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MR (400 MHz, CDCl3) & 7.56 (s, 1H), 7.52 (dd, J = 5.4, 8.4 Hz, 2H), 7.42-7.3

8 (m, 3H), 7.12 (m, 2H), 5.18 (5, 1H), 4.62 (s, 1H), 2.66 (m, 6H), 1.72 (s, 6H)
, 2.01-0.83 (m, 5H) ppm. 13C NMR (100 MHz, CDCI3) 3 125.0, 124.0, 123.8,
116.0, 116.0, 71.3, 55.9, 55.5, 47.6, 46.7, 29.6, 25.6, 24.8, 19.8 ppm. Purit
y: 98.0% UPLCMS (210 nm); retention time 0.95 min; (M+1) 382.9. Anal. Cal
cd. for Co3H27FN2020 0.37(CHCI3): C, 65.86; H, 6.47; N, 6.57. Found: C, 65.8
5. H, 6.69; N, 6.49.
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00000000000 0YH NMR (400 MHz, CDCI3) 8 7.96-7.88 (m, 2H), 7.16-
7.04 (m, 3H), 5.55 (br s, 1H), 4.69-4.62 (m, 1H), 3.24-3.11 (m, 1H), 3.00-2.5
0 (m, 5H), 2.01-1.26 (m, 11H) ppm. 13C NMR (400 MHz, CDCI3) & 166.4, 165
.1, 163.8 (d, J=250.3 Hz), 162.9, 155.0, 130.1 (d, J=3.3 Hz), 128.4 (d, J= 8.5
Hz), 115.9 (d, J= 22.3 Hz), 112.5, 71.2, 55.7, 54.2, 47.5, 46.5, 28.0, 25.5, 2
4.7, 19.6 ppm. Purity: 100 % UPLCMS (210 nm & 254 nm); retention time 0.8
min; (M+1) 390.
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O00o0ooooooooooood
OoDo0ooooDooooooooo O 00
oo0oo0D0oooooOoooooDooooooooooao oo O01H NMR (400 M
Hz, DMSO-dg) & 7.62-7.29 (m, 7H), 7.01 (d, J = 8.9 Hz, 2H), 4.47-4.37 (m, 1
H), 4.17-4.08 (m, 2H), 3.72-3.62 (m, 2H), 3.32 (s, 3H), 3.09-2.25 (m, 6H), 2.
05-1.18 (m, 11H) ppm. 13C NMR (100 MHz, DMSO-dg) & 157.9, 154.5, 146.7,
137.4, 132.5, 127.5, 125.7, 125.2, 114.8, 70.4, 70.0, 66.9, 58.2, 55.4, 54.2,
46.9, 45.9, 29.4, 25.3, 24.2, 19.2 ppm. Purity: 100%, 100% (210 & 254 nm)
UPLCMS; retention time: 0.87 min; (M+H") 439.5.
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0000000000000 0000000000000000000YH NMR (400 M

Hz, CDCl3) & 7.61 (s, 1H), 7.56 (d, J= 7.4 Hz, 2H), 7.50-7.38 (m, 4H), 7.34 (
m, 2H), 5.16 (s, 1H), 4.63 (s, 1H), 3.39-2.09 (m, 6H), 1.72 (s, 6H), 2.02-0.73
(m, 5H) ppm. 13C NMR (100 MHz, CDCl3) & 154.8, 147.8, 141.6, 129.0, 129.
0, 128.6, 127.5, 125.8, 125.0, 124.0, 71.6, 71.3, 55.9, 55.5, 47.6, 46.8, 31.
5,30.2, 30.0, 29.5, 25.6, 24.8, 19.8 ppm. Purity: 99% UPLCMS (210 nm); ret
ention time 0.84 min; (M+1) 365.0. Anal. Calcd. for C23H2gN2020 0.29(CHCI3
): C, 70.02; H, 7.14; N, 7.01. Found: C, 70.02; H, 7.37; N, 6.84.
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0000000000000 000O00D000p000000000g00q
0000000000000 0000000000001H NMR (500 MHz,
7.60-7.53 (m, 4H), 7.47 (d, J = 8.5 Hz, 2H), 7.42 (t, J = 7.5 Hz, 2H),
7.33 (t, J = 7.5 Hz, 1H), 5.26 (br s, 1H), 4.64 (m, 1H), 3.33-3.15 (m, 1H), 3.1
0-2.45 (m, 5H), 2.40-1.80 (m, 2H), 1.78-1.58 (m, 7H), 1.55-1.33 (m, 2H) ppm.
13C NMR (125 MHz, CDCI3) & 154.5, 146.1, 140.8, 139.5, 128.7, 127.2, 127.
1, 127.1, 125.2, 70.9, 55.5, 55.1, 47.4, 46.4, 31.1, 29.5, 25.3, 24.5, 19.5 pp

O Ooo0ooooao

m. Purity: 100 % LCMS (214 nm & 254 nm); retention time 1.56 min; (M+1) 365.

ooooood
obobooobooboooboooobooobooboobooooboooboooboooboooboaa
oooao
gobooobooboooboooboooboobooboooboooboooboobooobao
uboboobdoobooboooboooboobooboobooobobooobOooboooboaa
gooooboooboooaon

oooooaod
ubobooobooboooboooboooboobooboooboooboooboobOooonoan
ooooooooooboooooooooooooooobooOoooobooooooooaon
obobooobooboooboooobooobooboobooooboooboooboooboooboaa
ooooooooao

goooaonl
goooobooobooboobooobooboobooboo0oobooobooboooboao
ubboobobooobouoboooboooboobouoboobouopgobO0o0obO0obdg
O0pg00O000000000000000000000000000000H NMR (5

00 MHz, CDCIl3) & 7.47 (d, J= 7.5 Hz, 2H), 7.43 (d, J= 8.0 Hz, 2H), 7.33 (t, J=
7.5 Hz, 2H), 7.26-7.15 (m, 3H), 5.93 (br s, 0.6H), 5.89 (br s, 0.4H), 4.67 (m,
1H), 3.20-3.06 (m, 1H), 2.88-2.42 (m, 5H), 1.98-1.08 (m, 9H) ppm. 13C NMR
(125 MHz, CDCI3) & 155.0, 141.0, 139.7, 138.2, 127.7, 126.1, 126.0, 124.8,
124.1, 70.0, 54.5, 46.3, 45.4, 34.1, 24.3, 23.2, 18.3, 17.0 ppm. Purity: 100 %
LCMC (214 nm & 254 nm); retention time 1.52 min; (M+1) 363.

goooogad
goooboobobooboooobo'oboobobo0oUobuooDooboobooboog
goooooboooooooad
gooobooobobooobooboboobooDoobooboboDoobooooobog
goooooooobododoooobD bbb bobobboogboooao
000O0pO0O0pO0O0000000D00D00D0ODO0OODOOOO0ODOOOOOnH NMR (500
MHz, DMSO-dg) & 8.06-7.83 (d, 1H), 7.69-7.66 (m, 2H), 7.59-7.55 (m, 2H), 7
.29-7.22 (m, 4H), 4.56-4.54 (m, 1H), 3.13-2.32 (m, 6H), 1.91-1.19 (m, 9H) pp
m. 13C NMR (125 MHz, DMSO-dg) & 163.2, 161.2, 156.4, 143.7, 136.9, 128.
9, 128.8, 126.8, 125.6, 116.2, 116.0, 70.7, 55.8, 47.4, 46.4, 34.8, 25.7, 24.
6, 19.6, 18.7, 18.6 ppm. Purity: 0 97 % LCMS (214 nm & 254 nm); retention
time 1.96 min; (M+1) 381.2.
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O0D0D00O0001H NMR (CDCI3) 8 7.43 (dd, J = 8.4, 1.6 Hz, 2H), 7.40-7.33 (
m, 1H), 7.31 (d, J = 7.7 Hz, 2H), 6.99-6.81 (m, 2H), 5.54 (d, J = 48.0 Hz, 1H),
4.82-4.65 (m, 1H), 3.30-3.07 (m, 1H), 2.98-2.44 (m, 5H), 1.97 (d, J = 32.7 Hz
, 1H), 1.83 (d, J = 10.3 Hz, 1H), 1.64 (s, 1H), 1.52 (s, 1H), 1.39 (s, 1H), 1.31
(d, J = 6.8 Hz, 4H) ppm. 13C NMR major rotomer (CDCl3) & 162.2 (dd, J = 12.
8, 249.1 Hz), 159.8 (dd, J = 11.8, 251.0 Hz), 156.9, 156.0, 142.6, 133.1, 13
1.3 (m), 128.9, 125.6, 124.9, 111.5 (dd, J = 3.9, 21.2 Hz) 104.4 (dd, J = 25.2,
29.4 Hz), 72.1, 71.6, 55.7, 47.4, 46.5, 35.7, 35.3, 25.5, 24.6, 24.4, 19.5, 18.
1 ppm. Purity: LCMS 0 99.3 % (214 nm & 254 nm); retention time 0.90 min;
(M+1) 399.0.
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45 (m, 2H), 7.24-7.19 (m, 1H), 7.10-6.97 (m, 3H), 5.23 (br s, 1H), 4.72-4.61
(m, 1H), 3.30-3.04 (m, 1H), 3.03-2.25 (m, 5H), 2.09-1.02 (m, 11H) ppm. 13C
NMR (400 MHz, CDCl3) 8 162.3 (d, J = 247.1 Hz), 154.5, 149.8, 143.6, 130.
7,127.4 (d, J = 8.1 Hz), 121.8, 118.9, 115.8 (d, J = 21.6 Hz), 70.8, 55.5, 53.
4, 47.3, 46.4, 29.0, 25.4, 24.4, 19.4 ppm. Purity: 95.8 % UPLCMS (210 nm &
254 nm); retention time 0.90 min; (M+1) 389.
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7.87 (br s, 1H), 7.75 (s, 1H), 7.35-7.25 (m, 2H), 4.54-4.45 (m, 1H), 3.14-2.92

(m, 1H), 2.87-2.17 (m, 5H), 1.98-0.98 (m, 11H) ppm. 13C NMR (400 MHz, DM
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SO-dg) & 180.1, 165.6, 162.6 (d, J = 246.4 Hz), 154.7, 131.2 (d, J = 3.0 Hz),

128.7 (d, J
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8.4 Hz), 118.2, 115.7 (d, J = 21.8 Hz), 70.6, 55.3, 52.8, 46.9, 4
5.9, 29.9, 25.2, 24.2, 19.2 ppm. Purity: 100 % UPLCMS (210 nm & 254 nm); r
etention time 0.82 min; (M+1) 390.

Oooooooo
e T s s O o A
e T s s O o A

O
g
u
g
u
O
a
oond
O

godad
goo
oo

oooooooboboooboood

ooooooooooao
'oooooooboooan
ooooooooooao
goooooobogno
ugboooodgig

O [ i [
O oot

O 0O0OoOoooao
O O0Oo0oo0oo0ooao
O O0Oo0ooooao
O 0OoQgooooao
O 0O0OoOoooao
O O0Oo0oo0oo0ooao
O O0Oo0ooooao
O 0OoQgooooao
O 0O0OoOoooao
O O0Oo0oo0oo0ooao
O O0Oo0ooooao
O 0OoQgooooao
O 0O0OoOoooao
O O0Oo0oo0oo0ooao
O O0Oo0ooooao

OOooooo
O 0O0OoOoooao
O O0Oo0oo0oo0ooao
O O0Oo0ooooao
O 0OoQgooooao
O 0O0OoOoooao
O O0Oo0oo0oo0ooao
X Oooogogoog
O 0OoQgooooao

O0OooOoooao
O O0Oo0oo0oo0ooao

g g
pOOO0OO0OO0OO0OCOCOOOoOoOoooooooobooDbOoOOoon
gbooboobooboobooboobooboonon
ugboobogoboobouobouoboobooboonn
oooooooao

uobooobooobooboooooobooan
ooooooooooobobooobobooogo
ooooobooboobooboooboonn
oooooooooooboboboooboboooo

gbooobobooboooboooboooboo
ubobodooboobooobdbupgbbOgOOn
oooooooooooboobooobbooog
uoboooboooan

OoOoo0ooooo
O O0Oo0ooogoo
O0Ooo0oo0ooao
OoOoo0oooo
OoOoo0ooooo
O O0Oo0ooogoo
O0Ooo0oo0ooao
OoOoo0oooo
OoOoo0ooooo
O O0Oo0ooogoo
O0Ooo0oo0ooao
OoOoo0oooo
OoOoo0ooooo
O O0Oo0ooogoo
O0Ooo0oo0ooao
OoOoo0oooo
OoOoo0ooooo
O O0Oo0ooogoo
O0Ooo0oo0ooao
OoOoo0oooo
OoOoo0ooooo
O O0Oo0ooogoo
O0Ooo0oo0ooao
OoOoo0oooo
OoOoo0ooooo
O O0Oo0ooogoo
OO0Ooo0oo0oo0ooao

gbooboooboxgbooboooboooboobogono
xJOOOoOoODOoOOoOoOOoOOooOxOoooooooooooao

goooboobuobuouoboxpbobuoobuobuoobuoooboo

ooooooooooobooOooOoooooooooooooao
gooooboooboobooboobooboobooobo
ubbodobobooboobooboooboobooboooad

10

20

30

40

50



(59) JP 7633169 B2 2025.2.19
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000D0000000000001H NMR (400 MHz, CDCI3) & 7.90-7.81 (m, 2H),
7.32 (s, 1H), 7.24-7.05 (m, 2H), 5.76 (br s, 1H), 4.72-4.65 (m, 1H), 3.26-3.10
(m, 1H), 3.03-2.37 (m, 5H), 2.05-1.23 (m, 11H) ppm. 13C NMR (400 MHz, CD
Clz) & 177.6, 162.6 (d, J = 248.4 Hz), 154.8, 153.6, 130.8 (d, J = 3.2 Hz), 1
28.1 (d, J =81 Hz), 115.9 (d, J = 21.7 Hz), 112.2, 71.6, 55.7, 47.4, 46.5, 29
.1, 25.4, 24,7, 19.6 ppm. Purity: 100 % UPLCMS (210 nm & 254 nm); retentio
time 0.82 min; (M+1) 390.
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ooad O 000000000 1H NMR (400 MHz, DMSO-dg) 8 7.63-7.3
1 (m, 6H), 7.24-7.10 (m, 2H), 6.92 (dd, J =8.2, 1.9 Hz, 1H), 4.51-4.34 (m, 1
H), 4.21-4.08 (m, 2H), 3.72-3.64 (m, 2H), 3.32 (s, 3H), 3.09-2.26 (m, 5H), 2.
04-1.22 (m, 9H) ppm. 13C NMR (100 MHz, DMSO-dg) & 158.9, 154.6, 147.6,
141.5, 137.6, 129.9, 126.3, 125.2, 118.9, 113.2, 112.5, 70.4, 70.0, 66.9, 58
.2,55.4,54.2, 46.9, 45.9, 29.4, 25.3, 24.2, 19.2 ppm. Purity: 100%, 100% (2
10 & 254 nm) UPLCMS; retention time: 0.91 min; 15 (M+H*) 439.4.
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0000000000000 0000000000000000YH NMR (400 MHz,
DMSO-dg) & 7.62-7.20 (m, 7H), 7.03 (d, J = 8.7 Hz, 2H), 4.48-4.35 (m, 2H), 4
.18-4.08 (m, 2H), 3.72-3.62 (m, 2H), 3.32 (s, 3H), 3.10-2.19 (m, 6H), 2.10-1.
10 (m, 11H) ppm. 13C NMR (100 MHz, DMSO-dg) & 158.0, 154.6, 148.8, 139.
5,133.1, 128.5, 127.7, 123.8, 123.2, 122.7, 114.8, 70.4, 69.9, 67.0, 58.2, 5
5.3, 54.5,47.0, 45.9, 29.4, 25.3, 24.2, 19.2 ppm. Purity: 97.4%, 94.6% (210
& 254 nm) UPLCMS; retention time: 0.88 min; (M+H*) 439.3,
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Hz, 2H), 4.47-4.36 (m, 1H), 4.05 (t, J= 6.4 Hz, 2H), 3.48 (t, J=
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9H) ppm.13C NMR (100 MHz, DMSO-d6) & 158.0, 154.5, 146.7, 137.4, 132.4,
127.5, 125.7, 125.2, 114.8, 69.9, 68.5, 64.6, 57.9, 55.4, 54.2, 46.9, 46.0, 2

9.4, 29.0, 25.2, 24.1, 19.2 ppm. Purity: 97.7%, 98.2% (210 & 254 nm) UPLC

MS; retention time: 0.96 min; (M+H") 453.5,
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0000000000000 YTH NMR (400 MHz, DMSO-dg) 8 7.66

(m, 9H), 5.18 (t, J= 5.7 Hz, 1H), 4.53 (d, J= 5.7 Hz, 2H), 4.46-4.37 (m,

1H), 3.11-2.19 (m, 6H), 2.11-1.10 (m, 11H) ppm. 13C NMR (100 MHz, DMSO-d
6) & 154.7, 147.3, 141.5, 138.4, 137.7, 127.0, 126.2, 126.1, 125.3, 70.0, 6
2.6, 55.4,54.2, 46.9, 45.9, 29.4, 25.3, 24.2, 19.2 ppm. Purity: 97.5%, 99.1 %
(210 & 254 nm) UPLCMS; retention time: 0.73 min; (M+H*) 395,
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(m, 8H), 4.78-4.62 (m, 2H), 3.71-2.78 (m, 8H), 2.76 (t, J= 6.8 Hz, 2H), 2.26-1
.96 (m, 2H), 1.96-1.40 (m, 9H) ppm. 13C NMR (100 MHz, DMSO-dg) & 153.8,
146.8, 138.7, 137.9, 137.6, 129.4, 126.3, 126.1, 125.3, 66.2, 62.1, 54.4, 52
.8, 45.4, 44.5, 38.6, 29.5, 29.2, 24.0, 19.9, 16.6 ppm. Purity: 100%, 100% (2
10 & 254 nm) UPLCMS; retention time: 0.75 min; (M+H*) 409.
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6.4 Hz, 2H), 3.48 (t, J
91 (m, 2H), 1.91-1.03 (m, 11H) ppm. 13C NMR (100 MHz, DMSO-d6) 5 165.8,
162.4, 160.0, 154.6, 127.5, 126.1, 114.9, 112.1, 70.1, 68.4, 64.8, 57.9, 55.
4, 53.5, 46.9, 45.9, 28.9, 28.3, 25.2, 24.2, 19.2 ppm. Purity: 100%, 100% (2
10 & 254 nm) UPLCMS; retention time: 0.87 min; (M+H*) 460.
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DMSO-dg) 8 7.82 (d, J = 8.9 Hz, 2H), 7.36 (br s,
8.9 Hz, 2H), 4.49-4.41 (m, 1H), 4.07 (t, J =
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1H NMR (400 MHz, DMSO-dg) & 7.82 (d, J = 8.8 H

36 (br s, 1H), 7.24 (br s, 1H), 7.04 (d, J = 8.8 Hz, 2H), 4.49-4.41 (m

, 1H), 4.19-4.12 (m, 2H), 3.71-3.65 (m, 2H), 3.32 (s, 3H), 3.11-2.87 (m, 1H),
2.86-2.19 (m, 5H), 1.92-1.16 (m, 11H) ppm. 13C NMR (100 MHz, DMSO-dg) &
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165.7, 162.9, 159.9, 154.6, 127.5, 126.2, 114.9, 112.2, 70.3, 70.1, 67.1, 58
.2, 55.4, 53.5, 46.9, 45.9, 28.3, 25.2, 24.3, 19.2 ppm. Purity: 100%, 100% (2
10 & 254 nm) UPLCMS; retention time: 0.85 min; (M+H*) 446.
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O 1H NMR (500 MHz, CDCI3) & 8.70-8.70 (d, J = 2.0 Hz, 1H), 7.83-7.
81 (m, 1H), 7.49-7.47 (d, J = 9.0 Hz, 2H), 7.45-7.43 (d, J = 8.0 Hz, 1H), 7.03-
7.01 (d,J =85 Hz, 2H), 6.63 (br s, 1H), 4.68-4.66 (m, 1H), 4.16 (t, J = 5.0 H
z, 2H), 3.77 (t, J = 5.0 Hz, 2H), 3.45 (s, 3H), 3.19-2.70 (m, 6H), 2.15-1.89 (m,
2H), 1.76 (s, 6H), 1.73-1.36 (m, 3H) ppm. 13C NMR (125 MHz, CDCl3) 3 162.
7, 158.9, 154.9, 145.9, 134.8, 134.3, 130.1, 128.1, 119.2, 115.2, 71.0, 70.8,
67.4, 59.2, 55.9, 55.7, 47.4, 46.5, 46.4, 27.9, 25.4, 24.6, 19.5 ppm. Purity:
099% (214 & 254 nm) LCMS; retention time: 1.32 min; (M+H*) 440.2.
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oono oono 1H NMR (400 MHz, DMSO-dg) 8 7.67-7.26 (m, 7H),
.02 (d, J = 8.8 Hz, 2H), 4.50-4.33 (m, 1H), 4.08 (t, J = 6.0 Hz, 2H), 3.14-2.1
(m, 8H), 2.04 (quin, J = 6.7 Hz, 2H), 1.94-1.70 (m, 11H) ppm. 13C NMR (10
O MHz, DMSO-dg) 6 157.7, 154.5, 146.8, 137.4, 132.7, 127.6, 125.7, 125.2,
120.2, 114.9, 70.0, 65.8, 55.4, 54.2, 46.9, 45.9, 29.4, 25.3, 24.7, 24.2, 19.2,
13.4 ppm. Purity: 100%, 98.9% (210 & 254 nm) UPLCMS; retention time: 0.88
min; (M+H") 448.6.
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7.31 (m, 5H), 7.15 (d, J = 8.9 Hz, 2H), 5.21 (s, 2H), 4.53-4.30 (m, 1H), 3.18-

N

.19 (m, 6H), 2.05-1.18 (m, 11H) ppm. 13C NMR (100 MHz, DMSO-dg) & 155.
8, 6 154.6, 147.2, 137.2, 134.4, 127.8, 126.0, 125.3, 116.7, 115.3, 70.0, 55.4,
54.2, 53.5, 46.9, 45.9, 29.4, 25.2, 24.2, 19.2 ppm. Purity: 100%, 100% (210
& 254 nm) UPLCMS; retention time: 0.85 min; (M+H*) 420.3.
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7.83 (m, 2H), 7.20 - 6.99 (m, 3H), 5

J=14.5 8.4 Hz, 1H), 3.05 - 2.19 (

m, 5H), 2.0 - 1.76 (m, 11H) ppm. 13C NMR (100 MHz, CDCl3) & 166.38, 16
5.02, 162.54, 162.8-155.0 (d, C-F), 130.06, 128.43, 128.34, 116.01, 115.79,
112.46, 71.18, 55.70, 54.13, 47.42, 46.52, 27.94, 25.41, 24.67, 19.58 ppm.
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A GCS 1Csp GM3 B16 GM3 C32
@% (mM) 1Cs0 (mM) I1Cy (mM)

1 0.0019 0.0156 0.0021

2 0.0601 0.1068 0.0096

3 0.00414 0.0437 0.00131

4 0.0015 0.0116 0.0008

5 0.0012 0.0193 0.0003

6 0.0028 0.018] 0.0006

7 0.0014 0.0081 0.0004

8 0.0010 0.0075 0.0004

9 0.0014 0.0168 0.0004

10 0.0064 0.0213 0.0022

11 0.0149 0.0819 0.0018

12 0.0203 0.0878 0.0037

13 0.0035 0.0386 0.0007

14 0.0104 0.1096 0.0053

135 0.0267 0.0295 0.0049

16 0.0024 0.0666 0.0016

17 0.4544 0.8786 0.0216

18 0.1480 0.6555 0.0223

19 0.1701 0.1972 0.0426

20 0.3601 0.1065 0.0198

21 0.0506 0.2658 0.0111

22 0.0096 0.0865 0.0032

23 0.0026 0.0477 0.0008
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Oo0oo
2 mg 5 mg 15 mg 25 mg 50mg | 100mg | 150 mg
RF A=K (N=6) (N=6) (N=6) (N=6) (N=6) (N=6) (N=5)
Cmax, ng/mL
14.7 53.0 84.4 529
SEH)(SD 5702 181 (56) | 374 (38
THASD) (1-2) (1.61) (16.7) (31.8) (36) (38) (109)
Y RIS 5.6 14.6 50.7 79.9 372
BT 173 31) 520 (21)
(CV) (21.4) (10.9) (31.%) (37.7) (10.3)
3.50 5.50 3.50 5.00 4,00 3.00 4.00
toox, FETE] 0> (3.00 (4.00 (2.00 (4.00 (3.00 (2.00 (1.00
HA 4T (B ) i ' ' ' ' ' '
8.00) 8.00) 5.00) 8.00) 6.00) 4.00) 8.00)
AUClast‘ I‘Ig * H#Iaﬁﬁ/mL
1,830 3,380 6,310 13,000 | 18,600
SLE(SD 214 (52) | 560 (71 ’ ’ ’ ’ ’
FHISD) (52) (71 (520} (1100) | (1880) | (2330) | (5480)
AT 15) 209 556 1,760 3,240 6,070 12,800 18,000
(CV) (24.3) (12.7) (29) (33) (30) (18) (30
AUCi¢. ng - Ef/mL
652 2,070 3,810 7,130 14,400 | 20,600
E5(SD) 243 (61)
(122) (600 | (1,080) | (2,320) | (3,010) | (6,640)
Y [ AT 1,990 3,690 6,800 14,100 | 19,900
AT 237 (25) | 643 (19)
(CV) (29) (28) (33) (21) (32)
t]fl\ H#Fﬁﬁ
292 33.3 29,7 30.2 28.9 27.8 26.9
F-HI(SD
FHASD) (43) (8.1) (7.1) (5.5) (5.3) (3.6) (5.7)
U (6] 1 28.9 32.5 29.0 29.8 28.5 27.6 26.4
(CV) (14.8) (24.4) (24.0) (18.1) (18.4) (12.8) (21.3)
CL/F, L/
6.43 5.86 5.85 5.18 5.75 5.38 5.80
EH(SD
FHI(SD) (1.41) (1.0 (1.89) (1.31) 2.0 (1.2%) (1.55)
Y RIA ) 6.3 5.8 5.6 5.0 55 53 5.6
(CV) (22.0) (17.3) (32.2) (25.3) (34.9) (23.4) (26.7)
V«/F, L
JHI(SD) 275 (54) | 274 (30) | 245 (81) | 240 (78) | 239 (62) | 213 (22) | 228 (50)
4l ﬂ'\fi/g
(’%:L)I 270 (20) | 273 (11) | 233 (33) | 228 (33) | 232(26) | 212 (10) | 223 (22)
Oooooao
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oooaod
1H
ING A —H 5 mg (N=9) 10 mg (N=9) | 20 mg (N=9)
Cinas, ng/mL
FH(SD) 18.5(3.2) 38.5 (7.4) 68.0 (15.7)
(e EHI(CV) 18.2 (17.3) 37.8(19.3) 66.5(23.1)

(81)
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a5 O 1 S
(HTH)

5.00 (2.00-8.17)

3.00 (2.00-5.00)

3.07 (2.00-6.00)

AUCp4. ng * BEE/mL
FEHI(SD) 296 (54) 635 (132) 1,100 (211)
V) 202 (18) 623 21) 1,080 (19)
14 H
Cinax, ng/mL
H)(SD) 37.0 (6.4) 89.7 (29.1) 142 (40)
BWAEEY(CV) 36.5(17.2) 86.0 (32.5) 137 (28.3)

tmax- Edﬁ‘: ﬁ’fﬁ D [:Ij %J“E
()

3.00 (2.00-6.00)

2.00 (2.00-6.00)

3.00 (2.00-8.00)

10

20

30

40

AUCo24. ng « BFRE/mL
EH)(SD) 642 (121) 1,550 (464) 2,420 (705)
HNTEIH(CV) 632 (19) 1,490 (30) 2,340 (29)
Cirough, ng/mL
JEH)(SD) 19.4 (4.0) 49.9 (19.3) 73.3 (24.4)
M IEECVY) 19.0 (20.5) 475 (38.7) 69.9 (33.2)
fi2. (=)
SEHI(SD) 29.3 (4.6) 31.3(3.3) 35.0 (6.3)
AT ILICV) 29.0 (15.8) 31.2 (10.5) 34.5 (18.0)
CLs/F. L/FER
JEH(SD) 598 (1.17) 5.13 (1.25) 6.58 (1.70)
L SEE(CV) 5.9 (19.5) 5.0 (24.4) 6.4 (25.8)
CLr-243+ L/Be

LHHSD) 1.55 (0.68) 1.49 (0.41) 2.07 (0.58)

BTEE(CV) NA? (44.0) 1.4 (27.7) 2.0 (28.0)
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G A—H b e 90%{E 45 X [
GL-1 Smg ¥t 77k 0.39 0.29-0.50
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