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Ws 2o RA AW Yo|ERVY Y =S o8 F rt.
dE W, e, gt olojavxad 4T 1,4-Tho|ZAL, 1,2-Tho|HEA gk, ol ELL ol EAL 9

Fe, vlololgoE, (-REuLeE, N N-Tolud Fojuiol=, R, #zt, EL of

32

5, HEZHsto|l=2
B £ &v 5o & F, AR, ofdRT, AFA(ID, & F4, % AF, 55 AbvkE, #4 UA
(Raney  nickel), &4, FaIea2UER, F23 T2 YANickel), 23 T ATLE,
—’Fiﬁ}ﬂ%%‘—aﬁﬂﬁ olttolE|2AUER, FIUEF, FepF2UEF, stol=idl 55 o8, 0T WA
A, Aol wetde Thd SFelA A = Qdvk. Aol wEkAes, deiekng, 94, olEAL, EftelE
—EFEEOWIE*F Zb So] Aolv, wibdE, SAUER, @G, FASVES, FASEE, AIEE,
AU Es, whtead s, dd, Edfolddolnl, B NN- @°]°}°]*ﬁiw°ﬂ%°}‘ﬂ o 9718 o
=g 52, dEE, des, °¥°]*EE§J ‘”—Ji%, A-Thol Ak, 1, 2-vol A ol gt, ofAEAL, ofA|EAL
", =, HEZselm2et, t-FeErdE, NN-telrdFofuo| = E5d, 52 o5 &g & 52
&) F, FaEs7Ie, e ﬂi, 28 7k, We vk, Absk Ue Sl HiE AUbeA 898 s= 3
.
w AP sghEe] sE (1-9)e= AE Aol 4 AR Al vEhd g, F2 ol &%
W, e 28 71 Y = o5l £ Wl webAd Al S gl
[9d 2= AK]

N o
L AK-1 X
G, 1 — "6 [Ta W
L= L= N
R R*
n (1-9)
1 2 1 2 4 - - - - -

A F R, R, Q,Q, R, L, GHE X gt (DA 71Ag Foet Fdsirt. =3, H-Y& 3Lk, B2
W3l Fa A, AR, 02 i@,%ﬂz&,”wﬂ SFabAk - Ak, HEAE, T FAA A E2al, 1)
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A (-)oR EAHE SFES, AU (DE BAHE BFES deett dom gous AR 5

=2
ATt

¢

g zromAL, AwEQ dske FEE ol§Y & YAW, dF Sof, W, o, TR, B,
PAEU e EY, thololdelE, HEetstolS e, 1,4-thel S, 1 2-thelulEAlolet, ofAE o, oY
MUAE, OAE, BFA, WA 5o gl F Be Tgulz, @A, BERsEaN, BN, AN, AN, FA,
SLAEAY, WAlAt, FuAb, MMM, FEA, Wik, FAMN, AESA, WEgHEL, detERd 4EN, 44
A, slobal, BEEAT Au (DS EFAA, 0T WA kD D5 sl AR 5 Avh. E@, dabel}
BEReEaate] Ald, A8k ha BENS i ks, wE dskead DEns $48 Faehs o

AEAE old, 1,4-tho]SA, wighs, oghg, 2-Z RIS, tholddolE], ofAEA Fo| &S o]&d &

o]
AN

A7l dER 3 AR, B AANFE Y SFES AxET] 9T e dAajolw, B AAFE S IFES
A7l vERd B S azle] F3 U, B VlE £ VA B E2 olgdd £8 W webA Alx
@ 5 Q. olEY Az PHe, FYAe] FolahAl oldE F A= R & WAl o A Al 7}
s3ktt.

T3, Zg7)e] FRHol g BEV|7 g Afos, AWS webd Hge =Y 9 ojge xxE x3AA
A AN = . BEY)el 5, B9, o' #daME, oE 5o, ¥ [Theodra W. Green & Peter G. M.
Wuts, ed., "Greene's Protective Groups in Organic Synthesis", fourth edition, Wiley-Interscience,

200619 7149 HHES & 5

B oANgHe) e Azar] Ged A8sE B, o webd, A Repel glolel Bl
QoA FA ) wal - A ekl ulEE, A4 (erystallization), AAH, AzvlEee, BHRENA 3
ZvhEads] Sol ofd, vl 4AT + vk w9, 9ol gAs @3, 249 B4 (crude product)?]
AZ g W ol AL k.

L
~

R

wat gulmsifilele s Agrole, smeituteleiste] Sah Hloleae] FAS oAls: A%

B ANGHA wal rahulolss Agrold, wlolae] FAL odde AL ouaT. B AN

lo =

of| %
u| sk

ok

=

S EETEIRYEEP

g gudg

o &3k ol st 124 RNAMLole Zoln] | SFAEe A

o}

g @Eaelg] At £akE Hlolglal, S, dEZuloly g FutExlolgl A% sty abfele gk AR
Hlolg] 2% gl Qulol ] A% olLElHlo| 2] A (Aphtovirus) Sy, oFFolubulel el 2 (Aquamavirus)Zy, oMM E IHE
wlolE 2~ (Avihepatovirus)ss, FARFol# 2 (Cosavirus)S:, YA IAuto|H2=(Dicipivirus)ds, olZHnfolz]
(Erbovirus)%, Arelvbole A (Salivirus)sy, AR REulold 2~ (Sapelovirus)Zs, AlUl7abo] 8 2 (Senecavirus)<s,
Hlaznbo)| ey 2 (Teschovirus)ss, EdEulold A (Tremovirus)s 5o 2 EFFT.

ot

1—/\61 7]

off

2 olgalA vt

J

e &

o

A

° °

Qg &ufol e ~%el| X3 wlole]AmAl . dE ZufolE] . golwuiole] s, FA|HiolElA ES = 4

Slvhmnte] el o] L wold 2mA, A 79 el AT 5 4 9

AR Sete2, 53], duzufeladel] xE = Hpole il tiete] A FubelY s #ES v

e 2ujol o), FAF|ulolls, i eolienlol o tlele] e ol

[ rz
>
>
oft
fuj
o
s
%
e
flo
A
ol
0,

FRe, dg Bof, wmaitoless 24 FsA @, 1 As, B AAZH
Sgrwe, Wasutole s g, B3], dezutele s, Fabslutele 2, vholuutele s Fo| vhole s 1)
Fo AuF w1 agoromA 8tk wo whAslE, eolwitole s 9B Aok m ool

Fol, £57] uholel 2ol gl o5 of
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[0670]

[0671]

[0672]

[0673]

[0674]

[0675]

[0676]
[0677]

[0678]

[0679]

[0680]
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2 ANREe AR FRATORA TRt ke, S HY 2% Adew & & AT, oUE AW
o, o ol A, SEA, A, el A, BA. WA, FAAL oA, LaAl, A, 2
A, s 5 5 A
o5 ejoke, 1 AR we
9% e Taoe o

A, SAA, AgA, e

=t
ot
e o
il
oty
o
e of
o,
>,
BN
2
=2
=2
o
o
M~
-
2 5
2 2
RN
X 2
o W S
o oF oo

e

7+ A3e], 7+ A6, 72+ % FoA o] gET U= JE F, HNMRS T2E sy Ey g o

I
o

@ 2dERS ugth (CLE Z22F-d, DSOS @ aFaol=-q, e ovgch, NS(ESI)

MS(ESI )&= AAEIEo]esh | NS(FI )& A7 o]&3hd, MS(FD )& AAole o284, NS(EI ): @7} o]
s, MS(CL )= 38 ol 2ahwo] o8] ZAa dekiA ~A e do|gZ on]sit}. Aol 1 WA 30CE
By

<Zad 1-1>

ofZ L 97lek, WMAMIIE(2.41ml) S N N-tholweFofulo] = (40me) ol &
< s A2 A 1087F wyk
BHER-2-ZFQ 2-1-Edlo] &7 2 edwlAl(5.00g) < N{PM@%%%ME5M@W
TH(FRg-Y 2). ‘ﬂ‘%oP WS 15 wkgo 20 AA 3] Hsletal, T %ol 3
TE SFLA(100m) L 2(100m)S 7}Ea, oM EAF o (200m) & Z“r%’é}i’it} Nind s
m¢) = AL, TT%“H%EH_E Az 5, B85S o3 AASAT. st & %UH =
chittel 222 uek=2:19] 3} (30me) el &AI7]aL, HE7HA Ay AZntED
W= 90:10)el o]l Ao =M, FA 33 %1@2%?5&%@.

S F, WA, 5% FATHIEF
ST R 1), A%, 4
A3, AN

)

=)

1%

e
(o3

)

H-NMR (400MHz, CDCly) 6: 4.16 (2H, s), 7.25-7.34 (5H, m), 7.36-7.41 (1H, m). 7.46-7.51 (2H, m). M
(ESI ): 345 [M-H] .

<o 1-2 YA 1-5>

dgsh AU (19)9] SEES olgdM, Fad 113t vhavkAel B, ¥4 R-1o] e 3, 58 ol
of 8 W, JlE B4 slAe) wy, Ex oS¢ 2@ Wyon weAA, oate Hid 12 WA 152
Sshoinh
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[0682]

[0683]
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[0685]

[0686]

[0687]
[0688]

[0689]
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¥ 23
BT BEES 7171 dolH
©\/ 0/
A | = . | "H-NMR (400 MHz, CDCl) 5: 3.94 (3H, s), 4.14
N (2H, §), 7.19 (1H, §), 7.30-7.41 (5H, m), 7.81
(1H, s).
1—-2 Br MS (EI*): 309 [M]*
0
g Br | 'H-NMR (400 MHz, GDCk) &: 1.26 (3H.t, J = 7.3
N Hz), 3.68 (2H, s), 4.20 (2H, q, J = 7.3 Hz), 7.47
R (1H, d, J = 8.5 Hz), 7.52 (1H, d, J = 8.5 Hz),
7.74 (1H, s).
1-3 i MS (ESI): 341 [M-H]
0

‘H-NMR (400 MHz, CDCl:) &: 1.23 (3H, t, J = 7.3
Ao B | Hz), 3.62 (2H, 5), 4.16 (2H, dd, J = 14.1, 7.3
g Hz), 7.10 (1H, 1, J = 55.3 Hz), 7.53-7.54 (2H, m)

7.73-7.74 (1H, m).

1—4 F MS (ESI): 323 [M-H]-
F
@\, g i
2 | =N 'H-NMR (400 MHz, CDCls) &5: 4.17 (2H, s), 7.27-
= 7.38 (5H, m)???{‘1HdJ-‘1SHz).E48(1H
d, J = 1.8 Hz).
1-5 Br MS (ESI*): 348 [M+H]*
<zbard] 2>
F
a1
Of;
r
Zare]] 1-1o4 Aojx 3135 (6.11g)S oFHEAN43.5m) L E(14.5m) o He & Welst, N-F2Z2420n)|
E(7.05¢) 7Hebqinh. A-2olA 2A1xF uRkek & E(100me)S 7hskal, oFAEAE o€ (100me) = ‘I‘EO}‘ AT

og
T715& 3 Ada100m) 2 AAstar, FesbEFoR dx §, E8=8 o A, At 8 &
e S AARL 5, dihigelSrrvE=1:19 N Eom)ol FeiAl71aL, deybd 2y AmviEe )
(FAbrobA| EAL o ©=98:2 =] 80:20)°l o Ao =M, #A 3= (4.96g)e 5313t

'H-NMR (400MHz, CDCl3) &: 7.84 (1H, d, J = 8.5 Hz), 7.98-8.03 (1H, m), 8.48 (1H, d, J = 1.8 Hz).

Fharel] 1-5014 Aol 3h3HE(213mg) & oFAEAN4.6m) R =(1.8m0)o] @' $, Whsh, N-SFZ2A o=
WRFSES

2
(245mg, 1.84mmo)Z 7}slar, Ao A 1A)ZF wykek & 50Co A 1417 wykalgeh. ALoA | E(10m)S 7}

@ %, ANARL. B oSS FH AAG T, Bl £, 43 Aok 2 azehead
5] (% bl Evol ER=80:20) 2 AAFOA, EA SHEHE(138.4m) & S

'H-NVR (400MHz, DMSO-ds) &: 8.53 (1H, d, J = 2.1 Hz), 8.84 (1H, d, J = 2.1 Hz). MS (ESI ): 304 [N-H] .
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Ky
1 o
o r
2
_t

o]
gl
=

iiUﬂE‘r(IOOmﬂ)i Z=Z35
B o3 AAG. 2ast

0150 oy e iy

2ZAH(13.0me) ol 1-B R K -4- (EE}O]%—
= (100g)°l A

ATt F71S g
s Sule S5 A%

§]_}\1
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SEWEAMA(2.0m0)S SMAI7IL, H-2o|A 2.5A7F wEke}

Ba, 8715 Em)E AAsAT. E20m) S 7ska, EPO]

[€)
Ar(Tm) 2 A 5, FEFAUEFoR dxA7)a
owX, ®A 3= (2.91g)S F583H.

)

'H-NMR (400MHz, CDCl3) &: 7.39-7.43 (1H, m), 7.88-7.93 (1H, m), 8.23 (1H, d, J = 2.4 Hz).

<Fite] 4-2 WA 4-3>
&8t 0“1*4 (17)9] 3FES ol&slA, Had 4-17} v WY, 34 R4 vepd WY, =
of &3 Wy, 7Iel & 71Ae W, o &g o R HbEAIA | o]
S3lnt.
X AU
Br
- 'H-NMR (400 MHz, CDCls) 3: 3.38 (2H, t, J = 8.9
d " Hz), 4.94 (2H, t, J = 8.9 Hz), 7.62-7.64 (1H, m),
4-2 0% 7.81-7.82 (1H, m).
Br
'H-NMR (400 MHz, DMSO-ds) 5: 6.94 (1H, d, J
D 4 o5c = 8.6 Hz), 7.46 (1H, dd, J = 8.6, 2.4 Hz), 7.76
D"r (OPN (1H, d, J = 2.4 Hz).
4—3 D MS (C1*): 287 [M]*

o} AT E F(1.42g), BAISFAUEF(948mg)S E(17.0m) o] E3NA17)12, 70°ColA 719 wutslgle), 5-B 2w
—2-H|EA AL FDFZ 80| =(2.00g) 2] 1,4-tFo]SAH(17.0ml) &RS 1080 AAA H&}slaL, 70TAA 2.5

ARE AT, B gl 5 ER

T, JALE E(15mh)ol A7, 94 Avtd 29 3=

phE 23 (oA Evte] EZ=100:0 WA 80:20) ¢ o3l AAste], EA sH3E(1.899)% F5IAUT

"H-NMR (400MHz, DMSO-ds) &: 3.72 (3,

, 6.82 (1H, d, J = 8.5 Hz), 7.30 (1H, dd, J = 8.5, 2.4 Hz),

7.60 (1H, t, J = 2.4 Hz). MS (ESI ): 249 [M-H] .
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55t duk (15)9] &S ol&dlA, Fad 5-13 wpx7kxel W | FA R-69] YERA By, =& o]
of 3 W, 7lE BE 714 W, e o]5o 3 Wylow me A, o]dte] Had 5-2 WA 545 &
53tk
¥ 25
Br
1H-NMR (400 MHz, DMSO-ds) 5: 3.23 (2H, t, J =
6H 8.6 Hz), 4.67 (2H, t, J = 8.9 Hz), 7.43-7.44 (1H,
5 m), 7.58-7.59 (1H, m).
5—2 0 MS (ESI): 261 [M-HJ-.
Br
sOH 1H-NMR (400 MHz, DMSO-ds) 5; 3.86 (3H, s),
i 7.14 (1H, dd, J = 6.7, 3.0 Hz), 7.68-7.72 (2H,
5§—8 | - 0 m).
Br
H-NMR (400 MHz, DMSO-ds) 5: 3.93 (3H, s),
_OH 7.53-7.56 (1H, m), 7.85 (1H, dd, J =10.9, 2.4
F 1 Hz).
5—4 0 O MS (ESI*): 267 [M-HJ-.

RF
Joe;
B df‘NH
OH
4-olu] :=H|ALO| F 2 [2.2. 2]215} 1-2 G2 (100mg) S HIEZFSlo|=2#FeH(2.3ml) ol AEAZIaL, 2 md/ ¢ 2+
SFUEF $8NM(0.705m), Frard 2004 dojA 3}eHE(152mg) S 7Fskar, A2oA 147 wkslie), wkg-oH
o 1mol/ ¢ FBAH(1. 41mf&) 2 E(10m)S H7Fetar, olMEAL od(10m)E FE5tAtt. £71%S 31 2194(10
m) 2 MAsti, FFEIFMUEFOR X &, %%%E A3 AASATE. 7Y 3 EWE SHF AAS &, o
o] ZFZ Z el %sHA] gla, A7 28 g2ulE gy (Aol EAF o €=84:16 WA 0:100)°] <l&] A

gozm, FA 3FE(108mg) S 533t

H-NMR (400MiHz, CDC1) 6: 1.16 (IH, s), 1.67-1.75 (6, m), 1.84-1.93 (6H, m), 4.60 (1H, s), 7.69 (IH,
d, J =8.5Hz), 7.79-7.83 (1H, m), 8.41 (1H, d, J = 1.8 Hz). MS (ESI ): 426 [M-H] .

<Fare] 6-2 WA 6-43>

&t ofwl FEAk, gt Ak (15)9] 3hgt=g ol &allA, e 6-13 nkd7bAe] Wy, &4 R-7
of 71 W Ex olgel &3 WHer weAA, ofste] Fald 6-2 WA 6-432 FESIT
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X 26

2171 9olH

1H-NMR (400 MHz, CDCl) &: 1.45-1.67 (9H,
m), 3.25 (1H, br), 3.83 (1H, brs), 3.88 (3H,
s), 4.81-4.85 (1H, m), 6.92 (1H, d, J = 8.1
Hz), 7.63 (1H, dd, J = 8.1, 2.4 Hz), 8.04
(1H, d, J = 2.4 Hz).

"H-NMR (400 MHz, DMSO-ds) 5: 1.03-1.12
{2H, m), 1.15-1.27 (2H, m), 1.53-1.56 (2H,
m), 1.69-1.72 (2H, m), 2.82-2.99 (1H, m),
3.24-3.30 (1H, m), 3.90 (3H, s), 4.48 (1H, d,
J=4.2 Hz), 7.20 (1H, d, J = 9.1 Hz), 7.42
(1H, d, J = 9.1 Hz), 7.76-7.79 (2H, m).

MS (ESI*): 364 [M+H]*

H-NMR (400 MHz, DMSO-ds) 5: 3.92 (3H,
s), 6.57-6.61 (2H, m), 6.84-6.87 (2H, m),
7.17 {1H, d, J = 8.6 Hz), 7.64 (1H, d, J = 2.4
Hz), 7.73 (1H, dd, J = 8.6, 2.4 Hz), 9.30
(1H, s), 9.60 (1H, s).

"H-NMR (400 MHz, CDCls) &: 2.81 (1H, s),
3.39(2H,d, J=6.3 Hz), 4.48 (2H,d, J =78
Hz), 4.57 (2H, d, J = 7.8 Hz), 5.22 (1H, t, J
= 6.3 Hz), 7.76 (1H, d, J = 8.5 Hz), 7.84-
7.89 (1H, m), 8.39 (1H, d, J = 1.8 Hz).

MS (ESH): 388 [M-H]

1H-NMR (400 MHz, CDCl) 5: 4.08 (2H, ),
4.39(2H,d, J=7.3Hz), 469 (2H,d, J=73
Hz), 5.42 (1H, s), 7.75 (1H, d, J = 8,5 Hz),
7.85-7.89 (1H, m), 8.38 (1H, d, J = 2.1 Hz).
MS (ESI): 388 [M-H]

OHy o Br
f - "
§'

'H-NMR (400 MHz, CDCls) 6: 1.97 (1H
= 4.8 Hz), 2.63-2.83 (4H, m), 3.76 (2H, d,
= 4.8 Hz), 5.40 (1H, s), 7.76 (1H, d, J
Hz), 7.84-7.88 (1H, m), 8.38 (1H, d, J
Hz).

MS (ESI): 422 [M-H]-

-~
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X 27

o
[
2

2171 dolH

'H-NMR (400 MHz, CDCls) & 2.96 (1H, d
, Jd = 3.6 Hz), 3.12-3.21 (1H, m), 3.41-3.
50 (1H, m), 4.12-4.22 (1H, m), 5.18-5.25
(1H, m), 7.78 (1H, d, J = B.2 Hz), 7.85-7
.89 (1H, m), 8.37 (1H, d, J = 1.8 Hz).
MS (ESI): 414 [M-H}

‘H-NMR (400 MHz, CDChs) &: 1.53-1.78 (8H,
m), 3.31-3.40 (1H, m), 3.85-3.90 (1H, m},
5.16 (1H, d, J = 7.9 Hz), 7.70 (1H, d, J = 8.1
Hz), 7.82 (1H, dd, J = 8.1, 2.1 Hz), 8.30
(1H. d, J = 2.1 Hz).

MS (ESI): 357 [M-H]"

=11

TH-NMR (400 MHz, CDCla) &: 1.23-1.28 (1H,
m), 1.51-1.68 (8H, m), 3.21-3.30 (1H, m),
3.81-3.87 (1H, m), 4.08 (3H, d, J = 1.8 Hz),
4.90 (1H, d, J = 7.6 Hz), 7.47 (1H, dd, J =
10.6, 2.4 Hz), 7.82 (1H, dd, J = 2.4, 1.5 Hz).
MS (ESI*): 382 [M+H]*

H-NMR (400 MHz, CDCls) &: 4.04 (3H, s),
6.87 (1H, s), 6.90-6.96 (3H, m), 7.01-7.07
(2H, m), 7.60 (1H, dd, J = 8.8, 2.4 Hz), 7.87
(1H, d, J = 2.7 Hz).

MS (ESI): 358 [M-H]-

6—12

'H-NMR (400 MHz, DMSO-ds) &: 3.65 (3H,
§), 3.81 (3H, s), 6.77-6.81 (2H, m), 6.96-
7.01 (2H, m), 7.17 (1H, d, J = 8.8 Hz), 7.67
(1H, d, J = 2.7 Hz), 7.74 (1H, dd, J = 8.8,
2.4 Hz), 9.78 (1H, s).

MS (ESI): 370 [M-H]-

'H-NMR (400 MHz, DMSO-ds) 5: 3.88 (3H,
5), 8.37 (1H, dd, J = 8.2, 1.8 Hz), 6.50 (1H,
dd, J = 7.9, 1.2 Hz), 6.55 (1H, t, J = 2.1 Hz),
6.97 (1H, t, J = 8.0 Hz), 7.16 (1H, d, J = B.B
Hz), 7.74 (1H, dd, J = 8.8, 2.7 Hz), 7.77
(1H, d, J = 2.7 Hz), 9.43 (1H, s), 10.03 (1H,

5).
MS (ESI): 356 [M-H]-
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Bl BEE: 7171 9olH
TH-NMR (400 MHz, DMSO-ds) 6 3.87 (3
H, s), 6.69 (1H, td, J = 7.8, 1.5 Hz), 6.7
ol 4 (1H, dd, J = 7.8, 1.5 Hz), 6.93 (1H, td
o~ ,J =78 15 Hz), 7.13 (1H, dd, J = 7.8
HN & , 1.5 Hz), 7.18 (1H, d, J = 9.0 Hz), 7.69
d (1H, d, J = 2.7 Hz), 7.75 (1H, dd, J = 8.
0, 2.7 Hz), 8.75 (1H, br s), 9.68 (1H, br
s).
6-14 Br MS (ESH): 356 [M-H]
HO
[ o 0 1H-NMR (400 MHz, CDCls) &: 1.13 (6H, s),
HN. & 212 (1H,t, J=6.3 Hz), 346 (2H,d, J =63
4 Hz), 3.98 (3H, s), 5.21 (1H, s), 6.92 (1H, d,
J=8.8 Hz), 7.63 (1H, dd, J = 8.8, 2.4 Hz),
8.04 (1H, d, J = 2.4 Hz).
6-15 Br MS (ESI): 336 [M-H}
OH
F
F—fo i 1H-NMR (400 MHz, CDCla) &: 1.21-1.31 (1H,
Y- NH m), 1.50-1.72 (8H, m), 3.27-3.40 (1H, m),
% 3.83-3.90 (1H, m), 4.71 (1H, d, J = 7.9 Hz),
7.73 (1H, d, J = 8.5 Hz), 7.80-7.85 (1H, m),
8.40 (1H, d, J = 1.8 Hz).
6—16 Br MS (ESI): 400 [M-H}
OH
F o : 1H-NMR (400 MHz, CDCls) &: 1.28 (1H, br
%-NH s), 1.57-1.71 (8H, m), 3.29-3.38 (1H, m),
b 3.84-3.90 (1H, m), 4.78 (1H, d, J = 7.3 Hz),
7.41 (1H, t, J = 8.1 Hz), 7.85-7.69 (1H, m),
8.04 (1H, dd, J = 6.4, 2.4 Hz).
6—17 0 MS (ESI): 350 [M-H]
oH
N ©
e : 1H-NMR (400 MHz, CDCla) &: 1.29-1.43 (5H,
%-NH m), 1.86-1.99 (4H, m), 3.19-3.30 (1H, m),
% 3.56-3.67 (1H, m), 5.00 (1H, d, J = 7.6 Hz),
7.70 (1H, d, J = 8.2 Hz), 7.83 (1H, dd, J =
8.2, 2.0 Hz), 8.31 (1H, d, J = 2.0 Hz).
6—18 r MS (ESI): 357 [M-H]" ]
oH
F
F—-fo 1H-NMR (400 MHz, CDCla) &: 1.19-1.41 (5H,
Sy-NH m), 1.83-1.96 (4H, m), 3.17-3.29 (1H, m),
o) 3,53-3.63 (1H, m), 4.56 (1H, d, J = 7.6 Hz),
7.73 (1H, d, J = 8.5 Hz), 7.81-7.86 (1H, m),
8.41 (1H, d, J = 1.8 Hz).
6-19 Br MS (ESI): 400 [M-H}

_90_



[0713]

ZIHSd 10-2021-0046649

£ 29
#aol [2= 7171 dolH
OH
'H-NMR (400 MHz, DMSO-ds) 5: 1.27-1.3
Cl o 9 (4H, m), 1.48-1.67 (4H, m), 3.01-3.13 (
-NH 1H, m), 3.57-3.64 (1H, m), 4.34 (1H, d, J
b = 2.7 Hz), 7.63 (1H, d, J = 8.5 Hz), 7.8
5 (1H, dd, J = 8.5, 2.6 Hz), B.06 (1H, d,
J = 2.6 Hz), 8B.08 (1H, d, J = 7.6 Hz).
6—20 Br MS (ESI): 366 [M-HI
5
HRL P 'H-NMR (400 MHz, CDCls) &: 1.21-1.37 (4H,
s Br m), 1.40 (1H, d, J = 3.6 Hz), 1.83-1.97 (4H,
o D’ m), 3.17-3.27 (1H, m), 3.54-3.63 (1H, m),
& 4.56 (1H, d, J = 7.6 Hz), 7.26-7.30 (1H, m),
7.73 (1H,dd, J = 8.8, 2.4 Hz), 8.18 (1H, d, J
F+F = 2.4 Hz).
6—21 F MS (ESI): 416 [M-H]
OH
Q 'H-NMR (400 MHz, CDCl3) &: 1.21-1.33 (4H,
0 o m), 1.35 (1H, d, J = 3.9 Hz), 1.81-1.96 (4H,
HN. g E m), 3.10-3.18 (1H, m), 3.52-3.62 (1H, m),
d 4.06 (3H,d, J = 1.8 Hz), 4.77 (1H,d, J = 7.3
Hz), 7.48 (1H, dt, J = 13.0, 2.4 Hz), 7.82
(1H, dd, J = 2.4, 1.5 Hz).
6—22 Br MS (ESI): 380 [M-HJ
OH
yNH
FO=8=0 1H-NMR (400 MHz, CDClz) &: 1.20 (6H. s).
F. 2.00 (1H,t, J =5.7 Hz), 3.51 (2H,d, J = 5.7
Hz), 5.07 (1H, s), 7.71 (1H, d, J = 8.6 Hz),
7.79-7.84 (1H, m), 8.43 (1H, d, J = 2.1 Hz).
6-23 Br MS (ESK): 374 [M-H]-
OH
&
o = TH-NMR (400 MHz, CDCls) &: 2.14-2.26 (4H,
"-NH m), 3.98-4.09 (1H, m), 4.42-4.49 (1H, m),
b 4.84 (1H,d, J=7.0 Hz), 7.73 (1H,d, J = 8.3
Hz), 7.84 (1H, dd, J = 8.3, 1.5 Hz), 8.36
(1H, d, J = 1.5 Hz).
6—24 r MS (ESI): 372 [M-H]
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Br

'H-NMR (400 MHz, DMSO-ds) &: 1.29-1.4
1 (4H, m), 1.50-1.69 (4H, m), 3.08-3.21 (
1H, m), 3.58-3.88 (1H, m), 4.35 (1H, d, J
= 2.7 Hz), 7.52-7.56 (1H, m), 7.95 (1H,

dd, J = 8.8, 2.7 Hz), 8.04 (1H, d, J = 2
7 Hz), 8.06 (1H, br s).

MS (ESI): 416 [M-H}

H-NMR (400 MHz, CDCls) 5: 1.69-1.81 (3H,
m), 2.56-2.65 (2H, m), 3.37-3.50 (1H, m),
3.04-4.04 (1H, m), 4.86 (1H, d, J = 8.5 Hz),
7.73 (1H, d, J = 8.2 Hz), 7.81-7.86 (1H, m),
8.38 (1H, d, J = 1.8 Hz).

MS (ESI): 372 [M-H]

Br

TH-NMR (400 MHz, CDCla) 6. 1.43 (3H, 8),
1.71 (1H, d, J = 4.5 Hz), 1.93-2.01 (2H, m),
2.58-2.68 (2H, m), 4.31-4.40 (1H, m), 4.83
(1H, 5), 7.71 (1H, d, J = 8.6 Hz), 7.80-7.84
(1H, m), 8.41 (1H, d, J = 1.8 Hz).

MS (ESI): 386 [M-H]

H-NMR (400 MHz, CDCl3) &: 1.34 (3H, s),
1.76 (1H, d, J = 8.4 Hz), 2.10-2.18 (2H, m),
2.41-2.49 (2H, m), 4.09-4.18 (1H, m), 4.95
(1H, s), 7.72 (1H, d, J = B.2 Hz), 7.80-7.84
(1H, m), 8.40 (1H, d, J = 1.8 Hz).

MS (ESI): 386 [M-H]

"H-NMR (400 MHz, CDCla) 8: 0.72-0.76 (2H,
m), 0.78-0.83 (2H, m), 2.00 (1H, t, J =5.7
Hz), 3.48 (2H, d, J = 5.7 Hz), 5.51 (1H, s),
7.72 (1H, d, J = 8.5 Hz), 7.82-7.86 (1H, m),
8.43 (1H, d, J = 2.1 Hz).

MS (ESI-): 372 [M-H]-

Br

1H-NMR (400 MHz, CDCla) &: 1.
1.46 (1H, s), 2.94 (2H, d, J = 6.
(1H, t, J = 6.1 Hz), 7.74 (1H, d,
7.81-7.85 (1H, m), 8.35 (1H, d,
MS (ESI); 374 [M-H]

g NH

NMR (400 MHz, CDCla) 6: 4.45 (2H, t, J
Hz), 4.52-4.63 (1H, m), 4.75 (2H, t, J
5.33-5.44 (1H, m), 7.74 (1H, d, J

7.

z),
Hz)
Hz), 7.84-7.89 (1H, m), 8.33 (1H, d, J

1
1

1H=N
=6.8
=7.3
=82
= 1.8 Hz).
MS (ESI): 358 [M-H]-
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\(0
N "H-NMR (400 MHz, CDCls) &:.1.85 (3H,
F Y s), 3.68 (1H, dd, J = 10.4, 5.3 Hz), 3.9
o 9 (1H, dd, J = 9.1, 5.1 Hz), 4.14 (1H, t
Yg-NH J =92 Hz), 4.19-4.28 (1H, m), 4.36 (
b 1H, t, J = B.3 Hz), 5,54 (1H, d, J = 7.9
Hz), 7.76 (1H, d, J = 8.2 Hz), 7.85-7.8
9 (1H, m), 8.34 (1H, d, J = 2.1 Hz).
6—32 Br MS (ESI*): 401 [M+H]*
~o
1H-NMR (400 MHz, DMSO-de) &: 1.27-1.38
0 g : (4H, m), 1.39-1.51 (2H, m), 1.64-1.74 (2H,
W,-NH m), 2.89-3.10 (1H, m), 3.15 (3H, s), 3.17-
Y 3.22 (1H, m), 3.90 (3H, s), 7.20 (1H, d, J =
8.8 Hz), 7.48 (1H, d, J = 7.6 Hz), 7.75-7.80
(2H, m).
6—33 r MS (ESI*): 378 [M+H]*
o w 1H-NMR (400 MHz, CDCla) 5: 1.48 (2H, 1, J
Nog Br =3.0 Hz), 1.52 (2H, t, J = 30 )337
Q i (3H, s), 5.67 (1H, s), 7.75 (1H, d, J = 8.5
o Hz), 7.81-7.85 (1H, m), 8.30 (1H, d, J =
1.8 Hz).
6—34 Fr MS (ESH): 400 [M-HJ
Br
%
HN” \q: s
£ 1H-NMR (400 MHz, CDCla) : 2.18 (6H, s),
3.66 (3H, ), 5.42 (1H, 8), 7.73 (1H, d, J =
8.5 Hz), 7.83-7.88 (1H, m), 8.41 (1H, d, J
0 = 1.8 Hz).
6—35 | | MS (ESI): 426 [M-H] _
5)
1H-NMR (400 MHz, CDCls) 5: 1.41-1.54
o 07 (2H, m), 1.68-1.74 (2H, m), 3.32-3.38 (3H,
HN. & m), 3.82-3.88 (2H, m), 3.98 (3H, 5), 4.89
d (1H, d, J = 7.3 Hz), 6.93 (1H, d, J = 9.1
Hz), 7.64 (1H, dd, J = 9.1, 2.4 Hz), 8.04
(1H,d, J= 2.4 Hz).
6—36 Br MS (FD*): 348 [M+H]*
= H-NMR (400 MHz, CDCl) 6; 1.32 (1H,
br), 1.46 (3H, t, J = 7.3 Hz), 1.54-1.67 (BH,
c.’.s_g m), 2.55 (3H, s), 3.27 (1H, br), 3.82 (1H,
Y br), 4.06 (3H, s), 4.52 (2H, g, J = 7.1 Hz),
O 4.96 (1H, d, J = 7.3 Hz), 7.19 (1H, d, J =
o M- “on | 8.1 Hz), 7.86 (1H, dd, J = 8.5, 2.4 Hz),
4 8.18 (1H, d, J = 2.4 Hz).
6—37 |/ MS (ESI*): 495 [M+H]*
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H-NMR (400 MHz, CDGls) &: 1.27 (1H, br),
1.56-1.62 (8H, m), 3.31 (1H, br), 3.88 (1H,
br), 4.08 (3H, s), 4.91 (1H, d, J = 7.9 Hz),
7.92 (1H, s), 8.24 (1H, s).

MS (ESI*): 365 [M+H]*

1H-NMR (400 MHz, CDCls) &: 1.16 (6H, s),
2.12 (1H, t, J = 6.4 Hz), 3.48 (2H, t, J = 6.1
Hz), 3.95 (3H, s), 5.34 (1H, s), 7.44 (1H, d,
J=10.3Hz), 7.77 (1H.d, J = 8.5 Hz).

1H-NMR (400 MHz, CDCl3) &: 3.87 (3H, ),
4.00 (3H, s), 6.87 (1H, d, J = 8.6 Hz), 7.05
o (1H, 8), 7.10-7.14 (2H, m), 7.59 (1H, dd, J =
9.2, 2.4 Hz), 7.89-7.93 (2H, m), 7.99 (1H, d,
6—40 \ J=2.4Hz).

Br 1H-NMR (400 MHz, DMSO-ds) 5: 3.85 (3H,
Q\ s), 7.17 (1H, d, J = 9.2 Hz), 7.26-7.29 (1H,

m), 7.48-7.51 (1H, m), 7.76-7.78 (1H, m),
’H 7.81(1H,d, J =2.4 Hz), 8.23(1H,dd, J =
4.9,1.2 Hz), 8.30 (1H, d, J = 1.8 Hz), 10.43
—~0 d"t\) }; \N (1H, ). 1
6—41 = MS (ESI*): 343 [M+H]*.

TH-NMR (400 MHz, DMSO-ds) &: 1.24-1.38

D Qs—n (4H, m), 1.47-1.62 (4H, m), 2.97-3.07 (1H,
o m), 3.56-3.62 (1H, m), 4.31 (1H, d, J = 3.1
Hz), 7.18 (1H, d, J = 8.6 Hz), 7.41 (1H, d, J
= 7.3 Hz), 7.75-7.79 (2H, m).

6—42 OH MS (ESI*): 367 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 0.98 (6H,
8), 3.16 (2H, d, J = 5.5 Hz), 4.90 (1H, t, J =
D H

5.5 Hz), 6.79 (1H, 5), 7.21 (1H,d, J = B.6
d 5 N Hz), 7.77 (1H, dd, J = 8.6, 2.4 Hz), 7.80

D o OH (1H, d, J = 2.4 Hz).

6—43 D MS (ESI*): 341 [M+H]*

opz -@%716} e 34 Qolzl FFR(12)E thlFRZMT2.000 ST, Fohet
(0.103m), N, N-thol v & Fobuto] =(0.020n0)E 7Fshar, &M 541 WaLSHAEh. A%, 82 (0.0515
)& 7}0@ 1587 WA T, A4S 800 FF AARG. ERACQS A T, A% 298 FF

A

dolxl HAkS AAsk: A glol, the w40l ARESlt. Edli-d-olumAbo] SR EAE(69.2mg) S OIS
2 eh(2.0me)ol &3l -, N N-tpoJofolizzZodolrl(0.136ml)& H7Fe 5, WA dojxl Ape] dol=
2 (2.0m) &H& A8 A OFO}@DP 5% kg §-, (20m€)° 7¥skaL, ofbAEAL ol d(20me) &2 23] 5

FHG0. R 4152 T 4QFA0m0R AL, PEFANEFOR Ax F, BEEL ol AANY

b
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[0721]

[0722]

[0723]
[0724]

[0725]

[0726]

[0727]

BIHE S 10-2021-0046649
ok, 7t 3 fwE =7 AAS T, tolFE2den)o] &A1), HElFta 2 el ad e (#Ak:
O EAL o €=92:8 W=] 0:100)0 93l Aoz, EA 33HE(65.6mg)S 53T

H-NMR (400MHz. CDCly) &: 1.23-1.39 (4H, m), 1.41 (I1H, d. J = 4.2 Hz). 1.84-1.98 (4H, m), 3.20-3.33
(1H, m), 3.55-3.65 (1M, m), 4.72 (10, d, J = 7.6 Hz), 8.70 (1H, d, J = 1.8 Hz), 8.90 (1H, d, J =
Hz). MS (ESI ): 401 [M-H] .

<Fard 8-1>

o)\

| 0=5=0

O

Br

olz & H7|at, Fare] 5-1014 Ao 34gHE(1.00g)S N N-tho]we Fojulo]=(12.2m0) o HEAF|IL, BH=Z
HolA EA WE(0.675m0)S 7}atar, Ao 8.5A%F nuksl & 14 5A1ZF AXAIFH G, Az}, 3AIZF wuke
3, E0m)E 71k, olAEAE dE(20m) 2 FESAY. 77152 x3 AA5om) = AFEa, Tt
UEFORZ AZX T, EEES o3 AANNY. #¢ 3 fulE S/ AAT T, dolZZZde(8ml)dl &3
A 7)a, Ag7HA 238 g2vtEady (Sak ol EAF o €=84:16 WA 0:100)°] & AATo=zn, TA 35

2 (871mg) & FE5319tt.
1H—NMR (400MHz, CDCls) &: 3.70 (3H, s), 4.00 (3H, s), 4.38 (2H, s), 6.96 (1H, d, J = 8.8 Hz), 7.72

(1H, dd, J = 8.8, 2.7 Hz), 8.06 (1H, d, J = 2.7 Hz). MS (ESI+)I 323 [M+H]+.

-&3tE dikd (11) Ee (119 IFFES ol&dlA, ad 8-17 mlarixe] W, T4 0-1o 71As %
H A, olske] e 8-2 WA 8-16& 5313,
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B—2 Br TH-NMR (400MHz, CDCls) 8: 3.24 (3H, s), 4.00 (3H,
d, J = 2.1Hz), 7.54 (1H, dd, J = 10.4, 2.3 Hz), 7.88
o (1H, dd, J = 2.3, 1.7 Hz).
F 52 MS (ESI*): 282 [M}*
.8
| 95770 |
o H-NMR (400 MHz, CDCls) &: 1.26 (3H, t, J = 7.4 Hz),
3.37(2H, g, J = 7.4 Hz), 3.87 (3H, 8), 6,84 (1H, d, J =
| 9.1 Hz), 7.69 (1H, dd, J = 9.1, 2.4 Hz), 8.07 (1H, s).
B—3 Br MS (FI*): 278 [M]*
Br
o H-NMR (400 MHz, CDCls) &: 0.18-0.24 (2H, m),
& 0.52-0.59 (2H, m), 0.93-1.04 (1H, m), 3.27 (2H, d, J =
4 7.3 Hz), 3.96 (3H, s), .93 (1H, d, J = 8.8 Hz), 7.69
- l (1H, dd, J = 8.8, 2.6 Hz), B.12 (1H, d, J = 2.6 Hz).
8—4 MS (ESI*): 305 [M+H]*
H:AL o 07
4 1H-NMR (400 MHz, CDCls) &: 1.24 (6H, s), 1.41 (1H,
O"f 5), 1.80-1.87 (2H, m), 3.47-3.54 (2H, m), 3.98 (3H, s),
6.95 (1H, d, J = B.B Hz), 7.69 (1H, dd, J = 8.8, 2.5
Hz), B.06 (1H, d, J = 2.5 Hz).
B—5 Br MS (ESI®): 337 [M+H]*
-
~ ’:0
&
TH-NMR (400 MHz, CDCls) &: 3.22 (3H, §), 4.00 (3H,
s),6.95 (1H,d, J=8.8 Hz), 769 (1H, dd, J=8.8, 2.6
8—86 Br Hz), B.10 (1H. d, J = 2.6 Hz).
-
CIMSJ’ 'H-NMR (400 MHz, CDCla) &: 2,16-2.24 (2H, m), 3.54
& (2H, t, J = 7.6 Hz), 3.84 (2H, t, J = 6.2 Hz), 3.9 (3H,
s), 6.96 (1H, d, J = 8.8 Hz), 7.70 (1H, dd, J = 8.8, 2.4
Hz), B.07 (1H, d, J = 2.4 Hz).
8-7 Br MS (ESI*): 327 [M+H]*
\fo o~
& TH-NMR (400 MHz, CDCls) &: 1.87 (3H, s), 3.99 (3H,
d s), 4.04 (2H, s), 4.81 (1H, ), 5.01-6.02 (1H, m), 6.93
(1H, d, J = 8.1 Hz), 7.68 (1H, dd, J = 8.1, 2.7 Hz),
.03 (1H, d, J = 2.7 Hz).
B—8 Br MS (ESI*): 305 [M+H]*
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[0730]

[0731]
[0732]

[0733]

[0734]

OHO
Br
o E97lsk, Fard 8-2014
ZF % 1.08mol/ ¢
Bk 5 ofAlE(0.112m0) 3
E6m)S 7hgk F,
For AxA7IL, BLES

"H-NMR

(1H, dd, J =

<314
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1

i |

/171 HolH

Br

1H-NMR (400 MHz, CDCls) &: 3.19 (3H, s), 3.32 (2H,
t, J = 8.9 Hz), 4.84 (2H, t, J = 8.9 Hz), 7.54-7.55 (1H,
m), 7.805-7.808 (1H, m).

MS (FI*): 276 [M]*.

8—10

Br

H-NMR (400 MHz, CDCls) &: 4.04 (3H, s), 4.58 (2H,
s),6.94 (1H, d, J = 8.1 Hz), 7.18-7.22 (2H, m), 7.24-
7.33 (3H, m), 7.63 (1H, dd, J = 9.1, 2.4 Hz), 7.80 (1H,
d, J = 2.4 Hz).

MS (EI*): 340 [M]*

8—11

1H-NMR (400 MHz, CDCls) 5: 4.04 (3H, s), 4.55 (2H,
s), 6.93-7.01 (3H, m), 7.16-7.22 (2H, m), 7.85 (1H,
dd, J = 8.8, 2.7 Hz), 7.82 (1H, d, J = 2.4 Hz).

MS (EI*): 358 [M]*

'H-NMR (400 MHz, CDCls) 8: 4.05 (3H, s), 4.62 (2H,
s), 6.97 (1H, d, J = 9.1 Hz), 7.38 (2H, d, J = 7.9 Hz),
7.60 (2H, d, J = 7.9 Hz), 7.68 (1H, dd, = 9.1, 2.4
Hz), 7.82 (1H, d, J = 2.4 Hz).

MS (FI*): 365 [M]*

| (1H, dd, J = 8.8, 2.7 Hz), 7.89 (1H, dt, J = 7.9, 1.8

1H-NMR (400 MHz, CDCls) 8: 4.05 (3H, s), 4.59 (2H,
s), 6.96 (1H, d, J = 8.1 Hz), 7.25-7.29 (1H, m), 7.66

Hz), 7.80 (1H, d, J = 2.4 Hz), 8.34 (1H, d, J= 1.8
Hz), 8.55 (1H, dd, J = 4.8, 1.2 Hz).
MS (FI*): 341 [M]*

B—14

TH-NMR (400 MHz, CDCls) &: 4.05 (3H, s), 4.57 (2H,
s), 6.96 (1H, d, J = 8.6 Hz), 7.17 (2H, dd, J = 4.3, 1.8
Hz), 7.88 (1H, dd, J = 9.2, 2.4 Hz), 7.83 (1H, d, J =
2.4 Hz), 8,55 (2H, dd, J = 4.3, 1.8 Hz).

MS (ESI*): 342 [M+H]*

8—15

H-NMR (400 MHz, CDCls) &: 4.07 (3H, s), 4.68 (2H,
s), B.98 (1H, d, J = 8.5 Hz), 7.41-7.45 (2H, m), 7.69
(1H, dd, J = 9.1, 2.4 Hz), 7.83 (1H, d, J = 2.4 Hz),
8.14-8.18 (2H, m).

MS (ESI): 384 [M-H[

8—16

TH-NMR (400 MHz, CDCl3) &: 3.71 (3H, s), 4.10 (3H,
d, J = 1.8 Hz), 4.40 (2H, s), 7.56 (1H, dd, J =10.6, 2.1
Hz), 7.84-7.87 (1H, m).

MS (ESH): 339 [M-H]

~

(400MHz,

9-2 WA 9-15>

CDCl3) &

10.4, 2.3 Hz),

7Velka,

A7} AANAY. et
EERLEE EIC AR

1.42 (6H,

7.86 (1H, dd, J

Aozl 3}3HE(286mg) S BHlEg stol =2 (5. 1ml) ol
glEtholofol Az 2 g

0]
o=

L REE!

olrlo] E-g| EE}Sto| E 2 FE-AA S (1.12m) S H7bskar, 3083 1
Lo 1AZE
ol EAL o8 (10m) &2 FE3F k. 7]

wukstgtr, ¥3F d3lanE
3 NOVE(IOmJ&)i AA &, B3t E

=0
o=

3 8WE FF AAR ¥
5

EAl o el=95: ﬂV]mAWN—%HﬂﬂdOEW ¥A 3IgE
), 3.42 (1H, s), 3.58 (2, s), 4.08 (30, d, J = 1.8 Hz), 7.54
=92.3, 1.5 Hz). MS (ESI'): 341 [M+H]'.
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* 35

1

g |2F 12171 dolHy

o D
i
A/;,é 1H-NMR (400 MHz, CDCls) &: 1.42 (6H, s), 3.54 (2H,
s), 3.63 (1H, s), 6.95 (1H, d, J = 8.8 Hz), 7.69 (1H,
dd, J = 8.8, 2.1 Hz), 8.06 (1H, d, J = 2.1 Hz).
MS (CI*): 325 [M]*

3
HO, TH-NMR (400 MHz, CDCls) b: 1.63-2.38 (6H, m), 3.70
(2H, s), 3.85 (1H, s), 4.01 (3H, s), 6.96 (1H, d, J =
9.2 Hz), 7.68-7.70 (1H, m), 8.06 (1H, d, J = 2.4 Hz).
0 0/

MS (ESI4): 317 [M-OH]*

& 1H-NMR (400 MHz, CDCla) &: 1.70-1.77 (2H, m),
d 1.90-2.28 (6H, m), 3.53 (2H, s), 3.72 (1H, s), 4.00
(3H, s), 6.96 (1H, d, J =B.9 Hz), 7.71 (1H, dd, J =
F 8.9, 2.4 Hz), 8.06 (1H, d, J = 2.4 Hz).
g9—4 F r MS (ESI): 443 [M+HCOO[

[0736]
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[2171 more

'H-NMR (400 MHz, CDCl) &: 1.20-1.23 (8H, m),

169 (2H, dd, J = 7.0, 5.1 Hz), 2.56 (1H, s), 3.8

4 (3H, 8), 6.80 (1H, d, J = 8.1 Hz), 7.66 (1H, dd
,J = 8.1, 2.4 Hz), 8.14 (1H, d, J = 2.4 Hz).

MS (CI*): 331 [M-OHJ*

~0 o H

H-NMR (400 MHz, CDCls) 5: 1.44 (6H, 8)
s), 3.01-3.11 (2H, m), 3.33-3.44 (2H, m),

s), 6.96 (1H, d, J = B.8 Hz), 7.73 (1H, dd,
2.4 Hz), 8,08 (1H, d, J = 2.4 Hz).

MS (CI*); 381 [M-OH]*

H,

2.84 (1H,
.85 (3
= 8.8,

0=8=0

Br

"H-NMR (400 MHz, CDCl) &: 1.47 (6H, s), 3.32 (2H,
s), 3.52 (1H, s), 7.48 (1H, d, J = 7.9 Hz), 7.80 (1H,
d, J = B.7 Hz), 7.87 (1H, d, J = 7.3 Hz), 8.08 (1H, s).
MS (ESI*): 315 [M+Na]*

A’/\S,P

OHO'

'H-NMR (400 MHz, CDCls) &: 1.48 (6H, s), 2.66 (3H
s), 3.31 (2H, 8), 3.63 (1H, 8), 7.23 (1H. d, J = B.1
Hz), 7.65 (1H, dd, J = 8.1, 2.3 Hz), 8.15 (1H, d, J =
2.3 Hz).

MS (ESI*): 320 [M+Na]*

H-NMR (400 MHz, CDCls) &: 3.94 (2H, ), 4.02 (3H,
8), 4.12 (1H, s), 4.61 (2H, d, J = 7.6 Hz), 4.70 (2H,
d, J = 7.6 Hz), 6.98 (1H, d, J = 8.8 Hz), 7.74 (1H,
dd, J = 8.8, 2.4 Hz), 8.04 (1H, d, J = 2.4 Hz),

MS (ESI*): 337 [M+H]*

Br

1H-NMR (400 MHz, CDCls) &: 3.53 (2H, s), 3.60 (1H,
5), 3.99 (3H, ), 6.85 (1H, d, J = B.9 Hz), 7.70 (1H,

|dd, J = 8.8, 2.4 Hz), B.07 (1H, d, J = 2.4 Hz).

MS (EI*): 328 [M]*

g—11

NMR (400 MHz, GDCl3) &: 1.43 (6H, 8), 1.52 (3H,
=?1Hz) 3,57 (2H, ), 3.66 (1H, 5), 4.21 (2H, q
7.1 Hz), 6.92 (1H, d, J = 8.8 Hz), 7.66 (1H, dd, J
8,2.4.Hz), 8.06 (1H, d, J = 2.4 Hz).

(CI*): 336 [M]"

1H-NMR (400 MHz, CDClz) & 1.43 (BH, 8), 3.54 (2H
s), 3.62 (1H, s), 3.99 (3H, 5), 6.95 (1H, d, J = B.8
Hz), 7.70 (1H, dd, J = B.B, 2.6 Hz), B.07 (1H, d, J =
2.6 Hz).

| MS (ES1%): 323 [M+H]*
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[0740]
[0741]

[0742]

[0743]

[0744]

[0745]

[0746]

[0747]
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¥ 37
e [FF 7171 dolH
~o
?j 'H-NMR (400 MHz, CDCl) &: 1.34 (6H, s), 3.50 (1H,
o s), 3.51 (2H, s), 3.82 (3H, 5), 5.18 (2H, s), 6.92 (2H,
-4 d, J = 8.8 Hz), 6.99 (1H, d, J = 9.0 Hz), 7.40 (2H, d,
oHO J = 8.8 Hz), 7.65 (1H, dd, J = 9.0, 2.6 Hz), 8.08 (1H,
d, J = 2.6 Hz).
9—13 MS (ESI): 427 [M-HJ
'H-NMR (400 MHz, CDCls) &: 3.40 (1H, s}, 3.44 (2H,
& cgs s), 7.77 (1H, d, J = B.5 Hz), 7.90-7.94 (1H, m), 8.42
0 Cb; (1H. d, J = 1.8 Hz).
9—14 MS (EI*): 366 [M]*
'H-NMR (400 MHz, CDCla) &: 1.43 (6H, s), 3.31 (2H,
t,J = 8.9 Hz), 3.48 (2H, s), 3.52 (1H, ), 4.83 (2H, 1,
':"'5 OH | J = 8.8 Hz), 7.53-7.64 (1H, m), 7.75-7.77 (1H, m).
9—16 MS (FI*): 334 [M]*.

Br

4-B2H-2-ZF 0 2HlF o] EY (1.07g) 9] N N-tho|wEZoluto]=(5.4m¢) &Hell, 0CANA FsFAUEF - n
SIS (£ 5265%,461mg) S A7Fsta, ol2F E97)et Ao 17A17F wukstich. whg-olo] 0Tl 1 mol/ ¢
Aabs H7FEE -, oMMEAL dER FEI5AT. #§7159 SE Adst S AlASta, AbE AEgbAa 29
AR EIY (4o EAL dl"=4:1)0] osf AAste], FA 3HFHE(467mg) = 53T

H-NMR (400 MHz, CDCl;) &: 4.13 (1H, s), 7.37 (1M, dd, J = 7.9, 1.8 Hz), 7.45 (1H, d, J = 7.9 Hz),

7.59 (1, d, J = 1.8 Hz). MS (EI): 213 [M] .

<Fad 11-1>

Faid 1004 AR 3HEE(467mg) B 1-F 2 2-2-we-2-Z 2 3-2-(0.335m) 2] N,N-tho]u|& Zo}nlo] = (44m0)
Lo, 0ColA eiHZFE(602mg)S H7IskaL, o2 &97]|st A-&olA 6A1ZF wntslgin). dhgdS Ag7hA
Zel ARuE (Lol EAL od=2: 1)) 93] AHAste], ZA 3FE(55Tmg) S 53T

H-NMR (400 MHz, CDCls) &: 1.38 (6H. s), 1.94 (1H, s), 3.19 (2H, s), 7.40 (1H, dd, J = 8.5, 1.8 Hz),

7.46 (11, d, J = 8.5 Hz), 7.68 (1H, d, J = 1.8 Hz). MS (ESI'): 268 [M-OH] .
<Fate] 11-2 YA 11-18>

13)9] BFEE oG, Fae] 1-13h s P, B4 020 AR P EE ol
of ¢ PO WAA, olakel Fael 11-2 WA 11-18% S5,

M 2
oo
ol
ol
rlr
e,
rE
1
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H* 38

7171 4olH

o
R
=
=[H
]

1.48 (8H, s), 3.08 (2H, 5),
8.8 Hz), 7.34 (1H, dd, J =
2.4

*H-NMR (400 MHz, CDCla) &:
=24 Hz),

3.89 (3H, s), B.76 (1H, d, J
8.6, 2.4 Hz), 7.50 (1H, d, J
11=2 i |MS (CI*): 300 [M+H]" -

1H-NMR (400 MHz, CDCl:) &: 2.24-2.29 (2H, m), 2.78-
s—<><>o 2.84 (2H, m), 3.62-3.69 (1H, m), 3.85 (3H, &), 4.68 (2H,
s), 4.72 (2H, 8), 6.69 (1H, d, J = 8.8 Hz), 7.08 (1H, d, J

BFOO =24 Hz), 7.24 (1H, dd, J = 8.8, 2.4 Hz),
11—-3 \ MS (ESI*}: 315 [M+H]*

FéF
| H-NMR (400 MHz, CDCls) &: 2.55-2.67 (2H, m), 3.03-
3.14 (2H, m), 3.61-3.71 (1H, m), 3.87 (3H, s), 6.73 (1H,
d, J=8.8Hz), 7.20 (1H, d, J = 2.4 Hz), 7.30 {1H, dd, J
='8.8, 2.4 Hz).
11-4 MS (CI*): 309 [M+H]*

TH-NMR (400 MHz, CDCIs) &: 1.66-1.62 (2H, m), 1.67-
% 1.76 (2H, m), 1.83-1.89 (2H, m), 1.95-2.01 (2H, m), |
—Br 3.25-3.32 (1H, m), 3.86 (3H, s), 3.94 (4H, s), 6.73 (1H,
Q ,d =8.5Hz), 7.31 (1H, dd, J = 8.5, 2.4 Hz), 7.43 (1H,
2.4 Hz).

d, J
s d, J = 2.4 Hz)
11-5 MS (C

*): 358 [M+H]*

[0749]
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H* 39

o
[
2

4
P

7171 dolH

11—-6

O—
o

H-NMR (400 MH2, CDCls) B 2.35-2.43 (2H, m), 2.
70-2.77 (2H, m), 3.06-3.15 (1H, m), 3.88 (3H, s), 3
72-3.80 (1H, m), 3.85 (3H, s), 6.70 (1H, d, J = B.5
Hz), 7.21 (1H, d, J = 2.1 Hz), 7.25 (1H, dd, J = 8.
5, 2.1 Hz).

MS (ESI*). 331 [M+H]®

11-—7

'H-NMR (400 MHz, CDCl) &: 1,46 (3H, s), 2.01-2.06
(2H, m), 3.02-3.08 {2H, m), 3.75 (3H, s), 3.62-3.88 (4H,
m), 6.89 (1H, d, J = 8.5 Hz), 7.10 (1H, d, J = 2.1 Hz),
7.24 (1H, dd, J = 8.5, 2.1 Hz).

MS (FI*). 344 [M]*

11—-8

"H-NMR (400 MHz, CDCls) & 1.48 (3H, s), 2.38-2.44
(2H, m), 2.55-2.80 (2H, m), 3.89 (3H, s), 3.79-3.87 (4H,
m), 6.70 (1H, d, J = 8.5 Hz), 7.16 (1H, d, J = 2.4 Hz),
7.25 (1H, dd, J = 8.5, 2.4 Hz).

MS (FI*): 344 [M]*

"H-NMR (400 MHz, CDCls) &: 1.50 (3H, 8), 1.70 (1H,
s), 2.13-2.16 (2H, m), 2.66-2.72 (2H, m), 3.86 (3H, s},
3.88-3.85 (1H, m), 6.89 (1H, d. J = 8.8 Hz), 7.08 (1H,
d,J =23 Hz), 7.23 (1H, dd, J = 8.8, 2.3 Hz).

MS (FI*): 302 [M]*

11—10

1H-NMR (400 MHz, CDCls) &: 3.07-3.14 (2H, m), 3.56-
3.63 (2H, m), 3.88 (3H, s), 3.94-4,01 (1H, m), 6.75 (1H,
d,J = B.8 Hz), 7.25 (1H, d, J = 2.4 Hz), 7.32 (1H, dd, J
= 8.8, 2.4 Hz).

1111

'H-NMR (400 MHz, CDCls} &: 1.45 (3H, 5), 3.22 (2H,
s), 3.89 (3H, 8), 4.39 (2H, d, J = 5.9 Hz), 4.52 (2H, d, J
= 5.9 Hz), 6.72 (1H, d, J = B.6 Hz), 7.28 (1H, dd, J =
8.8, 2.3 Hz), 7.37 (1H, d, J = 2.3 Ha).

MS (ESI*): 303 [M+H]"

11—12

‘H-NMR (400 MHz, CDCls) &: 3.86 (3H, s), 4.39-4.47
(1H, m), 4.86 (2H, t, J = 7.0 Hz), 5.06 (2H, t, d = 7.0
Hz), 6.73 (1H, d, J = 8.6 Hz), 7.12 (1H, d, J = 2.4 Hz),
7.30 (1H, dd, J = 8.6, 2.4 Hz).

MS (EI*): 274 [M]*
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£ 40
#Hauq |FE 7171 dolH
o~ TH-NMR {400 MHz, CDCls) & 1.06 (BH, s), 1.76 (1
HO’7¢/\,S H, t, J = 8.2 Hz), 2.89 (2H, s), 3.50 (2H, d, J = 6.
2 Hz), 3.88 (3H, s), 6.71 (1H, d, J = 8.6 Hz), 7.28
(1H, dd, J = 8.6, 2.2 Hz), 7.38 (1H, d, J = 2.2 Hz)
11—13 r MS (ESI*): 305 [M+H]* -
Br
S
<5
N 1H-NMR (400 MHz, CDCh) &: 1.44 (9H, s), 3.84-3.20
o’g (§H, m), 3.95-4.02 (1H, m), 4.36 (2H, dd, J = 8.9, 7.7
o Hz), 6.73 (1H, d, J = 8.8 Hz), 7.13 (1H, d, J = 2.4 Hz),
._~_ 7.30 (1H, dd, J = B.8, 2.4 Hz).
11-14 MS (ESI*): 374 [M+H]*
%0 1H-NMR (400 MHz, CDCls) 8 0.03 (6H, 8, 0.89 (8H,
5 s), 1.38-1.49 (2H, m), 1.50-1.70 (7H, m), 2.79 (2H, d, J
= §.8 Hz), 3.87 (3H, s), 3.91-3.96 (1H, m), .69 (1H, d,
J=8.7 Hz), 7.22 (1H, dd, J = 8.7, 2.3 Hz), 7.25 (1H, d,
J =23 Hz).
11—15 r_ | MS (ESI*): 444 [M]*
D/
s 1H-NMR (400 MHz, CDCls) &: 2.27 (1H, t, J = 6.1 Hz),
HO™ ™~ 3.07 (2H, t, J=6.1 Hz), 3.71 (2H, q, J = 6.1 Hz), 3.88
(3H, s), 6.75 (1H, d, J = 8.5 Hz), 7.34 (1H, dd, J = 8.5,
2.4 Hz), 7.47 (1H, d, J = 2.4 Hz).
11—16 Br MS (ESI*): 245 [M-OH]*
-~
H?i @
7 TH-NMR (400 MHz, CDCla) 6: 1.32 (6H, 5), 2.40 (1H,
s), 3.04 (2H, s), 3.89 (3H, s), 6.73 (1H, d, J = 8.7 Hz),
7.30 (1H, dd, J = 8.7, 2.4 Hz), 7.48 (1H, d, J = 2.4 Hz).
11-17 __Br____|Ms(ESI): 273 [M-OH]*
o
s 1H-NMR (400 MHz, CDCls) & 1.31 (6H, d, J = 6.7 Ha),
\r 3.42-3.54 (1H, m), 3.86 (3H, s), 6.72 (1H, d, J = 8.6
Hz), 7.28 (1H, dd, J = 8.6, 2.4 Hz), 7.41 (1H,d, J=2.4
Hz).
11—-18 ér MS (EI*): 260 [M]*

o) 103} whAAA ] wbE, B Q-lo] Z1AE W EE o)E
g3 dwk (13)e xAe) AP A= o getn, Fuel 11-1%
4 Q2ol ZAF PY E oS50 F@ PO WEAA, olste] Fae] 12-1 WA 12-
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¥ 41
B B EES 7171 "wolH
HO, &
r O
F Y
& 1H-NMR {400 MHz, CDCls) &: 1.51 (3H, ), 1.88 (1H,
5), 2.16-2.21 (2H, m), 2.68-2.75 (2H, m), 3.96-4.04
(1H, m), 7.31 (1H, 5), 7.34 (1H, d, J = 8.5 Hz), 7.46
(1H, d, J = 8.5 Hz).
12—1 r MS (FI*): 340 [M]*
HO.
]\5 1H-NMR (400 MHz, CDCl5) &: 1.97 (1H, t, J = 6.1 Hz),
F. 3.20 (2H, 1, J = 6.1 Hz), 3 81 (2H, dd, J = 12.1, 6.1
Hz), 7.44 (1H, d, J = B.5 Hz), 7.51 (1H. d, J=8.5
F Hz), 7.68 (1H, s).
12-2 Br MS (CI*): 300 [M]*
OH
ﬁ?s 'H-NMR (400 MHz, CDCls) &: 1,62-1.70 (2H, m), 1.78
F. {1H, br), 2.00-2.08 (1H, m), 2.61-2.68 (2H, m), 3.06 -
(2H, d, J = 7.3 Hz), 411-¢1a(1 ) 7.38 (1H, d, J
E 0 = 8.5 Hz), 7.47 (1H, d, J = 8.5 Hz), 7.54 (1H, s).
12-3 Br MS (ESI*): 340 [M]*
F
=
Br 5
5 "H-NMR (400 MHz, CDCls) &: 1.44 (3H, s), 3.34 (2H,
8), 4.42 (2H, d, J = 6.1 Hz), 4.51 (2H, d, J = 8.1 Hz),
7.43 (1H, dd, J = 8.5, 1.2 Hz), 7.50 (1H, d, J = B.5
Hz), 7.64 (1H, d, J = 1.2 Hz).
12—-4 MS (ESI*): 341 [M+H]*
‘tOH
rF G *H-NMR (400 MHz, CDCls) &: 1.35 {6H, s), 2.04 (1H,
5), 3.17 (2H, s), 7.41 (1H, dd, J = 7.9, 1.5 Hz), 7.49
F (1H, d, J = 7.9 Hz), 7.71 (1H, d, J = 1.5 Hz).
12—-5 Br MS (EI*): 328 [M]"
Br
H-NMR (400 MHz, CDCls) &: 4.49-4.56 (1H, m), 4.68
S (ZHtJ=TBHz)51D(2HtJ=?DHz}?20(1H
F——F d J=12 Hz) 7.43 (1H, dd, J = B.5, 1.2 Hz), 7.52
L (1H, d.d= 8.5 Hz).
12—86 | Ms (E1%): 312 (M)’
i F
Q’\:Ho 1H-NMR (400 MHz, CDCls) 8: 1.74 (1H, t, J = 4.8 Hz),
Br 3.46 (2H, 5), 3.99 (2H, d, J = 4.2 Hz), 4.50 (4H, dd, J
S =7.9, 6.7 Hz), 7.43 (1H, d, J = 8.5 Hz), 7.50 (1H, d, J
= 8.5 Hz), 7.71 (1H, s).
12-7 MS (ESI*): 357 [M+H]*
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EnT I EE2 7171 4ol -
o F
F
F——F
'H-NMR (400 MHz, CDCls) &: 2.61-2.74 (2H, m), 3
.08-3.20 (2H, m), 3.68-3.74 (1H, m), 7.40 (1H, s),
743 (1H, d, J = 8.5 Hz), 7.52 (1H, d, J = 8.5 Hz
).
12—8 r MS (EI*): 346 [M]*
ﬁ
rSF T TH-NMR (400 MHz, CDCls) 5: 1.27-1.31 (7H, m),
1.82-1.86 (2H, m), 3.07-3.11 (2H, m), 7.37 (1H, d, J =
F 8.5 Hz), 7.48 (1H, d, J = 8.5 Hz), 7.58 (1H, s).
12-9 Br | MS (ESI*): 325 [M-OHJ*
Br
S
F F TH-NMR (400 MHz, CDCla) 5: 3.14-3.20 (2H, m),
3 3.63-3.70 (2H, m), 3.99-4.06 (1H, m), 7.43-7.46 (2H,
m), 7.53 (1H, d, J = 8.6 Hz). i
12—10 0 MS (ESI*): 325 [M+H]*
o\f,o
PN
F——F
& 'H-NMR (400 MHz, CDCla) &: 1.45 (9H, s), 3.90-3.94
(2H, m), 4.04-4.10 (1H, m), 4.38-4.43 (2H, m), 7.25
(1H, s), 7.42 (1H, d, J = B.5 Hz), 7.51 (1H, d, J = B.5
Hz).
12=11 Br MS (ESI*): 412 [M+H]*
OH
FES 1H-NMR (400 MHz, CDGh) &: 1.23-1.31 (1H, m),
F. 1.53-1.77 (8H, m), 2.91 (2H, d, J = 6.1 Hz), 4.01 (1H,
s), 7.36 (1H, d, J = 8.5 Hz), 7.47 (1H, d, J = 8.5 Hz),
F 7.52 (1H, s).
12—12 Br MS (ESI*): 368 [M]*

O

FEs B9lvle, Fad] 11-16014 dolzl 3HHE(178mg) S thol 22 2reh(3.4n0)ol &8jA7]aL, -2 =3}
M2 (423mg) & 7halal, Aeol A 1,547 mutatgitt, X3} Bl QIAUEF $8(10m), E3 SAFLGE

FgA(10m) 2 E6G)S Ve F, obAEA o€ (20m) 2 T%aaiv}. 71%S E3 A9 Al
deta, FEMUEFoR Ax F, BEES o3 AAY. 7
W 6nt) ] SN 7)a, AL 7E ARukE 7] (4 op A EA
o2, FAl 392 (183.3mg) S F5ST.

F
€ } sE 25 AAY T, go|Zrz

'H-NVR (400MHz, CDCl3): d 2.64 (1H, t, J = 6.5 Hz), 3.58-3.62 (2H, m), 3.98 (3H, s), 3.99-4.04 (2H, m),

6.96 (1M, d, J = 8.8 Hz), 7.72 (1H, dd, J = 8.8, 2.7 Hz), 8.09 (1H, d, J = 2.7 Hz). MS (ESI): 295
[N+H] .

<Fa1e 13-2 WA 13-34>
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[0761] g-gskeE duka (12)9 3FES ol&alAl, Fae 13-17 wizrbxe] W, 34 0-2¢] 71As W Ee o
So F3 v o g WS A|A, o|Fe] Hio 13-2 WX 13-34E 53519},

H* 43
#duof £E 2171 dolH
P
NZ d 'H-NMR (400 MHz, CDCIs) 8: 1.80 (BH, s), 3.56 (2H,
s), 4.01 (3H, s), 6.97 (1H, d, J = 8.2 Hz), 7.73 (1H,
dd, J=9.2, 2.4 Hz), 8.10 (1H, d, J = 2.4 Hz).
13—2 Br MS (ESI*): 332 [M+H]*
Br, TH-NMR (400 MHz, CDCla) 5: 2.48-2.54 (2H, m),

2.70-2.75 (2H, m), 3.94 (3H, s), 4.00-4.08 (1H, m),
4,66 (2H, 5), 4.71 (2H, 5), 6.92 (1H, d, J = 8.8 Hz),
S 7.68 (1H, dd, J = 8.8, 2.7 Hz), 8.05 (1H, d, J=2.7

:

Hz).
13—3 MS (ESI*): 347 [M+H]*

"H-NMR (400 MHz, CDGls) 5: 2.75-2.85 (2H, m),
5 3.06-3.22 (2H, m), 3.98 (3H, s), 4.01-4.11 (1H, m),
~ 6.95 (1H, d, J = 9.0 Hz), 7.71 (1H, dd, J = 6.0, 2.6
Hz), 8.07 (1H, d, J = 2.8 H2).

13—4 Br .| M3 (1) 341 [M+H]

Q 1H-NMR (400 MHz, CDCl3) d: 1.49-1.57 (2H, m),

o} 0 1.87-1.87 (6H. m), 3.35-3.46 (1H, m), 3.93 (4H, s),
[O)<:>—s 3.97 (3H, 5), 6.94 (1H, d, J = 9.1 Hz), 7.68 (1H, dd, J
8 = 8.1, 2.4 Hz), 8.05 (1H, d, J = 2.4 Hz),

13—5 Br | MS (CI17): 391 [M+H]*

[0762]
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[0763]

ZIHSd 10-2021-0046649

¥ 44
Fao |7E 3171 AolH
Br
~,
0=8=0 TH-NMR (400 MHz, CDCls) & 1.13 (6H, s), 2.04-2.
: 14 (2H, m), 2.26-2.35 (1H, m), 2.45-2.53 (2H, m),
<> 3.96 (3H, 5), 4.03-4.15 (1H, m), 6.91 (1H, d, J =
: 8.8 Hz), 7.66 (1H, dd, J = 8.8, 2.4 Hz), B.08 (1H,
= OH d, J = 2.4 Hz).
13—6 MS (F1%): 362 [M]*
H0\<
¢ 1H-NMR (400 MHz, CDCls) 8: 1.14 (6H, s), 1.21 (3H,
shio §). 1.28 (1H, 8), 2.15-2.21 (2H, m), 2.42-2 48 (2H, m),
i 3.93 (3H, s), 4.07-4,16 (1H, m), 6.89 (1H, d, J = 9.1
~ Hz), 7.64 (1H, dd, J = 9.1, 2.6 Hz), 8.09 (1H, d, J =
2.6 Hz).
13—7 MS (FI*): 376 [M]* e
1H-NMR (400 MHz, CDClz) &: 1.10 (8H, s), 1.21 (3H,
_ 8), 1.68-1.74 (2H, m), 1.79 (1H, s), 2.77-2.82 (2H, m),
3.97 (3H, s), 4.10-4.19 (1H, m), 6.91 (1H, d, J = 8.6
Hz), 7.86 (1H, dd, J = 8.6, 2.4 Hz), 8.08 (1H, d, J =
,@ 2.4 Hz).
13-8 | pr > MS (FI*): 376 [M]*
2}0“
0=8=0 {H-NMR (400 MHz, CDCl3) &: 1.48 (3H, s), 1.71 (1H,
& s), 2.28-2.32 (2H, m), 2.57-2.63 (2H, m), 3,85 (3H, s),
N 4.32.4.41 (1H, m), 6.91 (1H, d, J = 8.8 Hz), 7.67 (1H,
dd, J = 8.8, 2.4 Hz), 8.06 (1H, d, J = 2.4 Hz).
13-8 |8 MS (FI*): 334 [M]"
Hob_‘e
F 0=5=0 TH-NMR (400 MHz, CDCla) &: 1.50 (3H, s), 1.66 (1H,
F s), 2.28-2.34 (2H, m), 2.61-2.67 (2H, m), 4.18-4.27
F (1H, m), 7.77 (1H, d, J = 8.5 Hz), 7.89 (1H, d, J = 8.5
Hz), 8.33 (1H, 5).
13-10 Br MS (F1*): 372 [M]*
OH
e 1H-NMR (400 MHz, CDCls) &: 2.50-2.58 (1H, m),
F 3.53-3.56 (2H, m), 4.10-4.15 (2H, m), 7.78 (1H. d, J =
" 8.6 Hz), 7.83 (1H, dd, J = 8.6, 1.2 Hz), 8.42 (1H, d, J
=1.8 Haz).
13-11 Br MS (CI*): 333 [M+H]*
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[0764]

H* 45

7171 #olH

183—12

OH

1H-NMR (400 MHz, CDCls) & 1.65-1.73 (2H, m),
1.84 (1H, s), 2.25-2.33 (1H, m}, 2.49-2.56 (2H,

m), 3.40 (2H, d, J = 7.3 Hz), 4.17-4.24 (1H, m),
7.77 (1H, d, J = 8.8 Hz), 7.91 (1H, d, J = 8.8
Hz), 8.38 (1H, d, J = 1.B Haz).

MS (ESI*). 373 [M+H]*

13—13

H-NMR (400 MHz, CDCl3) &: 1.76 (3H, s), 3.63
(2H, €), 4.48 (2H, d, J = 6.4 Hz), 4.68 (2H,d, J =
6.4 Hz), 7.79 (1H, d, J = B.6 Hz), 7.98 (1H, dd, J =
8.8, 1.5 Hz), 8.41 (1H, d, J = 1.5 Hz).

MS (ESI*): 373 [M+H]*

13—14

"H-NMR (400 MHz, CDCls) &: 1.51 (6H, s), 3.43
(1H, ), 3.45 (2H, 8), 7.77 (1H, d, J = 8.8 Hz), 7.92
(1H, dd, J = 8.6, 1.5 Hz), B.42 (1H, d, J = 1.5 Hz).
MS (ESI*): 381 [M+H]*

13—18

H-NMR (400 MHz, CDClx) 8: 4.71-4.78 (1H, m),
4.83 (2H, t, J = 7.0 Hz), 5.03 (2H, t, J = 7.0 Hz),
7.78 (1H, d, J = 8.6 Hz), 7.94 (1H, dd, J=8.6, 1.5
Hz), B.44 (1H, d, J = 1.5 Hz).

MS (EI*): 345 [M+H]*

13—16

13—17

'H-NMR (400 MHz, CDCls) &: 1.22 (3H, 1, J = 7.1
Hz), 4.17 (2H, q, J = 7.1 Hz), 4.31 (2H, 8), 7.79
(1H, d, J = 8.5 Hz), 7.94 (1H, d, J = 8.5 Hz), 8.42
(1H, d, J = 1.8 Hz).
MS (ESI): 373 [M-H]

H-NMR (400 MHz, CDCls) &: 2.42 (1H, ), 3.76
(2H, 8), 4.31 (2H, ), 4.54 (2H, d, J = 6.7 Hz), 4.67
(2H, d, J = 6.7 Hz), 7.80 (1H, d, J = 8.5 Hz), 7.95
(1H, d, J = 8.5 Hz), 8.41 (1H, s).

MS (ESI*): 389 [M+H]*
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[0765]

=SIEL

¥ 46
el |FZ 7171 dolH
OYO
N
FO=8=0 H-NMR (400 MHz, CDCl) 5 1.46 (8H, s), 4.07-4.
F. 15 {2H, m), 4.24-4.33 (3H, m), 7.80 (1H, d, J = 8
6 Hz), 7.84 (1H, d, J = B.6 Hz), 8.43 (1H, d, J =
F 1.8 Hz).
13—18 Br MS (ESI"): 444 [M+H]"
OH
F 0=5=0 TH-NMR (400 MHz, CDCla) &: 1.48 (6H, s), 3.28 (1H,
s), 3.39 (2H, s), 7.55 (1H, t, J = 55.0 Hz), 7.77 (1H, d,
F)\©\ J'= 8.3 Hz), 7.90 (1H, dd, J = 8.3, 1.8 Hz), 8.23 (1H,
s).
13—18 Br MS (ESI): 387 [M+HCOO]-
F. F
0=5-C F
F TH-NMR (400 MHz, CDCl3) &: 2.79-2.89 (2H, m),
F 3.10-3.23 (2H, m), 3.81-3.86 (1H, m), 7.81 (1H, d, J =
8.5 Hz), 7.95 (1H, d, J = 8.5 Hz), 8.36 {1H, s).
13—20 | Br MS (EI*): 378 [M]*
—OH
FO=5=0
F. TH-NMR (400 MHz, CDCla) &: 1.26 (8H, s), 1.30 (1H,
s), 1.94-1.98 (2H, m), 3.40-3 44 (2H, m), 7.78 (1H, d,
F J=7.9Hz), 791 (1H, d, J = 7.9 Hz), 8.41 (1H, ).
13—21 Br MS (ESI*): 375 [M+H]*
OH
E 0=8=0 H-NMR (400 MHz, CDCh) &: 2.14 (1H, d, J = 8.5
F Hz), 2.44-2.51 (2H, m), 2.59-2.66 (2H, m), 3.62-3.70
E (1H, m), 4.18-4.27 (1H, m), 7.77 (1H, d, J = 8.5 Hz),
7.90 (1H, d, J = B.5 Hz), B.35 (1H, 8).
13—22 Br MS (EI*): 341 [M-OH]*
OH
E 0;5=0 TH-NMR (400 MHz, CDCls) &: 1.87 (1H, d, J=4.8
F. Hz), 2.30-2.38 (2H, m), 2.81-2.88 (2H, m), 4.04-4.11
F (1H, m), 4.68-4.77 (1H, m), 7.78 (1H, d, J = 8.5 Hz),
7.90 (1H, d, J = 8.5 Hz), 8.38 (1H, s).
13—23 Br MS (EI*): 359 [M+H]*
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[0766]

ZIHSd 10-2021-0046649

3% 47
o £ 2171 doldg
'H-NMR (400 MHz, CDCis) &: 1.38 (3H, s), 2.37-2.
44 (3H, m), 2.58-2.63 (2H, m), 3.69-3.77 (1H, m}), |
7.77 (1H, d, J = B.5 Hz), 7.90 {1H, d, J = 8.5 Hz
), B.35 (1H, d, J = 1.8 Hz),
18—24 MS (EI*): 355 [M-OHJ*
TH-NMR (400 MHz, CDCls) 5: 1.50 (BH, 8), 2.85 (1H,
s), 3.68 (2H, 8), 7.75 (1H, d, J = 7.9 H2), 7.91 (1H,
dd, J=7.9, 1.8 Hz), 8.32 (1H, d, J = 1.8 Hz).
13—25 MS (ESI"): 362 [M+HCOO]
1H-NMR (400 MHz, CDCls) &: 2.40-2.47 (3H, m),
2.58-2 66 (2H, m), 3.79-3.87 (1H, m), 3.95 (3H, 8),
4.20-4.26 (1H, m), 8.82 (1H, d, J = 8.1 Hz), 7.68 (1H,
dd, J = 8.1, 2.4 Hz), B.07 (1H, d, J = 2.4 Hz).
13—26 MS (CI*): 321 [M+H]*
[
'H-NMR {400 MHz, CDCls) 5: 1.38 (3H, s), 2.35-2.41 i
(2H, m), 2.53-2.58 (2H, m), 2.80 (1H, br), 3.85-3.82 |
{1H, m), 3.96 (3H, 8), 6.91 (1H, d, J = 9.1 Hz), 7.68
(1H,dd, J = 9.1, 2.4 Hz), B.06 (1H, d, J = 2.4 Hz).
13—27 MS (ESI*): 335 [M+H]* II
TH-NMR (400 MHz, CDCl) 5: 1.86 (1H, d, J = 4.8
0=5=0 Hz), 2.27-2.34 (2H, m), 2.76-2.82 (2H, m), 3.95 (3H, |
5), 4.17-4.24 (1H, m), 4.66-4.74 (1H, m), .82 (1H, d, |
J = 8.6 Hz), 7.68 (1H, dd, J = 8.6, 2.4 Hz), 8.09 (1H,
z d, J =24 Hz) |
13—28 OH M5 (Cl*): 321 [M+H]"
o TH-NMR (400 MHz, CDCl3) 5: 1.64 (3H, §), 3.73 (2H,
s 5), 4.01 (3H, &), 4.43 (2H, 4, J = 6.4 Hz), 4.68 (2H, d,
4 J=6.4 Hz), 8.95 (1H, d, J = 8.9 Hz), 7.70 (1H, dd, J
=88, 25 Hz), 8.08 (1H, d, J = 2.5 Hz). |
13—28 | i Br M3 (ESI*): 336 [M+H]* |
|
TH-NMR (400 MHz, CDCl3) 6: 3.84 (3H, &), 4.73-4.84
(3H, m), 5.00-5.09 (2H, m), B.93 (1H, d, J = 8.8 Hz),
é 7.70 (1H, dd, J = 8.8, 2.4 Hz), B.12 (1H,d, 1 =2.4
Hz).
13—30 MS (El*): 306 [M]*
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[0767]

[0768]

[0769]
[0770]

[0771]

[0772]

[0773]

ZIHSdl 10-2021-0046649

¥ 48
Eng | 23E 7171 dolg
HO
o o 'H-NMR (400 MHz, CDCls) &: 1.14 (6H, s), 2.58 (
= 1H, t, J = 7.1 Hz), 3.36 (2H, s), 363 (2H, d, J =
d 7.1 Hz), 3.99 (3H, s), 6.94 (1H, d, J = B.8 Hz), 7
B9 (1H, dd, J = B.8, 2.4 Hz), 8.06 (1H, d, J = 2.
4 Hz).
13—31 Br MS (EI*): 336 [M]*
Br
e
Ozsgo
N 1H-NMR (400 MHz, CDCls) &: 1.44 (8H, ), 3.96 (3H,
'% s), 4.08 (2H, t, J = B.8 Hz), 4.26-4.40 (3H, m), 6.94
o] {1H, d, J = B.9 Hz), 7.71 (1H, dd, J = 8.9, 2.5 Hz),
= B 8.11 (1H, d, J = 2.5 Hz).
13—32 MS (ESI*): 406 [M+H]*
A
7
o 07 H-NMR (400 MHz, CDCls) &: 0.02 (8H, s), 0.87 (9H,
’ s), 1.42-1.52 (2H, m), 1.63-1.63 (6H, m), 1.99-2.08
g (1H, m), 3.27 (2H, d, J = 6.1 Hz), 3.87-3.82 (1H, m),
3.98 (3H, s}, 6.93 {1H, d, J = 8.8 Hz), 7.67 (1H,dd, J |
=88, 2.4 Hz), 8.0B (1H, d, J =2.4 Hz). [
13—33 r MS (ESI*): 477 [M+H]* '
/]\ 0 0/ |
& H-NMR (400 MHz, CDCls) &: 1.30 (6H, d, J = 7.0
d l = Hz), 3,64-3.75 (1H, m), 3.96 (3H, s), 6.93 (1H, d, J =
8.8 Hz), 7.68 (1H, dd, J = 8.8, 2.6 Hz), 8.07 (1H, d, J
= 2.6 Hz).
13—34 r MS (EP*): 292 [M]*

<Fard 14-1>
OH
&
F——F
3
T
12-10014 dojz 3}+3H=(590mg) @] W ek (9ml) &0, 0CoNA FA2IJEAUEHF(68.6mg)S F7FstaL,
= 91718k *‘QOHH 1A ks, wbgdo), ¥ 3l BT AUER FE8AS HUlsta, oM EAL o

]_
g2 FE39lt. {7159 $E 2AYst 575 AAS A, AE AgbA 29 g@2etEad ] (Fk ol Eat
1%%4»ﬂ4ﬂ@ﬂaﬂ,gﬂﬂ§-6%mnzT SHATE.

=k 37 oﬂ
=

'H-NMR (400 MHz, CDCly) : 1.90 (1H, d, J = 6.7 Hz), 2.06-2.14 (2H, m), 2.93-2.99 (2H, m), 3.33-3.41
(1H, m), 4.25-4.34 (1H, m), 7.37 (1H, d, J = 8.6 Hz), 7.40 (1, s), 7.47 (1H, d, J = 8.6 Hz). NS
(E1): 326 [M] .

<zFare] 14-2>

BEst Y () AGEE ASAA, FA L1 LA W, B P AT Y e
Eoll #3 o wEAA, ]&42&@]4<§¢%a%q
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[0774]

[0775]

[0776]
[0777]

[0778]

[0779]

[0780]

[0781]

ZIHSd 10-2021-0046649

3% 49
L EES 7171 "olH
Br
@ 'H-NMR (400 MHz, CDCls) 5: 1.85 (1H, d, J=T7.3
: § Hz), 2.00-2.08 (2H m}, 2.88-2.96 (2H, m] 3.26-3.35
Phe A (1H, m), 3.86 (3H, s), 4.22-4.31 (1H, m), 6.70 {1H, d,
<> J=8.5Hz), 7.19 (1H, d, J = 2.4 Hz), 7.25 (1H, dd, J
T = 8.5, 2.4 Hz).
14—2 OH MS (ESI*): 289 [M+H]*

@ate] 141014 B0l SH5HE (285mg), 4-1ho] E 2 WA (174ng), 2ol s Y27 (275mg) o] B Ee}atol =2
T(4.4m0) &Noll, 0ColA ofztfo]FHEAittolofo] 2X 2 H (0.175ml) & H7FstaL, of2 3 H917]3F Aol A
0.54%F wukstglth. Wwgole] gl WAk R AAfD, AHE AL 2Y AekE Y (A oA
B4 olg=tiDo] o8] AAST, dold BAE ARL(8.7n00 SHAAT. W], Lo wHIZF
(o) & Bhok2, Geold 192 DU, oTAA WS, K3t Gy FeAe Psie, o
E gz &AL, 47150 $1E add EF AA

el S, 2AHE A Y AzvhEoes (A
SLAIEA olg=3:1)el ola) AAGe], TA BT (250m) & 75

St
H-NMR (400 MHz, CDCls) &: 1.89 (1H, d, ] = 4.9 Hz), 2.40-2.46 (2H. m), 2.52-2.60 (2H, m). 3.91-3.96
(1H, m), 4.67-4.71 (10, m), 7.29 (1H, s), 7.36 (1H, d, J = 8.3 Hz), 7.47 (1H, d, J = 8.3 Hz). NS
(E1): 326 (M1,

x50
qaof | 2= 2171 dolH
Br
TH-NMR (400 MHz, CDCla) &: 1.81 (1H, d, J =
S 4.8 Hz), 2.38-2.44 (2H, m), 2.49-2.56 (2H, m),
e 3.81-3.86 (1H, m), 3.86 (3H, s), 4.63-4.70
(1H, m), 6.70 (1H, d, J = B.5 Hz), 7.06 (1H, d,
' J=2.4Hz), 7.23 (1H, dd, J = B.5, 2.4 Hz).
15—2 GH ; MS (CI*): 288 [M+H]"
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[0782]

[0783]
[0784]

[0785]

[0786]

[0787]

[0788]

[0789]

[0790]
[0791]

[0792]

ZIHSdl 10-2021-0046649

Zrard] 12-10914 ol 345 (543mg) &) HIEE}sto] 2 HH(9.0me) &Noll, -78TollA Bt ernl 14
(0.95 ml/ ¢ TloloEolE] &N 2. 1ml)S H7FstaL, of2 ®97|et 59U &Eolx 1A7F, 0ColA 1A17F &
e ukg e ¥l ARy FEAS Huleta, oM EA dER FEIAT. f75e vl et S
F AAS L, FIAE A7t 2y 2RI (koA EAL dE=4:D)] o3 AGAlste, ZA IFE

(220m) & F53H
1H—NMR (400 MHz, CDCl3) &: 1.46 (3H, s), 1.91 (1H, s), 2.24 (2H, t, J = 10.7 Hz), 2.68-2.73 (2H, m),

3.40-3.48 (1H. m), 7.36-7.38 (2H, m). 7.47 (1H, d. J = 9.2 Hz). NS (EI)): 340 [M]'.

g3 |2F 7171 dolH

1H-NMR (400 MHz, CDCls) 5: 1.44 (3H, s), 2.00 (1H,
br), 2.13-2.23 (2H, m), 2.64-2.70 (2H, m), 3.34-3.42
(1H, m), 3.85 (3H, s), .70 (1H, d, J = 9.0 Hz), 7.15
(1H, d, J = 2.3 Hz), 7.24 (1H, dd, J = 9.0, 2.3 Hz).
16—2 r MS (ESI*): 303 [M+H]*

of 864 dojxl sEE(11lng) el HEZSlO|l=E2Fd(4.2m0) &, 0Celx  #HEF
Ad)etutol =(1.0 mi/ ¢ HEFStol =2 F & 0.545m0)E F7bebar, of= #9178 0T

stk wksdld] 0ColA 1-B 25 -3-wE-2-5 e (0.0580m)S H7Feta, BS 0CoA 3AI7F
%ﬁlﬁﬂ}%ﬂ%E;é%ﬁéXWWE,4HEQOH£2%E4%W.vﬂ%Q%WE%P‘
b S AlAsta, IS AEgbd Zd aRwE2 (4o EAR dE=3:1)q] osf FAste], %A 3+
6 sttt

o

&
tlo
ol

'H-NVR (400 MHz, CDCl3) &: 1.55 (3H, s), 1.60 (3H, s), 2.38 (2H, o, J = 7.7 Hz), 3.33-3.36 (2H, m),

3.97 (3H, s), 4.93-4.98 (I1H, m), 6.93 (1H, d, J = 8.8 Hz), 7.67 (1H, dd, J = 8.8, 2.4 Hz), 8.06 (1H,
d, J=2.4Hz).
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[0793]

[0794]
[0795]

[0796]

[0797]

[0798]

[0799]

[0800]

[0801]
[0802]

ZIHSd 10-2021-0046649

=2 194 AR 3 (500mg) S N,N-tho] & 7] 3L

S EmEr(0.482m0), EMFZFE(855mg)S  7telal, 60CelA  6.5A1%F mEE B A LA 16/\]7J 40571
BAAA AT, A2 ghgAs 23t At EE &N (20m) H = (10me)el & F, OWE* e (20m) 2
(om0 2 &715 A3, oM EA d"E(20m) S FlEa, 715 FEEAT. #7) 2
@om)= AAY &, TR ERFoR AN, EEES o7 AAGAY. T 8} g
-, telEEEue(en)o] &A7IaL, AeFhA 7 ARetEH T (ko EAE o ”=88:12 WA 0:100)
of 93] FAFozMN, EA 3= (535.1mg)S T53T.

R
Mo
fo
N
ol
Y
R
£
\u %
N
ol
o
°
d
=
2
f
o
N
%
2
:‘2:
>

'H-NMR (400MHz, CDCl3) &: 1.64 (6H, s), 3.72 (3H, s), 3.89 (3H, s), 6.92 (1H, d, J = 8.9 Hz), 7.69

2.4 Hz). NS (ESI'): 351 [M+H]'

(1H, dd, J = 8.9, 2.4 Hz), 7.99 (1H, d, J

A

ZFa1o] 18-2 WA 18-3>

Ugshe Qw209 SRS ol galA, Fuel 1813 vhEzbA ] W, F4 L-20] A4S W EE ol
Sol F@ o WA, olakel Fuel 182 A 1838 FEHACH

* 52
ErL Il EES 7171 dolH
0.0
FO=8=0 ' TH-NMR (400 MHz, CDCls) 5: 1.22 (3H, t, J = 7.2
F. Hz), 1.67 (8H, s), 4.15 (2H, q, J = 7.2 Hz), 7.79 (1H,
d, J = 8.5 Hz), 7.91 (1H, d, J = 8.5 Hz), 8.23 (1H, d,
J=1.8 Hz),
18—2 Br MS (EI*): 403 [M+H]*
Br
f = o O *H-NMR (400 MHz, CDCls) &: 1.64 (BH, s), 3.73 (3H,
N s), 3.96 (3H, d, J = 1.8 Hz), 7.55 (1H, dd, J = 10.3,
g 0~ | 2.4 Hz), 7.77-7.79 (1H, m).
ig—-3 | 0O | MS (ESI*): 368 [M+H]*

Br

of= 3t E97lek, Frare] 13-3404 ol 3H5HE(100mg) & BlEgteto]l == FeH(3.4me) ol 8347
1.13ml/ ¢ B Ertolotol v ZHolulo|=-HEgSlo| =2 Fa & i,

olo] =W EH(0.0319me) & 7F8tal, TY &=ollA 10%7F kst §r‘, >3t dstd Ry A (5m) R E(5m)
S 7}skaL, oA EAF " (10ml) ® FEIAT. F715S X % o
ZA7)A, BEES o AANT. 7y 3 &uE
g7hd 23 Z2etE g (SA4kol EA o ”l=02:8
S3aelTh.

el

=
=
o
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[0803]

[0804]

[0805]

[0806]

[0807]

[0808]

[0809]

[0810]

[0811]

[0812]

[0813]

[0814]

[0815]

[0816]

ZIHSd 10-2021-0046649

'H-NVR (400MHz, CDCl3) &: 1.37 (9H, s), 3.91 (3H, s), 6.94 (1H, d, J = 9.0 Hz), 7.68 (1H, dd, J = 9.0,

9.7 Hz), 8.02 (1, d, J = 2.7 Hz). NS (ESI'): 307 [M+H] .

<Fard 20-1>

Br

}l—"
=
2
—
)&
o
()]
9,
_>.:
N2
o2
)
ot
e
m{n

(215H1g) 9 1,2-tfo] B2 R BH(0.0593m¢) 2] N, N-tjo]We Folnfo]=(11m) &
A7betar, o=t 91718k A2olM 2,543k, 60T 9,547k ksl
T FEAS HUbslaL, ofMEAL old® FEIT. {715 &l et
Ze A2eE 2T (Aol EAL old=4:1)0 93] AAste, 2

},

=
A4 sete

HYU

'H-NMR (400 MHz, CDCl3) &: 1.03 (3H, t, J = 7.0 Hz), 1.86 (2H, q, J = 4.5 Hz), 2.11 (2H, q, J = 4.5

Hz), 4.04 (2H, q, J =
J =1.8 Hz).

7.1 Hz), 7.74 (11, d, J = 8.6 Hz), 7.88 (1H, dd, J = 7.6, 1.5 Hz), 8.61 (1H, d,

7171 dolH

H-NMR (400 MHz, GDCl) &: 1.75 (2H, dd, J
= 8.4, 4.7 Hz), 2.10 (2H, dd, J = 8.4, 4.7 Hz),
3.5@ (3H, s), 3.81 (3H, &), 6.90 (1H, d, J = 8.9
Hz), 7.66 (1H, dd, J = 8.9, 2.5 Hz), 8.24 (1H,

d, J = 2.5 Hz).
0,0 | MS (ESI*): 348 [M+H]*

20—2

5-olo]A~X 21,3 4-E|o}t}o]o}ZE-2-0}71 (600mg) o] o EF2-(4.2m) £, A2oA HEZHoFAE(0.352ml) S
1+

Wrhshan, oh=E B9I718 82 hd BRSG. wgole] SujE T, X3 g

Ef 8N Hrteta,

A 29

H-NMR (400 MHz, CDCls) & :

2P 1o 9] (A4 obA 22 o |

7 AAR
O]—}\ﬂE}\\_}: OﬂF/]i —,‘EO}‘O:‘Tq- 7 —%—94 _g_ _%_

o F AAG I, TAE At
=9:1)ol eJ3) AAste], %

A #3HE(659mg) S 53T}

1.42 (6H, d, J = 6.7 Hz), 2.35 (8H, d, J = 1.2 Hz), 3.23-3.30 (1H, m),

7.40-7.41 (1H, m). NS (BI): 181 [M]'.

<Zhad 21-2 WA 21-14>

AwkA) (8)9] stgtaa ol &aliA,

T
=3 WO R NS AA,

Zae 21-13 w7k o] W FA F-lofl 7148 U e ols
olgte] o 21-2 WA 21-145 F53}SI ).
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[0817]

[0818]

[0819]
[0820]

[0821]

ZIHSd 10-2021-0046649

% 54
Eanl: IEES 21721 golg
N‘N 1H-NMR (400 MHz, CDCls) &: 1.08-1.23 (4H, m), 2.16-
_€\qu 2.23 (1H, m), 2.33 (3H, s), 7.37 (1H, d, J = 1.2 H2).
21-2 MS (EI*): 179 [M]*
N TH-NMR (400 MHz, CDCls) 6. 1.45 (9H, s), 2.35 (3H. d, J
9+ = 1.2 Hz), 7.40 (1H, 3).
21-8 MS (ESI*); 196 [M+H]*
\vo N, TH-NMR (400 MHz, CDCls) &: 1.31 (3H, t, J = 7.2 Hz),
\ﬂ/\r 2.36 (3H, s), 4.01 (2H, s), 4.26 (2H, q, J = 7.3 Hz), 7.45
84 j\ (1H. d, J = 1.2 Hz).
21—4 MS (ESI*): 226 [M+H]*
Q - 1H-NMR (400 MHz, GDCI:!) u 38 (3H, t, J = 7.3 Hz),
//f'\)_ 2.36 (3H, s), 4.38 (2H, q, J = 7.3 Hz), 7.22 (1H, s), 8.06
o =N (1H, s).
21-5 |/
TH-NMR (400 MHz, CDCls) 8: 1.32 (6H, d, J = 6.7 Hz),
2.32 (3H, s), 3.00-3.07 (1H, m), 7.03 (1H, d, J = 1.2 Hz),
H:T:{)— 7.06 (1H, s).
21-6 5N MS (ESI*): 181 [M+H]*
TH-NMR (400 MHz, CDCls) & 0.71-0.75 (2H, m), 0.95-
4.00 (2H, m), 1.90-1.97 (1H, m), 2.31 (3H, ), 7.04 (1H,
—{j:§——<] d,J=12Hz), 7.06 (1H, d, J = 1.2 Hz).
21-7 MS (ESI*): 179 [M+H]*
N 1H-MMR (400 MHz, CDCla) &: 1.52-1.50 (4H, m), 2.36
(3H, d, J = 1.2 Hz), 7.45 (1H, s).
21-8
N _:
N,J.\ OH | 1H-NMR (400 MHz, DMSO-ds) &: 2.23 (3H, 8), 7.49 (1H,
F——F s), 8.23 (1H, s), .74 (1H, br 5).
21-9 F MS (ESI*): 305 [M+H]*
N 'H-NMR (400 MHz, CDCIs) 5: 1.36 (8H, s), 2.32 (3H, 5),
_(’:Q__ 7.02 (1H, 8), 7.06 (1H, 8).
21—-10 N MS (ESI*): 185 [M+H[*
o N 1H-NMR (400 MHz, CDCls) 5: 1.47 (3H, t, J = 7.2 Hz),
4 N"\‘}; 2.40 (3H, d, J = 0.8 Hz), 4.53 (2H, q, J = 7.2 Hz), 7.60
= (1H, d, J =09 Hz)
21-11 / MS (ESI*): 212 [M+H]*
N H-NMR {400 MHz, CDCls) 0 2 35 (3H, d, J = 1.2 Hz),
< 6.74 (1H, d, J = 4.3 Hz), 7.20 (1H, 5), 7.33 (1H, d, J =
21—12 N" s 4.3 Hz).
4@:‘\}7 TH-NMR (400 MHz, CDCls) &: 2,32 (3H, 5), 2.38 (3H, d, J
21-13 =1.2 Hz), 7.03 (1H, d, J = 1.2 Hz), 7.07 (1H, 8).
” O TH-NMR (400 MHz, CDCls) &: 0.45-0.51 (2H, m), 0.58-
0.67 (6H, m), 1.31-1.38 (2H, m), 2.35 (1H, s), 2.36 (3H,
d,J=1.2 Hz), 7.43 (1H, d, J = 1.2 Hz).
21-14 MS (ESI*): 250 [M+H]* ]

<Zhard 22-1>

OH
-
~ NTTs
e 21-5014 dolH 3t (116mg) o] BlEDfSto]l =272 (5.5m0) &, WAstlA weduays F2
(3.0 ml/ ¢ EIEFslo|l=2Fd €4, 0.552m) S A3tstar, of2 #9718t Aol Az mtslgiTt,
WAk, whsde] x5l AFUYRF FEAS HUlsta, ofAEAM dEZ FE3u. {7159 e At
F AAs, xS AEgbd 2 AZetEadd (o Eal o)l ols] gAlste], Al 3F3HE(57.7mg) &
H-NMR (400 MHz, CDCls) &: 1.65 (BH, s), 2.15 (IH, s), 2.33 (3H. s), 7.08 (1H, s). 7.22 (1H, s). NS

(BSI): 197 [M+H]'.
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[0822]

[0823]

[0824]

[0825]

[0826]
[0827]

[0828]

[0829]

[0830]
[0831]

[0832]

[0833]

[0834]
[0835]

ZIHSd 10-2021-0046649

¥ 55
o |2z 7171 "d9olH
22—2 TH-NMR (200 MHz, CDCla) &: 1.71 (6H, 8),
N-N_ oH 2.35(3H, d, J = 1.1 Hz), 3.28 (1H, s), 7.40
—Q‘)—If (1H, d, J = 1.1 Hz).
N=g MS (ESI*); 198 [M+H]*

<Hare] 23>

3o 22-104 Ao 8= (18.0mg) 2 22 =38 E(0.00860me) 2] N, N-tlo]H & Zolnfo] = (0. 4ml) &No,
Aol A 60% AU EF(4.4mg)S H7betar, of2 B97])8F Ao A 1AIgF muksllch, whgdlel, 23}
AeARE FEAS HUIEhAL, oHHEA oEE &I, K715 &WE s SF AAS
g7t 725 azuE T (Hrkol A EAL olE=1:4)0l 93] HFAste], %A SFE(16.7mg) S

4 g
4

ﬁ.‘h -
$34

i

'H-NMR (400 MHz, CDCl;) &6: 1.58 (6H, s), 2.33 (3H, s), 3.18 (3H, s), 7.09 (1H, s), 7.17 (1H, s).

<zkard 24>

P

N~ ~S OH
Fare] 21-59 A4 Aozl sgHE(500mg) o] HIE#tste]l =2 FeH(12me) SN, Welste A S REEREAF B Ego}
Ol AZEH(0.418m)S A3}slaL, o= EY7IE FYU 2ZollA 3087, Ao 1083 wRkeit, A2
Al gkg e, oEntadlFHErto| = (1.0 nd/ ¢ HEZSto| =25 & 7.14m0) S 1Ak AX A H3)staL,
ofEE Hg 10} 2ol A 37t ﬁﬂ*o}‘ﬁﬂ WS-l sl AstRE 78NS HUEtaL, ofAEAF dE®
FEAT. #7159 &E Ade S/ AAst, S A 29 Azet eI (i ofA EAL od
=1: D)ol <3 Xéxﬂé}@, A 33HE(61.0mg)S TS5+

'H-NMR (400 MHz, CDCly) &: 1.05 (2H, dd, J = 7.6, 5.8 Hz), 1.30 (2H, dd, J = 7.9, 5.4 Hz), 2.33 (3H,
t, J =1.8Hz), 2.87 (11, s), 7.08 (1H, d, J = 1.2 Hz), 7.23 (1H, s).

<#are] 25>

7 N7\
A(N;\S HO

vl 4 (wire,77.5mg) 2] BlEgtslo| =2 Fe(3.4m0) HE o], Wl A 1, 4-Tho] B 2R EE(0.197m) S F

afstal, of=r E97let ALolA 1AIZE uwkekgith. wkg-ofel W =g sto] 4 21-5014 dolzxl 3}gE

(100mg)& #7lstar, of=F 91718k, 0Tl 4083t WX wRkelgitk. 0T whg-Re, E3}

Ao FEAS b, ofHEAL dYER FEESIT. f7159 &WE Adst S/ AAsL, THALE
< 5

Ae7Hd 2 AzvtEI 9] (oA EAL od)ell ol AgAlste], #Al 5} (98.3mg)

f
11
o
2
>
=
o



[0836]

[0837]

[0838]
[0839]

[0840]

[0841]

[0842]

[0843]

ZIHSd 10-2021-0046649

'H-NMR (400 MHz, CDCl3) &: 1.80-2.05 (9H, m), 2.33 (3H, s), 7.08 (1H, d, J = 1.2 Hz), 7.26 (1H, s). MS
+

(ESI'): 223 [M+H]

<#ard 26-1>

Fard 2394 dojR 3EE(63.9mg) 9] oM EVOIEH(1.5mb) &Hol, B 5o A N-olo] @ =X Alo]n| = (68.4
mg)S HIbsta, o= B 7IeH Aol 307 wwrelsith. WS, ¥ 3l SAFAYUYEF 89 42 x3)
E| Q3G EF F8A8 HUlsta, ol EAL dERz FE33T. 7159 s Adst S5 AASL, A
2 Au7td 729 azetEady (Arkob A EAL ofel=2:1)0) old) HAlste], HA 3= (83.

o}

H-NMR (400 MHz, CDCly) &: 1.60 (BH, s), 2.33 (3H, s), 3.19 (3H, s), 7.09 (1H, s). MS (ESI): 337
[N+

<Zkard] 26-2 WA 26-21>

-&sk= duba (5)9] FES ol &3, Hard 26-13 mpztriA ] Wy, 34 C-19 7AWy Ee o5
o 3 Wi om whEAlA, o]ste] Fhard 26-2 WA 26-215 F53HATH.
M 56
Fao |2z 7171 dolH
26—2 N‘}I’S
\_N H‘ *H-NMR (400 MHz, CDCls) 5: 1.47 (9H, s), 2.35
°N (3H, s).
] MS (ESI*): 322 [M+H]* B
26—3 Ne S
\I < 1H-NMR (400 MHz, CDCls) &: 1.10-1.26 (4H, m),
N 2.24-2.31 (1H, m), 2.34 (3H, s).
] MS (EI*): 305 [M}*
26—4 |
Q N
}_@\ 1H-NMR (400 MHz, CDCls) 5: 1.40 (3H, t, J = 7.3
g =\ Hz), 2.37 (3H, s}, 4.40 (2H, g, J = 7.3 Hz), 7.99
A (1H. s).
26—5 N“\‘T’s
NS 'H-NMR (400 MHz, CDCls) &: 1.84-2.06 (9H, m),
HO 2.33 (3H, s), 7.21 (1H, 5).
| | MS (ESI*); 349 [M+H]*
26—86 | TH-NMR (400 MHz, CDCls) &: 1.34 (BH, d, J = 6.7
/N Hz), 2.32 (3H, s), 3.04-3.11 (1H, m), 6.99 (1H, d, J
>——<:1_\._ =1.2 Hz).
S~ =N MS (ESI*): 307 [M+H]*
26—7 NYS
N H{N 1H-NMR (400 MHz, CDCls) &: 1.92 (6H, s), 2.38
N (3H, s).
] MS (ESI*): 333 [M+H]*
26—8 N"*I"s TH-NMR (400 MHz, CDCls) 5: 1.01-1.05 (2H, m),
=5% 1.30-1,34 (2H, m), 1.68 (1H, 5), 2.30 (3H, d, J =
OH 1.2 Hz), 7.12 (1H, d, J = 1.8 Hz),
| MS (ESI*): 321 [M+H]*

26-9 Nz S, 1H-NMR (400 MHz, CDCls) &: 0.75-0.79 (2H, m),
. M 0.99-1.03 (2H, m), 1.83-1.99 (1H, m), 2.31 (3H, 8),
[ 7.01 (1H, d, J = 1.2 Hz).

i MS (ESI*): 305 [M+H]*
26—10 |
0 Ny "H-NMR (400 MHz, CDCls) &: 1.28 (3H,t, J = 7.2
4 ,k\ Hz), 1.74 (6H, §), 2.36 (3H, s), 4.23 (2H, g, J = 7.2
. o 5N Hz).
£ MS (ESI*): 380 [M+H]*
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[0844]

[0845]

[0846]
[0847]

[0848]

[0849]

[0850]

ZIHSd 10-2021-0046649

M 57
gaa 7z 171 HolH )
26—11 [
o] NN 1H-NMR (400 MHz, CDCls) &: 1.75 (6H, s), 2.36
‘ i (3H, s), 3.76 (3H, s).
—d N MS (ESI*): 388 [M+HI*
26—12 F
NS F—~—f
NN 1H-NMR (400 MHz, CDCls) 5: 1.61-1.63 (4H, m),
~N 2.37 (3H, s).
| MS (ESI*): 374 [M+H]*
26—13
N 1H-NMR (400 MHz, CDClz) &: 1.43 (6H, d, J = 6.7
> %,L—_.\ Hz), 2.35 (3H, s), 3.31-3.38 (1H, m).
B MS (EI*): 307 [M]*
26—14 jN
e :
NN H-NMR (400 MHz, CDCls) : 1.98 (4H, g, J = 3.4
-~ Hz), 2.36 (3H, s).
| MS (ESI*): 331 [M+H]*
26—15 F
Ne —SFTF
‘%:;K)__DH TH-NMR (400 MHz, DMSO-ds) &: 2.24 (3H, s), 7.83
F -F (1H, s), 9.84 (1H, s}.
MS (ESI*): 431 [M+H]*
26—16 N= S,
\D—— TH-NMR (400 MHz, CDCls) 5: 1.38 (8H, s), 2.32
(3H, s), 6.96 (1H, s).
MS (ESI*): 321 [M+H]*
26—17 N s OH
C,'(/
1H-NMR (400 MHz, CDCls) 5: 1.67 (E6H, s), 2.32
| (3H, 8), 7.15 (1H, s).
26—-18 Ne -8 OH
\I )—’* 1H-NMR (400 MHz, CDClk) &: 1.74 (EH, s), 2.36
N (3H, s}, 2.94 (1H, s}.
i MS (ESI*): 324 [M+H]*
26—19 Ne S
\T\,) TH-NMR (400 MHz, DMSO-ds) &: 2.22 (3H, s), 7.31
(1H, d, J = 4.2 Hz), 7.71 (1H, d, J = 4.2 Hz).
| MS (EI*):; 264 [M]*
26—20 |
N 'H-NMR (400 MHz, DMSO-ds) 6: 2.19 (3H, s), 2.40
ﬁ\ (3H, d, J = 1.2 Hz), 7.52 (1H, d, J = 1.2 Hz).
N MS (EI*): 278 [M]*
26—21
_%‘N’”\ OH 'H-NMR (400 MHz, DMSO-ds) 5: 0.47-0.52 (2H,
=l m), 0.57-0.70 (6H, m), 1.35-1.42 (2H, m), 2.358
NT ™8 (1H, ), 2.363 (3H, s).
MS (ESI*): 376 [M+H]*

ofzZ 2 F971sk, Fare] 26-18014 Yo7l
o] @ = EH(0.0867m¢) S 7}&kar, ® s}, 55%

9. xa garER 8AGm) 2 B00E Jen, 3587

T, =2 A

5Feh&(300mg) & N, N-to]m & Fofpulo] = (3. lmﬂ)oﬂ &A1 71aL, of
TRIUHEF(48.6mg)= 7hetal, U =AM 40%

FURTAN o

w5 AN AES oIl o]

k

T, s 0CoA AzARORM, A SHEHE(309.8m) S FEHAT

'H-NMR (400MHz, CDCl3) &: 1.67 (6H, s), 2.36 (3H, s), 3.28 (3H, s). MS (ESI+)5 338 [M+H]+.

A

o 27-2 WA 27-3>

H&ohs dRbA (4b)e] FHES o] &8l

Farel 27-13h vhazkAS) Bd, F4 B-lol 7AWy EE ol
Moz WA, ool Fad 27-2 WA 27-3& FEeH
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[0851]

[0852]

[0853]
[0854]

[0855]

[0856]

[0857]
[0858]

[0859]

[0860]

[0861]
[0862]

[0863]

ZIHSd 10-2021-0046649

£ 58
o FE | 7171 "@olH
27—32 , 'H-NMR (400 MHz, CDCly) §: L.73-1.93 (6H, m), 2.1
o " { 3-2.20 (2H, m), 2.33 (3H, 8), 3.14 (3H, &), 7.11 (1H,
I s).
STON MS (ESI): 363 [M+H]' |
27—3 | 'H-NMR (400 MHz, CDCL)) &: 1.03 (2H, dd, | = 7.9,
3 {‘N 5.4 Hz), 1.25 (2H, dd, I = 7.3, 5.4 Hz), 2.33 (3H, s
| S-SV ], 331 GH, o), 7.14 QH, ).

Fare] 26-150014 PojR 31E(35.4mg), EgtoldlldE AW (25.9ng), wlEH2(0.0132m0) 9] ElEgslo] =& F
(0.4me) &Holl, Y3} ofzrho] }%@ﬁt‘rﬂo}ﬂizié(o 0194me)& Z7hebaL, of= #-917]8F Ao 2
AZE ARbsglth, whg-ohe] guiE 3Rekst SR AlAStAL, IAME AEgbA ZE ARwtEI 9 (5ol EAL
og=2:Dol oJaf AAlste], #A] 3H3FE(21.4mg)S TS5

'H-NMR (400 MHz, CDCls) &: 2.36 (3H, s), 3.69 (3H, s), 7.46 (1H, s). MS (EI): 444 [M].

<Fard] 29>

o 26-17914 017 B2 (61.0mg)e QHoIRN(0.9m0) e, Webalol A (TholoHopu] i) 5] Eeol
0= (0.0207n) & A7, b2 T 9I/IS AeelA 2A7t muskglth. wgolol, WSl £3
FETER FEE WA, GAMEAOR SRS, f7159) S gda SR ARG, 2
AP 2 ARCETY (Ao EAE o g=: D)ol ola) FAlste], Al S (U4.2m0) S FEFHY

N
ol

?E M (o ol

'H-NMR (400 MHz, CDCl3) &: 1.77 (3H, s), 1.83 (3H, s), 2.34 (8H, s), 7.23 (1H, d, J = 1.8 Hz). MS

(ESI): 325 [M+H] .

Zad 2904 PolF FEE(56.7mg)e]  1,4-TFo]2AH(0.1ml)  &Mell,  ALox  3-2A e (64.8mg)S
H7rekan, ob= 3 B-291718F 80TANA 1A, 110TelA 1A1ZF wRkelgict, w-sdle Ayt 723 42vED
o] (Ao EAl old=1:1)e] 23] AAsI], A 3E(17.1mg) S 53T,

'H-NMR (400 MHz, CDCl3) &: 1.56 (6H, s), 2.33 (3H, s), 4.59-4.69 (5H, m), 7.08 (1H, s). MS (ESI+)I 379

[N+H] .
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[0864]

[0865]
[0866]

[0867]

[0868]

[0869]

[0870]

[0871]

[0872]
[0873]

[0874]

[0875]

[0876]

[0877]

ZIHSd 10-2021-0046649

4-B 2R -o-(WEd 2 d)HE(51.5mg) E 22 =3} €(0.0197ml) 2] N,N-tlo|uelZolulo]=(0.6me) &2, 0
CollA SAE(42.4mg) S H7sta, of2 £91718F AolA 4A]3F wakelgich, wkg-ds A7t 244 3
ZulE g9 (b ol EAL o d=2:1)el] o] AAste], TA 3FE(38.2m)S FEITH.

1H—NMR (400 MHz, CDCls) &: 1.52 (3H, t, J =7.0 Hz), 3.23 (3H, s), 4.21 (2H, q, J =6.9 Hz), 6.92 (1H,
d, J =85Hz), 7.66 (1H, dd, J = 9.1, 2.4 Hz), 8.09 (1H, d, J = 2.4 Hz).

<zbald] 31-2>

BEshE LA (20009 HTEE oA, Fae) 315 vhsbA ) P, T 110 A B EE o
SOl F8 Yo WEAA, olskel el 3128 FEsuH

% 59
o] FE 7171 dolH
D
D
0 0’\(5
~d
d TH-NMR (400 MHz, CDCls) &: 3.22 (3H, s), 6.95 (1H, d, J
=9.1 Hz), 7.69 (1H, dd, J =9.1, 2.4 Hz), B.10 (1H, d, J =
2.4 Hz).
31—-2 Br MS (ESI*): 268 [M+H]* ]

<Zhard] 32>

3-3lo| EEA|ALO]| S 2 H-EF-1-2(220mg) 2] N,N-Tlo]w & &
—%%ﬂﬂﬂ%%iigﬁmwwﬁ%@ﬂﬁL,%E%%ﬁwbké%ﬂﬁlquﬂ

o
T
o
-
°

[
A
N)
G)
g
~—
o
12
2
(@]
3

Toll A o] th&(261mg)

WHGITH. wrgolel, ek
0.500% ksl Aol 08k AL, wEsl g A S AAGL B e 0
2 ZPE T3 (2o EAL o F=4: Do) S8 Astel, A B (428m0) S FEFHAT.

H-NMR (400 MHz, CDCls) &: 0.09 (6H, s), 0.91 (9H, s), 3.04-3.12 (2H, m), 3.20-3.28 (2H, m), 4.58-4.63
(10, m). MS (ESI'): 201 [MH] .
<zbaio] 33>
HO,'
OH

Fare]] 32014 Ao 3= (428mg) 2] ElEZ S| =2 F(11m) &qo, -78TolA HEvrlavs FRgo]=
(3 md/ ¢ BIEFsto| =2 Fek 89, 0.853m)E H7bsta, of2 978t Y XA 408 wrkslct. o
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[0878]

[0879]

[0880]
[0881]

[0882]

[0883]

[0884]
[0885]

[0886]

[0887]

[0888]
[0889]

[0890]

ZIHSd 10-2021-0046649

%‘U}mﬂ* FReFol=(3 mwl/ ¢ HEZFl| =Rt o, 0.213m0)E 7Fekal, AAE] -20T= *%/\171 _—
A E&elA 1084 akelglTt. —20C°ﬂ AL dbeedl 23) ARy el HUbehaL, oMMEAL ™ E S
Fetaltt. 715l &uls ket S5 AASkaL, Aol oﬂﬁ}uﬂﬁ‘ﬂ(lomfz) &l 0TI JJrE}Ef ol dE
Ab 432 (81.0mg) & H7bstaL, O}Et wA71eE A&l 241z wnbskgih. Al wkgolel, shehE <l
AEA sk (81.0mg) = H7HEIA S 2l 16A17P aRrskgith. whgolel, E3p S rAUEF 78
Fetatt. f7159 &HE AAsket oF AAst, ks ALkl 2

°f

%E Arbetal, FREF-MEEGDRE 5
& ZLeoh 1A g0 Dol Sl AAAA, A SE (T & St

'H-NMR (400 MHz, CDCl;) &: 1.32 (3H, s), 1.71 (1H, d, J = 5.4 Hz), 1.74 (1H, s), 2.02-2.06 (2H, m),
2.48-2.55 (2, m), 3.96-4.04 (1H, m). MS (FI): 103 [M+H] .

<Zhard] 34>

OH

CL

o 3304 Lol FE(139mg) o] F3tHlga(3.4me) fMol], ALoA FF(0.215m) ¥ I3oHEF
FU(259mg) S H71Eta, of2E B9718F 0TColA 1.5A17F, Ao A] 21A17F wukslgith, wkSdle] Sujs
3t S5 AAsIL, A }%— Agzha 2 F2utEag s (il oA EL dlel=1:1)ol] o8] AAs, EA
E(283mg) S 533t

'H-NVR (400 MHz, CDCl3) &: 1.29 (3H, s), 1.72 (1H, s), 2.23-2.28 (2H, m), 2.40-2.44 (2H, m), 2.45 (3H,
s), 4.47-4.54 (1H, m), 7.34 (2H, d, J =7.9 Hz), 7.78 (2H, d, J = 7.9 Hz). MS (FI+)I 257 [M+H]ﬂ

<#are] 35>

Br

2
&

-

5-H 2 W -2-w| EA A A2 (107mg) 2] £(0.22m0) HErNol], Ao Alo]FZAMel>(35.0mg) 2 1 ml/ 4 &
AH(0.43me) & H7Fstar, of23r 97|18t Ao A TAIZE WRESFGITE. ¥R o] ES 10m HUIetA, AAHES
ool o =HTo7N, EA IFTE(129mg) S 53T

'H-NMR (400 MHz, CDCls) &: 2.27-2.70 (6H, m), 3.99 (3H, s), 4.25-4.33 (1H, m), 6.97 (1H, d, J =
Hz), 7.72 (1H, dd, J = 9.1, 2.4 Hz), 8.07 (1H, d, J = 2.4 Hz).

<#are] 36>

3]
Je S”C\ﬁ

Zrard] 21-40A dolx & (345mg) 2 22 =3l E(0.286me) 2] N N-tho] & Folulo] = (3me) &, 0
14 60% Ta3PIEF(153mg)o H7hetar, o2 97|t A2olA 2A17F wkelglth. 0°CellA, vk

s} A EE FEAS HUbstaL, ofHEAL oE® FEEQIth. 7159 &WE ket T AAS, WA
Ag7tA 7w AEvtEddu (ko EAE dld=3:Ddl o AAlste], Al 3FE(229mg) S

5ot

mlmﬁi

H-NMR (400 MHz, CDCl;) &: 1.26 (3H, t, J =7.1 Hz), 1.71 (6H, s), 2.36 (3H, d, J = 1.2 Hz), 4.21 (2H,
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[0891]

[0892]
[0893]

[0894]

[0895]

[0896]

[0897]

[0898]

[0899]
[0900]

[0901]

[0902]

[0903]

[0904]

ZIHSd 10-2021-0046649

Q. ] =7.1Hz), 7.44 (1H, s). MS (ESI'): 254 [M+H] .

<zkard 37-1>
N-N NH,
ptiay
Whg-7lol Frard] 3604 dojR 3E(141mg) S ©al, A2oA dRYoH7.0 mol/ ¢ WS £ 1m)E H
=

P?l%ﬂ}ﬁ 70Tl A 5,543, 110TCel A 3213 7ka skl J%ﬂ4~ﬁwe7”‘}? 2
AHE AR 2 aRetEa 9] (o EAR dlE)el ofs) AAlste], A 83 (55.5me) % 53kl

N

gl

'H-NVR (400 MHz, CDCl;) &: 1.74 (6H, s), 2.36 (3H, d, J = 1.2 Hz), 5.36 (1H, br s), 6.03 (1H, br s),

7.45 (1, d, J = 1.2 Hz). MS (ESI'): 225 [M+H] .

£ 60
#Hiag |ZFF 7171 dolH
HaN
N..N "H-NMR (400 MHz, CDCls) &: 1.45 (2H, q, J = 4.0 Hz),
—Q 1.85 (2H, g, J = 4.0 Hz), 2.36 (3H, s), 3.38-3.65 (1H, m),
37—-2 N= 5 5.48-5.70 (1H, m), 7.44 (1H, s).

—(: /I\EN\ =N

Frare] 37-1014 Qo] 3= (55.5mg) 2] Gt A(2.5m) &Nl 0ClA N N-Ttho]ofo] 43 &3 of glo}il
(0.210n0) R 5 kol EFO ZobAEAL(0.086500) & H7HSaL, ok2 B91715 0CAA 1A%, Aol
}\]Zl' EH}:G}ME}. ’%‘0 ] —L§1' %&Ti‘/}‘EE‘ ‘F—g—clj—% ‘517}—01.57_7 0]"‘“5/1\_]_' oﬂ%i —’?%’5‘}?\11’/} o %
SulE stst SHF AAS A, xE Agstd ZE azelEaI (koA EAL od=2:1)e] <]
AA S, TA BEE(39.8m) S FEFAT.

'H-NMR (400 MHz, CDCl3) &: 1.89 (6H, s), 2.37 (3H, d, J = 1.2 Hz), 7.49 (I1H, s). MS (ESI+)I 207

EH%—S}"E‘ (?——'_hﬂ')ﬂl (7)94 ﬂ'%“%% 0]%—5‘]1*17 7_‘%1‘5105” 38—13’/}— U}ﬂ—7}—x]94 Hg—%7 _To'_xé E_Soﬂ 7]ZH§J' ‘%}‘?j BE—E‘ O,I%
°l SAA, E 529 e 38-22 F5a10}

F* 61

oo 7= 7171 dolH

(2H, m), 2.35 (3H, d, J = 1.2 Hz), 7.42 (1H, d, J = 1.2 Hz).
MS (ESI*): 205 [M+H]*

N
N-N\)_"‘é 'H-NMR (400 MHz, CDCla) &: 1.86-1.90 (2H, m), 1.93-1.97
3g—2
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[0905]

[0906]
[0907]

[0908]

[0909]

[0910]
[0911]

[0912]

[0913]

[0914]
[0915]

[0916]

ZIHSd 10-2021-0046649

1

NG

ol
of, 0CelA 60% FASFHEF(1.49g)S H7bstar, of=2 &97]8f A2olAl 4AF wnkslglth. 0Tl A
~Tlo] H 2 R EH(0.543m) 2 60% FASPIEF(496mg)S 718k, AL 1.5A17F mukstglth. 0TolA v
o, 3 FURF FEAS Hstar, ofAEAL "R FES8. f715 s st SF AA

e dEjgba Ze a2etEd e (koA EAL old=2:1)d] 93] AAste], wAl 33HE(645mg) S
}.

d 21404 Ao FIE(3.50g) P 1,2-TholBZHEH(1.60ml)e] N, N-Ttho]w|&Eolulo] = (31ml)
<

¥ St oo I oo o
JIHHJ%NJ%H

32 rN

3
H-NMR (400 MHz, CDCls) 6: 1.29 (3H, t, J = 7.2 Hz), 1.78-1.81 (2H, m), 1.88-1.91 (2H, m), 2.35 (3H,
d, J=1.2Hz), 4.25 (2, q, J =7.2 Hz), 7.36 (1H, d, J = 1.2 Hz). MS (ESI): 252 [M+H] .

<zFaref 40>

O+“é;)°)<
<o

rﬂﬂ

of 8-8ellAl Ao FE(132mg) o] BIEZ o] =272 (3m) 7 & (1me) o] E3 &4, A2 N-HEE
N-&A ol =(76.1mg) 2 AMFE QO ~F(2.5% 2-WE-2-Z 23289 0.0881ml)S H7Fskar, AoA 19417k

Sk, w3, 0CHdA 23} BFAUYER 89 2 100 Y EFE ’“%‘ﬁ% A7velar, ol E4L
FEAT. F 1 o &wlE st FF/ AAsIAL, AME A ZE AZvEHT (A ELL o
Al #}3HE(160mg) S F5 3kt

it 2 Bl ok ob
o
fu ob

=
lo,
é{t
o
2
[«0
2
_9,
l:Ll

'H-NVR (400 MHz, CDCls) &6: 1.41 (3H, s), 2.52-2.58 (1H, m), 3.53 (1H, d, J = 14.5 Hz), 3.58-3.66 (2H,
m), 3.71 (1H, d, J = 14.5 Hz), 3.73 (1H, s), 3.99 (3H, s), 6.96 (1H, d, J = 9.0 Hz), 7.71 (1H, dd, J =
9.0, 2.6 Hz), 8.05 (1H, d, J = 2.6 Hz). MS (ESI+)5 339 [M+H]+.

<zkard 41>

Fare] 17914 ol 8HgHa(53.6mg) o] AL A(1.6m0) 8-, 0Tl
mg) & H7bshar, ofE Ee|7Ish Aol 1413 a K
eI EF #8908 drieta, dspidilon %

S A7 e ARvEa v (o EAY =1
c}.

ofN [ PN
Ju ot

=2
o,
:%
o
2
>
)
2]
2,
o
sy
il
N
(@21
©
=
&
tlo
4 K
4
ol
ol
21 (o

"H-NMR (400 MHz, CDCls) &: 1.25 (3H, s), 1.30 (3H, s), 1.80-1.89 (1H, m), 2.04-2.13 (1H, m), 2.79 (1H,
dd, J = 7.9, 4.8 Hz), 3.42-3.59 (20, m), 3.98 (3H, s), 6.95 (1, d, J = 9.0 Hz), 7.70 (1H, dd, J =
9.0, 2.6 Hz), 8.08 (11, d, J = 2.6 Hz). MS (FI): 348 [M] .
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[0917]

[0918]
[0919]

[0920]

[0921]

[0922]
[0923]

[0924]

[0925]

[0926]

ZIHSd 10-2021-0046649

Zharel 41011 A dojxl  3}3E(45.9mg) 9 HEgsto| =278 (1.3m) &,  0TdA i
H A (Eglolvdadd)olnlo]= (1.0 mol/ ¢ E|EgSto]l=2Fe &9 0.157m)E H71sta, of= 9713} 0C
oA 403+ nwtalgivt. whgdel k3 sty F&AS HUbsta, oMAEA dERE FEIGT. 17159
|ulE et S/ AASIL, e AT Z® AZefE T (oA EA od)el 95 gAlste], 1Al 3}
=(39.0mg) S F533Tt.

H-NMR (400 MHz, CDCls) &: 1.10 (1H, s), 1.14-1.19 (4H, m), 1.26 (3H, s), 1.36-1.41 (1H, m), 1.74-1.79
(1, m), 2.98-3.03 (1H, m), 3.99 (3H, s), 6.94 (1H, d, J = 9.0 Hz), 7.66 (1H, dd, J = 9.0, 2.6 Hz),
7.98 (1H, d, J = 2.6 Hz). MS (FI'): 348 [M] .

<Fard 43-1>

Zhate] 6-170A4 AoIx 3EE(50.0mg)S 2mol/ ¢ TholwE oPﬂ—EﬂEa}aolzi%% SN (1.4me)oll &3|A7]aL,

upo] A 23} FAF 8F, 150TColA 1A wRkelslY. 3¢k 8 8ulE S/ AAS &, tgolE==2de2m) ol &

A 7oL, A 7HA 2 g2vlE 2 u) (ANA oA EAL o F=84:16 WA 0:100)9] ol&] Ao =, FA 3}
& (48.3mg) S TSI,

H-NMR (400MHz, CDCly) 6: 1.22 (1H, d, J = 3.0 Hz), 1.45-1.70 (8H, m), 2.77 (6H, s). 3.14-3.26 (1H,

m), 3.79-3.88 (1H, m), 6.03 (1H, d, J = 7.0 Hz), 7.28 (11, d, J = 8.5 Hz), 7.65 (1, dd, J = 8.5, 2.4

Hz), 8.12 (1H, d, J = 2.4 Hz). MS (ESI'): 377 [M+H] .

<Zhard] 43-2 W A] 43-3>

3 AW (19F olgaA, Fud 6-15 v WH, A R AN PE =
E g A (2009 SRl istel, el 43-13 vhazbA el
W R olBo] B WHOE WIAA, olskel Fuel 43-2 WX 4338 S5,
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[0927]

[0928]

[0929]
[0930]

[0931]

[0932]

[0933]
[0934]

ZIHSd 10-2021-0046649

* 62
#ud *E 2171 9ol
OH
Do 07 1H-NMR (400 MHz, DMSO-ds) &: 1.25-1.42 (4H,
HN. & m), 1.47-1.64 (4H, m), 3.03-3.14 (1H, m), 3.57-
d I N 3.64 (1H, m), 3.99 (3H, 5), 4.33 (1H, d, J=2.7
2 Hz), 7.78 (1H, d, J = 6.7 Hz), 8.17 (1H, d, J= 2.4
Hz), 8.54 (1H, d, J = 2.4 Hz).
43—2 r MS (ESI*): 365 [M+H]"
oH
o 07 1H-NMR (400 MHz, CDCh) & 1.20-1.36 (4H, m),
HN. & 1.38 (1H, d, J = 3.8 Hz), 1.81-1.88 (2H, m), 1.89-
I N 1.97 (2H, m), 3.07-3.19 (1H, m), 3.53-3.64 (1H,
s m), 4.09 (3H, s), 4.83 (1H, d, J = 7.3 Hz), 8.29
(1H, d, J = 2.4 Hz), 8.38 (1H, d, J = 2.4 Hz).
43—3 r MS (ESI*): 365 [M+H]*

71 3432 (603mg) = 2mol/ ¢ FStFA-olehE & (4.2m0) ol EAI7IAL, Aol A 5AIZE
x3t gAY EFR FEA0mO)T E(1m)S EFE A 2
3 (o) = A F, FEFAUEFoR AxA7|a, e8Es
T AAT 5, dolgz2uvk(4mn)dl &aiA7]aL, Adertd Z2e AzvtE

],
1 (SRt OM] Ak ol d=84:16 W= 0:100)° °lsf GAsto], Al 3}z (422.7mg)& 533

H-NMR (400MHz, CDCls) &: 1.21-1.30 (1H, m), 1.49-1.68 (8H, m), 2.06-2.15 (1H, m), 3.30 (2H, d, ] =
6.1 Hz), 3.93-4.02 (4, m), 6.94 (1H, d, J = 8.8 Hz), 7.68 (1H, dd, J = 8.8, 2.4 Hz), 8.08 (1H, d, J =
2.4 Hz). NS (ESI'): 363 [M+H]'.

<Fard 45-1>

Al z==4-(t-F-Erio| e A FA ) Aol Z 2 A4 v 8hE (500mg) & Thol E = 2 W EH(6.8me) ol &3fA171aL, N, N-T}o]o}
oAz ool (0.428m), AstaetEFAEE L (409mg)S 7Fskar, A2olA 3AIRF wwkekith. NN, N'N'-
g Egtr e dditto]obdl (0.0308me)s 7FebaL, 4A1gF wwkgk 5 1541 AX AT, AxF, 2.541F Rk

F, NN NN'-HE b ol g @tholobyl (0.0308mt), Tholofo] AT 2@ Yol vl (0.285n0), ASHetEFAMEY
(175mg)& 7FakaL, 4.5A17F wukskQith, whg-ofel] &(5ml)S H7kskar, 1AI7F wuksh Sof . 23} ARy
$(5n0), B(1000)E F7hehA, obAEA D (2000 FEAGAT. F7152 Tah N (20m)E AR,
FrEFMUEFOR A F, 28ES oA AASIE. At & SulE S AAT F, velFRRR(6
ml)ell faiA7)ar, AEtA 2y FErlE 1y (SAF: oA EAL
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[0935]

[0936]

[0937]

[0938]

[0939]

[0940]
[0941]

[0942]

[0943]

[0944]
[0945]

S S5l 10-2021-0046649
A 3HgH=(806mg) & TS
H-NMR (400MHz, CDCls) & 0.00 (6H, s), 0.85 (9H, s), 1.32-1.46 (6l, m), 1.56-1.72 (31, m), 2.45 (3,

s), 3.84 (2H, d, J = 7.0 Hz), 3.89-3.94 (1H, m), 7.34 (2H, d, J = 8.2 Hz), 7.79 (2H, d, J = 8.2 Hz).
MS (ESI)): 399 [Nl

<Fard 45-2 WA 45-4>

H-gate dvkd (36)9 =S o8, Fare 45-13 wiztZA o] WY, T4 AE-1o 71AE WH EE o
Soll =3 oz dhgAIA, olete] Fard 45-2 WA 45-45 S5

x 63

Fud 7=z 2171 "ol
F.

L TH-NMR (400 MHz, CDCls) B: 2.47 (3H, s), 2.69-2.82
: (2H, m), 2.86-2.86 (2H, m), 4.70-4.77 (1H, m), 7.37
\©\ (2H, d, J = 8.3 Hz), 7.79 (2H, d, J = 8.3 Hz).

45—-2 MS (CI*): 263 [M+H]*

{j H-NMR (400 MHz, CDCls) &: 1.62-1.68 (2H, m),
o 1.76-1.90 (6H, m), 2.46 (3H, s), 3.87-3.95 (4H, m),

83 |462-4.66 (1H, m), 7.33 (2H, d, J = 8.5 H2), 7.80 (2H,
o d, J = 8.5 Hz).
45-3 MS (CI*): 140 [M-OSOzPhMe]*

0
0/

'H-NMR (400 MHz, CDCls) &: 1.33 (3/2H, s), 1.38
(3/2H, s), 2.08-2.13 (1H, m), 2.17-2.22 (1H, m), 2.45
Q (3H, s), 2.56-2.62 (1H, m), 2.71-2.76 (1H, m), 3.679

S0 (3/2H, s), 3.685 (3/2H, s), 4.85-4.93 (1H, m), 7.34

/@f o} (2H, d, J = B.2 Hz), 7.78 (2H, d, J = B.2 Hz).
45-4 MS (FI*): 288 [M}*

Q RN
_—o>\ | <,L
ek 71el hare] 3604 Pzl SteE (141mg) S WL, A2olA dEUeH7.0 ml/ ¢ "Ehe &4, 1nl)E
[e: ==
=

FF oussta, 70CAA 5,543, 10CA 3N7 At wealel $u1E et BF AAR F, 2
A e 29 AmvhEae s (hAE os)el o8 AAlste], TA BB (72.9m0) % S5,

N

'H-NMR (400 MHz, CDCls) &: 1.75 (6H, s), 2.38 (3H, s), 3.78 (3H, s), 7.46 (1H, s). MS (FI): 239 [M]'.

<Fard 47>

AL

= Y7, Fad 8704 dofH 3= (221mg) S HIEFslo| =2 F (6. 7m0l &3 I, -78TCE I
Al71a, 1 wol/ ¢ ZEAAdd ol deiato| E-HEgsto| =275 &9 (1.01m)S A3fskal, 1A% wRksgit.
0Cc= g -?F >3t dstd Ry FE&A(10me) 2 E(1m)S 7heka, ofAEAL E(10m) 2 FEEATE. §71F

= (1IomO= A 5, FFGEFeZ AN, B85S o3 AASS. 18t o &vlE
, TelZ2Z2vgk(6me)o] &allA7]aL, Hebd 29 F2efEa (8t oA EAl o €=88:12

o

i

2

ot -1>
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[0946]

[0947]

[0948]
[0949]

[0950]

[0951]

[0952]

[0953]

SISl 10-2021-0046649
WA 0:100)°l ofs) FAFo=N, A 3heh=(178mg)& 5T
H-NMR (400MHz, CDCly) 6@ 0.98-1.04 (2H, m), 1.29-1.35 (2H, m), 2.92-3.00 (1H, m), 3.9 (3H, s), 6.95

(1H, d, J = 8.8 Hz), 7.66 (1H, dd, J = 8.8, 2.7 Hz), 7.99 (1H, d, J = 2.7 Hz). MS (EST): 291 M.

<zt 48-1>

OH

w

S

Q.

el 1-44]A] @olzl 3}3HE(1.15g) 9] BlEgieto] == FaH(18me) &, 0Tl BEH st ent 1< (0.98
mol/ ¢ Tholol€elE] & 10.8m)S A7lstar, o= EL7EE Aol 1A wweith, ukgdo] E3
ARy FEAS HubstaL, oMHEA dER FEIT. §715 &WE st T/ AAs, WAE
A 7pA 72y AzntE gy (Aol EA od=4:1)0] o8] AAlste], FA 3= (601mg)S F58HAT).

a

1H—NMR (400 MHz, CDClz) &: 1.34 (6H, s), 2.01 (1H, s), 3.11 (2H, s), 7.06 (1H, t, J = 55.0 Hz), 7.44~
7.50 (20, m), 7.69 (1, d, J = 1.2 Hz).
<Frard] 48-2 WA 48-4>

A (1209 SFES o FA, Fael 4813 vhasbASl g, A AB-10 A AT P mE
@ gom WeAA, olste] Fard] 432 UlX 48-4F FEA

F 64
Fud |F= 7171 dolH
Br
i k: 'H-NMR (400 MHz, CDCla) &: 1.12 (6H, s), 1.98-2.05
0 (2H, m), 2.31-2.40 (1H, m), 2.44-2.51 (2H, m), 3.62-
3.70 (1H, m), 3.86 (3H, ), 6.68 (1H, d, J = 8.6 Hz),
7.18 (1H, d, J = 2.4 Hz), 7.22 (1H, dd, J = 8.6, 2.4
——0H Hz).
48—2 MS (FI*): 330 [M]*
HO\<
? o~ 'H-NMR (400 MHz, CDClz) &: 1.16 (6H, s), 1.26 (3H,
s s), 1.36 (1H, s), 1.75 (2H, dd, J = 14,1, 6.1 Hz), 2.89

(2H, dd, J = 14.1, 9.2 Hz), 3.66-3.74 (1H, m), 3.86
(3H, s), 6.68 (1H, d, J = 8.6 Hz), 7.04 (1H, d, J = 2.4
Hz), 7.20 (1H, dd, J = 8.6, 2.4 Hz).

48-3 MS (FI*): 344 [M]*
'H-NMR (400 MHz, CDCls) &: 1.00 (6H, ), 1.26 (3H,
s), 1.40 (1H, 8), 2.07-2.12 (2H, m), 2.32-2.37 (2H, m),
3.75-3.81 (1H, m), 3.B4 (3H, s), 6.67 (1H, d, J = 8.8
Hz), 7.14 (1H, d, J = 2.0 Hz), 7.21 (1H, dd, J = 8.8,
2.0 Hz).

48—4 Br MS (FI*): 344 [M]*
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[0955]
[0956]

[0957]

[0958]

[0959]

[0960]

[0961]

[0962]
[0963]

[0964]

[0965]

ZIHSd 10-2021-0046649

e 8-30A dojA 3EE(81.3mg)e HIEZS|=2FE(2.5m) LMo, -78ColA T EFT}o|ojol X
ofufol = (1.1 mol/ ¢ HFA-vBlEg}slo|=2HF & &9, 0.635m)S FA7lstar, o2& E9718 -78TColA 5&7F
ki), Hkg-dlof] . -78ColA oM EFZ 280l = (0.0350m0)S H71skar, 2417kl AAN HALA F F
OS5 Ao 26A12F sttt 0CellA wkg-Roll 3} Aoty F8&AS HUlsta, ofEAL Y= 5
Zelth. 77159 SulE st TR AAS, AbE Adgbd 2§ ARetEaH I (koA EAL o
=1:2) 93] AFAste, FA 3FFTE(69.0mg)S F533T.

3z
=
!
,
=

H-NMR (400MHz, CDCly) 6: 1.31 (3H, s), 2.20 (1H, d, J = 8.6 Hz), 2.39-2.44 (2H, m), 2.86-2.91 (2H,
m), 3.90 (3H, s), 4.28-4.37 (1H, m), 6.90 (1H, d, J = 8.6 Hz), 7.67 (1H, dd, J = 8.9, 2.8 Hz), 8.06
(I, d, J=2.4 Hz). NS (FI): 334 [M] .

HbA (2an) 9] BHgtEs ol &ell A, Frarel 49-13F vwiETEA el W, & AH-1el] 7 Y B

(o)}
= H
@ Pyom WA, olste] Fad 4928 S5

|

¥ 65
ERE EES EE L ]
TH-NMR (400 MHz, GDCls) 5 0.18 (2H, q, J = 5.5 Hz),
i J 0.36-0.41 (2H, m), 0.85-0.91 (1H, m), 2.24-2.29 (2H, m),

=89, 2.4 Hz), .09 (1H, d, J = 2.4 Hz).
Br | MS (ESI*): 361 [M+H]*

o 2.34 (1H, d, J = 8.2 Hz), 2.80-2.85 (2H, m), 3.89 (3H, s).
Ii@ 4.12-4.21 (1H, m), 6.88 (1H, d, J = B.9 Hz), 7.65 (1H, dd, J

49—-2

| 6-30l14 ¥oizl 5}t (500mg), WA (IUE2tE) o] B (418mg), oM EAMZF (404
mg), [1,1'-Hl=(Teldld E29 ) H 2l | 2ot (1) vol SR eto|= tolE 2 et FrkE(112mg) S 1,4-Hol%
] E]

AetolES o gald B8RS o3t AASEL, SLAEA d"GmOE ARstth B o $uE FR AAD
T, AE dolFREdREn0 e $A71a, Qb 29 A@ehEoe ) (B4 obAEAL A -=25:75 U)X
0:100)] o3 AAGOEM, A G (53m0) S FEHAE,

1H—NMR (400MHz, CDCl3) &: 1.19-1.30 (4H, m), 1.35 (12H, s), 1.78-1.93 (4H, m), 3.04-3.15 (1H, m),

3.51-3.62 (1H, m), 4.00 (3H, s), 4.73 (1H, d, J = 7.0 Hz), 7.01 (1H, d, J = 8.3 Hz), 7.97 (1H, dd, J =
8.3, 1.5 Hz), 8.36 (1H, d, J = 1.5 Hz).

<Fard) 50-2 1A 50-7>

-129 -



[0966]

[0967]

[0968]

[0969]
[0970]

[0971]

<dAe 1-1>

SIHEd

S ol g3 A, Fare] 50-17 mpRTbR| o] W
J5ke] Zhare] 50-2 WA 50-7& F53ATH.

H* 66

7171 dolg

50—2

50-3

TH-NMR (400 MHz, CDCls) &: 1.34(12H, s), 1.50-

1.73(9H, m), 3.24 (1H, br), 3.78 (1H, br), 4.00
(3H, ), 4.89 (1H,d, J = 7.3 Hz), 7.01 (1H, d, J =
/ 8.6 Hz), 7.96 (1H, dd, J = 8,0, 1.2 Hz), 8.36 (1H,
o | d, J=1.2 Hz)

H-NMR (400 MHz, CDCls) &: 1.35 (12H, s), 1.49-
1.67 (8H, m), 3.18-3.27 (1H, m), 3.79-3.86 (1H,
m), 4.13 (3H, s), 4.93 (1H, d, J = 7.6 Hz), 8.53
(1H, d, J = 1.8 Hz), 8.66 (1H, d, J = 1.8 Hz).

i | MS (ESI*): 413 [M+H]*

50—4

Ld 'H-NMR (400 MHz, CDCls) &: 1.17-1.29 (5H, m),
1.35 (12H, s), 1.79-1.94 (4H, m), 3.04-3.15 (1H,
m), 3.62-3.62 (1H, m), 4.13 (3H, s), 4.77 (1H, d, J
= 7.3 Hz), 8.54 (1H, d, J = 1.8 Hz), 8.67 (1H, d, J
/ = 1.8 Hz).

od | MS (ESI*): 413 [M+H]*

50—5

1H-NMR (400 MHz, CDCls) &: 1.23-1,
1.35 (12H, s), 1.50-1.71 (8H, m), 3.21-
i m), 3.77-3.84 (1H, m), 4.89 (1H, d, J = 7
7.52 (1H, d, J = 7.8 Hz), 7.89 (1H, dd, J =
Hz), 8.51 (1H. d, J = 1.5 Hz).

50—6

TH-NMR (400 MHz, CDCls) 8: 1.25-1.
1.35 (12H, ), 1.52-1.71 (8H, m), 3.24-
m), 3.81-3.87 (1H, rn} 466 (1H, d, J =
7.34-7.39 (1H, m), 8.01 (1H, dd, J
8.45 (1H, d, J = 17p-| ).

u
oo
1‘.‘)

50—-7

hed H-NMR (400 MHz, CDCl) 5: 1.34 (12H, s), 1.41
(BH, s), 3.53 (2H, s), 3.85 (1H, ), 4.02 (3H, s),
7.03 (1H, d, J = 7.9 Hz), 8.02 (1H, dd, J = 8.5, 1.8
Hz), 8.40 (1H, d, J = 1.2 Hz).

MS (FI*): 370 [M]*

10-2021-0046649

hT:;_%H_

vé
o2 E7Et, Hard 26-1894 Pojx 33E(50.0mg), Fare] 50-10]4 Dol EIE(76.4mg), [1,1'-H)
i(EMJﬂ%J_EiAi)Jﬂi@ ZEbg (1D Yol 2 o)e tolZFZME F7ME(12.6mg)S to|wEdZ Ao = (1.6
m)ol €3] 5, 2ml/ ¢ BRAIUEER $84(0.232m0) S 7F8ka, 7] 3, 80Tl 1AIZF nRESFI T, Al 2ol A
23} A3AEE ?%0 (5m) 2 E(Gm)E 7 5, ol EAF dE(10m) 2 FE3A . f715S X3 A9s
(1omO) = AA F, FFIMYEFoRZ AXA7, EEES o9 AASAY. 7Y 3 &s 57 AAS
<, tolEREMene)ol] 837, HAEFtA Ay AZetEH I (FAEA CdE: 1_E=98 2 WA 80:2
0ol o&) AAXNA, BA 3= (42.5m)S F5+9ch

'H-NMR (400MHz,

DMSO-ds) 6 :

0.98-1.10 (2H, m), 1.17-1.29 (2H, m),
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[0972]

[0973]

[0974]

ZIHSd 10-2021-0046649

m), 2.40 (3H, s), 2.92-3.02 (1H, m). 3.22-3.32 (10, m), 3.95 (3H, s), 4.48 (1H, d, ] = 4.3 Hz), 6.47
(11, s), 7.31 (I, d, J = 6.4 Hz), 7.37 (1H, d, J = 8.8 Hz), 7.89 (IH, dd, J = 8.8, 2.4 Hz), 8.10 (1H,
d, J =2.4Hz). MS (ESI'): 481 [M+H]

+

<AAe] 1-2 WA 1-53>

teshe Ak (33 AwbA (D)9 Sghes o8, AAldl 1-19h mRIEq e g, 3 A-2e] VAR
W OEs olsd EF M eR wAA, olste] AAld 1-2 WA 1-53% 53kl

¥ 67

A ([ FE 2171 dolg
1—2 oS, OH

(e} TH-NMR (400 MHz, DMSO-ds) 5: 1.29-1.42
Vo (4H, m), 1.48-1.58 (8H, m), 1.59-1.71 (2H, m),
Ve 2.32 (3H, s), 3.06-3.18 (1H, m), 3.56-3.63 (1H,
O m), 4.35 (1H, d, J = 3.0 Hz), 5.78 (1H, s), 7.67
v (1H, 8), 7.72-7.78 (2H, m), 7.94-8.00 (2H, m).
HO MS (ESI*): 484 [M+H]*

' s On TH-NMR (400 MHz, DMSO-de) 5: 1.31-1.44
Ha, 1T (4H, m), 1.48-1,70 (10K, m), 2.32 (3H, 5),

by 3.16-3.26 (1H, m), 3.60-3.65 (1H, m), 4.36

O 9 (1H, d, J = 2.4 Hz), 6.B0 (1H, s), 7.64-7.69

N5 (1H, m), 7.70 {(1H, s), 7.85 (1H, dd, J = B.5,

HE - 11.||a-| Hz), 7.91 (1H, d, J = 2.4 Hz), 7.99-8,05

(1H, m).
F:ﬁ MS (ESI*): 534 [M+H]*

0 H-NMR (400 MHz, DMSO-de) 5: 1.30-1,39
(13H, m), 1.49-1.58 (2H, m), 1.59-1.70 (2H,
el m), 2.31 (3H, s), 3.06-3.16 (1H, m), 3.57-3.62
O (1H, m), 4.35 (1H, d, J = 3.0 Hz), 7.55 (1H, 8),
; 7.75-7.77 (2H, m), 7.95-7.88 (2H, m).
HG MS (ESI*): 482 [M+H]*
Ne S H-NMR (400 MHz, DMS0-de) 5: 0.76-0.81
TJ—(} (2H, m), 0.95-1.01 (2H, m), 1.28-1.42 (4H, m),
1.49-1.58 (2H, m), 1.58-1.70 (2H, m), 2.05-
0 2.13 (1H, m), 2.31 (3H, s), 3.08-3.18 (1H, m),
HN-S 3.57-3.64 (1H, m), 4.35 (1H, d, J = 3.0 Hz),
< bct 7.70 (1H, d, J = 0.9 Hz}, 7.73-7.76 (2H, m),
O 7.85 (1H,t, J = 1.4 Hz), 7.98 (1H, d, J = 4.8

Hz).
MS (ESI): 468 [M+H]*

TH-NMR (400 MHz, CDCla) 5: 1.27 (1H, d, J =
2 3.0 Hz), 1.44 (6H, d, J = 6.7 Hz), 1.54-1.66
-0 (8H, m), 2.52 (3H, ), 3.26-3.36 (2H, m), 3.81
: (1H, br), 4.04 (3H, 5), 4.94 (1H, d, J = 7.3 Hz),
O 7.15 (1H, d, J = 8.5 Hz), 7.81 (1H, dd, J = 8.5,
. 2.4 Hz), 8.28 (1H, d, J = 2.4 Hz).
HG MS (ESI*): 465 [M+H]*

Non TH-NMR (400 MHz, CDCls) 6: 1.26 (1H, d, J =

3.0 Hz), 1.61-1.71 (8H, m), 1.76 (BH, s), 2.44

HN-5 (1H, s), 2.57 (3H, s), 3.26-3.33 (1H, m), 3.80-
2 D 3.84 (1H, m), 5.02 (1H, d, J = 7.3 Hz), 7.61

O (1H, d, J = 8.5 Hz), 7.87 (1H, dd, J = 8.2, 2.1
\ Hz), 8.56 (1H, d, J = 2.4 Hz).

HO MS (ESI). 485 [M+H]+
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H* 68

21721 4ol

H-NMR (400 MHz, CDCly) &: 1.15 (1H, d,
J = 6.1 Hz), 1.56-1,76 (14H, m), 2.45 (3H,
s), 3.28-3.35 (1H, m), 3.83-3.88 (1H, m), 4.
61-4.71 (5H, m), 5.05 (1H, d, J = 7.3 Hz),
7.24 (1H, s), 7.56 (1H, dd, J = 8.2, 2.1 Hz)
, 7.66 (1H, d, J = 7.9 Hz), 8.18 (1H, d, J
= 1.8 Ha).

MS (ESI*): 540 [M+H]*

TH-NMR (400 MHz, DMSO-ds) b: 1.25-1.43
(10H, m), 1.48-1.58 (2H, m), 1.58-1.70 {2H,
m), 2.46 (3H, s), 3.02-3.13 (1H, m), 3.37-3.46
(1H, m), 3.56-3.62 (1H, m), 4.34 (1H, d, J =
2.4 Hz), 7.79 (1H, d, J = 8.5 Hz), 7.93 {1H, dd,
J = 8.5, 1.8 Hz), 7.96 (1H, d, J = 6.1 Hz), 8.42
(1H, d, J = 1.8 Hz).

MS (ESI*): 469 [M+H]*

1—10

1—11

H-NMR (400 MHz, DMSO-ds) 5: 1.33-1.47
(13H, m), 1.50-1.70 (4H, m), 2.38 (3H, s),
3.21-3.30 (1H, m), 3.59-3.65 (1H, m), 4.37
(1H, d, J = 2.7 Hz), 7.86 (1H, s), 7.93 (1H, dd,
J = 8.2, 1.8 Hz), B.01 (1H, d, J = 1.8 Hz), 8.15
(1H, d, J = 8.2 Hz), B.24 (1H, 8).
MS (ESI*): 473 [M+H]

TH-NMR (400 MHz, CDCls) 8: 1.61-1.73 (8H,
m), 2.45 (3H, ), 3.28-3.33 (1H, m), 3.85-3.90
(1H, m), 5.03 (1H, d, J = 6.7 Hz), 7.55 (1H, dd,
J = 8.2, 2.1 Hz), 7.66-7.69 (2H, m), 8.17 (1H,
d, J = 2.4 Hz).

MS (ESI*): §92 [M+H]"

TH-NMR (400 MHz, CDCls) 8; 1.28 (1H, d, J =
3.6 Hz), 1.51-1.67 (8H, m), 2.41 (3H, s), 3.30
(1H, br), 3.69 (3H, s), 3.84 (1H, br), 4.07 (3H,
s), 4.94 (1H, d, J = 7.3 Hz), 7.20 (1H, d, J =
8.5 Hz), 7.52 (1H, ), 7.57 (1H, dd, J=B.5, 2.4
Hz), 7.99 (1H, d, J = 2.4 Hz).

MS (ESI*); 802 [M+H]*

TH-NMR (400 MHz, DMSO-da) 5: 1.28-1.41

N,
(13H, m), 1.48-1.88 (¢H, m), 2.25 (3H, s),
T 3.10-3.20 (1H, m), 3.58-3.64 (1H, m), 4.06
£ (3H, s), 4.34 (1H, d, J = 3.0 Hz), 7.55 (1H, s),
O 7.70 (1H, q, J = 7.1 Hz), 8.07 (1H, d, J = 2.4
\ Hz), 8.56 {(1H, d, J = 2.4 Hz).
HO MS (ESI*): 478 [M+H]*
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H* 69

Hiof |FZ 7171 ol

1—14 NS oH

1H-NMR (400 MHz, CDCls) &: 1.20 (1H, br),
1.66-1.85 (8H, m), 1.75 (6H, s), 2.53 (3H,
s). 2.58 (1H, s), 3.28 (1H, br), 3.81 (1H, br
), 4.05 (3H, s5), 485 (1H, d, J = 7.3 Hz), 7
A5 (1H, d, J = 8.5 Hz), 7.87 (1H, dd, J =
8.5, 2.4 Hz), 8.31 (1H, d, J = 2.4 Hz),

MS (ESI*); 481 [M+H]*

1—=18

1H-NMR (400 MHz, CDCls) &: 1.11-1.28 (5H,
m), 1.54-1.66 (8H, m), 2.23-2.30 (1H, m), 2.50
(3H, s), 3.28 (1H, br), 3.82 (1H, br), 4.04 (3H,
s), 4.94 (1H, d, J = 7.3 Hz), 7.14 (1H, d, J =
9.1 Hz), 7.88 (1H, dd, J = B.5, 2.4 Hz), 8.26
(1H, d, J = 2.4 Hz).

MS (ESI*): 483 [M+H]*

1—18

H-NMR (400 MHz, CDCls) 5: 1.12-1.28 (5H,
m), 1.53-1.69 (8H, m), 2.23-2.29 (1H, m), 2.51
(3H, s), 3.28 (1H, br), 3.84 (1H, br), 4.17 (3H,
s), 4.98 (1H, d, J = 7.3 Hz); 8,55 (1H, d, J =
1.8 Hz), B.67 (1H, d, J = 2.4 Hz).

MS (ESI*): 464 [M+H]*

1=17
TH-NMR (400 MHz, DMSO-ds) 5: 1.27-1.42
(4H, m), 1.51-1.69 (10H, m), 2.46 (3H, s),
3.11-3.22 (1H, m), 3.50-3.85 {1H, m), 4.35
(1H, d, J = 2.7 Hz), B.52 (1H, 8), 7.68-7.73
{1H, m), 7.88 (1H, br 8), 8.05 (1H, dd, J = 8.6,
2.4 Hz), 8.32 (1H, d, J = 2.4 Hz).

MS (ESI*): 535 [M+H]*

1—18

1H-NMR (400 MHz, CDCls) 5: 1.27 (1H, d, J =
3.6 Hz), 1.55-1.68 (8H, m), 1.93 (6H, 8), 2.55
(3H, s), 3.31 (1H, br), 3.85 (1H, br), 4.18 (3H,
s), 4.98 (1H, d, J = 7.3 Hz), B.55 (1H, d, J =
2.4 Hz), 8.68 (1H, d, J = 2.4 Hz).

MS (ESI*): 491 [M+H]*

1—18
1H-NMR (400 MHz, DMSO-ds) 6: 1.31-1,46
(4H, m), 1.48-1.50 (8H, m), 1.69-1.72 (2H, m),
2.38 (3H, s), 3.15-3.23 (1H, m), 3.57-3.85 (1H,
m), 4.36 (1H, d, J = 3.0 Hz), 5.82 (1H, ), 7.76
(1H, s), 7.91 (1H, d. J = B.2 Hz), 8.04 (1H, d, J
= 8.5 Hz), 8.07 (1H, d, J = 6.1 Hz), B.13 (1H,
d, J = 1.5 Hz).

MS (ESI*): 518 [M+H]*

[0976]
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a0

1—20

71721 o1y

TH-NMR (400 MHz, CDCla) &: 1.25-1.27 (1H
, br m), 1.54-1.66 (BH, m), 1.93 (6H, s), 2.
54 (3H, 8), 3.29 (1H, br), 3.82 (1H, br), 4.0
5 (3H, 8), 494 (1H, d, J = 7.8 Hz), 7.17 (1
H, d, J = 8.1 Hz), 7.88 (1H, dd, J = 8.5, 2
4 Hz), 829 (1H, d, J = 24 Hz)

MS (ESIY): 488 [M-HI

l
|
S

1-21

1H-NMR (400 MHz, DMSO-dg) 5: 1.28-1.38
(4H, m), 1.50-1.67 (10H, m), 2.42 (3H, s),
3.07-3.16 (1H, m), 3.57-3.63 (1H, m), 4.06
(3H, 8), 4.33 (1H, d, J = 2.7 Hz), 6,49 (1H, s),
771 (1H, d, J = 6.4 Hz), 8.43 (1H, d, J= 2.4
Hz), 8.70 (1H, d, J = 2.4 Hz).

MS (ESI*): 482 [M+H]*

1—22

1H-NMR (400 MHz, CDCls) 8: 1.25-1.29 (4H,
m), 1.55-1,65 (8H, m), 1.75 (6H, 8), 2.53 (3H,
s), 3.28 (1H, br), 3.82 (1H, br), 4.05 (3H, s),
423 (2H, g, J= 7.1 Hz), 4.93 (1H, d, 1 = 7.3
Hz), 7.14 (1H, d, J = 9.1 Hz), 7.89 (1H, dd, J =
9.1, 2.4 Hz), 8.32 (1H, d, J = 2.4 Hz).

MS (ESI*): 537 [M+H]*

1—-23

'H-NMR (400 MHz, CDCls) 5: 1.26 (1H, br),
1.55-1.88 (8H, m), 1.75 (BH, s), 2.54 (3H, 8),
3,30 (1H, br), 3.77 (3H, s), 3.85 (1H, br), 4.17
(3H, 8), 4.97 (1H, d, J = 7.3 Hz), 8.58 (1H. d, J
=2.4 Hz), 8.68 (1H, d, J = 2.4 Hz).

MS (ESI*): 524 [M+H]*

1T—24

1—25

Ho

TH-NMR (400 MHz, DMSO-ds) &, 1.00-1.13
(2H, m), 1.18-1.32 (2H, m), 1.56-1.65 (8H, m),
1.68-1.77 (2H, m), 2.43 (3H, s), 2.899-3.11 (1H,
m), 3.22-3.36 (1H, m), 4.05 (3H, s), 4.51 (1H,
d, J = 4.2 Hz}, 6.50 (1H, s), 7.70 (1H, br s),
8.44 (1H,d, J=24 Hz),B7D (1H,d, J=24
Hz).

MS (ES|*): 482 [M+H]*

1H-NMR (400 MHz, DMSO-ds) &: 1.00-1.12
(2H, m), 1.22-1.34 (2H, m), 1.58-1,66 (8H, m),
1.68-1.75 (2H, m), 2.52 (3H, s), 3.03-3.12 (1H,
m), 3.23-3.31 (1H, m), 4.51 {1H, d, J = 4.2
Hz), 8.56 (1H, 8}, 7.92 (1H, s), 8.08 (1H, d, J =
8.2 Hz), 8.10-8.14 (1H, m), 8.57 (1H, d, J =
1,5 Hz).

MS (ESI*): 619 [M+H]*
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HF 71

7171 dolH

1-26

H-NMR (400 MHz, DMSO-ds) & 1.27-1.41 (
4H, m), 1.49-1.58 (2H, m), 1.58-1.70 (8H,
m), 2.52 (3H, s), 3.09-3.18 (1H, m), 3.57-3,
83 (1H, m), 4.34 (1H, d, J = 3.0 Hz), B.55
(1H, s), 7.98 (1H, d, J = 6.7 Hz), 8.08 (1H,
d, J = 8.5 Hz), 8.13 (1H, dd, J = 85, 1.5
Hz), 8.55 (1H, d, J = 1.5 Hz).

MS (ESI*): 519 [M+H]*

1—27

1H-NMR (400 MHz, DMSO-ds) &: 1.33-1.55
(14H, m), 1.80-1.89 (1H, m), 2.27 (3H, s), 3.37
(2H, d, J = B.4 Hz), 3.62-3.68 (1H, m), 4.01
(3H, s), 4.33 (1H, d, J = 3.1 Hz), 5.76 (1H, s),
7.45 (1H, d, J = 8.5 Hz), 7.53 (1H, 5), 7.77
(1H, d, J = 2.2 Hz), 7.83 (1H, dd, J = 8.5, 2.2

Hz).
MS (ESI*): 478 [M+H]"

1—28

'H-NMR (400 MHz, DMSO-ds) 5: 0.98-1.10
(2H, m), 1.17-1.28'(2H, m), 1.54-1 64( H, m),
1.67-1.75 (2H, m), 2.41 (3H, 8), 2, 1H,
m), 3.23 (3H, s), 3.24-3.31 (1H, m

s), 4.48 (1H, d, J = 4.2 Hz), 732(
7.3 Hz), 7.37 (1H, d, J = 8.8 Hz),
J=8.5,24 Hz), 8.13 (1H, d, J =
MS (ESI*): 495 [M+H]*

N’-a

1—29

TH-NMR (400 MHz, DMSO-ds) &: 1.00-1.12
(2H, m), 1.22-1.36 (2H, m), 1.59-1.67 (BH, m),
1.88-1.76 (2H, m), 2.53 (3H, s), 3.03-3.13 (1H,
m), 3.23-3.32 (4H, m), 4.51 (1H, d, J= 4.2
Hz), 7.92 (1H, ), 8.09 (1H, d, J = 8.2 Hz),
8.12-8.17 (1H, m), B.58 (1H, d, J = 1.5 Hz).
MS (ESI*): 533 [M+H]*

1H-NMR (400 MHz, DMSO-dg) 8: 1.01-1.17
(4H, m), 1.22-1.36 (4H, m), 1.61-1.77 (4H, m),
2.47-2.56 (4H, m), 3.03-3.14 (1H, m), 3.23-
3.35 (1H, m), 4.51 (1H, d, J = 4.2 Hz), 7.95
(1H, d. J = 6.4 Hz), 8.07 (1H, d. J = 8.5 Hz),
8.08-8.13 (1H, m), B.54 (1K, d, J = 1.2 Hz).
MS (ESI"): 501 [M+H]*

H-NMR (400 MHz, CDCls) &: 1.26 (1H, brs),
1.53-1.66 (12H, m), 2.53 (3H, s), 3.25-3.31
(1H, m}, 3.79-3.84 (1H, m), 4.05 (3H, s), 4.93
(1H,d, y =7.9 Hz), 7.18 (1H, d, J = 8.5 Hz),
7.86 (1H, dd, J = 8.5, 2.4 Hz), 8.27 (1H, d, J =

2.4 Hz).
MS (ESI*): 631 [M+H]*
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1—-32

H-NMR (400 MHz, DMSO-de) &: 0.99-1.11 (
2H, m), 1.21-1.33 (2H, m), 1.48 (3H, s), 1.
§7-1.65 (2H, m), 1.67-1.76 (2H, m), 2.53 (3
H, s), 3.03-3.13 (1H, m), 3.22-3.31 (1H, m),
4.50 (1H, d, J = 4.2 Hz), 7.87 (1H, §), 8.0
8 (1H, d, J = B.5 Hz), 8.11-8.16 (1H, m), 8
83 (1H, d, J = 1.5 Hz).

MS (ESI*): 517 [M+H]*

1-33

1-34

H-NMR (400 MHz, DMSO-ds) 5: 1.13 (6H, s),
1.61 (6H, ), 2.52 (3H, s), 3.29 (2H, s), 4.91
(1H, brs), 6.55 {1H, br s), 7.45 (1H, s), 8.06
(1H, d, J = 8.5 Hz), 8.09-8.13 (1H, m), 8.66
(1H, d, J = 1.5 Hz).

MS (ESI*): 483 [M+H]'

'H-NMR (400 MHz, DMSO-ds) &: 1.32-1.52
(8H, m), 1.58 (6H, ), 1.75-1.87 (1H, m), 2.41
(3H, s), 3.36 (2H, d, J = 6.4 Hz), 3.61-3.66
(1H, m), 4.01 (3H, ), 4.32 (1H, d, J = 3.3 Hz),
6.47 (1H, ), 7.46 (1H, d, J = 8.6 Hz), 7.99
ﬂl-)i dd, J=8.8, 2.4 Hz), 8.16 (1H, d, J = 2.4
Z).
MS (ESI*): 480 [M+H]*

1—35

1H-NMR (400 MHz, CDCl3) &: 1.11-1.28 (10H,
m), 2.21-2.27 (2H, m), 2.49 (3H, s), 3.49 (2H,
d, J = 6.1 Hz), 4.05 (3H, s), 5.15 (1H, 5), 7.14
(1H, d, J = 8.5 Hz), 7.86 (1H, dd, J = 8.5, 2.1

Hz), 8.27 (1H, d, J = 2.1 Hz).

MS (ESI*): 437 [M+H]+

1—36

H-NMR (400 MHz, CDCls) & 1.15 (BH, s),

1.74 (6H, s), 2.34 (1H, 5), 2.52 (3H, s), 2.59

(1H, ), 3.50 (2H, d, J = 6.7 Hz), 4.06 (3H, 8),

5.13 (1H, s), 7.15 (1H, d, J = 8.5 Hz), 7.84

E:H, dd, J=B.5, 2.4 Hz), 8,33 (1H, d, J = 2.4
z).

MS (ESI*): 455 [M+H]"

1-=37

TH-NMR (400 MHz, DMSO-ds) &; 1.02-1.12
(4H, m), 1.58 (BH, s), 2.41 (3H, s), 3.03-3.12
(1H, m), 4.02 (3H, s), 6.46 (1H, 8}, 7.48 (1H,
d, J = 8.7 Hz), 7.98 (1H, dd, J = 8.7, 2.2 Hz),
8.08 (1H, d, J = 2.2 Hz).

MS (ESI*): 408 [M+H]*
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1—38

'H-NMR (400 MHz, DMSO-ds) 5: 1.24 (6H,

s). 1.58 (BH, s), 2.41 (3H, s), 3.58 (2H, s),
4.01 (3H, s), 4.80 (1H, s), 6.47 (1H, s), 7.4
4 (1H, d, J = 9.0 Hz), 7.97 (1H, dd, J = 9.
0, 2.3 Hz), 8.16 (1H, d. J = 2.3 Hz).

MS (ESI*): 440 [M+H]*

1—39

"H-NMR (400 MHz, CDCh) &: 1.15 (6H, s),
1.94-1,98 (4H, m), 2.24 (1H, 1, J = 6.4 Hz),
2.51 (3H, s), 3.48 (2H, d, J = 6.1 Hz), 4.06
(3H, s), 5.16 (1H, s), 7.15 (1H, d, J = 6.7 Hz),
7.78 (1H, dd, J = 8.7, 2.3 Hz), 8.26 (1H, d, J =
2.3 Hz).

MS (ESI+): 462 [M+H]*

1—40

1-41

1-42

2

TH-NMR (400 MHz, DMSO0-ds) 5: 1.02-1.09
(4H, m), 1.89 (2H, dd, J = 8.5, 5.1 Hz), 2 12
(2H, dd, J = 8.5, 5.1 Hz), 2.41 (3H, s), 3.03-
3.12 (1H, m), 4.02 (3H, s), 7.48 (1H, d, J = 8.7
Hz), 7.97 (1H, dd, J = B.7, 2.4 Hz), 8.03 {1H,
d, J =2.4Hz).

MS (ESI*): 415 [M+H]*

1H-NMR (400 MHz, DMSO-ds) &: 1.54 (6H, s),
1.58 (BH, s), 2.42 [3H, &), 3.82 (3H, s}, 3.91
(3H, s), 6.48 (1H, §), 7.44 (1H, d, J = 8.9 Hz),
8.02 (1H, dd, J= 8.9, 2.4 Hz), 8.10 (1H, d, J =
2.4 Hz).

| MS (ESI*): 468 [M+H]*

TH-NMR (400 MHz, DMS0-ds) 8: 1.26 (6H, 8),
1.51 (6H, s), 2.28 (3H, 5), 3.56 (2H, 5, 4.01
(3H, s), 4.80 (1H, s), 5.75 (1H, s), 7.42 (1H, 4,
J =8.5Hz), 7.52 (1H, 8), 7.77 (1H.d, J = 2.4
Hz), 7.80 (1H, dd, J = 8.5, 2.4 Hz).

MS (ESI*): 430 [M+H]*

1-43

1H-NMR (400 MHz, CDCls) 5: 1.32 (1H, d, J =
3.6 Hz), 1.56-1.63 (14H, m), 2.38 (3H, s), 3.19
(3H, s), 3.30 (1H, br), 3.83 (1H, br), 4.06 (3H,
s), 4.85 (1H, d, J = 7.3 Hz), 7.16 (2H, 1, J = 4.2
Hz), 7.58 (1H, dd, J = B.5, 2.4 Hz), 7.98 (1H,
d, J = 1.8 Hz).

MS (ESI*): 494 [M+H]*
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1H-NMR (400 MHz, CDCls) & 1.31 (1H, d,
J = 3.7 Hz), 1.53-1.67 (BH, m), 1.82-2.05 (
8H, m), 2.39 (3H, s), 3.29 (1H, br), 3.83 (1
H, br), 4.05 (3H, s), 4.95 (1H, d, J = 7.3 H
z), 716 (1H, d, J = 8.6 Hz), 7.30 (1H, s),
7.57 (1H, dd, J = 8.6, 2.4 Hz), 7.88 (1H, d,
J = 2.4 Hz).

MS (ESI*): 508 [M+H]*

1—456

'H-NMR {400 MHz, CDCls) & 1.30 (1H, d, J =
3.7 Hz), 1.51-1.64 (8H, m), 1.75-1.90 (6H, m),
2.10-2.20 (2H, m), 2.40 (3H, s), 3.14 (3H, 5),
3.30 (1H, br), 3.83 (1H, br), 4.06 (3H, s), 4.95
(1H, d, J = 7.3 Hz), 7.16 (1H, d, J = 8.6 Hz),
7.20 (1H, 5), 7.58 (1H, dd, J = 8.6, 2.4 Hz),
7.89 (1H, d, J = 2.4 Hz).

MS (ESI*): 520 [M+H]

1—486

TH-NMR (400 MHz, CDCls) &: 1.31 (1H, d, J =
3.7 Hz), 1.33 (BH, d, J = 6.7 Hz), 1.52-1.67
(8H, m), 2.38 (3H, s), 3.04-3.10 (1H, m), 3.20
(1H, br), 3.83 (1H, br), 4.05 (3H, s), 4.95 (1H,
d,J=7.3Hz), 7.09 (1H, d, J = 1.2 Hz), 7.15
(1H, d, J = B.8 Hz), 7.57 (1H, dd, J = 8.3, 2.1
Hz), 7.99 (1H, d, J = 2.4 Hz).

MS (ESI*): 464 [M+H]*

1—47

"H-NMR (400 MHz, CDCls) &: 1.01 (2H, dd, J =
7.6, 6.8 Hz), 1.23 (2H, dd, J = 7.3, 6.4 Hz),
1.29 (1H, d, J = 3.0 Hz), 1.52-1.66 (8H, m),
2.40 (3H, s), 3.29-3.33 (4H, m), 3.84 (1H, bn),
4.06 (3H, s), 4.95 (1H, d, J = 7.3 Hz), 7.16
(1H, d, J = 8.5 Hz), 7.23 (1H, s), 7.57 (1H, dd,
J=B8.5, 2.4 Hz), 7.88 (1H, d, J = 2.4 Hz).

MS (ESI*): 492 [M+H]*

1—48

H-NMR (400 MHz, CDChy) 8. 0.72-0.77 (2H,
m), 0.87-1.02 (2H, m), 1.33 (1H, d, J = 3.6
Hz), 1.54-1.66 (8H, m), 1.93-2.00 (1H, m),
2.38 (3H, s), 3.29 (1H, br), 3.83 (1H, br), 4.06
(3H, 8), 4.96 (1H, d, J = 7.3 Hz), 7.13 (1H. d, J
=1.2 Hz), 7.15 (1H, d, J = 8.5 Hz), 7.56 (1H,
dd, J = 8.5, 2.4 Hz), 7.97 (1H, d, J = 2.4 Hz),
MS (ESI*). 462 [M+H]*
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1—a9 "*T’}——

TH-NMR (400 MHz, CDCls) &: 1.30 (1H, d,

J = 3.1 Hz), 1.37 (9H, s), 1.53-1.67 (8H, m
), 2.38 (3H, s), 3.28 {1H, br), 3.83 (1H, br),
4.06 (3H, s), 4.94 (1H, d, J = 7.8 H2), 7.0
4 (1H, s), 7.16 (1H, d, J = 8.8 Hz), 7.58 (1
H, dd, J = 8.6, 2.4 Hz), 7.99 (1H, d, J = 2

A4 Hz).
MS (ESI*): 478 [M+H]*

1-50 ‘T'J)—;—d’

TH-NMR (400 MHz, DMSO-ds) &: 1.51 (6H, s),

0 2.18 (3H, s), 3.08 (3H, s), 3.95 (3H, s), 7.03-
& "NH 7.07 (2H, m), 7.11-7.15 (2H, m), 7.32 (1H, d, J
= 8.5 Hz), 7.561 (1H, s), 7.70 (1H, d, J = 2.4
Hz), 7.73 (1H, dd, J = 8.5, 2.4 Hz), 10.14 (1H,
brs). |
E MS (ESI*): 490 [M+H]* |
1—561 B,
d—
N\ TH-NMR (400 MHz, DMSO-de) 5: 2.18 (3H, s),
—0 gy 3.33 (3H, s), 3.94 (3H, s), 7.04-7.08 (2H, m),
7.11-7.15 (2H, m), 7.31 (1H, d, J = 8.5 Hz),
7.41 (1H, d, J = 1.8 Hz), 7.67-7.68 (2H, m),
10.13 (1H, s).
F MS (ESI*): 432 [M+H]*
1-52 | N >
o
TH-NMR (400 MHz, DMSQ-ds) &: 2.21 (3H, 8),
—0 N 3,94 (3H, s), 7.04-7.08 (2H, m), 7.12-7.15 (2H,

m), 7.27 (1H, d, J = 4.2 Hz), 7.32 (1H, d, J =
8.5 Hz), 7.84 (1H, d, J = 4.2 Hz), 7.69-7.72
(2H, m), 10.14 (1H, s).

MS (ESI): 418 [MeH]*

1-53
N -5
\ N..N’

"H-NMR (400 MHz, DMSO-de) 5: 0.34-0.41
(2H, m), 0.46-0.62 (6H, m), 1.24 (6H, s), 1.25-
1.37 (2H, m), 2.43 (3H, s), 3.56 (2H, s), 4.01
(3H, s), 4.81 (1H, s), 6.01 (1H, s), 7.44 (1H, d,
J = 8.8 Hz), 7.97 (1H, dd, J = 8.8, 2.4 Hz),
825 (1H, d, J = 2.4 Hz).

MS (ESI*): 492 [M+H]*

<Zkard) 51-1 WA] 51-3>

oots duky (9] skt deshs
A A-20 ZIARE Y E= ol el =% Y s

WA (3)9] BEEE ol galA, AAdl 1-13} vhRsbA ) P,
o 2

, o3t #Hare] 51-1 WA 51-3
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[0989]

[0990]
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51—1 & TH-NMR (400 MHz, CDCla) 6: 1.34 (1H, d,
0 J = 3.6 Hz), 1.39 (3H, t, J = 7.3 Hz), 1.53-
_',1 1.67 (BH, m), 2.42 (3H, s), 3.31 (1H, br),
b 7 3.84 (1H, br), 4.07 (3H, s), 4.39 (2H, q, J =
7.3 Hz), 4.97 (1H, d, J = 7.3 Hz), 7.18 (1H,
9 “on | d, J = 8.5Hz), 7.59 (1H, dd, J= 8.5, 2.4
d ,L Hz), 7.99 (1H, d, J = 2.4 Hz), 8.08 (1H, s).
/! MS (FD*): 483 [M]*

51—-2

"H-NMR (400 MHz, CDCI3) &: 0.47-0.52
(2H, m), 0.59-0.69 (6H, m), 1.33-1.40 (2H,
m), 1.68 (6H, s), 2.40 (1H, s), 2.52 (3H, ),

" 3.71(3H, s), 3.96 (3H, 5), 7.15 (1H, d, J =
8.6 Hz), 7.91 (1H, dd, J = 8. B, 2.4 Hz),

=0 g'd 8.32 (1H, d, J = 2.4 Hz).
MS (ESI*): 520 [M+H]"

51—3

N\_ N7

(2H, m), 0.46-0.62 (6H, m), 1.30-1.38 (2H,
m), 1.57 (6H, s), 2.48 (3H, s), 3.62 (3H, s),

F 3.93 (3H, d, J = 1.8 Hz), 6.05 (1H, 5), 8.01
4 5 5 (1H, dd, J = 12.7, 2.4 Hz), 8.07-8.09 (1H,
o

mj).
MS (ESI*): 538 [M+H]*

'H-NMR (400 MHz, DMSO-ds) &: 0.34-0.41

<Al 2-1>

HG

e 6-384 ol 3= (79.6mg), FAtHETio] ~vbA(107mg), B BHIEZI| A (Egtoldld2AA) Bty
(0)(25.2mg) & 1,4-t}o]LAk(2ml) o] FEA 7|3, o222 2978}, 719 3F slo 2417 mukslgit). wkgone.
Agto|EE o] &allA oFstar, ofFHqe] &ujE st S/ AASITH. AALE 1,4-tho] Ak (1me) ol -3 Al
7131, #kare] 26-18914 Lozl SH3HE(56.4mg), HEZI|~(Edgo|ddx~3)285(0)(25.2mg) 2 8253}
FE(1)(8.3mg) & 7FstaL, ol=+ #9718k, 7FE &7 dbell 3.5417F uwtalgint. whg-e] §mjE zhstel FR
AAG 5 A A7t 2y ZA2efE 3] (oA EAE A diwerE=20: Dol o8l AAAA, A SE

(40.2mg)= F=3k3ATt.

'H-NMR (400 MHz, CDCly) &: 1.27-1.30 (1H, m), 1.58-1.67 (8H, m), 1.80 (6H, s), 2.56 (1H, s), 2.74 (3H,
s), 3.29-3.36 (1H, m), 3.82-3.87 (1H, m), 4.14 (3H, s), 4.94 (1H, d, J = 7.9 Hz), 8.56 (1H, s), 8.70
(1H, s). MS (ESI'): 482 [MH] .

<AAld 2-2 A 2-98>
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2—2

TH-NMR (400 MHz, DMSO-ds) 5: 1.29-1.40 (4H,
m), 1.43-1.54 (BH, m), 1.66-1.76 (2H, m), 2.27
(3H, s), 3.06-3.13 (1H, m), 3.15 (3H, s), 3.18-
3.22 (1H, m), 3.96 (3H, s), 6.75 (1H, ), 7.35
(1H, d, J = 8.5 Hz), 7.39 (1H, d, J = 7.3 Hz),
7.52 (1H, s), 7.71 (1H, dd, J = 8.5, 2.4 Hz), 7.74
(1H, d, J = 2.4 Hz),

'MS (ESI*): 494 [M+H]*

H-NMR (400 MHz, DMSO-ds) &: 1.28-1.44

| (13H, m), 1.50-1.70 (4H, m), 2.29 (3H, s}, 3.10-
3.18 {(1H, m), 3.58-3.64 (1H, m), 4.03 (3H, d, J
= 2.1 Hz), 4.34 (1H, d, J = 3.0 Hz), 7.54-7.56
(1H, m), 7.56 (1H, 5), 7.67 (1H, d, J = 6.7 Hz),
7.75 (1H, dd, J = 12.3, 2.3 Hz).

MS (ESI*): 496 [M+H]*

TH-NMR (400 MHz, DMSOQ-ds) 5:
1,51 (6H, s), 2.27 (3H, 5), 3.19 (
Hz), 3.87 (3H, 8), 4.92 (1H, 1, J = 5.
(1H, 5), 6.74 (1H, 5), 7.36 (1H, d,
7.50 (1H, s), 7.72 (1H, dd, J = 8.7,
(1H, d, J = 2.3 Hz).

MS (ESI*): 454 [M+H]*

TH-NMR (400 MHz, DMSO-ds) &: 1.27-1.38 (4H,
m), 1.45-1.84 {(10H, m), 2.29 (3H, 8), 2.76 (6H,
s), 2.96-3.05 (1H, m}, 3.54-3.80 (1H, m), 4.34
(1H, d, J = 3.0 Hz), 5.77 (1H, s), 7.13 (1H, d, J
= 6.7 Hz), 7.59-7.63 (2H, m), 7.72 (1H, dd, J =
8.3, 2.4 Hz), 7.84 (1H, d, J = 2.4 Hz).

MS (ESI*): 493 [M+H]*

TH-NMR (400 MHz, DMSO-dz) 8: 1.02-1.15 (2H,
m), 1.22-1,34 (2H, m), 1.57-1.78 (10H, m), 2.63
(3H, s), 3.09-3.18 (1H, m), 3.23-3.36 (1H, m),
452 (1H, d, J = 4.2 Hz), B.57 (1H, s), 8.11 (1H,
dd, J =B.2, 1.7 Hz), 8.18 (1H, d, J = 8.2 Hz),
B.48 (1H, d, J = 1.7 Hz).

MS (ESI*): 476 [M+H]*

TH-NMR (400 MHz, DMSO-de) &: 1.01-1.12 (2H,
m), 1.21-1.33 (2H, m), 1.57-1.67 (8H, m), 1.68-
1.78 (2H, m), 2.47 (3H, ), 3.05-3.14 (1H, m),
3,23-3.35 (1H, m), 4.52 (1H, d, J = 4.2 Hz), 6.52
(1H, s), 7.68-7.73 (1H, m), 7.85 (1H, br s), 8.05
(1H, dd, J = 8.8, 2.4 Hz), B.33 (1H, d, J = 2.4

Hz}.
MS (ESI*): 535 [M+H]*
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1H-NMR (400 MHz, DMSO-ds) B: 1.00-1.12 (2
H, m), 1.20-1.32 (2H, m), 1.60 (6H, s), 1.61-
| 1.69 (2H, m), 1.69-1.76 (2H, m), 2.44 (3H, s)
, 2.98-3.08 (1H, m), 3.23-3.35 (1H, m), 4.02
(3H, d, J = 2.1 Hz), 4.50 (1H, d, J = 4.2 Hz
), 6.51 (1H, s), 7.61-7.66 (1H, m), 7.84 (1H,
dd, J = 12.9, 2.3 Hz), 7.96-7.98 (1H, m).

MS (ESI*): 499 [M+H]*

TH-NMR (400 MHz, DMSO-dg) 5: 1.08-1.21 (2H,
m), 1.36-1.45 (2H, m), 1.50-1.85 (8H, m), 1.76-
1.85 (2H, m), 2.53 (3H, §), 2.81 (3H, &), 3.24-
3.35 (1H, m), 3.62-3.73 (1H, m), 4.57 (1H, d, J
= 4.5 Hz), 6.58 (1H, s), 8.10-8.16 (2H, m), B.53-
8.55 (1H, m).

MS (ESI*): 533 [M+H]*

2—10

]
H-NMR (400 MHz, DMSO-ds) 3: 1.45-1.53 (6H,
m), 1.63 (6H, s), 1.75-1.84 (6H, m), 2.52 (3H,
s), 4.30 (1H, s), 8.57 (1H, s), 7.82 (1H, s), 8.05
(1H, d, J = 8.2 Hz), 8.08-8.12 (1H, m), 8.61 (1H,
d, J=15Hz).
MS (ESI*): 545 [M+H]*

2-11

"H-NMR (400 MHz, DMSO-de) &: 1.01-1.15 (2H,
m), 1.25-1.38 (2H, m), 1.63 (8H, &), 1.65-1.77
(4H, m), 2.57 (3H, s), 3.07-3.17 (1H, m), 3.25-
3.39 (1H, m), 4.52 (1H, d, J = 4.2 Hz), 6.59 (1H,
s), 8.25-8,28 (1H, m), 8.87 (1H, d, J = 1.8 Hz),
9.25 (1H, d, J = 1.B Hz).

MS (ESI*): 520 [M+H]*

H-NMR (400 MHz, DMSO-de) &: 1.59 (6H, s),
2.42 (3H, s), 3.58 (2H, t, J = 5.8 Hz), 3.69 (2H,
q, J = 5.8 Hz), 4.00 (3H, ), 4.84 (1H, t, J = 5.8
Hz), 6.48 (1H, s), 7.45 (1H, d, J = 8.7 Hz), 8.00
(1H, dd, J= 8.7, 24 Hz), .13 (1H,d, J = 2.4

Hz).
MS (ESI*): 412 [M+H]*

2—13

TH-NMR (400 MHz, DMSO-ds) 5: 1.58 (6H, s),
2.42 (3H, s), 3.30 (3H, s), 4.02 (3H, s), B.47
(1H, 8), 7.47 (1H, d, J = 8.8 Hz), 8.00 (1H, dd, J
=B.8, 2.4 Hz), 8.18 (1H, d, J = 2.4 Ha).

MS (ESI*): 382 [M+H]*
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X 79

7171 9olH

2—14

N g OH

1H-NMR (400 MHz, CDCl) 8: 1.77 (6H, s), 2.62
(3H, s}, 2.71 (1H, s), 2.82 (1H, t, J = 6.7 Hz),
3.57-3.59 (2H, m), 4.10 (2H, dd, J = 10.8, 6.4
Hz), B.01 (1H, d, J = 7.9 Hz), 8.08 (1H, d, J =
7.8 Hz), B.81 (1H, s).

MS (ESI*): 450 [M+H["

2—-18

'H-NMR (400 MHz, CDCls) &: 1.17-1.32 (4H, m),
2.25-2.31 (1H, m), 2.60 (3H, 5), 2.72 (1H, t, J =
6.7 Hz), 3.56-3.59 (2H, m), 4.09-4.13 (2H, m),
8.00 (1H, d, J = 8.2 Hz), 8.10 (1H, d, J = 8.2
Hz), 8.76 (1H, d, J = 1.8 Hz).

MS (ESI*): 432 [M+H]*

2-16

TH-NMR (400 MHz, DMSO-ds) 5: 1.63 (6H, 5),
1.86-1.97 (2H, m), 2.06-2.15 (2H, m), 2.52 (3H,
g), 3.84-3.94 (1H, m), 4.11-4.19 (1H, m), 4.93
(1H, d, J = 4.8 Hz), 6.54 (1H, s), 8.09 {1H, d, J
= 8.3 Hz), 8.14 (1H, dd, J = 8.3, 1.2 Hz), 8.29
(1H, s), 8.60 (1H, d, J = 1.2 Hz).

MS (ESI*): 491 [M+H]*

TH-NMR (400 MHz, DMS0-ds) 5: 1.62 (6H, s),
1.69-1.79 (2H, m), 2.26-2.35 (2H, m), 2.52 (3H,
8), 3.18-3.30 (1H, m), 3.60-3.70 (1H, m), 5.04
(1H, d, J = 5.5 Hz), 6.55 (1H, s}, 8.08 (1H, d, J
= 8.4 Hz), 8.14 (1H, dd, J = 8.4, 1.3 Hz), B.25
(1H, ), 8.49 (1H, d, J = 1.3 Hz).

MS (ESI*): 491 [M+H]*

"H-NMR (400 MHz, DMSO-ds) & 1.36 (3H, 5),
1.62 (6H, s), 1.69-1.76 (2H, m), 2.52 (3H, ),
2,63-2.58 (2H, m), 3.93-4.02 (1H, m), 4.95 (1H,
d, J = 5.8 Hz), 6.55 (1H, s}, 8.07 (1H, d, J = 8.5
Hz), 8.09-8.18 (2H, m), B.82 (1H, d, J = 1.5 Hz).
MS (ESI*): 505 [M+H]*

"H-NMR (400 MHz, DMSO-ds) &: 1.24 (3H, s),
1.62 (6H, s), 1.99-2.07 (2H, m), 2.14-2.22 (2H,
m), 2.53 (3H, s), 3.82-3.92 (1H, m), 5.01 (1H, d,
J=8.1Hz), 6.55 (1H, 5), 8.07 (1H, d, J= 8.4
Hz), 8.12 (1H, d, J = 8.4 Hz), B.20 (1H, s), B.62
(1H, d. J = 1.5 Hz),

MS (ESI*): 505 [M+H]*

TH-NMR (400 MHz, DMSO-ds) 5: 0.65-0.60 (2H,
m), 0.61-0.68 (2H, m), 1.62 (BH, s), 2.52 (3H,
8). 3.37 (2H, d, J = 6.6 Hz), 4.86 (1H,t, J=586
Hz), 6.54 (1H, s), 8.06 (1H, d, J = B.5 Hz), 8.10-
8.15 (1H, m), B.46 (1H, br s), 8.56 (1H, d, J =
1.8 Hz).

MS (ESI*): 481 [M+H]*
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* 80

Aoy [P2ZE 2121 dold

2-21 Ne-S,
Ny I
'H-NMR (400 MHz, DMSO-dg) 5: 1.07 (BH, 8)
% , 1.62 (6H, s), 2.52 (3H, s), 2.89 (2H, s), 4.
o
&

49 (1H, s), 6.54 (1H, 5), 7.81 (1H, ), 8.07-8
,Jr’ 43 (2H, m), B.44 (1H, s).
: | MS (ESI*): 493 [M+HP

2-22
H.NMR (400 MHz, DMSO-ds) &: 1.63 {6H, s),
2.52 (3H, s), 4.41-4.45 (2H, m), 4.48-4.53 (1H,
m), 4.54-4 58 (2H, m), 6.55 (1H, s), 8.08 (1H, d,
J = 8.5 Hz), B.14 (1H, dd, J = 8.5, 1.4 Hz), B.48
(1H, d, J = 1.4 Hz), 8.94 (1H, br s).

MS (ESI*): 477 [M+H]*

TH-NMR (400 MHz, CDCls) 8: 1.64-1.77 (3H, m),
1.78 (BH, 8), 2.23-2.31 (1H, m), 2.48-2.55 (3H,
m), 2.63 (3H, §), 3.45 (2H, d, J = 7.3 Hz), 4.11-
4.18 (1H, m), 7.99 (1H, d, J = 8.5 Hz), 8.10 (1H,
d, J = 8.5 Hz), B.76 (1H, s).

MS (ESI*): 490 [M+H]*

H-NMR (400 MHz, DMS0-de) 5. 1.61 (BH, 8),
1.67 (3H, 8), 2.53 (3H, ), 3.54-3.61 (1H, m),
3.86-3.84 (2H, m), 4.12-4.26 (2H, m), 6.55 (1H,
s), 8.11 (1H, d, J = 8.5 Hz), 8.15-8.20 (1H, m},
8.53 (1H, d, J = 1.5 Hz), 8.74 (1H, brs).

MS (ESI*): 518 [M+H]*

TH-NMR (400 MHz, DMSO-de) 5: 1.19 (6H, d, J
= 6.7 Hz), 1,58 (6H, &), 2.42 (3H, 5), 3.61-3.73
(1H, m), 3.99 (3H, s), 6.46 (1H, ), 7.48 (1H, d,
J =88 Hz), 8.01 (1H, dd, J = 8.8, 2.4 Hz), B.15
(1H, d, J = 2.4 Hz),

MS (ESIY): 410 [M+H]*

H-NMR (400 MHz, CDCls) &: 1.75 (3H, s), 1.78
(6H, s), 2.59 (1H, ), 2.53 (3H, 8), 3.69 (2H, 8),
4.46 (2H, d, J = 6.7 Hz), 4.68 (2H, d, J = 6.1
Hz), 8.00 (1H, d, J = 7.9 Hz), 8.11 (1H, d, J =
7.9 Hz), B.81 (1H, 8).

MS (ESI*): 490 [M+H]*

H-NMR (400 MHz, CDCl3) &: 1.50 (6H, s), 1.77
(6H, s), 2.60 (1H, 5), 2.63 (3H, ), 3.51 (2H, 8),
3.64 (1H, s), 7.92 (1H, d, J = 8.5 Hz), 8.08 (1H,
d, J = B.5 Hz), B.84 (1H, 8).

MS (ESI*): 478 [M+H]*

[0995]
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H* 81

Ao

7171 9ol

2—28

| 'H-NMR (400 MHz, CDCh) &: 1.78 (6H, s), 2
.52 (1H, s), 2.63 (3H, s), 4.76-4.86 (3H, m),
5.07 (2H, t, J = 6.4 Hz), 8.00 (1H, d, J = 7.
8 Hz), 8.09 (1H, d, J = 7.9 Hz), 8.85 (1H, d,
J = 1.8 Hz).

MS (ESI*): 462 [M+H]*

TH-NMR (400 MHz, CDCl3) &: 1.18 (6H, s), 1.76
(BH, 5), 2.28-2.34 (1H, m), 2.55 (3H, s), 2.56-
2.60 (1H, m), 3.49 (2H, 5), 4.15 (3H, d, J = 2.4
Hz), 5.12 (1H, s), 7.67 (1H, dd, J = 12,4, 2.0
Hz), 8.10 (1H, t, J = 2.0 Hz).

MS (ESI*): 473 [M+H]*

TH-NMR (400 MHz, DMSO-ds) &: 1.80 (6H, s),
2.52 (3H, s), 3.27 (2H, s), 4.37 (2H, d, J= B.7
Hz), 4.44 (2H, d, J = 6.7 Hz), 5.95 (1H, br s),
6.53 (1H, s), 8.08-8.14 (2H, m), 8.28-8.50 (2H,

m).
MS (ESI*): 507 [M+H]*

H-NMR (400 MHz, CDCls) &: 1.79 (6H, s), 2.64
(3H, s), 2.86 (1H, ), 4.13 (2H, d, J = 5.1 Hz),
440 (2H,d, J=72Hz), 479 (2H,d, J=7.2
Hz), 5.47 (1H, &), 8.00-8.03 (2H, m), 8.84-8.88

| (1H, m).
'MS (ESI*): 507 [M+H]*

TH-NMR (400 MHz, DMSO-ds) 5: 1.61 (6H, 8),
2.62 (3H, s), 2.66-2.84 (4H, m), 3.42 (2H, br s),
5.19 (1H, br s), 6.54 (1H, s), 8.07 (1H, d, J =
8.2 Hz), 8.11-8.15 (1H, m), 8.56 (1H, br s), 8.63
(1H, d, J = 1.5 Hz),

MS (ESI*): 541 [M+H]*

'H-NMR (400 MHz, DMSO-ds) 5: 1.60 (6H, d, J
= 1.8 Hz), 2.52 (3H, s), 3.10 (1H, dd, J = 13.8,
8.2 Hz), 3.25 (1H, dd, J = 14.1, 4.1 Hz), 3.99-
4.10 (1H, m), 6.54 (1H, s), 8.09 (1H, d, J = 8.5
Hz), 8.11-8.14 (1H, m), 8.47 (1H, d, J = 1.5 Hz).
MS (ESI*): 533 [M+H]*

TH-NMR (400 MHz, DMSO-ds) 5: 1.30 (8H, s),
1.56 (6H, s), 2.41 (3H, s), 3.92 (3H, s), 6.47
(1H, s), 7.44 (1H, d, J = 8.8 Hz), 7.98 (1H, dd, J
= 8.8, 2.4 Hz), 8.11 (1H, d, J = 2.4 Hz),

MS (ESI*): 424 [M+H]*
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0

7171 dolH I

2—-356

TH-NMR (400 MHz, CDCls) &: 1.77 (6H, s), 2

A47-2.52 (1H, m), 2.63 (3H, s), 2.85 (1H, s),
3.82 (2H, s8), 433 (2H, d, J = 6.1 Hz}, 4.54
(2H, d, J = 7.3 Hz), 466 (2H, d, J = 6.7 Hz
), 8.02 (1H, d, J = 8.3 Hz), B.12 (1H, d, J =
B.3 Hz), B.82 (1H, s).

MS (ESI*): 506 [M+H]*

"H-NMR (400 MHz, CDCls) 5: 1.45 (SH, s), 1.78
(6H, ), 2.61 (3H, ), 3.52 (1H, s), 4.11-4.40
{5H, m), 8.01 (2H, s), 8.86 (1H, s).

MS (ESI*): 561 [M+H]*

H-NMR (400 MHz, CDCls) 5: 1.49 (6H, 5), 1.77 |
(6H, s), 2.61 (3H, §), 2.70 (1H, s), 3.46 (2H, 5), |
3.49 (1H, s), 7.63 (1H, t, J = 55.3 Hz), 7.99 (1H, |
d, J=7.8Hz), 8.08 (1H, dd, J = 7.9, 1.8 Hz),

8.61 (1H, s).

MS (ESI*): 460 [M+H]*

TH-NMR (400 MHz, CDClas) &: 1.47 (6H, 8), 1.78
(6H, 8), 2.58 (3H, 8), 2.67 (1H, s), 3.38 (2H, 5),
3.70 (1H, s), 7.68 (1H, t, J = 7.9 Hz), 7.86 (1H,
d J=78Hz) 797 (1H, d, J = 7.9 Hz), B.38
(1H, s).

MS (ESI*): 410 [M+H]*

“H-NMR (400 MHz, CDCls) & 1.48 (BH, 5), 1.75
(6H, ), 2.55 (3H, s), 2.59 (1H, s), 2.76 (3H, s),
3.38 (2H, s), 3.78 (1H, 5), 7.45 (1H, d, J= 7.9
Hz), 7.86 (1H, dd, J = 7.9, 1.8 Hz), B.47 (1H, d,
J=1.8 Hz).

MS (ESI*): 424 [M+H]*

TH-NMR (400 MHz, DMSO-ds) &: 1.58 (6H, s),
2.40 (3H, s), 3.96 (2H, s), 3.99 (3H, s), 4.38
(2H, d, J = 7.2 Hz), 467 (2H, d, J = 7.2 Hz),
597 (1H, s), 6.47 (1H, s), 7.42(1H,d, J=8.9
Hz), 7.96 (1H, dd, J = B.8, 2.3 Hz), 8.08 (1H, d,
J=2.3Hz).

MS (ESI*): 454 [M+H]*

H-NMR (400 MHz, DMSO-ds) B: 1.47 (3H, s),
1.58 (6H, 8), 2.41 (3H, ), 3.88 (2H, s), 4.03
(3H, §), 4.15 (2H, d, J = 5.9 Hz), 4.56 (2H, d, J
= 5.9 Hz), £.48 (1H, s), 7.48 (1H, d, J = 8.8 Hz),
8.00 (1H, dd, J = 8.8, 2.4 Hz), 8.14 (1H, d, J =
2.4 Hz).

MS (ESI*): 452 [M+H]*
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Ao

2171 HolH

2—42

[2—a3

TH-NMR (400 MHz, DMSO-ds) &: 1.06 (6H, s)
. 1.55-1.63 (8H, m), 2.42 (3H, ), 3.40-3.49 (
2H, m), 4.00 (3H, s), 4.46 (1H, s), 6.48 (1H,
s), 7.47 (1H, d, J = B.7 Hz), 8.01 (1H, dd,
J = 8.7, 23 Hz), 8.15 (1H, d, J = 2.3 Hz).
MS (ESI*): 454 [M+H]*

1H-NMR (400 MHz, DMSO-de) &: 1.27 (6H, ),
1.59 (6H, s), 2.45 (3H, s), 3.62 (2H, ), 4.05
(3H, d, J = 1.8 Hz), 4.81 (1H, s), 6.50 {1H, s),
7.93 (1H, dd, J = 12.7, 2.3 Hz), B.03 (1H, dd, J
=2.3, 1,1 Hz).

MS (ESI*): 458 [M+H]*

TH-NMR (400 MHz, CDCls) &: 1.78 (6H, ), 2.55
(1H, &), 2.62 (3H, 8), 2.78-2.91 (2H, m), 3.13-
3.26 (2H, m), 3.96-4.01 (1H, m), 8.02 (1H, d, J
= 8.3 Hz), 8.07 (1H, d, J = B.3 Hz), 8.78 (1H, &).
MS (ESI*): 496 [M+H]"

1H-NMR (400 MHz, CDCls) &: 1.27 (BH, s}, 1.43
(1H, &), 1.80 (6H, s), 1.98-2.02 (2H, m), 2.65
(3H, s), 2.72 (1H, 5), 3.47-3.51 (2H, m), 8.03
(1H, d, J = 8.5 Hz), 8.12 (1H, d, J = B.5 Hz),
8.78 (1H, s).

MS (ESI*): 492 [M+H]*

H-NMR (400 MHz, CDCl) &: 1.78 (6H, s), 2.38
(1H, d, J = 8.8 Hz), 2.40-2 56 (2H, m), 2.62 (3H,
s), 2.65-2 69 (2H, m), 2.71 (1H, s), 3.69-3.77
(1H, m), 4.24 (1H, dd, J = 14.7, 7.3 Hz), 7.99
(1H, d, J = 8.6 Hz), 8.05 (H, d, J = 8.6 Hz),
8.75 (1H, s).

MS (ESI*): 476 [M+H]*

1H-NMR (400 MHz, CDCls) &: 1.77 (6H, s), 1.99
(1H, d, J = 4.9 Hz), 2.32-2.40 (2H, m), 2.54 (1H,
5), 2.62 (3H, s), 2.88-2.95 (2H, m), 4.07-4.13
(1H, m), 4.73-4,77 (1H, m), 8.00 (1H, d, J = 8.3
Hz), B.06 (1H, d, J = 8.3 Hz), B.74 (1H, s).

MS (ESI*): 476 [M+H]*

HO,

1H-NMR (400 MHz, CDCls) 5: 1.38 (3H, s), 1.77
(BH, ), 2.42-2.48 (2H, m), 2.62 (3H, ), 2.64-
2.89 (2H, m), 2.88 (1H, s), 2.92 (1H, §), 3.78-
3.86 (1H, m), 7.99 (1H, d, J = 8.5 Hz), 8.03 (1H,
d, J = 8.5 Hz), 8.79 (1H, d, J = 1.8 Hz).

MS (ESI*). 490 [M+H]*
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H* 84

el |22 7171 dolH
2—49 nﬁ,s OH

"-zé 'H-NMR (400 MHz, DMSO-de) 5: 1.58 (6H, s)
, 2.42 (3H, ), 3.96 (3H, s), 4.80 (4H, d, J =
7.3 Hz), 4.96-5.04 (1H, m), 6.48 (1H, s), 7.
45 (1H, d, J = 8.9 Hz), B.01 (1H, dd, J = 8.
= 9, 2.4 Hz), 8.21 (1H, d, J = 2.4 Hz).

MS (ESI'). 424 [M+H]*

TH-NMR (400 MHz, DMSO-de) 5: 0.87 (EH, s),
1.68 (6H, s), 2.42 (3H, ), 3.16(2H,d, J= 6.2
Hz), 3.42 (2H, s), 4.00 (3H, s), 4.77 (1H, t, J =
5.2 Hz), 6.47 (1H, s), 7.45 (1H, d, J = 8.8 Hz),
7.97 (1H, dd, J = 8.8, 2.4 Hz), 8.18 (1H, d, J =
2.4 Hz).

MS (ESI*): 454 [M+H]*

1H-NMR (400 MHz, DMSO-ds) &: 1.38 (8H, s),
1.58 (BH, s), 2.42 (3H, s), 3.95-4.05 (5H, m),
4.07-4.18 (2H, m), 4.52-4.60 (1H, m), 6.47 (1H,
8), 7.47 (1H, d, J = 8.8 Hz), 8.02 (1H, dd, J =
8.8, 2.4 Hz), 8.22 (1H, d, J = 2.4 Hz).

MS (ESI*): 523 [M+H]*

2-52

"H-NMR (400 MHz, CDCls) &: 1.50 (6H, s), 1.68
(BH, s), 2.22 (1H, s), 2.48 (3H, s), 3.43 (1H, 5),
a 3.51 (2H, s), 7.43 (1H, 8), 7.79 (1H, dd, J = B.5,
1.2 Hz), 8.00 (1H, d, J = 8.5 Hz), 8.35 (1H, d, J
= 1.2 Hz).

MS (ESI'): 477 [M+H]*

=T
"7Ew
- o:(.ﬂ
ini |

2—53 Nﬁ,_s OH
N-n "H-NMR (400 MHz, DMSO-ds) &: 1.58 (8H, s),
Q 2.41 (3H, s), 3.55 (2H, s), 4.01 (3H, 5), 4.78
D {1H, s}, 6.47 (1H, 5), 7.44 (1H, d, J = 8.7 Hz),
o 7.97 (1H, dd, J = 8.7, 2.2 Hz), 8.16 (1H,d, J =
o 2.2 Hz).
b MS (ESI*): 446 [M+H]*

2—54 ;r_s

Nm“ ] TH-NMR (400 MHz, CDCls) &: 1.75 (8H, s), 2.30
(1H, d, J = 9.7 Hz), 2.42-2.48 (2H, m), 2.52 (3H,
s). 2.54 (1H, s), 2.64-2.71 (2H, m), 3.87-3.95
(1H, m), 4.02 (3H, s), 4.19-4.28 (1H, m), 7.15
: (1H, d, J = 8.5 Hz), 7.90 (1H, dd, J = 8.5, 2.1
] Hz), 8.36 (1H, d, J = 2.1 Hz).
‘o MS (ESI*): 438 [M+H]*

[0999]
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H* 8

Ao | FE 7171 dolH
2—-66

1H-NMR (400 MHz, CDCls) &: 1.38 (3H, s), 1.75
(BH, s}, 2.41-2.47 (2H, m), 2.52 (3H, s), 2.56-
2.61 (3H, m), 2.83 (1H, s), 3.93-4.01 (1H, m),
4,03 (3H, ), 7.15 (1H, d, J = 8.5 Hz), 7.90 (1H,
dd, J = 8.5, 2.4 Hz), 8.37 (1H, d, J = 2.4 Hz).
MS (ESI*): 452 [M+H]*

H-NMR (400 MHz, GDCls) 5: 1.68 (8H, ), 2.28-
2,36 (2H, m), 2.50 (3H, §), 2.73-2.80 (2H, m),
3,31 (1H, s), 4.02 (3H, s), 4.21-4.28 (1H, m),
4.56-4.63 (1H, m), 7.19 (1H, d, J = 9.1 Hz), 7.92
(1H, dd, J = 8.5, 2.4 Hz), B.31 (1H,d, J=2.4

Hz).
MS (ESI*): 438 [M+H]'

TH-NMR (400 MHz, CDCls) &: 1.44 (6H, s), 1.58-
1.87 (3H, m), 1.76 (6H, 8), 2.48 (1H, 8), 2.52
(3H, s), 3.64 (2H, s), 3.83 (1H, ), 4.30 (2H, q, J
= 7.1 Hz), 7.15 (1H, d, J = 8.8 Hz), 7.90 (1H,
dd, J = 8.8, 2.4 Hz), 8.36 (1H, d, J = 2.4 Hz).

o
‘f> | MS(ESI'): 454 [M+H]*

TH-NMR (400 MHz, CDCla) 8: 1.43 (6H, s), 1.74

o 0 (6H, 5), 2.61 (3H, 5), 2.56 (1H, ), 3.61 (2H, ),
0 3.78 (1H, 8), 7.17 (1H, d, J = 8.8 Hz), 7.91 (1H,
b HO dd, J = B.8, 2.1 Hz), 8.36 (1H, d, J = 2.1 Hz).

MS (ESI*): 443 [M+H]*

1H-NMR (400 MHz, CDCl) &: 1.41 (3H, s), 1.74
(6H, s), 2.52 (3H, s), 2,56 (1H, t, J = 7.0 Hz),

s‘g 2.80 (1H, s), 3.59-3.69 (3H, m), 3.75-3.80 (2H,
—0 g m), 4.07 (3H, 8), 7.18 (1H, d, J = B.5 Hz), 7.83
HO {1H, dd, J = 8.5, 2.4 Hz), 835 (1H,d, J=2.4
Hz).

MS (ESI*): 456 [M+H]*

H-NMR (400 MHz, GDCls) 8: 1.61 (BH, §), 1.74
(6H, 8), 2.52 (3H, s), 2.53 (1H, 8), 3.62 (2H, s),
4.08 (3H, ), 7.18 (1H, d, J = B.5 Hz), 7.95 (1H,
dd, J = 8.5, 2.1 Hz), 8.40 (1H, d, J = 2.1 Hz).
MS (ESI*): 449 [M+H]*

[1000]
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2o

2171 ol

2—61

2—-62

1H-NMR (400 MHz, CDCl3) &: 1.40 (1H, d, J =
2.4 Hz), 1.72-1.77 (TH, m), 1.856-2.07 (2H, m),
2.12-2.18 (2H, m), 2.24-2.31 (1H, m), 2.49 (1H,
s), 2.62 (3H, s), 4.04 (3H, s), 4.30-4.37 (1H, m),
4,53-4,57 (1H, m), 7.16 (1H, d, J = 8.9 Hz), 7.91
(1H, dd, J = 8.8, 2.1 Hz), 8.33 (1H, d, J= 2.1

Hz).
MS (ESI*): 452 [M+H]*

H-NMR (400 MHz, CDCls) & 1.73 (6H, d, J =
1.8 Hz), 1.81-1.88 (1H, m), 1.96-2.08 (2H, m),
2.16-2.20 (2H, m), 2.29-2.38 (1H, m), 2.53 (3H,
s), 3.11 (1H, ), 3.24 (1H, d, J = 9.8 Hz), 4.04
(3H, 8), 4.15-4.22 (1H, m), 4.31-4.37 (1H, m),
7.17 (1H, d, J = 8.6 Hz), 7.89 (1H, dd, J = 8.6,

.| 2.4 Hz), 8.42 (1H, d, J = 2.4 Hz).

MS (ESI*): 452 [M+H]*

TH-NMR (400 MHz, CDCls) &: 1.58-1.67 (1H, m),
1.74 (BH, s), 1.87-1.83 (1H, m), 2,18-2.22 (4H,
m), 2.50-2.52 (4H, m), 3.75 (2H, s), 4.06 (1H,
s), 4.08 (3H, 5), 7.19 (1H, d, J = 8.8 Hz), 7.92
(1H, dd, J = B.&, 2.1 Hz), 8.34 (1H, d, J=2.1
Hz).

MS (ESI*): 452 [M+H]*

H-NMR (400 MHz, CDCls) &: 1.69-1.77 (8H, m),
1.88-1.97 (2H, m), 2.05-2.24 (4H, m), 2.49 (1H,

s), 2.52 (3H, s), 3.60 (2H, &), 3.85 (1H, s), 4.07

(3H, 8), 7.18 (1H, d, J = B.5 Hz), 7.84 (1H, dd, J
= 8.6, 2.4 Hz), 8.36 (1H, d, J = 2.4 Hz).

MS (ESI*): 516 [M+H]*

TH-NMR (400 MHz, CDCls) &: 1.75 (6H, s), 2.51-
2.56 (6H, m), 2.73-2.79 (3H, m), 4.01 (3H, s),
4.08-4.14 (1H, m), 4.87 (2H, s), 4.71 (2H, s),
7.14 (1H, d, J = B.7 Hz), 7.80 (1H, dd, J = 8.7,
2.3 Hz), 8.33 (1H, d, J = 2.3 Hz).

MS (ESI*): 464 [M+H]*

H-NMR (400 MHz, CDCls) &: 1.20-1.28 (BH, m),
1.73-1.77 (8H, m), 2.52 (3H, s), 2.58 (1H, s),
2.76 (1H, s), 4.00 (3H, 5), 7.13 (1H, d, J = B.5
Hz), 7.86 (1H, dd, J = 8.5, 2.1 Hz), 8.47 (1H, d,
J=21Hz).

MS (ESI*): 468 [M+H]*
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X 87

L

7171 HolH

2—-67

H-NMR (400 MHz, CDCls) 5: 1.46 (BH, s), 1
.73 (BH, s), 2.52 (3H, &), 2.53 (1H, s), 2.99
(1H, s), 3.03-3.13 (2H, m), 3.41-3.52 (2H, m)
, 4.02 (3H, s), 7.18 (1H, d, J = 8.5 Hz), 7.9
3 (1H, dd, J = 8.5, 2.1 Hz), 8.41 (1H, d, J

= 2.1 Hz).

MS (ESI*): 516 [M+H]*

1H-NMR (400 MHz, CDCly) &: 1.52-1.60 (2H, m),
1.74 (6H, s), 1.86-2.05 (6H, m), 2.51 (4H, s),
3.42-3.50 (1H, m), 3.93 (4H, s), 4.04 (3H, 8),
7.16 (1H, d, J = 8.8 Hz), 7.91 (1H, dd, J = 8.8,
2.4 Hz), 8.32 (1H, d, J = 2.4 Hz).

MS (ESI*): 508 [M+H]*

'H-NMR (400 MHz, CDCla) &: 1.75 (6H, s), 2.52
(4H, 8), 2.77-2.88 (2H, m), 3.09-3,22 (2H, m),
4.04 (3H, s), 4.07-4.17 (1H, m), 7.17 (1H, d, J =
8.8 Hz), 7.93 (1H, dd, J = B.8, 2.4 Hz), 8.36
(1H, d, J = 2.4 Hz).

MS (ESI*): 458 [M+H]*

H-NMR (400 MHz, CDCls) &: 1.36 (3H, s), 1.67-
1.71 (1H, m), 1.73 (6H, s), 1.95-2.42 (5H, m),
2.53 (3H, s), 2.B2 (1H, s), 3.60 (1H, &), 4.04
(3H, 8), 4.20-4.29 (1H, m), 7.17 (1H, d, J = 8.8
Hz), 7.89 (1H, dd, J = B.8, 2.4 Hz), B.44 (1H, d,
J=2.4Hz).

MS (ESI*): 466 [M+H]*

2-71

1H-NMR (400 MHz, GDCls) &: 1.12 (6H, s), 1.66
(1H, 8, 1.74 (BH, 8), 2.12-2.19 (2H, m), 2.28-
2.37 (1H, m), 2.47-2.55 (5H, m), 2.76 (1H, s),
4.02 (3H, s), 4.08-4.17 (1H, m), 7.13 (1H, d, J =
8.8 Hz), 7.87 (1H, dd, J = 8.8, 2.4 Hz), 8.38
(1H, d, J = 2.4 Hz).

MS (ESI*): 480 [M+H]*

1H-NMR (400 MHz, CDCl) &: 0,24 (2H, q, J =
6.7 Hz), 0.41 (2H, q, J = 6.7 Hz), 0.87-0.94 (1H,
m), 1.73 (8H, s), 2.27-2.34 (3H, m), 2.51 (3H.
s), 2.57 (1H, s), 2.84-2.89 (2H, m), 3.96 (3H, s),
4.11-4.18 (1H, m), 7.11 (1H, d, J = 8.7 Hz), 7.88
(1H, dd, J = 8.7, 2.0 Hz), 8.38 (1H, d, J = 2.0
Hz).

MS (ESI*): 478 [M+H]*
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A |[FFE 7171 dolH
2—-7a S ¥H
Ney
'H-NMR (400 MHz, CDCls) &: 1.15 (6H, ), 1.21
(3H, 5), 1.28 (1H, 8), 1.74 (BH, s), 2.19-2.24
X (2H, m), 2.45-2.50 {2H, m}, 2.52 (3H, s), 2.56
—0 (1H, 8), 4.00 (3H, ), 4.11-4.18 (1H, m), 7.12
(1H, d, J = 9.1 Hz), 7.86 (1H, dd, J=9.1,2.3
Hz), 8.35 (1H, d, J = 2.3 Hz).
MS (ESI*): 494 [M+H]*

'H-NMR (400 MHz, CDCIs) &: 1.08 (6H, s), 1.22
(3H, s), 1.73-1.78 (8H, m), 1.97 (1H, s), 2.52
(3H, 8), 2.79-2.85 (3H, m), 4.03 (3H, s), 4.15-
4.24 (1H, m), 7.14 (1H, d, J = 8.6 Hz), 7.86 (1H,
dd, J = 8.6, 2.4 Hz), 8.40 (1H, d, J = 2.4 Hz).
MS (ESI*): 484 [M+H]" 1
'H-NMR (400 MHz, CDCls) 8: 1.38 (3H, 8), 1.73
(6H, 5), 2.31 (1H, d, J = 8.1 Hz), 2.42-2 47 (2H,
m), 2.51 (3H, 8), 2.70 (1H, s), 2.81-2.96 (2H,
m), 3.97 (3H, s), 4.30-4.36 (1H, m), 7.13 (1H, d,
J = 8.7 Hz), 7.89 (1H, dd, J = 8.7, 2.0 Hz), 8.34
-0 g™, (1H, d, J = 2.0 Hz).
e MS (ESI*): 452 [M+H]*
Ne. -5 OH

2-76

'H-NMR (400 MHz, CDCls) &: 1.48 (3H, s), 1.66
(1H, 8), 1.74 (6H, 8), 2.30-2.35 (2H, m), 2.52
(4H, ), 2.61-2.66 (2H, m), 4.02 (3H, &), 4.37-
4.46 (1H, m), 7.14 (1H, d, J = 8.6 Hz), 7.89 (1H,
dd, J = 8.6, 2.1 Hz), .33 (1H, d, J = 2.1 Hz).
MS (ESI*): 452 [M+H]*

2—77
H-NMR (400 MHz, CDCl) &: 1.50 (3H, s), 1.67
(1H, 5), 1.78 (6H, 5), 2.31-2.37 (2H, m), 2.56
(1H, ), 2.82 (3H, s), 2.86-2.72 (2H, m), 4.24-
4.32 (1H, m), 7.99 (1H, d, J = 8.0 Hz), 8.08 (1H,
d, J =8.0 Hz), 8.71 (1H, d, J = 1.2 Hz).

MS (ESI*): 480 [M+H]*

'"H-NMR (400 MHz, CDClz) &: 1.04 (1H, s), 1.14-
1,18 (4H, m), 1.26 (3H, s), 1.37-1.42 (1H, m),
1.74 (6H, s), 1.78-1.83 (1H, m}, 2.51 (3H, s},
2.65 (1H, s), 3.03-3.07 (1H, m), 4.06 (3H, s),
717 (1H, d, J = B.9 Hz), 7.89 (1H, dd, J = 8.9,
2.4 Hz), 8.26 (1H, d, J = 2.4 Hz).

MS (ESI*): 466 [M+H]*

[1003]
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7171 dolH

2-79

"H-NMR (400 MHz, DMSO-dg) & 1.50 (BH. s
), 2,17 (3H, =), 3.63 (3H, s), 3.87 (3H, &), &
T4 (1H, s), 6.77 (2H, d, J = 9.1 Hz), 7.03 (
2H, d, J = 8.1 Hz), 7.22 (1H, d, J = 8.6 Hz
). 7.40 (1H, ), 7.63 (1H, d, J = 2.2 Hz), 7.

67 (1H, dd, J = B6, 2.2 Hz), 8.79 (1H, s).

MS (ESI): 488 [M+H]*

TH-NMR (400 MHz, DMSO-ds) 5: 1.50 (EH s}.
2.21 (3H, s}, 3.94 (3H, 8), 5.74 (1H, ), 6

{1H, d, J = 7.3 Hz), 6.54-6.81 (2H, m), 595
(1H, t, J = B.1 Hz), 7.32 (1H, d, J = B.7 Hz),
7.46 (1H, &), 7.68 (1H, dd, J = 8.7, 2.2 Hz),
7.73 (1H, d, J = 2.2 Hz), 8.38 (1H, &), 10.06
(1H, s},

MS (ESIY): 474 [M+H]*

TH-NMR (400 MHz, DMSO-ds) &: 1.49 (BH, 8),
2.16 {3H, 5}, 3.94 (3H, 8), 5.73 (1H, br s}, 6.66
(1H, td, J = 7.8, 1.4 Hz), 6.74 (1H, dd, J=T7.8,
1.4 Hz), 6.88 (1H, td, J = 7.8, 1.4 Hz}, 7.20
(1H, dd, J=7.8, 1.4 Hz), 7.34 (1H. d, J=85
Hz), 7.40 (1H, 8), 7.685 {1H, d, J = 2.4 Hz), 7.88
(1H, dd, J = 8.5, 2.4 Hz), 8.81 (1H, br s}, 8.74
(1H, br s).

MS [ES['J 474 [M+H]*

TH-NMR (400 MH=z, CDCla) &: 0.50-0.75 (8H,
m), 1.37-1.43 (2H, m}, 1.51 (3H, &), 1.70 (1H,
s), 2.2 (1H, s), 2.32-2.38 (2H, m), 2.55 (3H,
s), 2.63-2,69 (2H, m), 4.05 (3H, s), 4.40-4.49
(1H, m), 7.17 (1H, d, J = 8.6 Hz), 7.91 (1H, dd,
J =86, 24 Hz), 8.41 (1H, d, J = 2.4 Hz).

MS (ESI+): 504 [M+H]+,

'H-NMR (400 MHz, CDCls) &: 1.47 (6H, g), 1.76
(6H, ), 2.52 (3H, ), 2.63 (1H, s), 3.42 (2H, 1, J
= B.9 Hz), 3.59 (2H, 8), 3.69 (1H, 5), 4.91 (2H,
t, J = 8.6 Hz), 7.75 (1H, s), 8.04 (1H, s).

MS (ESI*): 452 [M+H]".

TH-NMR (400 MHz, CDCly) &: 0.49-0.54 (2H,
m), 0.58-0.71 (6H, m), 1.34-1.41 (2H, m), 1.44
(9H, s), 2.34 (1H, s), 2.63 (3H, s), 4.03 (3H, 5),
4.08-4.15 (2H, m), 4.31-4.44 (3H, m), 7.16 (1
H, d, J = 8.8 Hz), 7.91 (1H, dd, J = 8.8, 2.4 Hz),
B.48 (1H, d, J = 2.4 Hz).

MS (ESI*): 575 [M+H]".
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2—B85

N*rs

&
E =N H

H

S‘N

H-NMR (400 MHz, DMSO-ds) 8: 1.56 (€H, 5),
2.33 (3H, s), 3.90 (3H, 8), 6.42 (1H, s), 7.20
(1H, dd, J = 8.2, 5.1 Hz), 7.32 (1H, d, J = 8.5
Hz), 7.48 (1H, d, J = 7.3 Hz), 7.84 (1H, dd, J =
8.8, 2.1 Hz), 8.12 (1H, d, J = 2.4 Hz), 8.16 (1H,
d, J = 3.6 Hz), 8.32 (1K, d, J = 2.4 Hz), 10.39
(1H, s).

MS (ESI*): 460 [M+H]".

o
~N H

H-NMR (400 MHz, DMSO-ds) 5: 1.57 (6H, s),
2.32 (3H, s), 3.97 (3H, s), 6.44 (1H, s), 6.53-
6.57 (2H, m), 6.88-6.92 (2H, m), 7.33 (1H, d, J
= 8.5 Hz), 7.83 (1H, dd, J = 8.1, 2.4 Hz), 7.98
(1H, d, J = 2.4 Hz), 8.20 (1H, 8), 9.57 (1H, 8).
MS (ESI'): 475 [M+H]".

'H-NMR (400 MHz, CDCls) &: 0.50-0.55 (2H, m),
0.62-0.71 (6H, m), 1.38-1.42 (2H, m), 1.50 (6H,
s), 2.36 (1H, s), 2.63 (3H, s), 3.50 (2H, s), 3.64
(1H, 5), 7.98 (1H, d, J = 8.5 Hz), 8.07 (1H, d, J
= 8.5 Hz), 8.89 (1H, d, J = 1.2 Hz).

MS (ESI*): 530 [M+H]*

2—88

TH-NMR (400 MHz, DMSO-de) 5: 1.28-1.38 (4H,
m), 1.51-1.84 (10H, m), 2.26 (3H, s), 3.03-3.11
(1H, m), 3.57-3.61 (1H, m), 4.32 (1H, d, J = 3.1
Hz), 5.75 (1H, §), 7.32-7.36 (2H, m), 7.51 (1H,

§), 7.68-7.74 (2H, m).

MS (ESI*): 483 [M+H]*

"H-NMR (400 MHz, DMSO-dg) &: 1.24-1.36 (4H,
m), 1.52-1.63 (10H, m), 2.40 (3H, s), 2.99-3.08
(1H, m), 3.56-3.61 (1H, m), 431 (1H, d, J = 3.1
Hz), 6.45 (1H, 8), 7.28 (1H, d, J = 7.3 Hz), 7.36
(1H, d, J=8.6 Hz), 7.89 (1H, dd, J = 8.8, 2.4
Hz), 8.10 (1H, d, J = 2.4 Hz).

MS (ESI*): 484 [M+H]*

- 154 -




ZIHSd 10-2021-0046649

H* 91

HAq | ?E 21721 9olH

2-90 Ne S,
W
N *H-NMR (400 MHz, DMS0-ds) 5: 1.02 (6H, s),
1.05-1.08 (2H, m), 1.20-1.25 (2H, m), 2.39 (3H,
5), 2.44-2.48 (1H, m), 3.18 (2H, d, J = 6.1 Hz),
4.91 (1H, 1, J = 5.8 Hz), 6.67 (1H, s), 7.36 (1H,
d, J = 8.6 Hz), 7.86 (1H, dd, J = 8.5, 2.4 Hz),
8.08 (1H, d, J = 1.8 Hz).
MS (ESI"): 440 [M+H]'

TH-NMR (400 MHz, DMSO-ds) 5: 1.56 (6H, ),
2.26 (3H, s). 4.09 (3H, ), 4.76 (2H, s), 6.44
(1H, s), 7.17-7.22 (2H, m), 7.24-7.29 (3H, m),
7.47 (1H,d, J = 8.8 Hz), 7.82 (1H, d, 1 =

Hz), 7.96 (1H, dd, J = 8.2, 2.4 Hz).

MS (ESI*); 458 [M+H]*

2—92

'H-NMR (400 MHz, DMSO-ds) 5: 1.54 (6H, s},
2.27 (3H, s), 4.09 (3H, 8), 4.76 (2H, s), 6.44
(1H, 8), 7.07-7.13 (2H, m), 7.20-7.28 (2H, m),
7.47 (1H,d, J=B8.5 Hz), 7.82 (1H, d, J= 2.4
Hz), 7.97 (1H, dd, J = 8.5, 2.4 Hz).

MS (ESI*): 476 [M+H]*

2—-83

1H-NMR (400 MHz, DMSO-ds) &: 1.54 (6H, s),
2.27 (3H, s), 4.08 (3H, s), 4.91 (2H, s), .44
(1H, ), 7.40 (2H, d, J = B.5 Hz), 7.48 (1H,d, J
=8.5 Hz), 7.76 (2H, d, J = 8.5 Hz), 7.81 (1H, d,
J =24 Hz), 7.97 (1H, dd, J = 8.5, 2.4 Hz).

MS (ESI*): 483 [M+H]*

'H-NMR (400 MHz, DMSO-ds) &: 1.65 (8H, s),
2.27 (3H, s), 4.09 (3H, s), 4.84 (2H, s), 6.44
(1H, 8), 7.31 (1H, dd, J = 7.6, 5.1 Hz), 7.49 (1H,
d, J = 8.5 Hz), 7.61-7.65 (1H, m), 7.82 (1H, d, J
=2.4 Hz), 7.98 (1H, dd, J = 9.1, 2.4 Hz), 8.34
(1H,d, J = 1.8 Hz), 8.46 (1H, dd, J=4.8,1.2
Hz).

MS (ESI*): 459 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 1.55 (6H, ),

2.28 (3H, s), 4.09 (3H, 5), 4.85 (2H, ), 6.45

{1H. s), 7.21 (2H, dd, J = 4,2, 1.2 Hz), 7.48 (1H,
d,J = 8.5 Hz), 7.85 (1H, d, J = 2.4 Hz), 7.98

(1H. dd, J = 8.5, 2.4 Hz), 8.47 (2H, dd, J = 4.2,

1.8 Hz).

MS (ESI*): 459 [M+H]*

[1006]
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Hig (#F _ - 171 dolg
2-06
N -8
\_N_ 2 *H-NMR (400 MHz, CDCls) 5: 0.48-0.54 (2H, m),
“N  OH 0.58-0.71 (BH, m), 1.34-1.42 (2H, m), 2.26 (1H,
s), 2.32 (1H, d, J = 9.1 Hz), 2.42-2.49 (2H, m),
2.53 (3H, s), 2.62-2.71 (2H, m), 3.88-3.86 (1H,
m), 4.02 (3H, ), 4.19-4.28 (1H, m), 7.15 (1H, d,
.,,Q“'OH J = 8.8 Hz), 7.90 (1H, dd, J = 8.8, 2.4 Hz), 8.41
0 &5 (1H, d, J = 2.4 Hz).
MS (ESI*): 480 [M+H]*
2—07 N—_-S_ OH
Shaw
'H-NMR (400 MHz, DMSO-ds) 5: 1.62 (6H, s),
2.55 (3H, s), 3.55 (2H, s), 4.83 (1H, s), 6.55
S\ _oH (1H, s), 8.12 (1H, d, J = B.5 Hz), 8.20-8.24 (1H,
3 o 5 m), B.75 (1H, d, J = 1.8 Hz).
D,C ~-3 MS (ESI*): 484 [M+H]*
2—o8
N< S
)
) N-N" O
TH-NMR (400 MHz, CDCls) 5: 0.48-0.53 (2H, m),
0.58-0.72 (6H, m), 1.33-1.40 (2H, m), 1.61 (6H,
s), 2.39 (1H, s), 2.53 (3H, s), 3.63 (2H, s), 4.08
s (3H, s), 7.18 (1H, d, J = 8.9 Hz), 7.94 (1H, dd, J
—0 ‘6’>(CN =8.0,2.4 Hz), 8.46 (1H, d, J = 2.4 Hz).
MS (ESI*); 501 [M+H]*

<Fad 52-1 WA 52-14>
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i (7%
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52-1

TH-NMR (400 MHz, DMSO-ds) 5. 1.05-1.11
(2H, m), 1.16-1.26 (2H, m), 1.31 (3H, 1, J =
7.3 Hz), 1.69-1.61 (2H, m), 1.71-1.73 (2H,
m), 2.31 (3H, 8), 2.97-3.02 (1H, m), 3.25-
3.32 (1H, m), 3.97 (3H, ), 4.33 (2H, g, J =
7.3 Hz) 4.48 (1H, d, J = 4.2 Hz), 7.35-7.38
(2H, m), 7.80-7.83 (2H, m), 8.37 (1H, s).
MS (ESI*): 484 [M+H]*

§52—2

'"H-MMR (400 MHz, CDCls) 5: 1.40 (3H, t, J
= 7.0 Hz), 2.28 (3H, 8}, 4.12 (3H, s), 4.39
(2H, q, J = 7.1 Hz), 6.68-6.71 (2H, m), 6.82-
6,96 (2H, m), 7.16 (1H, d, J = 8.5 Hz), 7.51
(1H, dd, J = 8.5, 2.4 Hz), 7.70 (1H, d, J =
2.4 Hz), 7.77 (1H, s).

MS (FD*): 487 [M}*

52—3 5 OH

'H-NMR (400 MHz, CDCL) 8: 0.82 (3H, t, J
= 7.2 Hz), 1.77 (6H, ), 1.89 (2H, q, J = 4.4
Hz), 213 (2H, q, J = 4.4 Hz), 2.83 (3H, s),
2.77 (1H, 8), 4.01 (2H, q, J = 7.2 Hz), 7.97
(1H, d, J = B.5 Hz), B.O7 (1H, d, J = B.5 Hz),
8.89 (1H, s).

MS (ESI*): 518 [M+H]*

52—4 N Qr,_s OH
Wt

52—5 H%_Ti

H-NMR (400 MHz, CDClg) 5: 1.14 (3H, t, J
=T7.2 Hz), 1.73 (6H, 5), 1.77 (BH, s), 2.62
(3H, 8), 2.72 (1H, §), 4.09 (2H, g, J = 7.2
Hz), 8.00 (1H, d, J = 8.5 Hz), B.08 (1H, d, J
= 8.5 Hz), 8.67 (1H, d, J = 1.8 Hz).

MS (ESI*); 520 [M+H]*

"H-NMR (400 MHz, CDCls) 8: 1.50 {(6H, s),
1,78 (BH, s), 2.60 (1H, s), 2.64 (3H, s), 3.24
(1H, s), 3.64 (2H, s), 7.96 {1H, d, J = 8.2
Hz}, 8.11 (1H, dd, J = 8.2, 1.8 Hz), 8.73
(1H, d, J = 1.8 Hz).

MS (ESI*): 435 [M+H]*

§2-6 oH
N

"H-NMR (400 MHz, CDCls) &: 1.25 (8H, s),
1.74 (EH, 8), 2.51 (3H, 8), 2.58 (1H, 8), 3.58
(2H, ), 3.67 (1H, s), 3.83 (3H, s}, 5.26 (2H,
5}, 6.95 (2H, d, J = 8.8 Hz), 7.21 (1H.d, J =
B.5 Hz), 7.45 (2H, d, J = 8.8 Hz), 7.87 (1H,
dd, J = 8.5, 2.4 Hz), 8.38 (1H, d, J = 2.4
Hz).

MS (ESI*): 546 [M+H]*

52—-7

TH-NMR (400 MHz, DMS0-ds) &: 1.59 (6H,
s), 1.76 (2H, q, J = 4.6 Hz), 1.94 (2H, q, J =
4.6 Hz), 2.44 (3H, 8}, 3.50 (3H,d, J = 0.8
Hz), 3.95 (3H, 5), 6.48 (1H, 5), 7.42 (1H, d,
J = 8.8 Hz), 8.00 (1H, dd, J = 8.8, 1.5 Hz),
8.28 (1H, d, J = 1.5 Hz).

MS (ESI*): 466 [M+H]*
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F 94

2171 4olH

1H-NMR (400 MHz, DMSO-ds) B: 1.30 (3
H, t, d = 7.2 Hz), 2.22 (3H, 8), 3.95 (3H
. 8), 434 (2H, q, J = 7.1 Hz), 7.03-7.00
(2H, m}, 7.11-7.17 (2H, m), 7.33 (1H, d,
J = 8.6 Hz), 7.75-7.80 (2H, m), 8.27 (1H
. s), 10.14 (1H, s),

MS (ESI*). 400 [M+H]*

52-9 s OH
“N
e
-0 g
o
&

H-NMR (400 MHz, DMSO-ds) 5: 1.22-1.26

(2H, m), 1.32-1.37 (2H, m), 1.62 (8H, 3),

2 50-2.51 (3H, m), 3.27 (3H, 8), 6.55 (1H,

s), aue(m d, J = 8.2 Hz), B,11-8.15 [1H,

m} 8.54 (1H, d, J = 1.5 Hz), 8.93 (1H, 5).
;Esm 519 [M+H]*

B2—10

'H-NMR (400 MHz, DMSO-de) &: 1.81 (BH,

8), 2.06 (6H, 8), 2.63 (3H, 8), 3.52 (3H, 8),

6.57 (1H, s), 8.08 (1H, d, J = 8.6 Hz), 8.11-
8,16 (1H, m), 8.66 (1H, d, J = 1.5 Hz}, 9.11
(1H, br s).

MS (ES I+} 545 [M+H]*

52—11
A

e gire

H-NMR (400 MHz, CDGla) ©: 1,38 (3H, 1, J
=7.0 Hz), 1.48-1.53 (2H, m), 1.73-1.78 (2H,
m), 2,42 (3H, §), 3.33-3.44 (3H, m), 3.85-
3.90 (2H, m), 4.07 (3H, s), 4.30 (2H, q, J =
7.1 Hz), 4.92 (1H, d, J = 7.3 Hz), 7.19 (1H,
d,J = B.6 Hz), 7.60 (1H, dd, J =B.5, 2.4
Hz), 7.99 (1H, d, J = 2.4 Hz), 8.08 (1H, s).
MS [ESI*): 48D [M+H]*

82—-12 N,
S

TH-NMR (400 MHz, CDCl3) &: 0.47-0.52
(2H, m), 0.59-0.69 (6H, m), 1.33-1.40 (2H,
m), 1.88 (6H, &), 2.40 (1H, s), 2.52 (3H, ),
3.71 (3H, 8), 3.96 (3H, s), 7.15 (1H, d, J =
8.6 Hz), 7.91 (1H, dd, J = 8.6, 2.4 Hz), 8.32
(1H, d, J = 2.4 Hz).

MS (ESI*): 520 [M+H]*

52—13 &YS OH

TH-NMR (400 MHz, DMSO-da) &: 1.61 (6H,
§), 2.27 (3H, 5), 4.09 (3H, 5), 4.89 (2H, 8),
6.43 (1H, 5), 7.47-7.62 (3H, m), 7.84 (1H, d,
J=1.8Hz), 7.98 (1H, dd, J = 8.5, 2.4 Hz),

| 8.13-8,17 (2H, m).

MS (ESI*): 503 [M+H]*

[1011]

* 95

gaa 7=z

7171 dolH

52—14 NS5,
o
= OH

H-NMR (400 MHz, CDCl3) & 1.74 (6H, s),
2.47 (3H, s), 2.53 (1H, s), 3.84 (3H, s), 4.06
d, J = 8.6 Hz), 7.14-7.18
(3H, m), 7.81 (1H, dd, J = 8.6, 2.4 Hz),
7.86-7.90 (2H, m), 8.28 (1H, d, J = 1.8 Hz).
MS (ESI*): 517 [M+HJ*.

(3H, 8), 7.09 (1H,

[1012]

[1013] <AAld 3-1>

M-

[1014] : ’\gfs)zu
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[1015]

[1016]

[1017]

[1018]

[1019]

[1020]

[1021]
[1022]

[1023]

[1024]

ZIHSd 10-2021-0046649

of= L B97|eh, Frare] 52-10014 Hdolx FFHE(32.7mg) S BlEgsto] =& FEH(0.60m) el &E|A 7L, 0CE
Wzt &, 0. 95mol/fa e vl 2 Zrlo]| - Eg}lslo| = 2 F ¢ 291(0.316m)S Hateta, 5 koA 1.5
AIZE ARbeE 0 A 2ol A 35417 wksgitt. whE-ole] 3} lshobi #%%”(m) 2 B (5m)S FH7yehaL,
ORI EAL old (10m) 2 F=3k3dvk. #715S X3t AdF1m) = Agstal, FHYEgFoR Ax &, &
=S A% AAT. #L & &viE TR AAT F, 401%1%;‘@1]%(3111@)01] SaA71aL, Azt ZE
ARvtE 2y (oFA EAL ol & v gh-8=99:1 WA 90:10)l oJaf AAAA, FA 3= (12.5mg)S 53T,

T

'H-NVR (400MHz, DMSO-ds) &: 0.92 (6H, s), 1.61 (6H, s), 1.63 (6H, s), 2.54 (3H, s), 4.07 (1H, s), 6.55
(1, s), 8.08 (1M, d, J = 8.5 Hz), 8.14-8.15 (1, m), 8.62 (1, d, J = 1.5 Hz), 8.94 (1, br s). NS
(BST): 545 [M+I]'.

<AAld 3-2 WA 3-3>

&8k duba (2b) 9] sEES ol &dlA, AArld 3-13 miztriA e W, 34 H-19 7|AS Y B o)lE
o

F PR WA, olshel AAld 32 WA 3-3& FEh.

* 96

R BEES [5171 dol”

TH-NMR (400 MHz, DMSQ-ds) 3: 0.55-0.59 (2H, m), .
0.86-0.91 (2H, m), 1.18 {6H, s), 1.B4 (BH, s), 2.48-2.52
i HN‘ {3H, m), 4.26 (1H, s), 6.56 (1H, s), 8.03-8.06 (2H, m),
| 8.35-8.37 (1H, m), 8.52 (1H, br s}.
| MS (ESI*): 518 [M+H]*

N TH-NMR (400 MHz, DMSO-ds) 5: 1.28 (6H, s), 1.56 (6H,
5 s), 2.32 (3H, 5), 3.92 (3H, 5), 4.82 (1H, 8), 6.43 (1H, 8),
oo 7.03 (2H, d, J = 8.6 Hz), 7.24 (2H, d, J = 9.2 Hz), 7.31
(1H, d, J = 9.2 Hz), 7.82 (1H, dd, J = 8.6, 2.4 Hz), 8.08
(1H, d, J = 2.4 Hz), 10.00 (1H, s).
3-3 HO MS (ESI): 517 [M+H]*

<Al 4-1>

1-41(18.8mg) S Bl Egtslo] =2 F2H(0.400ml) ol &8 A171aL, 1.01 ml/ ¢ FA3brtolo}
g1 (0. 199mfz)£ 7¥shar, Aol Al 5AIZE ankel §- 14AIZE FRAZATE. H EgS]o]
AT & Ao EGm) 2 (H)-FAZFUEE(100me) OWEAF ol e (5ml) &
Zbebar, AgelA 2A17F i Pﬂ%ﬂr g(leﬂ) 2 oMM EAL o" (15m)S 7hstar, FEEQT. §71%S 3t
AA5(10m) = g F, FEFAUEFoR A7, 28&8S oA AASIT. 2 5t ﬁUHE T A
A F, dolF==vwt (3mfz o g7, Au7hd 2 AReERI (P EA o " v ee=99:1 Wi

90:10)% AAgro =M, A 3HHE(14.3mg) S S5

H-NMR (400MHz, DMSO-dg) &: 1.25 (6H, s), 1.57 (6H, s), 2.41 (3H, s), 3.57 (2H, d, J = 5.5 Hz), 3.93
(3H, s), 4.94 (11, t, J = 5.5 Hz), 6.47 (1H, s), 7.43 (1H, d, J = 8.7 Hz), 7.97 (1H, dd, J = 8.7, 2.1
Hz), 8.10 (1H, d, J = 2.1 Hz). MS (ESI'): 440 [M+H] .

<Al 4-2 A 4-5>
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[1025]

[1026]

[1027]

[1028]
[1029]

[1030]

[1031]

[1032]

ZIHSd 10-2021-0046649

Hedhs 4wy (2b)9] sdtas ol &alA, AAld 4-13F vixbzbx e W, e H-20] 7R WY e ol
o =% WHew wkgAlA, ofste] dAjd] 4-2 WA 4-58 FE3T.

X 97

HAd |2 F 7171 dolH

N"-
T,ﬁ TH-NMR (400 MHz, CDCla) & 1.17 (2H, dd, J = 7.3,
5.5 Hz), 1.75 (6H, 5), 1.81 (2H, dd, J = 6.7, 4.9 Hz),

Ho— @ 2.62 (3H, s), 2.88 (1H, t, J = 5.8 Hz), 3.35 (1H, 8),
A’% 3.81 (2H, d, J = 6.5 Hz), 8.00-8.05 (2H, m), 8.81 (1H,
s).
4—2 FLF MS (ESI*): 476 [M+H]*
N'-.

TH-NMR (400 MHz, GDGCl3) &: 1.43 (8H, s), 1.75 (6H,
% 8), 2.62 (3H, 8), 3.37 (1H, t, J = 6.4 Hz), 3.55 (1H, s),
f\’g 3.88 (2H, d, J = 6.7 Hz), 8.00 (1H, d, J = B.6 Hz),

HO eA~F 8.06 (1H, d, J = B.6 Hz), 8.71 (1H, d, J = 1.2 Hz),
4—3 F MS (ESI*): 478 [M+H]*
Ne -5 QH
N-pf 'H-NMR (400 MHz, DMSO-de) 5: 1.09 (2H, dd, J =

7.1, 4.6 Hz), 1.43 (2H, dd, J = 7.1, 4.6 Hz), 1,59 (6H,
8), 2.42 (3H, s), 3.62 (2H, d, J = 5.8 Hz), 3.94 (3H,

0 s), 4.78 (1H, t, J = 5.8 Hz), 6.47 (1H, s), 7.42 (1H, d,
& J=8.7Hz), 7.96 (1H, dd, J = 8.7, 2.3 Hz), 8.18 (1H,
d,J =23 Hz).

B
|
B
T

MS (ES!*): 438 [M+H]*

N oH 1H-NMR (400 MHz, DMSO-ds) 5: 0.33-0.41 {2H, m),

0.45-0.62 (6H, m), 1.25 (6H, s), 1.28-1.38 (2H, m),

2.42 (3H, s), 3.56 (2H, d, J = 5.5 Hz), 3.93 (3H, 5),

4.83 (1H, t, J = 6.1 Hz), 6.01 (1H, s), 7.43 (1H, d, J =

_5<‘ 8.6 Hz), 7.98 (1H, dd, J = 8.6, 2.4 Hz), 8.17 (1H, d, J
OH =2.4 Hz).

MS (ESI*): 482 [M+H]*

AN 1-41004 Ao FEE(199mg) S v e (2. 1md) ol AEAZ|AL, 2 ml/ ¢ FASIYEF 8 4(0.640mb)
S 7bskal, 50ColA 2A13F muatslsith, #Adst |ul 58 SF AAS T, ECn0)S 71eta, 1 omd/ ¢ B4t
(1.28m)& 7Fsta, &E(6ml)S 7Fs &, ATl o] FHsta, FEst 70CoAA A=AHoZH, A4 33E
(180.9mg) S 453} t}.

'H-NMR (400MHz, DMSO-dg) &: 1.50 (6H, s), 1.58 (6H, s), 2.41 (3H, s), 3.89 (3H, s), 6.46 (1H, s), 7.41
(11, d, J = 8.7 Hz), 8.00 (1H, dd, J = 8.7, 2.3 Hz), 8.09 (1H, d, J = 2.3 Hz), 13.21 (1H, s). MS
(ESI): 454 [MHI]' .

<o 53-2 WA 53-3>

=2
N
o
o
i
o
fu
T
T
o
>,
_&
&
(<0
ol
(e
mz
= =
ol
w
[\
=
B
ol
w
w
]~
(<0
ol
4t
uj
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[1033]

[1034]

[1035]

[1036]

[1037]

[1038]
[1039]

[1040]

[1041]

[1042]

ZIHSd 10-2021-0046649

* 98

Fuol (2% 7171 9ol

H-NMR (400 MHz, DMSO-ds) 0: 0.33-0.41 (2H, m),
5-0.62 (6H, m), 1.28-1.38 (2H, m), 1.48 (6H, s),
2(3

i
0.4
2.42 (3H, s), 3.89 (3H, ), 6.00 (1H, s), 7.41 (1H, d,
S 5 OH Jd = 8.6 Hz), 8.00 (1H, dd, J = 8.6, 2.4 Hz), 8.16 (1H,
= @y d, J = 2.4 Hz), 13.21 (1H, br s).
MS (ES

53—2 (ESI*): 606 [M+H]*
T
YNy
'H-NMR (400 MHz, DMSO-ds) 5: 0.34-0.42 (2H, m),
0.46-0.82 (6H, m), 1.29-1.38 (2H, m), 1.54 (8H, s),
F & 2.47 (3H, s), 3.95 (3H, d, J = 1.8 Hz), 6.04 (1H, s),
7 0 7.99 (1H, dd, J = 12.4, 2.1 Hz), B.05-8.07 (1H, m),
-0 13.41 (1H, br s).
53—3 OH MS (ESI*): 524 [M+H]*
</\1}\] ] >
gshs QA (2b)9) SEES o SalA, Fae] 5313t vhAzbA] W, FA H-30] J1AF W EE ol
= H

3£ 99
Hio] (2F 7171 dolH
Ne -8,
\‘IN/
'H-NMR (400 MHz, DMSO-ds) &: 1.56 (6H, s), 1.60
o ?1_] (6H, s), 2.54 (3H, s), 6.57 (1H, br), B.13 (1H, d, J =
}-\"E 8.3 Hz), 8.23 (1H, d, J = 8.3 Hz), 8.64 (1H, s}, 13.49
H e A~e (1H, br).
5 MS (ESI*): 482 [M+H]*

<Al 6-1>

N S,
ST
N~

0
-0 o

HaN

Zrare] 53-1914 Aozl 83HE(50.0mg) & N N-tho|w € Fofuto] = (1. 1me) ol &3 Al7]a2, N N-thololo] iz d
o &o}l (0.0576me), 1-[B]2(tholWldolm] ) mddl]-1H-1,2,3-Eg}olo}Z[4,5-b] W HH F-3-SA| = A =2
9 ®E 23 0] E(HATU) (62.9mg), F3UEH(8.8mg)=S 7}5}3, Aol A 75417 wRke $ 15,541 3F A A A
o wnks AN &, E(10me) S 7Febal, 1AIRE wwkek § 0 ofFhel] o3| sk, st 50°CellAl AT
24, %A 3E(42.9mg) S 58T

15?&

1
H-NMR (400MHz, DMSO-ds) &: 1.48 (6H, s), 1.58 (6H, s), 2.41 (3H, s), 3.89 (3H, s), 6.46 (1H, s), 7.33

(1H, s), 7.41 (11, d, J = 9.0 Hz), 7.44 (1H, s), 7.99 (1H, dd, J = 9.0, 2.4 Hz). 8.05 (1H, d, J =
Hz). MS (ESI): 453 [M+H]'.

o-&she dubal (20)9 SES o]&alA, AAdl 6-13 mi A Wy, 3 H-4o 7|3 Wy T o
°l A, olate] AAle] 6-2 WA 6-48 S5k}
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[1043]

[1044]

[1045]
[1046]

[1047]

[1048]

[1049]

ZIHSd 10-2021-0046649

£ 100
A [FF 7171 dolHy e
NTS OH
N 'H-NMR (400 MHz, CDCls) &: 1.68 (6H, s}, 1.72
o 1% (6H, ), 2.57 (3H, s), 4.66 (1H, s), 6.60 (1H, 5), 6.97
5—‘\(“ (1H, s), 7.94 (1H, d, J = 8.0 Hz), 8.04 (1H, d, J =
R 8.0 Hz), B.53 (1H, d, J = 1.8 Hz).
6—2 e MS (ESI'): 481 [M+H]'
Nﬁ,»s
\ _p_ 7
NN o '
tH-NMR (400 MHz, DMSO-de)} &: 0.34-0.41 (2H, m),
0.45-0.82 (6H, m), 1.30-1.38 (2H, m), 1.47 (BH, s),
. 2,42 (3H, s), 3.89 (3H, s), 6.00 (1H, s), 7.32 (1H, s),
7.41 (1H, d, J = 9.1 Hz), 7.45 (1H, s), 8.00 (1H, dd,
—0 oy NH; J=9.1,2.1 Hz), 8.12 (1H, d, J = 2.1 Hz).
6—3 0 MS (ESI*): 505 [M+H]*
NS,
S
N OH
" 'H-NMR (400 MHz, DMSO-ds) &: 0.35-0.42 (2H, m),
0.47-0.61 (6H, m), 1.30-1.39 (2H, m), 1.52 (6H, s),
d &5 NH 2.46 (3H, s), 3.96 (3H, d, J = 2.4 Hz), 6.02 (1H, ),
—4 g% - 7.42 (1H, s), 7.52 (1H, 5), 7.95-8.01 (2H, m).
6—4 o MS (ESI*): 523 [M+H]*

<AAl o 7-1>

NQ'[:)_Ti
]

< I,

ofz L B97lal, A4 6-10]A4 dolx 3FHE(33.9mg)S Tro|FZ &M EH0.750ml) 0] FEAZI L, Iy
(0.0302m0), - Eg}o]ZF 0 2ol EAH0.0316m0)S 7Falar, Ao 7AZF 30%7F wuksk & 15417 A A
A Zth, golZ 2 2 eH(0.750ml) S 7Feta, 1A17F 30%7F mHkskith, 9219 (0.0302me), - EdfolE T
ol EAL(0.0315me) S 7hakar, A-2olA 5A1ZF 30#37F wWkek 0 17417 AX AR, oA 3417 whkgk &
23t RREFAYUESR 89 (5m) B F(10m)S 7FstaL, oM EAL e (15m) 2 FE30. fU]5S X3} 4
AF(ImOZE A &, FFYEFoR AFA7|aL, EEES o AASGT. st 89 52 S/ A

{:‘—r
A &, golF 22 e(4mnl)d fAI7IaL, HEFhA Zd I ZulEad (oA ELE o €l Eke=99:1 x|
90:10)& AATo =M, FA S (14.4mg)S F5H9 T

1
H-NMR (400MHz, DMSO-ds) &: 1.58 (6H, s), 1.70 (6H, s), 2.43 (3H, s), 3.97 (3H, s), 6.47 (1H, s), 7.54

(1H, d, J=9.0 Hz), 8.12 (I, dd, J = 9.0, 2.3 Hz), 8.21 (1, d, J = 2.3 Hz). MS (ESI'): 435 [MH] .
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[1050]

[1051]

[1052]
[1053]

[1054]

[1055]

[1056]
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3£ 101

e e O 7171 ©olH

TH-NMR (400 MHz, DMSO0-ds) &: 0.33-0.41 (2H, m),
0.45-0.62 (6H, m), 1.30-1.38 (2H, m), 1.70 (EH, s}, |
2.44 (3H, s5), 3.97 (3H, 5), 6.00 (1H, s), 7.55 (1H, d,
J=B8.6Hz), 8.12 (1H, dd, J = 8.1, 2.4 Hz), B.28 (1H,

—0 g“u d, J = 2.4 Hz).
0% CN

7—2 MS (ESI*): 487 [M+H]*
<A Ald 8-1>
OH
T
a
o | %
A
Zharel] 53-10A4 °*°1X S}3HE(26.0mg) & N, N-tholmd Fobuto] =(0.3me) ol &3fAAH, N,N-tfe]ofo] Az z o
Yol (0.0146m), 1-[¥] 2= (cho] wlRofr] i) W &N -11-1,2, 3-E 2ol o} & [4,5-b] 9] & )5 -3-S A = AALEF-2.
2290 E(HATU)(23.2mg,0.0688mmol) 2 & o}v1(2.0 mol/ ¢ ElESlol=2F e &9, 0.0573m0)& F7}
i, Aeold 1A% wstg, vl SuiE Ast B AARA, WAE QA 2Y ARrEY

=2

I (P EAL o g imehZ=20: D)ol 23] FAAA, FA 3= (15.6mg)S TS5k

H-NMR (400 MHz, CDCly) &: 1.60 (6H, s), 1.73 (6H, s), 2.50 (3H, s), 2.60 (1H, s), 2.91 (3H, d, J =
4.8 Hz), 3.94 (3H, s), 7.01 (1H, d, J = 4.3 Hz), 7.13 (11, d, J = 9.1 Hz), 7.91 (1H, dd, J = 9.1, 2.1
Hz), 8.26 (1H, d, J = 2.1 Hz). MS (ESI'): 467 [MH] .

<A A 8-2 A 8-4>

Ll

ol galA, AAlel 813} vk W, F4 H-eol A4S Py EE ol
AA e 82 WA 848 FESLH
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[1057]

[1058]

[1059]
[1060]

[1061]

[1062]

[1063]
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F* 102
A |2F ) 7171 dolg
s oH
1H-NMR (400 MHz, CDCls) 5: 1.72 (6H, s), 1.73
(6H, s), 2.50 (3H, 8), 2.64 (1H, §), 2.94-3.47 (6H,
m), 3.92 (3H, s), 7.10 (1H, d, J = 8.8 Hz), 7.89 (1H,
dd, J = 8.8, 2.0 Hz), 8.23 (1H, d, J = 2.0 Hz)
8—2 MS (ESI*): 4B1 [M+H]*
1H-NMR (400 MHz, DMSO-ds) &: 0.34-0.41 (2H, m),
0.46-0.62 (6H, m), 1.02 (6H, §), 1.29-1.37 (2H, m),
1.51 (BH, s), 2.42 (3H, s), 3.08 (2H, d, J = 5.4 Hz)'
0 3.90 (3H. 5), 4.57 (1H, s), 6.00 (1H, 5), 7.43 (1H, d,
d 5  OH | J=85Hz), 7.48 (1H,1, d = 5.8 Hz), 8.01 (1H, dd, J
-0 gV \lﬁ' =8.5, 2.4 Hz), 8.14 (1H, d, J = 2.4 Hz).
8—3 o] MS (ESI*): 577 [M+H]*
NS
wy,
OH 1H-NMR (400 MHz, DMSO-ds) 5: 0.34-0.41 (2H, m),
0.46-0.61 (6H, m), 1.30-1.38 (2H, m), 1.48 (6H, 8),
2.42 (3H, s), 2.60 (3H, d, J = 4.8 Hz), 3.88 (3H. s),
i 5.99 (1H. s), 7.41 (1H, d, J = 9.1 Hz), 7.88 (1H, q, J
s = 4.4 Hz), 8.00 (1H, dd, J = 8.5, 2.4 Hz), 8.08 (1H,
-0 7\ N
o N d, J=24Hz).
8—4 0 MS (ESI*): 518 [M+H]"
<zbald] 54-1>
Nep-S, H
N~

AR 2-36914 @oil 2 (26.9m)] AFUDA(Ine) SO, 0ToIN Eeo] EF 0 oPAEA0.5n0) S
Arhshar, 0COANA 1A1F, AeeA 147 aukstelet. wsolel guig gere RS
JEF £80¢ Frtehn, FEEFAGL0:DE FEHAT. 4715 SuE Bget FF AASREL, 24}
£ Qe)7hA 29 AehEad s (opIE oRuee=0: Dol ola) AAAA, BA HET(12.9m9)2 S5}
A,

i o\
\ @
2
X
=
A o

~
—

'H-NMR (400 MHz, CDCly) &6: 1.77 (6H, s), 2.62 (3H, s), 3.80 (2H, t, J = 8.9 Hz), 4.20 (2H, dd, J

9.2, 6.7 Hz), 4.49-4.57 (1H, m), 8.00 (1H, d, J = 8.6 Hz), 8.09 (1H, d, J
1.2 Hz). MS (ESI): 461 [M+H] .

8.6 Hz), 8.76 (1H, d, J

<Zhard] 54-2 W A] 54-3>

deste ARk (o)l ShhEE ol &M, Fare] 54-13h mpxbzRA el W, g I-1e] V1A W Es o
Bl w3 g oE WEAIA, olste] Fate] 54-2 WA 54-3% ST
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[1064]

[1065]

[1066]
[1067]

[1068]

[1069]

[1070]

[1071]

ZIHSd 10-2021-0046649

F 103
#ed +F 7171 dolH
OH
N:.‘rs
b | 1H-NMR (400 MHz, DMSO-ds) & 1.58 (6H, s),
2.42 (3H, ), 3.86 (2H, t, J = 9.4 Hz), 3.95-4.02
(6H, m), 4.65-4.74 (1H, m), 6.48 (1H, s), 7.47 (1H,
° d, J = 8.7 Hz), 8.02 (1H, dd, J = 8.7, 2.4 Hz), 8.19
d (1H, d, J = 2.4 Hz).
54—2 L | MS (ESI): 423 [M+H]'
Ne S I
NN
OH 'H-NMR (400 MHz, CDCh) &: 0.48-0.54 (2H, m),
0.59-0.71 (BH, m), 1.34-1.41 (2H, m), 2.53 (3H,
s), 2.56 (1H, 5), 3.77 (2H, t, J = 8.5 Hz), 3.81-3.84
(1H. m), 4:02 (3H, s), 4.15-4.20 (2H, m), 4.81-
,CNH 4.68 (TH, m), 7.15 (1H, d, J = 8.7 Hz), 7.91 (1H,
o A dd, J = 8.7, 2.3 Hz), 8.41 (1H, d, J = 2.3 Hz).
54—3 0o MS (ESI*): 475 [M+H]*

<HAl 9-1>

aH

N S,
§ T,?—I—

Q

303

S
Fare]  54-1004  AolR 3eHE(44.6mg) E N N-Tho]olo] A 2 Elolwl (0.0329ml) o] Astd e @ (1ml)
golol, 0ColA WEhdEdF 2ol =(0.00750n0) S A7FEHTL, ALAA 147k WSt 0THIA, WAl
2 ml/ ¢ BRI EE 8 9 S22 E-WEE(10:1)S HUksta, 587F s, A E B85S ol
s ATz, %A 3}3HE(28.8mg) S TSIAULE.
H-NMR (400 MHz, DMSO-dg) &: 1.61 (BH. s). 2.54 (3H, s), 3.08 (3H, s), 4.18-4.25 (4H, m), 4.62-4.69
(1H, m), 6.55 (1H, s), 8.20 (1H, d, J = 9.2 Hz), 8.25 (IH, d, J = 9.2 Hz), 8.74 (1H, d, ] = 1.8 Hz).
¥S (BST)): 539 (Ml

o 9-13} whx7b= o] WY

, 4 1-340 71AE WY e olE

o o g WREAIA, olate] e 9-2 WA 9-3& F53ISIT.
2 104
Ao [FE 2171 9olg
N s OH
IRaE
'H-NMR (400 MHz, DMSO-ds) &: 1.58 (6H, s),
o 2.42 (3H, s), 3.07 (3H, s), 3.99 (3H, s), 4.13-
-0 & 4.21 (4H, m), 4.61-4.70 (1H, m), 6.47 (1H, s),
\EI 7.48 (1H,d, J = 8.7 Hz), 8.03 (1H, dd, J = 8.7,
N.S,_,O 2.3 Hz), 8.22 (1H, d, J = 2.3 Hz).
9-—2 o MS (ESI*): 501 [M+H]*
N__\__rs
\_N- 7
N OH H-NMR (400 MHz, CDCIls) 5: 0.48-0.54 (2H, m),
0.59-0.71 (6H, m), 1.34-1.41 (2H, m), 2.54 (3H,
o s), 2.99 (3H, s), 4.04 (3H, 5), 4.23 (2H, 1, J =9.2
g,,o Hz), 4.34 (2H, dd, J = 9.8, 6.1 Hz), 4.43-4.50
S,CN' \ | (1H. m), 7.18 (1H, d, J = 8.8 Hz), 7.94 (1H, dd, J
0 0” N =8.8, 2.3 Hz), 8.44 (1H, d, J = 2.3 Hz).
9—3 (] MS (ESI*): 5§53 [M+H]*
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[1072]

[1073]

[1074]

[1075]

[1076]

[1077]

[1078]

[1079]

[1080]
[1081]

[1082]

ZIHSd 10-2021-0046649

<A Ald 10-1>

N OH
N-p

Q
bala!
=

Zare]] 54-1014 Aol 3FE(37.4m0) L N, N-thojojo] AZ 2 Ao Ho}ll(0.0329me) 9] Gt &A(0.8ml) &Y
o, 0TColA F4obAEAF0.00920me) S #7Fstar, A-2olA 1A17F wikslsl whg-ole] | 2 mol/ L EMMIEF
FEAS Hrtsta, SEZE-MEE(10:DE FE3800. f7159 &9E Z%HS S AAGL, IS A
1A 28 A2vlEde v (PN EAF o ivwerg= 20: 1) 23] FAAA, FA 3FE(30.5m)S F53H3AT.

'H-NMR (400 MHz, CDCl,) &: 1.75 (3H, s), 1.79 (3H, s), 1.93 (3H, s), 2.61 (3H, d, J = 1.2 Hz), 3.81
(1H, s), 4.08-4.13 (1H, m), 4.28-4.33 (1H, m), 4.40-4.47 (2H, m), 4.67-4.70 (1H, m), 8.01 (2H, s),
8.85 (1H, s). NS (ESI'): 503 [MHI].

<2 Ao 10-2 WA 10-3>

Beshs QA (2nel SEES ol g, AN 10-13 vhbAe P, 34 0] A Y EE ol
Sol E@ Yo WA, olske] A 10-2 WA 10-3% 53

FZ 105
iAo | P?F 7121 dolH
N S OH
= ]:g}_#_
H-NMR (400 MHz, CDCh) &: 1.75 (BH, s), 1.90 (3H,
o s}, 2.52 (3H, 8), 2.75 (1H, s), 4.04 (3H, s), 4.13-4.17
8 X (1H, m), 4.31-4.37 (2H, m), 4.42-4.48 (1H, m), 4.58-
\D 4.81(1H, m), 7.18 (1H, d, J = 8.5 Hz), 7.93 (1H, dd,
5. J = 8.5, 2.4 Hz), B.40 (1H, d, J = 2.4 Hz).
10—2 )ﬁo MS (ESI*): 465 [M+H]*
Ns-S
\I />i<]
N OH TH-NMR (400 MHz, CDCls) 5: 0.49-0.54 (2H, m),
0.58-0.70 (BH, m), 1.33-1.40 (2H, m), 1.80 (3H, s),
O | 2.40(1H, s), 2.54 (3H, 5), 4.04 (3H, 5), 4.12-4.18
(1H, m), 4.32-4.37 (2H, m), 4.42-4.49 (1H, m), 4.58-
"CN 461 (1H, m), 7.18 (1H, d, J = 8.6 Hz), 7.93 (1H, dd,
—0 g J=8.6,2.4 Hz), B.45 (1H, d, J = 2.4 Hz).
10—3 o] MS (ESI*): 517 [M+H]*
<HA 11>
N. 5 OH

HoN

Fare]| 54-104 dolx 3}HE(20.0mg) o] A3t A (0.8me) ‘Mol 0Col|A] o}o] AAtololEE g o] m g Al 2k
(10.0mg)& H7babar, Aol 2,547 wwkeksich. wks-do), E(1m)S H71st, AAE ELES oo
o8 FFge=M, A FFE(16.3m)S S5}

'H-NVR (400 MHz, CDCl;) &: 1.62 (6H, s), 2.55 (3H, s), 4.04-4.05 (4H, m), 4.50-4.57 (1H, m), 6.08 (2H,

s), 6.54 (1H, s), 8.20 (1H, d, J = 9.1 Hz), 8.26 (1H, d, J = 9.1 Hz), 8.71 (1H, d, J = 1.8 Hz). MS
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[1083]

[1084]

[1085]

[1086]

[1087]

[1088]

[1089]

[1090]

[1091]
[1092]

[1093]

Z2IME3S] 10-2021-0046649
(BSI): 504 [M+H]'.
<A Ad) 12-1>

N QH
=5

N-p

o

Q
=
>
ke

3o 54-10A4 Ao 8= (25.2mg) 2] FEHAEA(0.27me) L Hl€H-L(0.27m) &M, 0
Aol A 1.

5

ol

ookl 3} Tt uER #E&Ae Frheta, dtvddler FE3lY. fr1se SvEs et
N (

=

gul

AAskaL, e Ae7bd 2y AzvtE e (P EAL dl|)el ofs] AgAlste], #Al sHgtE

o 32 oo

H-NMR (400 MHz. CDCly) &: 1.78 (6H, s), 2.38 (3H, s), 2.62 (3H, s), 2.87 (1H, s), 3.56-3.63 (4H, m),
4.95-4.32 (10, m), 7.99 (1H, d, J = 8.6 Hz), 8.07 (1H, d, J = 8.6 Hz), 8.75 (1H, d, J = 1.8 Hz). MS
(ESI'): 475 [M+H]'.

eshs ARk (2m)o] e ol&alAM, Al 12-13 vixZbx o] W, 4 1-60] 7]AE Wy Ee o

=
of F@ o WA, olske AAel 12-2F S5,

3£ 106

i 7% 121 dolH

NS, ™ [ 1H-NMR (400 MHz, CDCls) 5: 1.78 (6H,
/ ‘ s), 2.62 (3H, s), 2.70 (2H, t, J = 5.1 Hz),
3.55 (2H, t, J = 5.1 Hz), 3.67 (4H, dt, J =

"g 18.4, 7.9 Hz), 4.31-4.39 (1H, m), 8.00
'*U’\,n;Q" i (1H, d, J = 8.2 Hz), 8.06 (1H, d, J = 8.2
@ ke Hz), 8.79 (1H, d, J = 1.8 Hz).
12—2 il MS (ESI*): 505 [M+H]*

<Al 13>

—0 g \C

Ao 2-680A4 Ao FHHE(138mg) o] ofAl=(4ml) £ 3mol/ ¢ FACm) S HUbskal, of=
718} Ao 5AIZF mukskick, wkE-oo] 3} B NS Hrtstal, FEREZE-uE
(10: DR FEF30. F715S SH/ AA L, xS Agytd 2 AZelE ] (ol EAl o E:
g§-2=20:1)°l 93] HAAAA, TA 3FE(126mg)S 5315},

=
]
'H-NMR (400 MHz, CDCl3) &: 1.74 (6H, s), 2.12-2.23 (2H, m), 2.28-2.41 (4H, m), 2.45 (1H, s), 2.52 (3H,
s), 2.60-2.68 (2H, m), 3.83-3.91 (1H, m), 4.07 (3H, s), 7.20 (1H, d, J = 8.8 Hz), 7.94 (1H, dd, J =
8.8, 2.4 Hz), 8.36 (1H, d, J = 2.4 Hz). MS (ESI)): 464 [MHI] .

- 167 -



[1094]

[1095]
[1096]

[1097]

[1098]

[1099]

[1100]

[1101]

[1102]

[1103]

[1104]

ZIHSdl 10-2021-0046649

<#are] 55>
l B

~0 =

0=$=0

HO'
2ol 35004 Qold s (123mg) 9] WEHE B Eetstol SR FR(1:1,4.2n0) Solol], 0Tl N H|ETteto] =R
AU EF(15.9mg,0.420mmo1 )S A 7Fstar, of2 E97]sF Ao 3087 wHksgith, whgde, E 3} gHak
FAUEF £89 0 oMES Frem, oMER dE FEad. §7%9 suE e 5
AAs L, ZAbg Aesbd 29 ARetEa (b EA el o8 AAste], EA B (128me) S 75
stk

T-NMR (400 Mz, CDCly) §: 1.73-1.82 (1M, m), 1.91-1.98 (2H. m), 2.16-2.23 (3H. m), 2.87-2.92 (1, m).
3.97 (3H, s), 4.09-4.19 (1H, m), 4.33 (1H, s), 6.96 (1H, d, J = 9.1 Hz), 7.68-7.71 (1H, m), 8.08-8.09
(10, m). MS (ESI'): 335 [MH] .

<Al 14>

oot duba (2r)e] SetEs of8aM, Fard 559k wirbAel W, A J-20] V1A WY EE ols
of &3 WHOoR NkgA[A, ofste] AAjd] 145 AlxA|eh EdAAL EdEo M $5313T.

¥ 107
Hiog | = 7171 dolH
N OH
..
FAEE
o H-NMR (400 MHz, CDCls) &: 1.24-2.14 (14H, m), 2.54
4 & (3H, s), 2.66 (1H, 5), 3.39-3.47 (1H, m), 3.62-3.69 (1H,
== O m), 4.07 (3H, s), 7.20 (1H, d, J = 8.8 Hz), 7.83 (1H,
dd, J = 8.8, 2.1 Hz), 8.25 (1H, d, J = 2.1 Hz).
14 H MS (ESI*): 486 [M+H]*

o 55014 dol 3FHE(78.7mg), 4-HO)EZMZEAH(47.1mg), EFtolddEAT(92.5mg) 2] B Egslo] =2

ol , 0Coll A olFtbo] 7l Aaltlololo] A X 2 (0.0694ml) S H71staL, of= E9|7]|st A2

oA 3AIRE aRkElgiTh. wREole] &ujE Zhetsl FH AASIAL, AbE AT 2 ﬂiﬂ}ilﬂ%ﬁ%(ﬁw'o}

yoll o3l AAlstaL, fojxl A& uﬂba(z 4me)oll A AT, Hhg Mol Ao A vAbEF

5 Al , A EAL oEE& HItstar, **E‘EME% o]-&-3j| A

OM WDP 0%?+° °of &8s st TH zﬂﬂ’é}ﬂ, %&A}% A7hA Zyl AZeEH T (P EAL ")
(

~~
©
~
w
> &
\./
o
m
N
- =
)
= K
>,
¢
=2
2
—
)
>,
2
Kl
'z
ol
ol
32
o
(‘z
o[o
2
é

H-NMR (400 MHz, CDCly) &: 1.43 (IH, s), 1.71-1.77 (1H, m). 1.90-2.05 (2H, m). 2.09-2.15 (2H, m),
2.19-2.26 (1H, m), 3.97 (3H, s), 4.24-4.32 (1H, m), 4.54 (1H, s), 6.94 (1, d, J = 8.6 Hz), 7.68 (1H,
dd, J = 8.6, 2.4 Hz), 8.06 (1H, d, J = 2.4 Hz). MS (CI'): 335 [M+H]'.
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[1105]

[1106]
[1107]

[1108]

[1109]

[1110]

[1111]

[1112]

[1113]
[1114]

[1115]

ZIHSd 10-2021-0046649

Fael 3504 el B (72.0m)) BEDS|SRFA(2.200) Sl 0CAA BRYsAL %
.98 mol/ ¢ ElEZSlo|=2F e 89 0.331ml)S H7Fekal, ofE B$1718F 0TolA 208, 204 17417

ST, A, L YAy gAE Wisha, o=y AL FEAA. [

stk BF AASEL, AE deitd 2Y AehE A (BIER SR o8 A, A HEE9.9
KR

Az
oo
=2
Ll
N
N

'H-NMR (400 MHz, CDCl3) &6: 1.37 (3H, s), 1.61-1.69 (1H, m), 1.92-2.05 (3H, m), 2.17-2.31 (2H, m), 3.27

(1H, s), 3.97 (3H, s), 4.17-4.25 (1H, m), 6.95 (1H, d, J = 8.8 Hz), 7.70 (1H, dd, J = 8.8, 2.4 Hz),
8.10 (1H, d, J = 2.4 Hz).

<A Ald 15-1 WA 15-2>

BEat AUy (2o SEES olgdA, Fad 573 bk B, B J-aol AR P EE olE
of #¢ Pyow H&—g— 174, olskel AAld 15-1 WA 1528 F5ahen.

£ 108
A 2] of EEES 7171 "HolH
Ne -5 CH
N-py
TH-NMR (400 MHz, CDCls) &: 1.24 (3H, s), 1.39-1.46
0 (2H, m), 1.74 (6H, s), 1.78-1.87 (4H, m), 1.96-2.06
0 o (2H, m), 2.51 (4H, s), 3.35-3.44 (1H, m), 4.03 (3H,
s), 7.16 (1H, d, J = 8.7 Hz), 7.91 (1H, dd, J = 8.7, 2.0
Hz), 8.33 (1H, d, J = 2.0 Hz).
15—1 oH MS (ESI*): 480 [M+H]*
N5 OH
N-.N; } ,
H-NMR (400 MHz, CDCla) &: 1.28 (3H, s), 1.31 (1H,
s), 1.46-1.63 (2H, m), 1.74 (6H, s), 1.78-1.91 (4H,
0 m), 1.99-2.04 (2H, m), 2.45 (1H, s), 2.62 (3H, s),
0 & 4 3.48-3.53 (1H, m), 4.03 (3H, §), 7.17 (1H, d, J = 8.8
D‘ Hz), 7.92 (1H, dd, J = B.8, 2.4 Hz), 8.31 (1H,d, J =
/ 2.4 Hz).
16—2 GH MS (ESI*): 480 [M+H]*

<Al 16>

s OH

N~y

Q
HO ?;‘;
HO

Zrard] 52-6914 Folx 8HeHE(44.1mg) 2] AIEA(0.8me) ¥, 0TolA, Ego]EF2L ioMlE*P(o 4ml)
2 obU&(0.0437m) & H7kekaL, of= w9l7Isk A2elA 0.547F ket Whgele] e Fighel S
AAsIL, ZALE AP7bd 29 azulEaey (ofHEA ol"ivgke=20: 1) o3 AHAAIA, ﬂl 3}t
(30.9mg) & F53F3L}.

EI

=5
ot

o
=

1
H-NMR (400 MHz, CDCl;) &: 1.44 (6H, s), 1.69 (6H, s), 2.48 (3H, s), 3.61 (2H, s), 7.12 (1H, d, J =
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[1116]

[1117]
[1118]

[1119]

[1120]

[1121]

[1122]

[1123]

[1124]

[1125]

Z2IME35] 10-2021-0046649
8.5Hz), 7.78 (11, dd, J = 8.5, 2.4 Hz). 8.17 (11, d, J = 2.4 Hz). NS (ESI): 426 [M+H] .
<A 17>

No -5 OH
ST

I

L
HO7C B

OH
Frae] 52-5004 dolH FeHE(53.7mg) e AspuldA(1.2m0) &, WHAE Fisiriolofol AR E T
(1.0 m/ ¢ Axk 8N 0.494ml)S H7bstar, o2 9718} Aol 2A13F wnksle), wkg-do), w3}
10% 44 84S H7leiA o &, SR HES(10: DR FE31590. F7159 498 443t 7 A
Asta, Abe AgytAa 2yl I2eEa I (oM EA ') B, EEES Ed Al the FAol
o] &3k, ALY AF-(7.3mg) o] wWEHE(0.2m0) 2 ASHILA(0.4me) Xl 0ColA HEZSIO| =284
EF(0.63mg)S H7beta, of= E97|al Ao 7AZF wykedth. wkg-old] 0T ¥3} AL UE
F FE9e HWitsta, SEEEFMES(10:DE FE3%0Y. §7159 &g Agst T/ AAsta, FAE

"H-NMR (400 MHz. CDCly) &: 1.49 (6H, s), 1.75 (6H, s), 2.57 (3H, s), 2.77 (1H, s), 3.02-3.07 (1H, m),
3.52 (2H, s), 3.61 (1H, s), 5.01 (20, d, J = 6.1 Hz), 7.67 (10, d, J = 8.1 Hz), 7.96 (1H, dd, J = 8.1,
2.0 Hz), 8.51 (1H, d, J = 2.0 Hz). MS (ESI'): 440 [M+H] .

<A Alo] 18-1>

2 AASIL, 0T FAr 10% A E2AF A Hrbsta, AAE uAS o3t o3
stogx, A 3}FE(33.2mg)S 533

"H-NMR (400 MHz, DMSO-dg) &: 1.27-1.35 (4H, m). 1.51-1.61 (4H. m), 1.65 (6H, s). 2.42 (3H, s). 3.04
(1H, br), 3.58 (1H, br), 3.96 (3H, s), 4.31 (1H, br), 7.29 (1H, d, J = 7.3 Hz), 7.37 (1H, d, J = 9.1
Hz). 7.90 (1H, dd, J = 8.8, 2.1 Hz), 8.14 (1H, d, J = 2.4 Hz). MS (ESI): 509 [M+H] .

- 170 -



[1126]

[1127]

[1128]

[1129]

[1130]

[1131]

[1132]

[1133]

[1134]

[1135]

ZIHSd 10-2021-0046649

£ 109
aqa 7z 7171 dolE]
5 OH
M- &
NP 1H-NMR (400 MHz, DMSO-ds) 5: 1.30-1.37 (4H, m),
=0 "M 1.50-1.60 (4H, m), 1.83 (BH, s), 2.43 (3H, s), 3.12 (1H,
£ br), 3.60 (1H, br), 4.06 (3H, s), 4.31-4.34 (1H, m), 7.70
O (1H, d, J = 7.3 Hz), B.47 (1H, d, J = 2.4 Hz), 8.70 (1H, d,
\ J =24 Hz).
18—2 HO MS (ESI*): 510 [M+H]*

%.O

>
2
—_
%

S EE R ﬁr?}%(wﬂmg)% N N-tolmd Folrpo] =(0.2me) ol &A1 A, 0TlA N N-t}o]oto] s

gobrl(0.00950me) , 1-[R]Z=(vholmldotr] =) wE @l ]-1H0-1,2, 3~ EEM o} [4,5-b] A HF-3-SAI=

EE/\»]O]E(HATU)G? 2mg) 2 tholwW|=Holwl(2.0ml/ ¢ E|E}SlOl =2 F T 9, 0.0283m) S H7ts)

oA 1AIZE wRkERGiT. W o] GujE Skt T Al S, S AeEgA A gRvtEg T
Moold e 2=9:1) 0 ofs AAAA, FA S}FHE(6.5mg) S 58T

B2 [l
e
i U

~
O
—_
R
[l
>~

"H-NMR (400 MHz, CDCls) &: 1.44-1.65 (9H, m), 1.73 (BH, s), 2.53 (3H, s), 2.83-3.02 (6H, m), 3.29 (1H,
br), 3.82 (1H, br), 4.05 (3H, s), 4.94 (1, d, J = 7.3 Hz), 7.15 (1H, d, J = 8.6 Hz), 7.83 (1H, dd, J
=8.9, 2.1 Hz), 8.27 (1H, d, J = 1.8 Hz). MS (ESI"): 536 [M+H] .

<A Alo] 20-1>

N OH
-‘-.rskr/ b
Ny
N

e 1-22001 4 Ao 3= (30.2mg) S A3 A (0.6me)ol EHAA, 0Tl FAslrfolofo] Akt detFn
(1.0 ml/ ¢ A 8, 0.282m)S 7Feta, ofEE EH7IsH, Y _E H
(0.5m0)S H7bstar, A-2o|A 208 wHbslgith. HEE-odof ol EAL oE
AgoA 308 WSt wHEAS, AFZo|EE o] &34 0%446}1, o] 7} o}

AABATH. xS AgstA 29 azvtEady (ol EA o' ivgke=10: Dl o HAAA, A 3§
(21.2mg) & F53I3itt.

-m
o
oldh
2
o
mr
it
[o
i)
N
2L
I

'H-NMR (400 MHz, CDCly) &: 1.28 (1H, d, J = 2.4 Hz), 1.47 (6H, s), 1.54-1.67 (8H, m), 2.31 (IH, t, J =
6.4 Hz), 2.52 (3H, s), 3.28 (1H, br), 3.79-3.83 (3H, m), 4.05 (3H, s), 4.93 (1H, d, J = 7.3 Hz), 7.14
(1H, d, J = 8.5 Hz), 7.85 (1H, dd, J = 8.5, 2.4 Hz), 8.35 (14, d, J = 1.8 Hz). MS (ESI'): 495 [M+H]'.

<A 20-2>
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)
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o
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o
=
R
N
)
X
lo
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e}
of
ol
0
w
=2
N
2
oly
o
)
t
rir
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F 110
a4 [FE 7171 4olH
Ne., ;DII
o
N
v 'H-NMR (400 MHz, CDCl) &: 1.28 (1H, d, J = 3.0 Hz),
—0 1.47 (6H, s), 1.54-1.68 (BH, m), 2.07-2.11 (1H, m), 2.53
: (3H, s), 3.28 (1H, br), 3.80 (2H, d, J = 6.1 Hz), 3.84
O (1H, br), 4.17 (3H, s), 4.97 (1H, d, J = 7.8 Hz), 8.61
) (1H, d, J = 2.4 Hz), 8.67 (1H, d, J = 2.4 Hz).
20-2 HO MS (ESI*): 498 [M+H]*

<1 58>

d
Kl

H‘“\

5 N

1-BRR-1-(4-HEA A L) TR F-2-2(7.12¢2) 9] NedrdAE(60ml) &N, 0CA 5-o}r]=-1,3,4-E]o}r}o]
o}Z-2-7}E A o8l (5.072)S HIESta, o2 EYUIE, Aolxd 1AzF mwksla, 15417 7k

RS, WA AL BT F, BEES o3 A, T GHUEF FEA4E ks, £
o pHE 1002 245, oMEA oz FEHAG. F7159 BT AU FF AASR, WAE Qe
A 7Y AmehEd s (FopA B od=2: Dol o) AIstel, FA SHEHE(965m) & 5T

'H-NMR (400 MHz, CDClz) &: 1.45 (3H, t, J = 7.1 Hz), 2.52 (3H, s), 3.87 (3H, s), 4.51 (2H, ¢, J = 7.1

Hz), 7.04 (2H, d, J = 8.5 Hz), 7.61 (2H, d, J = 8.5 Hz). MS (ESI'): 318 [M+H] .

<#iref 59-1>

o
g NH
o
Q, Ny
/—0 'sfl:zN

Aare] 5804 AojH 3}5E(965mg) ] AW P (15me) &Aell, -10TCA FZ23H(6Em)S H3lsta, o2

5 2 N7 wdrE e, Whe s ASE(30m)ol  AHEkEltaL, ofAEZ ddm

Z3th. H715e &iE st SR AAToEN o TAR(1.22g) 9] AF-(126mg) o] HErEHA &

2 IR Al S 2R E-1-8 A4 (62.7mg) 2t BRI EE #EH(2.0md/ ¢, 1.0m)] &%

Lo diste], 0TColA Aslelleh. whgAS A2ox 17412 wket &, Asivgd S-S Ag7Md 25 32v)
Ead T (P EAL o’)el o3 FAste], A 3H3E(101mg)S F53H3Tt.

'H-NMR (400 MHz, CDClz) &: 1.46 (3H, t, J = 7.3 Hz), 1.50-1.55 (2H, m), 1.77 (1H, d, J = 6.1 Hz),

1.91-1.95 (1H, m), 2.35-2.42 (2H, m), 2.54 (3H, s), 2.98 (2H, t, J = 6.4 Hz), 4.05 (3H, s), 4.10-4.16
(1H, m), 4.52 (2H, q, J = 7.3 Hz), 4.91 (1M, t, J = 6.1 Hz), 7.20 (1H, d, J = 9.0 Hz), 7.94 (1H, dd, J

=9.0, 2.0 Hz), 8.16 (1H, d, J = 2.0 Hz). MS (EST'): 481 [T
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[1146] <Fare] 59-2 WA 59-16>

[1147] o3k Ak ( & o8, Frarel 5919 wpRbzbA o) W, 34 U3 3 U-4el TR
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TH-NMR (400 MHz, GDCl3) b: 1.46 (3H, L,

J = 7.2 Hz), 2,55 (3H, s), 3.11-3.18 (1H,

Y, ~LP | m),3.28 (2H, £ J =87 Hz), 4.08 (3H, 5),
S 4.33 (2H,t,J = 5.8 Hz), 452 (2H, q, J =

7.2 Hz), 4.74 (2H, dd, J = 7.6, 6.4 Ha),

5.06 (1H, t, d = 6.4 H2), 7.21 (1H, d, J =
q :L 8.8 Hz), 7.97 (1H, dd, J = B.B, 2.1 Hz),
2 € 8.18 (1H, d, d = 2.1 Hz).

F= “ MS (ESI*): 467 [M+H}*

A
BN 'H-NMR (400 MHz, CDCl5) B: 1.46 (3H, t,
J = 7.2 Hz), 1.93-2.05 (4H, m), 2.28-2.34
o (1H, m), 2.54 (3H, s}, 3.68 (2H, dd, J =
A_NH 6.7, 5.4 Hz), 3.88-3.96 (1H, m), 4.07 (3H,
b 8}, 4.52 (2H, q, J = 7.2 Hz), 5.08 (1H, d, J
=B.5Hz), 7.18 (1H, d, J = B.B Hz), 7.93

09‘{1 (1H, dd, J = B.8, 2.4 Hz), 8.15 (1H, d, J =
2.4 Hz).
¥ i N MS (ESI*): 481 [M+H]*

TH-NMR (400 MHz, CDCls) 5: 1.46 (3H, t,
J=7.0Hz), 1.72 (1H, d, J = 5.4 Hz), |
1.98-2,11 (4H, m), 2,32-2.38 (1H, m),
g r(}-"o“ 2.55(3H, ), 2.97 (2H, dd, J = 7.5, 6.4
5_pH Hz), 4.05 (3H, s), 4.34-4.38 (1H, m), 4.52
(2H, g, J = 7.0 Hz), 4.90 (1H, t, J = 6.1
Hz), 7.20 (1H, d, J = 8.7 Hz), 7.96 (1H,
% M dd, J=8.7, 2.3 H2), 8.16 (1H, d, J = 2.3
= Hz).
§89—4 |/ MS (ESI*): 481 [M+H]*
'H-NMR (400 MHz, CDCla) 8: 1,26 (6H, |
Y 4 s), 1.46 (3H, 1, J = 7.2 Hz), 1.83 (1H, s},
K e 2.55 (3H, s), 2.84 (2H, d, J = 6.7 Hz),
B \Jr 4.05 (3H, s), 4.52 (2H, g, J = 7.2 Hz),
5.32 (1H,t J =6.7 Hz), 7.20 (1H, d, J =
O Mo 8.8 Hz), 7.98 (1H, dd, J = 8.8, 2.4 Hz),
?—és 818 (1H, d, J =24 Hz).
/~ MS (ESI): 468 [M+H]" |
'H-NMR (400 MHz, GDCls) &: 1.46 (3H, 1,
J=7.2Hz), 1.74 (1H, d, J = 3.6 Hz),
2.14-2.25 (4H, m), 2.54 (3H, ), 3.93-3.98

Y
84 (H, m), 4.06 (3H, 8), 4.45-4.47 (1H, m),
5 \D 4.52 (2H, g, J = 7.2 Hz), 5.02 (1H, d, J =
. 6.1 Hz), 7.18 (1H, d, J = B.5 Hz), 7.94

ik
Rl
=

59—2

58—3

§9—-5

oy oH (1H, dd, J = B.5, 2.4 Hz), 8.15 (1H, d, J =
Ay 2.4 Hz).
59—6 MS (ESI*); 467 [M+H]*

Ho, 'H-NMR (400 MHz, CDCI3) 6: 1.31 [1H, 1,
Y J=5.5Hz), 1.46 (3H, t, J = 7.3 Hz), 1 68-
; 1.66 (2H, m), 2.02-2.12 (1H, m), 2.17-
O 2.24 (2H, m), 2.54 (3H, 5), 3.52 (2H, t, J =
bk 4.8 Hz), 3.69-3.77 (1H, m), 4.07 (3H, 8),
0 4.52 (2H, q, J = 7.3 Hz), 5.14 (1H,d, J =
8.5 Hz), 7.18 (1H, d, J = 8.7 Hz), 7.95
G N (H, dd, J = 8.7, 2.3 Hz), 8.16 (1H, d, J =

/_?—fs,la 2.3 Haz),
s9—7 MS (ESI): 481 [M+H]*

[1148]
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TH-NMR (400 MHz, CDCla) &: 1.46 (3H, 1,
J=7.4 Hz), 1.72-1.79 (3H, m), 2.61-2.57
(5H, m), 3.34-3.40 (1H, m), 3.91-3.06
(1H, m), 4.08 (3H, &), 4.52 (2H,q, J =74
Hz), 5.05 (1H, d, J = 8.1 Hz), 7.18 (1H, d,
= 8.7 Hz), 7.96 (1H, dd, J = 8.7, 2.3
Hz), 8.16 (1H, d, J = 2.3 Hz).
MS (ESI*): 487 [M+H]*

59—8

TH-NMR (400 MHz, CDCla) &: 1.46 (3H, t,
J =7.3 Hz), 1.67-1.68 (6H, m), 1.84-1.88

| (8H, m), 2.55 (3H, 5), 4.05 (3H, 5), 4.53

(2H, g, J = 7.2 H2), 4.81 (1H, 8, 7.18

| (1H. d, J = 8.7 Hz), 7.5 (1H, dd, J = 8.7,

2.3 Hz), 8.15 (1H, d, J = 2.3 Hz).
MS (ES(*): 621 [M+H]*

 69—10

69—11

Q

TH-NMR (400 MHz, COCIa) &: 1.24 (3H,
s), 1.41-1.50 (7H, m), 1.58-1.65 (2H, m),
1.78-1.87 (2H, m), 2.55 (3H, &), 3.23-3.20
(1H, m), 4.05 (3H, ), 4.52 (2H, q, | = 7.1
Hz), 4.88 (1H, d, J = 8.1 Hz), 7.18 (1H, d,
J=B8Hz), 7.87 (1H,dd, J =88, 2.4
Hz), 8.18 (1H, d, J = 2.4 Hz).

| MS (ESI*): 608 [M+H]*

H-NMR (400 MHz, GOCla) &: 1.17 (3H,
s), 1.33-1.39 (2H, m), 1.46 (3H, 1, J = 7.1
Hz), 1.51-1.63 (6H, m), 2.55 (3H, s), 3.08-
3.21 (1H, m), 4.05 (3H, s}, 4.53 (2H, q, J
=7.1Hz), 4.84 (1H,d, J = 7.9 Hz), 7.18
{1H, d, J = 8.7 Hz), 7.86 (1H, dd, J = 8.7,
2.3 Hz), B.17 (1H, d, J = 2.3 Hz).

§9—12

MS (ESI*): 508 [M+H]"

H-NMR (400 MHz, CDCls) &: 1.19 (3H,
s}, 1.30-1.37 (2H, m), 1.44-1.56 (5H, m),
1.68-1.75 (2H, m), 1.96-2.03 (2H, m),
2.54 (3H, s), 3.60 (1H, br), 4.08 (3H, 8),
451 (2H, q, J = 7.1 Hz), 4.88 (1H, s),
7.1B (1H, d, J = 8.6 Hz), 7.92 (1H, dd, J =
8.6, 2.4 Hz), 8.18 (1H, d, J = 2.4 Hz),

MS (ESI*): 508 [M+H]*

£9—-13

TH-NMR (400 MHz, CDCls) &: 0.86 (3H, t,
J=T7T.2Hz), 145 (3H, t, J =7.1 Hz), 1.47-
1.50 (4H, m), 2.52 (3H, s), 3.86 (2H, q, J
=7.1Hz), 4.07 (3H, 5), 4.51 (2H, g, 0= |
7.2 Hz), 6.92 (1H, ), 7.18 (1H,d, J = 8.5 |
Hz), 7.91 (1H, dd, J = 8.5, 2.4 Hz), 8.11
{1H, d, J = 2.4 Hz).
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L e 7171 A olH

< F 1H-NMR (400 MHz, CDCl) &: 1.45 (3H, t,
o H | J=7.2 Hz), 2.30 (1H, s), 2.54 (3H, 5),
% 2.60-2.69 (2H, m), 2.74-2.86 (2H, m),
b 3.71 (2H, d, J = 5.4 Hz), 4.08 (3H, s),
452 (2H, q. J = 7.2 Hz), 5.66 (1H, s),

DHMN { 7.21 (1H, d. J = 8.8 Hz), 7.93 (1H. dd, J =
glaey 8.8, 2.4 Hz), 8.18 (1H, d, J = 1.8 Hz).

s9-14 | /° MS (ESP): 517 [M+H]*

% F~. | H-NMR (400 MHz, CDCls) &: 1.45 (3H, t,
J=7.1Hz), 1.77 (1H, d, J = 3.0 Hz), 2.53
Wi O | (3H, s), 3.06-3.13 (1H, m), 3.38-3.44 (1H,

B m), 4.06 (3H, s), 4.16 (1H, br s), 4.52
(2H, g, J = 7.1 Hz), 5.52-5.56 (1H, m),
Oy MNey 7.22 (1H,d, J = 8.7 Hz), 7.95 (1H, dd, J =
[? queaN 8.7, 2.3 Hz), 8.18 (1H, d, J = 2.3 Hz).
59—15 | / MS (ESI*): 508 [M+H]*
Ns—-S, 9O .
N
'H-NMR (400 MHz, CDCl) &: 1.47 (3H, t,
H J=7.3 Hz), 2.52 (3H, s), 4.06 (3H, s),
‘S"'N 4.54 (2H,q, J = 7.3 Hz), 7.15 (1H, d, J =
—0 db 9.1 Hz), 7.22-7.25 (2H, m), 7.52-7.56 (2H,
| m), 7.57 (1H, 8), 7.89 (1H, dd, J = 9.1, 2.4
N ‘ Hz), 8.22 (1H, d, J = 2.4 Hz).
59—16 N MS (ESI): 496 [M-HJ .

<A 21-1>

[+
N._;

—0 H
)

Ha
Zrae] 51-1014 Aol 313 (43.0mg) 2] HEZS o= 2 F2(0.4ml) &N, 0T
(0.98 md/ ¢ EIEgStol=aFHd &N 0.53ml) £4S Hrlstar, 0ColA 5A1ZF wksAth. 0Tl A, Wk
o X3 dIdrF FEAS HUtsta, FEEE WE2(10:1) &3 2 FE9 Y. 7715 SE
3t T/ AAstE, JAME AT 2y A2etE I (OFAEA ' deEre=9:1)] 93] FAIAA, EA
3= (16.6mg)S F53F3T).
H-NMR (400 MHz, CDCly) &: 1.31 (1H, d, J = 3.1 Hz), 1.51-1.62 (8H, m), 1.66 (6H, s), 2.14 (1H, s),
2.39 (3H, s), 3.29 (1H, br), 3.83 (1H, br), 4.05 (3H, s), 4.95 (1H, d, J = 7.3 Hz), 7.15 (1H, d, J =

8.6 Hz), 7.26 (1H, s), 7.57 (1H, d, J = 8.6 Hz), 7.98 (1H, s). MS (ESI+)1 480 [M+H]+.

<HAAld 21-2 YA 21-20>

s Ak (26)9 S=E ol 8, A 21-13 vRREA e g, A U-bell Z1AE B B o]
ol £ WHeR WeAlA, olste] AAld 21-2 WA 21-20& TSI
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21—2

1H-NMR (400 MHz, DMSO-dg) 8: 1.37-1.56 (10H, m),
2.27 (3H, ), 3.18-3.27 (3H, m), 3.70-3.77 (2H, m), 3.97
{3H, s), 5,75 (1H, s}, 7.36 (1H, d, J = 8.5 Hz), 7.52 (1H,
s), 7.66 (1H, d, J = 7.9 Hz), 7.72 (1H, dd, J = 8.5, 2.4
Hz), 7.75 (1H, d, J = 2.4 Hz).

MS (ESI*): 466 [M+H]*

21—-3

H-NMR (400 MHz, CDCly) &: 1.51-1,56 (2H, m), 1.71
(1H, d, J = 6.1 Hz), 1.75 (6H, &), 1.92-1.97 (1H, m),
2.36-2.42 (2H, m), 2.50 (1H, s), 2.52 (3H, s), 2.96 (2H,
t, J = 6.4 Hz), 4.04 (3H, s), 4.10-4.17 (1H, m}, 4.90
(1H, 1, J = 8.4 Hz), 7.16 (1H, d, J = 8.5 Hz), 7.88 (1H,
dd, J = 8.5, 2.4 Hz), B.28 (1H, d, J = 2.4 Hz).

21—4

MS (ESI*): 467 [M+H]*

"H-NMR (400 MHz, CDCla) &: 1.75 (6H, s), 2.53 (3H, s),
2,55 (1H, s), 3.10-3.17 (1H, m), 3.26 (2H, t, J = 7.0

Hz), 4.05 (3H, s), 4.33 (2H, t, J = 6.1 Hz), 4.73 (2H, dd,
J=78, 64 Hz), 5.05(1H, t, J =6.4 Hz), 7.17 (1H, d, J
= 8.8 Hz), 7.88 (1H, dd, J = 8.8, 2.4 Hz), B.31 (1H, d, J

= 2.4 Hz).
MS (ESI*): 453 [M+H]*

21—5

1H-NMR (400 MHz, CDCls) &: 1.75 (6H, s), 1.97-1.99
(4H, m), 2.27-2.34 (1H, m), 2.52 (3H, s), 2.56 (1H, s),
3.57 (2H, dd, J = 7.0, 5.1 Hz), 3.86-3.92 (1H, m), 4.06
(3H, s), 5.09 (1H, d, J = 8.1 Hz), 7.14 (1H,d, J=8.8
Hz), 7.86 (1H, dd, J = 8.8, 2.4 Hz), 8.28 (1H, d, J = 2.4

Hz).
MS (ESI*): 467 [M+H]*

21—6

'H-NMR (400 MHz, CDCh) &: 1.67 (1H, d, J = 6.4 Hz),
1.75 (6H, s), 1.88-2.08 (4H, m), 2.34-2.37 (1H, m), 2.48
(1H, ), 2,53 (3H, s), 2.97 (2H, dd, J = 7.9, 6.1 Hz),
4.04 (3H, s), 4.33-4.38 (1H, m), 4.90 (1H, t, J = 6.4
Hz), 7.16 (1H, d, J = 8.7 Hz), 7.89 (1H, dd, J = 8.7, 2.3
Hz), 8.30 (1H, d, J = 2.3 Hz),

MS (ESI*): 467 [M+H]*

21—7

TH-NMR (400 MHz, CDCls) & 1.26 (6H, s), 1.68 (1H, ),
1.75 (6H, 8), 2.52 (3H, 8), 2.55 (1H, 5), 2.84 (2H, d, J =
6.7 Hz), 4.04 (3H, ), 6.31 (1H, t, J = 6.7 H2), 7.16 (1H,
d, J = 8.5 Hz), 7.88 (1H, dd, J = 8.5, 2.1 Hz), 8.29 (1H,
d, J = 2.1 Hz).

MS (ESI*): 455 [M+H]"
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NTS OH
P 1H-NMR (400 MHz, CDCls) 5: 1.70 (6H, 5}, 2.04-2,22
o N (4H, m), 2.49 (3H, s), 3.88-3.91 (1H, m), 4.04 (3H. 8),
d 4.36-4.38 (1H, m), 7.17 (1H, d, J = 8.5 Hz), 7.88 (1H,
\ dd, J = 8.5, 2.4 Hz), 8.25 (1H, d, J = 1.8 Hz).
21—8 HG MS (ESI*): 453 [M+H]*
N s OH
:{‘r"
Ny [
H-NMR (400 MHz, CDCls) 5: 1.57-1.65 (2H, m), 1.75
(6H, 5), 2.02-2.10 (1H, m), 2.16-2.21 (2H, m), 2.48 (1H,
d &5, §), 2.62 (3H, 8), 3.62 (2H, t, J = 5.4 Hz), 3.87-3.75 (1H,
¥ m), 4.06 (3H, 8}, 5.12 (1H, d, J = 9.1 Hz), 7.14 (1H, d, J
e} = 8.7 Hz), 7.87 (1H, dd, J = 8.7, 2.3 Hz), 8.30 (1H, d, 4
) = 2.3 Hz).
21-8 Ho= MS (ESI*): 467 [M+H]*
N OH
N-:;
< TH-NMR (400 MHz, CDCls) 5: 1.71-1.78 (8H, m), 2.47
g (1H, 5), 2.48-2.55 (SH, m), 3.34-3.40 (1H, m), 3.91-
=C oW 3,93 (1H, m), 4.07 (3H, s), 5.05 (1H, d, J = 9.1 Hz),
A 7.15 (1H. d, J = 8.7 Hz), 7.88 (1H, dd, J = 8.7, 2.3 Hz),
\ 8.29 (1H, d. J = 2.3 Hz).
21—-10 HO MS (ESI*): 453 [M+H]*
OH
HN_ P o~
&
| TH-NMR (400 MHz, CDCl) 6: 1.64-1.68 (6H, m), 1.76
(6H, s), 1.85-1.89 (6H, m), 2.516 (1H, s), 2.524 (3H, s),
N-N 4.04 (3H, s), 4.81 (1H, 5), 7.14 (1H, d, J = 8.5 Hz), 7.84
(1H, dd, J = 8.5, 2.4 Hz), 8.29 (1H, d, J = 2.4 Hz).
21—11 OH MS (ESI*): 507 [M+H]*
Nﬁ]’ OH
~N
'H-NMR (400 MHz, CDCls) &: 1.24 (3H, s), 1.41-1.48
0%:” {4H, m), 1.58-1.66 (2H, m), 1.76 (6H, s), 1.79-1.85 (2H,
m), 2.50 (1H, 5, 2.53 (3H, s), 3.25 (1H, s), 4.04 (3H,
s), 4.88 (1H, d, J = 6.1 Hz), 7.15 (1H, d, J = 8.5 Hz),
\ 7.88 (1H, dd, J = B.5, 2.4 Hz), 8.32 (1H, d, J = 2.4 Hz)
21—12 | wo’ MS (ESIY): 495 [M+H]*
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% 116
Hido *E 7171 dolH
5 OH
Wt
H-NMR (400 MHz, CDCls) &: 1.17 (3H, s), 1.34-
0 1.38 (2H, m), 1.55-1.64 (6H, m), 1.75 (6H, s), 2.47
4 DySfNH (1H, ), 2.53 (3H, s), 3.16 (1H, br), 4.04 (3H, s),
4.84 (1H, d, J= 7.8 Hz), 7.14 (1H, d, J = B.8 Hz),
Q 7.87 (1H, dd, J=18.8, 2.4 Hz), 8.31 (1H,d, J=2.4
Hz).
21—13 HO" MS (ESI*): 495 [M+H]*
Nars OH
N“‘N’} | B
1H-NMR (400 MHz, CDCla) 5: 1,20 (3H, s), 1.31-
—0 M 1.70 (6H, m), 1.74 (6H, s), 1.97-2.00 (2H, m), 2.49
(1H, 8), 2.51 (3H, 8}, 3.60 (1H, br), 4.07 (3H, s8),
4.82 (1H, s), 7.14 (1H, d, J = 8.9 Hz), 7.82 (1H,
dd, J = 8.9, 2.4 Hz), 8.30 (1H, d, J = 2.4 Hz).
21—14 OH MS (ESI*): 495 [M+H]*
N -5 GH
TH-NMR (400 MHz, CDCls) 6: 1.74 (6H, s), 2.13
(1H, 1, J = 5.4 Hz), 2.52 (3H, 8), 2.55 (1H, s),
o 2.58-2.65 (2H, m), 2.78 (2H, g, J = 14.1 Hz), 3.71
-3 (2H, d, J = 6.4 Hz), 4.07 (3H, &), 5.54 (1H, §), 7.18
(1H, d, J = 8.7 Hz), 7.87 (1H, dd, J = 8.7, 2.0 Hz),
7N 8.31 (1H, d, J = 2.0 Hz).
21—16 F oH MS (ESI*): 503 [M+H]*
N-'ar's OH
Ny |
0 'H-NMR (400 MHz, CDCh) &: 1.74 (6H, d, J = 1.2
—0 & wH Hz), 2.51 (1H, s), 2.62 (3H, s), 3.04-3.14 (2H, m),
3.37-3.44 (1H, m), 4.06 (3H, 5), 4.11-4.19 (1H, m),
oH 5.34-5.41 (1H, m), 7.1B (1H, d, J = 8.5 Hz), 7.88
F F (1H, dd, J = 8.8, 2.1 Hz), 8.32 (1H, d, J = 2.4 Hz).
21—16 F MS (ESI*): 495 [M+H]*
N
al/
m}
"H-NMR (400 MHz, CDCls) &: 1.25-1.31 (4H, m),
1.36 (1H, d, J = 4.8 Hz), 1.66 (6H, s), 1.87-1.94
0" 'NH (4H, m), 2.09 (1H, s), 2.40 (3H, s), 3.13 (1H, br),
3.58 (1H, br), 4.05 (3H, s), 4.79 (1H, d, J = 7.3
Hz), 7.16 (1H, d, J = B.5 Hz), 7.25 (1H, ), 7.59
y (1H, dd, J =88, 2.1 Hz), 7.98 (1H, d, J = 2.4 Hz).
21—-17 HO MS (ESI*): 480 [M+H]*
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[1161]

[1162]
[1163]

[1164]

[1165]

[1166]
[1167]
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X 117
A FE 7171 dolH
N OH
Y N-.;
1H-NMR (400 MHz, DMSO-ds) &: 1.50 (6H, s),
0 2.17 (3H, 5), 3.98 (3H, d, J = 8.6 Hz), 5.74 (1H, s),

—0 o'fS:NH 6.57 (2H, d, J = 8.6 Hz), 6.89 (2H, d, J = 8.6 Hz),
7.31 (1H, d, J = 8.6 Hz), 7.39 (1H, 8), 7.60 (1H, d,
J=2.4Hz), 7.65 (1H, d, J = 8.6 Hz), 9.21 (1H, s),

9.61 (1H, s).
21—18 Hi MS (ESI*): 474 [M+H]*
Ne -5, ©OH
Ve
'H-NMR (400 MHz, DMSO-ds) 8: 1.50 (6H, s),
—0 D,, iy 2.18 (3H, s), 3.94 (3H, 5), 5.75 (1H, s), 7.02-7.09

(2H, m), 7.10-7.16 (2H, m}), 7.32 (1H,d, J=9.4
Hz), 7.42 (1H, s), 7.66-7.71 (2H, m), 10.14 (1H,

s).
MS (ESI*): 476 [M+H]*

21—-19 F
4
\_N- i
f R
=(_H H-NMR (400 MHz, CDCls) 5: 1.75 (6H, s), 2.49
S (3H, 5), 2.54 (1H, 5), 4.06 (3H, 5), 7.12 (1H, d, J =
—0 g% 9.2 Hz), 7.19-7.22 (2H, m), 7.29 (1H, 8), 7.49-7.52
(2H, m), 7.85 (1H, dd, J = 8.6, 2.4 Hz), 8.31 (1H,
\ |9 d=18Hz).
21—20 MBS (ESI*): 484 [M+H]*.

<A Ald 22>

o f

Hfi
Fare] 51-1614 Folzl 315=(232mg) 8] HEZSto| E2F(9.4m) &4, 0TCollA L2 EEFAE HE=olo]

Z23(0.209m0) S Askskal, of=Z 3 #9718k 0TAFE HA27tA] AA 3] F&A7]aL, 208 akEkgict.

el 0CA dEnlaulFEEnto]=(1.0 md/ ¢ ElEgSo|=zFad g 2.82mz):;1 2N Z AAA A
sFeta, ol22 B9V 0CAATEH A272] MA3] $2A17]3, 16A17F wkelgich, wkgodlo], 3} At
FEAE HUbsta, ofMEAF dER FESGY. fU15e SvE st S/ AAS A, AHE ATt
4 A2vtEa g (oA EAL o'l i ghE=20:1)0] o3& FAAIA, %A 52 (26.5mg)S F533 ).
H-NMR (400 MHz, CDCls) &: 1.04-1.07 (2H, m), 1.30-1.33 (3H, m). 1.53-1.66 (8H, m), 2.39 (3H, s), 2.92
(1H, br), 3.29 (1H, br), 3.83 (IH, br), 4.05 (3H, s), 4.95 (1H, d, J = 7.3 Hz), 7.15 (1H, d, J = 8.5
Hz), 7.26 (1H, s), 7.55 (1H, dd, J = 8.2, 2.1 Hz), 7.96 (1H, d, J = 2.4 Hz). MS (ESI'): 478 [M+H]'.

<Al 23>

OH

2o 59-130A] AR 8l3HE(116mg) 2] HEZSIo|m 2 E (2. 4ml) SMo), 0CoA PEHsvend s
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[1168]

[1169]

[1170]

[1171]

[1172]

[1173]

[1174]

[1175]

[1176]

[1177]
[1178]
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(0.95 md/ ¢ EEZHSlol=RFFgt &4, 2.4m0) S H7FskaL, of=:r #9718k A2l 941t mnksigitt. vkg
ofell, 3} AstdEE &N H7bstar, oMHEA ez FEE3AT. 71 e A8t o7 AAs
=5

aL, rks A 2 ARviEIHI (R EAL o"ieehg=20: 1)l o3 AAAA, FA 5}t (48.4mg)

'H-NMR (400 MHz, CDCl;) &: 0.68 (2H, dd, J = 6.9, 5.7 Hz), 0.88 (2H, dd, J = 6.9, 5.7 Hz), 1.23 (6H,
s), 1.74 (6H, s), 2.51 (1H, s), 2.52 (3H, s), 2.70 (1H, s), 4.03 (3H, s), 5.42 (1H, s), 7.13 (IH, d, J
= 8.6 Hz), 7.84 (1H, dd, J = 8.6, 2.4 Hz), 8.27 (1H, d, J = 2.4 Hz). MS (ESI'): 481 [MHI].

of= E7lsk, i
me)ell #FEA 7], ofo] L
EF oE(10m) &2 FZ3}
55 A% AASSY. 7
2otE 2 (koA E

6-19914 fojHW 88=(80.0mg), EHAHAFE(35.7mg)S N, N-tholw g Folnlo] = (2.0
Eofgh(0.0186ml) S 7F8kar, Ao 1.54]%¢F ﬂ*{o}@ﬂr 2(10m0)E 7}8kar, obAl
. F715S 3 ALSF(m)=E M4 £, T3 EReR AxA7a, B8
¢ 3l gulE SF AAS T, tolEFER2Metdml) ol A7, AggbA 2 A
A old=84:16 W1 0:100) o8 FAFo =M, FA & (80.3m9) S FEATT.
"H-NMR (400MHz, CDCls) &: 1.34-1.47 (3H, m). 1.50-1.63 (2H, m), 1.66-1.75 (2H, m), 1.99-2.07 (2H, m),
2.77 (3H, s), 3.48-3.57 (1H, m), 3.75-3.84 (1H, m), 7.73 (1H, d, J = 8.5 Hz), 7.79-7.83 (1H, m), 8.29
(1H, d, J = 1.8 Hz). MS (ESI): 416 [MH] .

-&ahs duky (Im)e] 3gES ol&8lM, Fard 607 vpa X W FA 7-19] 7]A% P T olE
A, olste] Ao 245 FEEHA

X 118

A 3] of F 7171 dolH

TH-NMR (400 MHz, CDCl3) 6: 1.19 (1H, d, J = 2.4 Hz),
1.40-1.82 (4H, m), 1.68 (BH, s), 1.82-1.93 (4H, m),

o N— 2.08 (1H,s), 2.39 (3H, s), 2.90 (3H, s), 3.75-3.82 (1H,
. 3 m), 3.99 (3H, s), 4.00-4.03 (1H, m), 7.11 (1H, d, J =
O 8.6 Hz), 7.25 (1H, s), 7.54 (1H, dd, J = 8.6, 2.1 Hz),
! \ 8.01 (1H, d, J = 2.1 Hz).
24 | Hd MS (ESI*): 494 [M+H]*

<A Ao 25>

Fave] 29014 AolXl shekE(41.2mg) S ol E A FAL]=(0.6me)ol S 7]aL, 3

=
2
(SN
o
N}
3
x
ne
2
)
ot

- 180 -



[1179]

[1180]

[1181]
[1182]

[1183]

[1184]

[1185]
[1186]

[1187]

[1188]

[1189]

ZIHSd 10-2021-0046649

FE(57.5m0), (2-TholApl FRAME L]0 4" 6~ E ko] ofo) & Futola D) ohv] wvife] A B 2 2 e
©]=(10.7mg) H EMIGEF FE&H(2.0 ml/ € ,0.19m0)& 7FstaL, o= #917]8k 90Tl 1AZF 7+E wwket
ek W ole] ohEA WL A, MrtelE R FEFUUEFS olgaAA olnstu, clsele goig
A FH AASAL. NG el 29 AReEL (PIEA A HEE=20: Dol o8] HA T,
O o4 Ao 29 Ameheadn (e Do oa AANA, BA HFE G0 F5I.

'H-NMR (400 MHz, CDCl;) &: 1.29 (1H, s), 1.56-1.66 (8H, m), 2.09 (3H, s), 2.39 (3H, s), 3.26-3.32 (1H,

s), 3.83 (1H, s), 4.06 (3H, s), 4.95 (1M, d, J = 7.3 Hz), 5.09 (1H, d, J = 1.8 Hz), 5.26 (1H, s), 7.17
(1H, d, J = 8.8 Hz), 7.24 (1H, s), 7.58 (1H, dd, J = 8.8, 2.4 Hz), 7.99 (1H, d, J = 2.4 Hz). MS

(ESI'): 462 [M+H]'.
<A Ald 26>
N OH

o8
(T

N~

Zrare] 52-1304 PolR 3EE(20.0mg)S oNEFE(0.2m) © E(0.2m)el A7, ¥3} FdUnE 589
(0.2m) 2 2 i4(11 1mg)S 7FetaL, 50ColA 10837 wwreldict. HEDS
Tl AR wgkgk 5 Ao A 17417 X AIZTE. A=k, 50TCelA 1A17F agkgh
TERFHCu) SR SAAFT. B AAAE o] &3, ESES oI AAs L, H
Aagltt. oFQe B Hrbsta, oM EAL dERE FEET. fUTS 238t A4 )
UYEFo=z 7Ax $, E&ES o7 AANAY. Y 3 &uE FTF AAT F, rvio]EERZ gk
g2 72, AstA EFT; ARvtE Y (oFH EAL o g 1w ehg=99:1 WX 90:10)2 AATFe =N, FA 35
E(5.9mg) & 533

{d

1H-NMR(400 MHz, DMSO-d¢) & :1.56(6H, s),2.29(3H, s),4.07(3H, s),4.50(2H, s),5.12(2H, s),6.38(2H, d, J

=8.5 Hz),6.44(1H, s),6.80(2H, d, J =8.5 Hz),7.44(1H, d, J =8.5 Hz),7.83(1H, d, J =2.4 Hz),7.95(1H, dd,
J =8.5,2.4 Hz). NS (ESI +):473[M+H]+.

<A Ald 27-1>
NS OH
HCI
H; O

-0 o’sngDH

AR 1-380 4] Aol FFE(100.0mg) S oM EAL o€ (1.5me)ell AEAZaL, 1 ml/ ¢ D35 L-olAEAL o
2(0.30m0)S 7Fakgleh. AeA 1023 wwk 5 of I o3 FRste], ofHEAL dd(1m)E MA3AT.
oAzl AES gk 50CANA Az=AIRo=ZA, 1A 3H3HE(90.4mg) S 5313t

"H-NMR(400 MHz, DMSO-ds) &: 1.24 (BH, s), 1.59 (6H, s), 2.45 (3H, s), 3.57 (2H, s), 4.02 (3H, s), 7.46
(1H, d, J = 8.8 Hz), 7.98 (1H, dd, J = 8.8, 2.3 Hz), 8.17 (1H, d, J = 2.3 Hz).

<A A ¢ 27-2 WA 27-10>

BEats AU (1] FEES olgHA, WA 2715} vhazbA e W,
Sol F@ WHom WgAA, olste] Al 27-2 UA) 27-10& FESLH
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F 119
a2 % 7151 dolH
Ne-S, oA
p
N N=pf
HEI
,S—O(»GH H-NMR (400 MHz, DMS0-de) &: 1,31 (3H, s), 1.62
FANO (6H, 8), 2.18-2.27 (2H, m), 2.43-2.52 (2H, m), 2.54 (3H,
27—2 EF s), 4.15-4.26 (1H, m}, 8.14-8.21 (2H, m), 8.68 (1H, s).
NeS_ OH
e
HCI
H
ﬁs\-'N __-:' TH-NMR (400 MHz, DMSO-de) &: 1.36 (3H, s), 1.62 (6H,
FINO % b 5), 1.60-1.77 (2H, m), 2.62-2.59 (6H, m), 3.93-4.03
F 5 (1H, m), 8.08 (1H, d, J = B.5 Hz), 8.10-8.14 (1H, m),
273 OH | 8.15 (1H, 5), 8.62 (1H, s).
N ]

<
HCI
N H-NMR (400 MHz, DMSO-ds) 5 0.81-0.88 (2H, m),

6 o5 1.01-1.08 (2H, m), 1.28-1.39 (4H, m), 1.48-1.66 (4H,
0 m), 2.14-2.23 (1H, m), 2.34 (3H, s), 3.02-3.14 (1H, m),
3.55-3.64 (1H, m), 3.98 (3H, 8), 7.37-7.44 (2H, m),
27—4 H | 7.76-7.84 (3H. m).
Ne-S_ OH
&
™ Nepf
HCI
o TH-NMR (400 MHz, DMSO-ds) 5: 1.26-1.36 (4H, m),
—6 o 1.48-1.66 (1CH, m), 2.44 (3H, s), 2.98-3.08 (1H, m),
3.55-3.62 (1H, m), 3.97 (3H, s), 7.33 (1H, d, J = 7.3
Hz), 7.39 (1H, d, J = 9.1 Hz), 7.80 (1H, dd, J = 8.5, 2.4
27—5 H | Hz), 8.11 (1H, d. J = 2.4 Hz).
N S OH

\Ih{
HCI
N
—0 o 1H-NMR (400 MHz, DMSO-ds) B: 1.58 (6H, s), 2.43 (3H,

\
0 H |s) 2.70 (4H, t, J = 12,5 Hz), 3.33 (2H, s), 3.97 (3H, s),
7.39 (1H, d, J = 8.6 Hz), 7.86 (1H, s), 7.80 (1H, dd, J =

27—6 F F 8.6, 2.4 Hz), 8.10 (1H, d, J = 2.4 Hz).

[1190]
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[1191]

[1192]

[1193]
[1194]

[1195]

[1196]
[1197]

[1198]
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F 120

ERCIEES 7171 doIH
N5 OH
SWas
Hel

m), 1.49-1.67 (10H, m), 2.34 (3H, s), 3.02-3.13
{(1H, m), 3.57-3.63 (1H, m), 3.99 (3H, s), 7.38-7

-N
0 o”s\b Q "H-NMR (400 MHz, DMSO-de) 8: 1.27-1.39 (4H,
27-7 YOH | .44 (2H, m), 7.78-7.87 (3H, m).

—0 0™y 1H-NMR (400 MHz, DMSO-ds) 5: 1.28-1.41 (13H,
m), 1.40-1.67 (4H, m), 2.34 (3H, &), 3.02-3.12 (1H,
m), 3.57-3.63 (1H, m), 3.99 (3H, s), 7.39-7.44 (2H,
H

27—8 m), 7.68 (1H. s), 7.80-7.85 (2H, m).
N,}l,s OH
¥
\ ”w}_%
Hol | 'H-NMR(400 MHz, DMSO-dé) & 1.33 (6H, s),
HO |1.62 (BH, §), 2.56 (3H, 8), 3.56 (2H, ), 8.13 (1
e 5 \com H, d, J = 7.9 Hz), 8.20-8.24 (1H, m), B.74 (1H,
27—9 gr 9 d, J = 1.8 Hz).
NS,
S
HCl | 1H-NMR (400 MHz, DMSO-ds) &: 1.02 (6H, s),
i 1.08-1.12 (2H, m), 1.23-1.29 (2H, m), 2.43 (3H, s),
<N 2.48-2.56 (1H, m), 3.18 (2H, s), 3.98 (3H, s), 6.71
—0 073y K\O (1H, §), 7.39 (1H, d, J = 8.6 Hz), 7.86 (1H, dd, J =
27—-10 H |8.8,2.1Hz),8.08 (1H, d, J = 2.4 Hz).

5-o}u|=-1,3,4-E]o}t}o] o} & -2-F}H Al 4L o E(2.62g) 2] EHIEESlo| =2 FT(100me) &N, 0Tl B=3}
AtolZF2IZ2IulIW45(0.5 ml/ ¢ HEZSto|=2Fg {9 100m)S Hrlsta, o=+ 7
AlZE aksgict, wkg ol x5l AsitRyE FENS HUlelal, ofMEAL dER FE3IS.
2 sl =7 AAGL, FAE AYgtA 29 AaRntE g v (obAEA o) o) AA|se,
(1.24g)& F53k3itt.

'H-NVR (400 MHz, CDCl;) &: 0.40-0.46 (2H, m), 0.50-0.67 (6H, m), 1.22-1.29 (2H, m), 2.80 (1H, s), 5.07

+

(1H, s), 5.78 (11, s). NS (ESI): 212 [M+]

QI3F eholwrtolel s 74 A9l As) B4 B/HCAHE FAZE PORE)

ofo
ol
>
b3
5

B
WO - P

H3eES FoH AFSL, 10 mmd/ L7t HEF thojwd AHEALO]=(DMSO)E o] &3l A

Lo, nlolE 2~ A wix| (2% AEjold A, 5% Tryptose phosphate broth, 30mmol/ ¢ MgCl,S -3t
HIA] (MEM) ) el 41 100nmol/ ¢ 3% 1000nmol/ € ¢ &%= 93 speh= §Ne AT, Az =] (10%
9& FRohs MEDS ol &alA, 3wk AAE/meo] AETE MRC-5(13E Bfolalid frobAlE: ATCOE 249 Al
¢ ZolEe 199 62540 3HESEaL, 37T, 5% C0, st A gt TE, 7241 &, 80% HEFAEL

B

R
o
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[1199]

[1200]
[1201]
[1202]
[1203]
[1204]
[1205]

[1206]

[1207]
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S G 625w AAAFTAE A A7 (Ca, Mg F3H: PBS-HE 13] Algstar, A8 A el ZAgH 625409
1y e 98 e, 308 F, HiXE AANA, IRVI4AATCO)7F dhsddZ(multiplicity of
infection: M0I)=0.27} H=% ZA3 93 31gE &9 187.5mF FH7star, 35T, 5% C0, Z7alol A w3}
ATH. G5 2417 5, AR Ao xAG 625400 A sgE &HES hskar, 35C, 5% 00, skl A wieF
Sk, 48A17F 3, 625ue] PBS-= 13] A|AS}aL, RNeasy(oH7#E) plus kit(Qiagen )& o]&3|A, AlE9]
ZRNAS A z2Ae] Ao whels FE31th. T3k, High-Capacity cDNA Reverse Transcription Kit(Thermo
Fisher ScientificAb)ol 2J8] cDNAS TAISISIct. FH 3o, HRV149} 18s rRNAES 7500 Fast Real-time PCR
system(Life technologiesAh)& o] &a|A A&2 AA7F PCRol|l 28] SA43Ftt. 542, 95CoA 20%7+] F
%9 WA, 40AFo]Z2] 95X 3%7Fe] WAI 60ToNA 30F7Fe] o /A HESoAMe] o
adrt. Zafolm =, AEHs 1o YERd IRV14 2= ZEfolwel, s 20 YERA HRV14 2w~ 2
oM E AL, TRHE MIHE 39 YElW Z2HE o] &3t}

18s rRNAS] =49 Eukaryotic 18S rRNA Endogenous Control(Applied BiosystemsAh)S o] R3] &stdtt. 7
Ak 1o wEbd, WR-EFOoRA, 18s ZlHA™ RNAZE o]&8lA IRVI4 #a#HS F+3s):

(AL 1)

HRV14 7+l =

vpolel 2 2 AIES] HRV14%Z/Hlol )2 Zhed A9l 18s rRNA%
g@stgtEe] sl & At 20 weEbA AdE (%) &S

(A4 2)

oA}

o

(AL S Fhaba 2 vlolelzs 29 AXe) IRV FAS-AAFEE TP vloleis 2+ AES] HRY
FRF)/ WG TS et B vholelx el AlEe] HRY 293> 100

100 nmol/ ¢ oA AFE AA dult); o)ste] Tl el
+, 50%=> A&l &: +2A E7)8g ).

o
4
e
=]
of
2
o
o
Vv
©
S
=
+
T
+
o)
S
=
Y%
2
ol
o
V
Nl
S
=
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NS4

e
[=)

£ 121

Al 2

H

++

+++

4+

+++

4

e

++

44

Lo d

H+
+++

+++

=

HAH Wy

1-1
1-2
-3
1-4
1-5

1-8

1-B

i-10
1-11

1-12
1-13
1-14
i-15
i-18
113
1-18

1-18
1-20
1-21
1-22
1-23

1-24
1-25
1-26
1-27
1-28
1-29
1-30
1-81
1-32
1-33

1-35
1-36
1-87
1-38
1-39
1-42

1-43
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[1212]

[1213]

[1214]
[1215]
[1216]
[1217]
[1218]

[1219]
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¥ 125
Ao Wz Al s
16 +
17 +
18-1 ++
18-2 +
19 +++
20-1 et
20-2 +
21-1 +
21-2 +
21-3 ++
21-4 ++
21-5 +
21-6 +
21-7 ++
21-8 ++
21-8 +
21-10 +
21-11 +
21-12 ++
21-13 +
21-14 T+
21-15 o+
21-18 ++
21-17 +
21-18 ++
21-19 ++
21-20 +
22 +
23 -+
24 +
25 ++
26 +

AFHFY o] 87
1=iYe]

Byl SRe, vmeueld agE, 58 golwutolels gAFe Ao

AEHE 1S HRV142] RNAS] R4 DNA LS o4etes £Y= Zololm o] MPoltt,

MEHME 2% HRV142] RNAS] R4 DNA L& o4ste glw~ Zafolm o] MPoltt,

AEHE 32 5 dhol] AL FAM AFe] HIEo] s ZRH o] A go|t},

P
SEQUENCE LISTING
<110> KYORIN PHARMACEUTICAL CO., LTD.
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<120> BICYCLIC HETEROAROMATIC RING DERIVATIVE
<130> W0/2020/040104
<140> PCT/JP2019/032335
<141> 2019-08-20

<150> JP 2018-154411

<151> 2018-08-21

<160> 3

<170> PatentIn version 3.5
<210> 1

<211> 14

<212> DNA

<213> Artificial Sequence
<220><223> forward primer
<400> 1

CTAGCCTGCG  TGGC

<210> 2

<211> 21

<212> DNA

<213> Artificial

<220><223> reverse primer
<400> 2

GAAACACGGA  CACCCAAAGT A
<210> 3

<211> 22

<212> DNA

<213> Artificial
<220><223> probe

<400> 3

TCCTCCGGCC  CCTGAATGCG  GC
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