1H), 6.14 - 5.73 (m, 2H), 3.93 (d, J = 13.9 Hz, 1H), 3.84
(d, J=13.9 Hz, 1H), 2.37 (s, 3H), 2.26 (s, 3H), 1.51 (m, 4H), 1.01 (s, 9H).

675

1H NMR (400 MHz, 7| &+-&--d4) § 8.36 (s, 1H), 7.99 (s, 1H), 7.90 (t, ] = 8.1 Hz,
1H), 7.80 (d, J = 2.5 Hz, 1H), 6.90 (d, J =2.5 Hz, 1H), 6.85 (dd, ] = 8.4, 2.7 Hz,
1H), 6.19 (s, 1H), 4.35 (dd, J = 11.1, 4.9 Hz, 1H), 4.11 - 3.95 (m, 1H), 3.53 (td, J
=116, 3.3 Hz, 1H), 3.49 - 3.42 (m, 1H), 3.18 (d, J = 11.6 Hz, 1H), 2.44 (s, 3H),
2.04 - 1.84 (m, 2H), 1.57 (ddd, T = 13.2, 8.4, 5.0 Hz, 1H), 1.33 - 1.17 (m, 2H),
1.12 - 0.97 (m, 2H), 0.86 (s, 3H), 0.62 - 0.51 (m, 2H), 0.49 (s, 3H), 0.36 (dt, ] =
6.4, 4.8 Hz, 2H).
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[1299]

"H-.NMR

IH NMR (400 MHz, ¥ €--2--d4) § 8.50 (s, 1H), 8.37 - 8.29 (m, 1H), 8.06 (s,
1H), 7.75 (dd, J = 7.6, 1.3 Hz, 1H), 7.68 (d, J = 2.3 Hz, 1H), 7.48 (1, ] = 7.8 Hz,
1H), 7.22 (d,J = 7.5 Hz, 1H), 6.89 (d, J =2.3 Hz, 1H), 6.80 (d, J = 7.5 Hz, 1H),
6.61 (s, 1H), 4.05 (d, T = 13.8 Hz, 1H), 3.68 (d, J = 13.8 Hz, 1H), 1.79 - 1.55 (m,
4H), 0.80 (s, 9H).

677

1H NMR (400 MHz, ™| ¥+-2--d4) § 8.40 (s, 1H), 8.09 (s, 1H), 7.80 (d, ] = 2.4 Hz,
1H), 7.39 (m, 2H), 6.31 (s, 1H), 6.15 (d, J = 2.0 Hz, 1H), 5.94 (t, J = 54.7 Hz,
1H), 3.86 (d, J = 3.9 Hz, 4H), 1.53 (s, 4H), 0.98 (s, 9H).

678

1H NMR (400 MHz, ™| §-2-d4) § 8.35 (s, 1H), 8.22 (s, 1H), 7.78 (d, T=2.5 Hz,
1H), 7.38 (m, 2H), 6.32 (s, 1H), 6.14 (d, J = 2.0 Hz, 1H), 3.92 - 3.73 (m, SH),
1.81 - 1.60 (m, 4H), 0.97 (s, 9H).

679

TH NMR (400 MHz, ™| --2--d4) § 8.17 (s, 1H), 8.09 (dd, T=2.5, 0.7 Hz, 1H),
7.83 (s, 1H), 7.57 (dd, J = 8.9, 2.5 Hz, 1H), 7.47 (d, ] =2.4 Hz, 1H), 6.86 (d, ] =
2.4 Hz, 1H), 6.65 (dd, ] = 8.9, 0.8 Hz, 1H), 3.93 - 3.81 (m, 1H), 3.04 (s, 6H),
2.03 (s, 1H), 1.21 - 1.10 (m, 4H), 0.91 (s, 9H).

680

1H NMR (400 MHz, ™ €+-8--d4) § 8.36 (s, 1H), 7.85 (t, J =8.1 Hz, 1H), 7.78 (d,
J=2.5Hz, 1H), 7.06 (d, ] =2.5 Hz, 1H), 6.91 - 6.83 (m, 1H), 6.18 (s, 1H), 3.89
(d, T=13.8 Hz, 1H), 3.77 - 3.68 (m, 1H), 3.63 (d, J = 13.8 Hz, 1H), 2.47 (s, 3H),
131 - 1.21 (m, 4H), 0.88 (s, 9H).

681

1H NMR (400 MHz, ™| §F-2--d4) 6 8.37 (s, 1H), 7.87 (t, T = 8.1 Hz, 1H), 7.77 (d,
J=25Hz, 1H), 7.09 (d, ] =2.5 Hz, 1H), 6.87 (dd, ] = 8.5, 2.8 Hz, 1H), 6.18 (s,
1H), 3.90 (d, J = 13.8 Hz, 1H), 3.66 (d, ] = 13.8 Hz, 1H), 2.51 (s, 3H), 1.32 - 1.15
(m, 4H), 0.90 (s, 9H).
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[1300]

"H-NMR

1H NMR (400 MHz, | gt-&-d4) § 9.01 (dd, T=4.6, 1.4 Hz, 1H), 8.85(d, J=8.7
Hz, 1H), 8.48 (s, 1H), 8.10 (d, J = 8.5 Hz, 1H), 7.96 (s, 1H), 7.90 - 7.82 (m, 1H),
7.81 -7.73 (m, 2H), 7.69 (d, J = 2.3 Hz, 1H), 6.92 (d, J =2.3 Hz, 1H), 6.86 (s,
1H), 4.03 (d, ] = 13.9 Hz, 1H), 3.61 (d, ] = 13.9 Hz, 1H), 1.56 - 1.44 (m, 1H),
1.24 - 1.13 (m, 2H), 0.99 (m, 2H), 0.70 (s, 9H), 0.53 - 0.42 (m, 2H), 0.29 (m,
2H).

683

1H NMR (400 MHz, "] GH$-d4) 5 8.99 (d, J = 4.4 Hz, 1H), 8.80 (d, J =8.7 Hz,
1H), 8.48 (s, 1H), 8.09 (d, J = 8.5 Hz, 1H), 7.99 (s, 1H), 7.88 - 7.81 (m, 1H), 7.78
-7.70 (m, 2H), 7.69 (d, ] =2.3 Hz, 1H), 6.93 (d, J = 2.3 Hz, 1H), 6.89 (s, 1H),
6.09 (t,J = 55.6 Hz, 1H), 4.00 (d, J = 13.9 Hz, 1H), 3.64 (d, J = 13.9 Hz, 1H),
1.77 - 1.67 (m, 6H), 0.71 (s, 9H).

684

1H NMR (400 MHz, ™| ¥+-2-d4) §9.03 (dd, J =4.7, 1.5 Hz, 1H), 8.88 (d, ] =8.7
Hz, 1H), 8.49 (s, 1H), 8.11 (d, ] = 8.6 Hz, 1H), 7.95 (s, 1H), 7.88 (dd, J = 8.5, 7.3
Hz, 1H), 7.82 - 7.75 (m, 2H), 7.69 (d, J = 2.3 Hz, 1H), 6.94 (d, ] =2.3 Hz, 1H),
6.89 (s, 1H), 4.60 (d, ] =47.1 Hz, 2H), 4.02 (d, = 13.9 Hz, 1H), 3.64 (d, ] =
13.9 Hz, 1H), 1.64 (s, 6H), 0.71 (s, 9H).

685

1H NMR (400 MHz, ™| §-£-d4) §9.00 (dd, T=4.6, 1.4 Hz, 1H), 8.81(d,J=8.7
Hz, 1H), 8.48 (s, 1H), 8.09 (d, J = 8.5 Hz, 1H), 7.89 - 7.81 (m, 2H), 7.78 - 7.70

(m, 2H), 7.68 (d, ] =2.3 Hz, 1H), 6.91 (d, ] = 2.3 Hz, 1H), 6.86 (s, 1H), 4.01 (d, J
=13.9 Hz, 1H), 3.62 (d, ] = 13.9 Hz, 1H), 2.67 (s, 1H), 2.34 (s, 6H), 0.69 (s, 9H).

686

1H NMR (400 MHz, ™| €-8--d4) 5 8.51 (s, 1H), 7.77 (t, I = 8.1 Hz, 1H), 7.65 (d,
J=23Hz, 1H), 6.98 (d, T =2.3 Hz, 1H), 6.94 - 6.85 (m, 1H), 6.36 (s, 1H), 4.00 -
3.92 (m, 2H), 3.89 (d, J = 14.0 Hz, 1H), 2.54 (s, 3H), 1.47 - 1.23 (m, 4H), 0.94 (s,
9H).

687

1H NMR (400 MHz, 7| G-8--d4) § 8.42 (s, 1H), 8.37 (s, 1H), 8.27 (d, ] = 8.2 Hz,
1H), 7.66 (d, J = 8.3 Hz, 1H), 7.60 (d, J =2.3 Hz, 1H), 6.99 (d, J = 2.3 Hz, 1H),
6.38 (s, 1H), 3.96 (d, ] = 14.0 Hz, 1H), 3.81 (d, J = 14.0 Hz, 1H), 2.75 (s, 3H),
2.72 (s, 3H), 1.84 - 1.74 (m, 2H), 1.70 (d, J = 13.9 Hz, 2H), 0.94 (s, 9H).
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[1301]

'H-NMR

1H NMR (400 MHz, V| g--2&-d4) § 8.48 (s, 1H), 8.26 (s, 1H), 7.82 (dd, T = 10.0,
7.6 Hz, 1H), 7.66 (d, J=2.3 Hz, 1H), 7.17 (dd, = 7.7, 1.5 Hz, 1H), 7.07 (d, ] =
23 Hz, 1H), 6.30 (s, 1H), 4.10 (d, ] = 14.0 Hz, 1H), 3.78 (d, ] = 14.0 Hz, 1H),
2.45 (s, 3H), 1.81 - 1.71 (m, 2H), 1.72 - 1.62 (m, 2H), 0.96 (s, 9H).

689

1H NMR (400 MHz, ™| §2--d4) § 8.40 (s, 1H), 8.36 (d, T = 8.3 Hz, 1H), 8.31 (s,
1H), 7.77 - 7.66 (m, 2H), 7.20 (d, J = 2.5 Hz, 1H), 6.39 (s, 1H), 3.85(d, ] = 13.9
Hz, 1H), 3.69 (d, ] = 14.0 Hz, 1H), 2.78 (s, 3H), 2.74 (s, 3H), 1.83 - 1.74 (m,
2H), 1.71 (d, J = 14.7 Hz, 2H), 0.92 (s, 9H).

690

1H NMR (400 MHz, 7| G+-2--d4) § 8.37 (s, 1H), 8.27 (s, 1H), 7.87 - 7.76 (m,
2H), 7.26 (dd, ] = 2.5, 0.6 Hz, 1H), 7.16 (dd, ] = 7.7, 1.5 Hz, 1H), 6.31 (s, 1H),
3.98 (d,J = 13.9 Hz, 1H), 3.65 (d, J = 13.9 Hz, 1H), 2.45 (s, 3H), 1.80 - 1.71 (m,
2H), 1.71 - 1.62 (m, 2H), 0.92 (s, 9H).

691

1H NMR (400 MHz, ™| ¥--8--d4) § 9.37 (s, 1H), 8.28 (m, 1H), 8.20 (s, 1H), 8.14
- 8.05 (m, 2H), 7.87 - 7.75 (m, 2H), 7.60 (m, 1H), 7.40 (m, 1H), 6.69 (m, 1H),
6.58 (s, 1H), 3.73 (m, 1H), 3.36 (m, 1H), 3.07 (s, 1H), 2.93 (5, 1H), 1.23 (m, 1H),
0.90 (m, 2H), 0.74 - 0.67 (m, 2H), 0.44 (s, 9H), 0.20 (m, 2H), 0.02 (m, 2H).

692

1H NMR (400 MHz, "] BH-£-d4) § 9.59 (s, 1H), 8.56 (m, 1H), 8.48 (s, 1H), 8.32
(m, 2H), 8.05 (d, J = 7.3 Hz, 1H), 7.96 (d, J = 2.4 Hz, 1H), 7.85 (t, ] = 7.8 Hz,
1H), 7.69 (d, ] = 2.3 Hz, 1H), 6.97 (m, 1H), 6.88 (s, 1H), 3.98 (m, 1H), 3.94 -
3.76 (m, 1H), 3.68 (m, 1H), 2.01 - 1.88 (m, 1H), 1.61 (m, 1H), 0.74 (s, 9H).

693

1H NMR (400 MHz, ™| ¥+-2--d4) § 9.54 (s, 1H), 8.54 (m, 1H), 8.46 (m, 1H), 8.28
(m, 2H), 8.08 - 7.98 (m, 2H), 7.86 - 7.78 (m, 1H), 7.67 (d, ] = 2.3 Hz, 1H), 6.93
(d,1=2.3 Hz, 1H), 6.88 (s, 1H), 6.10 (t, ] = 55.6 Hz, 1H), 4.04 - 3.92 (m, 2H),
3.64 (m, 1H), 1.73 (s, 6H), 0.71 (s, 9H).
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[1302]

'H-NMR

IH NMR (400 MHz, ™| §+-£--d4) § 8.43 (s, 1H), 8.27 M, 1H), 8.00 (M, 2H), 7.80
(s, OH), 7.68 (s, 1H), 6.89 (M, 2H), 4.98 - 4.78 (m, 26H), 4.73 - 4.63 (m, 2H),
4.57 (s, 1H), 3.96 (d, J = 13.7 Hz, 1H), 3.62 (d, ] = 13.7 Hz, 1H), 1.67 (s, 6H),
0.71 (s, 9H).

695

1H NMR (400 MHz, ™| ¥-2--d4) § 9.63 (s, 1H), 8.58 (d, J = 6.5 Hz, 1H), 8.49 (s,
1H), 8.36 (d, ] = 6.7 Hz, 2H), 8.09 (m, 1H), 7.96 (s, 1H), 7.92 - 7.83 (m, 1H),
7.68 (d, T =2.3 Hz, 1H), 6.96 (d, J = 2.3 Hz, 1H), 6.88 (s, 1H), 4.06 - 3.96 (m,
1H), 3.67 (m, 1H), 3.36 (s, 1H), 2.70 (s, 1H), 2.36 (s, 6H), 1.12 (s, 1H), 0.73 (s,
9H).

696

1H NMR (400 MHz, 7| ¥F-8--d4) § 9.66 (s, 1H), 8.57 (d, ] = 6.7 Hz, 1H), 8.45 (d,
J=6.7 Hz, 1H), 8.36 (m, 1H), 8.28 (s, 1H), 8.14 (m, 1H), 8.07 (s, 1H), 7.90 (m,
1H), 7.78 (d, = 2.5 Hz, 1H), 7.09 (d, J = 2.5 Hz, 1H), 6.86 (s, 1H), 3.78 (d, J =
13.8 Hz, 1H), 3.48 (d, T = 13.8 Hz, 1H), 1.20 (s, 2H), 1.00 (s, 2H), 0.67 (s, 9H),
0.53 - 0.46 (m, 2H), 0.30 (d, J = 5.2 Hz, 2H).

697

1H NMR (400 MHz, ™ §F-2--d4) § 9.66 (s, 1H), 8.57 (d, T = 6.6 Hz, 1H), 8.45 (d,
J=6.6 Hz, 1H), 8.37 (m, 1H), 8.28 (s, 1H), 8.13 (m, 1H), 7.99 - 7.86 (m, 2H),
7.77 (d, 1 =2.5Hz, 1H), 7.09 (d, ] = 2.5 Hz, 1H), 6.87 (s, 1H), 3.76 (d, ] = 13.7
Hz, 1H), 3.49 (d, J = 13.7 Hz, 1H), 2.68 (s, 1H), 2.35 (s, 6H), 0.66 (s, 9H).

698

1H NMR (400 MHz, V| §-2-d4) § 8.90 (dd, T = 4.6, 1.6 Hz, 1H), 8.53 (d, T=8.3
Hz, 1H), 8.45 (s, 1H), 8.16 (s, 1H), 8.15 - 8.13 (m, 1H), 8.06 (d, ] = 8.6 Hz, 1H),
7.81-7.76 (m, 1H), 7.74 (d, ] = 2.3 Hz, 1H), 7.65 (dd, ] = 8.3, 4.5 Hz, 1H), 7.07
(d, J=2.3 Hz, 1H), 6.38 (s, 1H), 4.10 (d, ] = 14.0 Hz, 1H), 3.63 (d, ] = 14.0 Hz,
1H), 1.78 - 1.69 (m, 2H), 1.66 (s, 2H), 0.77 (s, 9H).

699

1H NMR (400 MHz, ¥ ¥-&-d4) § 8.92 (dd, J = 4.7, 1.6 Hz, 1H), 8.61 - 8.56 (m,
1H), 8.46 (s, LH), 8.15 (s, 1H), 8.08 (d, ] = 8.5 Hz, 1H), 8.03 (s, 1H), 7.81 (dd, J
=85, 1.7Hz, 1H), 7.74 (d, T=2.3 Hz, 1H), 7.69 (dd, J = 8.4, 4.6 Hz, 1H), 7.08
(d,7=2.3 Hz, 1H), 6.38 (s, 1H), 5.94 (t, = 54.7 Hz, 1H), 4.11 (d, T = 14.0 Hz,
1H), 3.64 (d, ] = 14.0 Hz, 1H), 1.52 (d, J = 2.4 Hz, 4H), 0.78 (s, 9H).
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[1303]

TH-NMR

1H NMR (400 MHz, 7| ©-&--d4) §8.32 (d, J = 7.6 Hz, 1H), 8.32 (s, 1H), 8.07 (s,
1H), 7.80 (d, J = 2.5 Hz, 1H), 7.76 (dd, ] = 7.6, 1.2 Hz, 1H), 7.48 (t, ] = 7.8 Hz,
1H), 7.22 (d, T =7.5 Hz, 1H), 7.01 (d, T =2.5 Hz, 1H), 6.84 (d, ] = 7.5 Hz, 1H),
6.61 (s, 1H), 3.81 (d, ] = 13.6 Hz, 1H), 3.53 (d, J = 13.6 Hz, 1H), 1.80 - 1.54 (m,
4H), 0.74 (s, 9H).

701

1H NMR (400 MHz, ™| §--2-d4) § 8.86 (s, 1H), 8.51 (s, 1H), 8.24 (s, 1H), 7.63
(d,J=2.3Hz, 1H), 7.14 (d, ] = 2.4 Hz, 1H), 6.42 (s, 1H), 4.05 (d, ] = 14.0 Hz,
1H), 3.87 (d, ] = 13.9 Hz, 1H), 2.44 (s, 3H), 1.87 - 1.57 (m, 4H), 0.99 (s, 9H).

702

TH NMR (400 MHz, " §--2--d4) § 8.85 (s, 1H), 8.50 (s, 1H), 8.06 (s, 1H), 7.61
(d,J=23Hz, 1H), 7.11 (d, ] = 2.3 Hz, 1H), 6.37 (s, 1H), 4.03 (d, ] = 14.0 Hz,
1H), 3.87(d, ] = 13.9 Hz, 1H), 2.4 (s, 3H), 1.61 - 1.47 (m, 1H), 1.23 (d, J=2.7
Hz, 2H), 0.99 (m, 11H), 0.53 (dd, J = 8.1, 1.8 Hz, 2H), 0.40 - 0.27 (m, 2H).

703

1H NMR (400 MHz, ™| §+-2-d4) § 9.11 - 9.02 (m, 2H), 8.30 (s, 1H), 8.13 (d, J =
8.5 Hz, 1H), 8.04 (s, 1H), 8.00 - 7.92 (m, 1H), 7.87 (m, 2H), 7.80 (d, ] = 2.5 Hz,
1H), 7.08 (d, ] = 2.5 Hz, 1H), 6.88 (s, 1H), 3.80 (d, J = 13.7 Hz, 1H), 3.46 (d, J =
13.8 Hz, 1H), 1.51 (m, 1H), 1.20 (m, 2H), 1.05 - 0.93 (m, 2H), 0.65 (s, 9H), 0.56
- 0.43 (m, 2H), 0.30 (m, 2H).

704

1H NMR (400 MHz, ™| §F-2--d4) § 9.07 (d, T= 4.8 Hz, 1H), 9.01 (d, T =8.7 Hz,
1H), 8.30 (s, 1H), 8.12 (d, ] = 8.5 Hz, 1H), 8.00 - 7.90 (m, 2H), 7.90 - 7.82 (m,
2H), 7.79 (d, J = 2.5 Hz, 1H), 7.10 (d, ] = 2.7 Hz, 1H), 6.90 (s, 1H), 4.95 - 4.79
(m, 1H), 3.86 (m, 1H), 3.78 (d, J = 13.7 Hz, 1H), 3.54 - 3.45 (m, 1H), 2.05 - 1.84
(m, 1H), 1.68 - 1.51 (m, 1H), 0.66 (m, 9H)

1H NMR (400 MHz, ™| §+-£-d4) § 9.06 (d, J=4.7 Hz, 1H), 8.99 (d, ] =8.6 Hz,
1H), 8.29 (s, 1H), 8.11 (d, J = 8.5 Hz, 1H), 8.06 (s, 1H), 7.98 - 7.87 (m, 1H), 7.87
-7.73 (m, 3H), 7.09 (d, ] = 2.6 Hz, 1H), 6.91 (s, 1H), 6.09 (t, ] = 55.5 Hz, 1H),
3.78 (d, T = 13.8 Hz, 1H), 3.47 (d, J = 13.8 Hz, 1H), 1.73 (s, 6H), 0.65 (s, 9H).
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[1304]

"H-NMR

IH NMR (400 MHz, ¥ €--2--d4) § 9.07 (d, T = 4.7 Hz, 1H), 9.03 (d, T =8.9 Hz,
1H), 8.30 (s, 1H), 8.12 (d, J = 8.5 Hz, 1H), 7.98 - 7.91 (m, 2H), 7.84 (m, 2H),
7.79 (d,J = 2.5 Hz, 1H), 7.08 (d, ] = 2.5 Hz, 1H), 6.89 (s, 1H), 3.78 (d, ] = 13.8
Hz, 1H), 3.46 (d, J = 13.7 Hz, 1H), 2.67 (s, 1H), 2.35 (s, 6H), 0.64 (s, 9H).

707

1H NMR (400 MHz, ™ 6--2--d4) & 8.49 (s, 1H), 7.83 (t, ] = 8.1 Hz, 1H), 7.65 (d,
J=2.3 Hz, 1H), 6.90 - 6.81 (m, 2H), 6.14 - 5.81 (m, 2H), 4.12 (d, ] = 13.9 Hz,
1H), 3.69 (d, J = 13.9 Hz, 1H), 2.41 (s, 3H), 1.70 (m, 2H), 1.62 (m, 2H), 0.90 (s,
9H).

708

1H NMR (400 MHz, ™| §+-£-d4) §9.02 (dd, T= 5.0, 1.6 Hz, 1H), 8.84 (d, T =83
Hz, 1H), 8.29 (s, 1H), 8.22 (s, 1H), 8.19 (s, 1H), 8.12 (s, 1H), 7.93 (dd, J = 8.7,
1.7 Hz, 1H), 7.89 - 7.81 (m, 2H), 7.22 (d, ] = 2.5 Hz, 1H), 6.41 (s, 1H), 5.95 (t,J
=54.6 Hz, 1H), 3.91 (d, ] = 13.9 Hz, 1H), 3.47 (d, ] = 13.9 Hz, 1H), 1.54 (s, 4H),
0.72 (s, 9H).

709

1H NMR (400 MHz, 7| §--2--d4) § 8.99 (dd, J = 4.3, 1.5 Hz, 1H), 8.60 (dd, T =
8.7, 1.5 Hz, 1H), 8.50 (s, 1H), 8.12 (s, 1H), 7.87 (d, ] = 7.9 Hz, 1H), 7.70 (d, J =
2.3 Hz, 1H), 7.66 (dd, J=8.7, 4.3 Hz, 1H), 7.61 (d, J = 7.9 Hz, 1H), 6.89 (d, T =
2.3 Hz, 1H), 6.83 (s, 1H), 4.03 (d, ] = 13.8 Hz, 1H), 3.58 (d, T = 13.9 Hz, 1H),
1.76 - 1.55 (m, 4H), 0.67 (s, 9H).

710

1H NMR (400 MHz, " §--2--d4) § 9.05 (dd, J = 4.2, 1.5 Hz, 1H), 8.67 (dd, T =
8.8, 1.6 Hz, 1H), 8.31 (s, 1H), 8.21 (d, J = 7.5 Hz, 2H), 7.84 - 7.79 (m, 2H), 7.69
(dd, 7=8.7, 42 Hz, 1H), 6.99 (d, ] = 2.5 Hz, 1H), 6.92 (s, 1H), 3.81 (d, T = 13.7
Hz, 1H), 3.37 (d, ] = 13.7 Hz, 1H), 1.77 - 1.55 (m, 4H), 0.58 (s, 10H).

711

1H NMR (400 MHz, ™| ¢+-2--d4) 5 8.48 (d, ] = 3.3 Hz, 1H), 8.35 (d, ] = 7.9 Hz,
1H), 7.75 (t, ] = 4.3 Hz, 2H), 7.65 (d, ] =3.3 Hz, 1H), 7.54 - 7.45 (m, 1H), 7.40
(m, 1H), 6.83 (m, 2H), 6.56 (d, ] = 3.2 Hz, 1H), 4.01 (m, 1H), 3.75 - 3.66 (m,
1H), 2.69 (d, ] = 3.3 Hz, 1H), 2.36 (d, J = 3.3 Hz, 6H), 0.80 (s, 9H).
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[1305]

"H-.NMR

1H NMR (400 MHz, "] GH-d4) § 9.17 (s, 1H), 8.26 (s, 1H), 8.14 (s, 1H), 8.12
(d,J=8.3 Hz, 1H), 8.09 (s, 1H), 7.88 (d, ] = 7.2 Hz, 1H), 7.79 (d, ] = 2.5 Hz,
1H), 7.68 - 7.62 (m, 1H), 7.02 (d, J = 2.5 Hz, 1H), 6.78 (s, 1H), 3.73 (d, T = 13.6
Hz, 1H), 3.54 - 3.44 (m, 3H), 1.76 - 1.58 (m, 3H), 0.64 (s, 9H).

713

1H NMR (400 MHz, 7 6+-&--d4) 5 8.48 (d, J = 1.1 Hz, 1H), 8.33 (d, ] = 8.1 Hz,
1H), 7.78 (s, 1H), 7.72 (d, J = 7.5 Hz, 1H), 7.65 (d, ] = 2.2 Hz, 1H), 7.48 (t, J =
7.8 Hz, 1H), 7.41 (d, ] = 7.6 Hz, 1H), 6.81 (d, J = 7.3 Hz, 2H), 6.56 (s, 1H), 4.04
(d,7=13.8 Hz, 1H), 3.64 (d,J = 13.8 Hz, 1H), 3.61 (s, 3H), 2.67 (s, 1H), 2.35 (s,
6H), 0.76 (s, 9H).

714

1H NMR (400 MHz, o} 4] =1 = 21.d3) § 8.40 (s, 1H), 8.30 (d, J = 8.1 Hz, 1H),
7.82-7.75(m, 2H), 7.53 (d,J =2.2 Hz, 1H), 744 (t, ] =78 Hz, 1H), 731 (d,J =
7.7 Hz, 1H), 6.81 (d,J = 7.6 Hz, 1H), 6.60 (s, 1H), 6.48 (s, 1H), 6.24 (s, 2H),
3.77 -3.56 (m, SH), 3.54 (s, 3H), 3.04 (m, 2H), 2.35 (s, 2H), 1.42 (s, 9H), 0.80
(s, 9H).

715

1H NMR (400 MHz, ™| §+-2-d4) § 8.45 (s, 1H), 7.93 (s, 1H), 7.76 (t, ] = 8.1 Hz,
1H), 7.60 (d, J = 2.3 Hz, 1H), 6.86 (dd, J = 8.5, 2.8 Hz, 1H), 6.80 (d, ] = 2.3 Hz,
1H), 6.17 (s, 1H), 4.30 (d, ] = 15.0 Hz, 1H), 4.14 (d, ] = 15.0 Hz, 1H), 2.49 (s,
3H), 1.64 (s, 9H), 1.12 (d, ] = 2.2 Hz, 6H).

716

1H NMR (400 MHz, ™| ¥-2-d4) § 8.51 (d, ] = 0.7 Hz, 1H), 7.91 (s, 1H), 7.77 (t,
J=8.1Hz, 1H), 7.63 (d, ] =2.3 Hz, 1H), 6.94 - 6.84 (m, 2H), 6.18 (s, 1H), 4.02
(d, J=13.9 Hz, 1H), 3.94 - 3.79 (m, 2H), 2.50 (s, 3H), 1.27 - 1.10 (m, 4H), 0.93
(s, 9H).

717

1TH NMR (400 MHz, V| §--2-d4) § 8.46 (d, T= 1.0 Hz, 1H), 8.31 (d, J=8.3 Hz,
1H), 8.25 (s, 1H), 7.68 (d, T =8.3 Hz, 1H), 7.62 (d, ] = 2.3 Hz, 1H), 7.03 (d, ] =
2.3 Hz, 1H), 6.38 (s, 1H), 5.94 (t, ] = 54.5 Hz, 1H), 3.99 (d, J = 14.0 Hz, 1H),
3.84 (d, ] =14.0 Hz, 1H), 2.75 (d, ] = 7.7 Hz, 6H), 1.56 (s, 4H), 0.95 (d, I = 1.1
Hz, 9H).
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[1306]

'"H-NMR

1H NMR (400 MHz, ™| §+-2-d4) 5 8.47 (s, 1H), 8.06 (s, 1H), 7.71 - 7.58 (m,
2H), 7.26 (d, ] = 8.2 Hz, 1H), 6.87 (d, ] = 2.3 Hz, 1H), 6.20 (s, 1H), 5.94 (t, J =
54.7 Hz, 1H), 4.04 (d, J = 13.9 Hz, 1H), 3.76 (d, J = 13.9 Hz, 1H), 2.51 (s, 3H),
1.54 (d, = 1.1 Hz, 4H), 0.92 (s, 9H).

719

1H NMR (400 MHz, ™| ¥+-2--d4) 6 8.50 (s, 1H), 7.90 (s, 1H), 7.74 (t, = 8.1 Hz,
1H), 7.62 (d, ] = 2.3 Hz, 1H), 6.91 - 6.78 (m, 2H), 6.18 (s, 1H), 4.41 - 4.14 (m,
2H), 2.69 (s, 1H), 2.51 (s, 3H), 2.37 (s, 6H), 1.14 (d, ] = 3.3 Hz, 6H).

720

IH NMR (400 MHz, 7| G--2-d4) § 8.53 (s, 1H), 7.95 (s, 1H), 7.74 (t, T = 8.1 Hz,
1H), 7.63 (d, ] =2.3 Hz, 1H), 6.94 - 6.80 (m, 2H), 6.17 (s, 1H), 4.34 (d, T = 15.0

Hz, 1H), 4.20 (d, J = 15.0 Hz, 1H), 2.49 (s, 3H), 1.65 (s, 3H), 1.31 (d, ] = 5.2 Hz,
2H), 1.15 (d, J = 2.2 Hz, 6H), 1.09 - 1.00 (m, 2H).

721

1TH NMR (400 MHz, v §-2-d4) § 8.44 (s, 1H), 8.18 (s, 1H), 7.76 (t, ] = 8.2 Hz,
1H), 7.61 (d, J = 2.3 Hz, 1H), 6.95 - 6.74 (m, 2H), 6.22 (s, 1H), 4.29 (d, ] = 14.9
Hz, 1H), 4.13 (d, J = 14.9 Hz, 1H), 2.50 (s, 3H), 1.84 - 1.59 (m, 4H), 1.13 (d, ] =
2.1 Hz, 6H).

722

1H NMR (400 MHz, ™| ¥+-2-d4) § 8.51 (s, 1H), 8.20 (s, 1H), 7.84 (t, ] = 8.1 Hz,
1H), 7.65 (d, ] = 2.3 Hz, 1H), 6.93 - 6.77 (m, 1H), 6.62 (d, J = 2.3 Hz, 1H), 6.11
(s, 1H), 4.53 - 4.20 (m, 2H), 3.04 (s, 3H), 2.46 (s, 3H), 1.87 - 1.57 (m, 4H), 1.48
(s, 3H), 1.38 (s, 3H).

723

1H NMR (400 MHz, ™| §-%--d4) 5 8.43 (d, ] = 3.3 Hz, 1H), 8.05 (d, J = 3.6 Hz,
1H), 7.81 (q, ] = 8.0 Hz, 1H), 7.62 (d, J = 2.3 Hz, 1H), 7.46 - 7.21 (m, 5H), 7.14
(dd, J=25.5, 2.3 Hz, 1H), 6.97 - 6.77 (m, 1H), 6.35 (d, J = 5.8 Hz, 1H), 5.94 (td,
J=547,8.7Hz, 1H), 5.70 (dt, ] = 20.5, 7.2 Hz, 1H), 2.53 (d, J = 5.7 Hz, 3H),
2.12 (dh, 7=29.2, 7.2 Hz, 2H), 1.53 (d, = 6.7 Hz, 4H), 0.97 (dt, T = 14.5, 7.3
Hz, 3H).
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[1307]

'"H-NMR

TH NMR (400 MHz, " §--2-d4) § 8.50 (s, 1H), 8.35 (d, J=8.1 Hz, 1H), 7.91 (s,
1H), 7.74 - 7.61 (m, 2H), 7.48 (t, T = 7.8 Hz, 1H), 7.41 (d, ] = 7.7 Hz, 1H), 6.94 -
6.74 (m, 2H), 6.57 (s, 1H), 5.92 (t, ] = 54.7 Hz, 1H), 4.33 (d, ] = 14.8 Hz, 1H),
4.06 (d, ] = 14.8 Hz, 1H), 1.58 - 1.40 (m, 4H), 1.01 (d, J = 17.0 Hz, 6H).

725

1H NMR (400 MHz, ™| ¥-2-d4) § 8.37 (s, 1H), 8.04 (s, 1H), 7.85 - 7.70 (m,
2H), 7.04 (d, ] = 2.5 Hz, 1H), 6.87 (dd, ] = 8.4, 2.7 Hz, 1H), 6.21 (s, 1H), 5.94 (4,
T=54.7Hz, 1H), 421 (d,J =14.9 Hz, 1H), 4.05 (d, ] = 14.9 Hz, 1H), 2.51 (s,
3H), 1.53 (t, ] = 2.3 Hz, 4H), 1.10 (d, ] = 2.4 Hz, 6H).

726

TH NMR (400 MHz, 7| --2-d4) §8.52 (d, T= 1.3 Hz, 1H), 8.33 (d, T=8.1 Hz,
1H), 7.92 (s, 1H), 7.79 - 7.63 (m, 2H), 7.48 (t, ] = 7.8 Hz, 1H), 7.23 (d, ] = 7.5
Hz, 1H), 6.85 (d, 1 =22 Hz, 1H), 6.79 (d, ] = 7.6 Hz, 1H), 6.58 (s, 1H), 5.92 (t, J
=54.7Hz, 1H), 436 (d, ] = 14.8 Hz, 1H), 4.05 (d, ] = 14.8 Hz, 1H), 1.50 (d, ] =
5.1 Hz, 4H), 1.01 (d, J = 10.6 Hz, 6H).

727

IH NMR (400 MHz, ™| €--2--d4) § 8.25 (s, 1H), 8.02 (s, 1H), 7.78 (t, T = 8.1 Hz,
1H), 7.51 (d, J = 2.4 Hz, 1H), 6.86 (dd, ] =8.5, 2.7 Hz, 1H), 6.71 (d, ] = 2.4 Hz,
1H), 6.19 (s, 1H), 5.95 (t, J = 548 Hz, 1H), 4.19 (d, ] = 14.8 Hz, 1H), 3.99 (d, ] =
14.8 Hz, 1H), 2.50 (s, 3H), 1.53 (q, ] = 2.1 Hz, 4H), 1.07 (d, ] = 2.3 Hz, 6H).

728

1H NMR (400 MHz, 7| §--2--d4) § 8.45 (s, 1H), 8.31 (s, 1H), 8.23 (dd, T=7.9,
1.5 Hz, 1H), 7.92 - 7.86 (m, 1H), 7.77 (s, 1H), 7.66 (d, J = 2.2 Hz, 1H), 7.52 (t,J
=7.8Hz, 1H), 6.98 (d, J = 2.4 Hz, 2H), 4.03 (d, ] = 13.8 Hz, 1H), 3.73 (d, ] =
13.9 Hz, 1H), 3.59 (s, 3H), 2.66 (s, 1H), 2.34 (s, 6H), 0.86 (s, 9H).

729

1H NMR (400 MHz, ™| §2--d4) § 8.49 (s, 1H), 7.96 (s, 1H), 7.62 (d, T=2.3 Hz,
1H), 7.51 (d, ] = 8.6 Hz, 1H), 6.93 (d, ] = 2.3 Hz, 1H), 6.61 (d, ] = 8.6 Hz, 1H),
6.17 (s, 1H), 5.93 (t, J = 54.7 Hz, 1H), 4.00 (d, ] = 13.9 Hz, 1H), 3.89 (s, 4H),
248 (s, 3H), 1.52 (s, 4H), 0.94 (s, 9H).
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1H NMR (400 MHz, ™| §F-2--d4) § 8.47 (s, 1H), 8.33 (d, T = 8.1 Hz, 1H), 7.89 (s,

1H), 7.72 (dd, T = 7.2, 1.2 Hz, 1H), 7.65 (d, ] = 2.3 Hz, 1H), 7.47 (t, ] = 7.8 Hz,
1H), 7.41 (d,J = 7.6 Hz, 1H), 6.89 - 6.71 (m, 2H), 6.56 (s, 1H), 5.92 (t, ] = 54.7
Hz, 1H), 4.52 (d, T = 14.9 Hz, 1H), 4.09 (d, J = 14.8 Hz, 1H), 3.61 (s, 3H), 2.20 -
2.04 (m, 2H), 2.04 - 1.76 (m, 3H), 1.68 (d, ] = 8.8 Hz, 1H), 1.50 (t, ] = 3.8 Hz,
4H).

731

1H NMR (400 MHz, ™| ¥+2-d4) § 8.51 (s, 1H), 8.03 (s, 1H), 7.77 (t, ] = 8.1 Hz,
1H), 7.64 (d, ] =2.3 Hz, 1H), 6.94 - 6.74 (m, 2H), 6.21 (s, 1H), 5.94 (t, ] = 54.7
Hz, 1H), 4.55 (d, J = 15.0 Hz, 1H), 4.28 (d, J = 15.0 Hz, 1H), 2.49 (s, 3H), 2.32
(ddd, J=12.5,9.3, 6.6 Hz, 2H), 2.19 - 1.77 (m, 4H), 1.64 - 1.46 (m, 4H).

732

1H NMR (400 MHz, ™| ¥--&-d4) § 8.21 (d, ] = 12.2 Hz, 1H), 8.05 (s, 1H), 7.51 -
7.34 (m, 2H), 6.79 (d, J = 2.4 Hz, 1H), 6.43 (dd, J = 15.8, 9.5 Hz, 1H), 6.08 (d, J
=9.5Hz, 1H), 3.80 (d, J= 13.8 Hz, 1H), 3.70 - 3.54 (m, 4H), 2.48 (s, 3H), 1.52
(s, 4H), 0.90 (d, J = 2.4 Hz, 9H).

1H NMR (400 MHz, ™| §+-2-d4) § 8.52 (s, 1H), 8.05 (s, 1H), 7.76 (t, ] = 8.1 Hz,
1H), 7.61 (d, ] =2.2 Hz, 1H), 7.05 (d, ] = 2.3 Hz, 1H), 6.88 (dd, ] = 8.5, 2.8 Hz,
1H), 6.26 (s, 1H), 5.94 (t, ] = 54.6 Hz, 1H), 4.10 (dd, J = 14.6, 7.1 Hz, 1H), 3.97
(dd, T =14.6, 7.3 Hz, 1H), 2.50 (s, 3H), 1.54 (s, 4H), 1.11 (d, ] = 3.7 Hz, 6H),
1.02 (d, ] =3.4 Hz, 6H), 0.79 (t, ] = 7.2 Hz, 1H).

734

ITHNMR (400 MHz, V| §-2--d4) § 8.92 (s, 2H), 8.45 (s, 1H), 8.21 - 8.02 (m,
2H), 7.97 - 7.88 (m, 1H), 7.83 (dd, ] = 8.4, 7.3 Hz, 1H), 7.69 (d, ] = 2.3 Hz, 1H),
731 (s, 1H), 7.06 (d, ] = 2.3 Hz, 1H), 3.99 (d, ] = 13.8 Hz, 1H), 3.69 (d, 1 = 13.9
Hz, 1H), 1.79 - 1.48 (m, 4H), 0.78 (s, 9H).

735

1H NMR (400 MHz, ™| ¥--2--d4) § 8.12 (s, 1H), 7.60 (d, J = 3.1 Hz, 1H), 7.47
(dd,J=72,23 Hz, 1H), 7.29 (dt, ] = 7.9, 1.0 Hz, 1H), 7.22 - 7.03 (m, 3H), 6.65
- 6.49 (m, 2H), 6.28 (s, 1H), 3.76 (s, 3H), 3.67 - 3.57 (m, 1H), 3.53 - 3.41 (m,
1H), 2.60 (s, 1H), 2.29 (s, 6H), 0.73 (d, J = 1.4 Hz, 9H).
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IH NMR (400 MHz, ¥ §+-2--d4) § 8.43 (s, 1H), 7.80 - 7.60 (m, 2H), 7.36 (p, T =
3.8 Hz, 1H), 7.24 - 7.08 (m, 3H), 6.96 (d, J = 2.2 Hz, 1H), 6.54 (dd, ] =3.2, 0.9
Hz, 1H), 6.39 (s, 1H), 5.90 (t, J = 54.8 Hz, 1H), 4.05 (d, J = 13.7 Hz, 1H), 3.80
(s, 3H), 3.65 (d, T = 13.8 Hz, 1H), 1.58 - 1.35 (m, 4H), 0.84 (s, 9H).

737

1H NMR (400 MHz, ™ 6-8-d4) & 8.44 (s, 1H), 8.04 (s, 1H), 7.80 - 7.57 (m,
3H), 7.50 (t, ] = 7.6 Hz, 1H), 7.43 - 7.20 (m, 1H), 6.89 (d, ] = 2.3 Hz, 1H), 6.21
(s, 1H), 5.94 (t, ] = 54.7 Hz, 1H), 4.69 (d, J = 18.0 Hz, 1H), 4.33 (d, J = 18.0 Hz,
1H), 4.13 (d, J = 13.8 Hz, 1H), 3.70 - 3.56 (m, 1H), 3.15 (s, 3H), 1.53 (d, T=3.2
Hz, 4H), 0.85 (s, 9H).

738

1H NMR (400 MHz, #| €H-2--d4) § 9.57 (s, 1H), 8.58 (d, ] = 6.4 Hz, 1T1), 8.50 (s,
1H), 8.44 (d,J = 0.9 Hz, 1H), 8.24 (d, ] = 6.4 Hz, 1H), 8.06 (s, 1H), 7.68 (d, J =
2.3 Hz, 1H), 7.18 (d, T = 2.3 Hz, 1H), 6.61 (s, 1H), 4.01 (d, T = 14.0 Hz, 1H),
3.90 (tt, J=7.4, 4.0 Hz, 1H), 3.82 (d, J = 14.0 Hz, 1H), 1.24 - 1.13 (m, 4H), 0.88
(s, 9H).

739

1H NMR (400 MHz, ™| §+-%-d4) 6 8.49 (s, 1H), 8.06 (s, 1H), 7.76 (t, = 8.1 Hz,
1H), 7.62 (d, ] = 2.3 Hz, 1H), 7.06 (d, ] = 2.3 Hz, 1H), 6.89 (dd, ] = 8.4, 2.8 Hz,
1H), 6.25 (s, 1H), 5.93 (t, J = 54.6 Hz, 1H), 4.12 (m, 2H), 2.52 (s, 1H), 2.51 (s,
3H), 1.80 (s, 6H), 1.54 (s, 4H).

740

1H NMR (400 MHz, ™| §+-2-d4) § 8.49 (s, 1H), 8.20 (s, 1H), 7.76 (t, ] = 8.1 Hz,
1H), 7.62 (d, J = 2.3 Hz, 1H), 7.06 (d, J = 2.3 Hz, 1H), 6.89 (dd, ] = 8.5, 2.8 Hz,
1H), 6.26 (s, 1H), 4.12 (s, 2H), 2.52 (s, 1H), 2.51 (s, 3H), 1.80 (s, 6H), 1.78 -
1.72 (m, 2H), 1.72 - 1.65 (m, 2H).

741

1H NMR (400 MHz, ™| §+-8--d4) § 9.52 (s, 1H), 8.56 (d, ] = 6.3 Hz, 1H), 8.48 (s,
1H), 8.38 (d, ] = 1.0 Hz, 1H), 8.32 (s, 1H), 8.20 (d, J = 6.3 1H), 7.68 (d, ] =2.3
Hz, 1H), 7.17 (d, ] =2.3 Hz, 1H), 6.65 (s, 1H), 4.00 (d, T = 14.0 Hz, 1H), 3.80 (d,
J=14.0Hz, 1H), 1.81 - 1.71 (m, 2H), 1.69 (m, 2H), 0.87 (s, 9H).
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1TH NMR (400 MHz, V| t-&-d4) § 8.53 (s, 1H), 8.04 (s, 1H), 7.98 (t, T =2.1 Hz,
1H), 7.87 - 7.75 (m, 2H), 7.67 (d, ] =2.3 Hz, 1H), 7.10 (d, ] = 2.4 Hz, 1H), 6.88
(dd, T=8.4,2.7 Hz, 1H), 6.17 (s, 1H), 5.93 (t, J = 54.7 Hz, 1H), 2.45 (s, 3H),
1.53 (s, 4H).

743

IH NMR (400 MHz, "] §H2--d4) § 8.48 (s, 1H), 8.35 (d, J = 8.4 Hz, 1H), 7.93 (s,
1H), 7.76 (d, J = 7.3 Hz, 1H), 7.67 (d,J = 1.9 Hz, 1H), 7.50 (t, J = 7.8 Hz, 1H),
7.40 (d,J =7.7 Hz, 1H), 6.86 (d, ] = 2.2 Hz, 1H), 6.83 (d, J = 7.9 Hz, 1H), 6.60
(s, 1H), 6.23 (tt, ] = 56.0, 4.1 Hz, 1H), 5.92 (t, ] = 54.6 Hz, 1H), 4.56 - 4.43 (m,
1H), 4.44 - 428 (m, 1H), 4.04 (d, ] = 13.8 Hz, 1H), 3.64 (d, J = 13.8 Hz, 1H),
1.62 - 1.38 (m, 4H), 0.78 (s, 9H).

744

1H NMR (400 MHz, ™| ¢+-2--d4) § 8.47 (s, 1H), 8.34 (d, ] = 8.1 Hz, 1H), 7.91 (s,
1H), 7.73 (d, } = 7.5 Hz, 1H), 7.66 (d, ] =2.3 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H),
7.41(d,]=7.7Hz, 1H), 6.84 (d, ] =2.3 Hz, 1H), 6.82 (d, J = 7.8 Hz, 1H), 6.58
(s, 1H), 5.92 (t, ] = 54.7 Hz, 1H), 4.02 (d, ] = 13.8 Hz, 1H), 3.65 (d, ] = 13.8 Hz,
1H), 3.61 (s, 3H), 1.57 - 1.42 (m, 4H), 0.78 (s, 9H).

745

1H NMR (400 MHz, ™| ¥-2--d4) § 8.49 (s, 1H), 8.33 (d, ] = 8.1 Hz, 1H), 7.77 (s,
1H), 7.73 (d, J = 7.5 Hz, 1H), 7.66 (d, T =2.3 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H),
7.41(d,J=7.6Hz, 1H), 6.84 (d, ] =2.3 Hz, 1H), 6.81 (d, ] = 7.7 Hz, 1H), 6.54
(s, 1H), 4.04 (d, T = 13.8 Hz, 1H), 3.91 - 3.81 (m, 1H), 3.66 (d, ] = 13.8 Hz, 1H),
3.61 (s, 3H), 1.22 - 1.08 (m, 4H), 0.78 (s, 9H).

746

1H NMR (400 MHz, ™| §-%--d4) 5 8.51 (s, 1H), 8.06 (s, 1H), 7.79 (t, T = 8.1 Hz,
1H), 7.63 (d, T = 2.3 Hz, 1H), 6.87 (dd, ] = 8.3, 2.8 Hz, 1H), 6.72(d, ] = 2.2 Hz,
1H), 6.09 (s, 1H), 5.95 (t, ] = 54.6 Hz, 1H), 4.09 - 3.95 (m, 2H), 3.65 - 3.53 (m,

2H), 2.49 (s, 3H), 1.54 (s, 4H), 1.01 (s, 3H), 0.98 (s, 3H).

747

1H NMR (400 MHz, 7 &-8--d4) § 8.47 (s, 1H), 8.39 - 8.28 (m, 1H), 7.80 (s,
1H), 7.73 (dd, T = 7.5, 1.3 Hz, 1H), 7.65 (d, ] = 2.2 Hz, 1H), 7.47 (t, ] = 7.8 Hz,
1H), 7.41 (d,J = 7.7 Hz, 1H), 6.89 - 6.73 (m, 2H), 6.55 (s, 1H), 4.03 (d, ] = 13.8
Hz, 1H), 3.63 (m, 4H), 1.61 (s, 9H), 0.77 (s, 9H).
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1H NMR (400 MHz, ™| ¥-2-d4) § 8.34 (s, 1H), 7.90 (s, 1H), 7.83 - 7.73 (m,
2H), 7.10 (d, ] = 2.5 Hz, 1H), 6.88 (dd, ] = 8.5, 2.7 Hz, 1H), 6.25 (s, 1H), 3.88 (d,
J=13.8 Hz, 1H), 3.65 (d, J = 13.8 Hz, 1H), 2.50 (s, 3H), 1.65 (t, J = 18.7 Hz,
3H), 0.89 (s, 9H).

749

1H NMR (400 MHz, v §+-2-d4) § 8.49 (d, T = 1.3 Hz, 1H), 7.90 (s, 1H), 7.78 (t,
J=81Hz 1H), 7.64 (d, ] =2.3 Hz, 1H), 6.93 (d, ] =2.1 Hz, 1H), 6.88 (dd, J =
8.5,2.7 Hz, 1H), 6.25 (s, 1H), 4.94 - 4.82 (m, 1H), 4.03 (d, J = 14.2 Hz, 1H),
3.81(d, J = 14.0 Hz, 1H), 2.50 (s, 3H), 1.66 (t, ] = 18.7 Hz, 3H), 0.93 (s, 9H).

750

1H NMR (400 MHz, ™| §+-2--d4) § 8.48 (s, 1H), 7.89 (s, 1H), 7.79 (t, T = 8.1 Hz,
1H), 7.63 (d, J =2.3 Hz, 1H), 6.93 (d, J = 2.3 Hz, 1H), 6.88 (dd, J = 8.5, 2.7 Hz,
1H), 6.25 (s, 1H), 4.90 (dd, ] = 13.7, 2.8 Hz, 2H), 4.02 (d, ] = 13.9 Hz, 1H), 3 81
(d, J=13.9 Hz, 1H), 2.50 (s, 3H), 1.92 (td, J = 16.9, 8.3 Hz, 2H), 1.05 (t, ] = 7.5
Hz, 3H), 0.93 (s, 9H).

751

1H NMR (400 MHz, ™| §+-2-d4) § 8.50 (s, 1H), 7.92 (s, 1H), 7.74 (t, ] = 8.1 Hz,
1H), 7.64 (d, J =2.3 Hz, 1H), 6.96 (d, ] =2.3 Hz, 1H), 6.88 (dd, ] =8.5, 2.7 Hz,

1H), 6.24 (s, 1H), 4.64 (d, J = 1.3 Hz, 2H), 4.01 (d, ] = 13.9 Hz, 1H), 3.87(d, J =
13.9 Hz, 1H), 2.50 (s, 3H), 1.14 (s, 4H), 0.94 (s, 9H).

752

1H NMR (400 MHz, ™| §+-2-d4) 5 8.51 (s, 1H), 7.88 (s, 1H), 7.75 (t, ] = 8.1 Hz,
1H), 7.64 (d, ] = 2.3 Hz, 1H), 6.95 (d, ] =2.3 Hz, 1H), 6.87 (dd, ] =8.4, 2.8 Hz,
1H), 6.22 (s, 1H), 5.59 (t, J = 56.0 Hz, 1H), 4.55 (s, 2H), 4.02 (d, ] = 13.9 Hz,
1H), 3.86 (d, ] = 13.9 Hz, 1H), 2.50 (s, 3H), 0.94 (s, 14H).

1H NMR (400 MHz, " €--&-d4) § 8.49 (s, 1H), 8.01 (s, 1H), 7.72 (t, T = 8.1 Hz,
1H), 7.62 (d, ] = 2.3 Hz, 1H), 6.92 (d, ] =2.3 Hz, 1H), 6.86 (dd, ] =8.4, 2.8 Hz,
1H), 6.20 (s, 1H), 3.99 (d, ] = 14.0 Hz, 1H), 3.86 (d, J = 14.0 Hz, 1H), 2.86 (¢, J
=10.3 Hz, 2H), 2.48 (s, 3H), 1.52 - 1.23 (m, 4H), 0.93 (s, 9H).
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IH NMR (400 MHz, H| GH<-d4) § 8.48 (s, 1H), 7.95 (s, 1H), 7.76 (, J= 8.1 Hz,
1H), 7.62 (d, J = 2.3 Hz, 1H), 7.00 - 6.78 (m, 2H), 6.19 (s, 1H), 4.00 (d, ] = 13.9
Hz, 1H), 3.83 (d, J = 14.0 Hz, 1H), 2.49 (s, 3H), 1.92 - 1.74 (m, 2H), 1.31 - 1.17
(m, 2H), 1.06 (d, J = 1.8 Hz, 2H), 0.93 (s, 9H), 0.82 (t, ] = 7.4 Hz, 3H).

755

1H NMR (400 MHz, 7 6+-8--d4) § 8.49 (s, 1H), 7.88 (s, 1H), 7.76 (t, J = 8.1 Hz,
1H), 7.64 (d, ] = 2.3 Hz, 1H), 6.94 (d, ] =2.3 Hz, 1H), 6.88 (dd, ] = 8.4, 2.8 Hz,
1H), 6.23 (s, 1H), 4.55 (s, 2H), 4.01 (d, T = 13.9 Hz, 1H), 3.84 (d, J=13.9 Hz,
1H), 2.49 (s, 3H), 1.17 (d, ] = 6.7 Hz, 6H), 0.94 (s, 9H).

756

IH NMR (400 MHz, " §--2--d4) § 8.46 (s, 1H), 8.33 (d, J=8.3 Hz, 1H), 7.80 (s,
1H), 7.76 - 7.68 (m, 1H), 7.65 (d, J =2.3 Hz, 1H), 7.47 (t, ] = 7.8 Hz, 1H), 7.40
(d,J=7.7Hz, 1H), 6.88 - 6.75 (m, 2H), 6.54 (s, 1H), 4.01 (d, J = 13.8 Hz, 1H),
3.65 (d, T=13.8 Hz, 1H), 3.60 (s, 3H), 1.83 (q, ] = 7.4 Hz, 2H), 1.21(d, T =5.5
Hz, 2H), 1.13 - 0.97 (m, 2H), 0.78 (d, ] = 7.6 Hz, 12H).

757

1H NMR (400 MHz, ™| -2-d4) 5 8.51 (s, 1H), 7.91 (s, 1H), 7.76 (t, ] = 8.1 Hz,
1H), 7.64 (d, ] = 2.3 Hz, 1H), 6.93 (d, ] =2.3 Hz, 1H), 6.87 (dd, ] = 8.5, 2.8 Hz,
1H), 6.21 (s, 1H), 4.03 (d, J = 13.9 Hz, 1H), 3.85 (d, J = 13.9 Hz, 1H), 2.49 (s,
3H), 1.65 (p, ] = 6.8 Hz, 1H), 1.24 - 1.15 (m, 2H), 1.15 - 1.08 (m, 2H), 0.94 (s,
9H), 0.93 - 0.87 (m, 6H).

758

1H NMR (400 MHz, ™| ¥-2-d4) § 8.47 (s, 1H), 7.97 (s, 1H), 7.78 (t, ] = 8.1 Hz,
1H), 7.63 (d, ] = 2.3 Hz, 1H), 6.90 - 6.87 (m, 1H), 6.87 - 6.85 (m, 1H), 6.20 (s,
1H), 4.02 (d, ] = 13.9 Hz, 1H), 3.81 (d, J = 13.9 Hz, 1H), 2.49 (s, 3H), 1.57 (s,
3H), 1.56 (s, 3H), 1.39 - 1.31 (m, 1H), 0.93 (s, 9H), 0.56 - 0.49 (m, 2H), 0.46 -
0.38 (m, 2H).

759

1H NMR (400 MHz, ™| ¥--2--d4) § 8.50 (s, 1H), 8.07 (s, 1H), 7.80 (t, ] = 8.1 Hz,
1H), 7.63 (d, ] = 2.3 Hz, 1H), 6.95 - 6.84 (m, 2H), 6.24 (s, 1H), 5.09 (t, ] = 6.3
Hz, 2H), 4.75 (dd, J = 6.8, 2.3 Hz, 2H), 4.02 (d, ] = 13.9 Hz, 1H), 3.84 (d, ] =
13.9 Hz, 1H), 2.51 (s, 3H), 1.92 (s, 3H), 0.93 (s, 9H).
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1H NMR (400 MHz, ™| ¥+-2--d4) § 8.46 (s, 1H), 8.34 (d, ] = 8.0 Hz, 1H), 7.92 (s,
1H), 7.75 (dd, = 7.5, 1.0 Hz, 1H), 7.66 (d, J = 2.3 Hz, 1H), 7.48 (t, ] = 7.8 Hz,
1H), 7.41 (d, ] = 7.7 Hz, 1H), 6.87 - 6.80 (m, 2H), 6.58 (s, 1H), 5.06 (dd, ] = 6.8,
42 Hz, 2H), 4.76 - 4.69 (m, 2H), 4.02 (d, ] = 13.8 Hz, 1H), 3.64 (d, ] = 13.8 Hz,
1H), 3.61 (s, 3H), 1.88 (s, 3H), 0.77 (s, 9H).

761

1H NMR (400 MHz, 7 6+-&--d4) § 8.49 (s, 1H), 7.90 (s, 1H), 7.76 (t, ] = 8.1 Hz,
1H), 7.63 (d,J = 2.3 Hz, 1H), 6.92 (d, J =2.3 Hz, 1H), 6.87 (dd, ] = 8.6, 2.8 Hz,
1H), 6.20 (s, 1H), 4.01 (d, J = 13.9 Hz, 1H), 3.85 (d, J = 13.9 Hz, 1H), 2.49 (s,
3H), 1.28 (m, 2H), 1.08 (m, 2H), 0.94 (s, 9H), 0.88 (s, OH).

762

1H NMR (400 MHz, ™| §---d4) & 8.48 (s, 1H), 8.02 (s, 1H), 7.79 (t, T = 8.1 Hz,
1H), 7.64 (d, ] = 2.3 Hz, 1H), 6.92 (d, J = 2.3 Hz, 1H), 6.88 (dd, ] = 8.5, 2.8 Hz,
1H), 6.25 (s, 1H), 5.39 - 5.21 (m, 1H), 5.05 - 4.91 (m, 2H), 4.84 (s, 2H), 4.02 (d,
J=13.9 Hz, 1H), 3.81 (d, J = 13.9 Hz, 1H), 2.50 (s, 3H), 0.93 (s, 9H).

763

IH NMR (400 MHz, ¥ €--2--d4) § 8.54 (s, 1H), 8.00 (s, 1H), 7.76 (t, ] = 8.1 Hz,
1H), 7.65 (d, T = 2.3 Hz, 1H), 6.88 (d, J = 2.8 Hz, 1H), 6.86 (d, J =2.2 Hz, 2H),
6.18 (s, 1H), 437 (d, T = 15.0 Hz, 1H), 4.18 (d, J = 15.0 Hz, 1H), 2.49 (s, 3H),
1.59 - 1.49 (m, 1H), 1.30 - 1.19 (m, 2H), 1.15 (s, 3H), 1.15 (s, 3H), 1.08 - 0.96
(m, 2H), 0.57 - 0.48 (m, 2H), 0.37 - 0.27 (m, 2H).

764

IH NMR (400 MHz, ™| --2-d4) § 8.49 (s, 1H), 7.87 (s, 1H), 7.79 (t, T = 8.1 Hz,
1H), 7.64 (d, ] = 2.3 Hz, 1H), 6.92 (d, ] =2.3 Hz, 1H), 6.88 (dd, ] =8.5, 2.8 Hz,
1H), 6.22 (s, 1H), 4.23 (d, ] =3.1 Hz, 2H), 4.04 (d, J=13.9 Hz, 1H), 3.81(d, J =
13.9 Hz, 1H), 2.50 (s, 3H), 0.96 (s, 3H), 0.93 (s, 9H), 0.71 - 0.66 (m, 2H), 0.43
(m, 2H).

765

1H NMR (400 MHz, ™| ¥+-2--d4) § 8.47 (s, 1H), 8.33 (d, ] = 7.9 Hz, 1H), 7.90 (s,
1H), 7.75(d, T = 7.6 Hz, 1H), 7.67 (d, ] =2.3 Hz, 1H), 7.48 (t, ] = 7.7 Hz, 1H),
7.22(d,J=7.5Hz, 1H), 6.84 (d, ] =22 Hz, 1H), 6.81 (d, J = 7.5 Hz, 1H), 6.59
(s, 1H), 5.92 (t, ] = 54.7 Hz, 1H), 4.02 (d, ] = 13.8 Hz, 1H), 3.65 (d, ] = 13.8 Hz,
1H), 1.51 (s, 4H), 0.79 (s, 9H).
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IH NMR (400 MHz, ™| §+-£--d4) § 8.50 (s, 1H), 7.84 (s, 1H), 7.77 (t, T = 8.0 Hz,
1H), 7.63 (d, ] = 2.3 Hz, 1H), 6.90 (d, J = 2.2 Hz, 1H), 6.87 (d, ] = 8.3 Hz, 1H),
6.19 (s, 1H), 4.21 - 4.14 (m, 1H), 4.02 (d, ] = 14.0 Hz, 1H), 3.83 (d, J = 13.9 Hz,
1H), 2.49 (s, 3H), 1.75 - 1.67 (m, 2H), 1.17 - 1.12 (m, 1H), 1.06 - 0.95 (m, 1H),
0.95 - 0.91 (m, 1H), 0.93 (s, 9H), 0.90 - 0.74 (m, 1H).

767

1H NMR (400 MHz, ™| ¥+-2--d4) 5 8.47 (s, 1H), 8.22 (d, ] = 5.0 Hz, 1H), 7.94 (s,
1H), 7.70 (d, ] = 2.3 Hz, 1H), 7.40 (d, J = 3.5 Hz, 1H), 7.25 (d, = 5.2 Hz, 1H),
6.99 (d, ] =2.3 Hz, 1H), 6.62 (d, ] = 3.6 Hz, 1H), 6.50 (s, 1H), 5.91 (t, ] = 54.7
Hz, 1H), 4.14 (d, ] = 13.8 Hz, 1H), 3.86 (s, 3H), 3.60 (d, J = 13.8 Hz, 1H), 1.56 -
1.39 (m, 4H), 0.82 (s, 9H).

768

1H NMR (400 MHz, ™| +-2--d4) § 8.49 (s, 1H), 8.34 (d, ] = 8.2 Hz, 1H), 7.79 (s,
1H), 7.74 - 7.67 (m, 1H), 7.63 (d, ] =2.3 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H), 7.40
(d,J=7.6Hz, 1H), 6.78 (d, ] = 7.6 Hz, 1H), 6.70 (d, ] = 2.3 Hz, 1H), 6.42 (s,
1H), 4.01 (d, ] =13.3 Hz, 1H), 3.90 (d, ] = 13.4 Hz, 1H), 3.61 (s, 3H), 3.48 (d, J
=10.5 Hz, 1H), 3.40 (d, ] = 10.5 Hz, 1H), 2.68 (s, 1H), 2.35 (s, 6H), 0.91 (s, 3H),
0.81 (s, 3H).

769

1H NMR (400 MHz, ™| §+-2--d4) § 8.44 (s, 1H), 8.33 (d, ] =8.2 Hz, 1H), 7.75 (s,
1H), 7.73 (d, ] = 7.5 Hz, 1H), 7.64 (d, ] =2.3 Hz, 1H), 7.47 (t, ] = 7.8 Hz, 1H),
7.42(d,J=7.6 Hz, 1H), 6.83 (d, ] = 7.8 Hz, 1H), 6.80 - 6.75 (m, 1H), 6.55 (s,
1H), 4.15 - 4.03 (m, 2H), 4.00 (d, J = 13.8 Hz, 1H), 3.59 (d, J = 13.7 Hz, 1H),
2.67 (s, 1H), 2.34 (s, 6H), 1.36 (t, ] = 7.1 Hz, 3H), 0.74 (s, 9H).

770

1H NMR (400 MHz, ™| B--2-d4) § 8.49 (s, 1H), 8.39 - 8.32 (m, 1H), 8.06 (s,
1H), 7.80 - 7.73 (m, 1H), 7.68 (d, ] = 2.2 Hz, 1H), 7.51 (t, ] = 7.8 Hz, 1H), 7.39
(d,7=7.8 Hz, 1H), 6.88 (d, ] = 2.3 Hz, 1H), 6.82 (d, ] = 7.8 Hz, 1H), 6.61 (s,
1H), 6.39 - 6.05 (m, 1H), 4.55 - 4.32 (m, 2H), 4.04 (d, J = 13.8 Hz, 1H), 3.66 (d,
J=13.8 Hz, 1H), 1.75 - 1.56 (m, 4H), 0.78 (s, 9H).
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"H-.NMR

1H NMR (400 MHz, ™| §F-2--d4) § 8.49 (s, 1H), 8.36 (d, T = 8.1 Hz, 1H), 8.07 (s,
1H), 7.81 - 7.73 (m, 1H), 7.68 (d, ] = 2.3 Hz, 1H), 7.52 (t, ] = 7.8 Hz, 1H), 7.40
(d,J=7.7Hz, 1H), 6.88 (d, ] = 2.3 Hz, 1H), 6.83 (d, ] = 7.8 Hz, 1H), 6.61 (s,
1H), 5.03 - 4.84 (m, 1H), 4.81 - 4.66 (m, 1H), 4.06 (d, J = 13.8 Hz, 1H), 3.65 (d,
J=13.9 Hz, 1H), 1.84 - 1.53 (m, 4H), 0.78 (s, 9H).

772

TH NMR (400 MHz, " §--2--d4) § 8.46 (s, 1H), 8.34 (d, J=8.1 Hz, 1H), 7.75 (s,
1H), 7.73 (d, ] = 7.4 Hz, 1H), 7.65 (d, ] =2.2 Hz, 1H), 7.48 (d, ] = 7.9 Hz, 1H),
7.46 (t,] =7.8 Hz, 1H), 6.87 (d, 1 = 7.9 Hz, 1H), 6.79 (d, J = 2.3 Hz, 1H), 6.56
(s, 1H), 5.29 (p, ] = 6.8 Hz, 1H), 4.04 (d, ] = 13.7 Hz, 1H), 3.58 (d, J = 13.8 Hz,
1H), 2.67 (s, 1H), 2.34 (s, 6H), 1.42 (d, ] = 6.8 Hz, 3H), 1.40 (d, ] = 6.8 Hz, 3H),
0.73 (s, 9H).

1H NMR (400 MHz, ™| ¥+-&-d4) § 8.46 (s, 1H), 8.37 - 8.30 (m, 1H), 7.82 (s,
1H), 7.73 (d, ] = 7.5 Hz, 1H), 7.65 (d, ] =2.3 Hz, 1H), 7.47 (t, ] = 7.8 Hz, 1H),
7.42(d, J=7.6 Hz, 1H), 6.83 (d, ] = 7.8 Hz, 1H), 6.80 (d, J = 2.3 Hz, 1H), 6.54
(s, 1H), 4.17 - 3.98 (m, 2H), 4.03 (d, J = 13.8 Hz, 1H), 3.61 (d, J = 13.8 Hz, 1H),
1.62 (s, 3H), 1.36 (t, J = 7.1 Hz, 3H), 1.32 - 1.22 (m, 2H), 1.06 - 1.00 (m, 2H),
0.75 (s, 9H).

774

1H NMR (400 MHz, ™| §-£--d4) § 8.43 (s, 1H), 8.38 - 8.30 (m, 1H), 7.81 (s,
1H), 7.73 (d, T = 7.3 Hz, 1H), 7.63 (d, ] = 2.3 Hz, 1H), 7.48 (d, ] = 7.9 Hz, 1H),
747 (t,]J=7.8 Hz, 1H), 6.88 (d, J = 7.8 Hz, 1H), 6.76 (d, ] = 2.3 Hz, 1H), 6.54
(s, 1H), 536 - 5.22 (m, 1H), 4.01 (d, J = 13.8 Hz, 1H), 3.57 (d, ] = 13.8 Hz, 1H),
1.62 (s, 3H), 1.42 (d, ] = 6.9 Hz, 3H), 1.40 (d, ] = 6.9 Hz, 3H), 1.32 - 1.25 (m,
2H), 1.07 - 0.99 (m, 2H), 0.73 (s, 9H).

775

1HNMR (400 MHz, ™| §F2--d4) §8.48 (d, T= 1.2 Hz, 1H), 8.34 (d, T =8.1 Hz,
1H), 7.88 (s, 1H), 7.73 (d, ] = 7.4 Hz, 1H), 7.66 (d, ] =2.2 Hz, 1H), 7.48 (t, ] =
7.8 Hz, 1H), 7.41 (d, ] = 7.7 Hz, 1H), 6.87 - 6.79 (m, 2H), 6.57 (s, 1H), 4.59 (d, J
=48.4 Hz, 2H), 4.05 (d, ] = 13.8 Hz, 1H), 3.65 (d, ] = 13.8 Hz, 1H), 3.61 (s, 3H),
1.46 - 1.29 (m, 4H), 0.77 (s, 9H).
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"H-NMR

1H NMR (400 MHz, ™| §+-£--d4) § 8.50 (s, 1H), 8.33 (d, ] = 8.1 Hz, 1H), 7.83 (s,
1H), 7.72 (d, ] = 7.4 Hz, 1H), 7.66 (d, ] = 2.2 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H),
7.41(d,J=7.7 Hz, 1H), 6.85 - 6.77 (m, 2H), 6.54 (s, 1H), 4.06 (d, J = 13.9 Hz,
1H), 3.64 (d, ] = 13.6 Hz, 1H), 3.61 (s, 3H), 1.62 (s, 3H), 1.30 - 1.26 (m, 2H),
1.07 - 1.01 (m, 2H), 0.76 (s, 9H).

777

1H NMR (400 MHz, ™| ¥+2--d4) 5 8.48 (s, 1H), 8.34 (d, ] = 8.2 Hz, 1H), 7.88 (s,
1H), 7.77 - 7.70 (m, 1H), 7.67 (d, ] = 2.2 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H), 7.42
(d,J=7.7Hz, 1H), 6.85 (d, ] =22 Hz, 1H), 6.82 (d, ] = 7.6 Hz, 1H), 6.61 (s,
1H), 5.24 (t, ] = 19.1 Hz, 1H), 5.02 - 4.91 (m, 2H), 4.87 - 4.69 (m, 2H), 4.05 (d, J
=13.8 Hz, 1H), 3.64 (d, ] = 13.7 Hz, 1H), 3.61 (s, 3H), 0.77 (s, 9H).

778

1H NMR (400 MHz, ™| ¢+-2--d4) § 8.49 (s, 1H), 8.34 (d, ] = 8.2 Hz, 1H), 7.81 (s,
1H), 7.73 (d, ] = 7.5 Hz, 1H), 7.67 (d, ] =2.2 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H),
7.41(d,J=7.7Hz, 1H), 6.85 (d, ] =2.3 Hz, 1H), 6.81 (d, J=7.7 Hz, 1H), 6.58
(s, 1H), 5.05 - 491 (m, 1H), 4.67 (d, J = 46.9 Hz, 1H), 4.66 (d, ] = 47.0 Hz, 1H),
4.06 (d, 1 =13.8 Hz, 1H), 3.65 (d, ] = 13.8 Hz, 1H), 3.61 (s, 3H), 1.53 (dd, J =
7.1, 1.2 Hz, 3H), 0.77 (s, 9H).

779

1H NMR (400 MHz, ™| §+-2--d4) § 8.18 (s, 1H), 8.04 (d, ] = 8.0 Hz, 1H), 7.58 (s,
1H), 7.44 (d, ] = 7.3 Hz, 1H), 7.36 (d, ] =2.1 Hz, 1H), 7.18 (t, ] = 7.8 Hz, 1H),
7.12 (d, T =7.7Hz, 1H), 6.55 - 6.48 (m, 2H), 6.25 (s, 1H), 3.76 (d, T = 13.6 Hz,
1H), 3.33 (d, J = 14.0 Hz, 1H), 3.31 (s, 3H), 1.26 - 1.17 (m, 1H), 0.98 - 0.81 (m,
2H), 0.79 - 0.62 (m, 2H), 0.47 (s, 9H), 0.27 - 0.13 (m, 2H), 0.12 - -0.09 (m, 2H).

780

1H NMR (400 MHz, ™| 5--2-d4) § 8.51 (s, 1H), 8.35 (d, J = 8.3 Hz, 1H), 8.07 (s,
1H), 7.72 - 7.68 (m, 1H), 7.67 (d, ] = 2.3 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H), 7.42
(d,7=7.7Hz, 1H), 6.85 (d, T = 2.3 Hz, 1H), 6.80 (d, ] = 7.6 Hz, 1H), 6.59 (s,
1H), 4.34 (d, J = 14.9 Hz, 1H), 4.07 (d, J = 14.9 Hz, 1H), 3.61 (s, 3H), 1.85 - 1.55
(m, 4H), 1.02 (d, J = 16.4 Hz, 6H).
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[1317]

"H-NMR

1H NMR (400 MHz, 7| GF-&--d4) § 8.52 (s, 1H), 8.34 (d, ] = 8.3 Hz, 1H), 7.84 (s,
1H), 7.72 - 7.67 (m, 1H), 7.66 (d, ] = 2.3 Hz, 1H), 7.47 (t, ] = 7.8 Hz, 1H), 7.41
(d,7=7.7Hz, 1H), 6.82 (d, T = 2.3 Hz, 1H), 6.80 (d, ] =7.5 Hz, 1H), 6.53 (s,
1H), 4.35 (d, ] = 14.9 Hz, 1H), 4.07 (d, ] = 14.9 Hz, 1H), 3.61 (s, 3H), 1.63 (s,
3H), 1.32 - 1.25 (m, 2H), 1.06 - 1.01 (m, SH), 0.99 (s, 3H).

782

1H NMR (400 MHz, ™| ¥-2--d4) § 8.49 (s, 1H), 8.14 (s, 1H), 8.12 (dd, ] = 5.0,
1.9 Hz, 1H), 7.68 (dd, J=7.3, 1.9 Hz, 1H), 7.65 (d, ] = 2.3 Hz, 1H), 7.06 (d, ] =
23 Hz, 1H), 6.95 (dd, J = 7.4, 5.0 Hz, 1H), 6.29 (s, 1H), 4.05 (d, J = 13.9 Hz,
1H), 3.94 (s, 3H), 3.85 (d, ] = 13.9 Hz, 1H), 1.82 - 1.59 (m, 4H), 0.97 (s, 9H).

783

IH NMR (400 MHz, ™| §+-2--d4) 5 8.18 (s, 1H), 8.08 - 8.00 (m, 1H), 7.57 (s,
1H), 7.46 - 7.38 (m, 1H), 7.35 (d, ] = 2.3 Hz, 1H), 7.18 (t, = 7.8 Hz, 1H), 7.12
(d,7=7.6 Hz, 1H), 6.54 - 6.46 (m, 2H), 6.23 (s, 1H), 4.03 (d, J = 14.8 Hz, 1H),
3.71 (d,J = 14.9 Hz, 1H), 3.31 (s, 3H), 1.21 (ddd, J = 13.1, 8.1, 4.9 Hz, 1H), 0.97
-0.79 (m, 2H), 0.69 (d, ] = 18.4 Hz, 6H), 0.71 - 0.68 (m, 2H), 0.25 - 0.15 (m,
2H), 0.01 (t, J = 5.0 Hz, 2H).

784

1H NMR (400 MHz, ™| §F-2--d4) § 9.85 (s, 1H), 9.71 (d, T =7.9 Hz, 1H), 9.17 (s,
1H), 9.07 (d, ] = 7.5 Hz, 1H), 9.02 (s, 1H), 8.85 (t, ] = 8.0 Hz, 1H), 8.78 (d, ] =
7.6 Hz, 1H), 8.18 (s, 2H), 7.93 (s, 1H), 6.46 - 6.27 (m, 1H), 6.03 (dd, J = 46.9,
5.4 Hz, 2H), 5.70 (d, ] = 14.8 Hz, 1H), 5.40 (d, J = 14.8 Hz, 1H), 4.98 (s, 3H),
2.90 (d, ] =7.0 Hz, 3H), 2.36 (d, ] = 17.8 Hz, 6H).

1H NMR (400 MHz, ™| §1-£--d4) § 9.84 (s, 1H), 9.70 (d, ] = 8.3 Hz, 1H), 9.14 (s,
1H), 9.05 (d, J = 7.5 Hz, 1H), 9.00 (d, J = 2.2 Hz, 1H), 8.84 (t, ] = 7.8 Hz, 1H),
8.78 (d, ] = 7.6 Hz, 1H), 8.28 - 8.05 (m, 2H), 7.90 (s, 1H), 5.66 (d, J = 14.9 Hz,
1H), 5.41 (d, ] = 14.8 Hz, 1H), 4.97 (s, 3H), 4.03 (s, 1H), 3.71 (s, 6H), 2.36 (d, J
=18.1 Hz, 6H).

- 506 -

ZIHSd 10-2022-0129667



[1318]

"H-.NMR

IH NMR (400 MHz, V| §--2-d4) § 8.48 (s, 1H), 8.17 (d, T=9.9 Hz, 1H), 7.78 (5,
1H), 7.66 (d, T = 2.3 Hz, 1H), 7.64 - 7.59 (m, 2H), 7.40 - 7.33 (m, 1H), 6.83 (d, J
=23 Hz 1H), 6.71 (d, ] = 9.9 Hz, 1H), 6.65 (s, 1H), 4.07 (d, ] = 13.9 Hz, 1H),
3.77 (s, 3H), 3.61 (d, ] = 13.9 Hz, 1H), 2.67 (s, 1H), 2.35 (s, 6H), 0.77 (s, 9H).

787

1H NMR (400 MHz, ™| ¥+-2-d4) § 8.46 (s, 1H), 8.32 (d, ] =8.1 Hz, 1H), 7.77 -
7.72 (m, 2H), 7.65 (d, J = 2.3 Hz, 1H), 7.47 (t,J = 7.8 Hz, 1H), 7.22 (d, ] = 7.5
Hz, 1H), 6.81 (dd, T = 5.0, 2.6 Hz, 2H), 6.56 (s, 1H), 4.01 (d, ] = 13.8 Hz, 1H),
3.63 (d, T =13.8 Hz, 1H), 2.67 (s, 1H), 2.35 (s, 6H), 0.77 (s, 9H).

788

1H NMR (400 MHz, ™| §+-2--d4) § 8.49 (s, 1H), 8.36 (d, ] =8.0 Hz, 1H), 8.11 (s,
1H), 7.91 (t, ] = 60.1 Hz, 1H), 7.83 - 7.79 (m, 1H), 7.69 (d, J = 2.3 Hz, 1H), 7.54
(t, 7=7.8 Hz, 1H), 7.49 (d, ] = 8.0 Hz, 1H), 6.92 (d, J = 8.1 Hz, 1H), 6.86 (d, J =
23 Hz, 1H), 6.62 (s, 1H), 4.07 (d, ] = 13.8 Hz, 1H), 3.64 (d, J = 13.8 Hz, 1H),
1.85 - 1.51 (m, 4H), 0.79 (s, 9H).

789

1H NMR (400 MHz, ™| §+-£--d4) § 8.48 (s, 1H), 8.17 (d, T = 9.8 Hz, 1H), 8.08 (s,
1H), 7.68 (d, ] = 2.3 Hz, 1H), 7.64 (s, 1H), 7.63 (d, J = 2.4 Hz, 1H), 7.37 (dd, J =
5.5,3.1Hz, 1H), 6.87 (d, J = 2.3 Hz, 1H), 6.72 (d, ] = 9.8 Hz, 1H), 6.70 (s, 1H),
4.08 (d, J = 13.9 Hz, 1H), 3.78 (s, 3H), 3.61 (d, ] = 13.8 Hz, 1H), 1.77 - 1.59 (m,
4H), 0.77 (s, SH).

790

1H NMR (400 MHz, ™| §+-2-d4) 5 8.48 (s, 1H), 8.40 - 8.26 (m, 1H), 7.74 (dd, J

=17.6,1.2 Hz, 1H), 7.66 (d, ] =2.0 Hz, 2H), 747 (t, ] = 7.8 Hz, 1H), 7.40 (d, ] =
7.6 Hz, 1H), 6.88 - 6.75 (m, 2H), 6.54 (s, 1H), 4.03 (m, 4H), 3.71 - 3.55 (m, 4H),
0.77 (s, 9H).

791

IHNMR (400 MHz, ™| §F-2--d4) § 8.20 (s, 1H), 7.89 - 7.70 (m, 2H), 7.48 (d, T =
2.4 Hz, 1H), 6.86 (dd, J= 8.4, 2.7 Hz, 1H), 6.73 (d, ] = 2.4 Hz, 1H), 6.16 (s, 1H),
4.07 (s, 3H), 3.79 (d, ] = 13.7 Hz, 1H), 3.59 (d, ] = 13.8 Hz, 1H), 2.51 (s, 3H),
0.86 (s, 9H).
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'"H-.NMR

TH NMR (400 MHz, " §--%-d4) § 8.50 (d, T= 1.0 Hz, 1H), 8.19 (s, 1H), 7.78 (t,
J=8.1Hz, 1H), 7.62 (d, ] =2.3 Hz, 1H), 7.02 (d, J = 2.4 Hz, 1H), 6.88 (dd, J =
8.5,2.7Hz, 1H), 6.24 (s, 1H), 4.53 (dd, J = 12.1, 6.4 Hz, 2H), 4.43 (t, ] = 6.1 Hz,
2H), 4.12 (s, 2H), 2.50 (s, 3H), 1.81 - 1.56 (m, 4H), 1.39 (s, 3H).

1H NMR (400 MHz, ™| ¥-&-d4) § 8.47 (d, J = 3.1 Hz, 2H), 8.23 (5, 1H), 7.89
(dd, ] =83,2.6 Hz, 1H), 7.66 (d, ] =2.3 Hz, 1H), 7.47 (d, ] = 8.3 Hz, 1H), 7.05
(d, J=2.3Hz, 1H), 6.20 (s, 1H), 4.15 (d, ] = 14.0 Hz, 1H), 3.73 (d, ] = 14.0 Hz,
1H), 1.80 - 1.72 (m, 2H), 1.69 (d, J = 9.1 Hz, 2H), 0.96 (s, 9H).

794

1H NMR (400 MHz, ™| §-2-d4) § 8.49 (s, 1H), 8.21 (s, 1H), 7.70 - 7.60 (m,
2H), 7.27 (d, J = 8.2 Hz, 1H), 6.89 (d, J = 2.3 Hz, 1H), 6.22 (s, 1H), 4.05 (d, ] =
13.9 Hz, 1H), 3.77 (d, J = 13.9 Hz, 1H), 2.51 (s, 3H), 1.81 - 1.61 (m, 4H), 0.92
(s, 9H).

795

1H NMR (400 MHz, ™| ¥+8-d4) §8.71 (d, ] = 2.2 Hz, 1H), 8.48 (s, 1H), 831 (s,
1H), 8.28 (dd, ] = 8.3, 2.3 Hz, 1H), 7.71 (d, ] = 8.3 Hz, 1H), 7.67 (d, ] = 2.3 Hz,

1H), 7.16 (d, T = 2.3 Hz, 1H), 6.33 (s, 1H), 4.09 (d, J = 14.0 Hz, 1H), 3.81(d, J =
14.0 Hz, 1H), 2.69 (s, 3H), 1.80 - 1.73 (m, 2H), 1.72 - 1.62 (m, 2H), 0.97 (s, 9H).

796

1H NMR (400 MHz, o} 4] B U = 9-d3) § 8.39 (s, 1H), 8.31 (d, ] = 8.0 Hz, 1H),
7.79 (d, = 7.2 Hz, 1H), 7.66 (s, 1H), 7.53 (d,J = 2.3 Hz, 1H), 7.45 (t, ] = 7.8
Hz, 1H), 7.31 (d,J = 7.7 Hz, 1H), 6.80 (d, J = 7.7 Hz, 1H), 6.60 (s, 1H), 6.46 (s,
1H), 5.07 - 4.98 (m, 1H), 3.77 - 3.69 (m, 1H), 3.62 (m, 1H), 3.54 (s, 3H), 2.54 -
2.44 (m, 4H), 1.89 (m, 2H), 0.79 (s, 9H).

791

1H NMR (400 MHz, ™| §+-2-d4) § 9.03 (d, J = 4.5 Hz, 1H), 8.87 (d, ] =8.6 Hz,
1H), 8.45 (s, 1H), 8.10 (d, ] = 8.5 Hz, 1H), 7.95 - 7.83 (m, 2H), 7.82 - 7.73 (m,
2H), 7.66 (d, J = 2.3 Hz, 1H), 6.85 - 6.79 (m, 2H), 4.30 (d, J = 14.9 Hz, 1H), 3.93
(d, =149 Hz, 1H), 1.62 (s, 3H), 1.30 (d, J = 13.3 Hz, 2H), 1.03 (s, 2H), 0.94 (s,
3H), 0.88 (s, 3H).
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[1320]

"H-NMR

1H NMR (400 MHz, ™| §H-£-d4) § 9.02 (d, J = 4.9 Hz, 1H), 8.85 (d, ] =8.4 Hz,
1H), 8.44 (s, 1H), 8.09 (d, ] = 8.6 Hz, 1H), 7.96 (s, 1H), 7.87 (t, ] = 7.9 Hz, 1H),
7.81-7.72 (m, 2H), 7.67 (d,J = 2.3 Hz, 1H), 6.86 - 6.79 (m, 2H), 4.31 (d, ] =
14.8 Hz, 1H), 3.91 (d, J = 14.9 Hz, 1H), 1.18 (s, 2H), 0.99 (s, 2H), 0.94 (s, 3H),
0.88 (s, 3H), 0.49 (d, ] = 7.5 Hz, 2H), 0.29 (d, J = 5.1 Hz, 2H).

799

1H NMR (400 MHz, ™| §+2--d4) 5 9.05 (d, ] = 4.6 Hz, 1H), 8.92 (d, ] =8.7 Hz,
1H), 8.48 (s, 1H), 8.12 (d, ] = 8.6 Hz, 1H), 7.94 - 7.85 (m, 2H), 7.85 - 7.76 (m,
2H), 7.67 (d, T = 2.3 Hz, 1H), 6.88 - 6.81 (m, 2H), 4.31 (d, J = 14.9 Hz, 1H), 3.96
(d, T=14.9 Hz, 1H), 2.67 (s, 1H), 2.34 (s, 6H), 0.95 (s, 3H), 0.90 (s, 3H).

800

(1H NMR (400 MHz, ©}4] £U E € -d3) § 8.38 (s, 1H), 8.30 (d, ] = 8.0 Hz, 1H),
7.80 (d,J =7.5Hz, 1H), 7.65 (s, 1H), 7.52 (d, J = 2.2 Hz, 1H), 7.45 (, ] = 7.7
Hz, 1H), 7.31 (d, ] = 7.7 Hz, 1H), 6.82 (d, ] = 7.7 Hz, 1H), 6.58 (s, 1H), 6.46 (s,
1H), 3.77 - 3.67 (m, 1H), 3.61 (m, 1H), 3.54 (s, 3H), 2.68 (d, J = 10.2 Hz, 2H),
2.5, (m, 2H), 2.27 (s, 2H), 1.69 (s, 3H), 0.78 (s, 9H).

801

1THNMR (400 MHz, oA 24 E 2 -d3) § 8.40 (s, 1H), 8.31 (d, J= 7.9 Hz, 1H),
7.78 (d, ] =7.5 Hz, 1H), 7.56 (dd, J = 21.4, 1.8 Hz, 2H), 7.45 (t, J = 7.8 Hz, 1H),
7.30(d, ] =7.7Hz, 1H), 6.81 - 6.74 (m, 1H), 6.61 (s, 1H), 6.47 (s, 1H), 3.84 -
3.68 (m, 1H), 3.63 (m, 1H), 3.54 (s, 3H), 1.86 - 1.78 (m, 2H), 1.46 (dd, ] = 6.8,
3.3 Hz, 3H), 0.79 (d, ] = 1.1 Hz, 9H), 0.78 - 0.69 (m, 3H).

802

1TH NMR (400 MHz, o} £ =2 .d3) §8.39 (s, 1H), 8.31 (d, J = 8.0 Hz, 1H),
7.83 - 7.76 (m, 1H), 7.63 (s, 1H), 7.54 (d, ] =2.3 Hz, 1H), 7.45 (t, ] = 7.8 Hz,
1H), 7.31 (d, T =7.7 Hz, 1H), 6.81 (d, J = 7.8 Hz, 1H), 6.61 (s, 1H), 6.47 (s, 1H),
6.24 (s, 1H), 4.79 (m, 1H), 3.76 (m, 1H), 3.71 - 3.53 (m, 3H), 3.54 (s, 3H), 3.20
(s, 3H), 1.45 (d, ] = 6.9 Hz, 3H), 0.80 (s, 9H).
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[1321]

TH-NMR

1H NMR (400 MHz, ™| ¥+-2--d4) 5 8.98 (d, ] = 4.6 Hz, 1H), 8.78 (d, ] =8.6 Hz,
1H), 8.46 (s, 1H), 8.08 (d, J = 8.4 Hz, 1H), 7.89 - 7.79 (m, 2H), 7.79 - 7.65 (m,
3H), 6.95 - 6.85 (m, 2H), 4.96 (dd, T = 12.2, 5.9 Hz, 1H), 4.71 (d, T = 5.4 Hz,
1H), 4.60 (d, J = 5.4 Hz, 1H), 4.00 (d, J = 13.8 Hz, 1H), 3.61 (d, ] = 13.9 Hz,
1H), 1.52(dd, T=7.1, 1.3 Hz, 3H), 0.69 (s, 9H).

804

1H NMR (400 MHz, ™| §+-£-d4) § 8.98 (d, J = 4.5 Hz, 1H), 8.78 (d, ] =8.7 Hz,
1H), 8.46 (s, 1H), 8.09 (d, ] = 8.5 Hz, 1H), 7.94 (s, 1H), 7.88 - 7.79 (m, 1H), 7.79
-7.66 (m, 3H), 6.96 - 6.88 (m, 2H), 5.22 (s, 1H), 4.99 - 4.84 (m, 3H), 4.84 - 473
(m, TH), 4.00 (d, ] = 13.9 Hz, 1H), 3.61 (d, ] = 13.8 Hz, 1H), 0.69 (s, 9H).

805

1H NMR (400 MHz, ™| ¥F-&-d4) § 8.47 (s, 1H), 8.22 (s, 1H), 8.13 (s, 1H), 7.74
(dd, 7=8.7,2.5Hz, 1H), 7.65 (d, T =2.1 Hz, 1H), 7.10 (s, 1H), 6.81 (d, T=8.7
Hz, 1H), 6.10 (s, 1H), 4.12 (d, J = 14.0 Hz, 1H), 3.89 (s, 3H), 3.79 (d, T = 14.0
Hz, 1H), 1.83 - 1.56 (m, 4H), 0.98 (s, 9H).

806

TH NMR (400 MHz, ™| H-%-d4) § 8.54 (s, 1H), 8.20 (s, 1H), 7.84 (t, T = 8.1 Hz,
1H), 7.64 (d, ] = 2.3 Hz, 1H), 6.96 (d, ] = 2.3 Hz, 1H), 6.88 (dd, ] = 8.7, 2.8 Hz,
1H), 6.25 (s, 1H), 4.12 (d, ] = 13.9 Hz, 1H), 3.81 (d, J = 13.9 Hz, 1H), 2.52 (s,
3H), 2.46 (s, 3H), 2.06 - 1.93 (m, 4H), 0.94 (s, 9H).

807

1H NMR (400 MHz, ™| §F-2--d4) 6 8.27 (s, 1H), 8.23 (d, T = 8.3 Hz, 1H), 7.95 (d,
J=62Hz, 1H), 7.75 (d, ] =2.5 Hz, 1H), 7.72 (s, 2H), 7.51 (d, ] = 7.8 Hz, 1H),
7.49 - 7.42 (m, 2H), 6.93 (d, = 2.5 Hz, 1H), 6.66 (s, 1H), 4.09 (s, 3H), 3.71 (d, J
=13.5Hz, 1H), 3.44 (d, ] = 13.6 Hz, 1H), 2.30 (s, 6H), 0.61 (s, 9H).

808

1H NMR (400 MHz, ™| ¥-2-d4) § 8.28 (s, 1H), 8.22 (d, ] =8.2 Hz, 1H), 7.95
(dd, 7=6.3, 1.4 Hz, 1H), 7.77 - 7.70 (m, 4H), 7.53 - 7.44 (m, 2H), 6.94 (d, T =
2.4 Hz, 1H), 6.64 (s, 1H), 4.09 (d, ] = 1.4 Hz, 3H), 3.85 - 3.77 (m, OH), 3.72 (d, J
=13.4Hz, 1H), 3.45(d, ] = 13.2 Hz, 1H), 1.16 - 1.04 (m, 4H), 0.62 (d, ] = 1.4
Hz, 9H).
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[1322]

'H-NMR

TH NMR (400 MHz, V| §H-2&-d4) § 8.26 (s, 1H), 8.22 (d, ] =8.4 Hz, 1H), 7.95 (d,
=63 Hz, 1H), 7.79 (s, 1H), 7.75 (d, T = 2.3 Hz, 1H), 7.73 (s, 1H), 7.54 - 7.43
(m, 2H), 6.92 (d,  =2.5 Hz, 1H), 6.64 (s, 1H), 4.09 (d, ] = 1.0 Hz, 3H), 3.71 (d, J
=13.4Hz, 1H), 3.44 (d, ] = 13.8 Hz, 1H), 1.58 (s, 3H), 1.24 (s, 3H), 1.01 - 0.96
(m, 2H), 0.61 (d, J = 1.0 Hz, 8H).

810

1H NMR (400 MHz, 7 &+-&--d4) §8.29 (d, J = 1.4 Hz, 1H), 8.23 (d, ] =8.3 Hz,
1H), 7.98 - 7.93 (m, 1H), 7.87 (s, 1H), 7.79 - 7.76 (m, 1H), 7.74 (d, = 7.3 Hz,
1H), 7.54 - 7.44 (m, 3H), 6.98 (d, T = 2.5 Hz, 1H), 6.69 (s, 1H), 5.88 (t, ] =55.0
Hz, 1H), 4.09 (d, J = 1.2 Hz, 3H), 3.75 (d, J = 13.6 Hz, 1H), 3.47 (d, ] = 13.5 Hz,
1H), 1.46 (d, J = 1.2 Hz, 2H), 0.63 (d, J = 1.1 Hz, 10H).

811

1H NMR (400 MHz, ™| §F-2-d4) § 8.39 (d, T= 9.2 Hz, 1H), 8.36 (s, 1H), 8.04 (s,
1H), 7.82 (s, 1H), 7.82 (d, J = 10.3 Hz, 1H), 7.59 (t, ] =8.5, 7.4 Hz, 1H), 7.43 (d,
J=73Hz 1H), 7.09 (d, ] = 2.5 Hz, 1H), 7.00 (d, ] = 9.2 Hz, 1H), 6.78 (s, 1H),
4.06 (d, ] =0.6 Hz, 3H), 3.83 (d, ] = 13.7 Hz, 1H), 3.55 (d, J = 13.7 Hz, 1H),
1.76 - 1.56 (m, 5H), 0.69 (s, 9H).

812

1H NMR (400 MHz, ™| §+-2--d4) § 8.35 (s, 1H), 8.27 (d, ] = 8.3 Hz, 1H), 8.07 (s,
1H), 7.99 (d, T = 6.2 Hz, 1H), 7.83 (d, T =2.5 Hz, 1H), 7.77 (d, ] = 7.2 Hz, 1H),
7.58 -7.51 (m, 1H), 7.49 (d, ] = 6.4 Hz, 1H), 7.04 (d, ] =2.5 Hz, 1H), 6.75 (s,
1H), 4.13 (s, 3H), 3.82 (d, T = 13.7 Hz, 1H), 3.52 (d, J = 13.7 Hz, 1H), 1.77 - 1.55
(m, 4H), 0.66 (s, 9H).

814

1H NMR (400 MHz, ™| §-%--d4) 5 8.95 (dd, T = 4.4, 1.4 Hz, 1H), 8.67(d, J=8.8
Hz, 1H), 8.35 (s, 1H), 7.86 (s, 1H), 7.81 (d, ] = 2.4 Hz, 1H), 7.69 (dd, T = 8.7, 4.3
Hz, 1H), 7.64 (dd, J = 8.2, 4.8 Hz, 1H), 7.48 (dd, J = 10.3, 8.2 Hz, 1H), 7.06 (d, J
=2.5Hz, 1H), 6.78 (s, 1H), 3.82 (d, J = 13.7 Hz, 1H), 3.49 (d, J = 13.8 Hz, 1H),
2.66 (s, 1H), 2.34 (s, 6H), 0.64 (s, 9H).
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[1323]

'H-NMR

1H NMR (400 MHz, ™| ¥+-2-d4) § 8.96 (d, ] = 4.3 Hz, 1H), 8.68 (d, ] =8.8 Hz,
1H), 8.35 (s, 1H), 7.99 (s, 1H), 7.81 (d, ] = 2.5 Hz, 1H), 7.71 (dd, J = 8.7, 4.4 Hz,
1H), 7.63 (dd, J = 8.2, 4.8 Hz, 1H), 7.50 (dd, ] = 10.0, 8.5 Hz, 1H), 7.04 (d, J =
2.5 Hz, 1H), 6.78 (s, 1H), 5.91 (t, ] = 54.7 Hz, 1H), 4.16 (d, ] = 14.8 Hz, 1H),
3.86 (d, ] = 14.8 Hz, 1H), 1.49 (d, ] = 5.4 Hz, 4H), 0.90 (s, 3H), 0.85 (s, 3H).

816

1H NMR (400 MHz, ™| §+-2--d4) § 8.95 (d, J = 4.3 Hz, 1H), 8.66 (d, ] =8.7 Hz,
1H), 8.34 (s, 1H), 7.84 (s, 1H), 7.79 (d, ] = 2.4 Hz, 1H), 7.69 (dd, ] = 8.8, 4.3 Hz,
1H), 7.61 (dd, ] = 8.2, 4.8 Hz, 1H), 7.52 - 7.44 (m, 1H), 7.01 (d, J = 2.4 Hz, 1H),
6.75 (s, 1H), 4.14 (d, J = 14.8 Hz, 1H), 3.85 (d, ] = 14.8 Hz, 1H), 2.66 (s, 1H),
234 (s, 6H), 2.02 (s, 1H), 0.88 (s, 3H), 0.83 (s, 3H).

817

1H NMR (400 MHz, ™| §1-8--d4) § 8.67 (d, J = 5.9 Hz, 1H), 8.34 (d, ] =8.5 Hz,
1H), 8.30 (s, 1H), 8.29 (s, 1H), 8.16 (s, 1H), 7.98 (d, J = 7.2 Hz, 1H), 7.89 - 7.83
(m, 1H), 7.82 (d, ] =2.5 Hz, 1H), 7.02 (d, ] = 2.5 Hz, 1H), 6.88 (s, 1H), 3.80 (d, J
=13.7Hz, 1H), 3.43 (d, ] = 13.7 Hz, 1H), 1.76 - 1.56 (m, 4H), 0.62 (s, 9H).

818

IHNMR (400 MHz, 7| §--2-d4) §9.02 (dd, T = 5.0, 1.6 Hz, 1H), 8.84 (d, T=8.3
Hz, 1H), 8.29 (s, 1H), 8.22 (s, 1H), 8.19 (s, 1H), 8.12 (s, 1H), 7.93 (dd, ] = 8.7,
1.7 Hz, 1H), 7.89 - 7.81 (m, 2H), 7.22 (d, ] = 2.5 Hz, 1H), 6.41 (s, 1H), 5.95 (t, J
=54.6 Hz, 1H), 3.91 (d, ] = 13.9 Hz, 1H), 3.47 (d, ] = 13.9 Hz, 1H), 1.54 (s, 4H),
0.72 (s, 9H).

819

IH NMR (400 MHz, ™| §+-2--d4) § 8.32 (s, 1H), 8.26 (d, ] = 8.3 Hz, 1H), 7.98 (d,
J=62Hz 1H), 7.83 (s, 1H), 7.78 (d, ] = 2.4 Hz, 1H), 7.73 (d, ] = 7.2 Hz, 1H),
7.53 (t, J=7.9Hz, 1H), 7.48 (d, J = 6.3 Hz, 1H), 6.96 (d, ] = 2.5 Hz, 1H), 6.66
(s, 1H), 4.12(d, J = 14.8 Hz, 1H), 4.12 (s, 3H), 3.85 (d, J = 14.7 Hz, 1H), 1.62 (s,
3H), 1.27 (d, J = 5.6 Hz, 2H), 1.07 - 0.99 (m, 2H), 0.84 (d, ] = 13.7 Hz, 6H).
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[1324]

'H-NMR

1H NMR (400 MHz, V| €--2&-d4) § 8.32 (s, 1H), 8.26 (d, ] =8.3 Hz, 1H), 7.99 (d,
J=62Hz, 1H), 7.78 (d, T =2.4 Hz, 1H), 7.76 (s, 1H), 7.72 (d, ] = 7.3 Hz, 1H),
7.53 (t,J =7.8 Hz, 1H), 7.48 (d, ] = 6.2 Hz, 1H), 6.96 (d, J = 2.5 Hz, 1H), 6.67
(s, 1H), 4.10 (d, J = 12.8 Hz, 4H), 3.86 (d, J = 14.6 Hz, 1H), 2.66 (s, 1H), 2.34 (s,
6H), 0.84 (d, J = 14.2 Hz, 6H).

821

1H NMR (400 MHz, ™ §2--d4) 6 8.35 (s, 1H), 8.27 (d, T = 8.3 Hz, 1H), 7.99 (d,
J=6.3Hz, 1H), 791 (s, 1H), 7.81 (d, ] = 2.5 Hz, 1H), 7.73 (dd, J = 7.4, 1.2 Hz,
1H), 7.58 - 7.51 (m, 1H), 7.48 (d, ] = 6.3 Hz, 1H), 7.01 (d, ] = 2.5 Hz, 1H), 6.71
(s, 1H), 5.92 (t, ] = 54.8 Hz, 1H), 4.13 (s, 4H), 3.89 (d, ] = 14.7 Hz, 1H), 1.49 (d,
J=3.5Hz, 4H), 0.87 (d, ] = 12.6 Hz, 6H).

822

1H NMR (400 MHz, " €-2-d4) § 8.91 (s, 1H), 8.38 (s, 1H), 8.30 (s, 1H), 8.18
(d, J=1.8Hz, 1H), 8.05 (d, ] = 2.1 Hz, 1H), 8.02 (d, J = 2.0 Hz, 0H), 7.96 (s,
1H), 7.96 - 7.91 (m, 1H), 7.80 (d, ] = 2.6 Hz, 1H), 7.28 (d, ] = 2.5 Hz, 1H), 6.31
(s, 1H), 3.90 (d, J = 14.0 Hz, 1H), 3.57 (d, J = 14.0 Hz, 1H), 1.78 (s, 2H), 1.68 (s,
2H), 0.83 (s, 10H).

823

1H NMR (400 MHz, ™ §F2--d4) § 8.35 (s, 1H), 8.26 (d, T = 8.4 Hz, 1H), 7.99 (d,
J=6.2Hz, 1H), 7.86 (s, 1H), 7.82 (d, J = 2.4 Hz, 1H), 7.78 (d, ] = 7.4 Hz, 1H),
7.54 (t, ] = 7.8 Hz, 1H), 7.49 (d, ] = 6.3 Hz, 1H), 7.01 (d, J = 2.5 Hz, 1H), 6.69
(s, 1H), 4.12 (s, 3H), 3.81 (d, ] = 13.7 Hz, 1H), 3.50 (d, ] = 13.7 Hz, 1H), 1.49
(ddd, J=13.2, 8.4, 5.0 Hz, 1H), 1.25 - 1.14 (m, 2H), 1.02 - 0.94 (m, 2H), 0.66 (s,
9H), 0.52 - 0.42 (m, 2H), 0.28 (q, ] = 5.3 Hz, 2H).

824

1H NMR (400 MHz, ™| ¥+-2--d4) § 8.35 (s, 1H), 8.27 (d, ] = 8.3 Hz, 1H), 7.98 (d,
J=62Hz, 1H), 7.82 (d, T =2.4 Hz, 1H), 7.79 (s, 1H), 7.77 (d, T = 7.3 Hz, 1H),
7.54 (t, ] =7.8 Hz, 1H), 7.49 (d, ] = 6.3 Hz, 1H), 7.02 (d, ] = 2.4 Hz, 1H), 6.72
(s, 1H), 5.03 - 4.90 (m, 1H), 4.71 (d, T =5.4 Hz, 1H), 4.59 (d, ] = 5.4 Hz, 1H),
412 (s, 3H), 3.81 (d, J=13.7 Hz, 1H), 3.51 (d, J = 13.7 Hz, 1H), 1.51 (dd, J =
7.0, 1.3 Hz, 3H), 0.66 (s, 9H), 0.09 (s, 1H).
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[1325]

"H-.NMR

1H NMR (400 MHz, #| §H-d4) § 8.35 (s, 1H), 8.27 (d, J = 8.3 Hz, 1H), 7.99 (d,
7=6.3 Hz, 1H), 7.87 (s, 1H), 7.83 (d, ] = 2.4 Hz, 1H), 7.78 (d, ] = 7.3 Hz, 1H),
7.58 (d,J =7.1 Hz, OH), 7.54 (dd, J=8.3, 7.3 Hz, 1H), 7.50 (d, J = 6.3 Hz, 1H),
7.03 (d,J=2.5Hz, 1H), 6.75 (s, 1H), 5.29 - 5.14 (m, 1H), 4.98 - 4.86 (m, 2F),
4.83 - 4.74 (m, 1H), 4.68 (s, OH), 4.30 (s, OH), 4.12 (s, 3H), 3.81 (d, J = 13.6 Hz,
1H), 3.51 (d, J = 13.7 Hz, 1H), 0.66 (s, OH).

826

1H NMR (400 MHz, ™| ¥+2-d4) 5 8.83 (d, ] = 2.2 Hz, 1H), 8.33 (s, 1H), 8.29 (s,
1H), 8.07 (dd, T =8.1, 2.3 Hz, 1H), 7.88 (d, J = 8.1 Hz, 1H), 7.81 (d, ] = 2.5 Hz,
1H), 7.21 (d, = 2.6 Hz, 1H), 6.29 (s, 1H), 4.00 (d, ] = 14.0 Hz, 1H), 3.57 (d, J =
14.0 Hz, 1H), 1.80 - 1.72 (m, 2H), 1.69 (d, ] = 9.2 Hz, 2H), 0.90 (s, 9H).

827

1H NMR (400 MHz, ™| ¥--2-d4) § 8.41 (s, 1H), 7.96 (s, 1H), 7.82 - 7.71 (m,
2H), 7.04 (d, T = 2.5 Hz, 1H), 6.87 (dd, ] = 8.5, 2.7 Hz, 1H), 6.19 (s, 1H), 4.25 (d,
J=15.0Hz, 1H), 4.08 (d, ] = 14.9 Hz, 1H), 2.50 (s, 3H), 1.64 (s, 9H), 1.10 (d, J
= 1.9 Hz, 6H).

828

1H NMR (400 MHz, ™| ¥+2-d4) §8.79(d, J=2.1 Hz, 1H), 8.48 (dd, ] =8.4,22
Hz, 1H), 8.37 (s, 1H), 8.31 (s, 1H), 7.86 (d, ] = 8.4 Hz, 1H), 7.76 (dd, J = 2.6, 1.2
Hz, 1H), 7.32 (d, ] = 2.5 Hz, 1H), 6.37 (s, 1H), 3.96 - 3.81 (m, 1H), 3.66 (d, J =
13.9 Hz, 1H), 2.75 (s, 3H), 1.82 - 1.74 (m, 2H), 1.69 (d, J = 5.5 Hz, 2H), 1.07 (s,
2H), 0.94 (s, 9H).

829

1H NMR (400 MHz, ™| §+-£-d4) § 8.37 (d, J= 8.3 Hz, 1H), 8.29 (d,J = 15.4 Hz,
2H), 7.76 - 7.64 (m, 2H), 7.20 (d, J = 2.5 Hz, 1H), 6.37 (s, 1H), 5.95 (t,J = 54.5
Hz, 1H), 3.85(d,J = 13.9 Hz, 1H), 3.68 (d, ] = 13.9 Hz, 1H), 2.76 (d, ] = 12.5
Hz, 6H), 1.56 (d, ] = 2.5 Hz, 4H), 0.92 (s, 9H).

1H NMR (400 MHz, ™| ¥-2--d4) § 8.32 (s, 1H), 8.26 (s, 1H), 7.88 (d, ] = 7.9 Hz,
1H), 7.77 (d, ] = 2.5 Hz, 1H), 7.70 (d, J = 8.0 Hz, 1H), 7.01 (d, ] = 2.5 Hz, 1H),
6.29 (s, 1H), 3.89 (d, ] = 13.8 Hz, 1H), 3.57 (d, ] = 13.8 Hz, 1H), 2.59 (s, 3H),
1.80 - 1.63 (m, 4H), 0.86 (s, 9H).
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[1326]

"H-.NMR

IH NMR (400 MHz, ™| §+-2-d4) § 8.37 (s, 1H), 8.04 (s, 1H), 7.82 - 7.70 (m,
2H), 7.01 (d, ] =2.5 Hz, 1H), 6.86 (dd, J = 8.5, 2.7 Hz, 1H), 6.20 (s, 1H), 5.95 (t,
J=548 Hz, 1H), 442 (d, J = 14.9 Hz, 1H), 4.15 (d, J = 14.9 Hz, 1H), 2.49 (s,
3H), 2.41 - 2.20 (m, 2H), 2.15 - 1.79 (m, 3H), 1.53 (s, SH).

832

1H NMR (400 MHz, ™| §--2--d4) § 8.37 (s, 1H), 8.05 (s, 1H), 7.85 - 7.68 (m,
2H), 7.05 (d, ] = 2.5 Hz, 1H), 6.86 (dd, ] = 8.5, 2.7 Hz, 1H), 6.22 (s, 1H), 5.94 (t,
J=547Hz, 1H), 5.48 (s, 1H), 4.22 (d, ] = 14.9 Hz, 1H), 4.06 (d, J = 14.9 Hz,
1H), 2.50 (s, 3H), 1.52 (t, J = 1.7 Hz, 4H), 1.10 (d, J = 2.5 Hz, 6H).

833

1H NMR (400 MHz, 7| &-&--d4) § 8.37 (s, 1H), 7.90 (s, 1H), 7.82 - 7.68 (m,
2H), 7.02 (d, T = 2.5 Hz, 1H), 6.86 (dd, J = 8.6, 2.7 Hz, 1H), 6.18 (s, 1H), 4.25 -
4.00 (m, 2H), 2.68 (s, 1H), 2.51 (s, 3H), 2.37 (s, 6H), 1.09 (d, J = 3.3 Hz, 6H).

1H NMR (400 MHz, ™| §-2-d4) § 8.35 (s, 1H), 7.97 (s, 1H), 7.84 - 7.68 (m,
2H), 7.07 (d, ] = 2.5 Hz, 1H), 6.87 (dd, J = 8.5, 2.7 Hz, 1H), 6.20 (s, 1H), 5.98
(tt, ] =56.8, 3.4 Hz, 1H), 4.17 (dt, J = 8.2, 4.0 Hz, 1H), 3.85 (d, J = 13.7 Hz, 1H),
3.69 (d, ] = 13.8 Hz, 1H), 2.52 (s, 3H), 2.26 (ddq, J = 10.8, 7.4, 3.8 Hz, 1H), 1.66
(q, J=10.4, 8.7 Hz, 1H), 1.52 - 1.43 (m, 1H), 0.89 (s, 9H).

IHNMR (400 MHz, ¥ --2--d4) § 8.34 (s, 1H), 7.90 (s, 1H), 7.83 - 7.73 (m,
2H), 7.10 (d, ] = 2.5 Hz, 1H), 6.88 (dd, J = 8.5, 2.7 Hz, 1H), 6.25 (s, 1H), 3.88 (d,
J=13.8 Hz, 1H), 3.65 (d, ] = 13.8 Hz, 1H), 2.50 (s, 3H), 1.65 (t, J = 18.7 Hz,
3H), 0.89 (s, 9H).

836

1H NMR (400 MHz, ™| ¥+-&-d4) § 8.34 (s, 1H), 7.90 (s, 1H), 7.83 - 7.73 (m,
2H), 7.10 (d, ] = 2.5 Hz, 1H), 6.88 (dd, J = 8.5, 2.7 Hz, 1H), 6.25 (s, 1H), 3.88 (d,
J=13.8Hz, 1H), 3.65 (d, ] = 13.8 Hz, 1H), 2.50 (s, 3H), 1.65 (t, ] = 18.7 Hz,
3H), 0.89 (s, 9H).

- 515 -

ZIHSd 10-2022-0129667



[1327]

"H-NMR

1H NMR (400 MHz, = GH-d4) § 8.37 (s, 1H), 7.90 (s, 1H), 7.84 - 7.75 (m,
2H), 7.18 - 7.08 (m, 1H), 6.88 (dd, ] = 8.4, 2.8 Hz, 1H), 6.25 (s, 1H), 3.90 (d, ] =
13.8 Hz, 1H), 3.68 (d, ] = 13.9 Hz, 1H), 2.50 (s, 3H), 2.01 - 1.77 (m, 2H), 1.05 (t,
J=17.5 Hz, 3H), 0.89 (s, 9H).

838

1H NMR (400 MHz, DMSO0-d6) & 8.35 (s, 1H), 8.18 (d, ] = 7.9 Hz, 1H), 8.09 (s,
1H), 7.84 (d, ] = 2.3 Hz, 1H), 7.69 - 7.58 (m, 1H), 7.58 - 7.37 (m, 4H), 7.24 (s,
1H), 6.72 (d, T = 7.7 Hz, 1H), 6.60 (d, J = 7.4 Hz, 1H), 6.08 (t, ] = 54.1 Hz, 1H),
4.07(dd,J = 14.7, 7.6 Hz, 1H), 3.86 (dd, J = 14.6, 6.1 Hz, 1H), 3.48 (s, 3H), 1.45
(t,J = 4.4 Hz, 4H), 0.88 (d, J = 18.4 Hz, 6H).

839

1H NMR (400 MHz, ™| §+2-d4) 5 8.37 (s, 1H), 7.92 (s, 1H), 7.86 - 7.67 (m,
2H), 7.13 (d, J = 2.5 Hz, 1H), 6.87 (dd, ] = 8.4, 2.7 Hz, 1H), 6.24 (s, 1H), 4.64 (d,
J=1.1Hz 2H), 3.86 (d, ] = 13.8 Hz, 1H), 3.72 (d, J = 13.8 Hz, 1H), 2.51 (s,
3H), 1.13 (s, 4H), 0.90 (s, 9H).

840

1H NMR (400 MHz, ™| ¥-2-d4) 5 8.36 (s, 1H), 7.88 (s, 1H), 7.82 - 7.68 (m,
2H), 7.11 (d, ] = 2.5 Hz, 1H), 6.87 (dd, ] = 8.5, 2.7 Hz, 1H), 6.22 (s, 1H), 5.59 (4,
J=156.0 Hz, 1H), 4.55 (s, 2H), 3.86 (d, = 13.8 Hz, 1H), 3.71 (d, ] = 13.8 Hz,
1H), 2.51 (s, 3H), 0.90 (s, 14H).

841

1H NMR (400 MHz, ™| ¥-2-d4) § 8.37 (s, 1H), 8.04 (s, 1H), 7.85 - 7.70 (m,
2H), 7.04 (d, J = 2.5 Hz, 1H), 6.87 (dd, ] = 8.4, 2.7 Hz, 1H), 6.21 (s, 1H), 5.94 (t,
J=547Hz, 1H), 421 (d, ] =14.9 Hz, 1H), 4.05 (d, ] = 14.9 Hz, 1H), 2.51 (s,
3H), 1.53 (t, ] = 2.3 Hz, 4H), 1.10 (d, ] = 2.4 Hz, 6H).

842

1H NMR (400 MHz, ™| §+-2-d4) § 8.33 (d, J = 6.9 Hz, 2H), 7.94 (s, 1H), 7.85 -
7.64 (m, 2H), 7.49 (t, T = 7.8 Hz, 1H), 7.23 (d, J = 7.5 Hz, 1H), 7.00 (d, T =2.4
Hz, 1H), 6.83 (d, ] =7.5 Hz, 1H), 6.58 (s, 1H), 5.93 (t, J = 54.7 Hz, 1H), 4.15 (d,
J=14.7Hz, 1H), 3.91 (d, T = 14.8 Hz, 1H), 1.50 (s, 4H), 0.94 (d, J=11.1 Hz,
6H).
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'H-NMR

1H NMR (400 MHz, 7| ¥--8--d4) § 8.35 (s, 1H), 8.19 (s, 1H), 7.87 - 7.66 (m,
2H), 7.04 (d, T = 2.5 Hz, 1H), 6.87 (dd, T = 8.5, 2.7 Hz, 1H), 6.23 (s, 1H), 4.19 (d,
J=14.9 Hz, 1H), 4.04 (d, ] = 14.9 Hz, 1H), 2.51 (s, 3H), 1.81 - 1.59 (m, 4H),
1.09 (d, T = 1.9 Hz, 6H).

844

1H NMR (400 MHz, ™| §2--d4) § 8.35 (s, 1H), 8.21 (s, 1H), 7.79 (d, T = 2.5 Hz,
1H), 7.66 (dt, ] = 6.5, 2.1 Hz, 2H), 7.25 (d, ] = 2.5 Hz, 1H), 6.38 (t, ] = 6.9 Hz,
1H), 6.18 (s, 1H), 4.04 (d, ] = 13.9 Hz, 1H), 3.64 (d, ] = 13.9 Hz, 1H), 3.59 (s,
3H), 1.81 - 1.54 (m, 4H), 0.96 (s, 9H).

845

1H NMR (400 MHz, 7| G+-&--d4) § 8.41 (s, 1H), 8.06 (s, 1H), 7.84 - 7.66 (m,
2H), 7.23 (d,J = 2.5 Hz, 1H), 6.88 (dd, J = 8.5, 2.8 Hz, 1H), 6.27 (s, 1H), 5.94 (¢,
J=54.7Hz, 1H), 3.99 (dd, ] = 14.4, 7.2 Hz, 1H), 3.86 (dd, ] = 14.4, 7.4 Hz, 1H),
2.50 (s, 3H), 1.53 (s, 4H), 1.09 (d, J = 3.9 Hz, 6H), 1.00 (d, J = 1.7 Hz, 6H), 0.73
(d,7=7.3 Hz, 1H).

846

1H NMR (400 MHz, ™| §1-£--d4) § 8.37 (s, 1H), 7.96 (s, 1H), 7.83 - 7.65 (m,
2H), 7.01 (d, ] = 2.5 Hz, 1H), 6.86 (dd, J = 8.4, 2.8 Hz, 1H), 6.16 (s, 1H), 4.20 (d,
J=149Hz, 1H), 4.07 (d, ] = 14.9 Hz, 1H), 2.50 (s, 3H), 1.65 (s, 3H), 1.41 - 1.24
(m, 2H), 1.07 (dd, J = 17.4, 1.8 Hz, 8H).

847

TH NMR (400 MHz, ¥ §--2-d4) § 8.30 (s, 1H), 7.88 - 7.64 (m, 2H), 7.35 (dt, T =
7.5,3.7Hz, 1H), 7.27 - 6.97 (m, 4H), 6.57 (dd, J = 3.2, 0.9 Hz, 1H), 6.38 (s, 1H),
5.90 (t, ] = 54.8 Hz, 1H), 5.48 (s, 1H), 3.96 - 3.69 (m, 4H), 3.53 (d, ] = 13.5 Hz,
1H), 1.61 - 1.32 (m, 4H), 0.79 (s, 9H).

848

1H NMR (400 MHz, ™| §--%--d4) 5 8.36 (s, 1H), 8.20 (s, 1H), 7.81 - 7.72 (m,
2H), 7.22 (d, T = 2.5 Hz, 1H), 6.89 (dd, J = 8.5, 2.8 Hz, 1H), 6.26 (s, 1H), 4.04 -
3.91 (m, 2H), 2.52 (s, 3H), 2.49 (s, 1H), 1.74 (m, 8H), 1.69 (d, J = 8.0 Hz, 2H).
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TH.NMR

1H NMR (400 MHz, ™| §F-2--d4) 6 8.35 (s, 1H), 8.06 (s, 1H), 7.83 - 7.71 (m,
2H), 7.22 (d, ] = 2.5 Hz, 1H), 6.88 (dd, ] = 8.5, 2.8 Hz, 1H), 6.25 (s, 1H), 5.94 t,
J=154.7Hz, 1H), 3.97 (m, 2H), 2.52 (s, 3H), 2.49 (s, 1H), 1.74 (s, 6H), 1.53 (s,
4H).

850

1H NMR (400 MHz, 7 é-&--d4) 5 8.38 (d, J = 0.8 Hz, 1H), 8.00 (s, 1H), 7.85 -
7.77 (m, 2H), 7.10 (d, J = 2.5 Hz, 1H), 6.89 (dd, J = 8.4, 2.7 Hz, 1H), 6.22 (s,
1H), 3.90 (d, J = 13.8 Hz, 1H), 3.71 (d, J = 13.9 Hz, 1H), 2.52 (s, 3H), 1.58 (s,
3H), 1.57 (5, 3H), 1.43 - 1.31 (m, 1H), 0.91 (s, 9H), 0.58 - 0.48 (m, 2H), 0.47 -
0.37 (m, 2H).

851

1H NMR (400 MHz, ™| -2-d4) 5 8.38 (s, 1H), 7.91 (s, 1H), 7.83 - 7.75 (m,
2H), 7.11 (d, ] = 2.5 Hz, 1H), 6.89 (dd, J = 8.5, 2.8 Hz, 1H), 6.22 (s, 1H), 3.88 (d,
J=13.9Hz, 1H), 3.73 (d, I = 13.9 Hz, 1H), 2.52 (s, 3H), 1.66 (p, ] = 6.9 Hz,

1H), 1.28 - 1.16 (m, 2H), 1.17 - 1.04 (m, 2H), 0.97 - 0.85 (m, 15H).

852

1H NMR (400 MHz, ™| ¥-2-d4) § 8.36 (s, 1H), 8.07 (s, 1H), 7.85 - 7.75 (m,
2H), 7.12 - 7.06 (m, 1H), 6.87 (dd, J = 8.5, 2.7 Hz, 1H), 6.24 (s, 1H), 5.10 (t, ] =
6.5 Hz, 2H), 4.75 (dd, T = 6.9, 2.0 Hz, 2H), 3.86 (d, ] = 13.8 Hz, 1H), 3.70 (d, J =
13.8 Hz, 1H), 2.52 (s, 3H), 1.92 (s, 3H), 0.89 (s, 9H).

853

1H NMR (400 MHz, 7 ¥-&--d4) § 8.37 - 8.29 (m, 2H), 7.95 (s, 1H), 7.81 - 7.73
(m, 2H), 7.53 - 7.38 (m, 2H), 6.99 (d, J = 2.5 Hz, 1H), 6.87 (d, J =7.5 Hz, 1H),
6.58 (s, 1H), 5.07 (dd, = 6.9, 3.0 Hz, 2H), 4.72 (d, J = 6.9 Hz, 2H), 3.80 (d,J =
13.6 Hz, 1H), 3.61 (s, 3H), 3.52 (d, T = 13.6 Hz, 1H), 1.89 (s, 3H), 0.72 (s, 9H).

854

1H NMR (400 MHz, ™| ¥+-2-d4) §8.36 (d, J = 1.4 Hz, 1H), 7.86 (t, ] = 8.1 Hz,
1H), 7.79 (d, ] = 2.4 Hz, 1H), 7.10 (d, ] = 2.4 Hz, 1H), 6.92 - 6.85 (m, 1H), 6.22
(s, 1H), 4.81 - 4.55 (m, 3H), 3.92 (d, J = 13.9 Hz, 1H), 3.63 (d, ] = 13.8 Hz, 1H),
2.50 (s, 3H), 1.58 (d, 3H), 0.89 (s, 9H).
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"H-.NMR

IH NMR (400 MHz, "] 5H2-d4) § 9.59 (s, 1H), 8.59 (d, J = 6.4 Hz, 1H), 8.47 (s,
1H), 8.34 (s, 1H), 8.33 - 8.30 (m, 2H), 7.79 (d, J = 2.5 Hz, 1H), 7.30 (d, ] = 2.5
Hz, 1H), 6.66 (s, 1H), 3.83 (d, J = 13.9 Hz, 1H), 3.61 (d, ] = 13.9 Hz, 1H), 1.81 -
1.72 (m, 2H), 1.72 - 1.61 (m, 2H), 0.82 (s, 9H).

856

1H NMR (400 MHz, 7| €-&--d4) §9.59 (s, 1H), 8.58 (d, ] = 6.4 Hz, 1H), 8.46 (s,
1H), 8.33 - 8.27 (m, 2H), 8.06 (s, 1H), 7.77 (d, ] = 2.5 Hz, 1H), 7.27 (d, ] = 2.6
Hz, 1H), 6.59 (d, ] = 1.0 Hz, 1H), 3.97 - 3.87 (m, 1H), 3.82 (d, ] = 13.8 Hz, 1H),
3.62(d,J=13.9 Hz, 1H), 1.29 - 1.12 (m, 4H), 0.81 (s, 9F).

857

TH NMR (400 MHz, 7| §--2--d4) § 8.39 (s, 1H), 7.82 (t, ] = 8.1 Hz, 1H), 7.78 (d,
J=25Hz, 1H), 6.96 (d, ] =2.5 Hz, 1H), 6.83 (dd, ] = 8.5, 2.6 Hz, 1H), 6.09 (s,
1H), 4.03 (d, ] = 13.8 Hz, 1H), 3.84 (tt, ] = 7.4, 3.9 Hz, 1H), 3.51 (d,J = 13.8 Hz,
1H), 2.38 (s, 3H), 1.87 (tt, J = 8.5, 5.4 Hz, 1H), 1.34 - 1.26 (m, 2H), 1.26-1.19
(m, 2H), 1.07 (ddd, J = 8.5, 3.4, 1.6 Hz, 2H), 0.98 - 0.90 (m, 1H), 0.85 (s, 9H),
0.83 - 0.76 (m, 1H).

858

1H NMR (400 MHz, ™| ¥+2-d4) § 8.37 (s, 1H), 7.84 (t, ] = 8.1 Hz, 1H), 7.78 (d,
J=2.5Hz, 1H), 7.05 (d, ] =2.6 Hz, 1H), 6.88 (dd, J = 8.5, 2.7 Hz, 1H), 6.19 (s,
1H), 4.89 (s, 1H), 4.80 - 4.69 (m, 1H), 4.69 - 4.56 (m, 1H), 425 (d, ] = 14.8 Hz,
1H), 3.99 (d, ] = 14.9 Hz, 1H), 2.50 (s, 3H), 1.61 - 1.54 (m, 3H), 1.10 (s, 3H),
1.09 (s, 3H).

859

THNMR (400 MHz, " §--2%-d4) § 8.35 (s, 1H), 7.88 (t, ] = 8.1 Hz, 1H), 7.78 (d,
J=25Hz, 1H), 7.00 (d, ] = 2.5 Hz, 1H), 6.86 (dd, J = 8.5, 2.7 Hz, 1H), 6.13 (s,
1H), 3.97 (d, ] = 13.8 Hz, 1H), 3.93 (s, 3H), 3.68 - 3.61 (m, 1H), 3.53(d, J=13.8
Hz, 1H), 2.45 (s, 3H), 1.29 - 1.21 (m, 2H), 121 - 1.13 (m, 2H), 0.87 (s, 9H).

860

1H NMR (400 MHz, | ¥1-8-d4) 6 8.36 (s, 1H), 7.90 (s, 1H), 7.83 - 7.70 (m,
2H), 7.10 (d, J = 2.5 Hz, 1H), 6.87 (dd, ] = 8.5, 2.7 Hz, 1H), 6.21 (s, 1H), 3.85 (d,
J=13.9Hz 1H), 3.71 (d, ] = 13.9 Hz, 1H), 2.50 (s, 3H), 1.32 - 1.22 (m, 2H),
1.12 - 1.02 (m, 2H), 0.90 (s, 9H), 0.88 (s, 9H).
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[1331]

"H-.NMR

1H NMR (400 MHz, 7| &F-2--d4) § 8.38 (s, 1H), 7.84 (t, ] =8.1 Hz, 1H), 7.77 (d,
J=2.5Hz, 1H), 7.04 (d, ] =2.5 Hz, 1H), 6.87 (dd, J = 8.5, 2.7 Hz, 1H), 6.16 (s,
1H), 4.23 (d, T = 14.9 Hz, 1H), 4.03 (d, J = 14.9 Hz, 1H), 2.72 (s, 1H), 2.51 (s,
3H), 2.43 (s, 6H), 1.11 (s, 3H), 1.10 (s, 3H).

862

1H NMR (400 MHz, ™| §--2--d4) § 8.37 (s, 1H), 7.86 (t, ] = 8.1 Hz, 1H), 7.78 (d,
J=25Hz 1H), 7.03 (d, ] = 2.5 Hz, 1H), 6.87 (dd, J = 8.5, 2.7 Hz, 1H), 6.16 (s,
1H), 4.28 (d, ] = 14.9 Hz, 1H), 3.97 (d, ] = 14.9 Hz, 1H), 2.49 (s, 3H), 1.54 - 1.44
(m, TH), 1.28 - 1.18 (m, 2H), 1.10 (s, 4H), 1.10 - 1.05 (m, 5H), 0.57 - 0.45 (m,
2H), 0.36 - 0.25 (m, 2H).

863

1H NMR (400 MHz, 7| ¥F-&--d4) § 8.36 (s, 1H), 7.85 (t, J =8.1 Hz, 1H), 7.76 (d,
J=2.5Hz, 1H), 7.01 (d, ] =2.5 Hz, 1H), 6.87 (dd, J = 8.3, 2.7 Hz, 1H), 6.15 (s,
1H), 4.26 (d, J = 14.9 Hz, 1H), 3.97 (d, ] = 14.9 Hz, 1H), 2.49 (s, 3H), 1.60 (s,
3H), 1.41 - 1.28 (m, 2H), 1.14 - 1.05 (m, 6H).

864

1H NMR (400 MHz, ™| §+-2--d4) § 8.36 (s, 1H), 7.85 (t, ] = 8.1 Hz, 1H), 7.76 (d,
J=25Hz, 1H), 7.02 (d, ] = 2.5 Hz, 1H), 6.87 (dd, J = 8.5, 2.7 Hz, 1H), 6.15 (5,
1H), 4.23 (d, J = 14.8 Hz, 1H), 4.00 (d, ] = 14.9 Hz, 1H), 3.72 - 3.58 (m, 1H),
2.51 (s, 3H), 1.31 - 1.15 (m, 3H), 1.10 (s, 3H), 1.09 (s, 3H).

865

IH NMR (400 MHz, "] §H2-d4) § 8.34 (s, 1H), 7.88 (t, J = 8.1 Hz, 1H), 7.77 (d,
J=2.5Hz, 1H), 7.08 (d, ] = 2.6 Hz, 1H), 6.87 (dd, J = 8.5, 2.7 Hz, 1H), 6.19 (s,
1H), 3.90 (d, J = 13.8 Hz, 1H), 3.61 (d, J = 13.9 Hz, 1H), 2.50 (s, 3H), 1.54 - 1.42
(m, TH), 1.27 - 1.22 (m, 2H), 1.10 - 1.05 (m, 2H), 0.89 (s, 9H), 0.52 - 0.47 (m,
2H), 0.34 - 0.28 (m, 2H).

866

TH NMR (400 MHz, V| §-2-d4) § 8.36 (s, 1H), 7.87 (s, 1H), 7.84 - 7.76 (m,
2H), 7.10 (d, ] = 2.5 Hz, 1H), 6.88 (dd, J = 8.5, 2.8 Hz, 1H), 6.23 (s, 1H), 4.23
(m, 2H), 3.86 (s, 1H), 3.68 (d, J = 13.8 Hz, 1H), 2.51 (s, 3H), 0.96 (s, 3H), 0.90
(s, 9H), 0.68 (s, 2H), 0.43 (s, 2H).
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[1332]

"H-.NMR

IH NMR (400 MHz, ™| §+-£-d4) § 8.37 (s, 1H), 8.00 (s, 1H), 7.83 - 7.72 (m,
2H), 7.02 (d, ] =2.5 Hz, 1H), 6.87 (dd, ] = 8.4, 2.7 Hz, 1H), 6.18 (s, 1H), 4.22 (d,
J=14.9 Hz, 1H), 4.03 (d, J = 14.9 Hz, 1H), 2.50 (s, 3H), 1.62 - 1.47 (m, 1H),
1.32 - 1.17 (m, 2H), 1.10 (s, 3H), 1.09 (s, 3H), 1.06 - 0.97 (m, 2H), 0.58 - 0.46
(m, 2H), 0.38 - 0.28 (m, 2H).

868

1H NMR (400 MHz, ™| ¥+-2-d4) § 8.34 (s, 1H), 7.87 (t, J = 8.1 Hz, 1H), 7.77 (d,
J=25Hz, 1H), 6.99 (d, ] =2.5 Hz, 1H), 6.86 (dd, ] = 8.4, 2.7 Hz, 1H), 6.14 (s,
1H), 3.96 (d, ] = 13.8 Hz, 1H), 3.91 (s, 3H), 3.51 (d, ] = 13.8 Hz, 1H), 2.69 (s,
1H), 2.44 (s, 3H), 2.43 (s, GH), 0.86 (s, 9H).

869

IH NMR (400 MHz, ™| +-2-d4) § 8.37 (s, 1H), 8.02 (s, 1H), 7.85 - 7.74 (m,
2H), 7.11(d, ] = 2.5 Hz, 1H), 6.88 (dd, ] = 8.5, 2.8 Hz, 1H), 6.26 (s, 1H), 5.37 -
5.17 (m, 1H), 5.05 - 4.90 (m, 2H), 4.84 (m, 2H), 3.89 (d, J = 13.8 Hz, 1H), 3.69
(d, 7=13.8 Hz, 1H), 2.51 (s, 3H), 0.89 (s, 9H).

870

IH NMR (400 MHz, ™| §F-2--d4) 6 8.34 (s, 1H), 8.34 (d, 1H), 7.94 (s, 1H), 7.81
(d,J=2.5Hz, 1H), 7.77 (d, ] = 7.5 Hz, 1H), 7.50 (t, } = 7.8 Hz, 1H), 7.40 (d, J =
7.7 Hz, 1H), 7.03 (d, ] = 2.5 Hz, 1H), 6.86 (d, J = 7.8 Hz, 1H), 6.60 (s, 1H), 6.25
(tt, ] =56.0, 4.1 Hz, 1H), 5.92 (t, ] = 54.7 Hz, 1H), 4.58 - 4.30 (m, 2H), 3.85(d, J
=13.7Hz, 1H), 3.52 (d, ] = 13.7 Hz, 1H), 1.53 - 1.47 (m, 4H), 0.73 (s, 9H).

871

1H NMR (400 MHz, V| §-2-d4) § 8.34 (d, T = 8.2 Hz, 1H), 8.30 (s, 1H), 7.92 (s,
1H), 7.78 (d, ] = 2.5 Hz, 1H), 7.75 (d, ] = 7.5 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H),
7.41(d, T =7.7Hz, 1H), 6.98 (d, ] = 2.5 Hz, 1H), 6.87 (d, ] = 7.6 Hz, 1H), 6.58
(s, 1H), 5.92 (t, ] = 54.8 Hz, 1H), 3.79 (d, ] = 13.6 Hz, 1H), 3.61 (s, 3H), 3.50 (d,
J=13.6 Hz, 1H), 1.50 (s, 4H), 0.72 (s, 9H).

872

1H NMR (400 MHz, ¥ ¥F-&--d4) § 8.34 (s, 1H), 7.84 (s, 1H), 7.78 (¢, ] = 8.0 Hz,
1H), 7.76 (d,J = 2.3 Hz, 1H), 7.06 (d, = 2.5 Hz, 1H), 6.87 (dd, ] = 8.6, 2.7 Hz,
1H), 6.19 (s, 1H), 4.17 (dd, ] = 7.0, 3.4 Hz, 1H), 3.84 (d, ] = 14.0 Hz, 1H), 3.68
(d, J=14.0 Hz, 1H), 2.51 (s, 3H), 1.70 (q, ] = 6.0 Hz, 2H), 1.20 - 1.09 (m, 1H),
1.06 - 0.90 (m, 2H), 0.88 (s, 9H), 0.87 - 0.76 (m, 1H).
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[1333]

'H-NMR

1H NMR (400 MHz, V| --&-d4) § 8.31 (s, 1H), 8.25 (d, J=5.2 Hz, 1H), 7.98 (s,
1H), 7.81 (d, ] = 2.5 Hz, 1H), 7.43 (d, ] = 3.6 Hz, 1H), 7.31 (d, ] = 5.2 Hz, 1H),
7.12(d, J=2.5Hz, 1H), 6.68 (d, ] =3.6 Hz, 1H), 6.51 (s, 1H), 5.92 (t, ] = 54.7
Hz, 1H), 3.90 (d, J = 13.7 Hz, 1H), 3.88 (s, 3H), 3.45 (d, J = 13.7 Hz, 1H), 1.50
(brs, 4H), 0.76 (s, 9H).

874

1H NMR (400 MHz, ™| §+-£--d4) § 8.34 (d, J = 8.0 Hz, 1H), 8.34 (s, 1H), 8.09 (s,
1H), 7.81 (d, J = 2.5 Hz, 1H), 7.77 (d, = 7.6 Hz, 1H), 7.51 (t, ] = 7.8 Hz, 1H),
7.40 (d, ] =7.7 Hz, 1H), 7.04 (d, ] = 2.6 Hz, 1H), 6.85 (d, ] = 7.9 Hz, 1H), 6.62
(s, 1H), 6.42 - 6.06 (m, 1H), 4.55 - 433 (m, 2H), 3.85 (d, J = 13.7 Hz, 1H), 3.53
(d, J=13.6 Hz, 1H), 1.75 - 1.59 (m, 4H), 0.73 (s, 9H).

875

1H NMR (400 MHz, 7| &-8--d4) § 8.35 (d, J = 8.0 Hz, 1H), 8.33 (s, 1H), 8.09 (s,
1H), 7.81 (d, ] = 2.5 Hz, 1H), 7.78 (d, ] = 7.5 Hz, 1H), 7.52 (t, ] = 7.8 Hz, 1H),
7.41(d,J=7.8 Hz, 1H), 7.03 (d, ] =2.5 Hz, 1H), 6.86 (d, J = 7.8 Hz, 1H), 6.62
(s, 1H), 5.02 - 4.91 (m, 1H), 4.81 - 4.65 (m, 1H), 3.85 (d, J = 13.7 Hz, 1H), 3.50
(d,7=13.8 Hz, 1H), 1.78 - 1.61 (m, 4H), 0.71 (s, 9H).

876

1H NMR (400 MHz, ™| ¥+-2-d4) § 8.32 (d, ] = 7.8 Hz, 1H), 8.32 (s, 1H), 7.92 (s,
1H), 7.80 (d, ] = 2.4 Hz, 1H), 7.77 (d, T = 7.5 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H),
7.22(d,J=7.5Hz, 1H), 6.99 (d, ] = 2.5 Hz, 1H), 6.85 (d, J = 7.6 Hz, 1H), 6.59
(s, 1H), 5.93 (t, ] = 54.7 Hz, 1H), 3.81 (d, J = 13.6 Hz, 1H), 3.51 (d, J = 13.6 Hz,
1H), 1.50 (s, 4H), 0.73 (s, 9H).

877

1H NMR (400 MHz, v §+-2--d4) § 8.34 (d, T = 8.1 Hz, 1H), 8.31 (s, 1H), 7.82 (5,
1H), 7.79 (d, J = 2.5 Hz, 1H), 7.74 (d, ] = 7.5 Hz, 1H), 7.49 (t, ] = 7.8 Hz, 1H),
742 (d,J=7.6 Hz, 1H), 6.99 (d, J = 2.4 Hz, 1H), 6.86 (d, J = 7.8 Hz, 1H), 6.58
(s, 1H), 5.05 - 4.91 (m, 1H), 4.67 (d, J = 46.9 Hz, 1H), 4.66 (d, ] = 46.9 Hz, 1H),
3.82(d, J = 13.6 Hz, 1H), 3.61 (s, 3H), 3.50 (d, J = 13.6 Hz, 1H), 1.56 - 1.49 (m,

3H), 0.71 (s, 9H).
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"H-.NMR

1H NMR (400 MHz, V| €--2&-d4) § 8.36 - 8.30 (m, 2H), 7.89 (s, 1H), 7.80 (d, T =
24Hz 1H),7.75 (d, ] =7.5Hz, 1H), 7.48 (t, T=7.8 Hz, 1H), 7.42 (d, 1= 7.7
Hz, 1H), 6.99 (s, 1H), 6.86 (d, J = 7.6 Hz, 1H), 6.57 (s, 1H), 4.59 (d, J = 48.6 Hz,
2H), 3.84 (d, ] = 13.6 Hz, 1H), 3.61 (s, 3H), 3.52 (d, J = 13.6 Hz, 1H), 1.53 - 1.26
(m, 4H), 0.72 (s, 9H).

879

1H NMR (400 MHz, ™| §F-2--d4) § 8.36 - 8.29 (m, 2H), 7.85 (s, 1H), 7.78 (d, T =
24Hz, 1H),7.74 (d,] = 7.6 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H), 7.42(d, ] = 7.6
Hz, 1H), 6.96 (d, ] =2.4 Hz, 1H), 6.85 (d, ] = 7.6 Hz, 1H), 6.54 (s, 1H), 3.81 (d,
J=13.7Hz, 1H), 3.61 (d, ] = 1.2 Hz, 3H), 3.51 (d, J = 13.7 Hz, 1H), 1.63 (s,
3H), 1.36 - 1.22 (m, 2H), 1.09 - 0.96 (m, 2H), 0.71 (s, 9H).

880

1H NMR (400 MHz, V| &-2-d4) § 8.37 - 8.30 (m, 2H), 7.89 (s, 1H), 7.82 (d, T =
24Hz 1H), 7.75 (d, ] =7.4 Hz, 1H), 7.49 (t, T=7.8 Hz, 1H), 7.42 (d, 1 =7.6
Hz, 1H), 7.02 (d, ] =2.4 Hz, 1H), 6.86 (d, ] = 7.7 Hz, 1H), 6.61 (s, 1H), 5.26 -
5.21 (m, 1H), 5.03 - 4.92 (m, 2H), 4.86 - 4.76 (m, 2H), 3.86 (d, ] = 13.6 Hz, 1H),
3.61 (s, 3H), 3.52 (d, ] = 13.7 Hz, 1H), 0.72 (s, 9H).

881

1H NMR (400 MHz, ™| §2--d4) § 8.07 - 8.00 (m, 2H), 7.60 (s, 1H), 7.51 (d, T =
24 Hz, 1H), 745 (d,J =7.5Hz, 1H), 7.18 (t, J= 7.8 Hz, 1H), 7.12(d, J = 7.6
Hz, 1H), 6.70 (s, 1H), 6.56 (d, J = 7.8 Hz, 1H), 6.26 (s, 1H), 3.56 (d, ] = 13.5 Hz,
1H), 3.31(d, J = 1.3 Hz, 3H), 3.23 (d, ] = 13.6 Hz, 1H), 1.25 - 1.16 (m, 1H), 0.95
- 0.83 (m, 2H), 0.75 - 0.65 (m, 2H), 0.43 (s, 9H), 0.24 - 0.14 (m, 2H), 0.05 - -0.06
(m, 2H).

882

1H NMR (400 MHz, ™| ¥+2--d4) § 8.05 (d, ] = 8.1 Hz, 2H), 7.61 (s, 1H), 7.51 (d,
T=24Hz, 1H), 7.47 - 7.40 (m, 1H), 7.20 (t, ] = 7.8 Hz, 1H), 7.13 (d, ] = 7.7 Hz,
1H), 6.69 (d, J = 2.5 Hz, 1H), 6.56 (d, J = 7.6 Hz, 1H), 6.25 (s, 1H), 3.89 (d, ] =
14.7 Hz, 1H), 3.64 (d, J = 14.7 Hz, 1H), 3.33 (s, 3H), 1.30 - 1.16 (m, 1H), 0.96 -
0.88 (m, 2H), 0.75 - 0.68 (m, 2H), 0.69 (s, 3H), 0.64 (s, 3H), 0.21 (ddd, J = 8.2,
6.1, 4.5 Hz, 2H), 0.08 - -0.02 (m, 2H).
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"H-.NMR

1H NMR (400 MHz, ™| §+-£--d4) § 8.34 (s, 1H), 8.34 (d, ] =8.2 Hz, 1H), 7.79 (s,
1H), 7.78 (d, ] = 2.5 Hz, 1H), 7.69 (d, J = 7.1 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H),
7.42(d,J=7.7Hz, 1H), 6.97 (d, ] = 2.5 Hz, 1H), 6.84 (d, ] = 7.5 Hz, 1H), 6.54
(s, 1H), 4.13 (d, J = 14.8 Hz, 1H), 3.94 (d, ] = 14.8 Hz, 1H), 3.61 (s, 3H), 2.67 (s,
1H), 2.35 (s, 6H), 0.94 (d, ] = 19.8 Hz, 6H).

884

1H NMR (400 MHz, 7| ¥F-&--d4) § 8.34 (s, 1H), 8.34 (d, ] = 8.0 Hz, 1H), 7.85 (s,
1H), 7.78 (d, T = 2.5 Hz, 1H), 7.70 (d, T = 6.8 Hz, 1H), 7.48 (t, ] = 7.8 Hz, 1H),
7.41(d,J=7.7Hz, 1H), 6.96 (d, J=2.5 Hz, 1H), 6.83 (d, J = 7.4 Hz, 1H), 6.52
(s, 1H), 4.15 (d,J = 14.7 Hz, 1H), 3.93 (d, J = 14.7 Hz, 1H), 3.61 (s, 3H), 1.63 (s,
3H), 1.36 - 1.24 (m, 2H), 1.07 - 1.01 (m, 2H), 0.94 (d, J = 19.6 Hz, 6H).

885

1H NMR (400 MHz, ™| ¥+-2--d4) & 8.40 (s, 1H), 8.14 (s, 1H), 8.11 (dd, J = 5.1,
1.9 Hz, 1H), 7.82 (d, ] = 2.4 Hz, 1H), 7.69 (dd, J = 7.3, 1.8 Hz, 1H), 7.25(d, J =
2.5 Hz, 1H), 6.95 (dd, J = 7.4, 5.0 Hz, 1H), 6.29 (s, 1H), 3.94 (d, J = 13.9 Hz,
1H), 3.94 (s, 3H), 3.74 (d, T = 13.9 Hz, 1H), 1.83 - 1.57 (m, 4H), 0.94 (s, 9H).

886

1H NMR (400 MHz, " €H-2-d4) § 8.25 (d, T = 7.3 Hz, 2H), 7.98 (s, 1H), 7.69 (d,

J=2.5Hz, 1H), 7.64 - 7.57 (m, 1H), 7.39 (t, ] = 7.8 Hz, 1H), 7.32(d, ] = 7.6 Hz,
1H), 6.91 (d, ] = 2.5 Hz, 1H), 6.74 (d, ] = 7.7 Hz, 1H), 6.49 (s, 1H), 4.05 (d,J =
14.7 Hz, 1H), 3.85 (d, J = 14.7 Hz, 1H), 3.52 (s, 3H), 1.73 - 1.49 (m, 4H), 0.88
(s, 3H), 0.84 (s, 3H).

887

1H NMR (400 MHz, ™| ¥+-8--d4) § 8.23 (s, 1H), 8.12 (d, ] =9.9 Hz, 1H), 7.71 (s,
1H), 7.70 (d, ] = 2.5 Hz, 1H), 7.55 - 7.49 (m, 2H), 7.30 (q, J = 4.8 Hz, 1H), 6.89
(d,J=2.5Hz, 1H), 6.62 (d, ] = 9.9 Hz, 1H), 6.57 (s, 1H), 3.79 (d, ] = 13.7 Hz,
1H), 3.68 (s, 3H), 3.37 (d, J = 13.7 Hz, 1H), 2.58 (s, 1H), 2.26 (s, 6H), 0.61 (s,
9H).
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"H-.NMR

IH NMR (400 MHz, ™| §+-£-d4) § 8.23 (s, 1H), 8.22 (d, T =8.0 Hz, 1H), 7.71 -
7.68 (m, 2H), 7.66 (d, J = 7.4 Hz, 1H), 7.39 (t, T = 7.8 Hz, 1H), 7.13 (d,J=7.5
Hz, 1H), 6.87 (d, J =2.5 Hz, 1H), 6.75 (d, J = 7.6 Hz, 1H), 6.47 (s, 1H), 3.72 (d,
J=13.6 Hz, 1H), 341 (d, ] = 13.6 Hz, 1H), 2.58 (s, 1H), 2.26 (s, 6H), 0.63 (s,
OH).

889

1H NMR (400 MHz, ™| ¥-&-d4) § 8.39 - 8.33 (m, 1H), 8.33 (s, 1H), 8.12 (s,
1H), 7.91 (t, J = 60.0 Hz, 1H), 7.87 - 7.79 (m, 2H), 7.54 (t, = 7.8 Hz, 1H), 7.49
(d, J=8.0 Hz, 1H), 7.00 (d, J = 2.5 Hz, 1H), 6.96 (d, J = 8.1 Hz, 1H), 6.62 (s,
1H), 3.86 (d, J = 13.7 Hz, 1H), 3.50 (d, J = 13.7 Hz, 1H), 1.85 - 1.55 (m, 4H),
0.73 (s, 9H).

890

1H NMR (400 MHz, ™| +2--d4) § 8.22 (s, 1H), 8.12 (d, ] = 9.9 Hz, 1H), 8.00 (s,
1H), 7.72 (d, ] = 2.5 Hz, 1H), 7.53 (d, ] = 4.4 Hz, 2H), 7.30 (t, ] = 4.3 Hz, 1H),
6.92 (d, T =2.5Hz, 1H), 6.63 (d, J=10.1 Hz, 1H), 6.61 (s, 1H), 3.79(d, J = 13.7
Hz, 1H), 3.68 (s, 3H), 3.37 (d, ] = 13.7 Hz, 1H), 1.74 - 1.45 (m, 4H), 0.62 (s,
9H).

891

1H NMR (400 MHz, 7 é+-&--d4) 5 8.37 - 8.30 (m, 2H), 7.79 (d, J = 1.9 Hz, 2H),
7.76 - 7.67 (m, 1H), 748 (t, ] = 7.8 Hz, 1H), 7.42 (d, J = 7.7 Hz, 1H), 6.97 (d, ] =
2.5 Hz, 1H), 6.85 (d, ] = 7.6 Hz, 1H), 6.56 (s, 1H), 3.82 (d, J = 13.6 Hz, 1H),
3.61 (s, 3H), 3.52 (d, T = 13.7 Hz, 1H), 2.67 (s, 1H), 2.35 (d, ] = 1.1 Hz, 6H),
0.71 (s, 9H).

892

1H NMR (400 MHz, 7 ¥F-8--d4) § 9.09 - 8.97 (m, 2H), 8.29 (s, 1H), 8.12(d, ] =
8.5 Hz, 1H), 7.97 - 7.88 (m, 2H), 7.88 - 7.76 (m, 3H), 7.09 (d, J = 2.4 Hz, 1H),
6.90 (s, 1H), 4.72 (d, ] = 5.5 Hz, 1H), 4.60 (d, J = 5.8 Hz, 1H), 3.78 (d, ] = 13.8
Hz, 1H), 3.46 (d, J = 13.8 Hz, 1H), 1.53 (d, J = 7.4 Hz, 3H), 0.65 (s, 9H).

893

1H NMR (400 MHz, ™| ¥-2--d4) § 9.12 - 9.04 (m, 2H), 8.29 (s, 1H), 8.14 (d, ] =
8.5 Hz, 1H), 8.03 (s, 1H), 8.00 - 7.91 (m, 1H), 7.87 (m, 2H), 7.80 (d, ] = 2.5 Hz,
1H), 7.11 (d, J = 2.5 Hz, 1H), 6.94 (s, 1H), 5.00 - 4.74 (m, 4H), 3.80 (d, J=13.8
Hz, 1H), 3.47 (d, ] = 13.8 Hz, 1H), 0.66 (s, 9H).
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TH-.NMR

1H NMR (400 MHz, ©}-4] 1 =21-d3) §9.15 - 9.07 (m, 2H), 8.41 (s, 1H), 8.30
(d,1=8.2Hz, 1H), 8.02 - 7.81 (m, 4H), 7.76 (d, J = 2.4 Hz, 1H), 6.88 (d, ] = 2.3
Hz, 1H), 6.81 (s, 1H), 6.25 (s, 1H), 5.90 (s, 2H), 5.85 (t, J = 54.6 Hz, 1H), 4.09
(dd, T=14.7, 7.4 Hz, 1H), 3.86 (dd, J = 14.7, 5.8 Hz, 1H), 1.51 - 1.43 (m, 4H),
0.94 (d, J = 21.8 Hz, 6H).

895

1TH NMR (400 MHz, o} 24 E21-d3) § 9.13 (t, ] = 7.7 Hz, 2H), 8.41 (s, 1H),
8.30 (d, ] = 8.1 Hz, 1H), 8.02 - 7.87 (m, 3H), 7.78 - 7.70 (m, 2H), 6.85 (s, 1H),
6.77 (s, 1H), 5.88 (s, 1H), 4.10 (dd, J = 14.5, 7.2 Hz, 1H), 3.91 - 3.81 (m, 1H),
1.60 (s, 3H), 1.25 (s, 2H), 1.01 (d, J = 1.9 Hz, 4H), 0.93 (d, ] = 22.7 Hz, 6H).

896

1H NMR (400 MHz, o}4 B Y E2-d3) §9.11 (s, 1H), 9.01 (d, J = 8.6 Hz, 1H),
839 (s, 1H), 8.26 (d, ] =8.0 Hz, 1H), 7.89 (s, 1H), 7.82 (d, ] = 9.0 Hz, 2H), 7.74
(s, 1H), 6.85 (s, 1H), 5.88 (s, 1H), 4.09 (dd, J = 14.6, 7.3 Hz, 1H), 3.85 (dd, T =
14.6, 5.7 Hz, 1H), 3.01 (s, 1H), 2.87 (s, 1H), 2.01 (s, 1H), 1.16 (d, ] = 4.5 Hz,
2H), 0.95 (s, SH), 0.90 (s, 3H), 0.47 (dd, J = 7.4, 5.7 Hz, 2H), 0.26 (d, ] = 5.4 Hz,
2H).

897

1H NMR (400 MHz, o}¥ 221 E=-d3) §9.09 (dd, T = 14.8, 6.8 Hz, 2H), 8.40
(s, 1H), 8.29 (d, ] = 8.2 Hz, 1H), 7.99 - 7.83 (m, 3H), 7.75 (d, ] = 2.4 Hz, 1H),
7.65 (s, 1H), 6.87 (s, 1H), 6.78 (s, 1H), 5.89 (s, 1H), 4.08 (dd, ] = 14.7, 7.2 Hz,
1H), 3.87 (dd, T = 14.7, 5.8 Hz, 1H), 2.66 (s, 1H), 2.32 (s, 6H), 0.93 (d, T =21.2
Hz, 6H).

898

TH NMR (400 MHz, oA 24 E2-d3) § 9.61 (s, 1H), 8.60 (d, T = 6.7 Hz, 1H),
8.49 (d, ] = 6.7 Hz, 1H), 8.38 - 8.33 (m, 2H), 8.19 (d, J = 7.3 Hz, 1H), 7.92 - 7.86
(m, 1H), 7.86 (s, 1H), 7.74 (d, ] = 2.4 Hz, 1H), 6.90 (d, ] = 2.4 Hz, 1H), 6.81 (s,
1H), 6.06 (t, ] = 55.5 Hz, 1H), 5.80 (s, 1H), 3.68 (m, 1H), 3.47 (m, 1H), 1.70 (m,
6H), 0.68 (s,9H).
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'H-NMR

1H NMR (400 MHz, ©}-4] &1 = 2 -d3) § 9.13 - 9.06 (m, 2H), 8.37 (s, 1H), 8.28
(d,J=8.3 Hz, 1H), 8.00 - 7.89 (m, 2H), 7.87 (dd, J = 8.7, 5.1 Hz, 1H), 7.74 (d, J
=2.4Hz, 2H), 6.91 (d,J = 2.5 Hz, 1H), 6.82 (s, 1H), 5.79 (s, 1H), 4.86 (ddd, J =
64.1,8.9, 5.4 Hz, 1H), 3.78 (dt, ] = 10.2, 5.4 Hz, 1H), 3.68 (dd, T = 13.4, 6.6 Hz,
1H), 3.48 (dd, T = 13.4, 5.0 Hz, 1H), 1.94 - 1.79 (m, 1H), 1.64 - 1.49 (m, 1H),
0.69 (s, 9H).

900

1H NMR (400 MHz, o} 4] £ =21-d3) 5 9.16 (d, ] = 8.9 Hz, 1H), 8.35(d, ] =
7.5 Hz, 2H), 8.03 - 7.90 (m, 2H), 7.82 (d, ] = 8.9 Hz, 1H), 7.75 - 7.69 (m, 2H),
6.98 (d, ] =2.4 Hz, 1H), 6.81 (s, 1H), 6.26 (s, 1H), 6.00 (s, 1H), 3.70 (dd, J =
13.5, 6.1 Hz, 1H), 3.52 (dd, J = 13.7, 4.6 Hz, 1H), 3.00 (s, 4H), 2.67 (s, 1H), 2.33
(s, 6H), 0.72 (s, OH).

901

1H NMR (400 MHz, ©} 4] B4 =21-d3) 5 9.06 (d, ] = 4.8 Hz, 1H), 8.94 (d, ] =
8.9 Hz, 1H), 8.42 (s, 1H), 8.30 - 8.16 (m, 1H), 7.89 - 7.83 (m, 2H), 7.77 (dd, ] =
8.7, 4.7 Hz, 2H), 7.68 - 7.60 (m, 1H), 7.59 (s, 1H), 7.38 (t, ] = 52.2 Hz, 1H), 6.96
(s, 1H), 6.94 - 6.87 (m, 1H), 6.23 (s, 1H), 5.74 (s, 1H), 3.80 - 3.27 (m, 2H), 2.31
(d, 1=6.4Hz, 6H), 1.03 (s, 1H), 0.56 (s, 9H).

902

1H NMR (400 MHz, ©}4 B Y E2-d3) §9.14 - 9.07 (m, 1H), 8.37 (s, 1H), 8.32
(d, J=8.4 Hz, 1H), 8.00 - 7.90 (m, 2H), 7.80 (d, J = 8.9 Hz, 1H), 7.76 (s, 1H),
7.72(d,J=2.5Hz, 1H), 6.92 (d, ] = 2.5 Hz, 1H), 6.76 (s, 1H), 6.20 (s, 1H), 5.83
(s, 1H), 3.70 (dd, T = 13.3, 7.0 Hz, 1H), 3.50 (dd, T = 13.4, 5.3 Hz, 1T1), 2.99 (s,
3H), 1.61 (s, 3H), 1.25 (s, 2H), 1.06 - 0.99 (m, 2H), 0.72 (s, 9H).

903

1H NMR (400 MHz, V| §-2-d4) § 8.89 (s, 1H), 8.37 (s, 1H), 8.07 (s, 1H), 7.76
(d,J=2.5Hz, 1H), 7.31 (d, ] = 2.5 Hz, 1H), 6.38 (s, 1H), 3.89 (d, ] = 13.8 Hz,
1H), 3.75 (d, J = 13.9 Hz, 1H), 2.46 (s, 3H), 1.62 - 1.48 (m, 1H), 1.23 (m, 2H),
1.03 (m, 2H), 0.96 (s, 9H), 0.53 (dd, J = 8.3, 1.8 Hz, 2H), 0.40 - 0.27 (m, 2H).

904

TH NMR (400 MHz, V| §-2-d4) § 8.91 (s, 1H), 8.41 (s, 1H), 8.25 (s, 1H), 7.79
(d,J=2.5Hz, 1H), 7.35 (d, ] = 2.5 Hz, 1H), 6.44 (s, 1H), 3.92 (d, J = 13.9 Hz,
1H), 3.77 (d, ] = 13.9 Hz, 1H), 2.46 (s, 3H), 1.82 - 1.63 (m, 4H), 0.96 (s, 9H).
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[1339]

"H-.NMR

1H NMR (400 MHz, 7| €-&--d4) § 8.30 (s, 1H), 8.23 (d, ] =2.5 Hz, 1H), 8.14 (s,
1H), 7.75 (m, 2H), 7.24 (d, J = 2.5 Hz, 1H), 6.81 (d, ] = 8.6 Hz, 1H), 6.10 (s,
1H), 4.01 - 3.84 (m, 4H), 3.64 (d, J = 13.9 Hz, 1H), 1.79 - 1.59 (m, 4H), 0.93 (s,
9H).

906

TH NMR (400 MHz, " §--2-d4) § 8.27 (s, 1H), 7.88 (t, T = 8.1 Hz, 1H), 7.73 (d,
J=25Hz 1H), 7.05 (d, ] = 2.5 Hz, 1H), 6.87 (dd, J = 8.5, 2.7 Hz, 1H), 6.18 (s,
1H), 3.95 (d, ] = 1.2 Hz, 3H), 3.84 (d, ] = 13.8 Hz, 1H), 3.58 (d, ] = 13.7 Hz,
1H), 2.52 (s, 3H), 0.87 (s, 9H).

907

1H NMR (400 MHz, ™ 6H-&-d4) & 8.35 (s, 1H), 8.20 (s, 1H), 7.85 (, ] = 8.1 Hz,
1H), 7.76 (d, T = 2.5 Hz, 1H), 7.10 (d, J = 2.5 Hz, 1H), 6.88 (dd, ] = 8.5, 2.7 Hz,
1H), 6.24 (s, 1H), 3.92 (d, J = 13.8 Hz, 1H), 3.63 (d, ] = 13.8 Hz, 1H), 2.53 (s,
3H), 2.45 (s, 3H), 2.00 (d, T = 3.8 Hz, 4H), 0.89 (s, 9H).

908

1H NMR (400 MHz, ™| ¥--2--d4) § 8.32 (s, 1H), 7.88 (t, J = 8.1 Hz, 1H), 7.77 (d,
J=25Hz, 1H), 7.00 (d, ] =2.5 Hz, 1H), 6.86 (dd, ] = 8.6, 2.6 Hz, 1H), 6.15 (s,
1H), 4.04 - 3.83 (m, 7H), 3.50 (d, J = 13.8 Hz, 1H), 2.45 (s, 3H), 0.86 (s, 9H).

909

TH NMR (400 MHz, ¥ §-2-d4) § 9.40 (d, T = 0.9 Hz, 1H), 8.59 (s, 1H), 8.30 (s,
1H), 8.21 (d, ] = 8.7 Hz, 1H), 8.20 (s, 1H), 8.02 (d, J=7.3 Hz, 1H), 7.85 (t, ] =
7.8 Hz, 1H), 7.82 (d, ] = 2.5 Hz, 1H), 7.04 (d, ] = 2.5 Hz, 1H), 6.86 (s, 1H), 3.79
(d, J=13.7Hz, 1H), 3.51 - 3.44 (m, 1H), 3.34 (s, 2H), 1.77 - 1.59 (m, 4H), 0.65
(s, 9H).

910

1H NMR (400 MHz, ™| ¥+-2-d4) § 9.05 (dd, J = 4.2, 1.5 Hz, 1H), 8.67 (dd, ] =
8.8, 1.6 Hz, 1H), 8.31 (s, 1H), 8.21 (d, ] = 7.5 Hz, 2H), 7.84 - 7.79 (m, 2H), 7.69
(dd,J=8.7,42Hz, 1H), 6.99 (d, ] = 2.5 Hz, 1H), 6.92 (s, 1H), 3.81 (d, ] = 13.7
Hz, 1H), 3.37 (d, J = 13.7 Hz, 1H), 1.77 - 1.55 (m, 4H), 0.58 (s, 10H).

911

1H NMR (400 MHz, ™ §F2--d4) § 8.43 (s, 1H), 8.23 (s, 1H), 7.95 (s, 1H), 7.70
(s, 2H), 7.62 (s, 1H), 7.49 (s, 1H), 7.42 (s, 1H), 6.80 (s, 1H), 6.66 (s, 1H), 4.08
(d, T=5.0Hz, 4H), 2.62 (s, 1H), 2.30 (s, 8H), 0.67 (s, 9H).
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'H-NMR

1H NMR (400 MHz, ™| ¥+-2-d4) §8.39(d, J = 1.4 Hz, 1H), 8.23 (d, ] =8.3 Hz,
1H), 7.95 (d, ] = 6.2 Hz, 1H), 7.71 (d, J = 5.7 Hz, 2H), 7.60 (s, 1H), 7.50 (t, J =
7.9 Hz, 1H), 7.43 (d, ] = 6.3 Hz, 1H), 6.77 (s, 1H), 6.63 (s, 1H), 4.08 (1, J=0.9
Hz, 3H), 3.90 (d, J = 13.9 Hz, 1H), 3.57 (d, ] = 13.8 Hz, 1H), 1.18 - 0.99 (m,
5H), 0.66 (d, J = 1.0 Hz, 10H).

913

1H NMR (400 MHz, ™| §2--d4) §8.39 (d, T= 1.2 Hz, 1H), 8.23 (d, T =8.3 Hz,
1H), 7.95 (dd, 1 = 6.2, 1.0 Hz, 1H), 7.77 (d, ] = 0.9 Hz, 1H), 7.71 (d, ] = 7.3 Hz,
1H), 7.62 - 7.59 (m, 1H), 7.50 (t, ] = 7.8 Hz, 1H), 7.43 (d, ] = 6.3 Hz, 1H), 6.76
(d, J=2.3 Hz, 1H), 6.64 (s, 1H), 4.08 (d, ] = 1.1 Hz, 3H), 3.90 (d, ] = 13.5 Hz,
1H), 3.57 (d, J = 13.8 Hz, 1H), 1.58 (d, ] = 0.7 Hz, 3H), 1.28 - 1.19 (m, 2H), 1.03
-0.93 (m, 2H), 0.66 (d, ] = 1.1 Hz, 9H).

914

1H NMR (400 MHz, ™| E--2-d4) § 8.41 (d, ] = 1.9 Hz, 1H), 8.27 - 8.20 (m, 1H),
7.96 (dd, T = 6.2, 1.8 Hz, 1H), 7.85 (s, 1H), 7.71 (d, ] = 7.3 Hz, 1H), 7.62 (dd, J =
2.6, 1.6 Hz, 1H), 7.54 - 7.46 (m, 1H), 7.43 (d, ] = 6.3 Hz, 1H), 6.82 (d, J=2.2
Hz, 1H), 6.69 (s, 1H), 5.87 (t, ] = 54.7 Hz, 1H), 4.09 (d, ] = 1.9 Hz, 3H), 3.92 (d,
J=142Hz, 1H), 3.60 (d, ] = 13.4 Hz, 1H), 1.46 (s, 3H), 0.68 (d, ] = 1.7 Hz,
10H),

915

1H NMR (400 MHz, ™| §-£--d4) § 9.18 (s, 1H), 8.45 (s, 1H), 8.15 (s, 1H), 8.12
(s, 1H), 8.03 (s, 1H), 7.84 (d, J = 7.2 Hz, 1H), 7.68 (d, ] = 2.3 Hz, 1H), 7.70 -
7.61 (m, 2H), 6.90 (d, J = 2.3 Hz, 1H), 6.77 (s, 1H), 3.95 (d, J = 13.8 Hz, 1H),
3.68 (d, J = 13.8 Hz, 1H), 1.78 - 1.56 (m, 4H), 0.73 (s, 9H).

916

1H NMR (400 MHz, 7| §--2--d4) § 8.45 (s, 1H), 8.41 (d, ] = 8.5 Hz, 1H), 8.27 (d,
J=6.0Hz, 1H), 8.11 (s, 1H), 7.96 (d, ] = 6.1 Hz, 1H), 7.94 - 7.88 (m, 1H), 7.74
(dd, T=8.5,7.3 Hz, 1H), 7.68 (d, ] = 2.2 Hz, 1H), 6.83 (d, J = 2.9 Hz, 2H), 3.99
(d, J=13.8 Hz, 1H), 3.56 (d, ] = 13.8 Hz, 1H), 3.34 (s, 1H), 1.77 - 1.54 (m, 4H),
0.67 (s, 10H).
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"H-NMR

1H NMR (400 MHz, 7| &--&--d4) 5 8.94 (d, J = 4.4 Hz, 1H), 8.59 (d, ] = 8.7 Hz,
1H), 8.51 (s, 1H), 7.97 (s, 1H), 7.68 (d, J = 2.2 Hz, 1H), 7.68 - 7.64 (m, 1H), 7.59
(dd, 7=8.2,4.9 Hz, 1H), 7.51 - 7.42 (m, 1H), 6.87 (d, J=2.3 Hz, 1H), 6.77 (s,
1H), 5.91 (t, ] = 54.7 Hz, 1H), 4.32 (d,J = 14.9 Hz, 1H), 3.99(d, ] = 14.9 Hz,
1H), 1.49 (s, 3H), 0.95 (s, 3H), 0.92 (s, 3H).

919

1H NMR (400 MHz, ™| ¥--2--d4) § 8.94 (d, ] =4.2 Hz, 1H), 8.59 (d, ] = 8.8 Hz,
1H), 8.49 (s, 1H), 7.88 (s, 1H), 7.69 - 7.63 (m, 2H), 7.59 (dd, ] = 8.2, 4.9 Hz,
1H), 7.49 - 7.42 (m, 1H), 6.82 (d, ] =2.3 Hz, 1H), 6.72 (s, 1H), 432 (d, ] = 14.9
Hz, 1H), 3.97 (d, J = 14.9 Hz, 1H), 1.61 (s, 3H), 1.32 - 1.23 (m, 2H), 1.03 (s,
2H), 0.93 (s, 3H), 0.90 (s, 3H).

920

1H NMR (400 MHz, ™| ¥+2--d4) § 8.94 (d, ] =4.2 Hz, 1H), 8.59 (d, ] = 8.8 Hz,
1H), 8.49 (s, 1H), 7.82 (s, 1H), 7.67 (d, T =2.5 Hz, 1H), 7.65 (d, ] = 4.4 Hz, 1H),
7.61 (dd, J =8.2, 4.9 Hz, 1H), 7.52 - 7.40 (m, 1H), 6.87 (s, 1H), 6.76 (s, 1H),
401 (d, ] =13.9 Hz, 1H), 3.61 (d, J = 13.9 Hz, 1H), 2.66 (s, 1H), 2.33 (s, 6H),
0.68 (s, 9H).

921

1H NMR (400 MHz, ™ §F2--d4) §8.99 (dd, T=4.3, 1.5 Hz, I1H), 8.60 (dd, T =
8.7, 1.5 Hz, 1H), 8.50 (s, 1H), 8.12 (s, 1H), 7.87 (d, ] = 7.9 Hz, 1H), 7.70 (d, J =
23 Hz, 1H), 7.66 (dd, ] = 8.7, 43 Hz, 1H), 7.61 (d, ] = 7.9 Hz, 1H), 6.89 (d, ] =
2.3 Hz, 1H), 6.83 (s, 1H), 4.03 (d, ] = 13.8 Hz, 1H), 3.58 (d, ] = 13.9 Hz, 1H),
1.76 - 1.55 (m, 4H), 0.67 (s, 9H).

922

1H NMR (400 MHz, ™| §--£--d4) § 8.47 (s, 1H), 8.28 (d, ] = 8.3 Hz, 1H), 8.01 (d,
J=62Hz 1H), 781 (d, ] =7.3 Hz, 1H), 7.67 (d, ] = 2.3 Hz, 1H), 7.54 (dd, J =
8.3, 7.4 Hz, 1H), 7.45 (d, ] = 6.2 Hz, 1H), 6.91 (d, ] =2.3 Hz, 1H), 6.75 (s, 1H),
412 (s,3H), 3.97 (d, J = 13.8 Hz, 1H), 3.65 (d, J = 13.8 Hz, 1H), 1.83 - 1.62 (m,
5H), 0.72 (s, 10H).
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'H-NMR

1H NMR (400 MHz, V| 8--&-d4) § 8.47 (s, 1H), 8.28 (d, ] = 8.3 Hz, 1H), 8.01 (d,
J=62Hz, 1H), 7.80 (d, T =7.1 Hz, 1H), 7.68 (d, ] = 2.3 Hz, 1H), 7.54 (t, I = 7.8
Hz, 1H), 7.45 (d, J = 6.3 Hz, 1H), 6.91 (d, ] =2.3 Hz, 1H), 6.73 (s, 1H), 5.85(t, J
=542 Hz, 1H), 4.12 (s, 3H), 3.98 (d, ] = 13.8 Hz, 1H), 3.65 (d, ] = 13.8 Hz, 1H),
1.61 - 1.47 (m, 4H), 0.73 (s, 8H), 0.70 (s, 1H).

924

1H NMR (400 MHz, ™| §--2-d4) § 8.25 (d, J = 8.4 Hz, 1H), 8.18 (s, 1H), 7.96 (d,
J=63Hz, 1H), 7.85 (d, ] = 7.3 Hz, 1H), 7.56 (s, OH), 7.53 (q, J = 2.8 Hz, 2H),
7.38 (d, 1 =6.3 Hz, 1H), 6.63 (s, 1H), 6.58 (s, 1H), 4.11 (s, 3H), 3.70 (d, T = 13.5
Hz, 1H), 3.38 (d, J = 13.5 Hz, 1H), 2.98 (s, 1H), 2.85 (d, J = 0.8 Hz, 1H), 1.89 (s,
2H), 1.74 (s, 2H), 1.28 (s, 1H), 0.96 - 0.84 (m, OH), 0.61 (s, 9H).

925

1H NMR (400 MHz, 7| &-8--d4) § 8.25 (d, J = 8.3 Hz, 1H), 8.19 (s, 1H), 7.96 (d,
J=6.2Hz, 1H), 7.85 (d, ] = 7.5 Hz, 1H), 7.58 - 7.48 (m, 2H), 7.39 (d, ] = 6.2 Hz,
1H), 6.62 (s, 1H), 6.57 (s, 1H), 5.99 (t, ] = 55.0 Hz, 1H), 4.11 (s, 3H), 3.71 (d, J
=13.4 Hz, 1H), 3.38 (d, ] = 13.4 Hz, 1H), 1.68 (s, 2H), 1.58 (s, 2H), 1.28 (s, 1H),
0.62 (s, 9H).

926

1H NMR (400 MHz, ™| +-2--d4) § 8.29 (s, 1H), 8.01 (d, ] = 8.3 Hz, 1H), 7.72 (d,
J=6.2Hz, 1H), 7.60 (s, 1H), 7.45 (d, J= 7.3 Hz, 1H), 7.42 (d, ] = 2.2 Hz, 1H),
730 -7.24 (m, 1H), 7.17 (d, ] = 6.3 Hz, 1H), 6.60 (d, J =2.3 Hz, 1H), 6.42 (s,
1H), 4.12 (d, ] = 14.8 Hz, 1H), 3.85 (s, 3H), 3.75 (d, J = 14.9 Hz, 1H), 1.23 (ddd,
=132, 8.3,5.0 Hz, 1H), 0.96 - 0.87 (m, 2H), 0.75 - 0.70 (m, 2H), 0.67 (d, J =
8.3 Hz, 6H), 0.25 - 0.17 (m, 2H), 0.02 (dt, ] = 5.7, 4.5 Hz, 2H).

927

IH NMR (400 MHz, ¥ €-2-d4) § 8.50 (s, 1H), 8.27 (d, ] = 8.3 Hz, 1H), 7.99 (d,
J=62Hz 1H), 7.81 (s, 1H), 7.71 (dd, J = 7.3, 1.2 Hz, 1H), 7.66 (d, ] = 2.3 Hz,
1H), 7.56 - 7.50 (m, 1H), 7.44 (d, ] = 6.3 Hz, 1H), 6.82 (d, J = 2.3 Hz, 1H), 6.66
(s, 1H), 432 (d, J = 14.8 Hz, 1H), 4.12 (s, 3H), 4.01 (d, ] = 14.8 Hz, 1H), 1.61 (s,
3H), 1.27 (d, ] = 4.9 Hz, 2H), 1.05 - 1.00 (m, 2H), 0.93 (d, ] = 9.1 Hz, 6H).
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"H-.NMR

1H NMR (400 MHz, V| €--&-d4) § 8.50 (s, 1H), 8.27 (d, T = 8.3 Hz, 1H), 7.99 (d,
=63 Hz, 1H), 7.75 (s, 1H), 7.70 (d, ] = 7.4 Hz, 1H), 7.66 (d, ] = 2.3 Hz, 1H),
7.56 - 7.49 (m, 1H), 7.44 (dd, J= 6.3, 0.9 Hz, 1H), 6.82 (d, T = 2.3 Hz, 1H), 6.68
(s, 1H), 430 (d, ] = 14.8 Hz, 1H), 4.12 (s, 3H), 4.02 (d, J = 14.8 Hz, 1H), 2.66 (s,
1H), 2.34 (s, 6H), 0.93 (d, ] = 10.0 Hz, 6H).

929

1H NMR (400 MHz, ™| §F-2--d4) § 8.47 (s, 1H), 8.28 (d, T = 8.3 Hz, 1H), 8.04 (s,
1H), 7.99 (d, ] = 6.2 Hz, 1H), 7.78 - 7.72 (m, 1H), 7.67 (d, ] = 2.3 Hz, 1H), 7.54
(dd, 1=8.2, 7.4 Hz, 1H), 7.49 - 7.42 (m, 1H), 6.89 (d, ] = 2.3 Hz, 1H), 6.75 (s,
1H), 4.12 (s, 3H), 3.98 (d, ] = 13.8 Hz, 1H), 3.66 (d, J = 13.8 Hz, 1H), 1.76 - 1.54
(m, 4H), 0.72 (s, 9H).

930

1H NMR (400 MHz, ™| §1-8--d4) § 8.48 (s, 1H), 8.39 - 8.32 (m, 1H), 8.01 (s,
1H), 7.82 (d, ] = 8.4 Hz, 1H), 7.68 (d, J =2.3 Hz, 1H), 7.62 - 7.55 (m, 1H), 7.42
(d,J=7.3Hz, 1H), 6.98 (d, ] = 9.2 Hz, 1H), 6.92 (d, J = 2.3 Hz, 1H), 6.77 (s,
1H), 4.05 (s, 3H), 4.00 (d, ] = 13.9 Hz, 1H), 3.67 (d, J = 13.8 Hz, 1H), 1.77 - 1.55
(m, 4H), 0.74 (s, 9H).

931

1H NMR (400 MHz, ™ §F2--d4) § 8.48 (s, 1H), 8.27 (d, T = 8.4 Hz, 1H), 7.99 (d,
J=62Hz, 1H), 7.84 (s, 1H), 7.75 (dd, J = 7.3, 1.1 Hz, 1H), 7.67 (d, ] =2.3 Hz,
1H), 7.53 (dd, 1 = 8.3, 7.4 Hz, 1H), 7.45 (d, ] = 6.2 Hz, 1H), 6.86 (d, ] = 2.3 Hz,
1H), 6.69 (s, 1H), 4.12 (s, 3H), 4.01 (d, ] = 13.8 Hz, 1H), 3.63 (d, ] = 13.8 Hz,
1H), 1.49 (ddd, J = 13.2, 8.3, 5.0 Hz, 1H), 1.23 - 1.13 (m, 2H), 1.03 - 0.94 (m,
2H), 0.71 (s, 9H), 0.52 - 0.44 (m, 2H), 0.32 - 0.25 (m, 2H).

932

1H NMR (400 MHz, ™| ¥+-2--d4) § 8.49 (s, 1H), 8.27 (d, ] = 8.3 Hz, 1H), 7.99 (d,
J=62Hz, 1H), 7.78 (s, 1H), 7.76 - 7.72 (m, 1H), 7.68 (d, ] = 2.2 Hz, 1H), 7.53
(dd, T=8.4, 7.3 Hz, 1H), 7.45 (dd, T =6.3, 0.9 Hz, 1H), 6.88 (d, J=2.3 Hz, 1H),
6.72 (s, 1H), 5.03 - 4.90 (m, 1H), 4.71 (d, J = 5.4 Hz, 1H), 4.62 - 4.56 (m, 1H),
412 (s, 3H), 4.01 (d, J=13.8 Hz, 1H), 3.65 (d, J = 13.8 Hz, 1H), 1.51 (dd, J =
7.1, 1.3 Hz, 3H), 0.72 (s, 9H).
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"H-.NMR

1H NMR (400 MHz, ™| §F-2--d4) 6 8.49 (s, 1H), 8.28 (d, T = 8.1 Hz, 1H), 7.99 (d,

J=62Hz, 1H), 7.85 (s, 1H), 7.75 (d, T = 7.2 Hz, 1H), 7.68 (d, ] = 2.3 Hz, 1H),
754 (dd, ] =8.4, 7.3 Hz, 1H), 7.46 (dd, ] = 6.3, 0.9 Hz, 1H), 6.90 (d, ] =2.3 Hz,
1H), 6.75 (s, 1H), 5.31 - 5.12 (m, 1H), 4.99 - 4.86 (m, 2H), 4.83 - 4.71 (m, 2H),
401 (d, T=13.8 Hz, 1H), 3.65 (d, T = 13.8 Hz, 1H), 0.72 (s, 11H).

934

1H NMR (400 MHz, ™ GH-&-d4) § 8.46 (s, 1H), 8.27 (d, ] = 8.3 Hz, 1H), 7.99 (d,

J=6.2Hz, 1H), 7.89 (s, 1H), 7.71 (dd, I = 7.3, 1.1 Hz, 1H), 7.65 (d, J =2.3 Hz,
1H), 7.53 (dd, J = 8.3, 7.4 Hz, 1H), 7.45 (d, = 6.3 Hz, 1H), 6.82 (d, T =2.3 Hz,
1H), 6.71 (s, 1H), 5.91 (t, J = 54.8 Hz, 1H), 4.28 (d,J = 14.7 Hz, 1H), 4.12 (s,
3H), 4.00 (d, J = 14.7 Hz, 1H), 2.02 (s, 1H), 1.49 (d, J = 4.5 Hz, 4H), 0.92 (d, ] =
10.6 Hz, 6H).

TH NMR (400 MHz, ™| §--2-d4) § 8.91 (s, 1H), 8.39 (s, 1H), 8.36 (s, 1H), 8.18
(d,J=2.1Hz, 1H), 8.04 (t, =22 Hz, 1H), 8.02 (d, J= 1.6 Hz, 1H), 7.94 (d, ] =
9.4 Hz, 1H), 7.66 (d, ] = 2.3 Hz, 1H), 7.10 (d, J = 2.3 Hz, 1H), 6.33 (s, 1H), 4.01
(d, J=14.0 Hz, 1H), 3.75 - 3.61 (m, 1H), 2.03 (s, 1H), 1.82 - 1.73 (m, 2H), 1.68
(s, 2H), 1.10 (s, OH), 0.87 (s, 9H).

ITHNMR (400 MHz, V| §--2--d4) § 8.48 (s, 1H), 8.20 (s, 1H), 7.79 - 7.58 (m,
3H), 7.08 (d, ] =23 Hz, 1H), 6.39 (t, ] = 6.9 Hz, 1H), 6.19 (s, 1H), 4.17 (d, ] =
14.0 Hz, 1H), 3.77 (d, J = 14.0 Hz, 1H), 3.59 (s, 3H), 1.81 - 1.57 (m, 4H), 0.99
(s, 9H).

1H NMR (400 MHz, "] BH£-d4) § 8.88 (d, 1H), 8.45 (s, 1H), 8.25 (dd, 1H), 8.11
(s, 1H), 8.10 - 8.02 (m, 1H), 7.73 - 7.66 (m, 3H), 6.90 (d, 1H), 6.76 (s, 1H), 4.02
-3.93 (m, 1H), 3.63 (d, 1H), 1.77 - 1.56 (m, 4H), 0.71 (s, 9H).

938

1H NMR (400 MHz, 2 2 2 ¥ S-d) 5 8.99 - 8.81 (m, 1H), 8.23 (d, 1H), 8.14 (s,
1H), 7.66 - 7.58 (m, 1H), 7.43 (d, 1H), 7.39 - 7.28 (m, 2H), 6.34 (s, 1H), 6.08 (s,
1H), 4.00 (d, 1H), 3.64 (d, 1H), 2.47 (d, 3H), 1.80 - 1.61 (m, 4H), 0.91 (d, 9H).
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"H-.NMR

IH NMR (400 MHz, o} 4] & 1) = 2-d3) § 8.4 (s, 1H), 8.30 (d, T = 7.9 Hz, 1H),
7.76 (4, = 7.5 Hz, 1H), 7.63 (s, 1H), 7.54 (s, 1H), 7.44 (1, ] = 7.8 Hz, 1H), 7.30
(d,1=7.6Hz, 1H), 6.78 (d, ] = 7.7 Hz, 2H), 6.66 (s, 1H), 6.46 (s, 1H), 3.84 (dd,
J=13.5,5.9Hz, 1H), 3.68 (dd, J = 13.2, 4.7 Hz, 1H), 3.54 (s, 3H), 2.08 - 1.99
(m, 6H), 1.79 (m, 6H), 1.72 (m, 1H), 0.81 (s, 9H).

940

1H NMR (400 MHz, ™ &+-&--d4) § 9.06 (d, J = 4.7 Hz, 1H), 8.93 (d, ] = 8.7 Hz,
1H), 8.48 (s, 1H), 8.16 - 8.08 (m, 1H), 8.02 (s, 1H), 7.95 - 7.86 (m, 1H), 7.81 (t, J
=73 Hz, 2H), 7.68 (d, = 2.3 Hz, 1H), 6.91 - 6.84 (m, 2H), 5.91 (t, J = 54.7 Hz,
1H), 4.32 (d, T = 15.0 Hz, 1H), 3.96 (d, T = 14.9 Hz, 1H), 1.50 (s, 4H), 0.96 (s,
3H), 0.91 (s, 3H).

941

1H NMR (400 MHz, ™| ¥--2--d4) § 8.48 (s, 1H), 8.13 (m, 2H), 7.68 (d, ] =2.1
Hz, 1H), 7.05 (s, 2H), 6.91 (s, 1H), 6.10 (s, 1H), 422 (d, ] = 13.9 Hz, 1H), 3.88 s,
3H), 3.68 (d, J=13.9 Hz, 1H), 1.72 (d, ] = 31.5 Hz, 4H), 0.97 (d, ] = 1.0 Hz,
9H).

942

1H NMR (400 MHz, ™| ¥+-&-d4) §8.49 (d, ] = 1.3 Hz, 1H), 7.82 (t, ] = 8.1 Hz,
1H), 7.64 (dd, J=2.3, 1.1 Hz, 1H), 6.97 - 6.82 (m, 1H), 6.77 (d, ] = 2.3 Hz, 1H),
6.17 - 5.79 (m, 2H), 4.44 (d, J = 15.0 Hz, 1H), 4.01 (d, J = 14.9 Hz, 1H), 2.40 (s,
3H), 1.78 - 1.56 (m, 4H), 1.10 (d, J = 3.3 Hz, 6H).

1H NMR (400 MHz, ™| ¥-2-d4) § 8.50 (s, 1H), 7.82 (t, J = 8.1 Hz, 1H), 7.65 (d,
J=23Hz, 1H), 6.86 (dd, J = 12.6, 2.6 Hz, 2H), 6.08 (s, 1H), 4.12 (d, J = 13.9
Hz, 1H), 3.69 (d, ] = 13.9 Hz, 1H), 2.40 (s, 3H), 1.66 - 1.55 (m, 1H), 1.35 - 1.25
(m, 2H), 1.22 - 1.13 (m, 2H), 0.90 (s, 9H), 0.55 - 0.46 (m, 2H), 0.43 - 0.32 (m,
2H).

944

1H NMR (400 MHz, ™| ¥--2--d4) § 8.23 (s, 1H), 7.87 (t, J = 8.1 Hz, 1H), 7.51 (d,
J=24Hz 1H), 6.93 - 6.82 (m, 1H), 6.67 (d, ] = 2.4 Hz, 1H), 6.03 (s, 1H), 3.88
(d,J=13.7Hz, 1H), 3.50 (d, J = 13.6 Hz, 1H), 2.73 (s, 1H), 2.61 (s, 6H), 2.42 (s,
3H), 0.85 (s, 9H).
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[1346]

"H-NMR

IH NMR (400 MHz, "] H-2-d4) § 8.26 (s, 1H), 7.89 (t, J = 8.1 Hz, 1H), 7.53 (d,
J=2.4Hz, 1H), 6.86 (dd, ] =8.5, 2.6 Hz, 1H), 6.71 (s, 1H), 6.17 - 5.81 (m, 2H),
3.95(d,J = 13.8 Hz, 1H), 3.49 (d, J = 13.7 Hz, 1H), 2.39 (s, 3H), 1.69 (m, 2H),
1.65 - 1.56 (m, 2H), 0.85 (s, 9H).

946

1H NMR (400 MHz, ™| ¥+-2--d4) 5 8.47 (s, 1H), 7.81 (t, ] =8.1 Hz, 1H), 7.61 (d,
J=2.3Hz, 1H), 6.83 (d, ] = 6.3 Hz, 1H), 6.74 (d, J = 2.3 Hz, 1H), 6.08 (s, 1H),
4.14 (d,7 = 13.8 Hz, 1H), 3.89 - 3.80 (m, 1H), 3.60 (d, J = 13.8 Hz, 1H), 2.37 (s,
3H), 1.91 - 1.83 (m, 1H), 1.35 - 1.26 (m, 2H), 1.27 - 1.19 (m, 2H), 1.07 (dd, J =
8.7, 2.9 Hz, 2H), 0.91 (s, 1H), 0.87 (s, 9H), 0.84 - 0.77 (m, 1H).

947

1H NMR (400 MHz, ™| §+-2-d4) 5 8.47 (s, 1H), 7.86 (t, J = 8.1 Hz, 1H), 7.62 (d,
J=22Hz 1H), 6.88 (q, ] =3.1 Hz, 2H), 6.17 (s, 1H), 4.05 (d, ] = 13.9 Hz, 1H),
3.75 (d, T=13.9 Hz, 1H), 2.49 (s, 3H), 1.60 (s, 3H), 1.36 - 1.30 (m, 2H), 1.15 -
1.07 (m, 2H), 0.92 (s, 9H).

948

1H NMR (400 MHz, ™| ¥+2-d4) §8.23 (d, J = 1.2 Hz, 1H), 7.88 (t, ] = 8.1 Hz,
1H), 7.51 (d, ] = 2.3 Hz, 1H), 6.86 (dd, ] = 8.5, 2.7 Hz, 1H), 6.70 (d, ] = 2.4 Hz,
1H), 6.17 (s, 1H), 5.90 (t, J = 54.3 Hz, 1H), 4.23 (d, J = 14.8 Hz, 1H), 3.92(d, J =
14.8 Hz, 1H), 2.49 (s, 3H), 1.66 - 1.43 (m, 4H), 1.07 (d, ] = 5.3 Hz, 6H).

949

1H NMR (400 MHz, 7 ¥F-&--d4) § 8.46 (s, 1H), 7.86 (t, J =8.1 Hz, 1H), 7.62 (d,
J=2.3Hz, 1H), 6.88 (dd, ] =8.1, 2.5 Hz, 2H), 6.18 (s, 1H), 4.04 (d, J = 13.9 Hz,
1H), 3.74 (d, T = 13.9 Hz, 1H), 2.49 (s, 3H), 1.55 - 1.42 (m, 1H), 1.28 - 1.20 (m,

2H), 1.11 - 1.03 (m, 2H), 0.92 (s, 10H), 0.57 - 0.46 (m, 2H), 0.35 - 0.28 (m, 2H).

950

1H NMR (400 MHz, ™| ¥+-2-d4) § 8.49 (s, 1H), 7.89 (t, ] = 8.1 Hz, 1H), 7.65 (d,
J=23Hz, 1H), 7.42 - 7.26 (m, 5H), 7.16 (d, J = 2.3 Hz, 1H), 6.87 (dd, J = 8.4,
2.8 Hz, 1H), 6.36 (s, 1H), 5.78 (t, ] = 7.2 Hz, 1H), 2.52 (s, 3H), 2.14 (m, 2H),
1.81 (m, 2H), 1.74 (m, 2H), 1.02 (t, ] = 7.3 Hz, 3H).
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[1347]

'"H-.NMR

IH NMR (400 MHz, "] §H%-d4) §8.52 (d, T = 0.8 Hz, 1H), 7.87 (t, J=8.1 Hz,
1H), 7.65 (dd, T = 2.3, 0.8 Hz, 1H), 6.94 (d, ] = 2.3 Hz, 1H), 6.90 (dd, J = 8.4, 2.8
Hz, 1H), 6.19 (s, 1H), 4.06 (d, J = 13.9 Hz, 1H), 3.83 (d, J = 13.9 Hz, 1H), 2.75
(s, 1H), 2.52 (s, 3H), 2.45 (s, 6H), 0.96 (s, 9H).

952

1H NMR (400 MHz, ™ &--2--d4) 5 8.51 (d, J = 0.9 Hz, 1H), 7.86 (t, ] = 8.1 Hz,
1H), 7.66 (dd, ] = 2.3, 0.9 Hz, 1H), 6.95 (d, ] = 2.3 Hz, 1H), 6.90 (dd, J = 8.6, 2.8
Hz, 1H), 6.23 (s, 1H), 4.98 - 4.87 (m, OH), 4.82 - 4.58 (m, 2H), 4.14 - 4.02 (m,
1H), 3.81 (d, J = 13.9 Hz, 1H), 2.51 (s, 3H), 1.66 - 1.55 (m, 3H), 0.95 (d, J=0.9
Hz, 9H).

953

1H NMR (400 MHz, ¥ 6F-&--d4) § 8.52 (s, 1H), 7.92 (s, 1H), 7.89 (t, ] = 8.1 Hz,
1H), 7.78 - 7.72 (m, 1H), 7.65 (d, ] = 2.3 Hz, 1H), 7.03 (d, J = 2.4 Hz, 1H), 6.89
(dd, 7=8.5,2.8 Hz, 1H), 6.12 (s, 1H), 5.88 (¢, J = 54.2 Hz, 1H), 2.45 (s, 3H),
1.56 (m, 4H).

954

1H NMR (400 MHz, ™| §+-2--d4) 5837 (d, ] = 1.5 Hz, 1H), 7.87 (1, ] = 8.1 Hz,
1H), 7.77 (d, 1 = 2.3 Hz, 1H), 7.09 (d, J = 2.4 Hz, 1H), 6.92 - 6.84 (m, 1H), 6.18
(s, 1H), 3.90 (d, T = 13.9 Hz, 1H), 3.65 (d, J = 13.8 Hz, 1H), 2.73 (s, 1H), 2.51 (s,
3H), 2.43 (s, 6H), 0.89 (s, OH).

955

1H NMR (400 MHz, ™| §F-2--d4) 6 8.50 (s, 1H), 7.83 (t, T = 8.1 Hz, 1H), 7.64 (d,
J=23Hz, 1H), 6.88 (dd, J = 9.0, 2.6 Hz, 2H), 6.19 (s, 1H), 4.99 - 4.88 (m, 0H),
4.80 - 4.68 (m, 1H), 4.68 - 4.52 (m, 1H), 437 (d, ] = 149 Hz, 1H), 4.13 (d, J =
15.0 Hz, 1H), 2.49 (s, 3H), 1.59 (d, J = 1.4 Hz, 2H), 1.57 (d, T = 1.4 Hz, 1H),
1.15 (s, 3H), 1.14 (s, 3H).

956

1H NMR (400 MHz, ™| §+-2-d4) § 8.51 (s, 1H), 7.83 (t, J = 8.1 Hz, 1H), 7.62 (d,
J=23Hz, 1H), 6.87 (dd, ] = 8.5, 2.8 Hz, 1H), 6.85 (d, J = 2.3 Hz, 1H), 6.15 (s,
1H), 4.34 (d, T = 15.0 Hz, 1H), 4.16 (d, = 15.0 Hz, 1H), 2.72 (s, 1H), 2.51 (s,
3H), 2.43 (s, 6H), 1.15 (s, 3H), 1.15 (s, 3H).
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[1348]

"H-.NMR

1H NMR (400 MHz, ™| §F-2--d4) 6 8.53 (s, 1H), 7.84 (t, T = 8.1 Hz, 1H), 7.65 (d,
J=23Hz 1H), 6.89 (d, ] =2.8 Hz, 1H), 6.86 (d, ] =2.2 Hz, 2H), 6.17 (s, 1H),
441 (d, ] =15.0 Hz, 1H), 4.12 (d, J = 15.0 Hz, 1H), 2.49 (s, 3H), 1.55 - 1.44 (m,
1H), 1.30 - 1.19 (m, 2H), 1.16 (s, 3H), 1.15 (s, 3H), 1.08 (m, 2H), 0.58 - 0.45 (m
2H), 0.38 - 0.28 (m, 2H).

2

958

1H NMR (400 MHz, 7| G--&--d4) § 8.48 (s, 1H), 7.84 (t, ] =8.1 Hz, 1H), 7.61 (d,
J=23Hz, 1H), 6.87 (dd, ] =8.4, 2.8 Hz, 1H), 6.83 (d, ] = 2.3 Hz, 1H), 6.15 (s,
1H), 4.34 (d, J = 15.0 Hz, 1H), 4.13 (d, J = 15.0 Hz, 1H), 3.71 - 3.60 (m, 1FD),
2.50 (s, 3H), 1.31 - 1.16 (m, 3H), 1.15 (s, 4H), 1.14 (s, 3H).

959

1H NMR (400 MHz, 7| ¥F-&--d4) § 8.51 (s, 1H), 7.84 (t, J =8.1 Hz, 1H), 7.63 (d,
J=2.3Hz, 1H), 6.87 (dd, ] =8.5, 2.8 Hz, 1H), 6.84 (d, ] =2.3 Hz, 1H), 6.15 (s,
1H), 4.39 (d, J = 15.0 Hz, 1H), 4.12 (d, J = 15.0 Hz, 1H), 2.49 (s, 3H), 1.60 (s,
3H), 1.40 - 1.29 (m, 2H), 1.15 (s, 3H), 1.14 (s, 3H), 1.12 - 1.06 (m, 2H).

960

1H NMR (400 MHz, ™| +-2--d4) 5 8.49 (s, 1H), 7.87 (t, ] = 8.1 Hz, 1H), 7.64 (d,
J=23Hz, 1H), 6.94 (d, ] =2.3 Hz, 1H), 6.88 (dd, ] = 8.4, 2.8 Hz, 1H), 6.22 (s,
1H), 5.88 (t, ] = 54.2 Hz, 1H), 4.04 (d, T = 13.9 Hz, 1H), 3.79 (d, ] = 14.0 Hz,
1H), 2.50 (s, 3H), 1.58 (m, 4H), 0.94 (s, 9H).

961

1H NMR (400 MHz, ¥ ¥H-2--d4) 5 8.46 (s, 1H), 8.34 (dd, J = 8.1, 1.2 Hz, 1H),
7.81-7.74 (m, 1H), 7.64 (d,J = 2.3 Hz, 1H), 7.48 (1, ] = 7.8 Hz, 1H), 7.43 (d,J =
7.7 Hz, 1H), 6.83 (s, 1H), 6.82 (d, ] = 4.5 Hz, 1H), 6.54 (s, 1H), 4.01 (d, T = 13.8
Hz, 1H), 3.62 (d,J = 13.8 Hz, 1H), 3.61 (s, 3H), 2.71 (s, 1H), 2.41 (s, 6H), 0.76
(s, 9H).

962

THNMR (400 MHz, o} 21 E 2 -d3) §8.99 - 8.93 (m, 1H), 8.80 (d, T=8.7
Hz, 1H), 8.31 (s, 1H), 8.12 (d, ] = 7.5 Hz, 1H), 7.83 - 7.72 (m, 2H), 7.66 (dd, ] =
8.7,4.7Hz, 1H), 744 (d, ] = 22 Hz, 1H), 6.69 (d, ] = 3.0 Hz, 2H), 6.60 (s, 1H),
6.30 (s, 1H), 5.69 (t, ] = 54.1 Hz, 1H), 3.71 (dd, J = 13.5, 6.6 Hz, 1H), 3.47 (dd, J
=13.5,4.7 Hz, 1H), 1.88 - 1.82 (m, 3H), 1.43 (m, 4H), 0.60 (s, SH).
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'H-.NMR

1H NMR (400 MHz, V| t-&-d4) § 8.22 (s, 1H), 7.89 (t, ] = 8.1 Hz, 1H), 7.49 (d,
=23 Hz, 1H), 6.86 (dd, ] = 8.5, 2.7 Hz, 1H), 6.74 (d, ] = 2.4 Hz, 1H), 6.15 (s,
1H), 3.94 (d, J = 1.2 Hz, 3H), 3.84 (d, ] = 13.7 Hz, 1H), 3.56 (d, J = 13.7 Hz,
1H), 2.51 (s, 3H), 0.87 (s, 9H).

964

1H NMR (400 MHz, "] §H2--d4) § 8.33 (s, 1H), 7.89 (t, J = 8.2 Hz, 1H), 7.78 (d,
J=2.5Hz, 1H), 6.98 (d, ] =2.5 Hz, 1H), 6.91 - 6.81 (m, 1H), 6.18 (s, H), 5.96

(t,J=55.1 Hz, 1H), 4.06 (s, 3H), 3.99 (d, ] = 13.7 Hz, 1H), 3.45 (d, ] = 13.8 Hz,
1H), 2.42 (s, 3H), 1.54 (m, 2H), 1.50 (m, 2H), 0.85 (s, 9H).

965

1H NMR (400 MHz, ™| §F2--d4) 6 8.50 (s, 1H), 7.86 (t, ] = 8.1 Hz, 1H), 7.66 (d,
J =23 Hz, 1H), 6.85 (m, 2H), 6.18 (s, 1H), 5.95 (t, ] =55.0 Hz, 1H), 4.17 (d, ] =
13.9 Hz, 1H), 4.03 (s, 3H), 3.64 (d, ] = 13.9 Hz, 1H), 2.43 (s, 3H), 1.60 - 1.53
(m, 2H), 1.53 - 1.44 (m, 2H), 0.91 (s, 9H).

966

1H NMR (400 MHz, | ¥--&-d4) § 8.50 (s, 1H), 7.64 (d, ] =2.3 Hz, 1H), 7.62 (d,
J=8.6 Hz, 1H), 6.89 (d, ] =2.3 Hz, 1H), 6.63 (d, J = 8.6 Hz, 1H), 6.14 (s, 1H),
5.94 (t,J = 55.0 Hz, 1H), 4.13 (d, T = 13.9 Hz, 1H), 3.97 (s, 3H), 3.90 (s, 3H),
3.73 (d,J = 13.9 Hz, 1H), 2.43 (s, 3H), 1.61 - 1.52 (m, 2H), 1.52 - 1.42 (m, 2H),
0.93 (s, 9H).

967

1H NMR (400 MHz, V| gt-2-d4) § 8.48 (s, 1H), 7.86 (t, ] = 8.1 Hz, 1H), 7.63 (d,
J=23Hz, 1H), 6.86 (dd, J = 8.4, 2.7 Hz, 1H), 6.82 (d, ] =2.3 Hz, 1H), 6.12 (s,
1H), 4.11 (d, J = 13.9 Hz, 1H), 3.91 (s, 3H), 3.69 (d, J = 13.9 Hz, 1H), 3.66 - 3.61
(m, 1H), 2.45 (s, 3H), 1.31 - 1.20 (m, 1H), 1.20 - 1.12 (m, 2H), 0.91 (s, 9H).

968

1H NMR (400 MHz, ™| §F-2--d4) § 8.49 (s, 1H), 7.85 (t, T = 8.1 Hz, 1H), 7.63 (d,
J=23Hz, 1H), 6.86 (dd, J = 8.5, 2.8 Hz, 1H), 6.82 (d, ] = 2.3 Hz, 1H), 6.13 (s,
1H), 4.11 (d, ] = 13.8 Hz, 1H), 3.88 (s, 3H), 3.69 (d, ] = 13.9 Hz, 1H), 2.70 (s,
1H), 2.44 (s, 3H), 2.43 (s, 6H), 0.91 (s, 9H).
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[1350]

"H-.NMR

1H NMR (400 MHz, 7| €-&--d4) § 8.20 (s, 1H), 7.90 (t, J = 8.1 Hz, 1H), 7.50 (d,
J=2.3 Hz, 1H), 6.85 (dd, ] =8.4, 3.0 Hz, 1H), 6.65 (d, ] = 2.4 Hz, 1H), 6.12 (s,
1H), 3.97 - 3.84 (m, 7H), 3.43 (d, T = 13.7 Hz, 1H), 2.44 (s, 3H), 0.84 (s, 9H).

970

1H NMR (400 MHz, 7 &-&--d4) § 8.50 (s, 1H), 7.71 - 7.53 (m, 2H), 6.86 (d, ] =
2.3 Hz, 1H), 6.62 (d, ] = 8.5 Hz, 1H), 4.07 (d, J = 13.8 Hz, 1H), 3.88 (m, 7H),
3.81 (s, 3H), 2.45 (s, 3H), 0.93 (s, 9H).

971

1H NMR (400 MHz, 7| €-&--d4) § 8.46 (s, 1H), 7.86 (t, J =8.1 Hz, 1H), 7.63 (d,
J=2.3Hz, 1H), 6.86 (dd, ] =8.5, 2.8 Hz, 1H), 6.81 (d, ] = 2.3 Hz, 1H), 6.14 (s,
1H), 4.10 (d, J = 13.9 Hz, 1H), 3.88 (m, 6H), 3.66 (d, ] = 13.8 Hz, 1H), 2.45 (s,
3H), 0.90 (s, OH).

Q72

IH NMR (400 MHz, ™| §+-2-d4) § 8.42 (s, 1H), 8.03 (s, 1H), 7.69 (d, 1H), 7.61
(d, 1H), 7.49 - 7.38 (m, 2H), 7.07 (s, 1H), 6.75 (s, 1H), 4.06 (d, 1H), 3.67 (d,
1H), 2.85 - 2.74 (m, 1H), 1.74 - 1.57 (m, 4H), 0.83 (s, 9H).

1H NMR (400 MHz, DMSO-d6) & 8.23 (s, 1H), 7.78 (t, = 8.3 Hz, 1H), 7.57 (d,
J=2.4Hz, 1H), 6.98 - 6.75 (m, 2H), 6.27 - 5.84 (m, 2H), 2.42 (s, 3H), 1.47 (d, J
=3.4 Hz, 4H), 0.76 (s, 9H).

974

TH NMR (400 MHz, ¥ §--2-d4) § 8.53 (s, 1H), 7.77 (t, ] = 8.1 Hz, 1H), 7.68 (d,
J=23Hz, 1H), 7.04 (d, ] = 2.3 Hz, 1H), 6.91 (dd, ] = 8.5, 2.8 Hz, 1H), 6.43 (s,
1H), 5.92 (t, ] = 53.7 Hz, 1H), 3.95 (s, 2H), 2.54 (s, 3H), 1.81 - 1.62 (m, 4H),
0.95 (s, 9H).

975

1H NMR (400 MHz, DMS0-d6) & 8.41 (s, 1H), 7.91 (t, ] =8.3 Hz, 1H), 7.73 (t,
J=5.5Tz, 1H), 7.49 (s, 1H), 7.00 (dd, T = 8.5, 3.1 Hz, 1H), 6.47 (s, 2H), 6.06 (1,
J=53.4Hz, 1H), 3.61 (d, ] = 5.5 Hz, 2H), 2.50 (s, 3H), 1.56 (m, 4H), 1.05 (s,
9H).
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[1351]

'H-NMR

1H NMR (400 MHz, "l ¥H-&-d4) §9.31 (s, 1H), 8.94 (s, 2H), 8.38 (s, 1H), 8.06
(s, 1H), 7.82 (t, J = 8.1 Hz, 1H), 7.46 (d, J = 2.4 Hz, 1H), 7.08 (d,J = 2.4 Hz,
1H), 6.87 (dd, ] = 8.5, 2.7 Hz, 1H), 6.29 (s, 1H), 5.93 (t, J = 54.6 Hz, 1H), 4.04
(d,1=13.9 Hz, 1H), 3.84 (d, ] = 13.9 Hz, 1H), 2.51 (s, 3H), 1.53 (s, 4H), 0.95 (s,
9H).

977

1H NMR (400 MHz, ™ §2--d4) §8.51 (d, T= 1.1 Hz, 1H), 7.81 (t, T = 8.1 Hz,
1H), 7.65 (d, ] = 2.3 Hz, 1H), 6.86 (dd, J = 8.6, 2.7 Hz, 1H), 6.83 (d, ] =2.3 Hz,
1H), 6.07 (s, 1H), 4.13 (d, ] = 13.9 Hz, 1H), 3.70 (d, ] = 13.9 Hz, 1H), 2.40 (s,
3H), 1.64 (s, 3H), 1.44 - 1.31 (m, 2H), 1.22 (t, ] = 2.0 Hz, 2H), 0.89 (s, 9H).

978

IH NMR (400 MHz, ™| §+-2--d4) § 8.47 (s, 1H), 8.11 (s, 1H), 7.62 (d, T=2.3 Hz,
1H), 7.51 (d, ] = 8.5 Hz, 1H), 6.96 - 6.89 (m, 1H), 6.60 (d, J = 8.6 Hz, 1H), 6.19
(s, 1H), 3.98 (d, J = 13.9 Hz, 1H), 3.88 (d, ] = 6.4 Hz, 4H), 2.48 (s, 3H), 1.73 (d,
J=5.6 Hz, 2H), 1.66 (s, 2H), 0.94 (s, 9H).

979

1H NMR (400 MHz, ™| §+-2-d4) § 8.55 (d, J= 1.6 Hz, 1H), 8.32 (s, 1H), 7.88 (d,
J=26Hz 1H), 7.59 (t, ] = 8.1 Hz, 1H), 7.40 (d, ] =2.6 Hz, 1H), 6.92 (dd, J =
8.5,2.8 Hz, 1H), 6.76 (5, 1H), 4.09 (d, ] = 14.1 Hz, 1H), 3.96 (d, J = 14.1 Hz,
1H), 2.97 (s, 3H), 2.35 (s, 3H), 1.80 - 1.70 (m, 4H), 1.02 (d, J = 3.2 Hz, 9H).

980

1H NMR (400 MHz, 2 & & 5 5-d) § 8.36 (s, 1H), 7.91 (t, 1H), 7.48 (s, 1H),
7.33 (d, 1H), 6.79 (dd, 1H), 6.40 (s, 1H), 5.94 (s, 1H), 5.20 (s, 1H), 3.56 (t, 2H),
3.33 (s, 3H), 2.59 (s, 3H), 1.79 (d, 6H), 1.77 - 1.70 (m, 1H), 1.68 - 1.50 (m, 4H)
0.94 (s, 9H).

981

1H NMR (400 MHz, ™| ¥+-%--d4) 5 8.56 (s, 1H), 8.29 (d, J =2.4 Hz, 1H), 8.08 (s,
1H), 7.81 (t, = 8.1 Hz, 1H), 7.18 (d, ] = 2.3 Hz, 1H), 6.88 (dd, ] =8.5, 2.7 Hz,
1H), 6.29 (s, 1H), 5.93 (t, ] = 54.6 Hz, 1H), 4.05 (d, J = 14.0 Hz, 1H), 3.87 (d,J =
14.0 Hz, 1H), 2.77 (s, 3H), 2.52 (s, 3H), 1.54 (s, 4H), 0.94 (s, 9H).
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[1352]
[1353]

[1354]

[1355]

[1356]

[1357]

[1358]

SIS 10-2022-0129667

3= | 'H-NMR

982 1H NMR (400 MHz, & = & ¥ 2-d) § 10.32 (s, 1H), 9.20 (s, 1H),8.30 - 8.20 (m,
1H), 8.13 (s, 1H), 7.90 (t, 1H), 7.19 (s, 1H), 6.82 - 6.65 (m, 2H), 6.24 (s, 1H),
4.17 - 4.02 (m, 2H), 2.64 (s, 3H), 1.78 (s, 3H), 1.77 (s, 3H), 1.72 - 1.63 (m, 4H),
1.09 (s, 9H).

983 1H NMR (400 MHz, DMSO-d6) & 8.73 (s, 1H), 8.17 (t, 1H), 8.01 (s, 1H),7.98 -
7.93 (m, 1H); 7.06 (dd, 1H), 6.70 (s, 1H),6.52 - 6.43 (m, 1H), 6.09 (t, 1H), 3.67
(qd, 2H), 2.43 (s, 3H), 1.52 - 1.40 (m, 4H), 0.95 (s, 9H).

984 1H NMR (400 MHz, ¥| ¥H-&-d4) § 8.47 (s, 1H), 7.85 (s, 1H), 7.77 (m, 1H), 7.62
(s, 1H), 6.87 (m, 2H), 6.20 (s, 1H), 4.38 (t, ] = 7.4 Hz, 2H), 4.01 (d, T = 13.9 Hz,
1H), 3.80 (d, J = 13.7 Hz, 1H), 2.50 (m, 5H), 1.89 - 1.80 (m, 2H), 1.29 (m, 2H),
0.92 (s, 11H).

985 1H NMR (400 MHz, o} =1 =2 .d3) § 8.41 (s, 1H), 7.84 (m, 1H), 7.66 (m,
1H), 7.48 (m, 1H), 6.82 (m, 1H), 6.74 (m, 1H), 6.15 (m, 1H), 4.42 (m, 2H), 3.76
(m, 2H), 3.48 (m, 2H), 2.51 (s, 3H), 1.98 (m, 2H), 0.94 (s, 9H).

986 1H NMR (400 MHz, o} B 1 = 21-d3) § 8.42 (s, 1H), 7.92 (m, 1H), 7.48 (s,
1H), 6.79 (m, 1H), 6.70 (s, 1H), 5.97 (s, 1H), 435 (m, 4H), 3.90 (m, 1H), 3.68
(m, 1H), 2.50 (s, 3H), 2.23 (m, 2H), 0.94 (s, 9H).

Ao 40 WA 422 317 AA =, INFa, Cot (Tpl2&% FX¥), 2 EGFRe] tjat B4 A3 313tE9] &4
S Hrlstr] 93 AEA AAS AAst vk, § 3o fok® ulel o], AF IFELS (ot Tzl
A A A o] o}

Ao 40: Cot B3 INFa A% 78k HA

TAREY AZF G (~E A g I ZAA(Stem Cell Technologies)) S dMEAIZIaL, 10% FBSE 3t

=FEP 2~ (Glutamax) >3 RPMI  (10mM HEPES, 1X Pen-Strep, 55 uM B-wl2fEere, 1 mM
HEHAGER) vz Fol 0.125 X10%67] AE/ml 2 §Astar, 37ColA 247 5 353tk o]ojA, x

X Agele 54 384 4@ eko]y(Greiner) T WME HEIO]E Aol 5,00070 AE/de] Wiw Eiﬂo]‘%‘ﬂi’i
o ZHolEE AY SFFER Abdel Aggstar, DMSO Fol & sMEklen, o714 200 nL/EE& 0.5%9]
HE DMSO =& $I8) o= (Echo) 550 =& A 2a7] (HALe]E(Labeyte) ®)E A3t Adsigle). Z3
o/l AMXEE 37T A7 &3t SFER Mot olojx], MEE LPS (A1vH(Signa)) 50 pg/mlel] ©]
3 A=kl o, H]X} H OAE dizat A A= EdolEe] oF AHS Zﬂﬂﬁ}%\ﬂﬂr. AELE 37ColA
FIFR AAZE F3F Qltulo]dEtlth.  ololA, MEE WX EEY 3 AAsa, A& 5 plE AFHSaL, TR-

FRET <17+ TNFa & A]*E‘ﬂ (Alz=nte] @ (CisBio))& /\F‘lo}o% % MFa 3ol EH3 v‘i—ﬁﬁ}%‘ﬁ‘r. A E=

B, INFa 2] 2719 Aolgh dFExd Ajtaely ME F INFa o FZe Hl#8k= FRET AEE AdAI7]
v 2% BAH A (AYHE % XL665)E o] &3trt. d% FAE 50:500 % E3Fsta, 5 uLE 7t Yo
Erjeteitt. FHolEE FHe UWEARE da, Ao whA AFulo]daigitt. thed offldl, ZHEE
Z+ZF 340 nm/615 nm/665 nmol|A 2] o] 7] /W& /FRET W& 2 W] (Envision) 2103 tF A #57] (3714w

(PerkinElmer))ZE A}g38le] #=39th. 615 nm 2 665 nm W3 S A &% Z =2 H] (665 nm/615 nm)
2 XE3tt. HAME A& shr]ep Zo] AAbsslt:

% Aol = 100 x (¥ Az~ H| o x};’—)/(u] 100% A= ~ H| o A=)

o71A mARb=E AR (0% A= £ diEwelal, AsE AE (1000 A=)E P dEa oA
ARSI AT
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[1359]

[1360]

[1361]

[1362]

[1363]

[1364]

[1365]

[1366]

[1367]

SISl 10-2022-0129667

AAjel 41 A Cot ABshers] HA

AR Cot A S, A3l B3 o oluA] de (TR-FRET) W34 KinFASE (A]2=ubo] @)& AHE-3t
of FA3kt. ® FAolA, Cot XL665-EA ¥ HEH= 7]do] itstg FHwjgtl, F2F HEE E2¥-
EE —‘3—01@ t‘z}iﬂ—b g Qlakst ﬁ“azoﬂ @f}fﬁ&t}. kst FEEC] PP 2-dA T HAHoR T

shelth. A" AT Q13E Cot Fvf Lv

EAh e g2 vl OA]-O]M/\]’\(Carna Biosciences) 258 Ful3tict.  zHeFelA, DMSO &
°ﬂ A% FME AE SFES 3 550 5F QA BH7] (HACIE®)E AMEEte] ZEA](Proxy) WA, A5
I, 384 4 ZHolER AL, Cot &4 ¥ 71EE HE-ZFZ(Multi-Flo) (W}o]e -8 QJI~EFH=(Bio-
Tek Instruments))E& AFS3t] HAY ZolER Fulsisitt. ®F 5ul ¥hs EFES v &5A (10 mM
MOPS, pH 7.0, 0.02% NaNs;, 0.5 mg/mL BSA, 10 mM MgOAc, 1 mM DIT, 0.025% NP-40, 1.5% =dA&) ¥ 0.1%
DMSO & 400 uM ATP, 1 uM STKS HE=, 5 M CotE T3kt Nioﬂﬁ 2.5A1%F <k Qlstuloldgt &
2 -f3l= 50 mM Hepes pH 7.0 AE &4=A =, 1:1200 =% A9
HolE ZAE g-2atst PEl= A & 9 125 nll ~EEPU-XL665 EEHOW)E A7rskdtt.  ololA,

& 5

[-o

il

ZYolES AeoA 1208 &t F7bE <stelo]dstar, ZHzh 340 nn/615 nm/665 nmoll A o] o 71/¥E /FRET
=2 dujA 2103 YA BE=7] (HPAH)E AFLSt] BE=3tF. 615 nm 2 665 nm WS 3o Ao F
F ZA=E v (665 nn/615 nn) = FASIATE. HAE AAE 7)ok Zo] Axtesint:

o714 0.1% DMSO (0% 1A= &7 diZarelal, 100 pM Hla AAld] 1 (100% oA &4 2T o ZA ARE:
STt

Ao 420 31323 EGFR

0::.
ot
10
_|Zi
oL

EGFR €45, Alzk-2a) &3 39 ol A (TR-FRET) WA A< KinEASE (A]2nfo] 9 )& Agate] =43}
Sk, B AN, EGFR2 XL6652 XA ® W8 EEA 7|UA HE = Ao Qs E it FEF A
AE-E|ZA B0l FAE Y A4kst FE =4 Zjii}f&\:}. Artsl FEl=o] FAL FAREA ]

|4 XL665E Ab&-3ko] TR-FRETOl ofal] A=Fstevt. AL 2719 F8 AR =AU, Al
= 7IUA Wbs dAlolal, A2 WA= TR-FRET AleFS A8t A& dAloltk.  ZFEFsAl, DNSO ol 1:3
% 3ME A SES 3 550 5% AA EH7] (HAIE®)E AMESte] 73 (Corning) WA, #5-5],
|-2% 384 4 Zeo]ER AEEtl. EGFR &4 (QZF EGFR, 7FEu} upo]QAlolddAlx 2 M3E 08-
11525 el 9] Axd T3l [669-1210]) 2 7122 TK 7|2 -0 L€l (A]2=H}o] ¢ HIRF KinEASE-TK 7]E 7tg=1
HS 62TKOPEJOl 2Z3E)S HE-ZZ (Mo] -8 JAXEFEAX)E AMEstY A4 ZdoEZ Euisiglct. %
% 10 pl ¥rg EFEL uke 9324 (10 mM MOPs, pH 7.0, 1.5% 2 A2, 0.5 mg/ml BSA,10 mM Mg-o}AlH o]
E, 1 mM DIT, 0.025% NP- 0) % 6 uM ATP (IXKm) == 12 pM ATP (2XKm), 1 pM ¥ 2EdE3t A=, 0.3 nM
EGFR (1XKm ATPS] 74-9-) H+ 0.1 nM EGFR (2XKm ATPS] Z-9)S& FHalqivt. AH2oA 601 5 AidlolA
3 %, 10 ple XM 2 AE gN (FEI EDTAZS 33+ 50 mM Hepes pH 7.0 HE 54 3, 1:400 F=
st FE= A & 2125 oM 2ERQER|U-XL665 EdolA)S HUtegitt. o]
E = % Bt F7tE Qo) Astar, Z22F 340 nm/615 nm/665 nmoll A e] o 7]/
Z/FRET W& 2 <ujAd 2103 thgxA #57] (H1AH)E A1E8te] @53kt 615 nm 2 665 nm W& 33
oMol FF FEE H (665 nm/615 nm) 2 HHUTE. FHAE AAE pr]et o] ALt

jus)

(3

% A = 100 x (H] 9= = Y] ogoax) / (B 1006 21 = Bl o o)

o714 0.05% DMSO (0% QA+ A tixwolar, 100 uM 292228 2 AEy (100% AA)S A o
ZTO 2 AFRE AT

F 30 AAlE wpel o], spehA] 19] g2 Cot (FMA @AML ElRel=) o] Aol

- 542 -



[1368]

[1369]

¥ 3
Cmpd 1Cso HTRF ECs TNF
(M) (nM)
1 8 218
2 7 89
3 8 314
4 3 497
5 9 258
7 380 >1000
8 7 302
9 1 20
10 21 283
11 4 154
12 27 214
13 11 765
14 7 196
15 2 545
16 ¢ 115
17 53 1388
18 28 399
19 2 156
20 2 69
21 14 2035
22 2 89
23 4 69
24 12 185
25 y: 57
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[1370]

Cmpd | ICs HTRF ECs TNF
(nM) (nM)
26 6 113
27 : 62
28 12 195
29 17 498
30 34 1322
31 5 5069
32 7 546
33 11 630
34 8 112
35 9 166
36 3 67
37 16 2638
38 25 952
39 11 295
40 6 249
41 8 137
42 135 1926
43 33 915
44 9 129
45 5 178
46 3 1102
47 25 1068
48 2 87
49 118 16684
50 70 3534
51 55 1556
52 4 88

- 544 -
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[1371]

Cmpd | ICsHTRF ECs) TNF
(nM) (nM)
53 81 4018
54 11 652
55 58 10816
56 6 2521
57 60 5990
58 72 2982
59 2 892
60 12 131
61 11 238
62 10 216
63 5 257
64 42 2652
65 6 538
66 3 53
67 1 32
68 1 51
69 2 33
70 19 804
71 2 36
72 1 11
73 2 33
74 1 14
75 2 79
76 1 981
77 3 154
78 3 332
79 1 203
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[1372]

Cmpd | ICs HTRF ECs) TNF
(nM) (nM)
80 1 23
81 400 >1000
82 2 151
83 942 1000
84 1 10
85 4 >1000
86 2 37
87 25 590
88 1161 >1000
89 520 >1000
90 1 18
91 ‘ 52
92 6 65
93 7 74
94 2 130
95 10 445
96 11 173
97 20 358
98 49 821
99 3 143
100 3 142
101 5 348
102 3 461
103 3 133
104 1 99
105 3 144
106 2 76
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[1373]

Cmpd ICso HTRF ECso TNF
(nM) (M)
107 182 >10000
108 913 >10000
109 2 54
110 2 56
111 2 77
112 2 61
113 13 253
114 10 233
115 5 119
116 3 144
117 3 94
118 6 150
119 4 99
120 5 137
121 7 171
122 6 240
123 6 193
124 8 376
125 3 78
126 3 146
127 16 194
128 698 >10000
129 2 81
130 6 147
131 2 49
132 4 97
133 25 978
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[1374]

Cmpd ICs) HTRF ECsy TNF
(nM) (nM)
134 6 197
135 23 660
136 10 291
137 15 235
138 3 141
139 2 92
140 3 183
141 2 121
142 2 66
143 16 898
144 2 77
145 4 221
146 10 370
147 12 1139
148 5 174
149 8 381
150 4 154
151 8 1305
152 10 904
153 44 3759
154 26 1667
155 2 79
156 8 1191
157 5 127
159 2 95
160 11 484
161 12 1668

- 548 -
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[1375]

Cmpd ICso HTRF ECso TNE
(nM) (M)
162 7 429
163 67 4142
164 5 1802
165 9 2368
166 6 1425
167 4 506
168 6 394
169 14 1217
170 6 1262
171 10 320
172 10 832
173 7 1112
174 Z 54
175 3 73
176 2 31
177 2 79
178 7 931
179 265 >10000
180 1 104
181 2 92
182 13 1041
183 357 >10000
184 8 387
185 305 9745
186 118 6618
187 67 2114
188 >10000 >10000

- 549 -
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[1376]

Cmpd ICs) HTRF ECs) TNF
(nM) (nM)
189 8 1061
190 9 238
191 2 104
192 3 186
193 2 107
194 2 111
195 4 132
196 6 668
197 9 599
198 17 982
199 9 2522
200 7 558
201 56 5595
202 >10000 >10000
203 6923 9089
204 8513 >10000
205 72 2048
206 3 211
207 5 931
208 12 465
209 23 941
210 10 424
211 16 544
212 44 9151
213 3 103
214 >10000 >10000
215 258 >10000

- 550 -
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[1377]

Cmpd | ICsHTRF ECs) TNF
(nM) (nM)
216 38 1187
217 12 264
218 26 2711
219 4449 >10000
220 4 348
221 2 28
222 19 739
223 7 94
224 12 2628
225 10 1488
226 8 880
227 44 6419
228 18 2307
229 12 1467
230 9 252
231 8 230
232 15 346
233 8 114
234 21 504
235 17 370
236 9 172
237 1 29
238 3 901
239 16 928
240 16 631
241 2 32
242 143 5801
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[1378]

Cmpd ICso HTRF ECso TNF
(nM) (nM)
243 41 9492
244 4 328
245 2 125
246 6 652
247 2 102
248 4 398
249 12 332
250 § 127
251 5 347
252 6 119
253 4 66
254 3 230
255 10 766
256 16 341
257 6 212
258 2 33
259 6 158
260 6 126
261 14 344
262 11 130
263 13 242
264 2 70
265 14 426
266 37 28752
267 30 5120
268 12 234
269 6 326
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[1379]

Cmpd ICso HTRF ECso TNE
(nM) (nM)
270 4 666
271 9 826
272 5 297
273 51 1564
274 12 370
275 7 2334
276 6 789
277 7 923
278 3 269
279 3 457
280 16 811
281 13 575
282 3 87
283 3 50
284 14 1305
285 8 219
286 4 121
287 20 373
288 26 1058
289 37 837
290 12 185
291 35 478
292 17 327
294 9 166
295 23 565
296 80 1104
297 9 200
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[1380]

Cmpd | ICs HTRF ECs) TNF
(nM) (nM)
298 39 1503
299 18 739
300 7 165
301 14 414
302 10 472
303 14 868
304 6 234
305 3 84
306 6 202
307 4 60
308 4 286
300 8 181
310 40 2342
312 13 1235
313 5 373
314 15 302
315 4 132
316 6 298
317 16 251
318 8 271
319 5 165
321 10 212
322 33 369
323 86 666
325 20 650
326 34 3753
328 4 272
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[1381]

Cmpd ICs) HTRF ECsy TNF
(nM) (nM)
331 3 173
334 4 82
335 10 405
339 13 1010
340 8 328
341 6 843
342 38 6094
344 3 151
345 3 73
346 3 208
347 4 278
348 13 444
349 41 718
350 26 4511
351 10 744
352 12 565
353 4 184
354 3 983
355 5 194
357 5 235
358 3 130
359 3 729
360 4 151
361 13 746
362 1 46
363 4 257
364 7 241
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[1382]

Cmpd ICso HTRF ECso TNF
(nM) (M)
366 5 336
367 13 338
368 649 6296
369 3 89
370 8 232
371 2 173
372 2 81
373 3 81
374 37 480
375 4 1511
376 182 >1000
377 398 >1000
378 Z 168
379 6 179
380 14 609
381 7 303
382 14 768
389 11 328
395 4
403 9 290
405 2 1044
406 3 102
6 2
293 32
311 30
320 60
324 10
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[1383]

Cmpd ICso HTRF ECso TNF
(nM) (aM)

327 15
329 14
330 59
352 65
333 3

336 2

337 16
338 13
343 504
356 2

365 38
384 153
385 14
386 36
387 18
388 10
390 343
391 282
392 3

393 &

394 147
396 43
397 46
398 435
399 58
400 119
401 10
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[1384]

Cmpd ICso HTRF ECso TNE
(nM) (nM)
402 19
404 232
408 1 88
409 1 559
410 113 1000
411 5 76
412 7 157
413 4 44
414 1 35
415 3 67
416 2 124
417 9 218
418 2 45
419 3 49
420 2 25
421 4 100
422 2 57
423 3 71
424 2 37
425 7 1000
426 2 95
427 2 41
428 1 69
429 2 56
430 5 214
431 1 21
432 6 89

- 558 -
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[1385]

Cmpd ICso HTRF ECs TNF
(nM) (nM)
433 1 65
434 2 61
435 1 24
436 5 289
437 2 82
438 473 1000
439 13 299
440 7 171
441 2 26
442 56 2686
443 1 19
444 2 33
445 2 71
446 3 156
447 2 40
448 3 44
449 19 407
450 20 356
451 3 138
452 4 73
453 9 184
454 2 32
455 29 222
456 51 1000
457 315 1000
458 4 87
459 3 50
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[1386]

Cmpd 1Cso HTRF ECs TNF
(nM) (nM)
460 5 156
461 17 154
462 162 8766
463 2 63
464 1 16
465 2 155
466 28 926
467 2 47
468 1 18
469 4 69
470 2 46
471 3 45
472 4 78
473 3 26
474 2 26
475 20 258
476 3 71
477 2 185
478 1 77
479 5 78
480 3 60
481 6 391
482 3 86
483 7 108
484 3 73
485 3 29
486 3 991

- 560 -
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[1387]

Cmpd ICso HTRF ECso TNE
(nM) (nM)
487 1 245
488 3 79
489 2 129
490 1 1000
491 3 40
492 2 21
493 31 1000
494 1 444
495 3 50
496 6 467
497 6 379
498 19 689
499 3 97
500 8 321
501 3 35
502 6 206
503 2 45
504 1 38
505 5 277
506 8 528
507 2 87
508 4 96
509 267 1000
510 5 222
511 6 133
512 10 418
513 9 154

- 561 -
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[1388]

Cmpd ICsy HTRF ECso TNF
(nM) (nM)
514 4 77
515 199 1000
516 2 34
517 3 1000
518 7 207
519 3 158
520 123 926
521 27 256
522 5 52
523 2 63
524 12 77
525 4 164
526 5 73
527 3 78
528 3 60
529 2 50
530 3 70
531 3 70
532 3 78
533 3 96
534 20 394
535 2 47
536 3 51
537 2 75
538 5 109
539 1 12
540 50 760
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[1389]

Cmpd | ICs HTRF ECs) TNF
(nM) (nM)
541 6 180
542 2 40
543 13 422
544 8 210
545 4 108
546 2 42
547 2 33
548 8 124
549 4 68
550 2 29
551 2 27
552 ‘ 26
553 3 64
554 5 151
555 s 208
556 8 120
557 5 117
558 3 72
559 % 42
560 11 287
561 2 433
562 2 231
563 2 63
564 3 69
565 2 306
566 2 190
567 2 66
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[1390]

Cmpd | ICsHTRF ECs TNF
(nM) (nM)
568 5 170
569 7 171
570 184 1000
571 2 77
572 4 79
573 66 751
574 4 86
575 1 974
576 1 433
577 1 49
578 2 32
579 ‘ 24
580 : 84
581 2 32
582 14 184
583 4 121
584 2 53
585 37 838
586 2 1000
587 1 489
588 55 629
589 ;- 34
590 3 57
591 5 106
592 5 78
593 8 298
594 2 33

- 564 -

ZIHSd 10-2022-0129667



[1391]

Cmpd ICs) HTRF ECs) TNF
(nM) (nM)
595 209 1000
596 79 826
597 3 150
598 5 198
599 13 316
600 5 113
601 4 32
602 3 69
603 7 107
604 3 71
605 3 30
606 3 27
607 21 225
608 42 314
609 2 46
610 2 199
611 20 229
612 11 171
613 13 144
614 9 154
615 33 588
616 12 104
617 9 77
618 3 37
619 7 189
620 102 1000
621 1 12

- 565 -
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[1392]

Cmpd 1Cso HTRF ECs TNF
(nM) (nM)
622 1 24
623 1 27
624 11 1000
625 2 26
626 5 35
627 4 46
628 450 1000
629 181 1000
630 68 1000
631 2 32
632 380 1000
633 28 267
634 2 43
635 3 60
636 69 720
637 3 85
638 58 858
639 58 806
640 3 65
641 55 811
642 5 182
643 5 1000
644 7 38
645 11 66
646 3 40
647 3 133
648 3 114
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[1393]

Cmpd ICso HTRF ECso TNF
(nM) (nM)

649 2 14
650 179 1000
651 14 135
652 4 40
653 4 37
654 3 36
655 12 104
656 4 86
657 37 806
658 29 374
659 41 279
660 43 839
661 2 103
662 6 335
663 3 62
664 12 154
665 6 198
666 13 246
667 10 71
668 13 408
669 1 7
670 5 102
671 2 32
672 2 22,
673 142 808
674 22 301
675 1 7
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[1394]

Cmpd ICs0 HTRF ECso TNE
(nM) (aM)
676 6 112
677 4 133
678 5 131
679 13 710
680 3 98
681 2 26
682 7 66
683 35 283
684 14 101
685 4 39
686 4 77
687 15 178
688 30 437
689 9 81
690 21 250
691 6 66
692 3 38
693 15 141
694 7 84
695 3 39
696 2 14
697 1 11
698 27 684
699 12 386
700 2 179
701 10 147
702 4 188
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[1395]

Cmpd ICs) HTRF ECs) TNF
(nM) (nM)
703 9 22
704 1 23
705 6 61
706 2 14
707 16 230
708 6 176
709 17 187
710 5 148
711 2 32
713 9 21
714 6 57
715 3 91
716 2 54
717 8 100
718 9 112
719 2 24
720 2 35
721 6 109
722 43 403
723 4 84
724 3 44
725 3 56
726 4 127
727 3 48
728 7 154
729 5 108
730 10 89
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[1396]

Cmpd 1Cso HTRF ECs TNF
(nM) (nM)
731 11 179
732 11 779
733 42 835
734 41 313
735 47 478
736 117 645
737 3 91
738 2 40
739 21 254
740 45 311
741 6 120
742 17 199
743 5 116
744 3 33
745 2 28
746 13 178
747 4 36
748 5 47
749 6 66
750 11 194
751 15 230
752 5 57
753 5 59
754 3 31
755 25 365
756 3 26
757 5 60

- 570 -

ZIHSd 10-2022-0129667



[1397]

Cmpd ICs) HTRF ECsy TNF
(nM) (nM)
758 4 50
759 2 42
760 2 58
761 6 69
762 3 50
763 3 40
764 4 46
765 4 131
766 2 30
767 18 209
768 6 86
769 ‘ 28
770 4 108
771 4 293
772 2 33
773 2 35
774 2 40
775 3 27
776 % 24
777 5 46
778 4 30
779 3 26
780 5 52
781 2 22
782 23 177
783 2 23
784 3 51

- 571 -
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[1398]

Cmpd | ICs HTRF ECs) TNF
(nM) (nM)
785 2 23
786 5 47
787 2 65
788 23 208
789 13 156
790 5 82
791 22 242
792 89 843
793 35 782
794 15 130
795 34 530
796 ‘ 31
797 3 77
798 7 90
799 4 46
800 2 25
801 3 31
802 4 36
803 7 97
804 9 137
805 28 778
806 3 28
807 3 31
808 3 29
809 3 32
810 4 54
811 1 333
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[1399]

Cmpd ICs) HTRF ECs) TNF
(nM) (nM)
812 5 68
813 2 24
814 2 16
815 3 39
816 1 23
817 10 116
818 6 176
819 2 28
820 3 33
821 3 60
822 10 687
823 4 53
824 5 59
825 7 113
826 51 1000
827 2 38
828 22 253
829 4 66
830 16 384
831 8 202
832 3 44
833 2 22
834 5 68
835 4 53
836 4 52
837 7 121
838 3 84
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[1400]

Cmpd ICsy HTRF ECso TNF
(nM) (nM)
839 6 94
840 4 52
841 2 41
842 3 563
843 4 104
844 13 417
845 20 1000
846 2 17
847 31 296
848 31 247
849 16 261
850 6 65
851 3 21
852 2 58
853 1 98
854 4 17
855 2 53
856 1 29
857 4 180
858 7 44
859 2 53
860 3 31
861 7 40
862 8 49
863 2 35
864 2 37
865 4 23
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[1401]

Cmpd ICso HTRF ECso TNFE
(nM) (M)
866 2 18
867 3 iy
868 2 70
869 2 37
870 2 169
871 1 32
872 1 15
873 5 97
874 3 73
875 2 166
876 2 385
877 2 34
878 Z 31
879 1 13
880 3 80
881 2 13
882 2 18
883 1 13
884 1 19
885 10 132
886 3 30
887 3 33
888 2 165
889 9 104
890 6 68
891 1 12
892 2 44
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[1402]

Cmpd ICs) HTRF ECso TNF
(nM) (nM)
893 4 99
894 3 54
895 3 41
896 3 30
897 2 18
898 5 56
899 2 29
900 3 30
901 484 1000
902 3 36
903 3 36
904 5 78
905 15 212
906 4 39
907 4 51
908 12 238
909 8 116
910 5 148
911 7 85
912 6 78
913 6 86
914 9 116
915 44 324
916 13 269
917 3 31
918 3 42
919 2 49
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[1403]

Cmpd ICs) HTRF ECs) TNF
(nM) (nM)

920 3 28

921 17 187
922 11 225
923 16 258
926 13 174
927 6 124
928 6 99
929 11 157
930 33 504
931 10 134
932 14 205
933 29 247
934 7 81

935 24 424
936 18 287
937 23 277
938 26 223
939 18 104
940 7 86

941 64 804
945 17 142
946 5 153
947 3 39

948 5 99

949 4 34

950 17 260
951 9 61
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Cmpd ICsy HTRF ECsy TNF
(nM) (nM)

952 4 36
953 36 353
954 7 16
955 6 50
956 7 44
957 5 54
958 2 56
959 3 41
960 7 55
961 3 48
962 13 135
963 4 51
964 3 105
965 4 78
966 15 191
967 2 94
968 2 94
969 8 258
970 34 722
971 11 301
972 1817 1000
973 3 34
974 11 60
975 1231 1000
976 21 276
978 9 303
979 244 1000

[1404]
Cmpd ICsy HTRF ECs) TNF

(nM) (nM)

980 1000 1000
981 4 20
982 1000 1000
983 9644 1000
984 10 169
985 13 126
986 5 141

[1405]

[1406] 4 9 % 5olA9 HelEw 2o Al sgEe] MM AL ElZ)E (Cot)e A AAAYS e

Aok, #2712, A7 3352 593 EGRR 2=7) ofyty,
[1407] T4
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[1408]

[1409]
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[1410]

[1411]
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