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000000 LRMS m/z (M+H): OO0 435.8, 000 436.4. 1H NMR & (ppm) (

500 MHz, DMSO-d6): 8.01 (s, 1H), 7.53 (dd, J = 7.3, 2.0 Hz, 1H), 7.35 (t, J =
8.9 Hz, 1H), 7.32 2 7.27 (m, 1H), 6.88 (d, J = 8.6 Hz, 1H), 4.37 (t, J = 9.1 Hz,
1H), 3.96 ? 3.77 (m, 2H), 3.54 ? 3.41 (m, 2H), 3.14 (td, J = 5.3, 2.6 Hz, 2H),
2.19 (d, J = 8.6 Hz, 1H), 2.06 (d, J = 12.5 Hz, 1H), 1.93 (d, J = 12.4 Hz, 1H),
1.78 (d, J = 12.7 Hz, 1H), 1.65 (q, J = 11.8 Hz, 1H), 1.28 ? 0.87 (m, 5H).
000000 LRMS m/z (M+H): 00O 435.8, D00 436.4. 1H NMR & (ppm) (
500 MHz, DMSO-d6): 8.01 (s, 1H), 7.53 (dd, J = 7.3, 2.0 Hz, 1H), 7.38 ? 7.26
(m, 2H), 6.87 (d, J = 8.6 Hz, 1H), 4.44 ? 4.31 (m, 1H), 4.00 ? 3.80 (m, 2H), 3.
57 2 3.42 (m, 2H), 2.51 (p, J = 1.8 Hz, 2H), 2.25 ? 2.13 (m, 1H), 2.08 (s, 1H),
1.93 (d, J = 11.9 Hz, 1H), 1.83 2 1.74 (m, 1H), 1.71 ? 1.57 (m, 1H), 1.27 ? 0.
94 (m, 5H).
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LRMS m/z (M+H): OO0 464.9, 000 465.4. 1H NMR & (ppm)
(500 MHz, 0 O0O00O0O-d): 7.31 (s, 1H), 7.15 ? 7.10 (m, 2H), 6.54 (s, 1H), 5.3
4 (s, 1H), 4.74 (d, J = 6.5 Hz, 1H), 4.63 (d, J = 6.8 Hz, 1H), 4.27 (d, J = 13.2
11.9 Hz, 1H), 3.16 ? 3.08

(m, 1H), 3.05 (d, J

11.6, 5.7 Hz, 1H), 3.30 (d, J

10.5 Hz, 1H), 2.97 (q, J = 9.6 Hz, 3H), 2.30 (td, J = 11.2,
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3.3 Hz, 2H), 1.69 (d, J = 25.0 Hz, 4H), 1.52 (d, J = 7.0 Hz, 3H).

0000000 LRMS m/z (M+H): 000 464.9, 000 465.4. 1H NMR & (ppm)
(500 MHz, 0 O0O000O0O-d): 7.35 (d, J = 6.7 Hz, 1H), 7.16 ? 7.09 (m, 2H), 6.07
(s, 1H), 5.10 (s, 1H), 4.61 (t, J = 8.2 Hz, 1H), 4.44 (q, J = 6.9 Hz, 1H), 4.27 (
d,J =12.8 Hz, 1H), 3.46 (td, J = 11.5, 4.1 Hz, 1H), 3.30 (d, J = 12.0 Hz, 1H),
3.19 ? 3.11 (m, 1H), 2.99 (tt, J = 23.4, 12.5 Hz, 4H), 2.41 ? 2.26 (m, 2H), 1.8
2(d,J=11.5Hz, 1H), 1.64 (d, J = 21.0 Hz, 4H), 1.55 (d, J = 7.0 Hz, 3H).
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0000000 LRMS m/z (M+H): OO0 478.9, 000 479.4. 1H NMR & (ppm)
(500 MHz, 0 O0O00O00O-d): 7.31 (s, 1H), 7.12 (d, J = 6.9 Hz, 2H), 6.39 (s, 1H),
5.12 (s, 1H), 4.66 (s, 1H), 4.51 (s, 1H), 4.24 (d, J = 13.3 Hz, 1H), 3.57 ? 3.46
(m, 1H), 3.31 (d, J = 11.4 Hz, 1H), 3.23 ? 3.07 (m, 2H), 2.94 (s, 2H), 2.56 (s,
1H), 2.36 (s, 1H), 1.76 (d, J = 11.6 Hz, 1H), 1.63 (s, 2H), 1.49 (d, J = 7.0 Hz,
3H), 1.37 (s, 2H), 1.23 (s, 3H).

0000000 LRMS m/z (M+H): 000 478.9, 000 479.4. 1H NMR & (ppm)
(500 MHz, 0 O0O00O00O-d): 7.30 (s, 1H), 7.12 (d, J = 6.9 Hz, 2H), 6.25 (s, 1H),
5.01 (s, 1H), 4.66 (s, 1H), 4.47 (s, 1H), 4.24 (d, J = 12.9 Hz, 1H), 3.52 (t, J =
7.8 Hz, 1H), 3.31 (d, J = 9.6 Hz, 1H), 3.23 ? 3.08 (m, 2H), 2.99 (s, 1H), 2.86
(s, 1H), 2.55 (s, 1H), 2.38 (s, 1H), 1.79 (d, J = 12.2 Hz, 1H), 1.63 (s, 2H), 1.5
0 (d, J = 7.0 Hz, 3H), 1.36 (s, 2H), 1.24 (s, 3H).
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0000000 LRMS m/z (M+H): OO0 478.9, 000 479.4. 1H NMR & (ppm)

(500 MHz, 0 0O0000O-d): 7.40 (dd, J = 7.0, 2.0 Hz, 1H), 7.19 ? 7.13 (m, 1H),
7.09 (t, J = 8.6 Hz, 1H), 6.27 (d, J = 3.3 Hz, 1H), 5.38 (d, J = 6.5 Hz, 1H), 4.5
9 (t,J =7.9 Hz, 1H), 4.52 (d, J = 6.9 Hz, 1H), 4.29 (d, J = 12.5 Hz, 1H), 3.45

(td, J = 11.6, 4.2 Hz, 1H), 3.33 ? 3.25 (m, 1H), 3.21 ? 3.09 (m, 2H), 2.95 (d, J
= 10.0 Hz, 1H), 2.89 (d, J = 9.2 Hz, 1H), 2.58 (t, J = 10.7 Hz, 1H), 2.33 (s, 1

H), 1.83 (d, J = 12.3 Hz, 1H), 1.66 (d, J = 8.9 Hz, 2H), 1.54 (d, J = 7.0 Hz, 3H
), 1.40 ? 1.30 (m, 2H), 1.22 (d, J = 6.2 Hz, 3H).

00000 LRMS m/z (M+H): 0OO 478.9, 000 479.4. 1H NMR & (ppm) (50
0 MHz, 00 O0O0O-d): 7.39 (d, J = 6.6 Hz, 1H), 7.19 ? 7.13 (m, 1H), 7.10 (t,

J=8.6 Hz, 1H), 6.27 (s, 1H), 5.34 (d, J = 16.6 Hz, 1H), 4.60 (d, J = 7.7 Hz, 1
H), 4.52 (s, 1H), 4.29 (d, J = 12.8 Hz, 1H), 3.46 (dt, J = 11.4, 5.8 Hz, 1H), 3.

29 (d, J = 12.1 Hz, 1H), 3.22 ? 3.10 (m, 2H), 3.00 (s, 1H), 2.84 (s, 1H), 2.54

(s, 1H), 2.39 (t, J = 10.4 Hz, 1H), 1.86 (d, J = 13.1 Hz, 1H), 1.73 ? 1.57 (m, 2
H), 1.55 (d, J = 7.0 Hz, 3H), 1.28 (t, J = 7.1 Hz, 2H), 1.24 (d, J = 6.1 Hz, 3H).
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0000000 LRMS m/z (M+H): 000 443.9, 000 444.3. 1H NMR & (ppm)
(500 MHz, 0 0O0O0O-d): 7.31 (d, J = 6.8 Hz, 1H), 7.15 ? 7.11 (m, 2H), 6.19

(d, J = 15.9 Hz, 1H), 4.92 (s, 1H), 4.64 (t, J = 8.2 Hz, 1H), 4.43 (s, 1H), 4.22
(d, J = 12.7 Hz, 1H), 3.51 (td, J = 11.5, 4.2 Hz, 1H), 3.37 ? 3.29 (m, 1H), 3.14
(ddd, J = 14.4, 11.2, 3.6 Hz, 1H), 2.02 ? 1.93 (m, 1H), 1.72 ? 1.60 (m, 4H), 1.

48 (dd, J = 7.0, 4.2 Hz, 3H), 1.29 2 1.18 (m, 3H), 1.07 (dt, J = 20.4, 7.7 Hz, 3H).

0000000 LRMS m/z (M+H): 000 443.9, 000 444.3. 1H NMR & (ppm)
(500 MHz, D O0O0O00O-d): 7.31 (d, J = 6.5 Hz, 1H), 7.16 ? 7.11 (m, 2H), 6.02
(s, 1H), 4.81 (s, 1H), 4.66 (t, J = 8.4 Hz, 1H), 4.39 (d, J = 6.5 Hz, 1H), 4.22 (
d,J=14.6 Hz, 1H), 3.56 ? 3.47 (m, 1H), 3.36 ? 3.29 (m, 1H), 3.15 (ddd, J =
14.5, 11.2, 3.7 Hz, 1H), 1.98 (d, J = 12.6 Hz, 1H), 1.73 ? 1.59 (m, 4H), 1.48 (
d,J = 7.1 Hz, 3H), 1.29 ? 1.21 (m, 4H), 0.99 (td, J = 7.9, 3.8 Hz, 2H).
0000000 LRMS m/z (M+H): 000 443.9, 000 444.3. 1H NMR & (ppm)
(500 MHz, 0 O0O000O0O-d): 7.34 (d, J = 6.9 Hz, 1H), 7.18 ? 7.05 (m, 2H), 5.99
(s, 1H), 4.96 (s, 1H), 4.68 (t, J = 8.0 Hz, 1H), 4.41 (d, J = 6.8 Hz, 1H), 4.28 (
d,J=12.9 Hz, 1H), 3.47 (td, J = 11.6, 4.3 Hz, 1H), 3.30 (d, J = 11.8 Hz, 1H),
3.16 (ddd, J = 14.5, 11.3, 3.7 Hz, 1H), 1.92 (d, J = 13.1 Hz, 1H), 1.77 ? 1.58
(m, 4H), 1.56 (d, J = 7.1 Hz, 3H), 1.51 (d, J = 15.2 Hz, 1H), 1.30 ? 1.08 (m, 3
H), 1.06 (t, J = 8.6 Hz, 2H).

0000000 LRMS m/z (M+H): 000 443.9, 000 444.3. 1H NMR & (ppm)
(500 MHz, 0 O0O00O0O-d): 7.38 (s, 1H), 7.19 ? 7.09 (m, 2H), 6.06 (s, 1H), 5.1
2 (s, 1H), 4.66 (s, 1H), 4.43 (s, 1H), 4.29 (d, J = 12.3 Hz, 1H), 3.47 (t, J = 11
.0 Hz, 1H), 3.30 (d, J = 11.5 Hz, 1H), 3.16 (t, J = 12.1 Hz, 1H), 1.97 (d, J = 1

2.6 Hz, 1H), 1.80 ? 1.58 (m, 4H), 1.55 (d, J = 6.9 Hz, 3H), 1.29 ? 1.20 (m, 4H
), 0.99 (t, J = 8.6 Hz, 2H).
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LRMS m/z (M+H): 000 439.8, 000 440.3. 1H NMR & (ppm) (500 MHz, O
00O000-d): 7.22 (q, J = 8.0 Hz, 1H), 6.97 (t, J = 8.2 Hz, 1H), 6.57 (d, J = 2
8.5 Hz, 1H), 5.37 2 5.21 (m, 1H), 5.01 (dd, J = 10.7, 8.4 Hz, 1H), 4.56 ? 4.43
(m, 1H), 4.18 (d, J = 13.2 Hz, 1H), 3.54 ? 3.43 (m, 1H), 3.32 (d, J = 11.1 Hz,
1H), 3.20 ? 3.08 (m, 1H), 3.00 ? 2.82 (m, 2H), 2.36 (d, J = 5.9 Hz, 1H), 2.28 ?
2.17 (m, 1H), 2.09 (q, J = 9.9, 6.9 Hz, 1H), 1.97 ? 1.88 (m, 1H), 1.45 (d, J =
7.0 Hz, 3H).
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000000000000 000O0000 LRMS m/z (M+H): OO0 439.8, 000 4
40.3. 1H NMR & (ppm) (500 MHz, 00 O0O0O0O-d): 7.22 (q, J = 7.5 Hz, 1H), 6.
97 (t, J = 8.3 Hz, 1H), 6.38 (d, J = 28.8 Hz, 1H), 5.24 (s, 1H), 5.03 (dd, J = 1
0.9, 8.2 Hz, 1H), 4.44 (d, J = 6.6 Hz, 1H), 4.22 (d, J = 13.4 Hz, 1H), 3.45 (td,
J=11.5, 3.7 Hz, 1H), 3.30 (d, J = 11.7 Hz, 1H), 3.21 ? 3.11 (m, 1H), 3.00 ? 2
.84 (m, 2H), 2.37 (dt, J = 12.8, 6.5 Hz, 1H), 2.28 ? 2.18 (m, 1H), 2.11 (q, J =
10.1, 7.1 Hz, 1H), 1.99 ? 1.88 (m, 1H), 1.50 (d, J = 7.0 Hz, 3H).
000000000000 0O00O00000O0 LRMS m/z (M+H): 000 439.8, 00O
0 440.3. 1H NMR & (ppm) (500 MHz, 00 0O00O-d): 7.21 (td, J = 8.2, 6.0 H
z, 1H), 7.02 2 6.92 (m, 1H), 6.34 (s, 1H), 4.98 (d, J = 8.0 Hz, 1H), 4.94 ? 4.87
(m, 1H), 4.39 (q, J = 7.1 Hz, 1H), 4.17 (d, J = 13.6 Hz, 1H), 3.51 (td, J = 11.5,
4.2 Hz, 1H), 3.32 (dq, J = 11.7, 3.6 Hz, 1H), 3.15 (ddd, J = 14.2, 11.1, 3.6 Hz,
1H), 2.83 (dt, J = 17.6, 8.8 Hz, 1H), 2.72 (p, J = 8.9 Hz, 1H), 2.35 (dtd, J = 1
1.9, 8.3, 3.7 Hz, 1H), 2.16 ? 2.06 (m, 1H), 2.06 ? 1.98 (m, 1H), 1.93 ? 1.85 (
m, 1H), 1.48 (d, J = 7.1 Hz, 3H).

000000000000 0O00O000000 LRMS m/z (M+H): 000 439.8, 00
0 440.3. 1H NMR & (ppm) (500 MHz, 00 O0O0O0O-d): 7.25 ? 7.19 (m, 1H), 7.
00 ? 6.93 (m, 1H), 6.35 (s, 1H), 5.19 (s, 1H), 4.97 (t, J = 8.8 Hz, 1H), 4.42 (q.
J=6.9 Hz, 1H), 4.24 (d, J = 12.8 Hz, 1H), 3.46 (td, J = 11.6, 4.2 Hz, 1H), 3.3
4?2 3.27 (m, 1H), 3.16 (ddd, J = 14.3, 11.2, 3.6 Hz, 1H), 2.83 (dt, J = 17.6, 8.
8 Hz, 1H), 2.74 (p, J = 9.0 Hz, 1H), 2.31 (dtd, J = 11.9, 8.2, 3.8 Hz, 1H), 2.16
? 2.09 (m, 1H), 2.04 (ddd, J = 12.0, 8.1, 3.8 Hz, 1H), 1.97 ? 1.88 (m, 1H), 1.5
2 (d, J = 7.1 Hz, 3H).

000 000000000000 O0O00O00O0O0O0O00O00O0O0O0O00O00O0O0NOoOn
000000000000 000O00O00O000O00O00000O0O0O0n

10

20

30

40

50



(102)

JP 7522943 B2 2024.7.25

oooo
%= J . FEE FH Zs A
b Lo P [&iﬁ_[ﬁﬂﬁ. w

B 3 (235
(2R)-N-((R i S)-(3-/= VT, SEC
02,47 TWAe-T 2=V 1135];;
. . o e EAERY L
1T VA3 B
D1A i \ s YA3JRT BE WY g 4104 SUELON.
NN J07" FAFV)-2-FW-3-%% KNT
*H LA 5V Y] {l/"C\
PN AN N Y R 10 %(IPA+0
e 0 ) 2%DIPEA)
v 1
P 310k
(2R)-N-((R %4 S)-(3-/n VT, SEC
B-2,4-7" IWAR-Tz=h)(VA /J'}LDJ;& _
o iz MvA-3-y)e7 oe Wy ol
1B LA 107 Syt a-pinsay A9 | 4124 RS%EOH,
*H /\ NI SEATN WNT,
FOYF N LAY 10 %(IPA+0
c < ) 2%DIPEA)
v—2 2
L 31045
(2R)-N-((S %1% R)-(3-/1 VT, SFC:
1-2,4-7" TWtn-7 =) (b il{);;
VA3 “ e e A AL
D1C 9 f R IS E N g9 4124 RS%EOH,
NN VJu7 " F V) F)-2- A F -3 o<
H NI N
r . NH Z\“f?\‘/t N TV /1D R 10 %(IPA+0
¢ 0 i 2%DIPEA)
v—23
EXp 310k
(2R)-N-((S 1z R)-(3-/m VT, SFC:
02,47 IWEn-7 2= ) (VA i?_‘%
- N o N LY
g A3 b -
21D i s 7R3 0 el g 4104 DS%ELON.
NTON Va7 FW)-FF)-2-pF -3- ; X
*H /\ ATt A® S0 3y RUNT,
C' 0 i 2%DIPEA)
v—2 4
FF (2R)-N-((R iz S)-(3-/n P 312k
z n-2.4-" Ivtn-7c=)(} v W, SFC:
o A L VA-1,1-V7 Tvtn-2 AD;H
22A PN ol hs g | 4338 | 4344 s
S B ) ot
ol ) - 1-hT 3

10

20

30

40

50



(103)

JP 7522943 B2 2024.7.25

F (2R)-N-((R 2/ S)-(3-/7 BYE 3103
z 12,4 710-7 o) (VA T, SFC:
o L MvA-1,1-Y7 Tvke-a Al?;H
22B [ J\N/\ 23Sy | 338 | 4344 i@% .
F O . NH )24 W38 A 7Y En._oy;
cl o) - 1-AVE L
FF (2R)-N-((S 1z R)-(3-/m BB 31 d
z n-2,4-Y" Tvkn-7 =) (b W, SFC:
o % % VA-1,1-Y Ivtn- AI?W:H
¢ S e o3y | 8| 434 ]itffﬁ
: C P 23 A Ty |07t OH
cl o} VS 17 NS N
F (2R)-N-((S 21z R)-(3-/7 Brit 312
F .
z B-2,4-0 TWFn-T 2=V T, SFC:
o NIX MA-1,1-0" IvEe-a Al?—HA
22D it NP L L
O NN e 10 %MeOH
. A NH )2 450345 A 5 Cn g
cl o) -1V R
" ERBE 3124
(2R)-N-((R 31 S)-(3-77 WT. SFC:
n-2,4-Y" 7tn-7220)(6,6- AD-H
23 9 VT IVARAL n[3.3]N7 4y | 447.8 | 4484 LI
NN -2 AFI)-2-AFh-3-1% Y 20 %sMeOH
F F )\g“‘” NP AVAE T T v—=71
Cl
N (2R)-N-((R /% S)-(3-/7 EXP S G::Jb"
o n-2,4-Y" 7in-7£20)(3,3- (L')‘Jf}i SFC:
24A NJLN/\ VIt )nT FIATI)- | 4078|4083 [l
i A I T W E S TARNE A 10 SEIOH
& 5 IS v 1
iV (2R)-N=((S iz R)-(3-/® ek 518
o n-2,4-v" 7itn-7220)(3,3- Z)‘J\H SFC:
24B NJLNﬁ VWt IeT FNIFN)- | 4078 4083 [,
AT A AR N 20 SUEIOH
ol o L-AVE 34 Fe—z 2
(2R)-N=((R ¢ S)-(3-7® f%ﬁ:é 3 g:rjé
o 1-2,4-" IWFn-7 =) (3-4 AD}I SFC:
25A { N)LNﬁ Flv-vrer f)tN-2-iF | 3838 | 3843 ol
H NH V-3-4% 8 AT -1 DR
F F RN 35 %MeOH
cl o] IRERAN vE—71
(2R)-N=((S 313 R)-(3-/1 B 31
: \ .
o 1-2.4-Y" 7Win-7z=0)(3-4 L DT H SFC:
25B NJLN/\ FVv-s Va7 ) AFN)-2-4 | 383.8 | 3843 i%;ﬁ_
* H ) N LRI <N M
. . )\WNH fib-3-?5f“/t N TV V=10 15 %MeOL
ol o} IRV 72

googao

10

20

30

40

50



(104) JP 7522943 B2 2024.7.25

dopopgopgopoagooadopoagopogopnadooaoopoagopngopngooopood
0000000000000 0dddggdoooooooooooiiioopoan
goodaao

000000000000 00O00D000000000000000000000000
000000000000 00O00O00000O0000000000O0oNOooNooooan
p00p000D00000O000O00D0O0OO0O00D0O0OO0QRO000000000000000
000000000000 00O0000000000000000000oonooooan
000000000000 00O00D000000000000000000000000
000000000000 00O00O00000O00000O0000Noo0oooooooan
000000000000 00O00D000000000000000000000000
0000000000000 0O00O000O00O0O0O0OOooan

Oooooo

LRMS m/z (M+H): 000 425.8, 000 426.4. 1H NMR & (ppm) (500 MHz, O
00O00O0-d): 7.22 (q, J = 8.1 Hz, 1H), 6.98 (t, J = 8.3 Hz, 1H), 6.51 (d, J = 2
3.9 Hz, 1H), 5.03 (dd, J = 10.8, 7.9 Hz, 1H), 4.08 (s, 2H), 3.68 (t, J = 5.1 Hz,
2H), 3.43 (s, 2H), 3.04 ? 2.84 (m, 2H), 2.37 (q, J = 9.7, 6.5 Hz, 1H), 2.28 ? 2.
18 (m, 1H), 2.09 (d, J = 13.5 Hz, 1H), 2.00 ? 1.83 (m, 2H).
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000000000000 00O000000000000000000000nooooan
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0000000 LRMS m/z (M+H): 000 465.8, 000 466.4. 1H NMR & (ppm)
(500 MHz, 0 O0D0OO0O-d): 7.21 (td, J = 8.2, 6.0 Hz, 1H), 6.98 (t, J = 8.3 Hz,
1H), 6.52 (s, 1H), 5.11 (d, J = 8.3 Hz, 1H), 5.03 ? 4.96 (m, 1H), 4.15 (d, J = 6
.8 Hz, 1H), 4.03 (d, J = 13.2 Hz, 1H), 3.51 ? 3.43 (m, 1H), 3.42 ? 3.30 (m, 2H
), 2.94 (dg, J = 9.9, 5.1 Hz, 1H), 2.86 (dt, J = 16.5, 8.5 Hz, 1H), 2.37 (d, J =
6.3 Hz, 1H), 2.28 2 2.17 (m, 1H), 2.11 (s, 1H), 1.94 ? 1.84 (m, 1H), 1.27 ? 1.
21 (m, 1H), 0.66 (dt, J = 9.5, 4.7 Hz, 1H), 0.57 (ddt, J = 12.9, 8.5, 4.9 Hz, 2H
), 0.47 (q, J = 7.4, 5.3 Hz, 1H).

0000000 LRMS m/z (M+H): 000 465.8, 000 466.4. 1H NMR & (ppm)
(500 MHz, 0 O0O0000O-d): 7.20 (td, J = 8.2, 6.0 Hz, 1H), 7.01 ? 6.92 (m, 1H),
6.66 (s, 1H), 5.22 (d, J = 8.0 Hz, 1H), 5.04 (dd, J = 11.0, 8.0 Hz, 1H), 4.18 ?
4.08 (m, 2H), 3.47 2 3.39 (m, 1H), 3.38 ? 3.31 (m, 2H), 2.95 (ddt, J = 14.7, 9
.8, 5.0 Hz, 1H), 2.86 (dt, J = 16.7, 8.7 Hz, 1H), 2.36 (dt, J = 12.8, 6.5 Hz, 1H
), 2.29 2 2.20 (m, 1H), 2.11 (dq, J = 13.4, 7.0, 6.2 Hz, 1H), 1.99 ? 1.88 (m, 1
), 1.32 2 1.27 (m, 1H), 0.74 ? 0.67 (m, 1H), 0.61 (ddt, J = 21.8, 8.3, 4.3 Hz,
H), 0.51 (dg, J = 10.1, 5.1 Hz, 1H).
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000000000000 O0O00O00000O00O00000000000000000 ¢
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LRMS m/z (M+H): 000 397.9, 000 398.3. 1H NMR & (ppm) (500 MHz, O

0O00O00-d): 7.21 (q, J = 8.1 Hz, 1H), 6.95 (t, J = 8.4 Hz, 1H), 6.35 (s, 1H),

5.00 (dg, J = 15.4, 7.6 Hz, 2H), 4.38 (q, J = 7.1 Hz, 1H), 4.18 (d, J = 15.3 Hz,
1H), 3.56 ? 3.45 (m, 1H), 3.35 ? 3.27 (m, 1H), 3.14 (ddd, J = 14.2, 11.2, 3.6

Hz, 1H), 2.86 (h, J = 7.1 Hz, 1H), 2.28 ? 2.15 (m, 1H), 2.08 (d, J = 8.3 Hz, 1H
), 2.01 ? 1.94 (m, 1H), 1.83 (dd, J = 11.5, 6.6 Hz, 1H), 1.48 (t, J = 7.0 Hz, 3H
), 0.53 2 0.35 (m, 4H).
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LRMS m/z (M+H): 000 397.9, 000 398.3. 1H NMR & (ppm) (500 MHz, O
0DO00O00-d): 7.25 2 7.19 (m, 1H), 6.95 (q, J = 8.3, 7.6 Hz, 1H), 6.46 (s, 1H),
5.07 (d, J = 6.5 Hz, 2H), 4.39 (q, J = 6.9 Hz, 1H), 4.23 (d, J = 13.4 Hz, 1H), 3
45 (td, J = 11.5, 4.2 Hz, 1H), 3.31 ? 3.26 (m, 1H), 3.19 ? 3.12 (m, 1H), 2.87
(d, J = 8.1 Hz, 1H), 2.24 2 2.17 (m, 1H), 2.13 ?2 2.07 (m, 1H), 2.02 ? 1.94 (m,

1H),1.87(dd,J=11.5,6.7 Hz, 1H), 1.51(d,J=7.1 Hz, 3H), 0.44 (t,J = 9.5 Hz, 4H).
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LRMS m/z (M+H): D OO 383.8, 000 384.3.
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LRMS m/z (M+H): 00O 385.8, 000 386.4.
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LRMS m/z (M+H): 000 281.7, 000 282.3.
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OoO0oO0oooO0 LRMS m/z (M+H): OODO 421.8, 000 422.5. 1H NMR & (ppm)

(500 MHz, DMSO-d6): 7.20 (d, J = 5.6 Hz, 1H), 6.97 (t, J = 8.3 Hz, 1H), 5.86 (
td, J = 57.1, 3.7 Hz, 1H), 4.96 (s, 1H), 4.37 (s, 1H), 4.20 ? 4.15 (m, 1H), 3.51
(td, J = 11.3, 4.0 Hz, 1H), 3.36 2 3.29 (m, 1H), 3.16 (t, J = 12.2 Hz, 1H), 2.75
(d, J = 40.6 Hz, 2H), 2.28 (d, J = 6.0 Hz, 1H), 2.19 ? 2.09 (m, 1H), 2.01 (s, 1

H), 1.90 ? 1.78 (m, 1H), 1.48 (d, J = 7.0 Hz, 3H).

0000000 LRMS m/z (M+H): 000 421.8, 000 422.5. 1H NMR & (ppm)
(500 MHz, DMSO-d6): 7.21 (q, J = 7.0 Hz, 1H), 6.97 (t, J = 8.3 Hz, 1H), 6.24 (
s, 1H), 5.86 (td, J = 57.1, 3.7 Hz, 1H), 5.05 ? 4.99 (m, 1H), 4.39 (s, 1H), 4.22
(d, J = 13.4 Hz, 1H), 3.54 ? 3.41 (m, 1H), 3.30 (d, J = 9.8 Hz, 1H), 3.17 (t, J =
10.9 Hz, 1H), 2.87 ? 2.63 (m, 2H), 2.28 (dt, J = 12.2, 6.0 Hz, 1H), 2.12 (dd, J
=17.8, 10.9 Hz, 1H), 2.01 (s, 1H), 1.90 ? 1.81 (m, 1H), 1.73 (s, 1H), 1.51 (d,

J = 7.0 Hz, 3H).
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H NMR (CDCl3, 400MHz) 3 3.67 (s, 3H), 3.18 (s, 3H), 2.48-2.07 (m, 6H).
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CDCI3) & 7.62-7.67 (m, 1H), 7.07-7.11 (m, 1H), 2.41 (s, 6H).
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(500 MHz, CD30D-d4): 7.24-7.41 (m, 1H), 7.14 (t, J=8.4 Hz, 1H), 5.35 (s, 1H),
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LRMS m/z (M+H): 000 451.1, 000 452.0. 1H NMR & (ppm)
(500 MHz, CD30D-d4): 7.27-7.42 (m, 1H), 7.11-7.15 (m, 1H), 6.66-6.68 (m, 1
H), 5.34-5.36 (m, 1H), 4.65 (d, J=7.0 Hz, 1H), 3.94-4.14 (m, 1H), 3.20-3.42 (
m, 3H), 1.89 (s, 6H), 1.41 (d, J=7.0 Hz, 3H).

LRMS m/z (M+H): 00O 451.1, 000 452.0. 1H NMR & (ppm)

4.42-4.69 (m, 1H), 3.90-4.13 (m, 1H), 3.34-3.43 (m, 1H), 3.24-3.30 (m, 2H),
1.90 (s, 6H), 1.41 (d, J=7.0 Hz, 3H).
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LRMS m/z (M+H): OO0 339.1, 000 240.1.

RMS m/z (M+H): 0 OO 289.1, 000 290.1.
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LRMS m/z (M+H): 000 288.1, 000 289.1.
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0000000 LRMS m/z (M+H): 000 429.2, 000 430.3. 1H NMR & (ppm)
(500 MHz, D O0OO0O-d): 7.89 (brs, 1H), 7.16-7.18 (m, 1H), 7.09-7.15 (m, 1

H), 6.99-7.06 (m, 1H), 6.77 (d, J=8.4 Hz, 1H), 4.46 (q, J=7.2 Hz, 1H), 4.31 (t,
J=9.6 Hz, 1H), 3.88-3.95 (m, 1H), 2.93-3.15 (m, 3H), 2.19 (m, 4H), 2.00-2.05
(m, 1H), 1.89-1.93 (m, 1H), 1.70-1.76 (m, 1H), 1.59-1.63 (m, 1H), 0.82-1.26
(m, 8H).
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0000000 LRMS m/z (M+H): 000 429.2, 000 430.3. 1H NMR & (ppm)
(500 MHz, 0 O0O00O0O-d): 7.19-7.24 (m, 1H), 7.18 (t, J=6.5 Hz, 1H), 6.99 (t,
J=9.0 Hz, 1H), 4.83-4.89 (m, 2H), 4.56 (g, J=7.0 Hz, 1H), 4.01-4.61 (m, 1H),
3.17-3.32 (m, 3H), 2.28 (s, 3H), 2.19-2.23 (m, 1H), 2.10 (td, J=4.5, 11.5 Hz,
1H), 1.88-1.97 (m, 1H), 1.72-1.81 (m, 2H), 1.64-1.72 (m, 1H), 1.55-1.64 (m,
2H), 1.42 (d, J=7.0 Hz, 3H), 1.30-1.40 (m, 1H), 1.26 (dd, J=4.5, 13.5 Hz, 1H).
0000000 LRMS m/z (M+H): 000 429.2, 000 430.3. 1H NMR & (ppm)
(500 MHz, 0 0O00O00O-d): 7.19-7.24 (m, 1H), 7.16-7.19 (m, 1H), 7.00 (t, J=9.
0 Hz, 1H), 4.84-4.89 (m, 2H), 4.54 (q, J=7.0 Hz, 1H), 3.99-4.08 (m, 1H), 3.28
-3.31 (m, 1H), 3.16-3.27 (m, 2H), 2.28 (s, 3H), 2.19-2.22 (m, 1H), 2.11 (m, 1
H), 1.88-1.96 (m, 1H), 1.71-1.81 (m, 2H), 1.63-1.70 (m, 1H), 1.55-1.63 (m, 2
H), 1.35 (d, J=7.0 Hz, 4H).

0000000 LRMS m/z (M+H): 000 429.2, 000 430.3. 1H NMR & (ppm)
(500 MHz, D O0O00O00O-d): 7.05 (d, J=7.5 Hz, 1H), 6.99-7.02 (m, 1H), 6.86 (t,
J=9.0 Hz, 1H), 4.43 (q, J=7.0 Hz, 1H), 4.29 (d, J=10.0 Hz, 1H), 3.88-3.96 (m,
1H), 3.16-3.21 (m, 1H), 3.05-3.16 (m, 2H), 2.15 (s, 3H), 2.04-2.08 (m, 1H), 1
.93-2.03 (m, 1H), 1.86-1.93 (m, 1H), 1.72-1.78 (m, 1H), 1.56-1.66 (m, 1H), 1.
25 (d, J=7.0 Hz, 5H), 0.93-1.14 (m, 2H), 0.79-0.84 (m, 1H)
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J=6.5 Hz, 1H), 3.70-3.78 (m, 2H), 3.06-3.14 (m, 1H), 2.51-2.63 (m, 2H), 2.29
-2.38 (m, 2H).
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1H NMR (400 MHz, CD30D) 8 8.02-8.08 (m, 1H), 7.88-7.96 (m, 1H), 7.37 (t,
J=8.8 Hz, 1H), 4.09-4.24 (m, 1H), 3.96-4.09 (m, 1H), 3.86 (g, J=9.2 Hz, 2H),
2.56-2.64 (m, 2H), 2.37-2.48 (m, 2H).
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00000 LRMS m/z (M+H): 00O 451.1, 000 452.2. 1H NMR & (ppm)

(500 MHz, CD30D-d4): 7.40-7.46 (m, 1H), 7.23-7.31 (m, 1H), 7.17 (t, J=8.5 H
z, 1H), 4.62-4.68 (m, 1H), 4.48-4.53 (m, 1H), 3.95-4.04 (m, 2H), 3.82 (q, J=9.
0 Hz, 2H), 3.32-3.38 (m, 1H), 3.17-3.29 (m, 2H), 2.48-2.55 (m, 1H), 2.19-2.2
9 (m, 1H), 2.11-2.18 (m, 1H), 1.76-1.82 (m, 1H), 1.63-1.70 (m, 1H), 1.36-1.4
2 (m, 3H).
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(500 MHz, CD30D-d4): 7.40-7.46 (m, 1H), 7.23-7.31 (m, 1H), 7.17 (t, J=8.5 H
z, 1H), 4.62-4.68 (m, 1H), 4.56 (q, J=7.2 Hz, 1H), 4.01-4.07 (m, 1H), 3.96-4.0
1 (m, 1H), 3.82 (q, J=9.0 Hz, 2H), 3.32-3.36 (m, 1H), 3.17-3.27 (m, 2H), 2.48
-2.55 (m, 1H), 2.20-2.27 (m, 1H), 2.09-2.19 (m, 1H), 1.76-1.83 (m, 1H), 1.65
-1.72 (m, 1H), 1.37-1.43 (m, 3H).
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(500 MHz, CD30D-d4): 8 7.42-7.48 (m, 1H), 7.24-7.62 (m, 1H), 7.15-7.20 (m,
1H), 4.64-4.70 (m, 1H), 4.54 (q, J=7.0 Hz, 1H), 4.27 (q, J=6.0 Hz, 1H), 4.00-4
.07 (m, 1H), 3.82 (q, J=9.0 Hz, 2H), 3.32-3.35 (m, 1H), 3.17-3.26 (m, 2H), 2.
66-2.75 (m, 1H), 2.21 (t, J=6.5 Hz, 2H), 1.91-2.01 (m, 2H), 1.36-1.42 (m, 3H).
0000000 LRMS m/z (M+H): 000 451.1, 000 452.2. 1H NMR & (ppm)
(500 MHz, CD30D-d4): & 7.41-7.47 (m, 1H), 7.23-7.31 (m, 1H), 7.16-7.21 (m,
1H), 4.66-4.72 (m, 1H), 4.48-4.53 (m, 1H), 4.26 (q, J=6.0 Hz, 1H), 3.98-4.04
(m, 1H), 3.81 (g, J=9.0 Hz, 2H), 3.32-3.36 (m, 1H), 3.15-3.27 (m, 2H), 2.67-2
.75 (m, 1H), 2.21 (t, J=6.5 Hz, 2H), 1.90-2.01 (m, 2H), 1.34-1.40 (m, 3H).
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H NMR (400 MHz, CDCI3) & 8.12-8.18 (m, 1H), 7.98-8.04 (m, 1H), 4.02 (t, J
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LRMS m/z (M+H): 000 486.1, 000 487.1.
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0000000 LRMS m/z (M+H): 000 486.1, 000 487.2. 1H NMR & (ppm)

(500 MHz, CD30D-d4): 7.99-8.05 (m, 1H), 7.56-7.62 (m, 1H), 4.66-4.72 (m, 1
H), 4.05 (s, 2H), 3.57-3.66 (m, 2H), 3.33 (br s, 2H), 2.05-2.13 (m, 2H), 1.87-
2.02 (m, 3H), 1.28-1.40 (m, 2H), 1.06-1.27 (m, 3H).

0000000 LRMS m/z (M+H): 000 486.1, 000 487.2. 1H NMR & (ppm)
(500 MHz, CD30D-d4): 7.99-8.05 (m, 1H), 7.56-7.62 (m, 1H), 4.66-4.72 (m, 1
H), 4.05 (s, 2H), 3.57-3.66 (m, 2H), 3.33 (br s, 2H), 2.04-2.14 (m, 2H), 1.87-
2.02 (m, 3H), 1.27-1.41 (m, 2H), 1.06-1.26 (m, 3H).
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H NMR (500 MHz, CDCI3) & 7.69-7.76 (m, 1H), 7.61-7.67 (m, 1H).
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1H NMR (500 MHz, CDCI3) & 8.18-8.23 (m, 1H), 8.03-8.05 (m, 1H), 4.19-4.47
(m, 1H), 2.96-3.10 (m, 1H), 2.51-2.60 (m, 4H).
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LRMS m/z (M+H): 000 472.1, 000 473.0. 1H NMR & (ppm)
(400 MHz, 0 O0D0O0O-d): 8.01 (d, J=8.8 Hz, 1H), 7.60 (d, J=8.8 Hz, 1H), 4.88
(d, J=10.4 Hz, 1H), 4.50-4.55 (m, 1H), 3.95-4.12 (m, 1H), 3.34-3.41 (m, 1H),
3.19-3.29 (m, 2H), 2.75- 2.99 (m, 2H), 2.28-2.37 (m, 1H), 1.96-2.13 (m, 3H),

LRMS m/z (M+H): 000 472.1, 000 473.1 1H NMR & (ppm)
(400 MHz, D O0D0OO0OO-d): 8.02 (d, J=8.4 Hz, 1H), 7.62 (d, J=8.4 Hz, 1H), 4.98
(d, J=11.2 Hz, 1H), 4.56-4.60 (m, 1H), 4.04-4.07 (m, 1H), 3.31-3.34 (m, 1H),
3.26-3.30 (m, 2H), 2.96-3.26 (m, 2H), 2.30-2.35 (m, 1H), 2.22-2.26 (m, 2H),
2.12-2.18 (m, 1H), 1.40 (d, J=7.2 Hz, 3H).
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0000000 LRMS m/z (M+H): 000 472.1, 000 473.0 1H NMR & (ppm)

(400 MHz, D O0DOO0OO-d): 8.01 (d, J=8.8 Hz, 1H), 7.60 (d, J=8.4 Hz, 1H), 4.88
(d, J=10.4 Hz, 1H), 4.50-4.55 (m, 1H), 3.95-4.12 (m, 1H), 3.34-3.41 (m, 1H),

3.19-3.29 (m, 2H), 2.75- 2.99 (m, 2H), 2.28-2.37 (m, 1H), 1.96-2.13 (m, 3H),

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

0000000 LRMS m/z (M+H): 000 472.1, 000 473.0 1H NMR & (ppm)

(400 MHz, D O0O0OO0OO-d): 8.01 (d, J=8.4 Hz, 1H), 7.62 (d, J=8.0 Hz, 1H), 4.97
(d, J=10.4 Hz, 1H), 4.51-4.56 (m, 1H), 4.02-4.05 (m, 1H), 3.32-3.40 (m, 1H),

3.19-3.28 (m, 2H), 2.87-3.08(m, 2H), 2.30-2.39 (m, 1H), 2.16-2.27 (m, 2H), 2
.03-2.13 (m, 1H), 1.41 (d, J=7.2 Hz, 3H).
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1H NMR (400 MHz, CDCI3) & 7.62 (dd, J=2.0, 7.5 Hz, 1H), 7.37-7.48 (m, 1H),
7.26-7.36 (m, 1H), 2.85-2.87 (m, 1H), 2.71-2.81 (m, 1H), 2.41-2.43 (m, 1H),
1.95-2.12 (m, 2H), 1.64-1.66 (m, 1H), 1.38-1.28 (m, 3H).
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1H NMR (400 MHz, CDCI3) & 8.15-8.39 (m, 1H), 7.37 (t, J=2.4, 6.4 Hz, 1H),
20-7.28 (m, 1H), 7.11-7.19 (m, 1H), 3.92-4.08 (m, 2H), 2.65-3.08 (m, 2H),

7.
.93-2.31 (m, 4H), 1.62-1.68 (m, 3H).
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LRMS m/z (M+H): 000 435.1, 000 436.1. 1H NMR & (ppm)
(500 MHz, 0 O0D0O0O-d): 7.38 (dd, J=2.5, 7.0 Hz, 1H), 7.26-7.28 (m, 1H), 7.
12-7.21 (m, 1H), 4.53-4.65 (m, 1H), 3.95 (d, J=13.0 Hz, 1H), 3.32-3.40 (m, 1
H), 3.17-3.28 (m, 2H), 3.13-3.15 (m, 1H), 2.62-2.76 (m, 1H), 2.12-2.34 (m, 3
H), 2.06-2.08 (m, 1H), 1.76 (s, 3H), 1.40 (d, J=7.0 Hz, 3H).

LRMS m/z (M+H): 000 435.1, 000 436.1. 1H NMR & (ppm)
(500 MHz, 0 0O0000O-d): 7.37 (dd, J=2.5, 7.0 Hz, 1H), 7.24-7.26 (m, 1H), 7.
10-7.20 (m, 1H), 4.55-4.58 (m, 1H), 3.96-3.98 (m, 1H), 3.34-3.45 (m, 1H), 3.
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20-3.29 (m, 2H), 2.94-3.05 (m, 1H), 2.75-2.89 (m, 1H), 1.98-2.14 (m, 4H), 1.
62 (s, 3H), 1.41 (d, J=7.0 Hz, 3H).

0000000 LRMS m/z (M+H): 000 435.1, 000 436.1. 1H NMR & (ppm)
(500 MHz, D O0O00O00O-d): 7.37 (dd, J=2.5, 7.0 Hz, 1H), 7.25-7.28 (m, 1H), 7.
13-7.19 (m, 1H), 4.53-4.55 (m, 1H), 3.93-4.01 (m, 1H), 3.32-3.41 (m, 1H), 3.
15 - 3.28 (m, 3H), 2.67-2.69 (m, 1H), 2.14-2.32 (m, 3H), 2.04-2.13 (m, 1H),
1.69 (s, 3H), 1.41 (d, J=7.0 Hz, 3H).

0000000 LRMS m/z (M+H): 000 435.1, 000 436.1. 1H NMR & (ppm)
(500 MHz, D O0O00O00O-d): 7.36 (dd, J=2.5, 7.0 Hz, 1H), 7.23-7.25 (m, 1H), 7.
12-7.18 (m, 1H), 4.54-4.56 (m, 1H), 3.93-4.01 (m, 1H), 3.32-3.41 (m, 1H), 3.
19-3.29 (m, 2H), 3.05-3.08 (m, 1H), 2.84-2.86 (m, 1H), 1.93-2.05 (m, 4H), 1.
60 (s, 3H), 1.42 (d, J=7.0 Hz, 3H).
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1H NMR (500MHz, CD3CN) & 7.73-7.77 (m, 1H), 7.67-7.73 (m, 1H), 7.51-7.42
(m, 1H), 4.05-3.96 (m, 1H), 3.04-2.79 (m, 1H), 2.54-2.47 (m, 2H), 2.46-2.40

(m, 2H).
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1H NMR (400 MHz, CDCI3) & 7.27-7.23 (m, 1H), 7.18 (td, J=1.6, 10.8 Hz, 1H)
, 7.06-7.10 (m, 1H), 4.66-4.55 (m, 1H), 2.67 (qd, J=7.6, 15.2 Hz, 1H), 2.36-2.

22 (m, 2H), 2.19-2.11 (m, 3H).
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LRMS m/z (M+H): OO0 591.2, 000 592.1.
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LRMS m/z (M+H-17): 00O 331.1, 00O 315.0.
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0000000 LRMS m/z (M+H): OO0 471.1, 000 472.2. 1H NMR & (ppm)

(500 MHz, CD3CN): 7.36 (t, J=8.0 Hz, 1H), 7.25-7.29 (m, 1H), 7.20 (d, J=8.5
Hz, 1H), 6.35 (br s, 1H), 5.53-5.61 (m, 1H), 4.75-4.79 (m, 1H), 4.32 (q, J=7.0
Hz, 1H), 3.87-3.95 (m, 1H), 3.23-3.30 (m, 1H), 3.08-3.19 (m, 2H), 2.96-3.05
(m, 1H), 2.72-2.81 (m, 1H), 2.27-2.36 (m, 1H), 2.12 (br s, 1H), 1.96-2.02 (m,
2H), 1.31 (d, J=7.0 Hz, 3H).
0000000 LRMS m/z (M+H): 000 471.1, 000 472.1. 1H NMR 3 (ppm)
(500 MHz, CD3CN): 7.36 (t, J=8.0 Hz, 1H), 7.26-7.30 (m, 1H), 7.17-7.25 (m,
1H), 6.35 (br s, 1H), 5.53-5.61 (m, 1H), 4.76-4.80 (m, 1H), 4.37 (q, J=7.0 Hz,
H), 3.90-3.98 (m, 1H), 3.19-3.27 (m, 1H), 3.08-3.19 (m, 2H), 2.95-3.06 (m,
1H), 2.71-2.83 (m, 1H), 2.27-2.37 (m, 1H), 2.12-2.16 (m, 1H), 1.98-2.04 (m,
2H), 1.31 (d, J=7.0 Hz, 3H).
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LRMS m/z (M+H): 000 469.1, 00O 470.2. 1H NMR & (ppm)
(400 MHz, CD30D): 7.36 (dd, J=8.0, 6.0 Hz, 1H), 7.11 (dd, J=8.0, 1.6 Hz, 1H),
4.75-4.81 (m, 1H), 4.47-4.63 (m, 2H) ,4.00 (d, J=13.2 Hz, 1H), 3.76-3.84 (m,
1H), 3.47 (d, J=10.0 Hz, 1H), 3.33 (d, J=3.2 Hz, 1H), 3.17-3.24 (m, 2H), 2.26
(d, J=13.2 Hz, 1H), 2.07-2.17 (m, 1H), 1.85-1.94 (m, 1H), 1.51-1.62 (m, 1H),
1.34-1.48 (m, 4H).
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LRMS m/z (M+H): 00O 469.1, 000 470.2. 1H NMR & (ppm)
(400 MHz, CD30D): 7.29-7.38 (m, 1H), 7.11 (t, J=8.8 Hz, 1H), 4.77 (d, J=10.0
Hz, 1H), 4.59 (s, 1H), 4.48 (q, J=6.8 Hz, 1H), 3.99 (d, J=13.2 Hz, 1H), 3.76-3.
86 (m, 1H), 3.47 (d, J=10.0 Hz, 1H), 3.34 (d, J=3.6 Hz, 1H), 3.16-3.27 (m, 2H
), 2.28 (d, J=13.2 Hz, 1H), 2.07-2.17 (m, 1H), 1.89 (d, J=13.2 Hz, 1H), 1.52-1

LRMS m/z (M+H): 0 OO 469.1, 000 470.2. 1H NMR & (ppm)
(400 MHz, CD30D): 7.33-7.40 (m, 1H), 7.08-7.17 (m, 1H), 4.81 (d, J=10.8 Hz,
1H), 4.58 (s, 1H), 4.48-4.56 (m, 1H), 4.32 (d, J=10.8 Hz, 1H), 4.00 (d, J=12.8
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Hz, 1H), 3.77-3.86 (m, 1H), 3.34-3.43 (m, 1H), 3.19-3.29 (m, 2H), 2.02-2.15

(m, 1H), 1.79 (d, J=13.6 Hz, 1H), 1.25-1.55 (m, 6H).
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(400 MHz, CD30OD): 7.29-7.38 (m, 1H), 7.11 (dd, J=8.8, 1.6 Hz, 1H), 4.78 (d,

J=11.2 Hz, 1H), 4.58 (s, 1H), 4.46 (q, J=6.8 Hz, 1H), 4.31 (d, J=11.2 Hz, 1H),

3.97 (d, J=13.6 Hz, 1H), 3.74-3.85 (m, 1H), 3.31-3.39 (m, 1H), 3.16-3.26 (m,

2H), 2.09-2.20 (m, 1H), 1.77 (d, J=11.2 Hz, 1H), 1.15-1.59 (m, 6H).
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1H NMR (400 MHz, CDCI3) & 3.77 (s, 3H), 3.23 (s, 3H), 2.51-2.59 (m, 1H), 2.
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10-2.16 (m, 1H), 1.34-1.38 (m, 1H), 0.84-0.88 (m, 1H).
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00 000 LRMS m/z (M+H): OO0 425.1, 000 426.0. 1H NMR & (ppm)
(400MHz, CD30D): 7.45-7.49 (m, 1H), 7.11-7.16 (m, 1H), 4.60-4.63 (m, 1H),
4.51-4.54 (m, 1H), 4.00-4.03 (m, 1H), 3.33-3.36 (m, 1H), 3.25-3.29 (m, 2H),

1.80-1.89 (m, 2H), 1.40 (d, J=7.2 Hz, 3H), 1.01-1.04 (m, 1H), 0.93-1.00 (m, 1H).

0000000 LRMS m/z (M+H): 000 425.1, 000 426.0. 1H NMR & (ppm)
(400MHz, CD30D): 77.48-7.52 (m, 1H), 7.11-7.16 (m, 1H), 4.55-4.62 (m, 2H),
4.03-4.07 (m, 1H), 3.34-3.36 (m, 1H), 3.20-3.27 (m, 2H), 1.77-1.87 (m, 2H),
1.43 (d, J=7.2 Hz, 3H), 1.03-1.06 (m, 1H), 0.96-1.02 (m, 1H).

0000000 LRMS m/z (M+H): 000 425.1, 000 426.0. 1H NMR & (ppm)
(400MHz, CD30D): 7.43-7.46 (m, 1H), 7.11-7.16 (m, 1H), 4.52-4.60 (m, 2H),
4.00-4.03 (m, 1H), 3.33-3.36 (m, 1H), 3.24-3.27 (m, 2H), 1.72-1.76 (m, 2H),
1.41 (d, J=7.2 Hz, 3H), 1.06-1.14 (m, 2H).

0000000 LRMS m/z (M+H): 000 425.1, 000 426.0. 1H NMR 3 (ppm)
(400MHz, CD30D): 7.42-7.45 (m, 1H), 7.11-7.16 (m, 1H), 4.50-4.56 (m, 2H),
4.02-4.05 (m, 1H), 3.33-3.36 (m, 1H), 3.24-3.28 (m, 2H), 1.73-1.79 (m, 2H),
1.40 (d, J=6.8 Hz, 3H), 1.07-1.14 (m, 2H).
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1H NMR (400 MHz, CDCI3) & 3.67 (s, 3H), 3.17 (s, 2H), 3.12-3.23 (m, 4H), 2.
51-2.69 (m, 1H), 1.89-2.16 (m, 4H).
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1H NMR (500MHz, CDCI3) & 7.76-7.83 (m, 1H), 7.06-7.12 (m, 1H), 3.61-3.70
(m, 1H), 2.68-2.80 (m, 1H), 2.20-2.29 (m, 1H), 2.07-2.14 (m, 1H), 1.92-2.05
(m, 3H), 1.83-1.91 (m, 1H).
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H NMR (400MHz, CDCI3) & 7.42-7.54 (m, 1H), 7.30 (t, J=8.8 Hz, 1H), 5.54-
.68 (m, 1H), 4.54-4.81 (m, 1H), 2.70-2.95 (m, 1H), 2.21-2.23 (m, 1H), 1.27-
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.94 (m, 6H).
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1H NMR (400MHz, CDCI3) & 7.30-7.40 (m, 1H), 7.01-7.13 (m, 1H), 5.58-5.67
(m, 1H), 3.68 (s, 1H), 2.85-2.87 (m, 3H), 2.48-2.78 (m, 2H), 1.79-1.95 (m, 2H

1.60-1.77 (m, 2H), 1.31-1.49 (m, 1H).
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1H NMR (400MHz, CDCI3) & 7.23-7.32 (m, 1H), 7.00-7.08 (m, 1H), 4.59-4.70
(m, 1H), 2.54-2.76 (m, 1H), 2.27-2.43 (m, 1H), 1.91-2.07 (m, 1H), 1.46-1.84
(m, 4H), 1.29-1.45 (m, 1H).
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00000000 LRMS m/z (M+H): 000 453.1, 000 454.1. 1H NMR & (pp
m) (400MHz, CD30OD): 7.30-7.42 (m, 1H), 7.10 (t, J=8.8 Hz, 1H), 4.84 (s, 1H),
4.40-4.55 (m, 1H), 3.99-4.01 (m, 1H), 3.31-3.37 (m, 1H), 3.15-3.28 (m, 2H),
2.63-2.79 (m, 1H), 2.42-2.58 (m, 1H), 1.99-2.11 (m, 1H), 1.80-1.97 (m, 2H),
1.50-1.64 (m, 2H), 1.37 (d, J=7.2 Hz, 3H), 1.21-1.33 (m, 1H).

0000000 LRMS m/z (M+H): 000 453.1, 000 454.1. 1H NMR & (ppm)
(400MHz, CD30D): 7.29-7.43 (m, 1H), 7.04-7.15 (m, 1H), 4.84-4.86 (m, 1H),
4.49 (q, J=7.2 Hz, 1H), 4.0-4.03 (m, 1H), 3.31-3.38 (m, 1H), 3.15-3.28 (m, 2H
), 2.69-2.86 (m, 1H), 2.41-2.56 (m, 1H), 2.21-2.32 (m, 1H), 1.74-1.90 (m, 2H
), 1.27-1.53 (m, 6H).

0000000 LRMS m/z (M+H): 000 453.1, 000 454.1. 1H NMR & (ppm)
(400MHz, CD30D): 7.33-7.40 (m, 1H), 7.11 (t, J=8.4 Hz, 1H), 4.83 (d, J=10.8
Hz, 1H), 4.49 (d, J=6.4 Hz, 1H), 3.99-4.02 (m, 1H), 3.34-3.36 (m, 1H), 3.16-3
.27 (m, 2H), 2.74-2.88 (m, 1H), 2.47-2.61 (m, 1H), 2.00-2.16 (m, 2H), 1.66-1.
78 (m, 1H), 1.44-1.57 (m, 3H), 1.37 (d, J=7.2 Hz, 3H).

0000000 LRMS m/z (M+H): 000 453.1, 000 454.1. 1H NMR & (ppm)
(400MHz, CD30D): 7.29-7.42 (m, 1H), 7.10 (t, J=8.4 Hz, 1H), 4.82 (d, J=10.8
Hz, 1H), 4.49 (q, J=7.2 Hz, 1H), 3.99-4.02 (m 1H), 3.32-3.38 (m, 1H), 3.17-3.
28 (m, 2H), 2.86-2.90 (m, 1H), 2.52-2.54 (m, 1H), 2.05-2.15 (m, 1H), 1.93-2.
04 (m, 1H), 1.73-1.84 (m, 1H), 1.57-1.70 (m, 1H), 1.45 (br s, 1H), 1.37 (d, J=
7.2 Hz, 3H), 1.28 (br s, 1H).
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000 LRMS m/z (M+H): OO0 444.1, 000 444.1. 1H NMR (400 MH
30D) & (ppm): 7.29-7.35 (m, 1H), 7.08-7.12 (m, 1H), 5.08 (d, J=11.2 Hz,
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1H), 4.46-4.52 (m, 1H), 3.01-3.05 (m, 1H), 2.90 (s, 1H),2.24-2.38 (m, 1H), 2.

20-2.22 (m, 1H), 1.94-2.04 (m, 2H), 1.37 (d, J=8.8 Hz, 3H).

oo

ooood LRMS m/z (M+H): ODDODO 444.1, 000 444.2. 1H NMR (400 MH

10

20

30

40

50



(146) JP 7522943 B2 2024.7.25

z, CD30D) 6 (ppm): 7.31-7.35 (m, 1H), 7.08-7.12 (m, 1H), 5.10 (d, J=11.5 Hz,
1H), 4.52 (q, J=7.0 Hz, 1H), 3.00-3.08 (m, 1H), 2.81-2.95 (m, 1H), 2.34-2.40
(m, 1H), 2.16-2.27 (m, 1H), 2.00-2.09 (m, 1H), 1.91-2.00 (m, 1H), 1.38 (d, J=

7.0 Hz, 3H).
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O0D0D00O00 LRMS m/z (M+H): OO0 486.4, 000 487.4. 1H NMR (500 MH

z, Methanol-d4) 6 (ppm): 7.86 - 7.77 (m, 1H), 7.68 (dd, J = 8.6, 3.5 Hz, 1H),
4.71 (d,J =10.0 Hz, 1H), 4.52 (q, J = 6.7, 6.3 Hz, 1H), 4.29 (d, J = 10.7 Hz,
1H), 4.02 (d, J = 13.4 Hz, 1H), 3.80 (d, J = 6.7 Hz, 1H), 3.48 - 3.37 (m, 2H),
3.27 - 3.15 (m, 2H), 2.97 (d, J = 7.3 Hz, 1H), 2.34 - 2.23 (m, 1H), 1.78 (d, J =
12.9 Hz, 1H), 1.52 - 1.44 (m, 1H), 1.41 - 1.35 (m, 4H).

0000000 LRMS m/z (M+H): 000 486.4, 000 487.4. 1H NMR (500 MH
z, Methanol-d4) & (ppm): 7.87 - 7.76 (m, 1H), 7.68 (dd, J = 8.7, 3.5 Hz, 1H),
4.76 (d,J = 9.2 Hz, 1H), 4.54 (9, J = 7.0 Hz, 1H), 4.08 - 4.01 (m, 1H), 3.85 -
3.75 (m, 1H), 3.66 - 3.55 (m, 1H), 3.38 - 3.32 (m, 2H), 3.29 - 3.19 (m, 2H), 2
.33 -2.23 (m, 1H), 2.15 (d, J = 13.0 Hz, 1H), 1.93 - 1.84 (m, 1H), 1.58 (qd, J
= 13.0, 3.8 Hz, 1H), 1.46 (td, J = 12.5, 3.6 Hz, 1H), 1.41 (d, J = 7.1 Hz, 3H).
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m/z (M+Na): 000 481.1, 000 481.0. 1H NMR & (ppm) (400 MHz, O
00-d): 7.28-7.32 (m, 1H), 7.07-7.12 (m, 1H), 5.08 (d, J=11.2 Hz, 1H),
4.91 (dd, J=48.0, 9.2 Hz, 1H), 4.65 (dd, J=48.0, 10.0 Hz, 1H), 4.03-4.07 (m,
1H), 3.27-3.33 (m, 1H), 2.85-2.87 (m, 1H), 2.37-2.38 (m, 1H), 2.23-2.24 (m,
1H), 2.02-2.04 (m, 1H), 1.94-1.98 (m, 2H).
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LRMS m/z (M+H): OO0 309.0, 000 309.2.
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47-2.54 (m, 1H), 2.35-2.43 (m, 1H), 2.35-2.43 (m, 1H), 1.40 (d, J=7.02 Hz, 3H).
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LRMS m/z (M+H): 00O 450.1, 000 450.1. 1H NMR (500 MH
z, METHANOL-d4) & (ppm): 7.38-7.44 (m, 1H), 7.02-7.18 (m, 4H), 6.80-6.85

(m, 1H), 6.72 (d, J=8.09 Hz, 1H), 4.95-5.00 (m, 1H), 4.52 (q, J=7.02 Hz, 1H),

4.02 (br d, J=13.58 Hz, 1H), 3.88 (br d, J=9.61 Hz, 1H), 3.69 (dd, J=7.48, 10.
83 Hz, 1H), 3.32-3.37 (m, 1H), 3.19-3.27 (m, 2H), 3.10 (br dd, J=5.19, 16.33
Hz, 1H), 2.80 (dd, J=7.40, 16.40 Hz, 1H), 2.59 (dt, J=2.75, 7.63 Hz, 1H), 1.38
(d, J=7.02 Hz, 3H).
ooooo0oo

LRMS m/z (M+H): 00O 450.1, 000 450.2. 1H NMR (500 MH
z, METHANOL-d4) & (ppm): 7.35-7.41 (m, 1H), 7.09-7.15 (m, 2H), 7.04 (t, J=
7.78 Hz, 1H), 6.90 (d, J=7.48 Hz, 1H), 6.73-6.81 (m, 2H), 5.00 (dd, J=8.16, 1
0.76 Hz, 1H), 4.56 (q, J=7.07 Hz, 1H), 4.40 (br d, J=10.83 Hz, 1H), 3.97-4.08
(m, 2H), 3.34 (br d, J=3.51 Hz, 1H), 3.19-3.29 (m, 3H), 2.56-2.63 (m, 1H), 2.

LRMS m/z (M+H): 00O 450.1, 000 450.1. 1H NMR (500 MH
z, METHANOL-d4) & (ppm): 7.35 (dt, J=6.18, 8.20 Hz, 1H), 7.13 (dt, J=1.53,

8.62 Hz, 1H), 7.04 (t, J=7.63 Hz, 1H), 6.89 (br d, J=7.17 Hz, 1H), 6.73-6.81 (
m, 2H), 4.98 (br d, J=10.99 Hz, 1H), 4.50 (q, J=6.97 Hz, 1H), 4.39-4.44 (m, 1
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H), 3.98-4.07 (m, 2H), 3.33-3.37 (m, 1H), 3.16-3.28 (m, 3H), 2.61 (br d, J=2.
44 Hz, 1H), 2.47-2.53 (m, 1H), 2.35-2.43 (m, 1H), 1.38 (d, J=7.02 Hz, 3H)
0000000 LRMS m/z (M+H): 000 450.1, 000 450.2. 1H NMR (500 MH
z, METHANOL-d4) & (ppm): 7.42 (dt, J=6.10, 8.24 Hz, 1H), 7.14 (dt, J=1.53,
8.62 Hz, 1H), 7.02-7.09 (m, 2H), 6.83 (dt, J=0.99, 7.44 Hz, 1H), 6.73 (d, J=8.
09 Hz, 1H), 4.98 (d, J=10.83 Hz, 1H), 4.55 (q, J=7.02 Hz, 1H), 3.98-4.07 (m,
1H), 3.89 (dd, J=1.37, 10.99 Hz, 1H), 3.69 (dd, J=7.55, 10.91 Hz, 1H), 3.32-3
.36 (m, 1H), 3.18-3.27 (m, 2H), 3.09 (dd, J=5.19, 16.33 Hz, 1H), 2.81 (dd, J=
7.48, 16.33 Hz, 1H), 2.52-2.63 (m, 1H), 1.42 (d, J=7.02 Hz, 3H).
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LRMS m/z (M-OCH3): 0 OO 333.1, 00O 333.2.
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H NMR (400 MHz, CD30D) & (ppm): 7.30-7.44 (m, 5H), 6.32-6.43 (m, 1H), 5
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.55-5.74 (m, 1H), 5.14-5.28 (m, 2H), 4.66-4.76 (m, 1H), 3.68-3.85 (m, 2H).
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1H NMR (500 MHz, CD30D) & 4.03-4.08 (m, 2H), 3.07-3.09 (m, 2H), 2.90-3.0
2 (m, 2H)
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0000000 LRMS m/z (M+H): 000 494.1, 000 494.1. 'H NMR (400 MH
z, CD30D) & (ppm): 7.25-7.38 (m, 1H), 7.10 (d, J=8.8 Hz, 1H), 5.30 (q, J=8.4
Hz, 1H), 5.12 (d, J=11.2 Hz, 1H), 4.04 (d, J=12.8 Hz, 1H), 3.32-3.45 (m, 3H),

2.97-3.14 (m, 1H), 2.92 (s, 1H), 2.38 (s, 1H), 2.15-2.30 (m, 1H), 1.89-2.11 (

m, 2H).

0000000 LRMS m/z (M+H): OO0 494.1, 000 494.1. 1H NMR (400 MH
z, CD30D) 6 (ppm): 7.29-7.37 (m, 1H), 7.22 (d, J=6.8 Hz, 1H), 7.04-7.16 (m,

1H), 5.26-5.38 (m, 1H), 5.03-5.12 (m, 1H), 4.06 (d, J=10.4 Hz, 1H), 3.31-3.43
(m, 3H), 3.03 (s, 1H), 2.89 (s, 1H), 2.36 (s, 1H), 2.15-2.27 (m, 1H), 1.94-2.08
(m, 2H).
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MR (400 MHz, CD30D) & (ppm): 7.25-7.47 (m, 5H), 6.28-6.44 (m, 1H), 5

ooooooooooboobobooo
ooooooooooboooboooo

.54-5.77 (m, 1H), 5.18-5.28 (m, 2H), 4.65-4.77 (m, 1H), 3.68-3.86 (m, 2H).
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1H NMR (400 MHz, CD30D) & (ppm): 3.89-3.97 (m, 1H), 3.77-3.86 (m, 1H), 3
.47 (d, J=9.6 Hz, 1H), 3.34-3.43 (m, 1H), 3.28 (t, J=3.6 Hz, 1H), 3.19 (d, J=1

2.8 Hz, 1H), 2.90-3.12 (m, 1H).
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LRMS m/z (M+H): 000 456.1, 000 456.1. 'H NMR (400 MHz, CD30D) & (p

pm): 7.32 (d, J=12.4 Hz, 1H), 7.09 (d, J=8.8 Hz, 1H), 5.04 (d, J=10.8 Hz, 1H),
4.46 (d, J=9.6 Hz, 1H), 4.00-4.08 (m, 1H), 3.90-4.00 (m, 2H), 3.32-3.44 (m, 2
H), 3.23-3.29 (m, 1H), 2.92-3.11 (m, 1H), 2.78-2.91 (m, 1H), 2.30-2.43 (m, 1
H), 2.15-2.28 (m, 1H), 1.90-2.12 (m, 2H).
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oooaod
# 1. Navl.8 Qube® 7 v A IZRIT 5 LIS H D ICs0 fE (nM)
FEH A 1Cs0 (nM) ! ICs0 (nM)
1A 35 36B 74.61
1B 183.1 36C 58.1
2A 65.5 36D 3.99
2B 410 37A 108.5
3A 14.8 37B 145.1
3B 148.2 37C 27.19
4A 89.3 37D 1.99
4B 287.8 38A 145.5
S5A 40.9 38B 158.4
5B 4.2 38C 87.1
6A 232.1 38D 17.9
6B 354 39A 816.2
TA 112.3 39B 915.9
7B 117 39C 48.5
8A 244 4 39D 8.1
&B 13.2 40A 11730
9A 46.8 40B 14460
9B 0.8 40C 362.3
10A 311 40D 108.5
10B 3.87 41A 31.6
11A 870.5 41B 1180
11B 4.14 41C 143
12A 342.9 41D 1064
12B 11.5 42A 321.1
13A 134 42B 2832
13B 726 42C 24.1
14A 18.5 42D 20.1
14B 3593 43A 39.6
15A 28.3 43B 264
15B 553 43C 32
16A 366 43D 219
16B 935.9 44A 90.5
17A 1630 44B 3352
17B 136.1 44C 172.5
18A 4.1 44D 2274
18B 6.87 45A 2834
18C 91.6 45B 5.27
18D 83.5 46A 342.6
19A 5.75 46B 237
19B 323 47A 11.36
19C 15.69 47B 61.84
19D 10.03 47C 2.66
20A 1.37 47D 36.55
20B 191.1 48A 4366
20C 9.02 48B 904.1
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20D 115.9 48C 312

21A 1.08 48D 5153

21B 2.87 49A 4.46

21C 59.72 49B 84.56

21D 128.1 S0A 389.2

22A 2.90 50B 9.01

22B 5.89 S1A 117.5

22C 84.49 51B 3.03

22D 85.18 52A 319.8

23 1.16 52B 11.84

24A 2629 53A 538.5

24B 29.1 53B 9.06

25A 10.37 54A 1.70

25B 652.1 54B 4.18

26 6.82 55A 494.1

27A 0.80 55B 26.29

278 106.9 57C 566

28A 2.65 57D 11.96

28B 191 58A 9.23

29A 8.91 588 5.65

29B 66.45 58C 5.10

30A 280.7 58D 6.03

30B 3.12 59A 2.6

31A 0.74 59B 44

31B 70.98 60A 10.1

32A 570.6 60B 51.2

32B 3.93 61 0.7

33A 135.4 62A 32

33B 3587 62B 358.1

34A 600.8 62C 488.2

34B 47.14 62D 0.8

35A 6.08 63A 1.8

35B 48.6 63B 9.1

36A 55.74 64 3.2
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