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Fig. 2.
Tabla 2. Compuestos a modo de ejemplo
N.° Cédig | Codigo
de Estructura del compuesto ode de m/z+ 1H-RMN :Sreﬁzrrsgo Sr?errzi
¢j. CD50 | Dmax quema g
"H-RMN (400 MHz,
CDCls): & 1,57 (s, 6H), 2,09-
2,14 (m, 1H), 2,70-2,90 (m,
3H), 3,47 (t, ] = 5,2 Hz, 2H),
NCA s 0 o 3,69-3,74 (m, 10H), 3,88 (t, J
> 1 . NH =4,6 Hz, 2H), 4,17 (t, ] =
1 | rc N N@ Y N L B B 837,3 | 4,6 Hz, 2H), 4,88-4,93 (m, 1A
/}-7§ o N 1H), 6,50 (a, 1H), 6,92 (d, J
O s Vs ) s Vs ]
& NEStieNH = 8,8 Hz, 1H), 7,03-7,11 (m,

3H), 7,19 (d, J= 8.8 Hz,
2H), 7,49 (t, J = 7,8 Hz, 1H),
7,83-7,86 (m, 1H), 7,97 (d, J
= 8,4 Hz, 2H), 8,06 (s, 1H).

'H-RMN (400 MHz,
CDCls): § 1,56 (s, 6H), 2,10-

P i 2,14 (m, 1H), 2,72-2,90 (m,
@QN {):o 3H), 3,50 (t, J = 5,4 Hz, 2H),
3,81 (t, ] = 5,2 Hz, 2H), 3,90

[y (t, ] = 4,4 Hz, 2H), 4,20 (t, ]

— 42 Hz, 2H), 4,80-4,94 (m,
b B 174930 11) 6,52 (a, 1H), 6,93 (d, ]

0
~ O\ S = 8.4 Hz, 1H), 7,05-7,12 (m,
NJ(N @—CN 3H), 7,19 (d, J = 8,4 Hz,
/H 2H), 7,49 (t, J = 7,8 Hz, 1H),
CFs 7,84 (d, ] = 8,4 Hz, 1H),
7,96-7,99 (m, 2H), 8,10 (a,
1H).

1A

AM 67300178.1
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"H-RMN (400 MHz,

CDCL): 8 1,57 (s, 9H), 2,07-
2,11 (m, 1H), 2,70-2,82 (m,
3H), 3,44-3,49 (m, 2H),

3,66-3,75 (m, 18H), 3,87-
/\/0\/\ ~_NH 3,89 (m, 2H), 4,16-4,18 (m,
o C B 925,3 | 2H), 4,84-4,88 (m, 1H), 6,91 1A

(d, T = 8,4 Hz, 1H), 7,03-
/[L Q, 7,11 (m, 3H), 7,20 (d, J = 8.8
Hz, 2H), 7,49 (t, ] = 7,8 Hz,
1H), 7,83-7,86 (m, 1H), 7,97
(d, J= 8,0 Hz, 2H), 8,38 (s,

1H).

]\/ \/\O/\/O

H-RMN (400 MHz,
CD:;OD):5 1,43 (s, 6H),
1,93-1,98(m, 1H), 2,57-2,73
(m, 3H), 3,40 (t, ] = 5,2 Hz,

(@]
FaC 3\4/ 2H), 3,59-3,65 (m, 6H), 3,78
) @N N D B 7933 | (t,J = 4,4 Hz, 2H), 4,06(t, J 1A
=C 77’ = 4.4 Hz, 2H), 4,91-4,95 (m,
S

O/\/O\/\O/\/NH 1H), 6,93-7,00 (m, 4H), 7,15
(d,J = 8,8 Hz, 2H), 7,41-
7,45 (m, 1H), 7,87-7,90 (m,
1H), 8.04-8,06(m, 2H).

TH-RMN (400 MHz,
CDCLs): § 1,56 (s, 6H), 2,08-
2,10 (m, 3H), 2,70-2,90 (m,
3H), 3,46 (t, J = 5,2 Hz, 2H),

(0]
O{.\; 3,65-3,73 (m, 8H), 4,11 (t, J
N o = 6 Hz, 2H), 4,88-4,92 (m,
C B | 8074 | 1H),692(d,J=88Hz 1A
0 1H), 7,03 (d,J = 8.8 Hz,

2H), 7,10 (d, J = 7,2 Hz,
2H), 7,18 (d, J = 8,8 Hz,
2H), 7,49 (t, J = 7,6 Hz, 1H),
7,84 (d, ] = 8,0 Hz, 1H),
7,97-7,99 (m, 3H).

AM 67300178.1
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865,3

"H-RMN (400 MHz,
CD;0D): 1,57 (s, 6H),
1,76-1,79 (m, 2H), 1,87-1,90
(m, 2H),2,10-2,14 (m, 1H),
2,71-2,91 (m, 3H), 3,47-3,74
(m, 14H), 4,02 (t,J = 6,2 Hz,
2H), 4,38-4,93 (m, 1H),
6,48-6,49 (m, 1H), 6,91-7,02
(m, 3H), 7,10-7,20 (m, 3H),
7,49 (t, T=7,8 Hz, 1H),
7,83-7,86 (m, 1H), 7,97-8,02
(m, 3H).

1A

6
QO o
NH
0]
N
s N NH O
N= \fr \@\ 5
S 0%0\/\0/\/
e 0 9 o
F
N NH
7= -
N= mr NH 0
S~ 0
S OMO/\/O\‘/\O

851.3

"H-RMN (400 MHz,
CD;OD): & 1,57 (s, 6H),
2,07-2,11 (m, 3H), 2,70-2,90
(m, 3H), 3,46-3,72 (m, 14H),
4,10 (t, ] = 6,2 Hz, 2H),
4,88-4,92 (m, 1H), 6,48-6,49
(m, 1H), 6,91-7,26 (m, 6H),
7,49 (t,J = 7,8 Hz, 1H),
7,83-7,85(m, 1H), 7,97-8,02
(m, 3H).

1A

837,2

TH-RMN (400 MHz,

CDCls): § 1,57 (s, 6H), 2,09-
2,14 (m, 1H), 2,70-2,90 (m,
3H), 3,47 (t, ] = 5,2 Hz, 2H),
3,69-3,74 (m, 10H), 3,88 (t, J

= 4,6 Hz, 2H), 4,17 (t, T =
4,6 Hz, 2H), 4,88-4,93 (m,
1H), 6,50 (a, 1H), 6,92 (d, J
= 8,8 Hz, 1H), 7,03-7,11 (m,

3H), 7,19 (d,J = 8.8 Hz,

2H), 7,49 (t, ] = 7.8 Hz, 1H),
7,83-7,86 (m, 1H), 7,97 (d, J
= 8,4 Hz, 2H), 8,06 (s, 1H).

1A

AM 67300178.1




FIG. 2 Continuacion

1513291.122WO02

837,2

TH-RMN (400 MHz,
CDCLs): § 1,57 (s, 6H), 2,09-
2,14 (m, 1H), 2,70-2,90 (m,
3H), 3,47 (t, J = 5,2 Hz, 2H),
3,69-3,74 (m, 10H), 3,88 (t, J

= 4,6 Hz, 2H), 4,17 (t, T =

4,6 Hz, 2H), 4,88-4,93 (m,
1H), 6,50 (a, 1H), 6,92 (d, J
= 8,8 Hz, 1H), 7,03-7,11 (m,

3H), 7,19 (d,J = 8.8 Hz,

2H), 7,49 (t, ] = 7.8 Hz, 1H),
7,83-7,86 (m, 1H), 7,97 (d, J
= 8,4 Hz, 2H), 8,06 (s, 1H).

1A

10

821,3

'H-RMN (400 MHz,
CDCls): 8 1,57 (s, 6H), 1,86-
1,89 (m, 2H), 2,04-2,09 (m,
3H), 2,71-2,90 (m, 3H), 3,43
(s, 2H), 3,55-3,63 (m, 8H),
4,10 (t, J = 6,0 Hz, 2H),

4,89-4,93 (m, 1H), 6,91 (d,
J=8,8Hz, 1H), 7,02-7,05 (m,
2H), 7,10 (d, J=6,8Hz, 1H),
7,17-7,20 (m, 2H), 7,47-7,51
(m, 1H), 7,83-7,86 (m, 1H),

7,97-7,99(m, 2H), 8,07 (s,

1H).

1A

11

b o4

N o 8
F yjr‘ N NH
_ N_ N

N= b NH G 0

S 0/“\\/\0/\/0\/\0

865,1

'H-RMN (400 MHz,
CDCls): § 1,42 (s, 6H), 1,85
(s, 3H), 1,92-1,96 (m, 3H),
2,44-2,49 (m, 1H), 2,56-2,64
(m, 2H), 3,34 (d, J = 5,2 Hz,

2H), 3,50-3,59 (m, 12H),
4,01 (d, J = 6,2 Hz, 2H)
,6,86-6,94 (m, 4H), 7,13-
7,16 (m, 2H), 7,38-7,42 (m,
1H), 7,86-7,89 (m, 1H),
8,03-8,05 (m, 2H).

1A
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1A

Cl
o

13

798.3

TH-RMN (400 MHz,
CD;0D): § 1,24 (s, 6H),
1,31 (s, 6H), 1,55-1,63 (m,
2H), 1,68-1,74 (m, 2H),
1,80-1,87 (m, 2H), 1,91-1,97
(m, 2H), 2,06-2,11 (m, 1H),
2,67-2,81 (m,3H), 3,43-3,48
(m, 2H), 3,48-3,53 (m, 2H),
3,58-3,61 (m, 2H), 4,04 (t, J
= 6,4 Hz, 2H), 4,16 (s, 1H),
430 (s, 1H), 5,02-5,07 (m,
1H), 6,96-7,08 (m, SH),
7,14-7,15 (m, 1H), 7,52-7,56
(m, 1H), 7,73-7,80 (m, 3H).

1A

AM 67300178.1




o .r 1513291.122W0O2
FIG. 2 Continuacion

14 o 1H-RMN (400 MHz,
LF DMSO0d6):5 10,97 (s, 1H),
N 8,38 (d, ] = 8,0 Hz , 1H),

WN@ 8,29 (s, 1H), 8,07 (d,J = 8,4
S AL W W W o Hz, 1H), 7,46 (t, ] = 2,6 Hz,
1H), 7,24-7,33 (m, 4H), 7,08

(d, J = 8,4 Hz, 2H), 5,09-
5,12 (m, 1H), 4,05-4,39 (m,

N
0] 9H), 3,77 (s, 2H), 3,51-3,59
o) (m, 10H), 2,80-3,00 (m, 1H),
NH 2,30-2,70 (m, 2H), 1,90-2,10
o)

(m, 3H), 1,24 (s, 6H).

2A

H-RMN (400 MHz,
CDCls): § 1,22 (s, 6H), 1,25
(s, 6H), 2,00-2,03 (m, 2H),
0 0 2,22 (t,] = 7,4 Hz, 2H),

NH 2,67-2,88 (m, 8H), 3,35 (s,
N 0 2H), 3,72 (a, 4H), 4,04 (s,
1H), 4,13-4,22 (m, 2H),

NH 4,32-4.36 (m, 1H), 5,34-5,39
15 N D B 753,7 | (m, 2H), 6,09 (d, J = 8,0 Hz, 3A
N N 1H), 6,67 (d, ] =9,2 Hz,

NS ' N 1H), 6,80 (d, J = 8.4 Hz,
2H), 6,96 (d, ] = 1,2 Hz,
o o 0 1H), 7,29-7,30 (m, 1H), 7,38

(t,J=7,6 Hz, 1H), 7,57 (d,J
= 8,8 Hz, 1H), 7,93-7,96 (m,
1H), 8,17 (s, 1H), 8,59 (s,
1H).

AM 67300178.1
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8253

TH-RMN (400 MHz,
CD;0D): § 1,24 (s, 6H),
1,31 (s, 6H), 1,96-2,12 (m,
4H), 2,71-2,81 (m, 8H), 3,48
(t, 7= 6,0 Hz, 2H), 3,64-3,70
(m, 8H), 4,16 (s, 1H), 4,30
(s, 1H), 5,03-5,09 (m, 1H),
6,82 (d, J = 8,8 Hz, 1H),
6,99-7,10 (m, 3H), 7,14-7,15
(m, 1H), 7,58 (t, ] = 7,8 Hz,
1H), 7,74 (d, T = 8.8 Hz,
1H), 7,95-7,98 (m, 1H),
8,60-8,61 (m, 1H).

TA

17

TH-RMN (400 MHz,
CD;0D): § 9,64 (s, 1H),
8,19-8,13 (m, 3H), 8,10-8,08
(m, 2H), 8,03-8,00 (m, 1H),
7,94 (d, J = 8,8 Hz, 2H),
7,58-7,55 (m, 2H), 7,35-7,33
(m, 1H), 7,29-7,27 (m, 1H),
7,02 (d, J=7,2 Hz, 1H),
4,97-4,93 (m, 1H), 4,86-4,81
(m, 3H), 4,40-4,39 (m, 2H),
425(d, 7= 16,8 Hz, 1H),
4,09 (d, T = 17,2 Hz, 2H),
2,38-2,28 (m, 1H), 2,17-2,12
(m, 1H), 1,63 (s, 6H).

4A

18

i@w@[

815.3

'H-RMN (400 MHz,
CD;OD): § 1,23 (s, 6H),
1,29 (s, 6H), 1,49-1,56 (m,
2H), 1,66-1,73 (m, 4H),
1,92-1,95 (m, 2H), 2,06-2,12
(m, 1H), 2,69-2,80 (m, 3H),
3,23 (t,J = 7,0 Hz, 2H), 3,44
(t,J = 6,4 Hz, 2H), 3,50 (1, J
= 6,2 Hz, 2H), 3,59 (t, ] =
5,6 Hz, 2H), 4,13-4,15 (m,

5A

AM 67300178.1
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FIG. 2 Continuacion

1H), 4,30 (s, 1H), 5,03-5,07
(m, 1H), 6,74 (t,J = 8,4 Hz,
1H), 6,99-7,08 (m, 3H), 7,15
(d, J=2,4 Hz, 1H), 7,44-
7,57 (m, 3H), 7,74 (d, J = 8,8
Hz, 1H).

TH-RMN (400 MHz,
CD;OD): § 1,21 (s, 6H),
1,25 (s, 6H), 2,19-2,24 (m,
1H), 2,32-2,42 (m, 1H), 2,75

O 0O (a, 4H), 2,83-2,88 (m, 1H),
NH 2,90-2,95 (m, 3H), 3,73
N 0 (a,4H), 4,04 (s, 1H), 4,14 (d,
J=8,0 Hz, 1H), 4,28-4,33
~_0O (m, 3H), 4,40, 4,44 (dos
19 (\ N D B 754,3 | singletes, 1H), 5,20-5,25 (m, 6A
" N \/ 1H), 6,09 (d, J = 8,0 Hz,

1H), 6,67 (d, T = 8,4 Hz,
1H), 6,80 (dd, J = 8.8, 2,4
Hz, 1H), 6,96 (d, = 2,4 Hz,
1H), 7,06 (d, T = 8,0 Hz,
1H), 7,43-7,52 (m, 2H), 7,57
(d, J = 8,8 Hz, 1H), 7,93 (dd,
J=8.8,2,4 Hz, 1H), 8,20 (a,
1H),8,57-8,58 (m, 1H).

o /i//
o

ZL
o

\Y

=z

AM 67300178.1
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FIG. 2 Continuacion

20 TH-RMN (400 MHz,
O O CDCls): & 1,22-1,25 (m,

NH 12H), 2,01-2,02 (m, 2H),
N o 2,59-2,69 (m, 4H), 2,75-2,91
(m, 4H), 3,39-3,40 (m, 2H),

% 3,73 (s, 4H), 4,04 (s, 1H),
(\N/\/NH b B 2674 | H14(d,7=80Hz, 1H), A
P | 4,89-4,94 (m, 1H), 6,06 (d, J
N e =7,6 Hz, 1H), 6,67 (d,J =

T § | _N 8,8 Hz, 1H), 6,80 (d, J = 6,0
Hz, 2H), 6,89-6,97 (m, 2H),
cl o O 7,12 (d, 1 = 7,2 Hz, 1H),

7,52-7,58 (m, 2H), 7,92-8,01
(m, 2H), 8,58 (s, 1H).

TH-RMN (400 MHz,
CD;OD): 8 1,12 (s, 6H),
1,18 (s, 6H), 1,83-1,90 (m,

0 O 2H), 2,07-2,11 (m, 1H),

NH 2,38-2,45 (m, 3H), 2,50-2,53
N o] (m, 4H), 2,68-2,72 (m, 3H),
2,78-2,86 (m, 1H), 3,57-3,59
. (m, 4H), 4,04 (s, 1H), 4,18

21 o D B | 7527 | (s, 1H), 4,38-4,49 (m, 2H), 8A
X ) N 5.07-5.12 (m, 1H), 6,74 (d. )
| —'8,8 Hz, 1H), 6,87-6,90 (m,

N =N 1H), 7,03 (d, J = 2,4 Hz,

N o l 1H), 7,38-7,44 (m, 2H),
7,56-7,58 (m, 1H), 7,62 (d, J
—8,8 Hz, 1H), 7,85-7,88 (m,

1H), 8.49 (d, J = 2,4 Hz,

1H),

AM 67300178.1
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22

798.3

'"H-RMN (400 MHz,
CDs;0D): & 1,24 (s, 6H),
1,32 (s, 6H), 2,16-2,24 (m,
1H), 2,45-2,56 (m, 1H),
2,74-2,81 (m, 1H), 2,89-2,94
(m, 1H), 3,00-3,06 (m, 6H),
3,73-3,81 (m,4H), 3,85-3,87
(m, 2H), 3,90-3,93 (m, 2H),
4,16-4,18 (m, 1H), 4,30 (s,
1H), 4,35-4,38 (m, 2H),
4,41-4,52 (m, 2H), 5,17-5,21
(m, 1H), 6,87 (d, ] = 8,8 Hz,
1H), 7,00 (dd, ] =8,8, 2,4
Hz, 1H), 7,15 (d, ] = 2,4 Hz,
1H), 7,28 (d, ] = 8,0 Hz,
1H), 7,42 (d,J=7,2 Hz,
1H), 7,50-7,54 (m, 1H),7,71-
7,76 (m, 2H), 7,99 (dd, J =
8,8,2,4 Hz, 1H), 8,62, 8,63
(dos singletes, 1H).

6A

23

843,4

TH-RMN (400 MHz,
CD;OD): § 1,18 (s, 6H),
1,24 (s, 6H), 1,50-1,66 (m,
4H), 2,08-2,14 (m, 1H),
2,39-2,75 (m, 13H), 2,81-
2,86 (m, 3H), 4,11(s, 1H),
423 (t,] = 5,4 Hz, 2H), 4,29 8A
(s, 1H), 4,33-4,44 (m, 2H),
5,07-5,11 (m, 1H), 7,16-7,21
(m, 2H), 7,26-7,35 (m, 4H),
7,41-7,45 (m, 1H), 7,69 (d, J
= 8,0 Hz, 2H), 7,86 (d, ] =
8,8 Hz, 1H).

10

AM 67300178.1
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24

T2

o
2/ N
\,

8253

TH-RMN (400 MHz,
CD;OD): & 1,24 (s, 6H),
1,31 (s, 6H), 1,93-1,98 (m,
2H), 2,06-2,12 (m, 1H),
2,67-2,86 (m, 9H), 3,37 (t, J
= 6,8 Hz, 2H), 3,61-3,72 (m,
8H), 4,15 (s, 1H), 4,31 (s,
1H), 4,63 (s, 1H), 5,03-5,08
(m, 1H), 6,82-6,89 (m, 2H),
6,99-7,04 (m, 2H), 7,15 (d, J
=24 Hz, 1H), 7,56 (d, T =
8,4 Hz, 1H), 7,74 (d, ] = 8,8
Hz, 1H), 7,96-7,99 (m, 1H),
8,62 (d, ] = 2,4 Hz, 1H).

TA

95 K\N/\/O\/\/NH

o Y
Q

Zx
O

4

-

843.3

TH-RMN (400 MHz,
CD;0D): § 1,24 (s, 6H),
1,32 (d, J = 2 Hz, 6H), 1,95-
1,99 (m, 2H), 2,07-2,11 (m,
1H), 2,65-2,76 (m, 2H),
2,82-2,94 (m, 7H), 3,37 (s,
1H), 3,46 (t, ] = 6,2 Hz, 2H),
3,65-3,75 (m, 8H), 4,15 (t, J
= 4.4 Hz, 1H), 4,31 (s, 1H),
5,04-5,08 (m, 1H), 6,15-6,17
(m, 1H), 6,84 (d, = 9,2 Hz,
1H), 6,99-7,02 (m, 1H),
7,12-7,16 (m, 2H), 7,35 (¢, J
=9,0 Hz, 1H), 7,75 (d,J =
8,8 Hz, 1H), 7,96-7,99 (m,
1H), 8,61 (d, =24 Hz,
1H).

TA

AM 67300178.1
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F

-

" ”QYO
N _of o
N
0]
O—élllNH O

841,1

'H-RMN (400 MHz,

CD;0D): §7,94-7,88 (m,

1H), 7,74-7,59 (m, 3H),
7,38-7,19 (m, 6H), 4,35 (s,
1H), 4,14(s, 1H), 3,46 (s,
3H), 2,73-2,54 (m , 7TH), 10A
2,41-2,33 (m, 3H), 2,19-2,01
(m, 1H), 1,73--1,58(m, 2H),

1,37(s, 4H), 1,24 (s, 9H),
1,21 (s, 7H), 0,87-0,83 (m,
1H);

27 NZ

e o

856,9

"H-RMN (400 MHz,
CD3;OD): & 1,24 (s, 6H),
1,30 (s, 6H), 1,87-2,12 (m,
6H), 2,57-2,85 (m, 16H),
3,41 (t,J=28,0 Hz, 2H), 4,17
(s, 1H), 4,35 (s, 1H), 5,02-
5,07 (m, 1H), 7,05 (t, J=38,0
Hz, 2H), 7,24 (d, ] = 8,0 Hz,
1H), 7,36 (s, 3H), 7,55 (t,J =
8,0 Hz, 1H), 7,76 (d, 1 =4,0
Hz, 2H), 7,92 (d, J = 12,0
Hz, 1H).

11A

Cl 0., 0
- S
N7 N

O _~_NH

O 0

NH
N o
o

921,5

'H-RMN (400 MHz,
CD;OD): § 1,24 (s, 6H),
1,29 (s, 6H), 1,40-1,44 (m,
2H), 1,62-1,72 (m, 4H),
1,88-1,94 (m, 2H), 2,05-2,12
(m, 1H), 2,67-2,83 (m, 5H),
3,40-3,48 (m, 4H), 3,56 (t, J 12A
= 5,6 Hz, 2H), 4,15-4,17 (m,
1H), 4,29 (s, 1H), 5,01-5,05
(m, 1H), 6,95-7,02 (m, 1H),
7,01-7,10 (m, 2H), 7,14 (d, J
=2,2 Hz, 1H), 7,30 (d,] =
8,0 Hz, 2H), 7,54 (t, I = 8.0

AM 67300178.1
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Hz, 1H), 7,71-7,74 (m, 3H).

29

843,7

TH-RMN (400 MHz,
DMSO0-d6): & 1,12 (s, 6H),
1,21 (s, 6H), 1,79-1,82 (m,

2H), 1,99-2,05 (m, 2H), 2.33
(s, 1H), 2,55-2,67 (m, 5H),
2,82-2,91 (m, 2H), 3,48-3,61
(m, 10H), 4,05 (d,J =92
Hz, 1H), 4,30 (s, 1H), 5,05-
5,09 (m, 1H), 6,54-6,57 (m,
1H), 6,86 (d,J = 8.8 Hz,
1H), 6,99-7,02 (m, 1H),
7,07-7,10 (m, 1H), 7,21 (d, J
=2,0 Hz, 1H), 7,44-7,49 (m,
1H), 7,62 (d,J = 9,2 Hz,
1H), 7,90 (d, J = 8.8 Hz,
1H), 7,95-7,98 (m, 1H), 8,13
(s, 2H), 8,62 (s, 1H), 11,11
(s, 1H).

12A

o o H
"5y O
30 | ¢ !
pOR e AT e GO
NG

809,8

'H-RMN (400 MHz,
CD;OD): § 1,13 (s, 6H),
1,18 (s, 6H), 1,52-1,65 (m,
4H), 2,01-2,09 (m, 1H),
2,18-2,54 (m, 2H), 2,61-3,03
(m, 15 H), 4,05-4,07 (m,
1H), 4,13-4,19 (m, 3H),
4,29-4,39 (m, 2H), 4,99-5,04
(m, 1H), 6,87-6,89 (m, 1H),
6,97-7,05 (m, 3H), 7,23-7.25

13A

AM 67300178.1
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FIG. 2 Continuacion
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(m, 2H), 7,60-7,67 (m, 4H).

31 !/\N/\/O

809,8

'"H-RMN (400 MHz,
CDs0OD): & 1,25 (s, 6H),
1,30 (s, 6H), 1,71-1,73 (m,
4H), 2,16-2,23 (m, 1H),
2,47-2,74 (m, 3H), 2,78-2,79
(m, 3H), 2,82-3,16 (m, 11H),
4,17-4,19 (m, 1H), 4,31-4,34
(m, 3H), 4,41-4,52 (m, 2H),
5,15-5,20 (m, 1H), 7,00 (dd,
J=38,8,2,4 Hz, 1H), 7,14,
7,15 (dos singletes, 1H),
7,25-7,27 (m, 1H), 7,35-7,37
(m, 2H), 7,42-7,44 (m, 1H),
7,50-7,54 (m, 1H), 7,71-7,79
(m, 4H).

13A usando imida
del esquema 6a

O...
.| O G,

840,3

TH-RMN (400 MHz,
CD;0D): § 1,25 (s, 6H),
1,30 (s, 6H), 1,72-1,74 (m,
4H), 2,11-2,16 (m, 1H),
2,70-3,12 (m, 17H), 3,44 (,J
= 6,0 Hz, 2H), 4,17 (s, 1H), 11a
431 (s, 1H), 4,61 (a, 1H),
5,06-5,11 (m, 1H), 7,00 (dd,
J=8,8 Hz, 1H), 7,12-7,15
(m, 2H), 7,33-7,38 (m, 3H),
7,73-7,79 (m, 3H).

14
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33

I=

o- O 0 0
- NH
o~ I
NZ - | N 0

Cl NTTNTY

796,7

TH-RMN (400 MHz,
CD;0D): & 1,08 (s, 6H),
1,18 (s, 6H), 1,46-1,52 (m,
2H), 1,56-1,64 (m, 2H),
1,76-1,83(m, 2H), 2,05-2,09
(m, 1H), 2,37-2,42 (m, 1H),
2,48-2,53 (m, 2H), 2,58-2,69
(m, SH), 2,76-2,84 (m, 1H),
3,61-3,67 (m, 4H),4,04-4,09
(m, 3H), 4,18 (s, 1H), 4,27-
4,38 (m, 2H),5,03-5,07 (m,
1H), 6,76 (d,J = 8.8 Hz,
1H), 6,88 (dd, ] = 8.8, 2,4
Hz, 1H), 7,03 (d, J=2,0 Hz,
1H), 7,11 (d,J = 8,0 Hz,
1H), 7,28 (d,J = 7.6 Hz,
1H), 7,62 (d,J = 8.8 Hz,
1H), 7,62-7,64 (m, 1H), 7,88
(dd, 7=9,2,2,4 Hz, 1H),
8,51 (d, ] = 2,4 Hz, 1H).

6a

34

823,4

TH-RMN (400 MHz,
CD;0D): § 1,25 (s, 6H),
1,30 (s, 6H), 1,72-1,73 (m,
4H), 2,12-2,17 (m, 1H),
2,68-3,15 (m, 17H), 4,17-
4,19 (m, 1H), 4,31-4,35 (m,
3H), 5,11-5,14 (m, 1H), 7,00
(dd, T = 8,6, 2,4 Hz, 1H),
7,14-7,15 (m, 1H), 7,35-7,37
(m, 3H), 7,45-7,46 (m, 1H),
7,73-7,84 (m, 5H).

6a

15
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35

796,7

"H-RMN (400 MHz,
CD;0D): & 1,12 (s, 6H),
1,22 (s, 6H), 1,45-1,62 (m,
4H), 1,75-1,82 (m, 2H),
1,95-2,03 (m, 1H), 2,33-2,45
(m, 5H), 2,57-2,61 (m, 1H),
2,88-2,95 (m, 1H), 3,59 (a,
4H), 4,05-4,10 (m, 3H),
4,24-431 (m, 2H), 4,37-4,41
(m, 1H), 5,05-5,10 (m, 1H),
6,87 (a, 1H), 6,99-7,06 (m,
2H), 7,17 (a, 1H), 7,20-7,21
(m, 1H), 7,61-7,63 (m, 2H),
7,89-7,91 (m, 1H), 7,96-7,98
(m, 1H), 8,63 (a, 1H), 10,96
(s, 1H).

6a

36

0 0
= NH
I[N o}
N N
N

N H |\ \)
Cl QF o

O O

SO

797,7

"H-RMN (400 MHz,
CD;OD): & 1,26, 1,31 (dos
singletes, 12H), 1,73 (a, 4H),
2,14 (a, 1H), 2,65-2,76 (m,
5H), 2,79-2,86 (m, 2H),2,93
(a, 4H), 3,56 (a, 4H), 4,18 (a,
1H), 4,32 (s, 1H), 5,11-5,16
(m, 1H), 6,99-7,02 (m, 1H),
7,16 (s, 1H), 7,37-7,50 (m,
4H), 7,74-7,80 (m, 3H), 7,93
(s, IH).

10a

16
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FIG. 2 Continuacion
1513291.122W0O2

37 H-RMN (400 MHz,
CD;0D): § 1,25 (s, 6H),
1,30 (s, 6H), 1,73-1,75 (m,

Q F
Q...
gg 4H), 2,11-2,18 (m, 1H),
cl N o
N N
ﬁ H»\G\/\f LN & 2,68-2,80 (m, 9H), 2,84-2,90

) N B A | 840,7 | (m,2H), 2,92-3,15 (m, 6H), 11a
NG o &H 3,67-3,70 (m, 2H), 4,18 (s,
1H), 4,31 (s, 1H), 5,07-5,12
o (m, 1H), 6,99-7,02 (m, 1H),

7,13-7,16 (m, 2H), 7,33-7,39
(m, 3H), 7,72-7,79 (m, 3H).

"H-RMN (400 MHz,
CD;OD): & 1,24 (s, 6H),
1,30 (s, 6H), 1,44-1,45 (m,
4H), 1,65-1,77 (m, 4H),
2,18-2,23 (m, 1H), 2,49-2,60
(m, 1H), 2,74-2,83 (m, 5H),

/@/ %, Q 0 0 - 2,89-3,03 (m, 5H), 3,85 (a,
N~ N 4H), 4,16 (t, ] = 4,4 Hz, 1H),
38 1 NP ) Hm “%L_)‘O A A AT 430 (s, TH), 4,46-4,56 (m. 8a
N N/\ 2H), 5,17-5,22 (m, 1H), 6,92
LN (d,J=9,2 Hz, 1H), 6,98-
7,01 (m, 1H), 7,14 (d, J = 2,4
Hz, 1H), 7,48-7,50 (m, 2H),
7,66-7,75 (m, 3H), 8,01-8,04
(m, 1H), 8,65 (d, J = 2,4 Hz,
1H).

'H-RMN (400 MHz,

o 0 CD;0D): 5 1,14 (s, 6H),
/@N_@}O 1,23 (s, 6H), 1.43-1,54 (m,
~ 2H), 1,60-1,65 (m, 2H),
N 1,97-2.06 (m, 2H), 2.33-2.45
39 N cl Hw/@/\/\/lﬂ \) F A A 797,7 (m, 4H), 2.57-2.61 (m, 2H), 10a
S N 2,66-2,69 (m, 2H), 2,84-2,03
\ij{\ | (m, 1H), 3,16-3,30 (m, SH),

N 0
2 4,07 (d, J = 8,8 Hz, 1H),
433 (s, 1H), 5,07-5,12 (m,

17
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FIG. 2 Continuacion.

1H), 6,99-7,02 (m, 1H),
7,21-7,22 (m, 1H), 7,31-7,33
(m, 2H), 7,38 (a, 1H), 7,64-
7,66 (m, 1H), 7,75-7,79 (m,
3H), 7,91 (d,J = 8.8 Hz,
1H), 11,11 (s, 1H).

1H-RMN (300
MHz,DMSO): 511,11 (S,
1H), 7,94--7,92 (d,J = 8,4

Hz, 1H), 7,79--7,63 (m, 4H),

A, o
NC N 5 7,36--7,18(m, 6H), 7,14--
o »_@_/_/J QX m 6,96(m, 1H), 5,13--4,98(m
NH 1H),4,31(s, 1H), 4,09--4,11
o .;%_NH H (d,J=8,4 Hz, 1H), 3,45

R B A 8074 (s,4H),3,01--2,79 (m, 3H),

2,69--2,58 (m, 2H),

/ 2,46(s,3H),2,42--2,27 (m,

N4 2H), 2,08--1,94 (m,

1H),1,66--1,53 (m, 2H),1,48-
-1,39 (m,

2H),1,31(s,4H),1,21(s,6H),1,
15(s,6H)

40 10a

'H-RMN (400 MHz,
CD;OD): § 1,12 (s, 6H),
1,22 (s, 6H), 1,46-1,49 (m,

0 0 2H), 1,58-1,60 (m, 2H),

. --{L_N)H:o 1,78-1.82 (m, 2H), 2.03-2.06
s et 255293 (me 110, 317 (.
O s T4y m, ) )

41 s N A A 8103 T e Ty, 1H), 3,58 (a, 4H), 6

_N 4,05-4,07 (m, 1H), 4,20 (t, J
— 6,4 Hz, 2H), 4,31 (s, 1H),

5,10-5,14 (m, 1H), 6,88-6,90
(m, 1H), 7,01 (dd, ] = 8.8,

2,4 Hz, 1H), 721 (d, ] = 2,4
Hz, 1H), 7,36 (dd, J = 8.2,

o 4
c

ZIT
o

18
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2,4 Hz, 1H), 7,43-7,44 (m,
1H), 7,62-7,64 (m, 1H), 7,84
(d, J=8,4 Hz, 1H), 7,90 (d, J
= 8,8 Hz, 1H), 7,97-7,99 (m,
1H), 8,63-8,64 (m, 1H),
11,11 (s, 1H).

42

740,3

H-RMN13-PH-ARV-LS-
019-B-0: (300 MHz,
CD30D) 6 8,70 (s, 1H), 8,11
—8,08(d,J=11,1 MHz,
1H), 7,75 -7,72 (d, ] = 8,7
MHz, 1H), 7,52 — 7,49 (m,
1H), 7,43 - 7,40 (d,J=7.2
MHz, 1H), 7,26 - 7,23 (d, J =
7,8 MHz, 1H), 7,12 (s, 1H),
7,01 - 6,95 (m, 2H), 5,20 -
5,16 (m, 1H), 5,02 - 4,98 (m,
1H), 4,70 - 4,65 (m, 3H),
4,46-4,43 (d, ] = 6,9 MHz,
2H), 4,24 - 4,20 (m, 2H),
3,58 - 3,81 (m, 2H), 3,25 -
3,22 (m, 6H), 3,03 - 2,75 (m,
2H), 2,74 - 2,60 (m, 4H),
2,57 - 2,34 (m, 1H), 2,29 -
2,10 (m, 1H), 1,97 - 1,87 (m,
4H), 1,67 - 1,64 (m, 2H).

14a

19
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FIG. 2 Continuacion

H-RMN- PH-ARV-LS-019-
C-0: (400 MHz, CD30D) §
7,83 -7,81(d, J = 8,8 MHz,
2H), 7,71 -7,69 (d, ] = 8,8
MHz, 1H), 7,51 - 7,47 (m,
1H), 7,40 - 7,38 (d, J = 7,9

& MHz, 1H), 7.23 - 7.21 (d, ] =
8 MHz, 1H), 7,09 - 7,06 (m,
S /
@W 0 o) 3H), 6,96 - 6,93 (d, T = 10,8
N N MHz, 1H), 5,18 - 5,14 (m
N ) ) ) ) )
43 s : D B | 7302 | Nl 14a
,Q 0 40,65 - 4,60 (m, 1H), 4,48 -
al 5 0 HN 4,37 (m, 2H), 4,21 - 4,18 (m,
o 2H), 4,05 - 4,02 (m, 2H),

3,69 - 3,67 (m, 2H), 3,26 -
3,14 (m, 6H), 2,91 - 2,74 (m,
2H), 2,66 - 2,59 (m, 4H),
2,47 -2,41 (m, 1H), 2,21 -
2,11 (m, 1H), 1,95 - 1,85 (m,
4H), 1,65 - 1,61 (m, 2H)

1H-RMN (300 MHz,
Metanol-d4) 6 7,78- 7,63 (m,
4H), 7,43 (d,J = 2,2 Hz,
1H), 7,36-7,25 (m, 3H), 7,10
(d, J=2,4 Hz, 1H), 6,95 (dd,
J=28,8,2,5Hz, 1H), 5,06
(dd,J=12,4, 5,4 Hz, 1H),

0O O
o Q @)H: 4,26 (s, 1H), 4,14 (d,J = 5,1
N 0 b S$ b b 9 = b
4 //Q/ N N A A T3S 1, 1), 3.65 (s, 4H), 3,23 10a
N4 H N 0 (d,J=53 Hz, 4H), 2,99 (t, ]

=8,2 Hz, 2H), 2,89-2,62 (m,
5H), 2,15- 2,02 (m, 1H),
1,74 (h, J = 7,8 Hz, 4H),
1,43 (q,J = 7,6 Hz, 2H),
1,23 (d, ] = 16,2 Hz, 6H),
1,15 (d,J = 16,2 Hz, 6H)

45 A A 779,5 "H-RMN (300 MHz, 10a

20
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FIG. 2 Continuacion

cloroformo-d) & 8,05 (s, 1H),
7,69 (dd, J =8,2, 5,8 Hz,
3H), 7,55 (d, ] = 8,7 Hz,

/SN 0
NL/N 0 1H), 7,27 (d, J = 2,8 Hz,
0 N 2H), 7,05 (d, J = 8,4 Hz,
NH 1H), 6,90 (m, 1H), 6,75(m,
B NH o o 1H), 6,14 (d, J = 2,4 Hz,
1H), 4,79 (dd, ] = 8.9, 2,4
Hz, 1H), 4,19 (d, J=8,1 Hz,
1H), 3,92 (s, 51H), 3,88-
Cl 3,39 (m, 4H), 3,00-2,49 (m,
9H), 2,14-2,12 (m, 1H),
1,94-1,68 (m, 6H), 1,32-1,30
(m, 1H), 1,23 (s, 6H), 1,19
(s, 6H).

1H-RMN (400 MHz,
DMSO): § 11,11 (s, 1H),
7,90 (d, J = 8,8 Hz, 1H),
7,78-7,71 (m, 4H), 7,44 (d, J
=72 Hz, 1H), 7,30 (d,J =

F
N N 0
. o) 8,0 Hz, 2H), 7,21 (s, 1H),
o N 7,01 (d,J = 8,8 Hz, 1H),
7 A 4 NH 5,13-5,08 (m, 1H), 4,32 (s,
46 o N = ol A A | 8254 | 1H),4,06(d,J=92 Hz, 10a

1H), 3,40-3,26 (m, 5H),
3,25-3,22 (m, 4H), 2,91-2,84
(m, 1H), 2,69-2,59 (m, 3H),
W Cl 2,34-2,27 (m, 2H), 2,10-2,02
N (m, 1H), 1,65-1,58 (m, 2H),
1,48-1,40 (m, 2H), 1,38-1,30
(m, 4H), 1,22 (s, 6H), 1,13
(s, 6H)

21
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FIG. 2 Continuacion.

47 TH-RMN (400 MHz,
0 DMSO-d6): & 1,14 (s, 6H),

o]
NH 1,23 (s, 6H), 1,77 (a, 4H),
N 0 1,98-2,00 (m, 1H), 2,43-2,48

(m, 1H), 2,56-2,61 (m, 1H),

0 2,69-2,73 (m, 2H), 2,87-2,96

(m, 1H), 4,06-4,15 (m, 3H),
W/QAN D B 169731 4 50-425 (m, 1H), 4,33-4,39 154
(m, 2H), 5,09-5,13 (m, 1H),
7,00-7,02 (m, 1H), 7,21-7,25
(m, 2H), 7,30-7,35 (m, 3H),

7,48 (t, ] = 7,6 Hz, 1H),

7,75-7,79 (m, 3H), 7,91 (d, J

= 8,8 Hz, 1H), 10,98 (s, 1H).

Q
o
ZT
o

TH-RMN (400 MHz,
CD;OD): § 1,25 (s, 6H),
1,30 (s, 6H), 1,53-1,60 (m,
2H), 1,73-1,80 (m, 2H),
1,84-1,91 (m, 2H), 2,15-2,21
(m, 1H), 2,45-2,56 (m, 1H),
2,75 (t,J = 7,6 Hz, 2H),
2,81-2,83 (m, 1H), 2,89-2,93
(m, 1H), 4,13-4,18 (m, 3H),
4,30 (s, 1H), 4,35-4,44 (m,
2H), 5,15 (d, T = 13,6 Hz,
1H), 7,00 (d, J = 8.8 Hz,
1H), 7,14 (d, = 2,4 Hz,
1H), 7,20 (d, J = 8,0 Hz,
1H), 7,33 (d, T = 8,4 Hz,
2H), 7,39 (d, = 7,6 Hz,
1H), 7,49 (t, ] = 8,0 Hz, 1H),
7,73-7,76 (m, 3H).

48 D B 711,3 15a

22
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727,3

TH-RMN (400 MHz,
CD;0D): § 1,25 (s, 6H),
1,30 (s, 6H), 1,90-1,96 (m,
2H), 2,12-2,19 (m, 1H),
2,38-2,49 (m, 1H), 2,74-2,80
(m, 3H), 2,86-2,95 (m, 1H),
3,55-3,58 (m, 2H), 3,85-3,86
(m, 2H), 4,16-4,18 (m, 1H),
4,30-4,33 (m, 3H), 4,44-4,50
(m, 2H),5,13-5,17 (m, 1H),
6,99-7,02 (m, 1H), 7,14-7,15
(m, 1H), 7,26-7,32 (m, 3H),
7,42-7,44 (m, 1H), 7,50-7,54
(m, 1H), 7,71-7,75 (m, 3H).

15a

741,3

TH-RMN (400 MHz,
CD;0D): § 1,14 (s, 6H),
1,23 (s, 6H), 1,49-1,56 (m,
2H), 1,59-1,66 (m, 2H),
1,95-1,99 (m, 1H), 2,35-2,45
(m, 1H), 2,55-2,60 (m, 1H),
2,64 (t,J = 7,2 Hz, 2H),
2,86-2,95 (m, 1H), 3,49 (t, J
= 6,4 Hz, 2H), 3,72-3,74 (m,
2H), 4,07 (d,J=9,2 Hz,
1H), 4,21-4,27 (m, 3H),
4,33-4,38 (m, 2H), 5,08-5,12
(m, 1H), 7,01 (dd, J = 8.8,
2,4 Hz, 1H), 722 (d,J=24
Hz, 1H), 7,26-7,28 (m, 3H),
7,31-7,33 (m, 1H), 7,48 (¢, J
=17,6 Hz, 1H), 7,73-7,76 (m,
3H), 7,91 (d, ] = 8.8 Hz,
1H), 10,97 (s, 1H).

15a

49
0 0
—NH
N 0
/\/O
o)
NQ\/Q HW/Q/V
Cl 0 0
0O 0
Cl 0, NH
DS @j‘*{ﬁ
—
N7 HJ\GV\” 0
o7
50
51

755.3

TH-RMN (400 MHz,
CD;0D): § 1,25 (s, 6H),
1,30 (s, 6H), 1,38-1,46 (m,
2H), 1,60-1,71 (m, 4H),

15a

23
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FIG. 2 Continuacion

2,11-2,23 (m, 1H), 2,41-2,52

(m, 1H), 2,68 (t, J = 7,2 Hz,
2H), 2,73-2,79 (m, 1H),

0 Q 2,86-2,95 (m, 1H), 3,56 (t, J

A NH =6,0 Hz, 2H), 3,82 (t, ] =

|\T/ & e 4,4 Hz, 2H), 4,15-4,18 (m,

a

1H), 4,28-4,30 (m, 2H),

. Ay 4,39-4,49 (m, 2H), 4,59 (s,
N NH“/JQ/W/\ 1H), 5,14 (d,J = 13,2 Hz,
n ' 1H), 7,00 (d, J = 8,8 Hz,
cl 0 0 1H), 7,14 (d,J = 2,4 Hz,
1H), 7,23-7,29 (m, 3H),
7,40-7,42 (m, 1H), 7,50 (t, J
~ 7,6 Hz, 1H), 7,70-7,75 (m,

3H).

TH-RMN (400 MHz,
CD;OD): 5 1,25 (s, 6H),
1,31 (s, 6H), 1,36-1,46 (m,
4H), 1,56-1,67 (m, 4H),

5 B 2,11-2,17 (m, 1H), 2,41-2,52
Cl 0., o NH (m, 1H), 2,65-2,68 (m, 2H),
;@f ﬁ“% @i"’{)‘o 2,71-2,78 (m, 1H), 2,83-2,90
=z N (m, 1H), 3,53-3,56 (m, 2H),

32 " o™~ b B 17693 1 3 01.3.83 (m, 2H), 4,16-4,18 15

(m, 1H), 4,28-4,30 (m, 3H),

4,40-4,50 (m, 2H), 5,11-5,16

(m, 1H), 6,99-7,01 (m, 1H),

7,14-7,15 (m, 1H), 7,24-7,30

(m, 3H), 7,40-7,41 (m, 1H),

7,48-7,52 (m, 1H), 7,73-7,75
(m, 3H).

'H-RMN (400 MHz,
CD;OD): § 1,26-1,28 (m,
3H), 1,61-1,64 (m, 2H),
1,70-1,71 (m, 4H), 2,03-2,07
(m, 3H), 2,09-2,14 (m, 1H),
2,19-2,23 (, J = 7,6 Hz, 2H),

53 D B 780,6 16a
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2,55-2,64 (m, 4H), 2,70-2,76
(m, 2H), 3,36-3,43 (m, 2H),
3,67 (s, 2H), 4,32-4,37 (m,
1H), 4,40-4,45 (m, 1H),
4,55-4,60 (m, 1H), 5,04-5,09
(m, 1H), 5,35-5,38 (m, 1H),
6,64 (a, 1H), 6,78 (d, T = 2,4
Hz, 1H), 7,04-7,09 (m, 2H),
7,52-7,56 (m, 1H), 7,73 (d, J
=24 Hz, 1H), 7,79-7,81 (m,
1H), 7,91-7,93 (m, 1H), 8,04
(a, 1H).

o 0
NH

N o)
R) A~ _~_-NH o
ENp o N-NH (\N
; U
= MNJ

o)
o}
0]

54

807,8

H-RMN (300 MHz, DMSO)
811,14 (s, 1H), 7,91-7,73 (m,
6H), 7,51-7,47 (m, 1H), 7,19
(s, 1H), 7,01-6,91 (m, 3H),
5,17-5,11 (m, 1H), 4,32 (s,
1H), 4,07-4,04 (d, J=9,3 Hz,
7H), 3,33-3,31 (m, 1H),
3,24-3,18 (m, 4H), 2,89-2,73
(m, 3H), 2,61-2,51 (m, 5H),
2,30-2,21 (m, 2H), 2,10-2,00
(m, 1H), 1,67-1,59 (m, 2H),
1,43-1,35 (m, 2H), 1,39-1,25
(m, 4H), 1,19 (s, 6H), 1,09
(m, 6H);

8a

O O
cl 0., NH
) ® ﬁ i O 5o
55 N
o
N™ HJUNO

683.3

'H-RMN (400 MHz,
CD;OD): § 1,24 (s, 6H),
1,29 (s, 6H), 2,18-2,21 (m,
3H), 2,46-2,60 (m, 1H),
2,73-2,95 (m, 4H), 4,16 (s,
3H), 4,30 (s, 1H) , 4,42-4,43
(m, 2H), 5,13-5,18 (m, 1H),
6,99-7,01 (m, 1H), 7,14-7,18
(m,2H), 7,37-7,50 (m, 4H),
7,72-7,78 (m, 4H).

15a
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56

N

=3

0 o
N
~/ “UNH  N-nH N
“:? M \,) =

767,7

"H-RMN (400 MHz,
DMSO0-d6): & 1,12 (a, 3H),
1,72 (a, 2H), 1,99-2,03 (m,

1H), 2,33-2,40 (m, 3H),
2,57-2,67 (m, 2H), 2,84-2,92
(m, 1H), 3,17 (s, 1H), 3,34
(a, 6H), 4,07-4,11 (m, 1H),
4,26-4,49 (m, 5H), 5,06-5,08
(m, 1H), 6,54 (s, 1H), 6,93
(s, 1H), 7,21-7,25 (m, 1H),
7,33 (s, 1H), 7,66-7,68 (m,
1H), 7,82 (s, 1H), 7,98 (s,
1H), 8,07 (s, 1H), 8,26-8,27
(m, 1H), 11,08 (s, 1H), 13,29
(s, 1H).

17a

57

N 0O o
W
N NH
N 0
@]] N=

=N
NH ;
O1--<>.‘ r@NMO

694,2

TH-RMN (300 MHz,
DMSO-d6) 8,63-8,54 (m,
1H), 8,19-7,95 (m, 4H),
7,86-7,83 (m, 1H), 7,52-7,49
(m, 1H), 7,36-7,34 (m, 1H),
7,26-7,20 (m, 2H), 7,04-7,01
(m, 1H), 5,05-4,96 (m, 2H),
4,58-4,49 (m, 1H), 4,41-4,10
(m, 4H), 2,96-2,56 (m, 8H),
2,32-1,89 (m, 4H);

18a

58

~
NZ EJ\Q F {2 NH
T
H

841,3

'H-RMN (400 MHz,
DMSO-de) 81,12 (6H, s),
1,23 (6H, s), 1,31-1,41 (6H,
m), 1,48-1,60 (5H, m), 2,30-
2,34 (2H, m), 2,45-2,46 (2H,
m), 2,54-2,60 (1H, m), 3,24-
3,28 (4H, m), 3,57-3,60 (4H,
m), 4,04-4,07 (1H, m), 4,30
(1H, s), 5,04-5,07 (1H, m),
6,88 (1H, d, J = 8,8 Hz),
6,94 (1H, sa), 7,00 (1H, dd, J
=8,4,24Hz), 7,10 (1H, d, J

19a

26
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=7.2Hz), 721 (1H,d, ] =
2,4 Hz),7,57 (1H,d,J =
10,4 Hz), 7,62-7,68 (1H, m),
7,91 (1H, d,J = 8.8 Hz),
7,99 (1H, dd, J = 8.8, 2,4
Hz), 8,64 (1 H, d, =24
Hz), 11,09 (1H, s).

59

810,3

"H-RMN (400 MHz,
CD3;0OD): 8 1,27 (t, ] = 6,8
Hz, 3H), 1,89-1,93 (m, 2H),
2,11-2,13 (m, 1H), 2,70-2,74
(m, 7H), 2,77-2,78 (d, 8H),
3,43 (t,J = 6,4 Hz, 2H), 3,59
(t, J=6,0 Hz, 2H), 4,31-4,37
(m, 1H), 4,40-4,44 (m, 1H),
4,55-4,60 (m, 3H), 5,05-5,08
(m, 1H), 6,69 (a, 1H), 6,77
(d, J=2,4 Hz, 1H), 7,05-
7,09 (m, 2H), 7,56-7,60 (m,
1H), 7,72 (d, J = 2,4 Hz,
1H), 7,78-7,80 (m, 1H),
7,89-7,91 (m, 1H), 8,02-8,03
(m, 1H).

20a

60 " O‘N;’Q’ v

7222

'H-RMN (300 MHz,
DMSO) 8,57 (s, 1H), 8,05-
7,94 (m, 4H), 7,87-7,84 (m,

1H), 7,53-7,48 (m, 1H),
7,35-7,32 (m, 1H), 7,26-7,20
(m, 2H), 7,04-7,01 (m, 1H),
5,05-4,81 (m, 2H), 4,57-4,50
(m, 1H), 4,41-4,22 (m, 2H),
4,14-4,07 (m, 3H), 2,92-2,77
(m, 4H), 2,65-2,55 (m, 4H) ,
2,05-1,90 (m, 1H), 1,81-1,69

18a
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(m, 4H), 1,53-1,40 (m, 2H)

61

O o
NH
N @]
oo
@ WO
o L

/4 Cl
N

736,3

'H-RMN (300 MHz,
DMSO) 8,501 (s, 1H), 8,01-
7,97 (m, 2H), 7,97-7,91 (m,

2H), 7,81-7,78 (m, 1H),
747-7,41 (m, 1H), 7,29-7,26
(m, 1H), 7,19-7,14 (m, 2H),
6,98-6,95 (m, 1H), 5,00-4,90
(m, 2H), 4,54-4,45 (m, 1H),
4,37-4,32 (m, 1H), 4,23-4,17
(m, 1H), 4,06-3,92 (m, 2H)
2,81-2,75 (m, 1H), 2,70-2,68
(m, 2H), 2,66-2,56 (m, 3H),
2,49-2,35 (m, 3H), 2,01-1,90
(m, 1H), 1,70-1,50 (m, 4H),
1,49-1,37 (m, 4H);

18a

62

N/ Cl e}

824,3

'H-RMN (400 MHz,
CD;OD): 58,64-8,63 (d,
J=2,0Hz, 1H), 8,18-8,15 (m,
1H), 7,81-7,68 (m, 4H),
7,13-7,11 (m, 2H), 6,99-6,96
(m, 1H), 5,14-5,09 (m, 1H),
4,60-4,51 (m, 2H), 4,29 (s,
1H), 4,15 (s, 1H), 3,83-3,81
(m, 2H), 3,72-3,65 (m, 2H),
3,59-3,56 (m, 2H), 3,46-3,44
(m, 4H), 3,31-3,29 (m, 2H),
2,88-2,82 (m, 3H), 2,77-2,70

8a
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1513291.122WO02

(m, 2H), 2,14-2,11 (m, 1H),
1,82-1,65 (m, 4H), 1,29 (s,
6H), 1,21 (s, 6H);

o}

N \
FRTE0
N// Cl

63

824,3

TH-RMN (400 MHz,
CD;0D): & 8,60-8,59 (d,
J=2,4Hz, 1H), 7,96-7,93 (m,
1H), 7,79-7,66 (m, 4H),
7,12-7,11 (d, J = 2,4Hz, 2H),
6,98-6,96 (m, 1H), 6,83-6,81
(d, 1=9,2Hz, 1H), 5,13-5,09
(m, 1H), 4,27 (s, 1H), 4,13
(s, 1H), 3,67-3,60 (m, 6H),
3,52-3,49 (m, 2H), 2,87-2,82
(m, 3H), 2,76-2,68 (m, 8H),
2,14-2,10 (m, 1H), 1,80-1,76
(m, 2H), 1,67-1,61 (m, 2H),
1,28 (s, 6H), 1,21 (s, 6H);

8a

64

838,4

H-RMN (300 MHz, CD;0D)
58,61 -8,60(d,J=2,1 Hz,
1H), 7,98 - 7,94 (m, 1H),
7,81 - 7,67 (m, 4H), 7,14 -
7,13 (d, T = 2,4 Hz, 1H),
7,00 - 6,97 (m, 1H), 6,85 -
6,82 (d,J =9 Hz, 1H), 5,14 -
5,08 (m, 1H), 4,28 (s, 1H),
4,14 (s, 1H), 3,68 - 3,59 (m,
6H), 3,50 - 3,45 (m, 2H),
2,87 - 2,70 (m, SH), 2,65 -

8a

2,62 (m, 6H), 2,71 - 1,69 (m,

AM 67300178.1
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1H), 1,78 - 1,72 (m, 2H),

1,66 - 1,62 (m, 2H), 1,47 -

1,44 (m, 2H), 1,29 (s, 6H),
1,22 (s, 6H).

H-RMN (300 MHz, CD;0D)
58,61-8,60(d,J=24Hz,

5 . 1H), 7,98 - 7,95 (m, 1H),
7,81 - 7,67 (m, 4H), 7,14 -
o;g,hl /H‘ NﬁNJ‘O 0= 0 7,13 (d, J = 2,4Hz, 1H), 7,01
H Neasd - 6,97 (m, 1H), 6,86 - 6,83
(d,J=8,7 Hz, 1H), 5,14 -
5,08 (m, 1H), 4,29 (s, 1H),
|/ G A b B 83841 414, 1H), 3,69-3,61 (m,
6H), 3,55 - 3,46 (m, 2H),
2,88 - 2,82 (m, 3H), 2,77 -
2,69 (m, 8H), 2,13 - 2,11 (m,
1H), 1,77 - 1,70 (m, 2H),
1,67 - 1,60 (m, 2H), 1,49 -
1,43 (m, 2H), 1,29 (s, 6H),
1,23 (s, 6H).

8a
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66

837,4

H-RMN (300 MHz, CD;0D,
ppm) & 7,80 - 7,66 (m, 6H),
7,14 (s, 1H), 7,00 - 6,98 (m,
3H), 5,14 - 5,08 (m, 1H),
4,29 (s, 1H), 4,14 (s, 1H),
3,64 - 3,60 (m, 2H), 3,50 -
3,46 (m, 2H), 3,39 - 3,32 (m,
4H), 2,92 - 2,80 (m, 3H),
2,77 - 2,65 (m, 8H), 2,14 -
2,08 (m, 1H), 1,80 - 1,62 (m,
4H), 1,52 - 1,39 (m, 2H),
1,29 (s, 6H), 1,23 (s, 6H).

8a

67

=
o
ba o
@]
#}z,
=
a
Q

837,4

H-RMN (300 MHz, CDs0D,
ppm) 6 7,80 - 7,66 (m, 6H),
7,14 (s, 1H), 7,01 -6,97 (m,
3H), 5,14 - 5,08 (m, 1H),
4,29 (s, 1H), 4,14 (s, 1H),
3,64 - 3,61 (m, 2H), 3,55 -

3,46 (m, 2H), 3,39 - 3,33 (m,
4H), 2,92 - 2,64 (m, 11H),
2,14 -2,08 (m, 1H), 1,80 -

1,65 (m, 4H), 1,53 - 1,38 (m,
2H), 1,30 (s, 6H), 1,22 (s,

6H).

8a

68

793.4

H-RMN (300 MHz, CD;0D)
§7,81-7,79 (d, J = 6,6 Hz,
2H), 7,73-7,71 (d, ] = 6,6
Hz, 2H), 7,43-7,37 (t, ] =

18,9 Hz, 2H), 7,13-7,07 (q, J

= 16,8 Hz, 3H), 6,99-6,96 (q,
J=8,4 Hz, 1H), 5,17-5,12
(q,J = 13,8 Hz, 1H), 4,47-

4,45 (d,J = 5,7 Hz, 2H),
4,28 (s, 1H), 4,14 (s, 1H),
4,05-4,02 (d,J = 8,1 Hz,
2H), 3,68-3,66 (d, ] = 5,7
Hz, 2H), 3,18-3,12 (m, 6H),

8a

31
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FIG. 2 Continuacion.

2,91-2,86 (t,J = 13,5 Hz,
1H), 2,81-2,77 (t, ] = 11,1
Hz, 3H), 2,49-2,47 (d,J =
6,3Hz, 1H), 2,19 (s, 1H),
1,76-1,72 (t, ] = 10,8 Hz,
4H), 1,45 (s, 4H) , 1,28 (s,
6H) , 1,22 (s, 6H);

H-RMN (400 MHz, CD3;0D)
O 0 6 7,77-7,66 (m, 4H), 7,37-

o, o NH 7,35 (d, J=8,4 Hz, 3H), 7,23-

/Q/ ' N 0 721 (d, J=7,6 Hz, 1H), 7,13-
2 N N 7.12 (d, 1=2.,4 Hz, 1H), 6,99-
S H)KOW@ 0 6,96 (m, 1H), 5,09-5,04 (m,

A A 763,3 1H), 4,58 (s, 1H), 4,29 (s,
1H), 4,15 (s, 1H), 3,48-3,46
(m, 4H), 2,87-2,62 (m, 9H),
2,48-2,44 (m, 2H), 2,12-2,09
(m, 2H), 1,31 (s, 6H), 1,26
(s, 6H)

69 10A
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70

V4
N F

N N_{ i 0
O
N,
O@ﬁ @
O—é "INH o)

F

827,4

TH-RMN (300 MHz,
CD;0D): 867,94--7,87 (d,
J=7,8Hz, 1H), 7,75--7,68 (d,
J=7,8Hz 2H),7,67--7,48
(m,1H), 7,41--7,12 (m, 4H),
7,11--6,95(m, 2H), 5,18~
4,99 (m, 1H), 4,58--3,99 (m, 21A
4H),3,76--3,51 (m, 1H), 3,35
(s, 4H), 2,97--2,51(m, 8H),
2,50--2,26(m, 3H), 2,19--
2,04 (m, 1H), 1,76--1,44 (m,
4H), 1,43--1,31 (m,
4H),1,28--1,17(m,12H)

71

N N‘Q(O
N/ (0]
N
O@ﬂ \@“H
O—ié "INH )

827,4

"H-RMN (300 MHz,
CD;OD): 657,94--7,87 (d,
J=7,8Hz, 1H), 7,75--7,68 (d,
J=7,8Hz 2H),7,67--7,48
(m,1H), 7,41--7,12 (m, 4H),
7,11--6,95(m, 2H), 5,18--
4,99 (m, 1H), 4,58--3,99 (m , 21A
4H),3,76--3,51 (m, 1H), 3,35
(s, 4H), 2,97--2,51(m, 8H),
2,50--2,26(m, 3H), 2,19--
2,04 (m, 1H), 1,76--1,44 (m,
4H), 1,43--1,31 (m,
4H),1,28--1,17(m, 12H)

72 A

828,3

'H-RMN (400 MHz,
DMSO-de) & 1,12 (6H, s),
1,22 (6H, s) 1,23-1,26 (2H,

m), 1,33-1,40 (2H, m), 1,33-
1,49 (4H, m), 1,68-1,73 (2H,
m), 1,97-2,01 (1H, m), 2,30- 22A
2,47 (6H, m), 2,57-2,61 (1H,
m), 2,87-2,93 (1H, m), 3,57
(3H, s), 4,06 (1H,d,J = 8.8
Hz), 4,21 2H, t,J = 6,0 Hz),
4,30 (1H, 5), 4,39 (1H, d, J =

AM 67300178.1
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FIG. 2 Continuacion.

17,2 Hz), 4,56 (1H, d, ] =
17,6 Hz), 5,11 (1H, dd, J
13,2, 4,2 Hz), 6,86 (1H, d, J
= 8,8 Hz), 7,00 (1H, dd, J =

8,8, 1,8 Hz), 7,21 (1H,d, J =
2,4 Hz), 7,39-7,44 (2H, m),

7,63 (1H, d, J = 9,2 Hz),
7,91 (1H, d, ] = 8,8 Hz),
7,96 (1H, d, ] = 8,4 Hz),

8,63 (1H, s), 11,02 (1H, s).

"H-RMN (400 MHz,
DMSO-ds) 61,12 (6H, s),
1,22 (6H, s), 1,23-1,26 (3H,
m),1,30-1,53 (8H, m), 1,78-
1,81 (2H, m), 1,99-2,06 (2H,
m), 2,18-2,24 (1H, m), 2,54-
2,62 (2H, m), 2,87-2,89 (1H,

a o, o m), 3,51-3,58 (3H, m), 4,06

D’ R o (IH(, 4,7=92 Hz(), 4,2(;1-

z N 431 (3H, m), 5,13 (1H, dd, J

N@)’LO B A 18423 30 S 6 Ha), 6,88 (1H, d, 194

J=8,8 Hz), 7,00 (1H, dd, J =

8,8,2,4 Hz), 7,21 (1H, d, J =

2,4 Hz), 7,63 (1H, d, J = 8,8
Hz),7,72 (1H,d, J = 6,8
Hz), 7,87 (1H,d, J= 9.6
Hz), 7,91 (1 H,d, J = 8,4
Hz), 7,97 (1 H,d, J=9,2
Hz), 8,63 (1 H,d, J=2,0

Hz), 11,13 (1H, s).

73 N
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74

CD;0D):67,94--7,87 (m,
1H), 7,76--7,68 (m,
2H),7,47--7,19 (m,7H), 5,17-
-5,05 (m, 1H), 4,53--4,06(m,
B A 8274 | 4H),3,71 (s, 1H), 3,25(s,
4H),2,94--2,56 (m, 8H),
7 F 2,51--2,28 (m, 3H), 2,26--
2,07(m, 1H), 1,72--1,48(m,
4H), 1,42(s, 4H), 1,25-1,22
(m, 8H), 1,21--1,18(m,6H),

N
- o . 'H-RMN (300 MHz,
X Cr
NH
O
0 L INH o

"
NLJNQ? o 'H-RMN (300 MHz,
N,
O

21A

CD;OD): §7,94--7,88 (m,
1H), 7,73--7,67 (m,
2H),7,45--7,17(m,7H), 5,16-

-4,88 (m, 1H), 4,59--4,09(m,
: A1 8274 U, 371-3,52 (m, TH), 21A
- 3,04--2,62(m , 7H),2,56--
N F 2,01 (m, 5H), 1,76--1,45 (m,
4H), 1,41--1,31(m, 4H),
1,25(s, 7H), 1,21(s, 6H),

75
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(2H, m), 4,34-4,38 (2H, m), 5,15-
5,20 (1H, m), 6,07 (1H, d, J =

Fig. 3
Tabla 3. Compuestos a modo de ejemplo
N.° Estructura del compuesto Codigo M/Z+ 1H-RMN Esquema
de ej. de CD50 de sintesis
76 |-|
o
]
H, CH, '"H-RMN (400 MHz, CDCl;) &
? B 1,21 (6H, s), 1,25 (6H, s), 1,37-
; £ ' 1,49 (4H, m), 1,50-1,57 (2H, m),
WL 1,62-1,74 (2H, m), 2,18-2,30
(2H, m), 2,32-2,41 (2H, m), 2,53-
i 2,55 (4H, m), 2,81-2,93 (2H, m),
H 3,18-3,23 (2H, m), 3,64-3,68
: A 827.3 (4H, m), 4,04 (1H, s), 4,13-4,24 57
)

[+

o

8,4Hz), 6,64 (2H, m), 6,79-6,82
(1H, m), 6,96-6,97 (1H, d, ] = 2,4
Hz), 7,42 (1H, d, ] = 8,8 Hz),
7,57 (1H, d, J = 8,8 Hz), 7,91-
7,94 (1H, m), 8,04 (1H, sa), 8,74
(1H, d, J = 2,0 Hz).
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HH

'H-RMN (400 MHz, $6-DMSO): &
1,12 (s, 6H), 1,22 (s, 6H), 1,99-2,05
(m, 1H), 2,54-2,73 (m, 12H), 2,84-
2,92 (m, 1H), 3,41-3,70 (m, 10H),
4,06 (d,J=9,2 Hz, 1H), 4,30 (s,

| 1H), 5,05-5,10 (m, 1H), 6,89 (d, J =
- 0 836,4 | 9,2 Hz, 1H), 6,99-7,02 (m, 1H), 7,21 38
H. (d, J=2,4 Hz, 1H), 7,25-7,30 (m,
HM, CH; 1H), 7,37 (a, 1H), 7,63 (d, ] = 9,2
; Hz, 1H), 7,69 (d, J = 8,4 Hz, 1H),
H.c 5 7,90 (d, J = 8,4 Hz, 1H), 7,96-7,99
3 LTt (m, 1H), 8,63 (d, J = 2,0 Hz, 1H),
: 11,08 (s, 1H).
Er
1]
M
37
AM 67300178.1
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o O
HI )
o= i
; N
0

@

835,4

'H-RMN (400 MHz, CD;0D): &
1,22 (s, 6H), 1,28 (s, 6H), 1,61-1,72
(m, 3H), 1,87-1,90 (m, 2H), 2,04-
2,20 (m, 2H), 2,69-2,76 (m, 2H),
2,82-2,87 (m, 1H), 2,93-3,07 (m,
8H), 3,87 (a, 4H), 4,04-4,07 (m, 2H),
4,14-4,16 (m, 1H), 4,28 (s, 1H),
5,04-5,09 (m, 1H), 6,89 (d,J=9,2
Hz, 1H), 6,99-7,02 (m, 1H), 7,04-
7,06 (m, 1H), 7,13 (d, J = 2,4 Hz,
1H), 7,20-7,23 (m, 1H),7,34-7,35
(m, 1H), 7,37-7,39 (m, 1H), 7,51-
7,53 (m, 1H), 7,66 (d, J = 8,4 Hz,
1H), 7,72 (d, J = 8,8 Hz, 1H), 7,87
(d, ] =7,8 Hz, 1H), 8,00-8,03 (m,
1H), 8,63 (d, J = 2,0 Hz, 1H).

58

79

824,6

H-RMN (300 MHz, CD;0D) §:
(300 MHz, CD;0D) § 8,62 - 8,61
(d,J=2,4 Hz, 1H), 8,00 - 7,96
(d,J=11,4 Hz, 1H), 7,74 - 7,71
(d, J=9 Hz, 1H), 7,65 - 7,62 (m,
1H), 7,48 - 7,46 (m, 2H), 7,14 -
7,13 (d, J = 2,4 Hz, 1H), 7,00 -
6,97 (d,J= 11,1 Hz, 1H), 6,86 -
6,83 (d, ] = 9Hz, 1H), 5,20 - 5,14
(m, 1H), 4,51 - 4,49 (d,J = 5,4
Hz, 2H), 4,28 (s, 1H), 4,15 (s,
1H), 3,70 - 3,62 (m, 6H), 3,51 -
3,46 (m, 2H), 2,99 - 2,88 (m,
1H), 2,86 - 2,65 (m, 9H), 2,62 -
2,46 (m, 1H), 2,25 - 2,11 (m,
1H), 1,76 - 1,62 (m, 4H), 1,48 -
1,44 (m, 2H), 1,29 (s, 6H), 1,22
(s, 6H)

30
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1513291.122WO02

FI1G. 3 Continuacion.
H-RMN: (300 MHz, CD;0D)
87,77 -1,71 (m, 3H), 7,65 — 7,62

80
: (m, 1H), 7,50 - 7,46 (m, 2H),
7,14 -7,13 (d, ] = 2,4 Hz, 1H),
7,00 - 6,97 (d, J =9 Hz, 3H),
5,19-5,13 (m, 1H), 4,50 — 4,49
0 HN (d, J=4,8 Hz, 2H), 4,29 (s, 1H),
¢ H,C S A 823.4 4,14 (s, 1H), 3,64 - 3,61 (m, 2H),
3,50 - 3,46 (m, 2H), 3,32 - 3,31
(m, 3H), 2,90 - 2,71 (m, 11H),
2,55 - 2,49 (m, 1H), 2,20 - 2,19
(m, 1H), 1,76 - 1,62 (m, 4H),
1,51 — 1,44 (m, 2H), 1,29 (s, 6H),
1,23 (s, 6H);

=
fiﬂ
T
1
1
=
Y =
=T
C
=}
“Z
o
=}

39
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FIG. 3 Continuacion.

1513291.122WO02

81

H,C

HHN,, CH,
H,C 0
CH,

ol

804,6

'H-RMN (300 MHz, CD;0D): &
8,10-7,90 (m, 3H), 7,76-7,71 (m,
4H), 7,34-7,31 (m, 2H), 7,13 (s,
1H), 7,00-6,96 (m, 1H), 6,41(m,
1H), 5,19-5,13 (m, 1H), 4,29 (s,
1H), 4,17-4,14 (m, 2H), 3,90- 42
3,60 (m, 3H), 3,26-3,23 (m, 2H),
2,96-2,70 (m, 7H), 2,20-2,10 (m,
1H), 1,81-1,72 (m, 4H), 1,47-
1,38 (m, 3H), 1,28-1,23 (d,
J=16,5Hz, 12H)

40
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FIG. 3 Continuacion.

1513291.122WO02

82

(4]

0

HH I
0

790,4

'H-RMN (300 MHz, CD;0D): &
7,75-7,60 (m, 6H), 7,33-7,30 (m,
2H), 7,13-7,12 (s, 1H), 7,00-6,96
(m, 1H), 6,31 (s, 1H), 5,18-5,12
(m, 1H), 4,49-4.48 (s, 2H), 4,29
(s, 1H), 4,10 (s, 1H), 3,23-3,22
(s, 2H), 2,91-2,46 (m, 11H),
2,19-2,10 (m, 1H), 1,69-1,60 (m,
4H), 1,40-1,30 (s, 4H), 1,28-1,23
(d, J=16,5Hz, 12H);

27

83

822,7

'H-RMN (400 MHz, DMSO-de): 5
1,12 (s, 6H), 1,22 (s, 6H), 1,44 (s,
4H), 1,72-1,80 (m, 3H), 1,88-1,90
(m, 1H), 2,03-2,07 (m, 1H), 2,54-
2,65 (m, 2H), 2,85-2,95 (m, 2H),
3,32-3,35 (m, 2H), 3,49-3,51 (m,
2H), 3,66 (s, 2H), 4,05 (d, ] = 9,2
Hz, 1H), 4,16 (t, J = 6,4 Hz, 2H),
4,30 (s, 1H), 4,69-4,75 (m, 1H),
5,09-5,14 (m, 1H), 6,51-6,54 (m,
1H), 7,00-7,02 (m, 1H), 7,20-7,21
(m, 1H), 7,32-7,34 (m, 1H), 7,41 (s,
1H), 7,55 (d, J = 9,2 Hz, 1H), 7,82
(d,J = 8,4 Hz, 1H), 7,89-7,93 (m,

45
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FIG. 3 Continuacion.

2H), 8,16 (s, 1H), 8,59 (s, 1H), 11,11
(s, 1H).

84

o o

S,

795,4

H-RMN: (300 MHz, DMSO-d6,
ppm) & 7,89 - 7,86 (d, ] = 9 Hz, 1
H), 7,75 7,72 (d,J=9 Hz, 2
H),7,62 - 7,59 (d, J = 9 Hz,1 H),
7,52 -7,49 (d,J =9 Hz, 1 H),
7,19 - 7,14 (m, 2 H), 7,04 - 6,94
(m, 4 H), 5,07 - 5,01 (m, 1 H),
4,40 - 4,21 (m, 3 H), 4,08 - 4,02
(m, 3 H), 3,36 - 3,27 (m, 4 H),
2,88-2,79 (m, 1 H), 2,71 - 2,55
(m, 4 H), 2,38 - 2,27 (m, 2 H),
1,99-1,94 (m, 1 H), 1,79 - 1,74
(m, 2 H), 1,56 - 1,44 (m, 4 H),
1,21 - 1,19 (m, 7 H), 1,10 (s, 6
H);

31
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FIG. 3 Continuacion.

1513291.122WO02

85 o o

<540,

806,35

H-RMNO1-PH-ARV-LS-024-]-
0: (300 MHz, DMSO-d6, ppm) 3
8,12 (a, 1 H), 7,89 - 7,79 (m, 5
H), 7,54 -7,51 (d, ] =9 Hz, 2 H),
7,47 - 7,41 (m, 1 H), 7,35 - 7,32
(m, 1 H), 7,22 - 7,18 (m, 1 H),
7,10 - 6,97 (m, 1 H), 6,28 (s, 1
H), 5,13 - 5,06 (m, 1 H), 4,31 (s,
1 H), 4,20 - 4,16 (m, 2 H), 4,07 -
4,04 (d,J=9 Hz, 1 H), 3,29 -
3,24 (m, 2 H), 2,93 - 2,83 (m, 3
H), 2,60 - 2,56 (m, 5 H), 2,04 -

45, 50

CH. 1,98 (m, 1 H), 1,81 - 1,76 (m, 2
H), 1,61 - 1,59 (m, 2 H), 1,48 -
cl 1,45 (m, 2 H), 1,46 (s, 6 H), 1,21
i (s, 6 H).
M
86 CH,

779,75

'H-RMN (400 MHz, CDCL3): &
7,71-7,61(m, 4H), 7,58-7,56 (m,
1H), 6,99-6,91 (m, 2H), 6,83-
9,79 (m, 2H), 6,22-6,19 (m, 1H),
5,30-5,28 (m, 1H), 4,76-4,74 (m,
1H), 4,17-4,15 (m, 1H), 4,06 (s, 42
1H), 3,86-3,20 (m, 4H), 2,98-
2,89 (m, 2H), 2,72-2,40 (m, 6H),
2,23-2,17 (m, 2H), 1,70-1,62 (m,
3H), 1,44-1,39 (m, 3H),1,27 (s,

7H), 1,23 (s, 6H);
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FIG. 3 Continuacion.

1513291.122WO02

87

779,75

"H-RMN (400 MHz, CDCl;): &
7,71-7,61(m, 4H), 7,58-7,56 (m,
1H), 6,99-6,91 (m, 2H), 6,83-
9,79 (m, 2H), 6,22-6,19 (m, 1H),
5,30-5,28 (m, 1H), 4,76-4,74 (m,
1H), 4,17-4,15 (m, 1H), 4,06 (s,
1H), 3,75-3,20 (m, 4H), 2,98-
2,89 (m, 2H), 2,80-2,50 (m, 6H),
2,23-2,17 (m, 2H), 1,70-1,62 (m,
3H), 1,44-1,39 (m, 3H),1,27 (s,
7H), 1,23 (s, 6H);

42
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FIG. 3 Continuacion.

1513291.122WO02

88

811,45

"H-RMN (400 MHz, CDCl;): &
7,71-7,61(m, 4H), 7,58-7,56 (m,
1H), 6,99-6,91 (m, 2H), 6,83-
9,79 (m, 2H), 6,22-6,19 (m, 1H),
5,30-5,28 (m, 1H), 4,76-4,74 (m,
1H), 4,17-4,15 (m, 1H), 4,06 (s, 59
1H), 3,75-3,20 (m, 4H), 2,98-
2,89 (m, 2H), 2,80-2,50 (m, 6H),
2,23-2,17 (m, 2H), 1,70-1,62 (m,
3H), 1,44-1,39 (m, 3H),1,27 (s,
7H), 1,23 (s, 6H);

45
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FIG. 3 Continuacion.

1513291.122WO02

&9

811,45

'H-RMN (300 MHz, CD;0D):
§7,81--7,69 (m, 3H), 7,53--7,46
(m, 1H),7,42--7,28(m,3H), 7,15
(s, 1H),7,01--6,88(m, 1H), 5,17~
5,06(m, 1H), 4,52--4,41 (m, 2H),
427(s, 1H),4,16 (s, 1H), 3,75~

3,57(m,4H),3,36(s,2H),3,33--

3,12(m,4H),2,95--
2,69(m,4H),2,59-
2,35(m,1H),2,232,01(m, 1H),1,89
--1,65(m,4H),1,52--
1,38(m,4H),1,33--1,16(m, 12)

59

46
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FIG. 3 Continuacion.

1513291.122WO02

90

I-II

H,
a
N

"4

240

]

:

o

z i CH,
Y’ CH,
HH
N
N

)

828,3

'H-RMN (400 MHz, DMSO-ds)
§ 1,20 (6H, s), 1,22 (6H, s), 1,37-
1,49 (6H, m), 1,79 (2H, t, J=7.2
Hz), 1,98 (1H, t, J = 6,0 Hz),
2,29-2,43 (7H, m), 2,56-2,61
(1H, m), 2,87-2,91 (1H, m), 3,59
(4H, s), 4,05 (1H, d,J = 9,2 Hz),
4,14 (2H, t, ] = 6,0 Hz), 4,24-
4,40 (3H, m), 5,08 (1H, dd, J =
13,2, 4,8 Hz), 6,85 (1H, d,J = 8.8
Hz), 7,00 (1H, dd, J = 8.8, 2,0
Hz), 7,21 (1H, d, J = 2,0 Hz),
7,43 (1H, d, J = 6,8 Hz), 7,52
(1H, d, J = 10,0 Hz), 7,62 (1H, d,
J=9,2 Hz), 7,89-7,97 (2H, m),
8,62 (1H, d, J = 2,0 Hz), 11,00
(1H, s).

54, 45
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FIG. 3 Continuacion.

1513291.122WO02

91 o o
HM )

'H-RMN (300 MHz, DMSO-ds)
§ 11,08 (s, 1H), 8,52 -8,20 (sa,
1H), 7,85-7,81 (m, 4H), 7,55-
7,46 (m, 3H), 7,40-7,30 (m, 1H),
7,09-6,92 (m, 3H), 5,10 (dd, J =

795,75 | Hz, 3H), 4,02 (d, ] = 9,1 Hz, 1H),
3,21 (t, J = 5,0 Hz, 4H), 2,90 —
2,76 (m, 1H), 2,62 — 2,46 (m,
6H), 2,37 (t, ] = 7,2 Hz, 2H),
2,01 (dd, J=11,3, 5,6 Hz, 1H),
1,76 (q, T = 9,6, 8,3 Hz, 2H), 1,60

(t,] =74 Hz, 2H), 1,18 (s, 6H),

L\/.N
\©\T’D 781,25 | 12,9, 5,4 Hz, 1H), 4,38 (d, T =7.2 45
HAC Hz, 1H), 4,28-4,14 (m, 2H), 4,06
o) Eh (s, 1H), 3,16 (m, 3H), 3,04 (m,
3H), 2,87- 2,42 (m, 4H), 2,10-
HC L a 1,90 (m, 3H), 1,19-1,00 (m,
; 14H);
cl”
1]
I
92 CH, 'H-RMN (300 MHz, DMSO-d¢)
oHa© R § 11,08 (s, 1H), 7,92 — 7,66 (m,
- CH\@\ 4H), 7,56 — 7,28 (m, 3H), 7,17
S H e ! iy (d, J=2,4 Hz, 1H), 7,02 - 6,88
¢ cl (m, 3H), 5,08 (dd, J = 12,9, 5.4
Hz, 1H), 4,28 - 4,19 (t, = 6,4
45
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1,09 (s, 6H).

93

792,8

'H-RMN (300 MHz, CD;0D): &
7,76-7,71 (m, 4H), 7,49-7,31 (m,
4H), 7,13-7,12 (s, 1H), 7,00-6,96
(m, 1H), 6,31 (s, 1H), 5,18-5,11
(m, 1H), 4,48-4.47 (m, 2H), 4,29
(s, 1H), 4,15 (s, 1H), 3,32-3,31 42
(m, 2H), 2,90-2,36 (m, 10H),
2,20-2,10 (m, 1H), 2,03-1,88 (m,
4H), 1,70-1,65 (m, 4H), 1,40-
1,30 (s, 4H), 1,28-1,23 (d,
J=16,5Hz, 12H)

49
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FIG. 3 Continuacion.

1513291.122WO02

94

o o

Hu—4 )
U.

793,4

'H-RMN (300 MHz, CD;0D):
§7,81--7,69 (m, 3H), 7,53--7,46
(m, 1H),7,42--7,28(m,3H), 7,15
(s, 1H),7,01--6,88(m, 1H), 5,17~
5,06(m, 1H), 4,52--4,41 (m, 2H),
427(s, 1H),4,16 (s, 1H), 3,75-- o7

3,57(m,4H),3,36(s,2H),3,33--

3,12(m,4H),2,95--
2,69(m,4H),2,59-
2,35(m,1H),2,232,01(m, 1H),1,89
-1,65(m,4H),1,52--
1,38(m,4H),1,33--1,16(m, 12)

95

790,8

'H-RMN (400 MHz, DMSO-de): §
1,14 (m, 6H), 1,23 (s, 6H), 1,34-1,35
(m, 2H), 1,62-1,66 (m, 4H), 2,05-
2,09 (m, 1H), 2,65-2,69 (m, 6H),
2,86-2,956 (m, 2H), 3,17 (d, ] = 4,4

Hz, 1H), 4,07 (d, J = 8,8 Hz, 1H), 1
433 (s, 1H), 5,14-5,19 (m, 1H), 6,53
(s, 1H), 6,99-7,02 (m, 1H), 7,21 (d, J

=24 Hz, 1H), 7,32 (d,J = 8,4 Hz,
2H), 7,76-7,79 (m, 3H), 7,90-
7,97(m, 4H), 11,14 (s, 1H).
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FIG. 3 Continuacion.

1513291.122WO02

796,4

"H-RMN (400 MHz, CDCI;): § 1,21
(s, 6H), 1,25 (s, 6H), 1,50-1,57 (m,
2H), 1,66-1,75 (m, 2H), 1,82-1,89
(m, 2H), 2,31-2,42 (m, 2H), 2,57-
2,62 (m, 2H), 2,68-2,97 (m, 6H),
3,79 (s, 4H), 4,02-4,15 (m, 4H),
4,27, 4,31 (dos singletes, 1H), 4,40,
4,44 (dos singletes, 1H), 5,18-5,23 31
(m, 1H), 6,07 (d, J = 8,4 Hz, 1H),
6,67 (d, ] =9,2 Hz, 1H), 6,79-6,82
(m, 1H), 6,93-7,03 (m, 1H), 7,11-
7,19 (m, 1H), 7,31-7,43 (m, 2H),
7,57 (d, J= 8,8 Hz, 1H), 7,89-8,00
(m, 1H), 8,01-8,12 (m, 1H), 8,52-
8,66 (m, 1H).
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FIG. 3 Continuacion.

1513291.122WO02

97

0o o
HH

776,4

'H-RMN (400 MHz, CD;0D): 1,25
(s, 6H), 1,31 (s, 6H), 1,66-1,77 (m,
4H), 2,13-2,18 (m, 1H), 2,61-2,65
(m, 2H), 2,71-2,81 (m, 6H), 2,85-
2,91 (m, 3H), 3,28-3,31 (m, 2H),
4,18 (s, 1H), 4,31 (s, 1H), 5,14-5,18
(m, 1H), 6,44-6,46 (m, 1H), 7,00
(dd, J = 8.8,2,4 Hz, 1H), 7,15-7,16
(m, 1H), 7,36-7,38 (m, 2H), 7,73-
7,79 (m, 3H), 7,86-7,88 (m, 1H),
7,91-7,93 (m, 1H), 7,97 (a, 1H).

98

776,4

'H-RMN (400 MHz, CD;0D): §
1,25 (s, 6H), 1,31 (s, 6H),
1,39, 1,40 (d, J=6,4 Hz, 1H), 1,46-
1,52 (m, 2H), 1,74-1,83 (m, 4H),
2,17-2,24 (m, 1H), 2,46-2,57 (m,
1H), 2,75-2,79 (t, ] =7,6 Hz, 2H),
2,78-2,96 (m, 4H), 3,01-3,09 (m,
2H), 3,78 (s, 2H), 4,16-4,19 (m, 2H),
4,30 (s, 1H), 4,45-4,60 (m, 2H),
5,16-5,19 (m, 1H), 6,32 (s, 1H),
6,99-7,01 (m, 1H), 7,15 (d, J =2.4
Hz, 1H), 7,36 (d, J =8,4 Hz, 2H),
7,66-7,83 (m, 6H).

27

52
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FIG. 3 Continuacion.

1513291.122WO02

99

o o

HN y
n_
0

0

=

808,35

H-RMNO1-PH-ARV-LS-024-H-
0: (300 MHz, DMSO-d6, ppm) 3
8,14 (a, 1 H), 7,89 - 7,74 (m, 5
H), 7,47 7,32 (m, 4 H), 7,18 -
6,96 (m, 2 H), 5,13 - 5,06 (m, 1
H), 4,30 (s, 1 H), 4,20 - 4,16 (m,
2 H),4,05-4,02(d,J=9Hz, 1
H), 3,27 - 3,24 (m, 2 H), 2,91 -
2,81 (m, 1 H), 2,77 - 2,64 (m, 3
H), 2,60 - 2,54 (m, 3 H), 2,04 -
1,97 (m, 1 H), 1,87 - 1,74 (m, 6
H), 1,70 - 1,62 (m, 2 H), 1,47 -
1,45 (m, 2 H), 1,20 (s, 6 H), 1,11
(s, 6 H),

45
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FIG. 3 Continuacion.

1513291.122WO02

100

[ ¥

778,25

1H-RMN (300 MHz, DMSO)
8,53 (s, 1H), 8,02-7,89 (m, SH),
7,89-7,75 (m, 1H), 7,59-7,57 (m,
1H), 7,16-7,10 (m, 2H), 7,01-
6,96 (m, 2H), 5,00-4,90 (m, 1H),
4,32-4,15 (m, 3H), 4,15-3,77 (m, 25
3H), 2,89-2,48 (m, 4H), 2,38-
2,20 (m, 1H), 1,99-1,90 (m, 1H)
1,77-1,68 (m, 4H), 1,48-1,39 (m,
2H), 1,19-1,10 (m, 6H), 1,10-
1,01 (m, 6H)
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FIG. 3 Continuacion.

1513291.122WO02

101

Sy,

805,4

1H-RMN (300 MHz, CDCI3)
7,81-755 (m, 5H), 7,25-7,22 (m,
1H), 6,96-6,90 (m, 1H), 6,82-
6,79 (m, 1H), 6,59-6,57 (m, 1H),
6,39-6,30 (m, 1H), 6,19-6,17 (m,
1H), 5,30-5,19 (m, 2H), 4,74-
4,70 (m, 1H), 4,28-4,20 (m, 1H), | 42,52
4,14-4,10 (m, 1H), 4,04-4,00 (m,
1H), 3,67-3,50 (m, 1H), 3,40-
3,30 (m, 2H), 3,06-2,90 (m, 2H),
2,63-2,49 (m, 6H), 2,19-1,94 (m,
4H), 1,65-1,44 (m, 4H), 1,40-
1,05 (m, 16H)
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FIG. 3 Continuacion.

1513291.122WO02

102

779,35

'H-RMN (300MHz, DMSO-d6):
§ 8,97 (s, 1H), 8,69 (s, 1H), 8,51-
8,47 (m, 1H), 8,25-8,16 (m, 2H),
7,94-7,88 (m, 1H), 7,63-7,57 (m,
1H), 7,26-6,85 (m , 4H), 5,13- 48
4,97 (m, 1H), 4,51-3,99 (m, 6H),
2,98-2,22 (m, 5H), 2,07-1,89 (m,
1H), 1,87-1,73 (m, 4H), 1,58-
1,43 (m, 2H), 1,31-1,08 (m, 13H)
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FIG. 3 Continuacion.

1513291.122WO02

103

0

HN §
o

a

0

807,4

'H-RMN (400 MHz, CD;0D): §
1,25 (s, 6H), 1,32 (s, 6H), 1,49-1,51
(m, 4H), 1,78-1,84 (m, 4H), 2,00-
2,09 (m, 2H), 2,13-2,23 (m, 2H),
2,73-2,95 (m, 6H), 3,10-3,18 (m,
4H), 3,63-3,71 (m, 2H), 4,20 (s, 1H),
431 (s, 1H), 5,16-5,18 (m, 1H),
6,99-7,01 (m, 1H), 7,15 (d, J =2.4
Hz, 1H), 7,46 (d, J =8,0 Hz, 1H),
7,74 (d,J =8.,8 Hz, 1H), 7,79 (d, J
=8,4 Hz, 1H), 7,86 (s, 1H), 7,89 (d, J
=8,0 Hz, 1H), 8,16-8,18 (m, 1H),
8,89 (d, J =2,0 Hz, 1H).
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FIG. 3 Continuacion.
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1513291.122WO02

HN

o o

Il

762,5

'H-RMN (400 MHz, 86-DMSO): &
1,12 (s, 6H), 1,22 (s, 6H), 1,99-2,05
(m, 1H), 2,54-2,73 (m, 12H), 2,84-
2,92 (m, 1H), 3,41-3,70 (m, 10H),
4,06 (d,J=9,2 Hz, 1H), 4,30 (s,
1H), 5,05-5,10 (m, 1H), 6,89 (d, ] =
9,2 Hz, 1H), 6,99-7,02 (m, 1H), 7,21
(d, J =2,4 Hz, 1H), 7,25-7,30 (m,
1H), 7,37 (a, 1H), 7,63 (d,J = 9,2
Hz, 1H), 7,69 (d, J = 8,4 Hz, 1H),
7,90 (d, J = 8,4 Hz, 1H), 7,96-7,99
(m, 1H), 8,63 (d, J = 2,0 Hz, 1H),
11,08 (s, 1H).
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FIG. 3 Continuacion.
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H,C
o | CH;
NH CH;

833,4

H-RMN-PH-ARV-LS-026-D-0:
(300 MHz, CDsOD, ppm) & 8,47 (s,
1H), 8,06 - 7,98 (m, 4H), 7,75 -7,71
(m, 2H), 7,18 - 7,11 (m, 3H), 7,02 -

6,98 (m, 1H), 5,15 - 5,09 (m, 1H),
4,70 - 4,57 (m, 3H), 4,45 - 4,44 (m,
1H), 4,31 (s, 1H), 4,20 (s, 1H), 3,11
- 3,08 (m, 2H), 2,92 - 2,75 (m, 7H),
2,51 -2,45 (m, 1H), 2,20 - 2,01 (m,

7H), 1,32 (s, 6H), 1,25 (s, 6H).
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FIG. 3

Continuacion.
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f—M

HN
=< L
0

806,32

'H-RMN (400 MHz, DMSO)
8,610 (s, 1H), 8,10-8,02 (m, 5H),
7,99-7,90 (m, 1H), 7,21-7,19 (m,

1H), 7,07-6,90 (m, 3H), 5,05-
5,00 (m, 1H), 4,95-4,85 (m, 1H),
4,45-425 (m, 3H), 4,15-4,05 (m,

1H), 3,09-3,00 (m, 2H), 2,90-
2,80 (m, 1H), 2,79-2,70 (m, 2H),
2,65-2,60 (m, 4H), 2,05-1,95 (m,

1H), 1,75-1,65 (m, 2H), 1,25-

1,12 (m, 14H);

12,13

AM 67300178.1

60




FIG. 3 Continuacion.

1513291.122WO02

107 o o

819

H-RMN (400 MHz, CDsOD) &
8,69-8,64 (m, 2H), 8,63-8,40 (m,
2H), 8,13-8,11 (d, J= 8,0 Hz,
1H), 8,01-7,98 (m, 1H), 7,75-
7,73 (d, J=8,4Hz, 1H), 7,15-7,15
(m, 1H), 7,01-6,99 (m, 1H),
6,90-6,88 (d, J=9,6, 1H), 5,24-
5,20 (m, 1H), 4,30 (s, 1H), 4,17-
4,16 (d, J=4,4z, 1H), 3,79-3,32
(m, 4H), 3,16-3,12 (m, 2H),
2,97-2,93 (m, 2H), 2,89-2,87 (d,
J=6 Hz, 1H), 2,81-2,77 (m, 6H),
2,21-2,19 (m, 1H), 1,30 (s, 6H),
1,24 (s, 6H)
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FIG. 3 Continuacion.
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o 0

HM l
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’{F_\M 2 Oh.c
L "". y 3 CH;
HM pie o
HL™ “ch,

Cl

833,35

H-RMN (400 MHz, CD;0D) 58,62-
8,60 (m, 2H), 8,41-8,35 (m, 2H),
8,13-8,11 (m, 1H), 8,02-7,99 (m,

1H), 7,71-7,71 (m, 1H), 7,14 (s, 1H),
7,01-6,94 (m, 1H), 6,85-6,83 (m,

1H), 5,25-5,15 (m, 1H), 4,29 (s, 1H),
4,12 (s, 1H), 3,80-3,75 (m, 4H),
2,94-2,72 (m, 11H), 2,20-2,02 (m,
3H), 1,28 (s, 6H), 1,22 (s, 6H);

109

808,85

'H-RMN (300 MHz, CD;0D): §
8,86 (s, 1H), 8,16-8,09 (m, 1H),
7,72-7,64 (m, 2H), 7,47-7,33 (m,

2H), 7,24-7,17 (m, 1H), 7,12 (s, 1H),
6,98-6,89 (m , 1H), 5,09-5,02 (m,

1H), 4,26 (s, 1H), 4,15(s, 1H), 3,48-
3,42 (m, 4H), 2,92-2.49 (m, 9H),
2,46-2,35 (m, 2H), 2,16-2,01 (m,
1H), 1,81-1,71 (m, 2H),1,59-1,47
(m, 2H), 1,42-1,36 (m, 4H), 1,27-

1,18 (m, 12H);

11

62
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FIG. 3 Continuacion.
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110

e

M

826,4

. '"H-RMN (300 MHz, DMSO):
811,12 (s, 1H), 8,91 (s, 1H),8,18-
-7,88 (m,3H), 7,76--7,69 (d,
J=7,8Hz,1H), 7,49--7,35(m, 2H),
7,22(s, 1H), 7,16--6,96 (m ,
1H),5,17--5,06 (m, 1H), 4,32 (s,
1H), 4,11--3,98(m, 1H), 3,37-- 11
3,18(m, 4H), 2,97--2,75 (m, 3H),
2,62--2,51 (m, 4H), 2,48--2,37
(M, 2H),2,36--2,28(m,2H),2,12--
1,07(m, 1H), 1,78--1,63 (m, 2H),
1,49--1,29 (m, 6H), 1,22 (s,
6H),1,13(s,6H

111

782,28

'H-RMN (400 MHz, DMSO-d6): &
1,12 (s, 6H), 1,22 (s, 6H), 1,99-2,03
(m, 3H), 2,54-2,62 (m, 6H), 2,85-
2,94 (m, 1H), 3,63 (a, 4H), 4,06 (d, J
=5,2 Hz ,1H), 4,24-4,31 (m, 3H),
5,10-5,15 (m, 1H), 6,88 (d,J=9,2
Hz,1H), 6,99-7,02 (m, 1H), 7,21 (d, 45
J=2,0 Hz 1H), 7,36-7,38 (m, 1H),
7,45(d,J=1,6 Hz ,1H), 7,64 (d, T =
9,2 Hz,1H), 7,85 (d, J = 8,4 Hz ,1H),
7,91 (d,J=8,4 Hz ,1H), 7,98 (d, J =
2,4 Hz ,1H), 8,64 (d,J = 1,6 Hz
JIH), 11,13 (s, 1H).
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FIG. 3 Continuacion.
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HN i
O
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=

809,4

'H-RMN (400 MHz, CD;0D): &
1,13 (s, 6H), 1,19 (s, 6H), 1,46-1,55
(m, 2H), 1,63-1,73 (m, 2H), 1,78-
1,86 (m, 2H), 1,88-2,07 (m, 5H),
2,59-2,84 (m, 7H), 2,90-2,95 (m,
1H), 3,31-3,41 (m, 2H), 4,08-4,12
(m, 2H), 4,19 (s, 1H), 4,52 (a, 1H),
4,99-5,03 (m, 1H), 6,89 (d,J = 8,8
Hz, 1H), 7,03 (d, J = 2,4 Hz, 1H),
7,22 (d, J=8,4 Hz, 1H), 7,31 (d, I =
2,0 Hz, 1H), 7,37 (d,J = 8,0 Hz,
1H), 7,63 (d, J = 8.8 Hz, 1H), 7,71
(d, J=8,4 Hz, 1H), 8,06 (d, ] = 8,0
Hz, 1H), 8,80-8,81 (m, 1H).

45

113

781,4

'H-RMN (400 MHz, CD;0D): §
1,13(s, 6H), 1,19 (s, 6H), 1,86-1,89
(m, 4H), 2,01-2,05(m, 3H), 2,20-
2,26 (m, 2H), 2,60-2,68 (m, 4H),
2,76-2,82 (m, 2H), 3,12 (d, = 11,9
Hz, 2H), 4,07-4,18 (m, 4H), 4,99-
5,03 (m,1H), 6,88 (d, ] = 8,8 Hz,
1H), 7,03 (d, J = 2,4 Hz ,1H), 7,23
(d, J = 8,4 Hz, 1H), 7,32-7,37 (m,
2H), 7,62 (d, J = 8,8 Hz ,1H), 7,71
(d, J=8,0 Hz ,1H), 8,05 (d, ] = 8,0
Hz,1H), 8,78 (d, J = 2,0 Hz ,1H).
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FIG. 3 Continuacion.
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844,32

45

115

796,4

'H-RMN (400 MHz, CD;0D): §
0,88-0,93 (m, 2H), 1,24 (s, 6H), 1,30
(s, 6H), 1,78-1,96 (m, 4H), 2,02-2,18

(m, 2H), 2,63 (t, ] = 7,2 Hz, 2H),

2,68-2,75 (m, 4H), 2,78-2,82 (m,

1H), 2,83-2,92 (m, 1H), 3,26-3,30
(m, 1H), 3,72-3,77 (m, 4H), 4,16 (s,
1H), 4,24 (t, ] = 6,4 Hz, 2H), 4,30 (s,
1H), 5,10-5,16 (m, 1H), 6,87 (d, ] =
8,8 Hz, 1H), 6,98-7,02 (m, 1H), 7,15
(d, J=2,4 Hz, 1H),7,32-7,36 (m,
1H), 7,44 (d, J = 8.8 Hz, 1H), 7,83
(d, J=8.,8 Hz, 1H), 7,97-8,01 (m,
1H),8,63 (d, J = 2,4 Hz, 1H).
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FIG. 3 Continuacion.

<540,

0

839,45

H-RMN-PH-ARV-LS-024-F-0:
(400 MHz, CD0D) & 7,79 - 7,71
(m, 4H), 7,40 (s, 1H), 7,33 -7,31
(d,J = 8Hz, 1H), 7,13 (s, 1H),
7,04 - 6,96 (m, 3H), 5,11 - 5,08
(m, 1H), 4,28 (s, 1H), 4,21 - 4,18
(m, 2H), 4,14 (s, 1H), 3,81 -3,67 | 14,15
(m, 4H), 3,30 - 3,22 (m, 1H),
3,13 - 3,09 (m, 3H), 2,87 - 2,73
(m, 6H), 2,15 - 2,08 (m, 1H),
1,93 - 1,90 (m, 2H), 1,80 - 1,58
(m, 4H), 1,28 (s, 6H), 1,22 (s,
6H).
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FIG. 3 Continuacion.
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806,25

'H-RMN (400 MHz, CDCI3): 58,93
-- 8,81 (m, 1H), 8,40 (s, 1H),8,26
(s,2H), 8,18--8,12 (m, 1H), 7,82-
-7,69(m, 1H), 7,61--7,48 (m,
1H), 6,98 (s , 1H),6,89--6,78
(m,3H), 6,36--6,25 (m, 1H),
5,24--5,15(m, 1H), 4,96--4,82(m,
1H), 4,49--4,18(m, 3H),4,12--
3,96(m,3H),3,31(s,1H),2,97--
2,77(m,5H),2,43--
2,15(m,2H),2,07--
1,68(m,4H),1,31(s,6H),1,25(s,6H
)

118

842,85

'H-RMN (300 MHz, CD;OD): &
8,85 (s, 1H), 8,17-8,08 (m, 1H),
7,93-7,88 (m, 1H), 7,71-7,66 (m,
1H), 7,43-7,29 (m, 3H), 7,26-
7,17 (m, 2H), 5,11-5,02 (m,
1H),4,32 (s, 1H), 4,15 (s, 1H),
3,49-3,43 (m, 4H), 2,92-2,58 (m,
9H), 2,46-2,37 (m, 2H), 2,13-
2,02 (m, 1H), 1,81-1,72 (m, 2H),
1,58-1,49 (m, 2H), 1,41-1,33 (m,
4H), 1,27-1,18 (m, 12H);
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FIG. 3 Continuaci()n.
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752,3

'H-RMN (300 MHz, CD;0D): &
8,89 (s, 1H), 8,15 (dd, J = 8,1,
2,3 Hz, 1H), 7,85 (d,J = 8,8 Hz,
1H), 7,70 (d, J = 8,7 Hz, 1H),
7,46 (d,J = 8,1 Hz, 1H), 7,23-
7,15 (m, 1H), 7,15- 7,05 (m,
2H), 6,95 (dd,J =8.8,2,4 Hz,
1H), 5,48 (s, 2H), 4,91 - 4,81 (m,
1H), 4,26 (d, J= 0,9 Hz, 1H),
4,16 (d,J = 0,9 Hz, 1H), 3,60 (t, J
= 4,9 Hz, 4H), 3,21 (t,J = 5,0 Hz,
4H), 3,01 (dt, T = 17,9, 7,4 Hz,
4H), 2,80-2,69 (m, 2H), 2,29-
2,03 (m, 5,8 Hz, 4H), 1,30 (s,
6H), 1,21 (s, 6H).

28

120

766,25

'H-RMN (300 MHz, CD;0D): &
8,92 (m, 1H), 8,14 (dd, J = 8,1, 2,3
Hz, 1H), 7,70 (dd, J = 8,6, 1,9 Hz,

2H), 7,50-7,45 (m, 1H), 7,40 (s,
1H),7,27 (dd, J = 8.6, 2,3 Hz, 1H),
7,10 (d, J = 2,4 Hz, 1H), 6,95 (dd, J

=8,8,2,4 Hz, 1H), 5,05 (dd, J =
12,3, 5,4 Hz, 1H), 4,26 (s, 1H), 4,15

(s, 1H), 3,59 (t, J = 5,2 Hz, 4H),

3,12- 3,00 (m, 4H), 3,00-2,82 (m,

4H), 2,82-2,62 (m, 3H), 2,21 -2,02

(m, 3H), 1,24 (m, 6H) , 1,20 (s, 6H);
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FIG. 3 Continuacion.
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765,8

'H-RMN (400 MHz, CD;0D): §
1,25 (s, 6H), 1,32 (s, 6H), 1,86-1,88
(m, 4H), 2,01-2,08 (m, 2H), 2,06-
2,21 (m, 3H), 2,46-2,57 (m, 1H),
2,77-2,83 (m, 1H), 2,89-3,00 (m,
3H), 3,05-3,24 (m, 5H), 3,67-3,70
(m, 2H), 4,20 (s, 1H), 4,31 (s, 1H), 27
4,46-4,57 (m, 2H), 5,15-5,17 (m,
1H), 6,99-7,01 (m, 1H), 7,15 (d, ] =
2,4 Hz, 1H), 7,46-7,54 (m, 3H), 7,75
(d, J=8,8 Hz, 1H), 7,79 (d, ] = 8,0
Hz, 1H), 8,17-8,19 (m, 1H), 8,92 (d,
J=1,6 Hz, 1H).
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cHaC 0

N N+ CH,
a. & | H HeC ) =y

rfam S cl

768,4

'H-RMN (400 MHz, CD;0D): &
1,12 (s, 6H), 1,18 (s, 6H), 1,91-2,05
(m, 2H), 2. 61-2,68 (m, SH), 2,72-

2,78 (m, 1H), 2,84 (s, 2H), 3,60-3,64
(m, 3H), 4,04 (s, 1H), 4,18 (s, 1H),

4,26 (s, 2H), 4,47-4,51 (m, 1H),

4,99-5,04 (m, 1H), 6,72-6,78 (m,
1H), 6,86-6,91 (m, 1H), 7,03 (d, ] =

2,4 Hz, 1H), 7,25-7,30 (m, 1H), 7,37

(d, 7=2,0 Hz, 1H), 7,61 (s, 1H),

7,70-7,75 (m, 1H), 7,84-7,89 (m,

1H), 8,48-8,54 (m, 1H).
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FIG. 3 Continuacion.

o O

1513291.122WO02

124

HR

HiC

(400 MHz, CDCI3) & 8,94-8,94 (d,
J=2,0 Hz, 1H), 8,07-8,04 (m, 1H),

7,86-7,78 (m, 3H), 7,68-7,66 (d,
J=7,6 Hz, 1H), 7,61-7,59 (d, J=8,8
Hz, 1H), 7,31-7,29 (d, J=10,4 Hz,
1H), 7,00-6,99 (d, J=2,0 Hz, 1H),
6,85-6,82 (m, 1H), 6,36-6,34 (d,

779,35 | 1=8,4 Hz, 1H), 5,02-4,98 (m, 1H), 1

4,20-4,18 (d, J=8,0 Hz, 1H), 4,10 (s,
1H), 3,41-3,38 (d, J=10,8 Hz, 2H),
2,96-2,74 (m, 8H), 2,43-2,40 (d,
J=11,2 Hz, 2H), 2,20-2,15 (m, 3H),
1,98-1,95 (d, J=12,8 Hz, 2H), 1,88-
1,77 (m, 4H), 1,31 (s, 6H), 1,26 (s,
6H)

780,4

H-RMN (400 MHz, CD30D) §
8,91-8,90 (d, J=2,0 Hz, 1H), 8,19-
8,16 (m, 3H), 7,76-7,73 (m, 2H),
7,49-7,43 (m, 2H), 7,31-7,29 (m,
1H), 7,16-7,15 (d, J=2.,4 Hz, 1H),
7,02-6,99 (m, 1H), 5,12-5,08 (m, 1
1H), 4,31 (s, 1H), 4,21 (s, 1H), 3,61-
3,58 (m, 4H), 2,98-2,72 (m, 11H),
2,14-2,13 (d, J=5,2 Hz, 1H), 1,88-
1,84 (m, 2H), 1,75-1,72 (m, 2H),
1,32 (s, 6H), 1,26 (s, 2H);
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FIG. 3 Continuacion.
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125

766,7

H-RMN (400 MHz, CD30D) &
8,91-8,91 (d, J=1,6 Hz, 1H),
8,34-8,17 (m, 3H), 7,86-7,84 (d,
J=8,8 Hz, 1H), 7,76-7,73 (d,
J=8,8 Hz, 1H), 7,49-7,47 (d,
J=8,0 Hz, 1H), 7,18-7,15 (m,
2H), 7,09 (s, 1H), 7,02-6,99 (m,
1H), 5,44 (s, 2H), 4,85-4,81 (m,
1H), 4,31 (s, 1H), 4,21 (s, 1H),
3,62-3,58 (d, J=13,2 Hz, 4H),
3,17 (s, 4H), 3,01-2,95 (m, 4H),
2,79-2,76 (m, 2H), 2,26-2,14 (m,
2H), 1,87-1,80 (m, 4H), 1,32-
1,25 (d, J=26 Hz, 12H);
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FIG. 3 Continuacion.
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FIG. 3 Continuacion.
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781,4

'H-RMN (400 MHz, CD;0D): &
1,12 (s, 6H), 1,22 (s, 6H), 1,27-1,43
(m, 5H), 1,65-1,71 (m, 2H), 2,01-
2,07 (m, 1H), 2,53-2,60 (m, 4H),
2,75-2,79 (m, 3H), 2,83-2,94 (m,
2H), 4,05-4,07 (m, 2H), 4,30 (s, 1H),
5,08-5,16 (m, 2H), 6,98-7,01 (m,
1H), 7,19-7,22 (m, 1H), 7,28-7,37
(m, 3H), 7,84-7,90 (m, 2H), 7,99-
8,08 (m, 2H), 8,88 (s, 1H), 11,11 (s,
1H).

83

129

821,5

"H-RMN (400 MHz, DMSO-d6): &
1,04-1,06 (m, 1H), 1,10 (s, 6H), 1,20
(s, 6H), 1,75-1,85 (m, 3H), 1,98-2,02

(m, 1H), 2,18 (d, J = 6,4 Hz, 2H),

2,51-2,60 (m, 2H), 2,82-2,92 (m,
4H), 3,30-3,32 (m, 4H), 3,42-3,44

(m, 4H), 4,03 (d, J = 9,2 Hz, 1H),

4,29 (s, 1H), 4,37-4,43 (m, 2H),
5,03-5,08 (m, 1H), 6,82 (s, 1H),
6,97-7,00 (m, 1H), 7,19 (d, J=2,0

Hz, 1H), 7,22-7,26 (m, 1H), 7,33 (s,

1H), 7,57 (d, J=9,2 Hz, 1H), 7,66

(d, J = 8,4 Hz, 1H), 7,87-7,93 (m,
2H), 8,60 (d, J =2,4 Hz, 1H), 11,07

(s, 1H).
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FIG. 3 Continuacion.
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795,5

TH-RMN (400 MHz, CD;0D): §
1,23 (s, 6H), 1,30 (s, 6H), 1,38-1,38
(m, 1H), 1,64-1,69 (m, 2H), 1,77-
1,84 (m, 2H), 1,93-1,95 (m, 2H),
2,11-2,15 (m, 3H), 2,68-2,77 (m,
5H), 2,83-2,98 (m, 5H), 4,18 (s, 1H),
4,29 (s, 1H), 4,74 (s, 1H), 5,09, 5,12 83
(d, J=5,6 Hz, 1H), 6,97-6,99 (m,
1H), 7,13-7,14 (m, 1H), 7,33-7,35
(m, 1H), 7,43-7,47 (m, 2H), 7,71-
7,74 (m, 1H), 7,81 (d, J = 8,0 Hz,
1H), 8,14-8,16 (m, 1H), 8,87 (d, ] =
2,0 Hz, 1H).

131 o0 ©

835,5

'H-RMN (400 MHz, DMSO-d6): &
1,12 (s, 6H), 1,22 (s, 6H), 1,43-1,44
(m, 2H), 1,62-1,63 (m, 1H), 1,75-
1,78 (m, 2H), 2,01-2,03 (m,
1H),2,35-2,43 (m, 3H), 2,59-2,64
(m, 2H), 2,85-2,89 (m, 4H), 3,17-
3,45 (m, 8H), 4,05-4,07 (m, 1H), 23
431 (s, 1H), 4,39-4,42 (m, 2H),
5,06-5,10 (m, 1H), 6,85 (d, J = 8.8
Hz, 1H), 7,00 (d, J = 8,4 Hz, 1H),
7,21-7,27 (m, 2H), 7,35 (s, 1H),
7,59-7,70 (m, 2H), 7,90-7,95 (m,
2H), 8,62 (s, 1H), 11,09 (s, 1H).
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811,4

'H-RMN (300 MHz, CD30D)
88,78 (s, 2H), 7,85- 7,79(m, 1H),
7,74- 7,68(m, 1H), 7,42- 7,39(m,

1H), 7,35 - 7,28(m, 1H), 7,14 -

7,10 (m, 1H), 7,01 - 6,96 (m,

1H), 5,15- 5,06(m, 1H), 4,29- 9
4,03(m, 8H), 2,95 - 2,69(m, 9H),
2,17 - 2,12 (m, 1H), 1,96 - 1,87

(m, 2H), 1,81 - 1,72 (m, 2H),

1,64 - 1,54 (m, 2H), 1,28 - 1,21

(d, J=20,4Hz , 12H).
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N

"H-RMN (400 MHz, CDCl5): & 1,23
(s, 6H), 1,27 (s, 6H), 1,52-1,69 (m,
2H), 1,70-1,86 (m, 2H), 2,12-2,14
(m, 1H), 2,30-2,51 (m, 2H), 2,52-
2,66 (m, 3H), 2,72-2,85 (m, 2H),
2,87-2,92 (m, 1H), 3,00 (t, J = 6,8

Hz, 2H), 3,31-3,46 (m, 3H), 3,51 (t,

J=6,0 Hz, 2H), 3,65 (t, ] = 6,4 Hz,
2H), 4,07 (s, 1H), 4,13 (d, J=8,0
Hz, 1H), 4,92-4,96 (m, 1H), 6,01-
6,21 (m, 1H), 6,80 (dd, J=2,4, 8,8
Hz, 1H), 6,96 (d, J = 2,0 Hz, 1H),

7,06 (dd, J = 2,0, 8,4 Hz, 1H), 7,28-
7,33 (m, 2H), 7,57 (d, J = 8,4 Hz,
1H), 7,70 (d, J = 8,4 Hz, 1H), 8,02

(s, 1H).

84

134

'H-RMN (300 MHz, CD;0D):
811,08 (s, 1H), 7,84 (dd, J =
21,4, 8,5 Hz, 2H), 7,71 (d, T = 8.6
Hz, 2H), 7,50-7,39 (m, 2H), 7,33
(dd,J=8.3,2,3 Hz, 1H), 7,18 (d,
J=2,4 Hz, 1H), 7,03-6,88 (m,
3H), 5,09 (dd, J = 12,9, 5,4 Hz,
1H), 4,30 (s, 1H), 4,16 (t, J= 6,5
Hz, 2H), 4,02 (d, J = 9,1 Hz, 1H), 21
3,67 (d,J = 11,5 Hz, 2H), 2,92-
2,78 (m, 1H), 2,72-2,50 (m, SH),
2,42 (s, 1H), 2,34 (d, ] = 27,9 Hz,
2H), 2,03 (dq, J = 13.5, 5,6, 4,6
Hz, 1H), 1,76 (dd, J=8,1, 5,2
Hz, 2H), 1,39 (d, J = 12,5 Hz,
4H), 1,19 (s, 6H), 1,14-0,95 (m,
12H);

AM 67300178.1
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819,5

'H-RMN (400 MHz, DMSO-d6): &
1,13 (s, 6H), 1,23 (s, 6H), 1,73-1,80
(m, 2H), 1,93-2,00 (m, 2H), 2,00-
2,07 (m, 1H), 2,53-2,67 (m, 2H),
2,85-2,93 (m, 1H), 4,06-4,08 (m,
2H), 4,17-4,22 (m, 4H), 4,31 (s, 1H),
4,51 (a, 2H), 4,73 (s, 2H), 5,09-5,14 55
(m, 1H), 6,60-6,62 (m, 1H), 7,00-
7,03 (m, 1H), 7,21-7,22 (m, 1H),
7,33-7,35 (m, 1H), 7,42-7,43 (m,
1H), 7,65-7,67 (m, 1H), 7,81-7,83
(m, 2H), 7,90-7,92 (m, 1H), 8,03-
8,05 (m, 1H), 8,65-8,66 (m,

'l

819,53

1H),11,12 (s, 1H).
'H-RMN (400 MHz, DMSO-d6): &
1,13 (s, 6H), 1,23 (s, 6H), 1,73-1,80
(m, 2H), 1,93-2,00 (m, 2H), 2,00-
2,07 (m, 1H), 2,53-2,67 (m, 2H),
2,85-2,93 (m, 1H), 4,06-4,08 (m,
2H), 4,17-4,22 (m, 4H), 4,31 (s, 1H),
4,51 (a, 2H), 4,73 (s, 2H), 5,09-5,14 85
(m, 1H), 6,60-6,62 (m, 1H), 7,00-

7,03 (m, 1H), 7,21-7,22 (m, 1H),
7,33-7,35 (m, 1H), 7,42-7,43 (m,
1H), 7,65-7,67 (m, 1H), 7,81-7,83
(m, 2H), 7,90-7,92 (m, 1H), 8,03-

8,05 (m, 1H), 8,65-8,66 (m,

77
AM 67300178.1

1H),11,12 (s, 1H).
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FIG. 3 Continuacion.
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819,27

'H-RMN (400 MHz, CD;0D): §
1,14 (s, 6H), 1,21 (s, 6H), 1,72-2,04
(m, 6H), 2,60-2,75 (m, 4H), 2,88 (t,

J =17 Hz, 2H), 3,82 (s, 2H), 4,09-
4,27 (m, 6H), 4,98-5,03 (m, 1H),

6,89 (d,J = 6,8 Hz, 1H), 7,04 (s, 86
1H), 7,25 (d, J = 8.8 Hz, 1H), 7,33
(s, 1H), 7,45 (s, 1H), 7,62 (d, I = 4

Hz, 1H), 7,70 (d, J = 8 Hz, 1H), 7,88
(d,J=8,4 Hz, 1H), 8,21 (d,J = 8.8
Hz, 1H), 8,74 (s, 1H).

794,45

'H-RMN (300 MHz, DMSO-d6): &
11,04 (s, 1H), 8,86 (d, ] = 2,2 Hz,
1H), 8,10-8,00 (m, 2H), 8,00-7,80
(m, 1H),7,64 (d, J = 8,4 Hz, 1H),
7,39-7,14 (m, 4H), 6,97 (dd, J = 8,7,
2,4 Hz, 1H), 5,03 (dd, J= 12,8, 5,3
Hz, 1H), 4,28 (s, 1H), 4,04 (d, ] = g
9,1 Hz, 1H), 3,38 (t, ] = 5,0 Hz, 4H),
3,00-2,73 (m, 3H), 2,73-2,51 (m,
2H), 2,51-2,39 (m, 4H), 2,27 (t, ] =
7,3 Hz, 2H), 2,02-1,93 (m, 1H),
1,69-1,63 (m, 2H), 1,47 (p,J = 7.4
Hz, 2H), 1,30 (q, J = 8,0 Hz, 2H),

1,20 (s, 6H), 1,09 (s, 6H)

78
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812,55

'H-RMN (400 MHz, CDCI3)
8,845 (s, 1H), 7,97-7,91 (m, 2H),
7,51-7,49 (m, 1H), 7,08-7,05 (m,

1H), 6,90-6,89 (m, 1H), 6,75-
6,72 (m, 1H), 6,19-6,17 (m, 1H),
5,13-5,09 (m, 1H), 4,36-4,32 (m,

1H), 4,22-4,18 (m, 1H), 4,10-
4,08 (m, 1H), 4,00-3,98 (m, 1H),
3,17-3,10 (m, 4H), 2,83-2,62 (m,

7H), 2,60-2,09 (m, 4H), 2,00-
1,76 (m, 2H), 1,75-1,68 (m, 3H),

1,32-1,16 (m, 16H)

20

140

812,5

'H-RMN (400 MHz, CDCI3)
8,85 (s, 1H), 7,97-7,88 (m, 2H),
7,51-7,42 (m, 2H), 6,93-6,89 (m,

2H), 6,75-6,72 (m, 1H), 6,18-
6,15 (m, 1H), 5,12-5,08 (m, 1H), | 11,16
4,36-4,00 (m, 4H), 3,32-3,20 (m,

4H), 2,87-2,59 (m, 7H), 2,30-
2,13 (m, 2H), 1,79-1,50 (m, 7H),

1,41-1,16 (m, 16H)
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4]

o)

CH,

oH\C o
" Ic@\
/\/@A‘\H H,C {:N

Cl

821,35

'H-RMN (400 MHz, CD;OD): &
7,77-7,50 (m, 5H), 7,38-7,34 (m,
3H), 7,23-7,13 (m, 2H), 7,00-
6,96 (m, 1H), 5,10-5,00 (m, 1H),
4,29 (s, 1H), 4,17-4,14 (m, 1H),
3,76-3,67 (m, 4H), 3,36-3,32 (m,
2H), 2,87-2,42 (m, 11H), 2,10-
2,00 (m, 3H), 1,70-1,60 (m, 2H),
1,28-1,23 (m, 12H)

39

142

a}i@ muf

HHC ‘*

797.,4

1H-RMN (300 MHz, DMSO-d6)
§ 11,08 (s, 1H), 8,73 (s, 2H),
7,83 (dd, T = 18,2, 8,5 Hz, 2H),
7,69 (d,J =9,2 Hz, 1H), 7,41 (d,
J=2,2Hz, 1H), 7,33 (dd, J = 8,3,
2,3 Hz, 1H), 7,18 (d,J = 2,4 Hz,
1H), 6,97 (dd, J = 8,8, 2,5 Hz,
1H), 5,08 (dd, J = 12,8, 5,4 Hz,
1H), 4,29 — 4,13 (m, 3H), 4,00
(d, J=9,1 Hz, 1H), 3,79 (t, ] =
4,7 Hz, 4H), 2,95 — 2,76 (m, 1H),
2,56 (d, ] = 16,4 Hz, 2H), 2,45 —
2,30 (m, 6H), 2,00 (dd, J = 12,3,
6,2 Hz, 1H), 1,69 (dq, J = 46,8,
7,0 Hz, 4H), 1,18 (s, 6H), 1,08 (s,
6H).
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FIG. 3 Continuacion.
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o o
Hu—§ )
D= M
o
o \L

M

783,55

1H-RMN (300 MHz, DMSO-d6)
§ 11,08 (s, 1H), 8,75 (s, 2H),
8,21-7,63 (m, 3H), 7,60- 7,16 (m,
2H), 7,18 (d, J = 2,4 Hz, 1H),
6,97 (dd, J = 8.8, 2,5 Hz, 1H),
5,09 (dd, J = 12,8, 5,3 Hz, 1H),
4,25 (d, J =74 Hz, 3H), 4,01 (d,
J=9,1 Hz, 1H), 3,28 (s, 4H),
2,89-2,76 (m, 1H), 2,56 (d, J =
19,0 Hz, 2H), 2,24 (s, 6H), 1,99
(s, 3H), 1,13 (d, T = 30,8 Hz,
12H)

144

HiC€ 0
N N+ ZCH,CJ\
g 4 | Houe =
.fl‘:l‘N - n

769,3

1H-RMN (300 MHz, DMSO-d6) &

11,09 (s, 1H), 10,18 (s, 1H), 8,83 (s,

2H), 7,93-7,74 (m, 3H), 7,54 (d, ] =
2,2 Hz, 1H), 7,42 (dd, J = 8,3, 2,3
Hz, 1H), 7,27-7,14 (m, 1H), 7,03-

6,86 (m, 1H), 5,10 (dd, J = 12,8, 5,4

Hz, 1H), 4,88-4,47 (m, 4H), 4,27 (s,
1H), 4,02 (d,J = 9,1 Hz, 1H),3,92-
3,62 (s, 4H), 3,30 (d, ] = 54,5 Hz,

4H), 2,92-2,77 (m, 1H), 2,57 (d, ] =
19,1 Hz, 2H), 2,08-1,97 (m, 1H),

1,18 (s, 6H), 1,08 (s, 6H).
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822,57

'H-RMN (300 MHz, CD;0D): &
8,70 (s, 2H), 7,71-7,66 (m, 2H),
7,36 (m, 1H), 7,24-7,21 (m, 1H),
7,10-7,09 (m, 1H), 6,97-6,93 (m,
1H), 5,08-5,02 (m, 1H), 4,90-
4,87 (m, 2H),4,80 (s, 1H), 4,28- 49
4,24 (m, 2H), 4,10 (s, 1H), 3,51
(m, 4H), 3,03-2,95 (m, 2H), 2,78-
2,67 (m, 6H), 2,44-2,42 (m, 2H),
2,15-1,80 (m, 4H), 1,75-1,55 (m,
1H), 1,25-1,18 (m, 12H);

146

800,21

'H-RMN (400 MHz, CDCls): § 1,25
(s, 6H), 1,30 (s, 6H), 1,98-2,07 (m,
2H), 2,11-2,16 (m, 1H), 2,46-
2,51(m, 2H), 2,57-2,66 (m, 3H),
2,70-2,87 (m, 3H), 2,88-2,96 (m,
3H), 3,40-3,49 (m, 4H), 4,11 (s, 1H),
4,18 (d, T = 8,0 Hz, 1H), 4,92-4,97 1
(m, 1H), 6,20 (d, J = 8,0 Hz, 1H),
7,03-7,08 (m, 2H),7,24 (d,J = 2.4
Hz, 1H), 7,28-7,32 (m, 2H), 7,70 (d,
J=8,4 Hz, 1H), 7,76 (d, ] = 8,4 Hz,
1H), 7,98-8,11 (m, 2H), 8,92 (d, ] =
2,0 Hz, 1H).

147

cl

781,51

'H-RMN (400 MHz, DMSO-de): 5
1,42-1,58 (m, 4H), 1,98-2,04
(m,1H), 2,26-2,34 (m, 2H), 2,40-
2,48 (m, 6H), 2,62-2,70 (m, 3H),
2,82-2,94 (m, 1H), 3,36-3,52 (m,
7H), 4,24-4,50 (m, 5H), 5,02-5,10 172

(m, 1H), 5,76 (s, 1H), 6,53 (s, 1H),

6,93 (s, 1H), 7,23 (d, ] = 8,4 Hz,
1H), 7,31 (s, 1H), 7,67 (d, ] = 8.8
Hz, 1H), 7,98 (s, 2H), 8,07 (s, 1H),
8,26-8,34 (m, 1H), 11,08 (s, 1H),
13,28 (s, 1H).
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835,8

'H-RMN (300 MHz, CD30D)
7,76-7,64 (m, 4H), 7,35-7,32 (m,
3H), 7,23-7,20 (m, 1H), 7,13-
7,12 (m, 1H), 7,00-6,96(m, 1H),
5,09-5,03 (m, 1H), 4,28-4,25 (m,

1H), 4,15-4,11 (m, 1H), 3,77- 39
3,68 (m, 4H), 3,38-3,32 (m, 2H),
2,86-2,69 (m, 5H), 2,41-2,29 (m,

6H), 2,11-2,03 (m, 3H), 1,86-

1,64 (m, 4H), 1,28-1,23 (m,
12H);

149

CH,

H.C T

N= | N ZCHE
H HC
"-\‘_\‘ 3

801,5

TH-RMN (400 MHz, DMSO-ds)
811,07 (s, 1H), 7,91 (d, T=8,8
Hz, 1H), 7,71 (dd, J = 19,0, 8,4
Hz, 3H), 7,46 (d, = 9,2 Hz, 1H),
7,35 (d, J = 2,4 Hz, 1H), 7,27
(dd, J=8.7,2,3 Hz, 1H), 7,22 (d,
J=2,4Hz, 1H), 7,01 (dd, ] = 8.8,
2,4 Hz, 1H), 6,44 (d,J = 8,4 Hz,
2H), 5,08 (dd, = 12,9, 5,4 Hz, 37
1H), 4,32 (s, 1H), 4,06 (d, J=9,1
Hz, 1H), 3,91 (t, J = 7,3 Hz, 2H),
3,64 (ddd, J=24.3,9,7, 5,1 Hz,
3H), 3,43 (dt, J = 18,6, 4,7 Hz,
6H), 3,03 — 2,82 (m, 4H), 2,64 —
2,51 (m, 2H), 2,40 (t, J = 4,8 Hz,
4H), 2,02 (dt, I = 15,2, 5.6 Hz,
1H), 1,22 (s, 6H), 1,13 (s, 6H).
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o o
HIM
O'O—N));@\
h N/\|
S0

836,6

'H-RMN (300 MHz, CDCI3)
88,69 (s, 2H), 8,01(m, 1H), 7,75-
7,69(m, 1H), 7,62- 7,53(m, 1H),
7,29(m, 1H), 7,10 - 7,04(m, 1H),

6,98 - 6,91 (m, 1H), 6,84 - 6,78
(m, 1H), 5,95- 5,88(m, 1H), 4,98-
4,81(m, 3H), 4,15- 4,01(m, 2H),
3,54(m, 4H), 3,11 - 2,60(m,
11H), 2,17 - 2,09 (m, 1H), 1,87 -
1,61(m, SH), 1,24 - 1,21 (m,
14H)

32
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o o
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o&m&@\
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o L\/N

869,28

17

154

Cl

\f
N

824,21

'H-RMN (400 MHz, DMSO-dg): §
1,12 (s, 6H), 1,22 (s, 6H), 1,39-1,44
(m, 2H), 1,55-1,61 (m, 2H), 1,75-
1,81 (m, 2H), 2,02-2,06 (m, 1H),
2,54-2,69 (m, 2H), 2,85-2,94 (m,
1H), 3,39 (t, J = 7.2 Hz, 2H), 3,46 (t,
J=5,0 Hz, 2H), 3,88 (t, ] = 5,2 Hz,
2H), 4,06 (d, J = 9,2 Hz, 1H), 4,16-
4,19 (m, 4H), 4,31 (s, 1H), 5,10-5,14
(m, 1H), 6,87 (d, J = 9,2 Hz, 1H),
6,99-7,02 (m, 1H), 7,21 (d, J = 2,0
Hz, 1H), 7,32-7,35 (m, 1H), 7,43 (s,
1H), 7,66-7,68 (m, 1H), 7,82 (d, ] =
8,4 Hz, 1H), 7,90 (d, J = 8,8 Hz,
1H), 8,01-8,03 (m, 1H), 8,66 (d, ] =
2,0 Hz, 1H), 11,12 (m, 1H),.
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ey
o o r"‘“ﬂ“’Lt"H

cH,
oHE o
N CH, o
H HC ! N

852,25

TH-RMN (400 MHz, CD;0D): §
1,17 (s, 6H), 1,24 (s, 6H), 1,43-1,46
(m, 2H), 1,56-1,59 (m, 2H), 2,07-
2,10 (m, 1H), 2,42 (t,J = 7,2 Hz,
2H), 2,54 (t, J = 4,0 Hz, 4H), 2,62-
2,73 (m, 4H), 2,79-2,84 (m, 1H),

3,32-3,35 (m, 2H), 3,86-3,91 (m, 73
6H), 4,10 (s, 1H), 4,23 (s, 1H), 5,01
(t,J=5,2 Hz, 1H), 5,05-5,10 (m,
1H), 6,93-6,95 (m, 1H), 7,09 (d, ] =
20,0 Hz, 1H), 7,20-7,25 (m, 2H),
7,68 (d,J = 8,8 Hz, 1H), 7,78 (d, J =
8,4 Hz, 1H), 8,71 (s, 2H).

156 =

838,23

'H-RMN (400 MHz, DMSO-d6):
1,11 (s, 6H), 1,21 (s, 6H), 1,49-1,60
(m, 2H), 2,01-2,08 (m, 1H), 2,29-
2,49 (m, 7H), 2,53-2,64 (m, 3H),
2,85-2,94 (m, 1H), 3,08-3,26 (m,
2H), 3,85 (s, 6H), 4,04 (d, ] = 9,2 23
Hz, 1H), 4,29 (s, 1H), 5,06-5,16 (m,
2H), 6,99-7,02 (m, 1H), 7,22 (d, ] =
2,4 Hz, 1H), 7,26-7,32 (m, 2H), 7,75
(d, J=92 Hz, 1H), 7,86 (d, 7=9,2
Hz, 1H), 7,90 (d, J = 8,8 Hz, 1H),
8,77 (s, 2H), 11,14 (s, 1H).
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FIG. 3 Continuacion.
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I

4]

7841

H-RMN-PH-ARV-LS-031-M-0:
(300 MHz, DMSO- d6, ppm) &
11,10 (a, 1H), 8,20 -8,17 (d, ] = 9Hz,
1H), 8,02 (s, 1H), 7,74 - 7,66 (m,
2H), 7,53 - 7,47 (m, 1H), 7,34 - 7,15
(m, 4H), 5,11 - 5,05 (m, 1H), 3,42 -
3,35 (m, 4H), 2,91 - 2,83 (m, 1H),
2,71 - 2,60 (m, 4H), 2,56 - 2,49 (m,
4H), 2,35 - 2,30 (m, 2H), 2,08 - 2,00
(m, 1H), 1,67 - 1,65 (m, 2H), 1,62 (s,
8H), 1,60 - 1,37 (m, 2H).
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CH,
- QHIC\tID\Q\
HN
N CH,
<5 LY
| N”""j N cl
o L\_/N

820,35

'H-RMN (300 MHz, CDCl3) &
7,95 (s, 1H), 7,70-7,55 (m, 4H),
7,30 (s, 1H), 7,26-6,97 (m, 1H),
6,96-6,79 (m, 4H), 6,12-6,09 (m,

1H), 4,96-4,94 (m, 1H), 4,16-
4,04 (m, 2H), 3,89-3,39 (m, SH),
3,20-2,50 (m, 8H), 2,49-1,60 (m,

6H), 1,26-1,20 (m, 15H);

49

159 o 4]
I
HM N Nﬁl’\]
_ ke 7
Qs o]

796,65

H-RMNO06-PH-ARV-LS-031-A-
0: (300 MHz, CD30D, ppm) o
7,96 - 7,93 (d, J=9 Hz, 1 H),
7,83 (s, 1 H), 7,69 - 7,61 (m, 2
H), 7,51 - 7,48 (m, 1 H), 7,35 (s,
1 H), 7,24 - 7,15 (m, 3 H), 5,09 -
5,05 (m, 1 H), 3,48 - 3,45 (m,
4H), 2,82 - 2,42( m, 15 H), 2,12 -
2,09 (m, 2 H), 1,76 - 1,73 (m, 2
H), 1,66 - 1,61 (m, 3 H), 1,48 -
1,46 (m, 2 H).

43
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160

821,35

TH-RMN (300 MHz, DMSO-ds)
510,70 (s, 1H), 8,62 (d, = 2,4
Hz, 1H), 7,92 (dd, J = 10,0, 6,5
Hz, 2H), 7,56 (dd, = 17.5, 8,9
Hz, 2H), 7,22 (d, ] = 2,4 Hz, 1H),
7,03 (ddd, J = 14,6, 8,6, 2,1 Hz,
3H), 6,86 (d, = 9,1 Hz, 1H),
5,31 (s, 2H), 4,57 (dd, T=9,1,
5,2 Hz, 1H), 4,41 (d,J = 13,3 Hz,
2H), 4,31 (s, 1H), 4,06 (d, J=9,2
Hz, 1H), 3,29 (t, J = 4,9 Hz, 4H),
2,96 — 2,81 (m, 2H), 2,61 (t,J =
5,6 Hz, 2H), 2,54 — 2,50 (m, 4H),
2,38 (t, J = 7,4 Hz, 2H), 2,00 (qd,
7=82,3,9 Hz, 2H), 1,77 (d, J =
12,7 Hz, 2H), 1,63 (s, 1H), 1,43
(q,J=7,2 Hz, 2H), 1,22 (s, 6H),
1,12 (s, SH).

41

161

827,45

'H-RMN (300 MHz, DMSO-ds)
§ 11,04 (s, 1H), 8,71 (s, 2H),
8,02 (d,J = 8,8 Hz, 1H), 7,71 —
7,57 (m, 3H), 7,36 — 7,17 (m,
3H), 5,03 (dd, J=12.7, 5,3 Hz,
1H), 4,69 (d, J = 12,8 Hz, 2H),
4,30 (s, 1H), 4,01 (d, ] =9,0 Hz,
1H), 3,28 (s, 4H), 3,00 — 2,76 (m,
3H), 2,67 (dt, J=3,7, 1,9 Hz,
4H), 2,41 (t,J = 7,3 Hz, 2H),
2,34 (t,J = 7,3 Hz, 2H), 2,03 —
1,92 (m, 1H), 1,81 — 1,69 (m,
3H), 1,46 — 1,33 (m, 2H), 1,19 (s,
6H), 1,07 (s, 8H)

17
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FIG. 3 Continuacion.
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162 -

764,3

H-RMN (300 MHz, DMSO) &
11,05 (s, 1H), 8,64-8,63 (d, J=2,4
Hz, 1H), 7,98-7,89 (m, 2H),
7,67-7,60 (m, 2H), 7,22-7,21 (d,
J=2,4 Hz, 1H), 7,03-6,92 (m,
2H), 6,80-6,79 (d, J=1,8Hz, 1H),
6,69-6,65 (m, 1H), 5,09-5,03 (m,
1H), 4,31 (s, 1H), 4,08-4,05 (d,
J=9 Hz, 1H), 3,85 (s, 4H), 3,67
(s, 4H),2,73-2,72 (m, 1H), 2,60
(s, 2H), 2,01-1,99(d, J=5,1 Hz,
1H), 1,82 (s, 4H), 1,22 (s, 6H),
1,12(s, 6H);

44

163 5 o

764,35

H-RMN (300 MHz, DMSO) &
11,04 (s, 1H), 8,58 (s, 1H), 7,95-
7,86 (m, 2H), 7,66-7,63 (d,
J=8,4Hz, 1H), 7,57-7,54 (d,
J=9,3Hz, 1H), 7,35-7,18 (m, 3H),
7,00-6,96 (m, 1H), 6,39-6,36 (d,
J=9Hz, 1H), 5,08-5,02 (m, 1H),
4,28 (s, 1H), 4,05-4,02 (d,
J=9,3Hz, 1H), 3,80 (s, 4H), 3,51
(s, 4H), 2,92-2,81 (m, 1H), 2,70-
2,59 (m, 2H), 2,05-1,98 (m, 4H),
1,19 (s, 6H), 1,10 (s, 6H);

19
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N
W
H,C
[4]

H,C

CH,

N H N o
A o "
CH"}_Q_ i”\ ‘\_\_\ ; NJ;:”V”

833,54

'H-RMN (400 MHz, DMSO-d6):
1,13 (s, 6H), 1,24 (s, 6H), 1,38-1,47
(m, 2H), 1,74-1,90 (m, 4H), 1,96-
2,10 (m, 2H), 2,54-2,65 (m, 2H),
2,85-2,94 (m, 1H), 3,33 (s, 1H),
4,04-4,11 (m, 1H), 4,14-4,19 (m,
3H), 4,32 (s, 1H), 4,55 (s, 3H), 5,07-
5,18 (m, 1H), 6,62 (d, J = 8,8 Hz,
1H), 6,96-7,08 (m, 1H), 7,23 (d, ] =
2,4 Hz, 1H), 7,31-7,38 (m, 1H), 7,43
(d, J=1,6 Hz, 1H), 7,66 (s, 2H),
7,79-7,86 (m, 1H), 7,89-7,95 (m,
1H), 7,98-8,05 (m, 1H), 8,69 (s, 1H),
11,08-11,19 (m, 1H).

85

165

o o

HN \
0

CH,
Dch D
N CH,
H,C

H

=y
i

740,46

'H-RMN (400 MHz, DMSO-d6): &
1,11 (s, 6H), 1,21 (s, 6H), 2,03-2,15
(m, 2H), 2,58 (m, 2H), 3,86-3,89 (m,
2H), 4,04 (d, J = 8,8 Hz, 1H), 4,23-
4,29 (m, 5H), 5,10-5,15 (m, 1H),
6,99-7,02 (m, 1H), 7,21 (d, J = 2,0
Hz, 1H), 7,35-7,38 (m, 1H), 7,45 (d,
J=2,0Hz, 1H), 7,74 (d, J = 8,8 Hz,
1H), 7,84-7,91 (m, 2H), 8,74 (s, 2H),
11,12 (s, 1H).
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FIG. 3 Continuacion.

1513291.122WO02

'H-RMN (400 MHz, DMSO-d6): &
1,10 (s, 6H), 1,17 (s, 6H), 1,61-1,64
(m, 2H), 1,76-1,82 (m, 2H), 2,01-
2,07 (m, 1H), 2,38 (s, 2H), 2,44-2,49
(m, 4H), 2,57 (s, 1H), 2,85-2,94 (m,
1H), 3,24 (s, 4H), 3,32 (s, 1H), 4,00
(d, 7=9,2 Hz, 1H), 4,20-4,26 (m,
831,53 | 3H), 5,10-5,15 (m, 1H), 6,66 (d, ] = 89
11,6 Hz, 2H), 7,00 (dd, J = 8,8, 2,4

Hz, 1H), 7,22 (d, J = 2,4 Hz, 1H),
7,36 (dd, T = 8,4, 2,4 Hz, 1H), 7,44
(d,J=2,4Hz, 1H), 7,84 (d,J=8.4
Hz, 1H), 7,90 (d, J = 8,8 Hz, 1H),
8,19 (d, J = 9,2 Hz, 1H), 11,13 (s,
1H).
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FIG. 3 Continuacion.
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167

836,5

'H-RMN (400 MHz, DMSO-de): 5
1,11 (s, 6H), 1,22 (s, 6H), 1,73-1,83
(m, 5H), 1,99-2,02 (m, 1H), 2,29 (s,
2H), 2,57 (s, 6H), 2,74 (s, 2H), 2,91-

2,97 (m, 3H), 3,82-3,86 (m, 4H),
4,01-4,03 (m, 3H), 4,29 (s, 1H), 49

5,06-5,09 (m, 1H), 7,01 (d, J = 8,0
Hz, 1H), 7,22-7,30 (m, 3H), 7,64 (d,
J=17,6 Hz, 1H), 7,75 (d, ] = 8,4 Hz,

1H), 7,90 (d, J = 8,4 Hz, 1H), 8,77

(s, 2H), 11,10 (s, 1H),.

168

837,75

H-RMN-PH-ARV-LS-032-D-0:
(300 MHz, DMSO-d6,ppm) 6
11,11 (s, 1H), 7,86 (dd, J = 22,3,
8,5 Hz, 2H), 7,72 (d, ] = 8,6 Hz,
2H), 7,52 — 7,43 (m, 2H), 7,36
(dd, J=28.,3, 2,3 Hz, 1H), 7,20 (d,
J=2,4Hz, 1H), 7,05 - 6,90 (m,
3H), 5,11 (dd, J = 13,0, 5,2 Hz, 47
1H), 4,31 (s, 3H), 4,04 (d,J =9,1
Hz, 1H), 3,65 (s, 2H), 3,10 (d, J =
11,5 Hz, 2H), 2,89 (s, 1H), 2,69
(s, SH), 2,37 (s, 3H), 2,04 (d, ] =
11,3 Hz, 1H), 1,85 (s, 2H), 1,58
(s, 2H), 1,21 (s, 6H), 1,12 (s,

6H).
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FIG. 3 Continuacion.
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169

851,25

H-RMN-PH-ARV-LS-032-F-0:
(300 MHz, DMSO-d6,ppm) (300
MHz, DMSO-dg) & 11,08 (s, 1H),
7,84 (dd, T = 19,4, 8,5 Hz, 2H),
7,69 (d, ] = 8,6 Hz, 2H), 7,49 —
7,26 (m, 3H), 7,17 (d, J = 2,3 Hz,
1H), 7,02 - 6,87 (m, 3H), 5,09
(dd, J = 12,8, 5,3 Hz, 1H), 4,31 —
4,14 (m, 3H), 4,01 (d, J=9,1 Hz,
1H), 3,62 (t, J = 4,6 Hz, 2H),
3,44 (d, ] = 12,6 Hz, 2H), 3,07 (¢,
J=11,3 Hz, 2H), 2,91 — 2,76 (m,
1H), 2,47 (m, 2H), 2,42 — 2,30
(m,4H), 2,23 (s, 2H), 2,01-1,88
(m, SH), 1,55 (dd, J = 12,6, 8,4
Hz, 2H), 1,18 (s, 6H), 1,09 (s,
GH).

47
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FIG. 3 Continuacion.

1513291.122WO02

170

769,3

'H-RMN (300 MHz, CDCls) 8,12

(s, 1H), 7,73-7,71 (m, 2H), 7,60-

7,25 (m, 5H), 6,97-6,96 (m, 1H),

6,82-6,79 (m, 1H), 6,21-6,18 (m,
1H), 4,96-4,90 (m, 1H), 4,17-

4,14 (m, 1H), 4,05-4,00 (m, 1H),

3,48-3,35 (m, 4H), 2,93-2,68 (m,
10H), 2,16-2,12 (m, 1H), 1,37-

1,23 (m, 13H);

171

763,6

'H-RMN (300 MHz, CD;0D) &
7,770-7,66 (m, 3H), 7,60 (d, J =
8,5 Hz, 1H), 7,31 (d, J = 8,1 Hz,
2H), 7,10 (d, J = 2,4 Hz, 1H),
7,04-6,89 (m, 2H), 6,84 (dd, J =
8,6, 2,2 Hz, 1H), 5,02 (dd, J =
12,3, 5,4 Hz, 1H), 4,54 (s, 1H),
4,25 (s, 1H), 4,11 (s, 1H), 3,75 (s,
1H), 3,46 (d, J = 2,5 Hz, 2H),
3,07-2,96 (m, 1H), 2,88-2,61 (m,
8H), 2,13-1,87 (m, 3H), 1,24 (s,
6H), 1,19 (s, 6H);
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FIG. 3 Continuacion.
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172 CH.
s % uH1C-.:J-: 0
HN o
M* CH
“ﬁ&}“ QA Hue ' S 834,56
ﬁ:‘j\mﬂ-\] H cl ’
o l\_,N
4]
173 CH, 'H-RMN (400 MHz, DMSO-d6): 5
s o oHiC 0 1,11 (s, 6H), 1,21-1,22 (m, 6H),
i ) 3 [ & 1,52-1,57 (m, 1H), 1,60-1,69 (m,
i v CH, Sy 2H), 1,98-2,07 (m, 2H), 2,12-2,23
" " HaE & (m, 1H), 2,35-2,43 (m, 2H), 2,55-
4 Q VO I 2,68 (m, 4H), 2,83-2,93 (m, 1H),
856,56 | 3-28-3.34 (m, 3H), 3,40 (s, 41, 49

3,52-3,57 (m, 1H), 3,65-3,69 (m,
2H), 4,05-4,08 (m, 1H), 4,31 (s, 1H),
5,06-5,10 (m, 1H), 6,99-7,02 (m,
1H), 7,21-7,28 (m, 2H), 7,36 (s, 1H),
7,51-7,54 (m, 2H), 7,63-7,70 (m,
2H), 7,90-7,92 (m, 1H), 11,09 (s,
1H).
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FIG. 3 Continuacion.
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174

o o
HM
Q:G—Nm
Y N"‘ﬁ
o k‘/N

834,55

1H-RMN (300 MHz, DMSO-d6)
811,04 (s, 1H), 7,87 (d, 1=8,7
Hz, 1H), 7,67 (dd, J = 15.3, 8,5
Hz, 3H), 7,44 (d, ] = 9,2 Hz, 1H),
7,30 (d,J = 2,4 Hz, 1H), 7,27-
7,13 (m, 2H), 7,02-6,87 (m, 3H),
5,03 (dd, T = 12,7, 5,3 Hz, 1H),
4,28 (s, 1H), 4,01 (d, J=9,1 Hz, 23
1H), 3,81 (d, J = 12,4 Hz, 2H),
3,28 (s, SH), 2,93-2,69 (m, 4H),
3,0-2,6 (m, 4H), 2,54 (d, J = 16,1
Hz, SH), 2,35 (t, J = 7,2 Hz, 2H),
2,03-1,93 (m, 1H), 1,73 (d,J =
12,8 Hz, 2H), 1,40 (d, ] = 7,3 Hz,
3H), 1,18 (s, 8H), 1,09 (s, 6H).

175

Q

832,3

'H-RMN (400 MHz, CD:0D) & 7,74
(dd, J=8.8,2,7 Hz, 3H), 7,66 (d,J = 8.4
Hz, 1H), 7,15 (d, J = 2,4 Hz, 1H), 7,07-

7,04 (m, 1H), 7,00 (td, J = 6,3, 3,1 Hz,
3H), 6,93-6,85 (m, 1H), 5,07 (dd, J =

12,6, 5,5 Hz, 1H), 4,57 (d, ] = 2,3 Hz,
1H), 4,30 (s, 1H), 4,15 (s, 1H), 3,90 (d, J 35

=12,2 Hz, 2H), 3,72 (s, 1H), 3,51 (s,
2H), 3,08 (d, J = 9,6 Hz, 1H), 2,94-2,70
(m, 5H), 2,66 (d, J = 10,0 Hz, 1H), 2,51
(d, 7= 6,9 Hz, 2H), 2,17-2,03 (m, 2H),
1,99-1,83 (m, 3H), 1,66 (s, 1H), 1,29 (s,

8H), 1,24 (s, 6H)
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FIG. 3 Continuacion.
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g C:H#tfn\@\
HM n
W* CH,
“:ﬂj' H HE Sy
] M H Cl
0 N

832,3

'H-RMN (400 MHz, CD;0D) & 7,73
(dd, J=8,9, 2,8 Hz, 3H), 7,66 (d,J =
8,5 Hz, 1H), 7,15 (d, J = 2,4 Hz,
1H), 7,05 (s, 1H), 6,99 (td, ] = 6,3,
3,1 Hz, 3H), 6,89 (d, J = 8,5 Hz,
1H), 5,07 (dd, J = 12,5, 5,4 Hz, 1H),
4,57 (s, 1H), 4,30 (s, 1H), 4,15 (s,
1H), 3,90 (d, J = 12,3 Hz, 2H), 3,71
(s, 1H), 3,51 (s, 2H), 3,07 (d, ] = 9,7
Hz, 1H), 2,90-2,70 (m, SH), 2,66 (d,
J=10,0 Hz, 1H), 2,50 (d, J = 6,9 Hz,
2H), 2,17-2,03 (m, 2H), 1,99-1,83
(m, 3H), 1,66 (s, 1H), 1,29 (s, 8H),
1,24 (s, 6H)

35

177

i oH:C o cl
| F. -
HM N CH,
. H H,C =N
. NN

838,57

'H-RMN (400 MHz, DMSO-d6): &
1,12 (s, 6H), 1,22 (s, 6H), 1,62-1,67
(m, 2H), 1,82-1,88 (m, 2H), 2,00-
2,07 (m, 1H), 2,11-2,15 (m, 1H),
2,24-2,28 (m, 1H), 2,56-2,58 (m,
1H), 2,61-2,62 (m, 1H), 2,85-2,93
(m, 2H), 3,14-3,20 (m, 2H), 3,22-
3,28 (m, 4H), 3,62-3,65 (m, 4H),
4,06 (d,J = 8,8 Hz, 1H), 4,24-4,27
(m, 2H), 4,32 (s, 1H), 5,08-5,13 (m,
1H), 6,72 (t, ] = 8,8 Hz, 1H), 7,21
(d, J = 2,4Hz, 1H), 7,36-7,39 (m
,1H), 7,51-7,55 (m, 2H), 7,60-7,67
(m, 2H), 7,77 (d, J = 8,8 Hz ,1H),
7,91 (d, J = 8,80 Hz, 1H), 9,65 (a,
1H), 11,11 (s, 1H).

49
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FIG. 3 Continuacion.

1513291.122WO02

178 CH, TH-RMN (400 MHz, CD;0D):
pHaC w0 87,80-7,78 (d, J=8,4Hz, 1H), 7,73-
’ | 7,70 (m, 3H), 7,25-7,19 (m, 2H),
CH 7,13-7,12 (d, J=2,4Hz, 1H), 6,99-
H r | b b ] 9 b 9 9
N e S S 6,96 (m, 3H), 5,12-5,07 (m, 1H),
8350 | 491-4.89 (m, 1H), 4,28 (s, 1H), 4,13 51
o 0 “ | (s, 1H), 3,92-3,88 (m, 2H), 3,13-3,12
HN N (m, 1H), 2,87-2,65 (m, 6H), 2,47-
0 Dﬂ‘ CH, 2,44 (m, 2H), 2,34-2,29 (m, 2H),
0" 2,18-2,13 (m, 6H), 1,92-1,89 (m,
o 2H), 1,80-1,70 (m, 1H), 1,32-1,31
(m, 1H), 1,28 (s, 6H), 1,21 (s, 6H);
179 CH,
HN ] F.
= N* CH
H”"‘j NN cl
0 kuﬂ
180 CH,
. qH,C ] cl
HN W
. N icm 838,57 49
H H,C “:-:}.4
H/“j N
S
181 CH,
© 3 quC\trn\@'\
HN F
N CH
N"A"j N cl
o F LN

99
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FIG. 3 Continuacion.
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182

o o
HN M
0= M
F
4]

r”\” el

CHEC CHa
CNAO_‘%NW%D
15 CHj

H

cl

W

M

824,45

1H-RMN (300 MHz, DMSO-d6)
811,10 (s, 1H), 7,93- 7,86 (m,
1H), 7,77- 7,69 (m, 3H), 7,50-

7,34 (m, 2H), 7,22- 7,18 (m, 1H),

7,04- 6,96 (m, 1H), 6,58- 6,51 (m

, 2H), 5,16 - 5,06 (m, 1H), 4,32(s,
1H), 4,09- 4,02 (m, 1H), 3,55-

3,20 (m, 6H), 3,09- 2,73 (m, 2H),
2,70- 2,38 (m, 10H), 2,20- 2,01

(m, 2H), 1,86- 1,67 (m, 1H), 1,24

- 1,13 (d, J=33 Hz, 12H).

46

183

SOZC W

0 kg o

gHLC

N

819,58

'H-RMN (400 MHz, DMSO-d®) 5
0,97-1,07 2H, m), 1,13 (6H, s), 1,23
(6H, s), 1,49-1,69 (SH, m), 1,80-2,02

(4H, m), 2,19-2,20 (1H, m), 2,33-

2,43(1H, m), 2,50-2,60(2H, m),
2,81-2,91(1H, m), 3,30-3,35 (4H,
m), 3,40-3,45 (4H, m), 4,06 (1H, d, J
=9,2 Hz), 4,32 (1H, s), 5,03-5,07

(1H, m), 6,99-7,02 (1H, m), 7,21
(1H,d,J=2,4 Hz), 727 (1H, d, T =

8,8 Hz), 7,33-7,39 (3H, m), 7,68

(1H, d, J = 8,4 Hz),7,73-7,77 (3H,

m), 7,91 (1H, d, J = 8,8 Hz), 11,09

(1H, s).
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FIG. 3 Continuacion.
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184 M '"H-RMN (400 MHz, DMSO-d°)
i §0,97-1,07 (2H, m), 1,13 (6H, s),
HyC 1,23 (6H, s), 1,46-1,69 (SH, m),
1,81-2,02 (4H, m), 2,19-2,20
. (1H, m), 2,39-2,41(1H, m), 2,45

o
. HI . e cH,
H H,C
N”\j

799,63

(3H, m), 2,53-2,59(2H, m), 2,81-

2,89(1H, m), 3,30-3,35 (4H, m),

3,42-3,48 (4H, m), 4,05 (1H, d, J

=9,2 Hz), 4,23 (1H, s), 5,02-5,07

(1H, m), 6,80-6,83 (1H, m), 7,25-

7,40 (4H, m), 7,67-7,78 (SH, m),
11,10 (1H, s).

90

185 CH,

824,35

'"H-RMN (300 MHz, CDCl5)
7,83-7,80 (m, 1H), 7,63-7,39 (m,
4H), 7,19-7,05 (m, 1H), 6,90-
6,71 (m, 4H), 6,04-6,01 (m, 1H),
5,14-5,08 (m, 1H), 4,38-4,07 (m,
3H), 3,97-3,95 (m, 1H), 3,81-
3,30 (m, 4H), 3,19-2,98 (m, 3H),
2,89-2,55 (m, 6H), 2,31-2,18 (m,
4H), 1,82-1,61 (m, 2H), 1,19-
1,15 (m, 15H);

20, 33

186 CH,

824,35

TH-RMN (300 MHz, CDCl5)
7,81-7,80 (m, 1H), 7,62-7,60 (m,
2H), 7,53-7,48 (m, 2H), 6,90-
6,71 (m, SH), 6,04-6,01(m, 1H),
5,13-5,07 (m, 1H), 4,37-4,06 (m,
3H), 3,97-3,41 (m, 5H), 3,12-
3,06 (m, 3H), 2,88-2,42 (m, 7H),
2,30-2,15 (m, 4H), 1,82-1,75 (m,
1H), 1,19-1,05 (m, 15H);

41

101
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FIG. 3 Continuacion.
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187

‘cl

838,38

"H-RMN (300 MHz, DMSO)
10,96 (s, 1H), 7,91-7,88 (m, 1H),
7,74-7,71 (m, 2H), 7,48-7,41 (m,
2H), 7,24-7,20(m, 2H), 7,01-6,93
(m, 3H), 5,09-5,03 (m, 1H), 4,39-
4,21 (m, 3H), 4,06-4,03 (m, 1H),
3,86-3,82 (m, 2H), 3,30-3,28 (m, 33

1H), 3,11-3,05 (m, 4H), 2,90-
2,72 (m, 3H), 2,61-2,50 (m, 4H),
2,42-2,35 (m, 3H), 2,07-1,95 (m,

1H), 1,78-1,75 (m, 2H), 1,51-

1,42 (m, 3H), 1,30-1,05 (m,

14H);

188

cl

838,4

'H-RMN (300 MHz, DMSO-d6)
10,96 (s, 1H), 7,91-7,88 (m, 1H),
7,74-7,70 (m, 2H), 7,48-7,20 (m,
4H), 7,02-6,93(m, 3H), 5,09-5,05
(m, 1H), 4,39-4,21 (m, 3H), 4,06-
4,03 (m, 1H), 3,96-3,82 (m, 2H),
3,30-3,28 (m, 1H), 3,11-3,05 (m,
4H), 2,90-2,72 (m, 3H), 2,70-
2,62 (m, 4H), 2,39-2,26 (m, 3H),
2,07-1,79 (m, 1H), 1,75-1,70(m,
2H), 1,52-1,46 (m, 3H), 1,31-
1,05 (m, 14H);

33
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FIG. 3 Continuacion.

1513291.122WO02

806,4

'H-RMN (300 MHz, DMSO-de):
511,04 (s, 1H), 7,87 (d, T=8,7
Hz, 1H), 7,67 (dd, T = 133, 8,3

Hz, 3H), 7,44-7,13 (m, 4H),
7,02-6,91 (m, 1H), 6,38 (d,J =
8,3 Hz, 2H), 5,04 (dd, J = 12.4,
5,2 Hz, 1H), 4,28 (s, 1H), 3,99

(q,7=8,1, 7,6 Hz, 3H), 3,50 (t,J
= 6,5 Hz, 2H), 3,41 (d,J = 6,4

Hz, 4H), 2,96-2,47 (m, 4H), 2,47
(d, J=13,4 Hz, 2H), 2,30 (d,J =
7,4 Hz, 2H), 2,09-1,90 (m, 1H),
1,85- 1,71 (m, 2H), 1,18 (s, 6H),

1,09 (s, 6H).

34

189 o o
HN
o N
! N/\\'
o 1\er
LCN
\©\f°
H.C
HN,, CH,
H;X ;o
CH;
cl
Il
N
190 CH,

H H,C

cl

oH ,C-_: | [+]
/@%H"“' CH@»

821,35

'H-RMN (300 MHz, DMSO): &
11,11 (s, 1H), 7,91-7,81 (m, 2H),
7,73 (d, T = 9,0 Hz, 2H), 7,48 (d,
J=9,1 Hz, 1H), 7,30-7,27 (m,
2H), 7,20 (m, 1H), 7,02-6,90 (m,
3H), 5,18-5,00 (m, 2H), 4,32 (s,
1H), 4,05 (d, J = 9,0 Hz, 1H),
3,89-3,70 (m, 4H), 3,05-2,98 (m,
2H), 2,98-2,81 (m, 1H), 2,80-
2,69 (m, 2H), 2,64-2,56 (m, 2H),
2,49-2,40 (m, 2H), 2,10-1,93 (m,
1H), 1,80-1,79 (m, 2H), 1,60-
1,44 (m, 1H), 1,32-1,14 (m,
10H), 1,12 (s, 6H)
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191

FIG. 3 Continuacion.

1513291.122WO02

P
W
o
SL T
H.C CH,
e %

836,5

'H-RMN (400 MHz, DMSO-d6):
1,11 (s, 6H), 1,22 (s, 6H), 1,58-1,70
(m, 2H), 1,81-2,05 (m, 6H), 2,10-
2,18 (m, 2H), 2,80-2.92 (m, 1H),
3,34-3,76 (m, 7H), 3,53-3,67 (m,
3H), 3,72-3,89 (m, 3H), 3,98-4,08
(m, 2H), 4,27-4,33 (m, 1H), 5,05-
5,14 (m, 1H), 7,01 (s, 1H), 7,23-7,33
(m, 3H), 7,67-7,78 (m, 2H), 7.91 (m,
1H), 8,76-8,77 (m, 2H), 11,09 (s,
1H).
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FIG. 3 Continuacion.

1513291.122WO02

192

c o

HN
0 N
N
I
HN,, CH,
H,C o
CH, |

Cl
|

805,56

'H-RMN (400 MHz, CDCl3) § 1,13
(6H, s), 1,22 (6H, s), 1,37-1,57 (4H,
m), 1,86-2,03 (5H, m), 2,32-2,42
(2H, m), 2,54-2,63 (2H, m), 2,67
(4H, sa), 2,84-2,91 (1H, m), 3,44
(4H, sa), 4,05 (1H, d, J = 9,2 Hz),
431 (1H, s), 5,07 (1H, dd, ] = 5,6,
9,2 Hz), 7,00 (1H, dd, J = 2,0, 8.8
Hz), 7,21 (1H, d, J = 2,4 Hz), 7,25-
7,27 (1H, m), 7,33-7,35 (3H, m),
7,67-7,69 (1H, m), 7,70-7,75 (3H,
m), 7,89-7,92 (1H, m), 11,10 (1H, s).

91

193

810,35

'H-RMN (300 MHz, CD;0D): &
8,60 (s, 1H), 7,99-7,95 (m, 1H),

7,83-7,70 (m, 2H), 7,42-7,31 (m,
2H), 7,13-7,12(s, 1H), 7,00-6,86
(m, 2H), 5,09-5,08 (m, 1H), 4,37-
4,14 (m, 6H), 3,19-3,13 (m, 2H),
2,89-2,73 (m, 7H), 2,20-2,03 (m,

3H), 1,29-1,22 (m, 18H);
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194

FIG. 3 Continuacion.

1513291.122WO02

195

o -0
HH CH,

o I
DMN/H

o

809,2

"H-RMN (300 MHz, Metanol-ds): &
7,82 (d, J=8,3 Hz, 1H), 7,79-7,70
(m, 3H), 7,42 (d, ] = 2,2 Hz, 1H),
7,33 (dd, J=8.3,2,3 Hz, 1H), 7,14
(d, J = 2,4 Hz, 1H), 7,05-6,95 (m,

3H), 5,12 (dd, J = 12,3, 5,4 Hz, 1H),

429 (d,J=0,9 Hz, 1H), 421 (t, ] =
5,8 Hz, 2H), 4,14 (d, J = 0,8 Hz,

1H), 3,77 (s, 1H), 3,73 (s, 1H), 3,15-
3,05 (m, 2H), 2,96-2,69 (m, 5H),

2,60 (t,J=11,3 Hz, 2H), 2,19-2,08
(m, 1H), 2,03 (d, J = 8,6 Hz, 2H),

1,29 (s, 6H), 1,26 (s, 3H), 1,23 (d, J

21

HM

811,3

=2,1 Hz, 9H).

'H-RMN (400 MHz, DMSO): &
11,11 (s, 1H), 8,76 (s, 2H), 7,90 (d, J
=8,7 Hz, 1H), 7,84 (d, ] = 8,3 Hz,
1H), 7,72 (d, = 9,2 Hz, 1H), 7,43
(d,J=2,3 Hz, 1H), 7,36-7,33 (m,
1H), 7,22 (m, 1H), 7,02-6,99 (m,
1H), 5,14-5,09 (m, 1H), 4,53 (d,] =
11,9 Hz, 2H), 4,29 (s, 1H), 4,20 (m,
2H), 4,03 (d, I = 9,1 Hz, 1H), 2,97-
2,83 (m, 3H), 2,74 (m, 2H), 2,65~
2,52 (m, 3H), 2,49 (m, 1H), 2,11-
2,01 (m, 1H), 1,83 (m, 2H), 1,22 (s,
6H), 1,11 (m, 12H)
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FIG. 3 Continuacion.

1513291.122WO02

196 o o
4] ]
3 H-RMN (400 MHz, CDCl3) § 8,23
° L (s, 1H), 7,79-7,77 (d, J=8.,4 Hz, 1H),
0, 7,71-7,68 (d, 1=9,0 Hz, 2H), 7,58
@ 7,55 (d, J=8,7 Hz, 1H), 7,37-7,36 (d,
J=1,8 Hz, 1H), 7,22-7,19 (d, J-8.4
B 807,54 | Hz, 1H), 6,97-6,91 (m, 3H), 6,83
i 6,79 (m, 1H), 6,12-6,10 (d, J=8,1
j‘fi Hz, 1H), 4,98-4,92 (m, 4H), 3,34 (s,
Het Yo 3H), 2,93-2,68 (m, 4H), 2,54 (s, 4H),
2 2,36 (s, 2H), 2,18-2,13 (m, 1H), 1,62
i (s, 4H), 1,26 (s, 6H), 1,22 (s, 6H)
I
]
197 5 o
HM
0= il
N/\
2 (o~
F
0
H,C 769,5
HN,, CH,
H,C 8]
CH,
cr
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FIG. 3 Continuacion.
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FIG. 3 Continuacion.
200 N
5
HiC  cH, -C|
HN oun
NE”% '5?‘ “ 834,59 49
o 0 1 H;
HN hO/\CH'. ° N
i}
0
201 "_fm
HM
N, éﬂ 834,59 49
o 0 ks
HN U HC ch,
J
202 o o
:{N:;, );@\ 'H-RMN (300 MHz, CD30D)
0 N 7,78-7,68 (m, 4H), 7,37-7,34 (m
CH b b 9 b b 9 9
N 3H), 7,26-7,23 (m, 1H), 7,13-
0 K{m 7,11 (m, 1H), 7,00-6,96(m, 1H),
779,35 | 5,08-5,04 (m, 1H), 4,29-4,27 (m, 22
CHs ?4 C - 1H), 4,16-4,14 (m, 1H), 3,92-
L 1 eH, Z 3,89 (m, 2H), 3,11-2,71 (m,
11H), 2,13-2,11 (m, 1H), 1,31-
et o cl 1,28 (m, 18H);
B T

AM 67300178.1

109




FIG. 3 Continuacion.

1513291.122WO02

203

o O
HIE
<5
/ I

0 L\/N \C\N

833,25

'H-RMN (400 MHz, DMSO-ds) 5 11,07
(s, 1H), 7,91 (d, J = 8,8 Hz, 1H), 7,71
(dd, J = 19,0, 8,4 Hz, 3H), 7,46 (d, ] =
9,2 Hz, 1H), 7,35 (d,J = 2,4 Hz, 1H),

7,27 (dd, T=8,7,2,3 Hz, 1H), 7,22 (d, J

=24 Hz, 1H), 7,01 (dd, J = 8,8, 2,4 Hz,

1H), 6,44 (d, J = 8,4 Hz, 2H), 5,08 (dd, J
=12,9, 5,4 Hz, 1H), 4,32 (s, 1H), 4,06 36
(d,7=9,1 Hz, 1H),3.91 (t, ] =7,3 Hz,
2H), 3,64 (ddd, J=24,3,9.7, 5,1 Hz,

3H), 3,43 (dt, J = 18,6, 4,7 Hz, 6H), 3,03
—2,82 (m, 4H), 2,64 — 2,51 (m, 2H),
2,40 (t,J = 4,8 Hz, 4H), 2,02 (dt, ] =

15,2, 5,6 Hz, 1H), 1,22 (s, 6H), 1,13 (s,

6H).

204

850,25

'H-RMN (400 MHz, CD;0D):
§7,78-7,70 (m, 4H), 7,26-7,20
(m, 2H), 7,13-7,12 (d, J=2,0Hz,
1H), 6,99-6,96 (m, 3H), 5,12-
5,07 (m, 1H), 4,93-4,89 (m, 1H),
4,28 (s, 1H), 4,13 (s, 1H), 3,32- 51
3,30 (m, 4H), 3,28-3,26 (m, 1H),
2,87-2,67 (m, 7H), 2,58-2,46 (m,
6H), 2,39-2,34 (m, 2H), 2,25 (s,
3H), 2,14-2,11 (m, 1H), 1,28 (s,
6H), 1,21 (s, 6H);
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FIG. 3 Continuacion.

1513291.122WO02

205
oHa

”%r}"t;i:l aw"f:r@

CH,

n g

H,C

o
CH\@\
g S

'H-RMN (300 MHz, DMSO-d6)
11,12 (s, 1H), 7,92-7,73 (m, 4H),
7,22-7,19 (m, 3H), 7,20-6,95 (m,
3H), 5,20-5,11 (m, 1H), 4,32 (s,
1H), 4,20-4,16 (m, 2H), 4,07-
4,04 (m, 1H), 3,47-3,41 (m, 2H),
3,32-3,25 (m, 4H), 2,96-2,94 (m,
6H), 2,61-2,50 (m, 7H), 2,10-
2,01 (m, 1H), 1,21 (s, 6H), 1,23
(s, 6H);

93
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er:

CH,
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FIG. 3 Continuacion.

1513291.122WO02

207 o o
HM
0= M

779,25

'H-RMN (300 MHz, CD;0D)
7,78-7,64 (m, 4H), 7,39-7,32 (m,
3H), 7,21-7,18 (m, 2H), 7,12-
6,95 (m, 1H), 5,09-5,03(m, 1H),
4,28-427 (m, 1H), 4,15-4,13 (m,
1H), 3,52-3,47 (m, 2H), 3,29-
3,22 (m, 4H), 3,18-2,63 (m, 7H),
2,13-2,05 (m, 1H), 1,28-1,11 (m,
18H);

22

208

PH=C CH,
. I’-,\NAC”@’_‘&NW 1
HN Na_‘/.J
LE M H,C' CHs
0

Cl \\N

806,55

49

209

o o

HM |
0= K
SCH,
N’/\r‘ ;
o Krm

CHE\/\Q\fﬂ

ch _..rr"N

Rl cl

H,C

7791

1H-RMN (300 MHz, DMSO-d6)
811,03 (s, 1H), 7,87 (d, T=8,8
Hz, 1H), 7,73 (dd, T = 8,6, 6,7
Hz, 3H), 7,61 (d, J = 8,5 Hz, 1H),
7,38-7,26 (m, 3H), 7,25-7,14 (m,
2H), 6,97 (dd, J = 8.8, 2,4 Hz,
1H), 5,03 (dd, J = 12,6, 5,3 Hz,
1H), 4,29 (s, 1H), 4,03 (d, J=9,1
Hz, 1H), 3,45 (dd, J = 12,6, 3,3
Hz, 2H), 3,19 (dd, J = 12,5, 6,5
Hz, 2H), 3,00 (td, J = 6,4, 3,4 Hz,
2H), 2,91-2,62 (m, 4H), 2,60-
2,47 (m, 2H), 1,98 (dd, J = 10,9,
5,6 Hz, 1H), 1,19 (s, 6H), 1,10 (s,
6H), 0,98 (d, ] = 6,2 Hz, 6H).

22
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FIG. 3 Continuacion.

210

1513291.122WO02

211

cl

CH,
4] 0 DH '.c 0
o " \Q\
A CH
0= M N/‘\] H H.C 1 ‘:::_N
M

792,4

'H-RMN (300 MHz, DMSO-d6)
§ 11,08 (s, 1H), 7,92-7,89 (d, J =
9 Hz, 1H), 7,75-7,67 (m, 3H),
7,45-7,42 (d, T = 9,0 Hz, 1H),
7,35 (s, 1H), 7,28-7,25 (d, I =
9Hz, 1H), 7,21 (s, 1H), 7,02-6,98
(m, 1H), 6,45-6,42 (d, ] =
9Hz,2H),5,10-5,05 (m, 1H) , 4,32
(s, 1H),4,07-3,99 (m, 3H), 3,59-
3,55 (m, 2H), 3,47-3,45 (m,4H),
3,00-2,89 (m, 2H), 2,66-2,50(m,
8H), 2,04-2,00 (m, 1H), 1,21 (s,

40

N
0 Q Onc, ,CH
H, CH;
cl \\

820,58

6H),1,12 (s, 6H):;
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FIG. 3 Continuacion.

1513291.122WO02

212 o o
Hi M,
L5
A 0 TH-RMN (300 MHz, DMSO-d)
811,08 (s, 1H), 8,61 (s, 1H), 7,90-
7,84 (m, 1H), 7,74- 7,67 (m, 2H),
\ 7,49- 7,41 (m, 1H), 7,20- 7,16 (m,
1H), 7,02- 6,89 (m, 3H), 5,17 - 5,07
o 836,55 | (m, 1H), 4,29 (s, 1H), 4,06- 3,99 (m, 5
e 1H), 3,91- 3,68 (m, 6H), 2,92- 2,50
; (m, 7H), 2,42- 2,34 (m, 4H), 2,06-
He & 1,98 (m, 1H), 1,78- 1,60 (m, 2H),
CH, 1,54- 1,38 (m, 3H), 1,26 - 1,10 (m,
14H)
cl
n
|
213 CH,
o o F oHaC G
HHM v
N CH
N"’""j N cl
0 L‘-../N
214 CH,
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N CH
N/."‘j N cl
F k\_/w
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FIG. 3 Continuacion.

1513291.122WO02

215

My,

° :{N}N:);@\rc

|
M.z o
HsC
HN,, cH
H,C o
cH, |

'H-RMN (300 MHz, DMSO-de): 5
11,07 (s, 1H), 8,60 (s, 1H), 7,95-7,85
(m, 2H), 7,69 (d, J = 8,6 Hz, 1H),
7,57 (d, 1 =9,2 Hz, 1H), 7,34 (s,
1H), 7,31(m, 1H) 7,17 (m, 1H), 7,00
(dd, J=8.8,2,5 Hz, 1H), 6,85 (d, J =
9,0 Hz, 1H), 5,07 (dd, J = 12,7, 5.6 94
Hz, 1H), 4,47 (s, 1H), 4,33 (d, J =
19,6 Hz, 2H), 4,05 (d, = 9,1 Hz,
1H), 3,47 (s, 4H), 2,86 (d, ] = 14,6
Hz, 2H), 2,55 (s, SH), 2,24 (s,
1H),2,02 (m, 3H) 1,67 (m, 2H), 1,58
(m, 3H), 1,20 (m, 7H), 1,16 (m, 10H
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FIG. 3 Continuacion.

1513291.122WO02

216
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(4] H
. I\j
N

Il
N

821,4

TH-RMN (400 MHz, DMSO-de)
§ 11,12 (s, 1H), 7,91 (d, 1 =8,8
Hz, 1H), 7,88-7,82 (m, 1H), 7,74
(d, J=8,4 Hz, 2H), 7,43 (d, ] =
9,2 Hz, 1H), 7,32-7,24 (m, 2H),
7,21 (d, J=2,3 Hz, 1H), 7,01
(dd, J=8,8,2,4 Hz, 1H), 6,43 (d,
J=8,4 Hz, 2H), 5,13 (dd, ] =
12,9, 5,3 Hz, 1H), 4,97 (td, ] =

6,5, 3,2 Hz, 1H), 4,33 (s, 1H), 51
4,04-4,02 (m, 3H), 3,54 (t, ] =
6,6 Hz, 2H), 3,12-3,10 (m, 1H),
2,93-2,90 (m, 13,9, 5,4 Hz, 1H),
2,79-2,77 (m, 1H), 2,71- 2,52 (m,
2H), 2,40 (dt, J = 12,7, 6,6 Hz,
2H), 2,22 (q, J = 7,4 Hz, 4H),
2,12 - 2,00 (m, 4H), 1,76 (q, J =
7,2 Hz, 2H), 1,22 (s, 6H), 1,13 (s,
6H);
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FIG. 3 Continuacion.

1513291.122WO02

217 o 0O

5,07 (1H, dd, J = 5,2, 12,8 Hz), 7,00

799 52
HN-';. CH;
H,C o
CH;
cl
i
il
218 Ch TH-RMN (400 MHz, DMSO-dg)
S HHsE o cl 1,13 (6H, 5), 1.22 (6H, s), 1,73-1,78
i ; (2H, m), 1,99-2,02 (1H, m), 2,42-
Sl N CH, - 2,49 (SH, m), 2,53-2,60 (6H, m),
N H H.C = 2,83-2,89 (1H, m), 3,43 (5H, s), 4.06
1H, d, J = 8,8 Hz), 4,32 (1H. ),
0 7913 | ¢ 56
L\v-‘N'\-\.“.r'

(1H, dd, J = 2,4, 8.8 Hz), 7,20-7,26
(2H, m), 7,31-7,33 (3H. m), 7,67
(1H, d, J = 8,8 Hz), 7,73-7,79 (3H,
m), 7,90 (1H, d, J = 8,8 Hz), 11,0
(1H, s).

219 CH,

0 0o pHaC 4} : £l
%7 i“"
0= M CH, -
H H.c =
N/\-"'l LAY !

'H-RMN (400 MHz, DMSO-d) 5
1,13 (6H, 5), 1,23 (6H, s), 1,98-2,02
(1H, m), 2,15-2,49 (SH, m), 2,52-

2,67 (SH, m), 2,83-2,92 (1H, m), 56
3,44 (4H, s), 3,64-3,68 (1H, m), 4,06
(1H, d, J=9,2 Hz), 4,32 (1H, s),
5,07 (1H, dd, J = 5.6, 12,8 Hz), 7,00
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FIG. 3 Continuacion.

1513291.122WO02

(1H, dd, J = 2,4, 8,8 Hz), 7,21 (1H,
d,J=24Hz),7,25(1H,d,J=8,8
Hz), 7,34-7,39 (3H, m), 7,68 (1H, d,
J = 8,4 Hz),7,74-7,80 (3H, m), 7,90
(1H,d, J=8,4 Hz), 11,0 (1H, 5).

220

[#] 0\
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o= N
) N/\|
8] L\/N\O\
-E\_JJN X
I
M. o
HiC

TH-RMN (300 MHz, DMSO-ds): & 11,06
(s, 1H), 8,57 (d, J = 2,4 Hz, 1H), 7,95-
7,83 (m, 2H), 7,66 (d, ] = 8,5 Hz, 1H),
7,55 (d,J =9,2 Hz, 1H), 7,34-7,17 (m,

3H), 7,00 (dd, J = 8.8, 2.4 Hz, 1H), 6,83
(d,7=9,1 Hz, 1H), 5,06 (dd, ] = 12,6,
5,3 Hz, 1H), 4,53 (d, J = 13,1 Hz, 1H),

431(d, J=10,7 Hz, 2H), 4,04 (d,J=9,2

Hz, 1H), 3,39 (m, 4H), 3,06 (d, J=12.5

Hz, 1H), 2,86 (d, J = 11,6 Hz, 2H), 2,59
(m, 6H), 2,03 (s, 2H), 1,72 (1, T = 13,2

Hz, 4H), 1,60-1,32 (m, 5H), 1,21 (d,J =

2,0 Hz, 7H), 1,11 (s, 6H);

94
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o

'H-RMN (300 MHz, DMSO-ds): & 11,07
(s, 1H), 8,61 (d, J = 2,4 Hz, 1H), 7,96-
7,85 (m, 2H), 7,68 (d, ] = 8,5 Hz, 1H),
7,56 (d,J =9,1 Hz, 1H), 7,34-7,17 (m,
3H), 7,00 (dd, J = 8,7, 2,4 Hz, 1H), 6,85
(d,7=9,0 Hz, 1H), 5,07 (dd, I = 12,7,
5,4 Hz, 1H), 4,30 (s, 1H), 4,20 (d,J =
13,0 Hz, 1H), 4,05 (d, ] = 9,2 Hz, 2H),
3,43 (s, 4H), 3,08 (dd, J = 23,5, 12,0 Hz,
2H), 2,88 (t, J = 13,6 Hz, 1H), 2,68 (s,
5H), 2,38 (s, 2H), 2,07-1,96 (m, 1H),
1,87-1,49 (m, 9H), 1,41- 1,28 (m, 1H),
1,21 (s, 6H), 1,11 (s, 6H)
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LM AN
Mo, e o
H;C
HM,, CH;
H,C o
CH; |
cl
n
I
o o
HM
0= M
N’fﬁ
o} K/N
Thx,
- 0
H,C
HMN,,, CH,
H,C o
CH,
Cl

808,3

'H-RMN (300 MHz, DMSO-ds): & 11,08
(s, 1H), 8,24 (d, J = 9,2 Hz, 1H), 7,90 (d,
J=8,8 Hz, 1H), 7,83 (d, J =9,5 Hz, 1H),
7,67 (d,J=8,5 Hz, 1H), 7,40 (d, 1= 9,6
Hz, 1H), 7,33 (d, = 2,1 Hz, 1H), 7,25
(g, 7=4,0, 3,0 Hz, 2H), 7,03 (dd, J = 8.8,
2,5 Hz, 1H), 5,06 (dd, J = 12,7, 5,3 Hz,
1H), 4,53 (d, J = 13,2 Hz, 2H), 4,46 (s,
1H), 4,00 (d, J = 9,1 Hz, 1H), 3,43 (sa,
4H), 3,05 (t, ] = 12,5 Hz, 2H), 2,89 (s,
1H), 2,60 (d, J = 31,4 Hz, 7H), 2,01 (m,
1H), 1,91 (m, 2H), 1,46 (m, 2H), 1,22 (s,
6H), 1,14 (s, 6H).
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o 0
HHN

0= M

NN e i

a ]\_‘/N H.C 3

N
\C HNI--%}"’
H,c® CHs

cl \:'-1”

792,3

'H-RMN (300 MHz, DMSO-ds) 5 11,06
(s, 1H), 7,87 (d, J = 8.8 Hz, 1H), 7,69
(dd, J = 16,6, 8,5 Hz, 3H), 7,43 — 7,30
(m, 2H), 7,30 (m, 1H), 7,14 (m, 1H),

6,97 (dd, J = 8,8, 2,5 Hz, 1H), 6,56 (d, J

=8.,7 Hz, 2H), 5,05 (dd, J = 12,7, 5,4 Hz,
1H), 4,29 (s, 1H), 4,02 (d, J = 9,3 Hz,
1H), 3,56 (t, J = 8,4 Hz, 1H), 3,39 (s,

SH), 3,13 (t, J=8,7 Hz, 1H), 2,97 (d, ] =
8,7 Hz, 2H), 2.83-2,56 (m, 5H), 2,52-

2,04 (m, 2H), 1,88 (m, 3H),, 1,18 (d, T =

27,9 Hz, 6H), 1,04 (d, ] = 27,9 Hz, 6H).

26

224

o o
HM \
o N
Tl
0

778,5

H-RMN-PH-ARV-LS-049-Q-0 (300
MHz, DMSO-dg, ppm):5 11,08 (s,
1H), 7,91 (d,J = 8,7 Hz, 1H), 7,77
(d, T = 8,6 Hz, 2H), 7,67 (d, T = 8,3
Hz, 1H), 7,52 (d, J = 9,2 Hz, 1H),
7,21 (d, J = 2,4 Hz, 1H), 7,06- 6,95
(m, 3H), 6,82 (d, J = 2,0 Hz, 1H),
6,68 (dd, J = 8,4, 2,1 Hz, 1H), 5,07
(dd, J=12,6, 5,4 Hz, 1H), 4,33 (s,
1H), 4,21-4,12(m, 2H), 4,11-4,01
(m, 1H), 3,93 (dd, J = 8.8, 4,8 Hz,
2H), 3,41 (p, J = 5,7 Hz, 1H), 3,29

(s, 3H), 2,94-2,80 (m, 1H), 2,64-2,51
(m, 4H), 2,50-2,40 (m, 3H), 2,11-
1,97 (m, 1H), 1,22 (s, 6H), 1,13 (s,

6H)
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FIG. 3 Continuacion.

"o
&

820,3

H-RMN (400 MHz, DMSO-d6)
811,05 (s, 1H), 7,88 (d, J = 8,7 Hz,
1H), 7,71 (t, ] = 8,4 Hz, 3H), 7,37
(d, J=8,9 Hz, 2H), 7,31- 7,15 (m,
2H), 6,98 (dd, J = 8,7, 2,4 Hz, 1H),
6,56 (d, ] = 8,6 Hz, 2H), 5,06 (m, 18
1H), 4,30 (s, 1H), 4,04 (4,7 =9,1

Hz, 1H), 3,75 (m, 2H), 3,70-3,51 (m,
5H), 3,51- 3,32 (m, 5H), 2,85 (m,
1H), 2,57 (m, 2H), 2,37-1,81 (m,

4H), 1,15 (d, 12H)

226

838,3

'H-RMN (400 MHz, DMSO-ds) 811,11
(s, 1H), 7,92 (d, T = 8,7 Hz, 1H), 7,78
(m, 3H), 7,53 (d, ] = 7,2 Hz, 1H), 7,41

(d,7=9,2 Hz, 1H), 7,22 (s, 1H), 7,02 (d,

J=8.,6 Hz, 1H), 6,60 (d, J = 8,4 Hz, 2H),
5,13 (dd, J=12.9, 5,3 Hz, 1H), 4,33 (s,
1H), 4,07 (d, J = 9,2 Hz, 1H), 3,80 (s,

2H), 3,61 (m, 2H), 3,44 (m, 2H), 3,36 (d,

J=9.9 Hz, 4H), 3,25 (d, ] = 6,1 Hz, 2H),
2,94-2,83 (m, 1H), 2,60 (t, J = 14,3 Hz,
3H), 2,30- 2,11 (m, 2H), 2,06 (m, 1H),

1,23 (s, 6H), 1,14 (s, 6H)
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; Ko

824,3

1H-RMN (300 MHz, DMSO-d6): 6
11,07 (s, 1H), 7,87 (d, 1 = 8,7 Hz, 1H),
7,70 (m, 3H), 7,38 (dd, J=27,2, 8,3 Hz,
2H), 7,17 (d, J=2,4 Hz, 1H), 6,97 (dd, J
=8.8,2,4 Hz, 1H), 6,51 (d, ] =8,7 Hz,
2H), 5,07 (dd, J = 12,9, 5,3 Hz, 1H),
4,28 (s, 1H), 4,02 (d, J = 9,1 Hz, 1H), 49
3,49-3,30 (m, 2H), 3,24-3,17 (m, 4H),
3,09-2,98 (m, 1H), 2,91-2,78 (m, 1H),
2,65-2,48 (m, 6H), 2,47-2,42 (m, 2H),
2,41-2,39 (m, 2H), 2,15-1,98 (m, 2H),
1,80-1,60(m, 1H), 1,18 (s, 6H), 1,09 (s,
6H).;

228

o o
HM F D
M h

824,2

1H-RMN (300 MHz, DMSO-d6) &
11,04 (s, 1H), 7,87 (d, J = 8,7 Hz,
1H), 7,72 (d, J = 8,6 Hz, 2H), 7,52
(m, 2H), 7,17 (d, J = 2,4 Hz, 1H),
7,06 — 6,89 (m, 4H), 5,03 (dd, J =

12,8, 5,4 Hz, 1H), 4,28 (s, 1H), 4,02
(d, J=9,1 Hz, 1H), 3,78-3,58 (m,
3H), 3,44 -3,21(m, 4H), 2,94-2,75
(m, 1H), 2,64-2,55 (m, SH), 2,42
(m, 3H), 2,37 (d, J = 7.4 Hz, 2H),
2,12 1,92 (m, 2H), 1,68 (m, 1H),

1,18 (s, 6H), 1,09 (s, 6H)
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a}?;@m@@

Nir
H HC

779,3

'H-RMN (300 MHz, d6-DMSO) &
1,13 (s, 6H), 1,22 (s, 6H), 2,07 (s,
1H), 2,52-2,64 (m, 2H), 2,82-2,90
(m, 3H), 3,37-3,44 (m, 4H), 3,96 (s,
4H), 4,04-4,07 (m, 1H), 4,18 (s, 2H),
4,32 (s, 1H), 5,16 (s, 1H), 6,42-6,45
(m, 2H), 7,00-7,03 (m, 1H), 7,21 (s,
1H), 7,35-7,44 (m, 3H), 7,72-7,74
(m, 2H), 7,84-7,93 (m, 2H), 11,13 (s,
1H).

24

230

O
OO
H,C

HL CHs

cl ,
W

848,4

1H-RMN (400 MHz, DMSO-d6): &
11,06 (s, 1H), 7,90 (m, 1H), 7,75 (m,
2H), 7,65 (m, 1H), 7,55 (m, 1H),
7,20 (m, 1H), 7,02 (m, 3H), 6,97 (m,
1H), 6,85 (m, 1H), 5,04 (m, 1H),
4,50 (m, 1H), 4,30 (m, 1H), 4,12 (m, 6
1H), 4,05 (m, 1H), 3,95 (m, 2H),
3,70 (m, 1H), 3,50 (m, 3H), 3,30 (m,
1H), 3,00 -2,88 (m, 4H), 2,62-2,52
(m, 4H), 2,41-2,02 (m, 3H), 2,01-1,4
(m, 3H), 1,30-1,10 (d, 12H

231

o o
HI ) F
oﬂj—m
N"\]
o I\/N

Cl

854,45

1H-RMN (300 MHz, CDCL3): 5 8,12 (d,
J=9,1 Hz, 1H), 8,03 (s, 1H), 7,94 (d,J =
9,5 Hz, 1H), 7,54 (d, J = 8,7 Hz, 1H),
745(d, J=11,0 Hz, 1H), 7,37 (d,J = 7.3
Hz, 1H), 7,01 — 6,91 (m, 2H), 6,78 (dd, J
=8,7,2,4 Hz, 1H), 4,91 (dd, J = 12,2,
5,3 Hz, 1H), 4,50 (d, J = 13,3 Hz, 2H), 29
4,17 (d,J=9,1 Hz, 1H), 4,04 (s, 1H),
3,28 (s, 4H), 3,03 (t, ] = 12,3 Hz, 2H),
2,94 — 2,66 (m, 3H), 2,62 (s, 4H), 2,46
(s, 2H), 2,17 — 2,06 (m, 1H), 1,98 (s,
OH), 1,86 (d, J = 12,9 Hz, 2H), 1,69 (s,
1H), 1,26 (s, 9H), 1,19 (s, 6H).
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CH,

Rt m
HHN f‘m@
CH; = N
CHy N2y o cl
Az
NN

CH,

850,5

'H-RMN (400 MHz, DMSO-d6): &
1,11 (s, 6H), 1,17-1,32 (m, 16H),
1,77-1,82 (m, 1H), 1,95-2,07 (m,
2H), 2,17-2,33 (m, 4H), 2,54-2.61

(m, 4H), 2,83-2,94 (m, 1H), 3,47 (s,

4H), 4,04 (d, T =92 Hz, 1H), 4,29

(s, 1H), 4,95-5,01 (m, 1H), 5,04-5,11

(m, 1H), 6,98-7,04 (m, 1H), 7,20-
7,37 (m, 3H), 7,66-7,73 (m, 2H),

7,90 (d, J = 8,8 Hz, 1H), 8,74-8,85

(m, 2H), 11,08 (s, 1H).

95

233

CH,

H,C 0

Wit

M
ot ii@ Qﬁ* h

850,5

'H-RMN (400 MHz, DMSO-d6): &
1,11 (s, 6H), 1,22-1,32 (m, 14H),
1,80 (d, J = 12,4 Hz, 2H), 1,99-2,03
(m, 1H), 2,24-2,33 (m, 3H), 2,55-
2,61 (m, 6H), 2,84-2,93 (m, 1H),
3,47 (m, 4H), 4,04 (d, J = 9,2 Hz,
1H), 4,29 (s, 1 H), 4,96-5,01(m, 2H),
5,07 (dd, J = 5,2,12,8Hz, 1H), 5,07
(dd, J=2,4,8,8Hz, 1H), 7,21 (d, J =
2,0 Hz, 1H), 7,28 (d, ] = 8,8 Hz,

1H), 7,36 (s, 1H), 7,68-7,74 (m, 2H),

7,90 (d, J = 8,8 Hz, 1H), 8,79 (s,
2H), 11,08 (s, 1H).
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234

CH,
H,C .0
HN CH .
CHy ° =
CHy NS0 cl
WP
N N

::HE

850,6

'H-RMN (400 MHz, DMSO-d6): &
1,12 (s, 6H), 1,22 (d, J = 7,2 Hz,
6H), 1,26-1,30 (m, 6H), 1,68 (d, ] =
13,0 Hz, 1H), 1,78-1,88 (m, 2H),
2,00-2,04 (m, 1H), 2,16-2,38 (m,
S5H), 2,54-2,68 (m, SH), 2,84-2,94
(m, 1H), 3,47 (s, 4H), 4,04 (d, ] =
8,8 Hz, 1H), 4,29 (s, 1H), 4,48-4,56
(m, 2H), 5,08(d, J = 12,8 Hz,1H),
7,01 (d,J = 8,8 Hz, 1H), 7,21 (d,J =
2,4 Hz, 1H), 7,27 (d,J = 8,4 Hz,

1H), 7,36 (s, 1H), 7,68-7,71 (m, 2H),

7,90 (d, ] = 8,8 Hz, 1H), 8,78 (s,

95

124

AM 67300178.1




FIG. 3 Continuacion.

1513291.122WO02

2H), 11,09 (s, 1H).

235

HM

M
jod
u] “Cl
HEC><><CHE
HE" " CH,
O._ _NH
é 807,54
M
o @
HM
a0 OWs,
J Q
0
236 !/\“ i H-RMN-PH-ARV-LS-035-H-0:
. T (300 MHz, CD;0D, ppm) & 8,60-
Ny chyw [ 8,59 (d, J=2,4Hz, 1H), 7,97-7,94 (m,
H,C oM = 1H), 7,87-7,70 (m, 4H), 7,13-7,12
7 0 (d, J=2,4Hz, 1H), 6,99-6,96 (m, 1H),
s o 87565 | 6:806.83 (m, 1H), 5,17-5,11 (m, %

1H), 4,40-4,35 (m, 2H), 4,28 (s, 1H),
4,14 (s, 1H), 3,07-2,77 (m, 10H),
2,28-2,13 (m, 6H), 2,00-1,78 (m,
8H), 1,61-1,58 (m, 1H), 1,42-1,33
(m, 1H), 1,28 (s, 6H), 1,21 (s, 6H),
1,13-1,00 (m, 1H).
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FIG. 3 Continuacion.
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Cl

'H-RMN (300 MHz, CD;0D): &
7,77-7,70 (m, 4H), 7,25-7,19 (m,
2H), 7,13-7,12 (d, J=2,4Hz, 1H),
7,01-6,95 (m, 3H), 5,12-5,06 (m,
g354 | 1H),4.96-4.90 (m, 1H), 4,28 (s,
| 1H), 4,13 (s, 1H), 4,01-3,97 (m,
2H), 2,88-2,68 (m, 9H), 2,36-
2,31 (m, 7H), 2,10-2,00 (m, 1H),
1,95-1,85 (m, 2H), 1,67-1,60 (m,
2H), 1,24 (s, 6H), 1,18 (s, 6H);

'H-RMN (300 MHz, CDCl3) 7,92 (s,

23

238

1H), 7,63-7,47 (m, 4H), 7,22-7,19
(m, 1H), 7,01-6,98 (m, 1H), 6,97-
6,89 (m, 1H), 6,88-6,71 (m, 1H),
6,53-6,50 (m, 2H), 6,00 (m, 1H),
820,35 | 488-4.84 (m, 1H), 4,08-4,05 (m,
’ 1H), 3,96-3,92 (m, 3H), 3,30 (s, 1H),
2,97-2,80 (m, 5H) , 2,65-2,64 (m,
2H), 2,77-2,64 (m, 1H), 2,33 (s, 1H),
2,06-2,03 (m, 3H), 1,93 (m,2H),
1,51-1,35 (m, 5H), 1,18 (m, 6H),
1,14(m, 6H), 0,81-0,76 (m, 1H);

36
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o O

HHM )
: Y
0 (A

835,1

'H-RMN (400 MHz, DMSO-d6)
811,05 (s, 1H), 7,88-7,85 (d,
J=9,0 Hz, 1H), 7,73-7,63 (m,

3H), 7,50-7,47 (d, J=9,0 Hz, 1H),

7,30-7,17 (m, 3H), 6,99-6,92 (m, 38

3H), 5,06-5,00 (m, 1H), 4,28 (s,
1H), 4,03-4,00 (m, 1H), 3,40-

3,22 (m, 8H), 2,86-2,79 (m, 1H),
2,53-2,46 (m, 14H), 2,03-1,98
(m, 1H), 1,18-1,08 (m, 12H);

240

M
a0
HH M. _CH,
0o O Waas
. o™ EH,
]

863,4

H-RMN (300 MHz, DMSO-d6) & 11,09
(s, 1H), 7,90-7,87 (d, J = 9Hz, 1H), 7,82-
7,80 (d,J = 6 Hz, 1H), 7,72-7,69 (d, J =
9 Hz, 2H), 7,47-7,44 (d, J = 9 Hz, 1H),
7,26-7,18 (m, 3H), 7,00-6,92 (m, 3H),
5,12-5,06 (m, 1H), 4,88 (s, 1H), 4,30 (s,
1H), 4,04-4,01 (d, ] = 9 Hz, 1H), 3,88- 23
3,84 (d, J = 12 Hz, 2H), 3,67-3,30 (m,
1H), 2,91-2,70 (m, 4H), 2,60-2,37 (m,
4H), 2,24-2,13 (m, 4H), 2,05-2,00 (m,
1H), 1,82-1,78 (d, ] = 12 Hz, 2H), 1,54
(s, 1H), 1,19 (s, 6H), 1,10 (s, 8H), 0,91-
0,89 (d, J=6 Hz, 6H)
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834,5

'H-RMN (400 MHz, DMSO): §
11,08 (s, 1H), 8,77-8,68 (m, 2H),
7,91 (d, J=8,8 Hz, 1H), 7,68 (d, J =
8,7 Hz, 2H), 7,33 (d, 1= 2,3 Hz,
1H), 7,29-7,19 (m, 2H), 7,02-6,99
(m, 1H), 5,09-5,05 (m, 1H), 4,64 (s,
1H), 4,29 (s, 1H), 4,04 (4,7 =9,1
Hz, 1H), 3,55 (m, 1H), 3,44-3,42 (m,
4H), 3,35-3,32 (m, 1H), 2,92-2.81
(m, 1H), 2,68-2,53 (m, SH), 2,48-
2,36 (m, 3H), 2,35-2,18 (m, 2H),
2,08-1,91 (m, 2H), 1,81 (m, 1H),
1,69 (m, 1H), 1,22 (s, 6H), 1,12 (s,
6H), 1,06 (m, 1H)

97

AM 67300178.1

128




FIG. 3 Continuacion.

1513291.122WO02

242

0

834,1

'H-RMN (400 MHz, DMSO): §
11,08 (s, 1H), 8,73 (d, ] = 2,7 Hz,
2H), 7,91 (d, J = 8,8 Hz, 1H), 7,67
(m, 2H), 7,34 (d, J = 2,1 Hz, 1H),
7,29-7,24 (m, 1H), 7,22 (d, T = 2,4

Hz, 1H), 7,01 (m, 1H), 5,07 (m, 1H),
4,68 (s, 1H), 4,30 (s, 1H), 4,04 (d, J
=9,2 Hz, 1H), 3,51-3,39 (m, SH),
3,34 (m, 1H), 3,26 (m, 1H), 2,96-
2,82 (m, 1H), 2,56 (m, SH), 2,44-
2,34 (m, 1H), 2,17 (m, 1H), 2,04-

1,96 (m, 2H), 1,80-1,54 (m, 3H),
1,37 (d, J = 11,8 Hz, 1H), 1,22 (m,

7H), 1,12 (s, 6H)
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243

HH
0

840,35

H-RMN (400 MHz, DMSO-d6)
811,12 (s, 1H), 8,76 (s, 2H), 7,92-
7,90 (d, J = 8,8Hz, 2H), 7,76-7,70

(m, 2H), 7,48-7,46 (d, ]=7,2Hz, 1H),
7,23-7,22 (d, J=2,4Hz, 1H), 7,03-
7,01 (m, 1H), 5,14-5,1 (m, 1H),
4,78-4,74 (d, J=12.8Hz, 2H), 4,30 (s,
1H), 4,06-4,04 (d, J=9,2Hz, 1H),

3,27 (s, 3H), 3,03-2,97 (m, 3H),

2,63-2,52 (m, 6H), 2,24-2,23 (m,
2H), 2,05-2,04 (m, 1H), 1,86-1,83
(m, 3H), 1,23 (s, 6H), 1,12 (s, 6H),

1,09 -1,06 (m, 2H)

49
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0 H
M

781,3

'H-RMN (300 MHz, DMSO-de): & 11,12
(s, 1H), 7,91 (d, J = 8,8 Hz, 1H), 7,84 (d,
J=83Hz, 1H), 7,75 (d, J = 8,6 Hz, 2H),
748 (d, J=2,3 Hz, 1H), 7,45-7,32 (m,
2H), 7,21 (d, T = 2,4 Hz, 1H), 7,01 (dd, J
=8,8,2,5 Hz, 1H), 6,57 (d, ] = 8,8 Hz,
2H), 5,13 (dd, J = 12,8, 5,2 Hz, 1H),
4,33 (s, 3H), 4,06 (d, ] = 9,1 Hz, 1H),
3,55 (t,J = 8,3 Hz, 1H), 3,45 (t, ] = 8,7
Hz, 1H), 3,29 (d, J = 8,9 Hz, 2H), 3,20-
3,07 (m, 1H), 2,88 (d, J = 12,3 Hz, 3H),
2,60 (d, J = 18,2 Hz, 2H), 2,36 (s, 3H),
2,22 (s, 1H), 2,06 (d, J = 10,6 Hz, 1H),
1,96-1,83 (m, 1H), 1,22 (s, 6H), 1,13 (s,
6H).

93

245

779,15

'H-RMN (300 MHz, DMSO-ds)
811,08 (s, 1H), 7,84 (dd, J =
18,3, 8,7 Hz, 2H), 7,71 (d,J = 8,2
Hz, 2H), 7,35 -7,26 (d,1 = 6,5
Hz, 4H), 7,17 (s, 1H), 6,49 (d, J =
8,5 Hz, 2H), 5,15 — 5,02 (m, 2H),
4,29 (s, 1H), 4,02 (d, ] =9,2 Hz,
1H), 3,76 (d, J = 6,9 Hz, 3H),
3,09 (dd, J = 25,1, 8,6 Hz, 4H),
2,98 (s, 2H), 2,54 (s, 2H),
1,97(s,4H),1,18 (s, 6H), 1,09 (s,
6H).

23
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FIG. 3 Continuacion.
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793,25

1H-RMN (300 MHz, CDCL3) §
11,07 (s, 1H), 7,76 (t, J = 8,0 Hz,
3H), 7,58 (d, J = 8,6 Hz, 1H), 7,33
(d, T=18,6 Hz, 2H), 7,19 (d, = 8,2
Hz, 1H), 6,99 (d, J = 2,3 Hz, 1H),
6,84 (dd, J = 8.8, 2,4 Hz, 1H), 6,53
(d, T = 8,4 Hz, 2H), 4,22 (d, T = 8,3
Hz, 3H), 4,10 (s, 1H), 3,45 (s, 4H),
3,19 (s, 2H), 3,08 (s, 4H), 2,67 (d,
=17,7 Hz, 4H), 2,57 (d,J = 13,7 Hz,
1H), 2,28 (s, 1H), 1,77 (s, 1H), 1,37
(s, 3H), 1,28 (d, J = 4,9 Hz, 9H).;

55

246 M
"«
H.C. CH,
G—é""NH
I [
H.C r:Ha} i:: CDT_
247

£H,

802,5

'H-RMN (400 MHz, d-
DMS0):511,086(s,1H),8,754(s,2H),
7,708-
7,674(m,3H),7,348(s, 1H),7,275-
7,253(d,J=8,8Hz,1H),6,938-
6,933(d,J=2Hz,1H),6,830-
6,803(m, 1H),5,098-
5,052(m, 1H),4,764-
4,732(d,J=12,8Hz,2H),4,193(s,1 H),4
,036-
4,013(d,J=9,2Hz,1H),3,450(s.4H),3,
020-2,961(m,2H),2,932-
2,840(m, 1 H),2,608-
2,537(m,6H),2,507-
2,498(m,3H),2,216-
2,199(d,J=6,8Hz,2H),2,076-
2,018(m, 1H),2,005-
1,914(m,1H),1,851-
1,819(d,J=12,8Hz,2H),1,215(s,6H), 1
,110(s,6H),1,073-1,018(m,2H)

49
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FIG. 3 Continuacion.
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248

o o

HI ]
N/\
‘\/N

765,7

'H-RMN (400 MHz, d-DMSO): &
10,69 (s,1H), 7,91-7,89 (d, J=8,8Hz,
1H), 7,78-7,74 (m, 3H), 7,53-7,51
(d, J=8,4Hz, 1H), 7,32-7,30 (d,
J=8,0Hz, 2H), 7,21-7,20 (d,
J=2,4Hz, 1H), 7,05-6,98 (m, 3H),
5,30 (s, 2H), 4,58-4,54 (m, 1H), 4,32
(s,1H), 4,07-4,05 (d, J=9,2Hz, 1H),
3,29-3,26 (m, 4H), 2,69-2,58 (m,
4H), 2,50-2,49 (m, 4H), 2,33-2,32 (s,
2H), 2,07-1,95 (m, 2H), 1,64-1,50
(m, 4H), 1,20 (s, 6H), 1,10 (s, 6H);

21A

249

765,7

'H-RMN (400 MHz, d-DMSO):
810,69 (s, 1H), 7,91-7,89 (d,
J=8,8Hz, 1H), 7,78-7,74 (m, 3H),
7,53-7,51 (d, J=8,4Hz, 1H), 7,32-
7,30 (d, J=8,0Hz, 2H), 7,21-7,20 (d,
J=2,4Hz, 1H), 7,05-6,98 (m, 3H),
5,29 (s, 2H), 4,58-4,54 (m, 1H), 4,32
(s,1H), 4,07-4,05 (d, J=9,2Hz, 1H),
3,29-3,27 (m, 4H), 2,69-2,58 (m,
4H), 2,50-2,49 (m, 4H), 2,34-2,32 (s,
2H), 2,01-1,92 (m, 2H), 1,66-1,48
(m, 4H), 1,23 (s, 6H), 1,18 (s, 6H);

21A
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FIG. 3 Continuacion.

1513291.122WO02

251

793,7

'H-RMN (400 MHz, d-DMSO):
§7,92-7,89 (d, J=8,4Hz, 1H), 7,78-
7,66 (m, 4H), 7,32-7,30 (d, J=8,0Hz,
2H), 7,21-7,10 (m, 3H), 7,01-7,00
(d, 1=6,8Hz, 1H), 5,39 (s, 1H), 4,62
(s, 1H), 4,33 (s,1H), 4,07-3,98 (m, 21A
3H), 3,56-3,40 (m, 2H), 3,34-3,08
(m, 6H), 2,67-2,56 (m, 4H), 2,10-
1,95 (m, 2H), 1,68-1,55 (m, 4H),
1,33 (m, SH), 1,23 (s, 6H), 1,13 (s,
6H);

793,7

'H-RMN (400 MHz, d-DMSO): &
10,70 (s, 1H), 7,91-7,89 (d, J=8,8Hz,
1H), 7,77-7,74 (m, 3H), 7,55-7,53
(d, J=8,4Hz, 1H), 7,31-7,29 (d, ] =
8,4Hz, 2H), 7,22-7,10 (d, J=2,0Hz,
1H), 7,08-6,99 (m, 3H), 5,31 (s, 2H), 21A
4,59-4,55 (s, 1H), 4,32 (s,1H), 4,07-
4,05 (m, 1H), 3,34-3,33 (m, 8H),

2,66-2,50 (m, 6H), 2,10-1,90 (m,
2H), 1,60-1,38 (m, 4H), 1,32 (s, 4H),
1,22 (s, 6H), 1,13 (s, 6H);

AM 67300178.1
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FIG. 3 Continuacion.

252

'H-RMN (300 MHz, DMSO-ds) 5 11,11
-11,04 (m, 1 H), 8,07 (d,J=8,7 Hz, 1

H), 7,96 (dd, J=24,7, 8,4 Hz, 1 H), 7,78
(dd, J=24,7,8,4 Hz, 2 H), 7,50 (d, ] =
9,2 Hz, 1 H), 7,44- 7,21 (m, 4 H), 6,93
(d, J=8,7Hz, 2 H), 5,08 (dd, ] = 12,8,
843,4 5,3Hz, 1 H),4,36 (s, 1 H), 4,16 (t, ] =
6,3 Hz, 2 H), 4,04 (d,1=9,3 Hz, 1 H),
3,21 (t,J=4,8 Hz, 3 H), 2,83 (dd, ] =
13,5, 5,3 Hz, 1 H), 2,56 (m, 7 H), 2,31 (t,
J=6,7 Hz, 2 H), 2,00 (s, 1H), 1,96 (t, ] =
7,0 Hz, 2 H), 1,47 (s, 4 H), 1,20 (s, 6 H),
1,11 (s, 6 H);

253

e KI/N
CH, \M\OYD
H,C
HI CH,

"H-RMN (300 MHz, CD30D)
7,93-7,90 (m, 1H), 7,77-7,70 (m,
2H), 7,68-7,65 (m, 1H), 7,36-
7,29 (m, 4H), 7,29-7,19 (m, 2H),
868.4 5,09-5,03 (m, 1H), 4,34-4,31 (m,
’ 1H), 4,17-4,10 (m, 1H), 3,87-
3,80 (m, 2H), 2,84-2,67 (m,
10H), 2,11-2,08 (m, 1H), 1,67-
1,50 (m, 2H), 1,50-1,08 (m,
25H);

98
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254

FIG. 3 Continuacion.

804,3

'H-RMN (300 MHz, CD;0D): &
7,84-7,64 (m, 6H), 7,60-7,35 (m,
2H), 7,13-7,12 (s, 1H), 7,00-6,96
(m, 1H), 6,30 (s, 1H), 5,18-5,12
(m, 1H), 4,70-4,43 (m, 6H), 4,29
(s, 1H), 4,16 (s, 1H), 3,31-3,07
(m, 6H), 2,96-2,48 (m, 8H), 2,21-
2,17 (m, 1H), 1,97-1,92 (m, 1H),
1,28-1,15 (s, 12H);

99

255

801,4

1H-RMN (300 MHz, Metanol-
d4) 8 7,94 — 7,74 (m, 4H), 7,66 —
7,14 (m, 4H), 7,12 — 7,03 (m,
2H), 5,10 (dd, J=12,3, 5,4 Hz,
1H), 4,58 (t,J = 4,2 Hz, 2H),
4,32 (s, 1H), 4,14 (t,J = 4,3 Hz,
1H), 3,72 (t, ] = 4,6 Hz, 2H),
3,55(d, J=8,1 Hz, 7H), 2,75
(dddd, J =22,4,17,9, 8,2, 4,6 Hz,
3H), 2,11 (dtd, J=12,7,4,8,2,3
Hz, 1H), 1,94 — 1,33 (m, 2H),
1,24 (d,J=17,7 Hz, 12H).

135
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256

S,

805,4

'H-RMN (300 MHz, CDCls) 7,80 (s,
1H), 7,70-7,67 (m, 3H), 7,59-7,56
(m, 1H), 7,27 (s, 1H), 7,01 (s, 1H),
6,83-6,80 (m, 1H), 6,61-6,58 (m,

1H), 6,41 (s, 1H), 6,20-6,18 (m, 1H),
5,32-5,27 (m, 2H), 4,76-4,73 (m,

1H), 4,31 (s, 1H), 4,18-4,15 (m, 1H),
4,06 (s, 1H), 3,93-3,75 (m, 1H),
3,64-3,46 (m, 2H), 2,96-2,88 (m,
1H), 2,59-2,53 (m, 2H), 2,22-2,15
(m, 4H), 1,78-1,35 (m, 6H),1,32-
1,23 (m, 18H), 0,88-0,83 (m, 1H);

21A

257

cﬁaht ,.

0
H,C
HM,, CH,
HC 0
CH,
cl
1l
N
CH,
o
0
HH i /@AkH HsC Sy
r/\N Cl
o N I
0

767,51

'H-RMN (300 MHz, Metanol-d4)
5 7,84-7,64 (m, 4H), 7,44 (d, J =
2,2 Hz, 1H), 7,34 (dd, J = 8,3, 2,3
Hz, 1H), 7,10 (d, ] = 2,4 Hz, 1H),
7,03-6,90 (m, 3H), 5,09-5,07 (m,
1H), 4,39- 4,22 (m, 3H), 4,14-
4,12 (m, 1H), 3,38-3,32 (m, 4H),
2,89-2,87 (m, 2H), 2,86-2,63 (m,
7H), 2,17 - 2,02 (m, 1H), 1,22 (d,
J=179Hz, 12H) ;

136
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258

FIG. 3 Continuacion.

805,4

'"H-RMN (300 MHz, Metanol-d4)
8 7,84-7,64 (m, 4H), 7,44 (d, J =
2,2 Hz, 1H), 7,34 (dd, J = 8,3, 2,3
Hz, 1H), 7,10 (d, ] = 2,4 Hz, 1H),
7,03-6,90 (m, 3H), 5,09-5,07 (m,
1H), 4,39- 4,22 (m, 3H), 4,14-
4,12 (m, 1H), 3,38-3,32 (m, 4H),
2,89-2,87 (m, 2H), 2,86-2,63 (m,
7H), 2,17 - 2,02 (m, 1H), 1,22 (d,
J=17,9 Hz, 12H) ;

21A

259

805,4

'H-RMN (400 MHz, CDCls) 7,85 (s,
1H), 7,62-7,60 (m, 3H), 7,50-7,48
(m, 1H), 7,19-7,16 (m, 1H), 6,89-
6,85 (m, 1H), 6,75-6,72 (m, 1H),
6,52-6,50 (m, 1H), 6,32-6,30 (m,
1H), 6,13-6,11 (m, 1H), 5,22-5,13
(m, 2H), 4,67-4,64 (m, 1H), 4,21-
4,15 (m, 1H), 4,10-4,07 (m, 1H),
4,07-3,98 (m, 1H), 3,57-3,50 (m,
1H), 3,32-3,21 (m, 2H), 2,97-2,84
(m, 2H), 2,58-2,40 (m, 6H), 2,12-
2,08 (m, 2H), 1,96-1,83 (m, 2H)
1,54-1,40 (m, 2H), 1,40-1,04 (m,

18H);

21A
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FIG. 3 Conﬂtinuaci()n.
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807.,4

'H-RMN (300 MHz, CDCl3): &
7,85-7,71 (m, 4H), 7,58-7,56 (m,
1H), 7,26-7,22 (m, 2H), 6,99-
6,97 (m, 2H), 6,83-6,79 (m, 2H),
6,25-6,22 (m, 1H), 5,31-5,30 (m,
2H), 4,76-4,65 (m, 3H), 4,45-
4,43 (m, 2H), 4,18-4,06 (m, 2H),
3,49-3,30 (s, 4H), 3,07-2,59 (m,
9H), 2,25-2,20 (m, 2H), 2,01~
1,94 (m, 2H), 1,28-1,23 (d,
J=15,0Hz, 13H);

100

767,4

"H-RMN (400 MHz, CD;0D): &
1,24 (s, 6H), 1,30 (s, 6H), 1,96-2,01
(m, 4H), 2,11-2,17 (m, 1H), 2,44-
2,50 (m, 2H), 2,71-2,78 (m, 2H),
2,83-2,92 (m, 2H), 3,03 (t,J=5,2
Hz, 2H), 3,27 (s, 2H), 4,18 (s, 1H),
4,29 (s, 1H), 4,38 (t,J = 5,2 Hz, 2H),
5,10-5,13 (m, 1H), 6,97-6,99 (m,
1H), 7,13-7,14 (m, 1H), 7,37-7,39
(m, 1H), 7,45-7,48 (m, 2H), 7,72-
7,74 (m, 1H), 7,82-7,85 (m, 1H),
8,14-8,16 (m, 1H), 8,88 (d, J=2,0
Hz, 1H).

9, 101

795,4

'H-RMN (400 MHz, CD;0D): §
1,13 (s, 6H), 1,19 (s, 6H), 1,70-2,05
(m, 10H), 2,35-2,48 (m, 2H), 2,58-
2,90 (m, 7H), 4,08 (s, 1H), 4,12 (t, J

=5,6 Hz, 2H), 4,19 (s, 1H), 4,98-

5,04 (m, 1H), 6,87-6,91 (m, 1H),
7,03 (d, ] = 2,4 Hz, 1H), 7,22-7,26

(m, 1H), 7,32 (d, J = 2,0 Hz, 1H),
7,35 (d, J = 8,4 Hz, 1H), 7,63(d, J =

8,8 Hz, 1H), 7,72 (d, J = 8,4 Hz,
1H), 8,04-8,08 (m, 1H), 8,79 (d, ] =

9, 101

260 o
HN
N‘/\'] “H,c. cH,
K{"N HNIII%D
0 H.c” “CH,
ci
W,
261
L f;:I 1 -
0™~
262
o o N ;
i H H,C
o N
0
138
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FIG. 3 Continuacion.

1513291.122WO02

2,0 Hz, 1H).

263 o o0

795,4

'H-RMN (400 MHz, CD;0D): &
1,13 (s, 6H), 1,19 (s, 6H), 1,70-2,05
(m, 10H), 2,35-2,48 (m, 2H), 2,58-
2,90 (m, 7H), 4,08 (s, 1H), 4,12 (t, J
=5,6 Hz, 2H), 4,19 (s, 1H), 4,98-
5,04 (m, 1H), 6,87-6,91 (m, 1H),
7,03 (d, ] = 2,4 Hz, 1H), 7,22-7,26
(m, 1H), 7,32 (d, J = 2,0 Hz, 1H),
7,35 (d, J = 8,4 Hz, 1H), 7,63(d, J =
8,8 Hz, 1H), 7,72 (d, J = 8,4 Hz,
1H), 8,04-8,08 (m, 1H), 8,79 (d, ] =
2,0 Hz, 1H).
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FIG. 3 Continuacion.
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264 o0

811,3

'H-RMN (300 MHz,d-DMSO)
811,12(s, 1H), 8,65 (s, 1H),
8,38(m, 1H), 7,92- 7,81(m, 3H),
7,50- 7,33(m, 2H), 7,25-7,24(m,
1H), 7,14- 7,01(m, 1H), 5,17-
5,07(m, 1H), 4,44(s, 1H), 4,24-
4,17(m, 2H), 3,99- 3,36(m, SH),
2,91-2,83(m, 2H), 2,64 - 2,54(m,
3H), 2,45- 2,41(m, 2H), 2,28,
1H), 2,09- 2,02(m, 1H), 1,85-
1,47(m, 7H), 1,19 - 1,13 (d, J =
18Hz , 12H).

265 o o

811,7

H-RMN (300 MHz, CD;0D) &
7,94 (s, 1H), 7,79-7,68 (m, 2H),
7,38-7,27 (m, 3H), 7,13-7,12 (d,
J=2,4 Hz, 1H), 6,99-6,96 (m,
1H), 5,11-5,05 (m, 1H), 4,31 (s,
1H), 4,19-4,15 (m, 2H), 4,08 (s, 9
1H), 3,91 (s, 1H), 3,02-2,99 (m,
4H), 2,85-2,71 (m, SH), 1,92-
1,87 (m, 2H),1,76-1,74 (d, J=4,8
Hz, 2H), 1,60-1,58 (d, J=7.2 Hz,
2H), 1,28 (s, 6H), 1,20 (s, 6H);
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FIG. 3 Continuacion.
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266

810,29

H-RMN (400MHz,CD30D, ppm): &
8,37 (d, J=2,8Hz, 1H), 7,97 (d, J=38,8
Hz, 1H), 7,83 (d, ] = 8,3 Hz, 1H), 7,74
(d,J=8,7Hz, 1H), 7,51 — 7,40 (m, 2H),
7,34 (dd, J=8.4,2,3 Hz, 1H), 7,17 (d,J
=2,4Hz, 1H), 7,01 (dd, J = 8,8, 2,4 Hz,

1H), 5,13 (dd, J = 12,6, 5,5 Hz, 1H), 9

4,34 (s, 1H), 4,22 (t, ] = 6,2 Hz, 2H),

4,09 (s, 1H), 3,54 (t, ] =4,9 Hz, 4H),
2,98 (t,J=4,8 Hz, 5H), 2,95 — 2,67 (m,

4),2,15 (m, 1H), 2,00 — 1,88 (m, 2H),
1,84 —1,71 (m, 2H), 1,63 (q,J = 7.9 Hz,

2H), 1,31 (s, 6H), 1,23 (s, 6H).

267

798,4

'H-RMN (300 MHz, CD;0D): &
11,11 (s, 1H), 8,36 (s, 1H), 8,16-
7,81 (m, 3H), 7,44 (m, 1H), 7,37-
7,22 (m, 2H), 7,21 (m, 1H), 7,03-
6,99 (m, 1H), 5,15-5,09 (m, 5,3
Hz, 1H), 4,29 (s, 1H), 4,22-4,10 | 9,102
(m, 3H), 4,05 (d, J = 9,3 Hz, 1H),
3,00-2,80 (m, 3H), 2,64-2,52 (m,
2H), 2,40-2,25 (m, 2H), 2,11-
1,70 (m, 9H), 1,70-1,39 (m, 4H),
1,20 (s, 6H), 1,09 (s, 6H);
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FIG. 3 Continuacion.
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268 oo

798,3

H-RMN (300 MHz, CDCl3) & 8,43 (s,
1H), 7,794-7,77 (d, J=8.,4 Hz, 2H), 7,59-
7,52 (m, 2H)7,33-7,32 (d, J=2,1 Hz, 1H),

7,21-7,17 (m, 1H), 6,97-6,96 (d, J=2,4

Hz, 2H), 6,82-6,78 (m, 1H), 6,54-6,53

(d, J=2,1 Hz, 1H), 6,11-6,08 (d, ]=8,4
Hz, 1H), 5,34 (s, 1H), 4,99-4,93 (m, 1H),

4,12-4,05 (m, 4H), 3,49-3,44 (m, 2H),

2,94-2,72 (m, 7H), 2,48-2,45 (d, J=9,9
Hz, 2H), 2,32 (s, 2H), 2,18-2,13 (m, 1H),
1,91-1,85 (m, 4H), 1,60-1,53 (m, 2H),
1,26-1,21 (d, J=10,5 Hz, 12H);

9,103
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FIG. 3 Continuacion.
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269

770,7

H-RMN-PH-ARV-LS-029-E-
0(400MHz,CD30D, ppm): & 8,30
(d, 7= 0,8 Hz, 1H), 8,00 (s, 1H),
7,76 (dd, T = 24,6, 8,5 Hz, 2H), 7,40
(d, 7=2,2 Hz, 1H), 7,32 (dd, ] = 8,3,
2,3 Hz, 1H), 7,12 (d,J = 2,4 Hz,
1H), 6,97 (dd, J = 8.8, 2,4 Hz, 1H),
5,10 (dt, = 9,7, 5,2 Hz, 2H), 4,29-
4,10 (m, 4H), 3,24 (d, J = 5,7 Hz,
3H), 2,97-2,55 (m, 6H), 2,30 (m,
1H), 2,27 (s, 1H), 2,20-2,05 (m, 1H),
1,88 (dq, J = 27,1, 7,5 Hz, 4H), 1,23
(d, 7=21,8 Hz, 12H).

9,104

270

751,51

'H-RMN (300 MHz, DMSO-de): §
11,04 (s, 1H), 7,87 (d, J = 8.8 Hz,
1H), 7,79-7,60 (m, 3H), 7,51(m,
1H), 7,38-7,35 (m, 3H), 7,34-7,32
(m, 1H), 7,14 (m, 1H), 6,97 (dd, J =
8,8, 2,4 Hz, 1H), 5,04 (dd, J = 12,7,
5,4 Hz, 1H), 4,29 (s, 1H), 4,03 (d, J
=9,1 Hz, 1H), 3,59 (s, 4H), 3,29 (s,
1H), 2,88-2,76 (m, 3H), 2,58-2,52
(m, 7H), 2,07-1,92 (m, 1H), 1,19 (d,
J=28,2 Hz, 12H);
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271

n :zuj" ;
$0

811.,4

'H-RMN (300 MHz, DMSO-de): 5
11,04 (s, 1H), 7,87 (d, J = 8,8 Hz,
1H), 7,79-7,60 (m, 3H), 7,51(m,
1H), 7,38-7,35 (m, 3H), 7,34-7,32

(m, 1H), 7,14 (m, 1H), 6,97 (dd, J =

8,8, 2,4 Hz, 1H), 5,04 (dd, J = 12,7, 20

5,4 Hz, 1H), 4,29 (s, 1H), 4,03 (d, J

=9,1 Hz, 1H), 3,59 (s, 4H), 3,29 (s,
1H), 2,88-2,76 (m, 3H), 2,58-2,52

(m, 7H), 2,07-1,92 (m, 1H), 1,19 (d,

J=28,2 Hz, 12H);

272

812,4

"H-RMN (300 MHz, cloroformo-
d) 58,92 (d, J =2,3 Hz, 1H),
8,22 (s, 1H), 8,04 (dd, J = 8,1,
2,4 Hz, 1H), 7,62 — 7,45 (m,
2H),7,02 - 6,93 (m, 2H), 6,81

(dd, J = 8,8, 2,4 Hz, 1H), 6,24 (d,
J=82 Hz, 1H), 5,18 (dd, J = 20

13,1, 5,2 Hz, 1H), 4,41- 4,07 (m,

4H), 3,28 (s, 4H), 2,99 — 2,74 (m,

8H), 2,53 (s, 2H), 2,33-2,02 (d, J

— 6,7 Hz, 3H), 1,78 (s, 3H), 1,40
(s, 4H), 1,26 (d, ] = 13,8 Hz,

12H), 0,86 (s, 1H).
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FIG. 3 Continuacion.
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S
0 L

HaC

N

CH,

H,C

799,3

'H-RMN (400 MHz, DMSO-d6): &
1,15 (s, 6H), 1,24 (s, 6H), 1,78 (t, J =
7,6 Hz, 2H), 1,99-2,03 (m, 1H),
2,33-2,35 (m, 2H), 2,54-2,60 (m,
2H), 2,69 (t, J = 6,8 Hz, 2H), 2,85-
2,83 (m, 1H), 3,33 (s, 4H), 3,45 (s, ]

4H), 4,09 (d, T = 8.8 Hz, 1H), 4,10

(s, 1H), 55,05-5,09 (m, 1H), 7,25-

7,23 (m, 5H), 7,41 (d, = 2,0 Hz,
1H), 7,68 (d, J = 8,4 Hz, 1H), 7,78
(d, =76 Hz, 3H), 8,10 (d, ] =12,8

HN

"l

777,27

Hz, 1H), 11,09 (s, 1H).

'H-RMN (400 MHz, CD;0D): &
1,19 (s, 6H), 1,26 (s, 6H), 1,69-1,85
(m, 4H), 2,07-2,13 (m, 1H), 2,65-
2,75 (m, 4H), 2,80-2,86 (m, 3H),
2,91 (t,J=7,2 Hz, 2H), 3,09 (¢, ] =
5,2 Hz, 2H), 3,52 (s, 2H), 4,14 (s,
1H), 4,25 (s, 1H), 5,09-5,13 (m, 1H),
6,39 (s, 1H), 6,93-6,96 (m, 1H), 7,09
(d, 7=2,4 Hz, 1H), 7,43 (d, ] = 8,0
Hz, 1H), 7,68 (d, J = 8,8 Hz, 1H),
7,83 (d, ] = 8,0 Hz, 1H), 7.87-7,90
(m, 1H), 7,93 (s, 1H), 8,11-8,13 (m,
1H), 8,89 (d, J = 2,0 Hz, 1H).

1, 105
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FIG. 3 Continuacion.

1]
N

807,2

'H-RMN (400 MHz, CD;0D): &
1,25 (s, 6H), 1,32 (s, 6H), 1,61-1,64
(m, 2H), 1,78-1,82 (m, 2H), 1,91-
1,98 (m, 2H), 2,13-2,16 (m, 1H),
2,76-2,88 (m, 7H), 3,00 (t, ] = 5,4
Hz, 2H), 3,53 (s, 2H), 4,10-4,12 (m,
1H), 4,22 (t, ] = 6,2 Hz, 2H), 4,36 (s,
1H), 5,11-5,15 (m, 1H), 6,43 (s, 1H),
7,00-7,03 (m, 1H), 7,17 (d, J = 2.4
Hz, 1H), 7,33-7,35 (m, 1H), 7,42 (d,
J=2,0 Hz, 1H), 7,74 (d, ] = 8,8 Hz,
1H), 7,82 (d, J = 8,4 Hz, 1H), 8,05-
8,11 (m, 2H), 8,78 (s, 1H).

9, 101

276

H,C.  CH,

833,28

'H-RMN (400 MHz, CD:OD): & 1,20 (s,
6H), 1,27 (s, 6H), 1,57-1,65 (m, 2H),
1,74-1,79 (m, 2H), 1,87-1,94 (m, 2H),
2,07-2,11 (m, 1H), 2,67-2,73 (m, 2H),
2,79-2,85 (m, 1H), 3,13 (t, J= 7,8 Hz,
2H), 4,13 (s, 2H), 4,17 (t, T = 7,0 Hz,
3H), 4,26 (s, 1H), 4,59 (s, 2H), 5,05-5,09 86
(m, 1H), 6,94-6,97 (m, 1H), 7,10 (d, J =
2,4 Hz, 1H), 7,27-7,30 (m, 1H), 7,37 (d,
J=2,4Hz, 1H), 7,57 (s, 1H), 7,69 (d, ] =
8,8 Hz, 1H), 7,76 (d, ] = 8,4 Hz, 1H),
7,97 (d, T = 8,8 Hz, 1H), 8,28-8,31 (m,
1H), 8,34 (a, 1H), 8,80 (d, J =2 Hz, 1H).
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FIG. 3 Continuacion.
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781,51

TH-RMN (400 MHz, CD:0OD): 5 1,20 (s,
6H), 1,27 (s, 6H), 1,57-1,65 (m, 2H),
1,74-1,79 (m, 2H), 1,87-1,94 (m, 2H),
2,07-2,11 (m, 1H), 2,67-2,73 (m, 2H),
2,79-2,85 (m, 1H), 3,13 (t, ]= 7,8 Hz,
2H), 4,13 (s, 2H), 4,17 (t, I = 7,0 Hz,

3H), 4,26 (s, 1H), 4,59 (s, 2H), 5,05-5,09 17A

(m, 1H), 6,94-6,97 (m, 1H), 7,10 (d, T =

2,4 Hz, 1H), 7,27-7,30 (m, 1H), 7,37 (d,

J=24Hz, 1H),7,57 (s, 1H), 7,69 (d, ] =
8,8 Hz, 1H), 7,76 (d, J = 8.4 Hz, 1H),
7,97 (d, T = 8,8 Hz, 1H), 8,28-8,31 (m,

1H), 8,34 (a, 1H), 8,80 (d, ] =2 Hz, 1H).

278

781,25

'H-RMN (400 MHz, DMSO-d6): &
1,11 (d, J=5.,6 Hz, 3H), 1,23 (s,
1H), 1,57 (s, 1H), 1,70-1,80 (m, 2H),
1,98-2,08 (m, 2H), 2,22-2,40 (m,
8H), 2,52-2,68 (m, 2H), 2,84-2,94
(m, 1H), 3,30 (s, 1H), 3,51 (s, 2H),
4,18 (t,J = 6,4 Hz, 2H), 4,42-4,48 106
(m, 3H), 5,08-5,15 (m, 1H), 6,43 (s,
1H), 6,94 (d,J = 2,4 Hz, 1H), 7,32-
7,6 (m, 1H), 7,42 (d, = 2,0 Hz,
1H), 7,80-7,85 (m, 2H), 7,99 (s, 2H),
8,08 (s, 1H), 8,23 (d, J = 8,0 Hz,
1H), 11,1 (s, 1H), 13,1 (s, 1H).

AM 67300178.1
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FIG. 3 Continuacion.
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'Cl

If
N

840,3

'H-RMN (400 MHz, DMSO-d6): &
1,12 (s, 6H), 1,22 (s, 6H), 1,46-1,55
(m, 4H), 1,79-1,82 (m, 2H), 1,91-
1,97 (m, 2H), 2,03-2,07 (m, 1H),
2,30 (a, 2H), 2,58-2,69 (m, 2H),
2,84-3,03 (m, 3H), 3,14-3,18 (m,
1H), 3,30 (s, 1H), 3,42 (a, 1H), 3,72-
3,76 (m, 1H), 4,05 (d, J=9,2 Hz,
1H), 4,18-4,21 (m, 2H), 4,30-4,34
(m, 2H), 4,72 (a, 1H), 5,10-5,14 (m,
1H), 6,80-6,82 (m, 1H), 7,00-7,02
(m, 1H), 7,21 (d, J = 2,0Hz, 1H),
7,35-7,37 (m ,1H), 7,44 (d, T = 2,0
Hz, 1H), 7,59 (d, J = 8,8 Hz ,1H),
7,83 (d,J = 8,4 Hz, 1H), 7,90 (d, J =
8,8 Hz, 1H), 7,94 (a, 1H), 8,61 (s,
1H), 11,12 (s, 1H).

14

280

(I}
N

807,28

'H-RMN (400 MHz, DMSO-d6): &
1,14 (s, 6H), 1,24 (s, 6H), 1,45-1,49
(m, 2H), 1,56-1,60 (m, 2H), 1,78-
1,82 (m, 2H), 1,99-2,05 (m, 2H),
2,45-2,47 (m, 3H), 2,58-2,67 (m,
5H), 2,84-2,94 (m, 1H), 3,16 (s, 1H),
4,08 (d, J=9,2 Hz, 1H), 4,20 (¢, ] =
6,4 Hz, 2H), 4,32 (s, 1H), 5,10-5,14
(m, 1H), 6,83 (s, 1H), 7,00-7,03 (m,
1H), 7,22 (d, I = 2,4Hz ,1H), 7,34-
7,36 (m ,1H), 7,44 (d, J = 2,0 Hz,
1H), 7,64 (d, J = 8,0 Hz ,1H), 7,83
(d, J=8,4 Hz, 1H), 7,90 (d, J = 8.8
Hz, 1H), 8,03 (d, J=9,2 Hz, 1H),
8,13-8,15 (m, 1H), 8,94 (s, 1H),
11,12 (s, 1H).

9, 101
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148




FIG. 3 Continuacion.

1513291.122WO02

281 oo

824,27

'H-RMN (400 MHz, DMSO-d6): &
1,13 (s, 6H), 1,24 (s, 6H), 1,42-1,64
(m, 4H), 1,72-1,87 (m, 2H), 1,99-
2,10 (m, 1H), 2,56-2,70 (m, 3H),
2,77-2,95 (m, 3H), 3,22-3,29 (m,
2H), 3,84-4,00 (m, 2H), 4,05-4,13
(m, 1H), 4,15-4,26 (m, 2H), 4,29-
4,37 (m, 1H), 5,07-5,17 (m, 1H),
6,96-7,09 (m, 1H), 7,16-7,29 (m,
1H), 7,33-7,50 (m, 2H), 7,76-7,97
(m, 2H), 8,01-8,22 (m, 3H), 8,81-
8,91 (m, 1H), 11,07-11,19 (m, 1H).

87

282

794,29

'H-RMN (400 MHz, DMSO-d6): &
1,13 (s, 6H), 1,24 (s, 6H), 1,42-1,64
(m, 4H), 1,72-1,87 (m, 2H), 1,99-
2,10 (m, 1H), 2,56-2,70 (m, 3H),
2,77-2,95 (m, 3H), 3,22-3,29 (m,
2H), 3,84-4,00 (m, 2H), 4,05-4,13
(m, 1H), 4,15-4,26 (m, 2H), 4,29-
4,37 (m, 1H), 5,07-5,17 (m, 1H),
6,96-7,09 (m, 1H), 7,16-7,29 (m,
1H), 7,33-7,50 (m, 2H), 7,76-7,97
(m, 2H), 8,01-8,22 (m, 3H), 8,81-
8,91 (m, 1H), 11,07-11,19 (m, 1H).

9,105

AM 67300178.1
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FIG. 3 Continuacion.
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o o
HK
o= M
0
0 H\

I

780,27

'H-RMN (400 MHz, DMSO-d6):
1,14 (s, 6H), 1,23 (s, 6H), 1,75-2,07
(m, 8H), 2,54-2,68 (m, 5H), 2,85-
3,17 (m, 4H), 4,06(d, ] = 9,2 Hz,
1H), 4,27 (a, 2H), 4,32 (s, 1H), 5,11-
5,15 (m, 1H), 7,00-7,02 (m, 1H),
7,21 (d, J = 2,4Hz ,1H), 7,35-7,39
(m,3H), 7,46 (d, J =1,6 Hz, 1H),
7,78 (d,J = 8,8 Hz, 3H), 7,86 (d, J =
8,0 Hz, 1H), 7,91 (d, J = 8,8 Hz,
1H), 11,13 (s.1H).

9,105

778,3

H-RMN (300 MHz, CD;0D,
ppm) o 7,78 - 7,68 (m, 4 H), 7,41
-7,34 (m,3 H), 7,22 -7,18 (m, 1
H), 7,13 (s, 1 H), 6,99 - 6,96 (d, J
=9 Hz, 1 H), 5,10-5,04 (m, 1
H), 4,27 (s, 1 H), 4,13 (s, 1 H),
3,76 - 3,65 (m, 4 H), 3,46 - 3,43
(m, 2 H), 3,32 - 3,31 (m, 2 H),
3,07 - 3,02 (m, 2 H), 2,87 - 2,68
(m, 5 H), 2,13 - 2,08 (m, 1 H),

107

150
AM 67300178.1
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FIG. 3 Continuacion.
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HN '
U“ il
4]
4]
N"\]
(e
| 810,23 9
= 4]
H,C
HN,, CH,
Hp—‘;iu
CH;
cl
I
M
286 CH, 'H-RMN (400 MHz, DMSO-d6): &
oHiC 0 1,12 (s, 6H), 1,21 (s, 6H), 2,04-2,16
i (m, 3H), 2,56-2,69 (m, 2H), 2,85-
0o o = M CH, i 2,97 (m, 2H), 3,76-3,79 (m ,2H),
il LT IS 4,05 (d, J=92 Hz 1H), 4,16 (t, ] =
0 /\/GN N 8,4 Hz ,2H), 4,25 (t, ] = 6,0 Hz ,2H),
o 739,16

430 (s, 1H), 5,13 (dd, T = 12,8 Hz 9
,IH), 6,37 (d, J = 8,8 Hz ,1H), 7,00
(dd, J = 8,8 Hz,1H), 7,20 (d, ] = 2,4
Hz,1H), 7,37 (dd, J = 8,0 Hz,1H),

7,45 (s, 1H), 7,60 (d, J=9,2 Hz

,IH), 7,84-7,95 (m, 3H), 8,58 (d, ] =

1,6 Hz ,1H), 11,12 (s, 1H).

151
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FIG. 3 Continuacion.

1513291.122WO02

767,19

'H-RMN (400 MHz, DMSO-ds): & 1,12
(s, 6H), 1,21 (s, 6H), 1,42-1,46 (m, 2H),
1,66-1,81 (m, 4H), 2,03-2,07 (m, 1H),
2,50-2,62 (m, 2H), 2,73-2,78 (m, 1H),
2,85-2,87 (m, 1H), 3,64 (dd, ] = 5,6 Hz,
8,0Hz, 2H), 4,05 (d, ] = 9,2 Hz, 1H),
4,12 (t, ] = 8,0 Hz, 2H), 4,20 (t, ] = 6,4
Hz, 2H), 4,30 (s, 1H), 5,12 (dd, J= 5.2
Hz, 12,8Hz, 1H), 6,36 (d, ] = 8,8 Hz,
1H), 7,00 (dd, J = 2,4 Hz, 8,8Hz, 1H),
7,21 (d, J=2,4 Hz, 1H), 7,36 (dd, J = 2,0
Hz, 8,4Hz, 1H), 7,44 (d, J = 2,0 Hz, 1H),
7,59 (d,J=9,2 Hz, 1H), 7,83 (d,J = 8,0
Hz, 1H), 7,89-7,95 (m, 2H), 8,57 (d, J =
2,0 Hz, 1H), 11,12 (s, 1H).

287 CH,
oH.C o
o @ = N CH,
HH . I Huwe
: /\/\/C'N " .
0
0
288 M
- J.-fj.f
>
0o o
: 5
o N
EE ] o
N"\\[
o I\-/N Hee CHa

818,3

'H-RMN (400 MHz, DMSO-de): & 1,12
(s, 6H), 1,21 (s, 6H), 1,42-1,46 (m, 2H),
1,66-1,81 (m, 4H), 2,03-2,07 (m, 1H),
2,50-2,62 (m, 2H), 2,73-2,78 (m, 1H),
2,85-2,87 (m, 1H), 3,64 (dd, J = 5,6 Hz,
8,0Hz, 2H), 4,05 (d, J =9,2 Hz, 1H),
4,12 (t,7=8,0 Hz, 2H), 4,20 (t, ] = 6,4
Hz, 2H), 4,30 (s, 1H), 5,12 (dd, J= 5,2
Hz, 12,8Hz, 1H), 6,36 (d, ] = 8,8 Hz,
1H), 7,00 (dd, J = 2,4 Hz, 8,8Hz, 1H),
721 (d,J=2,4 Hz, 1H), 7,36 (dd, ] = 2,0
Hz, 8,4Hz, 1H), 7,44 (d, J = 2,0 Hz, 1H),
7,59 (d,J=9,2 Hz, 1H), 7,83 (d,J = 8,0
Hz, 1H), 7,89-7,95 (m, 2H), 8,57 (d, ] =
2,0 Hz, 1H), 11,12 (s, 1H).

43
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FIG. 3 Continuacion.
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o o
HM
o -O—r);;@\
h N/ﬁ
d

836,35

'H-RMN (300 MHz, DMSO): &
11,10 (s, 1H), 8,25 (d, ] = 9,2 Hz,
1H), 7,92 (d, J = 8.8 Hz, 1H), 7,82

(d,J=9,6 Hz, 1H), 7,69 (d, J = 8.5
Hz, 1H), 7,43-7,32 (m, 2H), 7,28-
7,25 (m, 2H), 7,05-7,02 (m, 1H),
5,10-5,04 (m, 1H), 4,53-4,44 (m, 17
3H), 4,01 (d, ] = 9,2 Hz, 1H), 3,45
(m, 4H), 3,14-2,79 (m, 3H), 2,64-
2,51 (m, 2H), 2,45 (m, 3H), 2,41-
2,34 (m, 2H), 2,08-1,97 (m, 1H),
1,88-1,62 (m, 3H), 1,47-1,43 (m,

2H), 1,22-1,08 (m, 15H);

AM 67300178.1
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FIG. 3 Continuacion.

1513291.122WO02

290

o o

HN
0= N
) N/\l
0

I

836,4

'H-RMN (300 MHz, DMSO-dq) &
11,08 (s, 1H), 8,59 (d, J = 1,2 Hz,
1H), 8,32 (d, J = 1,4 Hz, 1H), 7,90
(d, 7=8,7 Hz, 1H), 7,80 (d, J = 8.9
Hz, 1H), 7,67 (d, J = 8,5 Hz, 1H),
7,34 (s, 1H), 7,30 — 7,20 (m, 2H),
7,02 (dd, J = 8,8, 2,4 Hz, 1H), 5,07 17
(dd, J = 12,9, 5,4 Hz, 1H), 4,52 —

4,39 (m, 3H), 3,95 (d, J = 9,0 Hz,
1H), 3,43 (s, 4H), 3,06 — 2,79 (m,
5H), 2,36 (d, J = 7,6 Hz, 2H), 2,07
(s, 2H), 1,80 (d, J = 13,0 Hz, 2H),
1,48 — 1,36 (m, 4H), 1,15 (d, J =
18,7 Hz, 16H)

291

781,51

'H-RMN (400 MHz, DMSO-d6): &
1,41-1,42 (m, 3H), 1,63-1,65 (m,
2H), 1,99-2,03 (m, 1H), 2,30-2,32
(m, 2H), 2,44 (a, 4H), 2,53-2,71 (m,
2H), 2,84-2,92 (m, 1H), 3,10-3,14
(m, 1H), 3,16-3,17 (m, 1H), 3,34-
3,38 (m, 4H), 3,57-3,62 (m, 1H),
4,10-4,29 (m, 2H), 4,33-4,47 (m,
2H), 4,56-4,58 (m, 1H), 5,02-5,10
(m, 1H), 6,51 (a, 1H), 6,93-6,94 (m,
1H), 7,22-7,34 (m, 2H), 7,65-7,67
(m, 1H), 7,83 (s, 1H), 7,98 (s, 2H),
8,08 (s, 1H), 8,24-8,26 (m, 1H), 8,75
(a, 1H), 11,10 (s, 1H), 13,30 (a, 1H).

17A, 108
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FIG. 3 Continuacion.
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HM
0= M

4]

Il
N

840,58

'H-RMN (400 MHz, CD;0D): &
1,23 (s, 6H), 1,31 (s, 6H), 1,53-1,73
(m, 4H), 1,88-1,95 (m, 2H), 2,11-
2,17 (m, 1H), 2,55-2,80 (m, 5H),
2,84-2,94 (m, 2H), 2,05-2,09 (m,
1H), 3,12-3,22 (m, 2H), 3,63-3,85
(m, 4H), 4,08 (s, 1H), 4,20 (t, I = 6,2
Hz, 2H), 4,34 (s, 1H), 5,10-5,15 (m,
1H), 7,00-7,03 (m, 1H), 7,17 (d, ] =
2,4 Hz, 1H), 7,32 -7,34 (m, 1H),
7,40-7,43 (m, 2H), 7,74 (d, J = 8.4
Hz, 1H), 7,81 (d, J = 8,4 Hz, 1H),
7,94 (d,J = 8,8 Hz, 1H), 8,34 (d,J =
2,4 Hz, 1H).

14

293

822,35

'H-RMN (400 MHz, DMSO): §
11,07 (s, 1H), 8,23 (d, J = 9,2 Hz,
1H), 7,89 (d, J = 8,7 Hz, 1H), 7,80

(d,7=9,6 Hz, 1H), 7,67 (d, ] = 8.5
Hz, 1H), 7,39-7,30 (m, 2H), 7,24 (m,
2H), 7,01 (m, 1H), 5,06 (m, 1H),
4,53-4,42 (m, 3H), 3,99 (m, 1H),
3,43 (m, 4H), 3,08-2,96 (m, 2H),
2,87 (m, 1H), 2,61-2,49 (m, 2H),
2,51 (m, 4H), 2,19 (m, 2H), 2,04-
1,87 (m, 2H), 1,83 (m, 2H), 1,16 (m,
14H);

49

AM 67300178.1

155
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g o
Wi

<$o,

0

792,4

'H-RMN (300 MHz, DMSO)
811,07(s, 1H), 8,64- 8,60(m, 1H),
7,98- 7,87(m, 2H), 7,69- 7,55(m,

2H), 7,35- 7,20(m, 3H), 7,04-
6,96(m, 1H), 6,90- 6,83(m , 1H),
5,11-5,01 (m, 1H), 4,30(s, 1H),
4,09- 4,02(m, 1H), 3,70- 3,61(m,

4H), 3,58~ 3,49(m, 4H), 2,97-
2,79(m, 1H), 2,65- 2,53(m, 2H),
2,05 - 1,97(m, 1H), 1,61- 1,55(m,

8H), 1,21 - 1,12 (d, J=29.4 Hz,
12H).

19

295

793,35

'H-RMN (300 MHz, DMSO)
811,07(s, 1H), 8,64- 8,60(m, 1H),
7,98- 7,87(m, 2H), 7,69- 7,55(m,

2H), 7,35- 7,20(m, 3H), 7,04-
6,96(m, 1H), 6,90- 6,83(m , 1H),
5,11-5,01 (m, 1H), 4,30(s, 1H),
4,09- 4,02(m, 1H), 3,70- 3,61(m,

4H), 3,58~ 3,49(m, 4H), 2,97-
2,79(m, 1H), 2,65- 2,53(m, 2H),
2,05 - 1,97(m, 1H), 1,61- 1,55(m,

8H), 1,21 - 1,12 (d, J=29.4 Hz,
12H).

19

156

AM 67300178.1




FIG. 3 Continuacion.

1513291.122WO02

296

o 0

781,3

'H-RMN (300 MHz, CD;0D)
7,75-7,70 (m, 3H), 7,48-7,44 (m,
1H), 7,36-7,33 (m, 2H), 7,16-
7,12 (m, 2H), 6,99-6,96 (m, 1H),
5,08-5,02 (m, 1H), 4,63-4,61 (m,
1H), 4,28-4,26 (m, 1H), 4,14-
4,11 (m, 1H), 3,73-3,55 (m, 3H),
3,07-3,02 (m, 1H), 2,86-2,64 (m,
8H), 2,11-1,92 (m, 3H), 1,27-
1,22 (m, 12H);

297

F oHLC 4]
,il)\” HE S
o “F

817,51

'H-RMN (400 MHz, DMSO-d6): &
1,10 (s, 6H), 1,17 (s, 6H), 1,92-2,09
(m, 3H), 2,50 (s, 4H), 2,51-2,73 (m,
4H), 2,84-2,93 (m, 1H), 3,28 (a, 4H),
4,00 (d,J = 9,6 Hz, 1H), 4,23-4,26
(m, 3H), 5,10-5,15 (m, 1H), 6,67 (d,
J=12,0 Hz, 2H), 6,98-7,01 (m, 1H),
7,22 (d,J = 2,33 Hz, 1H), 7,35-7,38

(m, 1H), 7,45 (d, J = 2,0 Hz, 1H),
7,84 (d,J = 8,4 Hz, 1H), 7,89 (d,J =

8,8 Hz, 1H), 8,18 (d, J = 9,6 Hz,
1H), 11,12 (s, 1H).
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845,55

'H-RMN (400 MHz, DMSO-d6): § 1,10
(s, 6H), 1,17 (s, 6H), 1,41-1,58 (m, 4H),
1,77-1,81 (m, 2H), 2,01-2,07 (m, 1H),
2,28-2,39 (m, 2H), 2,42-2,49 (m, 4H),
2,54-2,62 (m, 2H), 2,84-2,91 (m, 1H),
3,23 (a, 4H), 4,00 (d, ] = 9,2 Hz, 1H),
4,19 (t,J = 6,4 Hz, 2H), 4,25 (s, 1H),
5,09-5,14 (m, 1H), 6,67 (d,J = 11,2 Hz,
2H), 7,00 (dd, J = 8.8, 2,4 Hz, 1H), 7,21
(d,J=2,4Hz, 1H), 7,34-7,36 (m, 1H),
743 (d,7=2,0 Hz, 1H), 7,84 (d,J=8.4
Hz, 1H), 7,89 (d, J = 8.8 Hz, 1H), 8,18
(d,3=9.2 Hz, 1H), 11,12 (s, IH).

299

813,53

'H-RMN (400 MHz, DMSO-d6): & 1,10
(s, 6H), 1,17 (s, 6H), 1,41-1,58 (m, 4H),
1,77-1,81 (m, 2H), 2,01-2,07 (m, 1H),
2,28-2,39 (m, 2H), 2,42-2,49 (m, 4H),
2,54-2,62 (m, 2H), 2,84-2,91 (m, 1H),
3,23 (a, 4H), 4,00 (d, J = 9,2 Hz, 1H),
4,19 (t,J = 6,4 Hz, 2H), 4,25 (s, 1H),
5,09-5,14 (m, 1H), 6,67 (d,J = 11,2 Hz,
2H), 7,00 (dd, J = 8.8, 2,4 Hz, 1H), 7,21
(d,J=2,4 Hz, 1H), 7,34-7,36 (m, 1H),
743 (d, 7=2,0 Hz, 1H), 7,84 (4,7 =8.4
Hz, 1H), 7,89 (d, J = 8.8 Hz, 1H), 8,18
(d,J=9,2 Hz, 1H), 11,12 (s, I H).

300

GHC

N*‘“
0= H.C =y

890,57

'H-RMN (400 MHz, DMSO-d6):
1,00-1,07 (m, 2H), 1,09 (s, 6H), 1,18
(s, 6H), 1,82-1,88 (m, 2H), 1,96-2,05

(m, 2H), 2,17-2,25 (m, 2H), 2,53-

2,64 (m, 2H), 2,84-2,92 (m, 1H),
2,98-3,06 (m, 2H), 3,30-3,33 (m,
4H), 3,40-3,50 (m, 4H), 3,99 (d, ] =

9,2 Hz, 1H), 4,26 (s, 1H), 4,63-4,72

(m, 2H), 5,05-5,10 (m, 1H), 6,99-

7,02 (m, 1H), 7,22-7,28 (m, 2H),
7,33-7,37 (m, 1H), 7,68 (d, ] = 8,4
Hz, 1H), 7,89 (d, J = 8,8 Hz, 1H),
8,24 (d,J = 9.2 Hz, 1H), 8,60 (s,

49 comen-
zando con
2-cloro-4-
(trifluoro-
metil)-
pirimidin-
5-
carboxila-
to de etilo
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1H), 11,09 (s, 1H).

301 o o
HH
o K
N/\']
o k\/m
.
H,C
HM,, CH; 813,54
H,C o
CH,
cl
If|
M
302 CH, 'H-RMN (400 MHz, DMSO-d6): &
1,00-1,07 (m, 2H), 1,09 (s, 6H), 1,18
(s, 6H), 1,82-1,88 (m, 2H), 1,96-2,05

o o ghkt 4
HN N CH, e
=N

(m, 2H), 2,17-2,25 (m, 2H), 2,53-
2,64 (m, 2H), 2,84-2,92 (m, 1H),
2,98-3,06 (m, 2H), 3,30-3,33 (m,
888 58 | 4H),3:40-3,50 (m, 4H), 3,99 (d, ] =
’ 9,2 Hz, 1H), 4,26 (s, 1H), 4,63-4,72

(m, 2H), 5,05-5,10 (m, 1H), 6,99-
7,02 (m, 1H), 7,22-7,28 (m, 2H),
7,33-7,37 (m, 1H), 7,68 (d, J = 8.4
Hz, 1H), 7,89 (d, J = 8,8 Hz, 1H),
8,24 (d, ] = 9,2 Hz, 1H), 8,60 (s,

49 comen-
zando con
acido 4-
fluoro-3-
(trifluoro-
metil)-
benzoico

1H), 11,09 (s, 1H).
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FIG. 3 Continuacion.
305

CH,

1513291.122WO02

306

s o gH.C 0
HN jm\”)\wﬁ s
0 N H H,E “::H
H/ﬁ"j N
0 Lw-”

H-RMN (300 MHz, DMSO) & 11,04
(s, 1H), 8,55 (s, 2H), 8,10-8,07 (d,
J=9 Hz, 1H), 7,89-7,86 (d, J=9 Hz,
1H), 7,67-7,65 (d, J=8,4 Hz, 1H), ig ncg’;“fonr;

7,32 (s, 1H), 7,26-7,22 (m, 2H), Y
7,03-6,99 (m, 1H), 5,08-5,02 (m, g

822.4 | 11). 440 (s. 111), 4.01-3.92 (m, 3H), ﬂr‘;‘:jrﬁ]p'zr'

3,43 (s, 4H), 2,95-2,80 (m, 3H), 2,59 | 0

(s, 6H), 2,21-2,19 (d, J=6,3 Hz, 2H), o

2,05-1,98 (m, 1H), 1,83-1,79 (d,
J=11,1 Hz, 3H), 1,18 (s, 6H), 1,11
(s, 6H);

o O
HH
D= M
.. N
0

J=12 Hz, 2H), 1,58 (s,1H), 1,46-1,39 lo
L (m,2H),1,28-1,24 (d, J=11,1 Hz, 8H),
: 1,18 (s, 6H);
cr
n
I

H-RMN (300 MHz, DMSO) & 11,04 (s,
1H), 8,55 (s, 2H), 8,09-8,06 (d, J=9 Hz,

1H), 7,89-7,86 (d, J=9 Hz, 1H), 7,67- | 17 comen-
7,64 (d, J:8,4 HZ, 1H), 7,32 (S, 1H), zando con
7,25-7,22 (m, 2H), 7,03-6,99 (m, 1H),

5-
5,08-5,02 (m, 1H), 4,40 (s, 1H), 4,00- .
836.5 3,92 (m, 3H), 3,42 (s, 4H), 2,91-2,83 (m, f'U%f _op|2r|
3H), 2,59-2,54 (m, 6H), 2,39-2,25 (m, midin-2-

2H), 2,05-1,98 (m, 1H), 1,80-1,76 (d, | carbonitri-

AM 67300178.1
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307

838,2

TH-RMN (300 MHz, DMSO-dy) 5
11,06 (s, 1H), 7,87 (d, J = 8.8 Hz,
1H), 7,69 (dd, J = 15,0, 10,0 Hz,
3H), 7,44 (dd, J = 18,6, 8,3 Hz, 2H),
7,17 (d, ] = 2,4 Hz, 1H), 7,02 — 6,89
(m, 3H), 5,07 (dd, J = 12,9, 5,3 Hz,
1H), 4,28 (s, 1H), 4,07 — 3,95 (m, 49
1H), 3,77 (m, 2H),3,31 — 3,18 (m,
4H), 2,95 — 2,76 (m, 3H), 2,62 —
2,46 (m, 6H), 2,21 (d, J = 6,8 Hz,
2H), 1,99 (d, J = 19,3 Hz, 1H), 1,82
(d,J=13,2 Hz, 3H), 1,34 (d, ] =
27,3 Hz, 8H), 1,11 (d, ] = 27,3 Hz,
6H).

308

778,3

H-RMN (300 MHz, DMSO-d6,
ppm) & 11,08 (s, 1 H), 7,92-7,89 (d,
J=8,7Hz, 1H), 7,76-7,68 (m, 3H),
7,44 - 7213 (m, 4H), 7,02 - 7,01 (d,
J=2,4Hz, 1H), 6,47-6,44 (d, = 8,7
Hz, 2H), 5,08-5,04 (m, 1H), 4,32(s, 19
1H), 4,07-4,02 (m, 3H), 3,77-3,73
(m, 2H), 3,49-3,46 (m, 4H), 3,32-
3,31 (m, 1H), 2,96-2,82 (m, 1H),
2,60-2,55 (m, 6H), 2,09-1,95 (m,

1H), 1,22 (s, 6H), 1,12 (s, 6H);
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309

oH ,C-_lf | ]
M'I'\'\-' ch
H HC =
H

822,4

TH-RMN (400 MHz, CD;0D):
87,82-7,80 (d, J=8,0Hz, 1H),
7,75-7,70 (m, 3H), 7,28-7,22 (m,
2H), 7,13-7,12 (d, J=2,4Hz, 1H),
6,99-6,96 (m, 3H), 5,12-5,02 (m,
2H), 4,28 (s, 1H), 4,13 (s, 1H), 23
3,94-3,90 (m, 2H), 3,38-3,30(m,
6H), 2,82-2,70 (m, 5H), 2,67-
2,64(m, 4H), 2,50-2,47 (m, 2H),
2,13-2,11 (m, 1H), 1,27 (s, 6H),
1,21 (s, 6H);

310

836,59

TH-RMN (400 MHz, CD;OD):
57,82-7,80 (d, J=8,0Hz, 1H),
7175-7170 (ml 3H)I 7128-7122 (ml 49 comen-
2H), 7,13-7,12 (d, J=2,4Hz, 1H), | zando con
6,99-6,96 (m, 3H), 5,12-5,02 (m, | 2-cloro-4-

2H), 4,28 (s, 1H), 4,13 (s, 1H), metilpiri-
3,94-3,90 (m, 2H), 3,38-3,30(m, | midin-5-

6H), 2,82-2,70 (m, 5H), 2,67- | carboxila-
2,64(m, 4H), 2,50-2,47 (m, 2H), | to de etilo

2,13-2,11 (m, 1H), 1,27 (s, 6H),
1,21 (s, 6H);

311

850,6

'H-RMN (400 MHz, DMSO-d6):
1,10 (s, 6H), 1,18 (s, 6H), 1,25 (d, J
= 6,4 Hz, 2H), 1,80 (d, J = 13,2 Hz,
2H), 1,91 (s, 1H), 2,01-2,04 (m, 1H), | 49 comen-
2,18-2,22 (m, 8H), 2,55-2,61 (m, | zando con
3H), 2,83-2,89 (m, 3H), 3,34 (s, 2H), | 2-cloro-4-

3,45 (a, 4H), 4,08 (d, J = 9,6 Hz, metilpiri-
1H), 4,26 (s, 1H), 4,72 (d, T = 12,4 | midin-5-
Hz, 2H), 5,06-5,10 (m, 1H), 6,99- | carboxila-
7,02 (m, 1H), 7,22-7,27 (m, 2H), | to de etilo

7,35 (s, 1H), 7,69 (d, ] = 8,4 Hz,
1H), 7,90 (d, J = 8.8 Hz, 1H), 8,23
(d,J=9.2 Hz, 1H), 11,10 (s, 1H).
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314

FIG. 3 Continuacion.

1H-RMN (300 MHz, DMSO-d6) &
11,07 (s, 1H), 7,83 (dd, J = 20,2, 8,5
Hz, 2H), 7,69 (d, J = 8,6 Hz, 2H),
7,54-7,36 (m, 2H), 7,32 (dd, ] = 8,3,
2,3 Hz, 1H), 7,17 (d,J = 2,3 Hz,
1H), 7,02-6,86 (m, 3H), 5,08 (dd, J =
12,8, 5,3 Hz, 1H), 4,28 (s, 1H), 4,16
(t,J=6,3 Hz, 2H), 4,01 (d, T =9,1
Hz, 1H), 3,66 (d, J = 11,5 Hz, 2H),
2,94 - 2,83 (m, 1H), 2,65 (dt, J =
29,5, 6,6 Hz, 5H), 2,53 (d, J = 3,1
Hz, 3H), 2,07-1,94 (m, 1H), 1,74-
1,63 (m, 2H), 1,48 (p, J = 8,0 Hz,
2H), 1,18 (s, 6H), 1,14-0,98 (m,
12H)..

823,6

H-RMN (300 MHz, DMSO) 6 11,06

315

(s, 1H), 7,98-7,89 (d, J=9 Hz, 1H),
7,77-7,74 (d, J=8,7 Hz, 2H), 7,65-
7,62 (d, J=8,4 Hz, 1H), 7,52-7,49 (d,
J=9,3 Hz, 1H), 7,21-7,20 (d, J=2,4
Hz, 1H), 7,02-76,96 (m, 3H), 6,79
(s, 1H), 6,67-6,64 (d, J=8,1 Hz,
1H),5,08-5,02 (m, 1H), 4,32 (s, 1H),
4,18-4,04 (m, 3H), 3,74-3,70 (m,
2H), 3,30-3,26 (d, J=12 Hz, 1H),
3,05 (s, 1H), 2,94-2,82 (m, 1H),
2,73-2,27 (m, 11H), 2,03-1,99

792,54

(m,1H), 1,22 (s, 6H), 1,13 (s, 6H);

65
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316

0

CH,
HN
N CH
F'Q_JS' Q)\H HE S
N r/““w cl
N

820,57

TH-RMN (300 MHz, DMSO-dy) 5
11,03 (s, 1H), 7,87 (d, J = 8,7 Hz,
1H), 7,72 (d, J = 8,7 Hz, 2H), 7,62
(d,J=8,5 Hz, 1H), 7,47 (d,J = 9,2
Hz, 1H), 7,31 (m, 1H), 7,20 — 7,13
(m, 2H), 7,02 - 6,89 (m, 3H), 5,23
(dd, J = 12,6, 5,4 Hz, 1H), 4,93 (dd,
J=12,6, 5,4 Hz, 3H), 3,31 - 3,17
(m, 3H), 3,02 — 2,76 (m, 3H), 2,62 —
2,49 (m, 6H), 2,17 (d, J = 6,7 Hz,
2H), 1,98 (dt, J = 10,9, 5,3 Hz, 1H),
1,90 — 1,74 (m, 3H), 1,14 (d, J =
27,4 Hz, 14H).

49,70

317

[}
HN
D= N
o
o

Cl
If
N

840,57

'H-RMN (300 MHz, DMSO-dq) &
11,03 (s, 1H), 7,87 (d, = 8,7 Hz,
1H), 7,72 (d, J = 8,7 Hz, 2H), 7,62
(d,7=8,5 Hz, 1H), 7,47 (d,J =92
Hz, 1H), 7,31 (m, 1H), 7,20 — 7,13
(m, 2H), 7,02 — 6,89 (m, 3H), 5,23
(dd, J = 12,6, 5,4 Hz, 1H), 4,93 (dd,
J=12,6, 5,4 Hz, 3H), 3,31 - 3,17
(m, 3H), 3,02 — 2,76 (m, 3H), 2,62 —
2,49 (m, 6H), 2,17 (d, J = 6,7 Hz,
2H), 1,98 (dt, J = 10,9, 5,3 Hz, 1H),
1,90 — 1,74 (m, 3H), 1,14 (d, J =
27,4 Hz, 14H).

14
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318

814,53

'H-RMN (400 MHz, DMSO-d6): &
1,12 (s, 6H), 1,19 (s, 6H), 1,62-1,67
(m, 2H), 1,77-1,84 (m, 2H), 2,00-
2,07 (m, 1H), 2,24-2,44 (m, 6H),
2,54-2,62 (m, 2H), 2,86-2,90 (m,
1H), 3,60 (a, 4H), 3,96 (d, ] = 9,6
Hz, 1H), 4,20-4,24 (m, 2H), 4,32 (s, 109

1H), 5,08-5,13 (m, 1H), 6,74-6,77
(m, 1H), 6,99-7,02 (m, 1H), 7,21 (d,
J=2,4 Hz, 1H), 7,36-7,39 (m ,1H),
7,44-7,45 (m, 1H), 7,51-7,55 (m,
1H), 7,84 (d, J = 8,4 Hz ,1H), 7,91
(d, J=8,8 Hz, 1H), 8,39 (d, ] = 10,4
Hz 1H), 11,11 (s, 1H).

319

o,

787,49

'H-RMN (400 MHz, DMSO-d6): §
1,11 (s, 6H), 1,18 (s, 6H), 1,98-2,07
(m, 1H), 2,51-2,64 (m, 6H), 2,83-
2,94 (m, 3H), 3,45 (s, 4H), 4,05 (d, J
=9,2 Hz, 1H), 4,27 (s, 1H), 5,02-
5,13 (m, 1H), 6,97-7,05 (m, 1H), 110
7,12 (d, J = 8,8 Hz, 2H), 7,23-7,29
(m, 2H), 7,36 (s, 1H), 7,69 (d, ] =
8,4 Hz, 1H), 7,90 (d, ] = 8,4 Hz,
1H), 8,50 (d, J=9,2 Hz, 1H), 11,10
(s, 1H).
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FIG. 3 Continuacion.
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320

o O

752,49

'H-RMN (400 MHz, CD;0D): §
1,12 (s, 6H), 1,18 (s, 6H), 1,78-1,79
(m, 4H), 1,92-2,11 (m, 2H), 2,61-
2,67 (m, 2H), 2,71-2,77 (m, 2H),
3,50 (t, J = 6,0 Hz, 2H), 3,97-4,04
(m, 3H), 4,09 (a, 2H), 4,18 (s, 1H),
4,92-5,03 (m, 1H), 6,35 (d, ] = 8,4
Hz, 2H), 6,86-6,89 (m, 1H), 7,02 (d,
J=2,4Hz, 1H), 7,21-7,23 (m, 1H),
7,29-7,31 (m, 2H), 7,59-7,63 (m,
3H), 7,70 (d, J = 8,0 Hz, 1H).

111

321

821,56

'H-RMN (400 MHz, DMSO-d6): &
1,12 (s, 6H), 1,21 (s, 6H), 1,73-1,77
(m, 2H), 1,99-2,02 (m, 1H), 2,06-
2,10 (m, 2H), 2,54-2,60 (m, 2H),
2,83-2,98 (m, 3H), 3,27-3,34 (m,
5H), 3,45-3,47 (m, 4H), 4,03-4,07
(m, 3H), 4,19 (s, 1H), 4,32 (s, 1H),
5,04-5,08 (m, 1H), 6,55 (d, J =8.8
Hz, 2H), 6,99-7,02 (m, 1H),7,20-
7,23 (m, 2H), 7,29 (d, J =1,6 Hz,
1H), 7,40 (d, J = 9,2 Hz, 1H), 7,64
(d,J=8,4 Hz, 1H), 7,74 (d, ] = 8.8
Hz, 2H), 7,90 (d, J = 8,8 Hz, 1H),
11,08 (s, 1H).
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Q)

a

N
W
cl
CH,
CH,
“NH
<Ly

4]
H,C
4] 4]
HN
N
o]

806,56

'"H-RMN (400 MHz, DMSO-d6): §
1,13 (s, 6H), 1,22 (s, 6H), 1,72-2,17
(m, 4H), 2,34-2,42 (m, 3H), 2,58-
2,71 (m, 2H), 2,84-2,93 (m, 1H),
3,14-3,20 (m, 2H), 3,28-3,33 (m,
6H), 3,43-3,60 (m, 3H), 4,05-4,07
(m, 1H), 4,32 (s, 1H), 5,04-5,08 (m,
1H), 6,81-7,01 (m, 5H), 7,21 (s, 1H),
7,53 (d,J=11,6 Hz, 1H), 7,64 (d, J
=72 Hz, 1H), 7,76 (d, ] = 6,8 Hz,
2H), 7,90 (d, J=17,2 Hz, 1H), 11,08
(s, 1H).
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325

AL
:\}i:ro)

I

821,56

'H-RMN (400 MHz, DMSO-d6):

1,12 (s, 6H), 1,21 (s, 9H), 1,73-1,74
(m, 2H), 1,80-1,84 (m, 1H), 1,99-
2,02 (m, 1H), 2,06-2,08 (m, 2H),
2,33-2,39 (m, 3H), 2,54-2,60 (m,
2H), 2,83-2,98 (m, 3H), 3,27-3,27
(m, 2H), 3,33-3,34 (m, 2H), 3,46-
3,50 (m, 1H), 4,03-4,07 (m, 3H),

4,19 (s, 1H), 4,32 (s, 1H), 5,04-5,08
(m, 1H), 6,55 (d, J = 8,8 Hz, 2H),
6,99-7,02 (m, 1H), 7,20-7,23 (m,
2H), 7,30 (s, 1H), 7,40 (d, ] = 9,2
Hz, 1H), 7,64 (d, J = 8,8 Hz, 1H),

7,75 (d, J = 8,8 Hz, 2H), 7,90 (d, J =

8,4 Hz, 1H), 11,12 (s, 1H).

113

326

o O
0 M =
DMN/\W
0 H |c:"J\‘~"‘l

uwl M

I+
\ﬁJ\WH Hy
Mo, M CH,

Tor
H.C o
CH,4
Cl

I

811.,4

'H-RMN (300 MHz, CD30D)
88,71(s, 2H), 7,75- 7,67(m, 2H),
7,21-7,17(m, 1H), 7,16 7,08(m,

2H), 7,01- 6,93(m, 1H), 5,16- 5,06
(m, 1H), 4,26(s, 1H), 4,12(s, 1H),
4,02- 3,66(m, 6H), 3,11- 3,3.03(m,

2H), 2,94- 2,77(m, 3H), 2,75-

2,58(m, 1H), 2,48- 2,29(m, 1H),
2,16 - 2,04(m, 1H), 1,82- 1,65(m,
2H), 1,27 - 1,20 (d, J=20,7 Hz,
12H), 1,06- 0,09(m, 6H)

AM 67300178.1
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&b@r”‘*

806,55

'H-RMN (400 MHz, DMSO-de): 5
1,13 (s, 6H), 1,22 (s, 6H), 1,78-1,84
(m, 1H), 2,02-2,05 (m, 1H), 2,25-
2,27 (m, 1H), 2,55-2,62 (m, 2H),
2,85-2,93 (m, 2H), 3,08-3,21 (m,
3H), 3,32-3,47 (m, 6H), 3,60-3,73
(m, 3H), 4,07-4,08 (m, 1H), 4,25-
4,28 (m, 2H), 4,33 (s, 2H), 5,09-5,13
(m, 1H), 6,57 (d, J = 8,8 Hz, 2H),
7,00-7,02 (m, 1H), 7,20-7,21 (m,

1H), 7,38-7,45 (m, 2H), 7,52 (s, 1H),

7,78 (d,J = 8,4 Hz, 3H), 7,91 (d, J =
8,4 Hz, 1H), 9,97 (a, 1H), 11,12 (s,
1H).

53

328

r."\ Oy.c_ ,CH,
N/\CH@’_/( &_n
N HH i

J H,C© CEHs

Cl

wi

824,55

'H-RMN (400 MHz, DMSO-ds): & 1,12
(s, 6H), 1,21 (s, 6H), 1,71-1,79 (m, 1H),
2,00-2,05 (m, 1H), 2,12-2,15 (m, 1H),
2,42 (d,J = 6,4 Hz, 2H), 2,57-2,61 (m,
6H), 2,84-2,93 (m, 1H), 3,05 (t, J=7,2
Hz, 1H), 3,26-3,31 (m, 6H), 3,38-3,40

(m, 1H), 3,46 (t, ] = 8,4 Hz, 1H), 4,05 (d,

J=8,8 Hz, 1H), 4,32 (s, 1H), 5,09-5,13

(m, 1H), 6,54 (d, J = 8,8 Hz, 2H), 6,99-

7,01 (m, 1H), 7,20 (d, J = 2,0 Hz, 1H),

7,39 (d, J =9,2 Hz, 1H), 7,46 (d, J =3.6

Hz, 1H), 7,72-7,75 (m, 3H), 7,90 (d, J =
8,4 Hz, 1H), 11,12 (s, 1H).
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)

HH 4]

H,C CH,

H:L)<><CH1
o

= 1

765,56

'"H-RMN (400 MHz, DMSO-d®) &
1,12 (6H, s), 1,22 (6H, s), 1,50-1,53
(2H, m), 1,63-1,66 (2H, m), 1,99-
2,02 (1H, m), 2,34-2,47 (7H, m),
2,55-2,59 (1H, m), 2,66-2,70 (2H,
m), 2,88-2,97 (1H, m), 3,25-3,31
(4H, m), 4,05 (1H, d, J = 9,2 Hz),
4,30-4,34 (2H, m), 4,46-4,50 (1H,
m), 5,14 (1H, dd, J = 13,2, 4,8 Hz),
6,95-7,02 (3H, m), 7,21 (1H, d,J =
2,4 Hz), 7,46-7,48 (2H, m), 7,51-
7,57 2H, m), 7,74 (2H, d, J = 8,8
Hz), 7,91 (1H, d, J = 8,8 Hz), 11,02
(1H, s).

'H-RMN (400 MHz, DMSO-d°%) §

8A

330

o [i]
HN ' oH
<L
) N\J\/-\/lg)L
4]

CH,

C

N
H HC

0

CH;

Cl

736,5

1,12 (6H, s), 1,22 (6H, s), 1,50-1,53
(2H, m), 1,63-1,66 (2H, m), 1,99-
2,02 (1H, m), 2,34-2,47 (7H, m),
2,55-2,59 (1H, m), 2,66-2,70 (2H,
m), 2,88-2,97 (1H, m), 3,25-3,31
(4H, m), 4,05 (1H, d, ] = 9,2 Hz),
4,30-4,34 (2H, m), 4,46-4,50 (1H,
m), 5,14 (1H, dd, J = 13,2, 4,8 Hz),
6,95-7,02 (3H, m), 7,21 (1H, d, J =
2,4 Hz), 7,46-7,48 (2H, m), 7,51-

7,57 2H, m), 7,74 (2H, d, J = 8.8

113
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Hz), 7,91 (1H, d, J = 8,8 Hz), 11,02
(1H, s).

331

(1H, m), 2,33-2,36 (2H, m), 2,47-
2,50 (4H, m), 2,55-2,62 (2H, m),
N 2,86-2,90 (1H, m), 3,07 (2H, t, J =
B 779,54 | 7.2 Hz),3,23 (4H, s), 4,05 (1H, d, J 8A

=9,2 Hz), 4,32 (1H, s), 5,14 (1H,
dd, J = 12,8, 5,6 Hz), 6,95-7,02 (3H,
g m), 7,21 (1H, d, J = 2,4 Hz), 7,52

- (1H, d,J=9,2 Hz), 7,71-7,81 (5H,

e ha m), 7,91 (1H, d, J = 8,8 Hz), 11,13
H, CH, (1H, s).

g o
HH !
L
D 'H-RMN (400 MHz, CDCl3) & 1,13
(6H, s), 1,22 (6H, s), 1,50-1,55 (2H,
f m), 1,62-1,67 (2H, m), 2,04-2,08

332 CH, 'H-RMN (400 MHz, CD;0D): §

o 0 gH:C 0 8,51 (s, 1H), 7,71-7,66 (m, 2H),
HN 7,35-7,34 (d, J=1,6Hz, 1H), 7,23-
0 M ﬁ CH, = 7,21 (d, J=8,4Hz, 1H), 7,10-7,09 (d,
. /\ﬁ \Q‘ H.C . N J=2,0Hz, 1H), 6,96-6,93 (m, 1H),
o 5,09-5,04 (m, 1H), 4,19 (s, 1H), 3,98
L“-/N B 798,2 (s, 1H), 3,52-3,31 (m, 7H), 3,06-3,02 114
(m, 1H), 2,87-2,81 (m, 1H), 2,76-
2,51 (m, 10H), 2,42-2,31 (m, 4H),
2,11-2,10 (m, 3H), 1,90 (m, 1H),
1,45-1,35 (m, 2H), 1,20 (s, 6H), 1,10
(s, 6H);

174
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SeSeoTN

oH,E- 1 0
Né\[)k”"-"" CH?@\
I H oRe =y

N/L‘-lv” cl
g

822,03

H-RMN (400 MHz, CD;0D): &
8,51 (s, 1H), 7,71-7,66 (m, 2H),
7,35-7,34 (d, I=1,6Hz, 1H), 7,23-
7,21 (d, J=8,4Hz, 1H), 7,10-7,09 (d,
J=2,0Hz, 1H), 6,96-6,93 (m, 1H),
5,09-5,04 (m, 1H), 4,19 (s, 1H), 3,98
(s, 1H), 3,52-3,31 (m, 7H), 3,06-3,02
(m, 1H), 2,87-2,81 (m, 1H), 2,76-
2,51 (m, 10H), 2,42-2,31 (m, 4H),
2,11-2,10 (m, 3H), 1,90 (m, 1H),
1,45-1,35 (m, 2H), 1,20 (s, 6H), 1,10
(s, 6H);

49

334

"

821,55

'H-RMN (300 MHz, CD;0D) &
7,82- 7,68 (m, 4H), 7,28- 7,10
(m, 3H), 7,02- 6,94 (m, 1H),
6,64- 6,57 (m, 2H), 5,14 - 5,05
(m, 1H), 4,94- 4,90 (m, 1H), 4,28
(s, 1H), 4,13 (s, 1H), 3,69- 3,35
(m, 3H), 3,22- 3,06 (m, 2H),
2,96- 2,57 (m, 4H), 2,56- 2,24
(m, 6H), 2,24- 2,03 (m, SH),
1,92- 1,74 (m, 1H), 1,28- 1,22 (d,
J=18 Hz, 12H);

73
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335 =N
e

'H-RMN (300 MHz, CD;0D) &
7,82- 7,68 (m, 4H), 7,28- 7,10
(m, 3H), 7,02- 6,94 (m, 1H),
6,64- 6,57 (m, 2H), 5,14 - 5,05
(m, 1H), 4,94- 4,90 (m, 1H), 4,28
(s, 1H), 4,13 (s, 1H), 3,69- 3,35

(m, 3H), 3,22- 3,06 (m, 2H),
2,96- 2,57 (m, 4H), 2,56- 2,24

(m, 6H), 2,24- 2,03 (m, SH),
1,92- 1,74 (m, 1H), 1,28- 1,22 (d,
J=18 Hz, 12H);

821,56

113

336
=1
H C O_AQI

'H-RMN (400 MHz, DMSO-d6): § 1,12
(s, 6H), 1,22 (s, 6H), 1,52-1,54 (m, 2H),
1,81-1,83 (m, 1H), 1,86-1,94 (m, 3H),
1,98-2,03 (m, 1H), 2,16-2,20 (m, 1H),
2,55-2,60 (m, 2H), 2,70 (s, 2H), 2,84-
2,93 (m, 1H), 3,03-3,08 (m, 1H), 3,18-
3,22 (m, 1H), 3,29-3,32 (m, 2H), 3,48-
821,56 | 3,55 (m, 3H), 3,57-3,63 (m, 2H), 4,05 (d,
J=9,2 Hz, 1H), 4,32 (s, 1H), 5,05 (d, J =

12,8 Hz, 1H), 6,81 (d, J = 8,4 Hz, 1H),
6,90 (d, J = 1,6 Hz, 1H), 6,96-7,02 (m,
3H), 7,21 (d, = 2,4 Hz, 1H), 7,50 (d, J
=9,2 Hz, 1H), 7,63(d, J = 8,8 Hz, 1H),
7,73(d, T = 8,8 Hz, 2H), 7,90 (d, T = 8.8

Hz, 1H), 11,09 (s, 1H).
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G@@m’

J@A RH@\

807,54

'H-RMN (400 MHz, d6-DMSO):
811,11 (s, 1H), 7,91-7,73 (m,
4H), 7,44-7,01 (m, 5H), 6,43 (s,
2H), 5,12-4,96 (m, 2H), 4,31 (s,

1H), 4,04-3,98 (m, 3H), 3,53- 73
3,33 (m, 3H), 3,08 (m, 1H), 3,01-
2,92 (m, 2H), 2,61-2,30 (m, SH),
2,23-2,08 (m, 6H), 1,21 (s, 6H),

1,12 (s, 6H);

338

GC¥¢© fea

C@%

H.C CH,

cl
A

821,45

'H-RMN (300 MHz, CD;0D)
§7,82- 7,68 (m, 4H), 7,28- 7,10
(m, 3H), 7,02- 6,94 (m, 1H),
6,64- 6,57 (m, 2H), 5,14 - 5,05
(m, 1H), 5,01- 4,90 (m, 1H), 4,28
(s, 1H), 4,15- 4,10 (m, 1H), 3,60-
3,33 (m, 3H), 3,21- 3,09 (m, 2H),
2,92- 2,30 (m, 10H), 2,28- 2,05
(m, 5H), 1,90-1,73 (m, 1H), 1,28-
1,22 (d, J=18 Hz, 12H).

73

339

HN '
0
hl

0

R

839,56

'H-RMN (400 MHz, DMSO-d6): §
1,00-1,08 (m, 2H), 1,12 (s, 6H), 1,19
(s, 6H), 1,73-1,94 (m, 3H), 1,99-2,06

(m, 1H), 2,19 (d, J = 6,8 Hz, 2H),
2,46-2,49 (m, 4H), 2,54-2,67 (m,
2H), 2,84-2,96 (m, 3H), 3,38-3,49
(m, 4H), 3,95 (d, J= 8,8 Hz, 1H),
4,31-4,40 (m, 3H), 5,05-5,10 (m,
1H), 6,71, 6,75 (dos singletes, 1H),
7,00-7,02 (m, 1H), 7,22-7,27 (m,
2H), 7,35 (s, 1H), 7,46-7,49 (m, 1H),

7,68 (d,J=8,4 Hz, 1H), 7,89 (d, J =

8,8 Hz, 1H), 8,39 (d, J=11,2 Hz,
1H), 11,10 (s, 1H).

49, 109
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852,59

'H-RMN (400 MHz, DMSO-d6): &
1,12 (s, 6H), 1,21 (s, 6H), 1,47-1,51
(m, 3H), 1,67-1,78 (m, 3H), 1,99-
2,03 (m, 2H), 2,23 (s, 3H), 2,43-2,45
(m, 2H), 2,53-2,60 (m, 3H), 2,73-
2,92 (m, 3H), 3,32 (s, 1H), 3,55-3,65
(m, 3H), 3,89-3,92 (m, 2H), 4,05 (d,
J=9,2 Hz, 1H), 4,31 (s, 1H), 5,04-
5,09 (m, 1H), 6,94-7,04 (m, 4H),
7,21(d,J=2,4 Hz, 1H), 7,41 (d,J =
9,2 Hz, 1H), 7,60 (d,J = 12,4 Hz,
1H), 7,73 (d, J = 8,8 Hz, 2H), 7,90
(d,J =88 Hz, 1H), 11,10 (s, 1H).
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852,59

'H-RMN (400 MHz, DMSO-d6): &
1,12 (s, 6H), 1,21 (s, 6H), 1,48-1,49
(m, 3H), 1,67-1,78 (m, 3H), 1,99-
2,06 (m, 2H), 2,23 (s, 3H), 2,43-2,45
(m, 2H), 2,53-2,60 (m, 3H), 2,73-
2,92 (m, 3H), 3,32 (s, 1H), 3,55-3,65
(m, 3H), 3,89-3,92 (m, 2H), 4,05 (d,
J=9,2 Hz, 1H), 4,31 (s, 1H), 5,04-
5,09 (m, 1H), 6,94-7,04 (m, 4H),
721(d,J=2,0 Hz, 1H), 7,51 (d,J =
9,2 Hz, 1H), 7,60 (d, J = 12,8 Hz,
1H), 7,73 (d, J = 8,8 Hz, 2H), 7,90
(d, J=8,8 Hz, 1H), 11,10 (s, 1H).
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o o
HM
0= I
£t

861,7

'H-RMN (300 MHz, DMSO-ds): & 11,08
(s, 1H), 8,61 (d, J =2,3 Hz, 1H), 7,91
(dd,J=11,7, 8,8 Hz, 2H), 7,70 (d, ] =
8,4 Hz, 1H), 7,60 (d, J = 9,3 Hz, 1H),
7,38 (s, 1H), 7,28 (d, T = 8,8 Hz, 1H),
7,20 (d, J=2,4 Hz, 1H), 7,00 (dd, J =
8,8,2,5 Hz, 1H), 6,87 (d, ] =9,1 Hz,

1H), 5,07 (dd, J = 12,8, 5.3 Hz, 1H),

4,43 (dd, J = 25,1, 12,8 Hz, 2H), 4,30 (s,

1H), 4,04 (d,J =9,1 Hz, 1H), 2,98 - 2,82

(m, 7H), 2,62 (m, 2H),2,51 (m, 1H),
2,01-1,75 (m, 5H), 1,64 (d, ] = 11,7 Hz,
1H), 1,50-1,11 (m, 21H).

94

343

856,56

H-RMN-PH-ARV-LS-049-E-0: (300
MHz, DMSO-d6, ppm) & 11,11 (a, 1H),
7,92-7,89 (d, J=8,7Hz, 1H), 7,75-7,61
(m, 4H), 7,47-7,45 (d, ] =7,5Hz,
1H),7,22-7,21 (d, ] =2,4Hz, 1H), 7,12-
7,06 (m, 1H), 7,03-6,99 (m, 1H), 5,14-
5,08 (m, 1H), 4,32 (s, 1H), 4,08-4,05 (d,
J=9,3Hz, 1H), 3,51-3,47 (m, 2H), 3,26-
3,24 (m, 4H), 2,89-2,82 (m, 1H), 2,78-
2,71 (m, 2H), 2,62-2,55 (m, 6H), 2,27-
2,25 (m, 2H), 2,08-2,04 (m, 1H), 1,86-
1,73 (m, 3H), 1,31-1,28 (m, 2H), 1,22 (s,
6H), 1,13 (s, 6H);

49
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344

o o

@

806,55

H-RMN (300 MHz, DMSO-d6,
ppm) 6 11,11 (a, 1H), 7,92-7,89 (d,
J=8,7Hz, 1H), 7,75-7,61 (m, 4H),
7,47-7,45 (d, J =7,5Hz, 1H),7,22-
7,21 (d, J =2,4Hz, 1H), 7,12-7,06
(m, 1H), 7,03-6,99 (m, 1H), 5,14-
5,08 (m, 1H), 4,32 (s, 1H), 4,08-4,05 52
(d, J=9,3Hz, 1H), 3,51-3,47 (m,
2H), 3,26-3,24 (m, 4H), 2,89-2,82
(m, 1H), 2,78-2,71 (m, 2H), 2,62-
2,55 (m, 6H), 2,27-2,25 (m, 2H),
2,08-2,04 (m, 1H), 1,86-1,73 (m,
3H), 1,31-1,28 (m, 2H), 1,22 (s, 6H),
1,13 (s, 6H);

345

824,4

1H-RMN (300 MHz, DMSO-d6) §
11,04 (s, 1H), 7,87 (d, = 8,7 Hz,
1H), 7,72 (d, J = 8.6 Hz, 2H), 7,52
(m, 2H), 7,17 (d, J = 2,4 Hz, 1H),
7,06 — 6,89 (m, 4H), 5,03 (dd, J =

12,8, 5,4 Hz, 1H), 4,28 (s, 1H), 4,02 53
(d, J=9,1 Hz, 1H), 3,78-3,56 (m,

3H), 3,35-3,26 (m, 4H), 2,94 — 2,75

(m, 1H), 2,60 — 2,48 (m, 5H), 2,45-
2,37 (m, 3H), 2,32 — 2,28 (m, 2H),
2,19-1,98 (m, 2H), 1,88-1,75 (m,

1H), 1,18 (s, 6H), 1,09 (s, 6H).

181
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346

840,55

1H-RMN (300 MHz, DMSO-d6) &
11,04 (s, 1H), 7,87 (d, J = 8,7 Hz,
1H), 7,72 (d, J = 8,6 Hz, 2H), 7,52
(m, 2H), 7,17 (d, J = 2,4 Hz, 1H),
7,06 — 6,89 (m, 4H), 5,03 (dd, J =

12,8, 5,4 Hz, 1H), 4,28 (s, 1H), 4,02 49
(d, J=9,1 Hz, 1H), 3,78-3,56 (m,

3H), 3,35-3,26 (m, 4H), 2,94 — 2,75

(m, 1H), 2,60 — 2,48 (m, SH), 2,45-
2,37 (m, 3H), 2,32 — 2,28 (m, 2H),
2,19-1,98 (m, 2H), 1,88-1,75 (m,

1H), 1,18 (s, 6H), 1,09 (s, 6H).

347

938,66

"H-RMN (400 MHz, DMSO-ds) 8 1,13
(6H, s), 1,22 (6H, s), 1,29-1,34 (2H, m),
1,68-1,73 (1H, m), 1,80-1,83 (2H, m),
1,99-2,03 (1H, m), 2,24 (2H, d,J = 6,8
Hz), 2,51-2,61 (8H, m), 2,84-2,92 (1H,
m), 3,25 (3H, s), 3,46-3,48 (6H, m),
3,55-3,57 (2H, m), 3,60-3,64 (2H, m),
3,78-3,80 (2H, m), 4,05 (1H, d, J=9,6 52 116

Hz), 4,14-4,16 (2H, m), 4,32 (1H, s), :
5,05-5,10 (1H, m), 6,93 (1H, d, J = 8.4

Hz), 6,99-7,02 (1H, m), 7,21 (1H, d, J =
2,4 Hz), 7,25-7,28 (1H, m), 7,32-7,35
(2H, m), 7,44 (1H, d, ] = 8,4 Hz), 7,60
(1H, d, J=9,2 Hz), 7,69 (1H, d, ] = 8,4

Hz), 7,90 (1H, d, J = 8,8 Hz), 11,09 (1H,

s).
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M
'H-RMN (400 MHz, DMSO-ds) 8 1,13

348
Il
cl.

(6H, s), 1,22 (6H, s), 1,29-1,34 (2H, m),

H.C 1,68-1,73 (1H, m), 1,80-1,83 (2H, m),
0 CH, 1,99-2,03 (1H, m), 2,24 (2H, d, 1= 6,8
Hz), 2,51-2,61 (8H, m), 2,84-2,92 (1H,

“INH m), 3,25 (3H, s), 3,46-3,48 (6H, m),
CH; 3,55-3,57 (2H, m), 3,60-3,64 (2H, m),

o 3,78-3,80 (2H, m), 4,05 (1H, d, J=9,6

. B 777,56 Hz), 4,14-4,16 (2H, m), 4,32 (1H, s), 17
5,05-5,10 (1H, m), 6,93 (1H, d, J = 8.4
Hz), 6,99-7,02 (1H, m), 7,21 (1H, d, J =

2,4 Hz), 7,25-7,28 (1H, m), 7,32-7,35
(2H, m), 7,44 (1H, d, ] = 8,4 Hz), 7,60
a M (1H, d, J=9,2 Hz), 7,69 (1H, d, ] = 8,4
Hz), 7,90 (1H, d, J = 8,8 Hz), 11,09 (1H,
s).

349 cl
_,;_N
©/ 'H-RMN (400 MHz, CDCl3) § 1,12
0 (6H, s), 1,26 (6H, s), 1,49-1,54 (4H,
m), 1,89-1,91 (4H, m), 1,99-2,02

HC” ™ MCH, (1H, m), 2,54-2,67 (1H, m), 2,85-
2,89 (1H, m), 3,04 (2H, t, J = 10,0
Hz), 3,23-3,26 (3H, m), 3,64-3.83
(6H, m), 4,04 (1H, d, ] = 9,2 Hz),
B 821,56 4,32 (1H, s), 5,04 (1H, dd, J = 5,2, 52,118
12,8 Hz), 6,96-7,02 (3H, d, m), 7,20
(1H, d,J=2,4 Hz), 7,24 (1H, d, ] =
10,4 Hz), 7,33 (1H, s), 7,49 (1H, d, J
=8,8 Hz), 7,65 (1H, d, J = 8,8 Hz),
7,72 (2H, d, J = 8,8 Hz), 7,89 (1H, d,

@
0
o o
, J
J=8,8 Hz), 11,08 (1H, s).
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] H\/‘J

839,35

'H-RMN (400 MHz, CD;0D)
88,54 (s, 1H), 7,77- 7,64(m,
2H), 7,36(s, 1H), 7,26- 7,12(m,
2H), 7,02- 6,96(m, 1H), 6,65-
6,57(m, 1H), 5,12 - 5,04 (m,
1H), 4,28(s, 1H), 4,12- 4,04(m,
3H), 3,71(m, 4H), 3,08- 2,98(m,
2H), 2,90- 2,55(m, 7H), 2,37-
2,31(m, 2H), 2,15- 1,93(m, 4H),
1,37- 1,30(m, 2H), 1,28 - 1,23 (d,
J=21 Hz, 12H).

52,109

351

763,5

352

818,55

'H-RMN (400 MHz, DMSO-d6): 5 1,13
(s, 6H), 1,23 (s, 6H), 1,88-1,92 (m, 1H),
1,99-2,03 (m, 1H), 2,18 (t, J = 8 Hz, 1H),
2,25 (a, 2H), 2,46 (a, 3H), 2,55-2,60 (m,
1H), 2,70 (s, 1H), 2,84-2,89 (m, 1H),
2,96 (s, 2H), 3,46-3,47 (m, SH), 3,79 (s,
2H), 4,06 (d, J = 9.2 Hz, 1H), 4,35 (s,
1H), 5,05-5,11 (m, 1H), 5,76 (s, 1H),
6,96 (d, J = 8,8 Hz, 2H), 6,99-7,02 (m,
1H), 7,21 (d,J = 2,4 Hz, 1H), 7,26 (d, ]
=8,4 Hz, 1H), 7,34 (s, 1H), 7,53 (d,J =
8,4 Hz, 1H), 7,68 (d, ] = 8,4 Hz, 1H),
7,78 (d, J = 8,8 Hz, 2H), 7,90 (d, J = 8,8
Hz, 1H), 11,08 (s, 1H).

119

184

AM 67300178.1




FIG. 3 Continuacion.

1513291.122WO02

353 0 o

821,2

TH-RMN (300 MHz, CDCls) 7,74-
7,67 (m, 3H), 7,58-7,55(m, 1H),
7,29-7,26 (m, 1H), 7,04-7,08 (m,
1H), 6,97-6,93 (m, 3H), 6,83-6,81
(m, 1H), 6,14-6,11 (m, 1H), 4,97-

4,91 (m, 1H), 4,42 (s, 1H), 4,16-4,13

(m, 1H), 4,05-3,99 (m, 3H), 3,04-
2,92 (m, 4H), 2,88-2,51 (m, 3H) ,
2,16-2,10 (m, 3H), 1,96-1,88 (m,
3H), 1,84-1,73(m, 2H) ,1,67-1,65

(m, 4H), 1,46 (m, 6H), 1,27-1,22 (m,
6H);

120

868,3

TH-RMN (400 MHz, CDCL5): & 8,04
(s, 1H), 7,55 (d, J = 8,7 Hz, 1H),
7,41 (dd, J=25,5, 9,1 Hz, 2H), 6,93
(d, J=2,4 Hz, 1H), 6,77 (dd, ] = 8,7,
2,4 Hz, 1H), 5,66 (d, ] = 8,5 Hz,
1H), 4,97- 4,78 (m, 3H), 4,14 (d, J =
8,5 Hz, 1H), 3,99 (s, 1H), 3,27 (s,
4H), 2,96-2,63 (m, 6H), 2,59 (s, 4H),
2,33 (s, 6H), 2,13 (dd, J = 14,4, 6,4
Hz, 1H), 1,83 (d, J = 13,2 Hz, 3H),
1,20 (s, 12H), 1,11 (s, 2H).

63

354
o o CH, HH; rlc q
N
4] L-\..-”
355 CH,
HN '
N C
":Q_Jﬁ' /O)\H HE S
M N

786,2

'H-RMN (400 MHz, CDCL5): & 8,04
(s, 1H), 7,55 (d, J = 8,7 Hz, 1H),
7,41 (dd, J = 25.5, 9,1 Hz, 2H), 6,93
(d, J=2,4 Hz, 1H), 6,77 (dd, T = 8,7,
2,4 Hz, 1H), 5,66 (d, J = 8,5 Hz,
1H), 4,97- 4,78 (m, 3H), 4,14 (d, J =
8,5 Hz, 1H), 3,99 (s, 1H), 3,27 (s,
4H), 2,96-2,63 (m, 6H), 2,59 (s, 4H),
2,33 (s, 6H), 2,13 (dd, J = 14,4, 6,4
Hz, 1H), 1,83 (d, J = 13,2 Hz, 3H),
1,20 (s, 12H), 1,11 (s, 2H).
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356

1513291.122WO02

357

854,2

TH-RMN (300 MHz, DMSO-dy) 5
11,09 (s, 1H), 8,11 (d, J = 8.6 Hz,
1H), 7,72 (dd, J = 17,8, 8,5 Hz, 3H),
7,52 (d, J=9,2 Hz, 1H), 7,44-7,22
(m, 4H), 6,96 (d, J = 8,6 Hz, 2H),
5,08 (dd, J = 127, 5,4 Hz, 1H), 4,40 49

(s, 1H), 4,08 (d, = 9,1 Hz, 1H),
3,95-3,75 (m, 2H), 3,60-3,40 (m,
4H), 3,38-3,20 (m, 4H), 2,95-2,70
(m, 3H), 2,68-2,59 (m, 2H), 2,32 (sa,
2H), 2,04-2,02 (m, 1H), 1,82-1,70

gHC 0

N\-\.-' : CHQ\
2 ° /'@)J\H H'.': 1 :::N

778,5

(m, 3H), 1,19 (d, ] = 26,9 Hz, 14H).
'H-RMN (300 MHz, d6-DMSO)
81,13 (s, 6H), 1,22 (s, 6H), 1,89-
2,08 (m, 5H), 2,31-2,40 (m, 3H),
2,51-2,64 (m, 2H), 2,82-2,98 (m,
1H), 3,80 (s, 2H), 3,92 (s, 2H),
4,04-4,07 (m, 1H), 4,14 (s, 2H), 101
4,32 (s, 1H), 5,10-5,16 (m, 1H),
6,40-6,42 (m, 2H), 6,99-7,02 (m,
1H), 7,20 (s, 1H), 7,34-7,36 (m,
1H), 7,43-7,46 (m, 2H), 7,72-
7,74 (m, 2H), 7,83-7,92 (m, 2H),

186
AM 67300178.1

11,1 (s, 1H);




FIG. 3 Continuacion.

1513291.122WO02

358

Mo M. _.CH;
= | H HiC
M, M CH;

CH; O M
3 H,C 4]
CH;

Cl

¥l

811,32

1H-RMN (300 MHz, CDCL3) §
8,29 (s, 1H), 7,81 (d, ] = 8,3 Hz,
1H), 7,60 (d, J = 8.6 Hz, 1H), 7,36
(d, J=2,2 Hz, 1H), 7,22 (dd, ] = 8,3,
2,3 Hz, 1H), 6,99 (d, J = 2,4 Hz,
1H), 6,83 (dd, J = 8.8, 2,4 Hz, 1H),
5,96 (d, J = 8,6 Hz, 1H), 4,99 (dd, J
= 11,9, 5,5 Hz, 1H), 4,24 (dt, J =
11,9, 7,0 Hz, 7H), 4,08 (s, 1H), 3,09
(s, 9H), 2,98 — 2,77 (m, 5H), 2,40(s,
2H), 2,21- 2,14 (m, 1H), 1,27 (d, ] =
3,9 Hz, 12H);

9, 63

359

783,1

'H-RMN (300 MHz, DMSO-dg) &
11,13 (s, 1H), 8,65 (s, 1H), 8,38 (s,
1H), 8,15 (s, 1H), 7,96-7,81 (m, 3H),
7,47 (d, ] =2,2 Hz, 1H), 7,38 (dd, J
=8,4,2,3 Hz, 1H), 7,26 (d, J=2,4
Hz, 1H), 7,04 (dd, J = 8.8, 2,4 Hz,
1H), 5,14 (dd, J = 12,9, 5.4 Hz, 1H),
4,45 (s, 1H), 4,28 (t, = 6,1 Hz, 2H),
3,98 (d, ] = 9,0 Hz, 1H), 3,74 (s,
3H), 2,89 (d, J = 12,5 Hz, 1H), 2,60
(d, J = 15,9 Hz, 4H), 2,04 (s, 4H),
1,17 (d, J = 18,4 Hz, 12H), 1,05 (s,
4H);

9,63
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783,1

'H-RMN (300 MHz, DMSO-dq) &
11,09 (s, 1H), 8,27 — 8,12 (m, 1H),
7,92 7,76 (m, 3H), 7,46 — 7,29 (m,
3H), 7,22 (d, J = 2,4 Hz, 1H), 7,00
(dd, J = 8.8, 2,4 Hz, 1H), 5,09 (dd, J
=12,9, 5,3 Hz, 1H), 4,43 (s, 1H),
423 (t,7=6,3 Hz, 2H), 3,97 (d, ] =
9,1 Hz, 1H), 3,70 (t, J = 4.9 Hz, 4H),
2,95 —2,76 (m, 1H), 2,59-2,50 (s,
6H),2,45(s,2H), 2,07 — 1,89 (m, 3H),
1,19 (s, 6H), 1,11 (s, 6H).

9,63

854,3

'H-RMN (300 MHz, DMSO-dq) &
11,09 (s, 1H), 8,27 — 8,12 (m, 1H),
7,92 7,76 (m, 3H), 7,46 — 7,29 (m,
3H), 7,22 (d, J = 2,4 Hz, 1H), 7,00
(dd, J=8.8,2,4 Hz, 1H), 5,09 (dd, J
=12,9, 5,3 Hz, 1H), 4,43 (s, 1H),
423 (t,7=6,3 Hz, 2H), 3,97 (d, ] =
9,1 Hz, 1H), 3,70 (t, J = 4,9 Hz, 4H),
2,95 —2,76 (m, 1H), 2,59-2,50 (s,
6H),2,45(s,2H), 2,07 — 1,89 (m, 3H),
1,19 (s, 6H), 1,11 (s, 6H).
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0 4\L
kaj
K/N N
| M
= (4]
H.C
HI,, £H,
H.o o
€H,
cl’
I
N
361 CH,
H.C 4]
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362 CH,
? S i C!cht{n\@\
HHN F
F* CH
D:{;:j;— x[i:jfhhH H,C : =,
N/\‘j N cl
0 L.\/N

872,7

H-RMN (400 MHz, DMSO-d6)
11,12 (s, 1H),7,91-7,86 (m,
2H),7,75-7,72 (d, J = 11,6Hz, 1H),
7,47-7,45 (d, J=7,6Hz, 1H), 7,34-
7,32 (d, ] = 8Hz, 1H), 7,22-7,21 (d, J
= 4Hz, 1H), 7,01-6,91 (m, 3H), 5,14
-5,09 (m, 1H), 4,27 (s, 1H), 4,01-
3,98 (d, ] = 9,2Hz, 1H), 3.84-3,81
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(d, T = 12,8Hz, 2H), 3,26 (s, 4H),

2,94-2,85 (m, 1H), 2,81-2,755 (m,
2H), 2,54-2,48 (m, 6H), 2,22-2.21
(d, T = 6Hz, 2H), 2,08-2,03 (m, 1H),
1,81-1,78 (m, 3H), 1,28 (s, 6H),
1,21-1,12 (m, 2H), 1,05 (s, 6H)
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L‘\I‘N =N
| s 0
o H.C
HN,, CH,
HE o
CH,

811,4

'H-RMN (300 MHz, CD;OD): &
7,79-7,68 (m, 2H), 7,37 (s,
1H),7,31-7,28 (m, 1H), 7,13-7,11
(m, 1H), 6,99-6,94 (m, 1H), 5,10-
5,04 (m, 1H), 4,29 (s, 1H), 4,18-
4,14 (m, 2H), 4,06 (s, 1H), 3,51-
3,45 (m, 4H), 2,80-2,60 (m, 7H),
2,57-2,48 (m, 2H), 2,13-2,02 (m,
1H), 1,92-1,80 (m, 2H), 1,75-
1,46 (m, 4H), 1,26 (s, 6H),1,19
(s, 6H);
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Fig. 4

Tabla 4. Compuestos a modo de ejemplo

1513291.122WO02

Estructura del compuesto PM CD50 Dmax Nombre quimico Preparado
de (%) por el
Vcap esquema
(uM) general
399 ” 793,32 | 0,00235 60,15 | N-((1s,4s)-4-(3-cloro-4- 1B
I cianofenoxi)ciclohexil)-
cl 6-(4-((4-(2-(2,6-
dioxopiperidin-3-il)-
1,3-dioxoisoindolin-5-
il)piperazin-1-
i Oﬂ il)metil)piperidin-1-
o 0 NI .
) Il il)nicotinamida
o M | H
; H"\] NS
E L
400 M 793,32 | 0,00066 78,6 | N-((1r,4r)-4-(3-cloro-4- 1B
I[1 cianofenoxi)ciclohexil)-
l 6-(4-((4-(2-(2,6-

dioxopiperidin-3-il)-
1,3-dioxoisoindolin-5-
il)piperazin-1-
il)metil)piperidin-1-
il)nicotinamida
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FIG. 4 Continuacion.
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401 M 792,33 | 0,000625 81,8 | N-((1r,4r)-4-(3-cloro-4- 2B
Il cianofenoxi)ciclohexil)-
cl A6
dioxopiperidin-3-il)-
1,3-dioxoisoindolin-5-
il)piperazin-1-
ti 0 il)metil)piperidin-1-
o 0 : O‘ il)benzamida
0 N H
ﬁg\ﬂ/\w M
.
402 M 792,33 0,0019 58,7 | N-((1s,4s)-4-(3-cloro-4- 2B
| cianofenoxi)ciclohexil)- | (usando
cl 4-(4-((4-(2-(2,6- cis
dioxopiperidin-3-il)- aminocil-
1,3-dioxoisoindolin-5- butanol)

Hho, o

il)piperazin-1-
il)metil)piperidin-1-
il)benzamida
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Cl
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0,00075

81,15

N-((1r,4r)-4-(3-cloro-4- 1B
cianofenoxi)ciclohexil)-
2-(4-((4-(2-(2,6-
dioxopiperidin-3-il)-
1,3-dioxoisoindolin-5-
il)piperazin-1-
il)metil)piperidin-1-
il)pirimidin-5-
carboxamida
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0 L\/H
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0,00041

84,65

N-((1r,4r)-4-(3-cloro-4- 1B
cianofenoxi)ciclohexil)-
5-(4-((4-(2-(2,6-
dioxopiperidin-3-il)-
1,3-dioxoisoindolin-5-
il)piperazin-1-
il)metil)piperidin-1-
il)pirazin-2-
carboxamida

405 |N|

794,31

0,000165

85,3

N-((1r,4r)-4-(3-cloro-4- 1B
cianofenoxi)ciclohexil)-
6-(4-((4-(2-(2,6-
dioxopiperidin-3-il)-
1,3-dioxoisoindolin-5-
il)piperazin-1-
il)metil)piperidin-1-
il)piridazin-3-
carboxamida
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il)piridazin-3-
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Estructura del compuesto

CD50 | Dmax
de
Vcap m/z+ 1H-RMN

453
FC N N’@”O\,\

B B 837,3 "H-RMN (400 MHz,

CDCly): 8 1,57 (s,
6H), 2,09-2,14 (m,
1H), 2,70-2,90 (m,
3H), 3,47 (t,J =52
Hz, 2H), 3,69-3,74 (m,
10H), 3,88 (t, T = 4,6
Hz, 2H), 4,17 (, T =
4,6 Hz, 2H), 4,88-4,93
(m, 1H), 6,50 (a, 1H),
6,92 (d,J=8,8 Hz,
1H), 7,03-7,11 (m,
3H),7,19(d, J=8,8
Hz, 2H), 749 (t,J =
7.8 Hz, 1H), 7,83-7,86
(m, 1H), 7,97 (d,J =
8,4 Hz, 2H), 8,06 (s,
1H).
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7,8 Hz, 1H), 7,84 (d, J
= 8,4 Hz, 1H), 7,96-
7,99 (m, 2H), 8,10 (a,
1H).

455

9253

'H-RMN (400 MHz,
CDCly): § 1,57 (s,
9H), 2,07-2,11 (m,
1H), 2,70-2,82 (m,
3H), 3,44-3,49 (m,
2H), 3,66-3,75 (m,
18H), 3,87-3,89 (m,
2H), 4,16-4,18 (m,
2H), 4,84-4,88 (m,
1H), 6,91 (d, = 8,4
Hz, 1H), 7,03-7,11 (m,
3H),7,20 (d, J=8,8
Hz, 2H), 7,49 (t,J =
7.8 Hz, 1H), 7,83-7,86
(m, 1H), 7,97 (d, ] =
8,0 Hz, 2H), 8,38 (s,
1H).

229

AM 67300178.1




FIG. 6 Continuacion.

1513291.122WO02

456

F4C (:PJ(,

O NH
O/\.f’ \/\\O/\\/

O O
NH
N o]

o]

793,3

TH-RMN (400 MHz,
CD;OD):5 1,43 (s,
6H), 1,93-1,98(m,
1H), 2,57-2,73 (m,
3H), 3,40 (t,J =52
Hz, 2H), 3,59-3,65 (m,
6H), 3,78 (t, ] = 4.4
Hz, 2H), 4,06(t, J =
4,4 Hz, 2H), 4,91-4,95
(m, 1H), 6,93-7,00 (m,
4H),7,15(d, T =8.8
Hz, 2H), 7,41-7,45 (m,
1H), 7,87-7,90 (m,
1H), 8,04-8,06(m,
2H).

457

N
N= b NH

O 0
NH
N o

O

807,4

TH-RMN (400 MHz,
CDCls): 5 1,56 (s,
6H), 2,08-2,10 (m,
3H), 2,70-2,90 (m,
3H), 3,46 (t,J =52
Hz, 2H), 3,65-3,73 (m,
8H), 4,11 (t, =6 Hz,
2H), 4,88-4,92 (m,
1H), 6,92 (d,J=8.8
Hz, 1H), 7,03 (d,J =
8,8 Hz, 2H), 7,10 (d, J
=7,2 Hz, 2H), 7,18 (d,
J=28,8 Hz, 2H), 7,49
(t,J=7,6 Hz, 1H),
7,84 (d, J=8,0 Hz,
1H), 7,97-7,99 (m,
3H).
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458

F MH
@] N
i g S {#0

N

N YN NH O
S \Q\ T T R T /\“‘\/D\)
0] 0]

865,3

TH-RMN (400 MHz,
CD;OD): § 1,57 (s,
6H), 1,76-1,79 (m,
2H), 1,87-1,90 (m,
2H),2,10-2,14 (m,
1H), 2,71-2,91 (m,
3H), 3,47-3,74 (m,
14H), 4,02 (t, ] = 6,2
Hz, 2H), 4,88-4,93 (m,
1H), 6,48-6,49 (m,
1H), 6,91-7,02 (m,
3H), 7,10-7,20 (m,
3H), 7,49 (t, T = 7,8
Hz, 1H), 7,83-7,86 (m,
1H), 7,97-8,02 (m,
3H).

459

851,3

TH-RMN (400 MHz,
CD;0D): § 1,57 (s,
6H), 2,07-2,11 (m,
3H), 2,70-2,90 (m,
3H), 3,46-3,72 (m,
14H), 4,10 (t, J = 6,2
Hz, 2H), 4,88-4,92 (m,
1H), 6,48-6,49 (m,
1H), 6,91-7,26 (m,
6H), 7,49 (t, T=7.8
Hz, 1H), 7,83-7,85(m,
1H), 7,97-8,02 (m,
3H).

460

837,2
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461 N::..

S NH
F N/lL o @QM-{L_/:O
F k.

837,2

462

821,3 | 'H-RMN (400 MHz,
CDCls): § 1,57 (s,
6H), 1,86-1,89 (m,
2H), 2,04-2,09 (m,
3H), 2,71-2,90 (m,
3H), 3,43 (s, 2H),
3,55-3,63 (m, 8H),
4,10 (t,J = 6,0 Hz,
2H), 4,89-4,93 (m,
1H), 6,91 (d, J=8,8Hz,
1H), 7,02-7,05 (m,
2H), 7,10 (d, J=6,8Hz,
1H), 7,17-7,20 (m,
2H), 7,47-7,51 (m,
1H), 7,83-7,86 (m,
1H), 7,97-7,99(m,
2H), 8,07 (s, 1H).

463 EF

865,1 | 'H-RMN (400 MHz,
CDCly): & 1,42 (s,
6H), 1,85 (s, 3H),
1,92-1,96 (m, 3H),
2,44-2,49 (m, 1H),
2,56-2,64 (m, 2H),
3,34 (d,J=5,2 Hz,
2H), 3,50-3,59 (m,
12H), 4,01 (d, ] =62
Hz, 2H) ,6,86-6,94 (m,
4H), 7,13-7,16 (m,
2H), 7,38-7,42 (m,
1H), 7.86-7.89 (m,
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1H), 8,03-8,05 (m,
2H).
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466

M

1H-RMN (400 MHz,
DMSO0d6):8 10,97 (s,
1H), 8,38 (d,J = 8,0
Hz, 1H), 8,29 (s, 1H),
8,07 (d,J=8,4 Hz,
1H), 7,46 (t, ] = 2,6
Hz, 1H), 7,24-7,33 (m,
4H), 7,08 (d,J = 8.4
Hz, 2H), 5,09-5,12 (m,
1H), 4,05-4,39 (m,
9H), 3,77 (s, 2H),
3,51-3,59 (m, 10H),
2,80-3,00 (m, 1H),
2,30-2,70 (m, 2H),
1,90-2,10 (m, 3H),
1,24 (s, 6H).

467

</
e}
=1
o
\Y
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753,7
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468

8253

TH-RMN (400 MHz,
CD;0D): § 1,24 (s,
6H), 1,31 (s, 6H),
1,96-2,12 (m, 4H),
2,71-2,81 (m, 8H),
3,48 (t,1=6,0 Hz,
2H), 3,64-3,70 (m,
8H), 4,16 (s, 1H), 4,30
(s, 1H), 5,03-5,09 (m,
1H), 6,82 (d, T = 8.8
Hz, 1H), 6,99-7,10 (m,
3H), 7,14-7,15 (m,
1H), 7,58 (t, 1= 7.8
Hz, 1H), 7,74 (d, J =
8,8 Hz, 1H), 7,95-7,98
(m, 1H), 8,60-8,61 (m,
1H).

469
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470

H
NM/O\//\/NH

F
Cl o o

O 0

NH
N 0O

0

815,3 | 'H-RMN (400 MHz,
CD;0D): § 1,23 (s,
6H), 1,29 (s, 6H),
1,49-1,56 (m, 2H),
1,66-1,73 (m, 4H),
1,92-1,95 (m, 2H),
2,06-2,12 (m, 1H),
2,69-2,80 (m, 3H),
3,23 (t,7=7,0 Hz,
2H), 3,44 (t,J = 6,4
Hz, 2H), 3,50 (t, J =
6,2 Hz, 2H), 3,59 (t, J
= 5,6 Hz, 2H), 4,13-
4,15 (m, 1H), 4,30 (s,
1H), 5,03-5,07 (m,
1H), 6,74 (t, J = 8.4
Hz, 1H), 6,99-7,08 (m,
3H), 7,15 (d, =24
Hz, 1H), 7,44-7,57 (m,
3H),7,74 (4,7 =8.8
Hz, 1H).
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FIG. 6 Continuacion.
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1H), 5,15-5,30 (m, 1H), 6,47-6,49

Fig. 7
Tabla 7. Compuestos a modo de ejemplo
N / Categori E
de ei. L m/z ategoria : squema
! Estructura quimica observado | de CD50 IH-RMN General
o a M a
.
529 ,-;:' [; ”j\@\ | 832,610 A
O\JHJ
'H-RMN (300 MHz, d6-DMSO) &
1,13 (s, 6H), 1,22 (s, 6H), 1,59-1,74
(m, 4H), 1,90-2,10 (m, 1H), 2,61-
- 2,69 (m, 2H), 2,89-2,94 (m, 2H),
o 3_@ 3,08-3,15 (m, SH), 3,87-3,90 (m,
)_@_.,(}_,. ] 1H), 4,04-4,12 (m, 5H), 4,15-4,21
530 ah " 8342 A (m, 1H), 4,32 (s, 1H), 5,06-5,10 (m, 18
n}

(m, 2H), 6,99-7,02 (m, 1H), 7,20-

7,21 (m, 1H), 7,24-7,27 (m, 1H),

7,33 (s, 1H), 7,45-7,48 (m, 1H),

7,65-7,68 (m, 1H), 7,74-7,77 (m,

2H), 7,89-7,92 (m, 1H), 11,07 (s,
1H)
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801,500

'H-RMN (300 MHz, DMSO-de) &
11,15 (s, 1H), 8,29 (d, J = 9,4 Hz,
1H), 7,92 (dd, J = 9,0, 4,3 Hz, 3H),
7,77 (d,J = 7,1 Hz, 1H), 7,49 (s,
1H), 7,26 (d, J = 2,4 Hz, 1H), 7,05
(dd, J=8,6,2,5 Hz, 1H), 5,15 (dd, J 9
= 12,9, 5,4 Hz, 1H), 4,48 -4,41 (s,

3H), 4,03 (d, J = 9,2 Hz, 1H), 3,35
(s, 9H), 2,94 — 2,53 (m, 4H), 2,35-
2,08 (s, 3H), 1,24 (s, 6H), 1,16 (s,

6H).

801,500

'H-RMN (300 MHz, DMSO-de) &
11,14 (s, 1H), 8,64 (d, ] = 1,2 Hz,
1H), 8,36 (s, 1H), 7,96 — 7,80 (m,
3H), 7,76 (d, ] = 7,1 Hz, 1H), 7,70
~7,51 (m, 1H), 7,26 (d,J = 2,4 Hz,
1H), 7,04 (dd, J = 8,8, 2,5 Hz, 1H), 9
5,14 (dd, J = 12,9, 5,3 Hz, 1H), 4,48
— 433 (m, 4H), 3,97 (d,J = 9,0 Hz,
1H), 3,74 (s, 4H), 2,98 — 2,81 (m,
1H), 2,68 — 2,52 (m, 6H), 2,13 —
2,01 (m, 1H), 2,03 (s, 3H), 1,17 (d,
J = 18,6 Hz, 12H).

h
531
h
532
h
533

773,470

'H-RMN (400 MHz, DMSO-d): &
11,12 (s, 1H), 8,76 (s, 2H), 8,15 (d,
J=72Hz, 1H), 7,86 (d,] = 8,8 Hz,
2H), 7,74 (d, J = 7.2 Hz, 1H), 7,37
(d, J=2 Hz, 1H), 7,14-7,12 (m, 1B
1H), 5,12 (m, 1H), 4,55 (s, 1H),
4,37-4,34 (m, 2H), 3,82 (s, 6H),
2,94-2,85 (m, 1H), 2,64-2,61(m,
2H), 2,56-2,44 (m, SH), 2,11-1,91

(m, 7H), 1,57-1,44 (m, 4H)
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"H-RMN (300 MHz, DMSO-d6)
11,12 (s, 1H), 8,74 (s, 2H), 8,12-
L]

8,10 (d, J= 7,5Hz, 1H), 7,88-7,85
. (d, J=8,7Hz, 1H), 7,75-7,71 (d, J=
s 11,4Hz, 1H), 7,47-7,39 (m, 2H),
> 5 %"G_\’“ﬁ «{; 826,540 A 7,16-7,13 (m, 1H), 5,08-5,04 (m
':"'O- 37_'5:“ o

1H), 4,74-4,55 (m, 3H), 3,86-3,80 9B

(m, 1H), 3,55-3,51 (m, 6H), 2,96-

2,92 (m, 2H), 2,59-2,46 (m, 7H),

2,05-1,80 (m, 5H), 1,79-1,61 (m,

4H), 1,56-1,42 (m, 5H), 1,21-1,14
(m, 2H);

'"H-RMN (300 MHz, CD;0D) &

8,6 (s, 1H), 8,08- 8,01 (m, 1H)

7,76- 7,69 (m, 1H), 7,59- 7,36 (m,

oo 2H), 7,14 (s, 1H), 7,03- 6,96 (m,
F 1H), 635 (s, 1H), 5,12 - 5,04 (m,

535 957,650 C 1H), 4,60 (s, 1H), 4,50- 4,39 (m,
A 4H), 4,30- 4,27 (m, 1H), 4,18- 4,10
-mwﬂwa-' (m, 1H), 3,96- 3,90 (m, 2H), 3,73-
3,52 (m, 4H), 3,09- 2,66 (m, 10H),

2,37-2,31(m, 2H), 2,15- 1,88 (m,

5H), 1,29 - 1,20 (m, 18H)

1H-RMN (300 MHz, DMSO-d6)
11,05 (s, 1H), 8,21-8,18 (m, 1H)

7,85-7,82 (m, 1H), 7,76-7,73 (m,
L n 2H), 7,63-7,60 (m, 1H), 7,37-7,30
'%-r-x (m, 4H), 7,22-7,10 (m, 2H), 5,07-
536 _ O"N\r@_\'- 751,500 A
r a
[ il o

5,01 (m, 1H), 4,52-4,45 (m, 1H),
3,80-3,70 (m, 1H), 3,47-3,43 (m,
2H), 3,22-3,16 (m, 2H), 3,00-2,90
(m, 2H), 2,85-2,52 (m, 7H), 2,25-
1,87 (m, 5H), 1,54-1,45 (m, 4H),
1,21-0,97 (m, 6H).

60

10B

258
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o

537 h
R

811,600

'H-RMN (300 MHz, DMSO-d): &
11,05 (s, 1H), 8,03 (d, J = 8,8 Hz,
1H), 7,87-7,59 (m, 4H), 7,45 (d, J =
9,1 Hz, 1H), 7,36-7,16 (m, 3H),
6,92 (d, J = 8,9 Hz, 2H), 5,06-5,03
(m, 1H), 4,33 (s, 1H), 4,03 (d, ] =
9,1 Hz, 1H), 3,83 (d, J = 12,6 Hz,
2H), 3,41 (s, 4H), 2,76 (s, 3H),
2,90-2,72 (m, 3H), 2,70-2,65 (m,
2H), 2,28-2,20 (s, 2H), 2,10-1,90
(m, 1H),1,86-1,70 (m, 3H), 1,19 (s,
9H), 1,08 (s, 6H

49

538 ‘E\QLJEF:"

800,620

'H-RMN (300 MHz, DMSO-de): &
11,06 (s, 1H), 7,75-7,57 (m, 5H),
7,46 (d,J=9,2 Hz, 1H), 7,36-7,15
(m, 2H), 6,93 (d, J = 8,6 Hz, 2H),
6,80 (d, J = 8,8 Hz, 1H), 5,04 (dd, J
=12,7,5,3 Hz, 1H), 4,22 (s, 1H),
4,04 (d,J=9,1 Hz, 1H), 3,83 (d, J
= 12,5 Hz, 2H), 3,41 (s, 4H), 2,81
(dt, J=23.9, 12,5 Hz, 3H), 2,55 (d,
J=17,4Hz, 2H), 2,47 (p, T = 1,8
Hz, 6H), 2,22 (s, SH), 1,98 (d, J =
11,9 Hz, 1H), 1,78 (d, J = 12,0 Hz,
3H), 1,20 (s, 6H), 1,10 (s, 6H).

49

811,600

'H-RMN (300 MHz, DMSO-de): &
11,08 (s, 1H), 8,43 (d, J =2,1 Hz,
1H), 8,13 (dd, J = 8.9, 2,2 Hz, 1H),
7,75 (d, ] = 8,6 Hz, 3H), 7,70 (d, J
=8,5 Hz, 1H), 7,52 (d, J = 9,0 Hz,
1H), 7,36 (s, 1H), 7,28 (4,7 =7.9
Hz, 1H), 7,17 (d, J = 9,0 Hz, 1H),
6,98 (d, J = 8,7 Hz, 2H), 5,09 (dd, J
= 12,6, 5,4 Hz, 1H), 4,45 (s, 1H),
4,11 (d, J=9,0 Hz, 1H), 3,88 (d, J
= 12,3 Hz, 2H), 3,46 (sa, 4H), 2,95-

2,75 (m, 3H), 2,66-2,46 (m, 8H),

49
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2,23 (d, 1= 6,4 Hz, 2H), 2,02 (sa,
1H), 1,83 (d,J = 12,1 Hz, 3H), 1,26
(s, 6H), 1,17 (s, 6H).

'H-RMN (400 MHz, DMSO-d): &
11,10 (s, 1H), 7,71 (dd, T = 11,8,
8,6 Hz, 3H), 7,6-7,52 (m, 3H), 7,35
(d,7=2,1 Hz, 1H), 7,27 (d, T = 8,9

R o Hz, 1H), 6,96 (d, J = 8,6 Hz, 2H),
% L_» —zj)@ 5,00 (dd, J = 12,9, 5,4 Hz, 1H), 4,33
(s, 1H), 3,99 (d, J = 9,9 Hz, 1H),
540 " 814,640 b 3,86 (d, J = 12,6 Hz, 2H), 3,44 (d, J
= 5,8 Hz, 4H), 2,95-2,75 (m, 3H),
2,67-2,53 (m, 1H), 2,50 (s, SH),
232 (s, 6H), 2,20 (d, J = 6.6 Hz,
2H), 2,10-2,00 (m, 1H), 1,81 (d, ] =
12,3 Hz, 3H), 1,35 (s, 6H), 1,20 (q,
J= 12,3, 10,9 Hz, 2H), 1,06 (s, 6H)

49

'H-RMN (300 MHz, DMSO-dg): &
11,07 (s, 1H), 7,77-7,58 (m, 4H),
7,48 (d,J=9,1 Hz, 1H), 7,33 (s,

,,f--.l e 1H), 7,24 (d, ] = 8,7 Hz, 1H), 6,94
-, . [____Jh k (d, 7=8,7 Hz, 2H), 6,62 (d, J = 2,1
h Hz, 1H), 6,52 (d, J = 8,7 Hz, 1H),
pe Y@' _2:>=" 816,620 A 5,05 (dd, J = 12,6, 5,3 Hz, 1H), 4,25 49
(s, 1H), 4,03 (d, J = 9.2 Hz, 1H),
o 3,89 (s, 5H), 3,43 (s, 4H), 2,77 (q, J
= 13,8, 11,8 Hz, 3H), 2,53 (s, 5H),
2,19 (d, J = 6,4 Hz, 2H), 2,01 (s,
1H), 1,79 (d, J = 12,2 Hz, 3H), 1,16
(d, ] =23,6 Hz, 15H)

541

260
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LT
542 O/:‘I\ B
AT

817,620

'H-RMN (300 MHz, DMSO-
de): 8 11,13 (s, 1H), 8,60 (d, J =
1,2 Hz, 1H), 8,27 (s, 1H), 8,09
(d,J=8,4 Hz, 1H), 7,85 (d,J =
8,0 Hz, 1H), 7,67 (d, J = 8,6 Hz,
1H), 7,27 (d, J = 8,3 Hz, 2H),
7,05 (d, ] = 2,3 Hz, 1H), 7,00-
6,90 (m, 1H), 5,13 (dd, T = 12,9,
5,4 Hz, 1H), 4,91-4,85 (m, 1H),
4,57-4,40 (m, 3H), 3,84-3,73
(m, 1H), 3,68 (t, J = 8,1 Hz,
1H), 3,00-2,94 (m, 4H), 2,70-
2,61 (m, 1H), 2,60-2,30 (m, 5H),
2,29-2,10 (m, 4H), 2,08-2,01
(m, 3H), 2,00-1,81 (m, 12,9 Hz,
4H),1,76-1,45 (m, 6H), 1,07 (d,
J= 12,4 Hz, 2H), 0,94 (d, T =
6,5 Hz, 6H)

72

543

PoRew
Aﬂ&ﬂ

755,440

H-RMN (300 MHz, DMSO-d6) &
11,11 (s, 1H), 7,97 (d, J=7,5 Hz,
1H), 7,85-7,70 (m, 6H), 7,37 (d,

J=2,4 Hz, 1H), 7,14-7,10 (m, 1H),

6,92 (d, 1=8,7 Hz, 2H), 5,15-5,09

(m, 1H), 4,51 (s, 1H), 3,78 (s, 1H),
3,38-3,36 (m, 2H), 3,22 (s, 4H),
2,87-2,57 (m, 9H), 2,10-2,00 (m,

3H), 1,88-1,86 (m, 2H), 1,53-1,45

(m, 4H)

11B
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My Lﬁ 5

829,540

1H-RMN (300 MHz, CDCL3) &
8,09 (s, 1H), 7,65 — 7,48 (m, 3H),
6,99 (d, J = 2,4 Hz, 1H), 6,83 (dd, J
=8,7,2,4 Hz, 1H), 5,71 (d, J=8,5
Hz, 1H), 4,98 (dd, J = 12,2, 5,3 Hz,
1H), 4,31 (t, J = 6,3 Hz, 2H), 4,20
(d, J=8,5 Hz, 1H), 4,05 (s, 1H),
3,92 (s, 4H), 3,01 — 2,69 (m, 3H),
2,63 (s, 2H), 2,55 (s, 4H), 2,39 (s,
6H), 2,19 (d, J = 14,7 Hz, 4H), 1,26
(s, 12H

62

886,590

1H-RMN (300 MHz, CDCL3): &
8,05 (s, 1H), 7,60 (d, J = 8,7 Hz,
1H), 7,23 (d, J = 6,0 Hz, 1H), 6,99
(d,J=2,4Hz, 1H), 6,83 (dd, ] =
8,7,2,4 Hz, 1H), 5,71 (d, 1= 8,6
Hz, 1H), 5,02 — 4,84 (m, 3H), 4,20
(d, J=8,4 Hz, 1H), 4,05 (s, 1H),
3,39 (s, 3H), 3,00 — 2,73 (m, 5H),
2,64 (s, 4H), 2,38 (s, 5H), 2,31 (s,
2H), 2,23 -2,12 (m, 1H), 1,89 (d, J
= 13,3 Hz, 3H), 1,26 (s, 15H), 1,05
- 0,87 (m, 1H);

63

546

789,530

'H-RMN (300 MHz, DMSO-dq): &
11,86 (d, J = 15,5 Hz, 1H), 11,09 (s,
1H), 7,89 (d, J = 8,8 Hz, 1H), 7,70
(d, J=8,5 Hz, 1H), 7,41-6,80 (m,
7H), 5,09 (dd, J = 12,7, 5,4 Hz,
1H), 4,64 (sa, 1H), 3,58-3,46 (m,
6H), 2,94-2,82 (m, 2H), 2,68-2,55
(m, 4H), 2,55-2,47 (m, 4H), 2,26-
1,99 (m, 7H), 1,87-1,51 (m, 7H),

1,31 (q,J = 12,4, 11,6 Hz, 2H).

12B
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'H-RMN (300 MHz, DMSO-d6)
11,07(s, 1H), 8,56 (s, 1H), 8,00-
7,98 (m, 1H), 7,98-7,88(m, 2H),
7,85-7,67(m, 1H), 7,37-7,36 (m,
o 3H), 7,24-7,13 (m, 1H), 6,81-6,78
0 (m, 1H), 5,08-5,02 (m, 1H), 4,52-
807,550 A 4,39 (m, 1H), 4,37-4,31 (m, 2H), 9B
C}.n " O-\-'"J ﬂ 3,80 (s, 1H), 3,77-3,41 (m, 4H),
e n R 2,86-2,82 (m, 3H), 2,79(m, 2H),
2,58-2,56 (m, 4H), 2,52-2,47 (m,
2H), 2,32-2,08 (m, 3H), 2,00-1,97
(m, 2H), 1,86-1,74 (m, 2H), 1,71-
1,48 (m, 7H), 1,37-1,09 (m, 2H)

547

1H-RMN (300 MHz, DMSO-d6) &
11,09 (s, 1H), 8,55 (d, J = 8,2 Hz,
1H), 7,74 (td, ] = 13,7, 11,7, 7,4

r:;lﬁ £ en Hz, 3H), 7,42 (d, J = 7,4 Hz, 1H),
] Lh 0 7,26 (dd, J = 23,7, 9.3 Hz, 2H), 5,07
_tP,:,;. (dd, J = 12,8, 5,3 Hz, 1H), 4,45 (d, J
548 ho M 826,540 A = 13,5 Hz, 3H), 3,86 (s, 1H), 3,22 1B
ﬁ ! b (s, SH), 3,03-2,95 (m, 2H), 2,87-
o 2,79 (m, 1H), 2,59-2,48 (m, 4H),
2,20-2,18 (m, 5H), 2,10 — 1,95 (m,
3H), 1,90-1,78 (m, 5H), 1,58 (td, J

=21,0, 18,4, 11,8 Hz, 4H), 1,20 (s,
1H), 1,09 (g, J = 11,7 Hz, 2H).

263
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“| .0

792,570

TH-RMN (400 MHz, DMSO-de): &
11,11 (s, 1H), 8,58 (d, J = 8,2 Hz,
1H), 7,81 (d, J = 9,5 Hz, 1H), 7,73
(d,J=11,4 Hz, 1H), 7,66 (d, ] =
8,6 Hz, 1H), 7,46 (d, J = 7.4 Hz,
1H), 7,34 (d, J = 9,6 Hz, 1H), 7,06
(d,7=2,5Hz, 1H), 6,95 (dd, ] =
8,8,2,5 Hz, 1H), 5,11 (dd, T = 12,8,
5.4 Hz, 1H), 4,47 (t,J = 13,0 Hz,
3H), 3,87 (d, J = 10,3 Hz, 1H), 3,26
(d,J=5,6 Hz, 4H), 3,03 (t, J= 12,5
Hz, 2H), 2,96 — 2,84 (m, 1H), 2,60
(d, J = 18,0 Hz, 2H), 2,55 (s, 4H),
2,44 (s, 3H), 2,23 (d, J = 7,0 Hz,
2H), 2,15 — 2,00 (m, 3H), 1,95 —
1,84 (m, 4H), 1,83 (s, 1H), 1,57
(dq, J = 52,6, 12,2, 11,7 Hz, 4H),
1,14 (q,J = 11,5 Hz, 2H);

1B

550 &:ﬂ‘iﬁj i([j

800,620

49

in<Sond

801,620

'H-RMN (400 MHz, DMSO-d6):
11,09 (s, 1H), 8,07-8,05 (d, J =
8,8Hz, 1H), 7,77-7,74 (m, 3H),

7,70-7,68 (d, J = 8,4Hz, 1H), 7,56-
7,53 (d, ] = 9,2Hz, 1H), 7,35 (s,

1H), 7,28-7,25 (d, J = 8,8Hz, 1H),

6,97 -6,95 (d, J = 8,8Hz, 2H), 6,87-

6,85 (d, J = 8,8Hz, 1H), 5,10-5,05

(m, 1H), 4,75 (s, 1H), 4,04-4,02 (d,

J=9,2Hz, 1H), 3,88-3,85 (m, 2H),
3,45 (s, 4H), 2,93-2,76 (m, 3H),

2,61-2,51 (m, 4H), 2,50 (m, 6H),

49

AM 67300178.1

264




1513291.122WO02

2,22-2,21(d, J = 6,4Hz, 2H), 2,08-
1,98 (m, 1H), 1,88-1,68 (m, 3H),
1,21 (s, 6H), 1,12 (s, 6H);

552

787,600

'H-RMN (300 MHz, DMSO-d): &
11,06 (s, 1H), 8,64 (s, 1H), 8,13 (d,
J=8,4 Hz, 1H), 7,73-7,65 (m, 3H),
7,55-7,45 (m, 1H), 7,40 (s, 1H),
7,25-7,15 (m, 1H), 7,10-7,00 (m,
1H), 6,95-6,91 (m, 2H), 5,07-5,01
(m, 1H), 4,76 (s, 1H), 4,02 (d, T =9
Hz, 1H), 3,85 (d, J = 11,7 Hz, 2H),
3,41 (s, 4H), 2,90-2,72 (m, 3H),
2,58-2,47 (m, 4H), 2,19-2,01(m,
2H), 2,00-1,90 (m, 1H),1,89-1,76
(m, 3H), 1,36-0,98(m, 15H);

49

553

[ o

813,600

'H-RMN (400 MHz, d6-DMSO): &
11,09 (s, 1H), 8,75 (s, 2H), 8,07-
8,05 (d, J=8,8Hz, 1H), 7,72-7,65
(m, 3H), 7,36-7,34 (m, 2H), 7,28-
7,25 (d, J=9,2Hz, 1 H), 5,09-5,05

(m, 1H), 4,77-4,73 (m, 2H), 4,34 (s,
1H), 4,06-4,04 (m, 1H), 3,45 (m,
4H), 3,02-2,85 (m, 3H), 2,61-2,54
(m, 2H), 2,51 (m, 4H), 2,22-2,20

(m, 2H), 2,03-2,01 (m, 1H), 1,92 (s,

1H), 1,85-1,82 (m, 2H), 1,23 (s,
6H), 1,10-1,07 (m, 8H);

49
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554

803,610

TH-RMN (400 MHz, d-
DMSO0):811,051(s,1H),8,740(s,2H)
,8,055-
8,027(d,J=11,2Hz,2H),7,731-
7,647(m,2H),7,327(s,1H),7,255-
7,226(d,J=11,6Hz,1H),6,854-
6,825(d,J=11,6Hz,1H),5,082-
5,064(m, 1 H),4,747-
4,692(m,3H),4,002-
3,971(d,J=12,4Hz,1H),3,427(s,4H),
3,305-2,806(m,3H),2,589-
2,545(m,9H),2,247-
2,173(m,2H),2,052-
1,792(m,4H),1,178(s,6H),1,087-
1,17(m,8H)

49

555

834,560

556 l’“‘-

801,620

1H-RMN (300 MHz, DMSO-
d6,ppm) 'H-RMN (300 MHz,
DMSO-de) & 8,48 (d, ] = 2,3 Hz,
1H), 8,01 (dd, J =2.3, 1,1 Hz, 1H),
7,71 (dd, J = 17,4, 8,5 Hz, 3H), 7,51
(d, J=9,3 Hz, 1H), 7,38(m, 1H)
7,21 (m, 1H), 6,95 (d, J = 9,0 Hz,
2H), 5,07 (dd, J = 12,8, 5,4 Hz,
1H), 4,82 (s, 1H), 4,05 (d, J=9,1
Hz, 1H), 3,86 (d, J = 12,5 Hz,
2H),3,35(m, 8H) ,2,98-2,72 (m,
3H), 2,59 (m, 3H), 2,25 (m, 5H),
2,08-1,97 (m, 1H), 1,81 (d,J= 11,8
Hz, 3H), 1,16 (d, ] = 23,5 Hz, 14H)

49
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o

788,595

TH-RMN (400 MHz, DMSO-de): &
11,09 (s, 1H), 9,11 (s, 2H), 7,76 (d,
J=8,7 Hz, 2H), 7,70 (d, ] = 8,5 Hz,
1H), 7,57 (d, J = 9,2 Hz, 1H), 7,35
(d,J=2,1 Hz, 1H), 7,31-7,24 (m,
1H), 6,97 (d, J = 8,8 Hz, 2H), 5,09
(dd, T=12,9, 5,4 Hz, 1H), 4,79 (s,
1H), 4,07 (d, J = 9,1 Hz, 1H), 3,87
(d, T = 12,4 Hz, 2H), 3,46 (s, 4H),
3,32 (s, 3H), 2,85 (dt, J = 37,2, 12,7
Hz, 3H), 2,64-2,53 (m, 1H), 2,22
(d, J = 6,6 Hz, 2H), 2,03 (d, J =
11,4 Hz, 1H), 1,82 (d, J = 12,3 Hz,
3H), 1,18 (d, J = 26,1 Hz, 16H).

49

558

814,643

'H-RMN (300 MHz, DMSO-de) &
11,10 (s, 1H), 7,73 (dd, J = 16,0,
8,6 Hz, 3H), 7,49 (d, J = 9,2 Hz,

1H), 7,45 — 7,33 (m, 1H), 7,28 (d, J

= 8,7 Hz, 1H), 6,97 (d, J = 8,7 Hz,

2H), 6,75 (s, 2H), 5,09 (dd, J =
12,6, 5,4 Hz, 1H), 4,24 (s, 1H), 4,05
(d,7=9,1 Hz, 1H), 3,87 (d,J =

12,8 Hz, 2H), 3,47 (s, 6H), 2,83 (q,

J=14,0, 12,0 Hz, 3H), 2,60 (d, ] =

16,4 Hz, 2H), 2,44 (s, 8H), 2,24 (s,

2H), 2,03 (d, J = 11,2 Hz, 1H), 1,83
(d, J=12,0 Hz, 3H), 1,23 (s, 8H),

1,13 (s, 6H).

49

559

o l.OﬁH"_}—HD—"n

780,510

'H-RMN (400 MHz, DMSO) 11,08
(s, 1H), 8,59 (s, 1H), 8,28 (s, 1H),
8,10 (m, 1H), 7,87-7,85 (m, 1H),
7,68-7,66 (m, 1H), 7,38-7,33 (m,
2H), 7,28-7,22 (m, 1H), 7,14-7,11
(m, 1H), 5,09-5,01 (m, 1H), 4,51-
4,45 (m, 3H), 3,90-3,80 (m, 1H),
3,42-3,40 (m, 4H), 3,05-2,80 (m,
3H), 2,64-2,49 (m, 7H), 2,10-1,88

5B
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(m, 7H), 1,62-1,38 (m, 6H).

560

780,510

H-RMN (300 MHz, DMSO-d6)
11,09 (s, 1H), 8,78-8,72 (m, 2H),
8,29-8,22 (m, 1H), 7,89-7,86 (m,
1H), 7,73-7,70 (m, 1H), 7,40-7,14 B
(m, 4H), 5,12-5,06 (m, 1H), 4,80-

4,56 (m, 3H), 3,81-3,70 (m, 1H),
3,03-2,63 (m, 11H), 2,30-1,92 (m,

8H), 1,55-1,24 (m, 8H);

™ G

834,560

562

781,520

TH-RMN (300 MHz, DMSO-de): &
11,11 (s, 1H), 7,88 (dd, J=20.8, 8,5
Hz, 2H), 7,75 (d, J=8,6 Hz, 2H),
7,48 (d, J=2,3 Hz, 1H), 7,45 -7,32
(m, 2H), 7,21 (d, J = 2,4 Hz, 1H),
7,01 (dd, J = 8.8, 2,5 Hz, 1H), 6,57
(d,J=8,7 Hz, 2H), 5,13 (dd, J =
12,8, 5,4 Hz, 1H), 4,31 (d,J=7.5 46

Hz, 3H), 4,06 (d, J = 9,1 Hz, 1H),

3,50 (dt, J = 30,2, 8,2 Hz, 2H), 3,27
(m, 2H), 3,20 -3,07 (m, 1H), 2,91
(m, 3H), 2,60 (d, J = 19,3 Hz, 2H),
2,36 (s, 3H), 2,21 (s, 1H), 2,04 (s,

1H), 1,96 -1,83 (m, 1H), 1,22 (s,
6H), 1,13 (s, 6H)

AM 67300178.1
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563

807,540

TH-RMN (300 MHz, DMSO-de): &
11,12 (s, 1H), 7,85-7,82 (m, 1H),
7,78-7,75 (m, 1H), 7,75 (d, ] = 8,6
Hz, 2H), 7,51 (d, J = 9,2 Hz, 1H),
7,42-7,28 (m, 2H), 7,21 (d,J = 2,4
Hz, 1H), 7,06-6,91 (m, 3H), 5,18-
75,03 (m, 2H), 4,32 (s, 1H), 4,05
(d,7=9,1 Hz, 1H), 3,25-3,43 (m,
4H), 2,99 - 2,80 (m, 1H), 2,68-2,62
(m, 2H), 2,56 (s, 6H), 2,11-1,95 (m,
4H), 1,70-1,51 (m, 2H), 1,22 (s,
6H), 1,13 (s, 6H).

64

564

o [}

801,620

'H-RMN (300 MHz, DMSO-de) &
11,10 (s, 1H), 8,25 (d, J = 2,7 Hz,
1H), 7,73 (dd, J = 17,0, 8,5 Hz,
3H), 7,50 (d, ] = 9,1 Hz, 1H), 7,40
~7,23 (m, 3H), 6,97 (d,J = 8,7 Hz,
2H), 5,09 (dd, J = 12,6, 5,4 Hz,
1H), 4,35 (s, 1H), 4,08 (d, ] =9,0 49
Hz, 1H), 3,88 (d, J = 12,5 Hz, 2H),
3,00 — 2,73 (m, SH), 2,66 — 2,54
(m, 6H), 2,50 (s, 4H), 2,23 (d, J =
6,6 Hz, 2H), 2,03 (d, J = 11,5 Hz,
1H), 1,83 (d, J = 12,0 Hz, 3H), 1,20
(d,J = 31,9 Hz, 15H).

565

o u}

855,600

'H-RMN (300 MHz, DMSO-de): &
11,09 (s, 1H), 8,70 (d, J = 2,6 Hz,
1H), 7,86-7,65 (m, 4H), 7,52 (d, J =
9,3 Hz, 1H), 7,36-7,28 (m, 2H),
6,98 (d, J = 8,8 Hz, 2H), 5,12-5,08
(m, 1H), 4,60 (s, 1H), 4,11 (d, ] =
9,1 Hz, 1H), 3,88 (d,J = 12,4 Hz,
2H), 3,47-3,43 (m, 4H), 2,93-2,70
(m, 3H), 2,63-2,56(m, 5H), 2,55-
2,47 (m, 3H), 2,23 (d, J = 6,5 Hz,
2H), 2,11-1,96 (m, 1H), 1,83 (d, J =
12,2 Hz, 3H), 1,25 (s, 6H), 1,17 (s,

49

269
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6H).

566

o ot

794,520

1H-RMN (400 MHz, CDCI3): &
8,85 (d, J = 1,3 Hz, 1H), 8,06 (s,
1H), 7,76 (m, 8,7 Hz, 2H), 7,67-
7,62 (m, 1H), 7,58 (d, J = 8,7 Hz,
1H), 7,32 (d, J=2,3 Hz, 1H), 7,10
(d,J=8,5Hz, 1H), 6,99 (d,J =24
Hz, 1H), 6,83 (m, 1H), 4,96 (m,
1H), 4,36 (s, 2H), 4,15 (d,J = 8,8
Hz, 1H), 4,08 (s, 1H), 3,95 (s, 2H),
3,50 (s, 4H), 3,15 (s, 1H), 2,96-2,56
(m, 9H), 2,20-2,12 (m, 1H), 1,28 (s,
6H), 1,23 (s, 6H);

65

567

oo g

766,490

'H-RMN (400 MHz,CDCl3): & 8,85
(d, J=1,4 Hz, 1H), 8,03 (s, 1H),
7,72 (d, J = 8,5 Hz, 1H), 7,63-7,54
(m, 2H), 7,40 (d, ] = 8,2 Hz, 1H),
7,31 (d, J=2,3 Hz, 1H), 7,08 (m,
1H), 7,01 (d, ] = 2,4 Hz, 1H), 6,86
(m, 1H), 4,96 (m, 1H), 4,33 (m,
3H), 4,11-3,99 (m, 1H), 3,91 (m,
2H), 3,45 (s, 4H), 3,11 (s, 1H),
2,96-2,78 (m, 2H), 2,82-2,68 (m,
3H), 2,64 (m, 4H), 2,25-2,10 (m,
5H), 1,78-1,63 (m, 2H), 1,55-1,40
(m, 2H);

7,16 B

568

i R

806,590

'H-RMN (300 MHz, DMSO):
§10,68(s, 1H), 7,91-7,87 (m, 1H),
7,72-7,69 (m, 2H), 7,49-7,46(m,
2H), 7,19-7,18 (m, 1H), 7,05-6,89
(m, SH), 5,28(s, 2H), 4,57-4,52(m,
1H), 4,29 (s, 1H), 4,04-4,01 (m,
1H), 3,86-3,82 (m, 2H), 3,31-
3,26(m, 10H), 2,80-2,72 (m, 2H),
2,61-2,57 (m, 2H), 2,19-2,17(m,
2H), 2,10-1,87 (m, 2H), 1,82-1,67
(m, 3H), 1,19 (s, 6H), 1,10 (s, 6H);

13B

270

AM 67300178.1




1513291.122WO02

569

776,450

H-RMN (300 MHz, DMSO) &
8,37-8,33 (d, J=10,8Hz, 1H), 7,92-
7,80 (m, 3H), 7,34 (s, 1H), 7,10-
7,08 (d, J=8,1Hz, 1H), 6,89-6,84 (d,
J=14,1Hz, 1H), 5,14-5,08 (m, 1H), 14 B
4,67-4,30 (m, 4H), 3,83-3,67 (m,
3H), 3,37-2,93 (m, 6H), 2,91-2.56
(m, 2H), 2,38 (s, 2H), 2,11-1,73 (m,
S5H), 1,17 (s, 4H);

”\ﬂgrﬁﬁﬂ *M}

812,520

'H-RMN (300 MHz, DMSO-d6) &
11,10 (s, 1H), 8,60 (d, J = 8,4 Hz,
1H), 7,84 (m, 2H), 7,40~7,35 (m,
2H), 7,25 (s, 1H), 7,15 — 6,99 (m,
3H), 5,10 (m, 1H), 4,74 — 4,50 (m,
3H), 3,95 3,75 (m, 1H), 3,60 (s,
4H), 3,10 — 2,80 (m, 3H), 2,53 —
2,50 (m, SH), 2,21 — 2,15 (m, 2H),
2,14 - 1,75 (m, 8H), 1,74 — 1,50
(m, 4H), 1,25 — 1,00 (m, 2H)

I5B

840,560

'H-RMN (300 MHz, DMSO-d6) &
11,10 (s, 1H), 8,75 (s, 2H), 7,90 (d,
J=8,7 Hz, 1H), 7,71 (d, ] = 9,0 Hz,
1H), 7,24-7,21 (m, 2H), 7,07 — 6,99
(m, 2H), 5,10 (m, 1H), 4,74 (d, ] =
13,2 Hz, 2H), 4,29 (s, 1H), 4,04 (d,
J=9,0 Hz, 1H), 3,50 (s, 4H), 3,00 —
2,95 (m, 3H), 2,53 — 2,50 (m, 5H),
2,21 - 2,19 (m, 2H), 2,08 — 1,81
(m, 5H), 1,21 — 1,04 (m, 14H)

66y 49

m ﬂﬁ.}[ﬁ

848,650

'H-RMN (300 MHz, DMSO-d6):5
11,12 (s, 1H), 8,22 (d, J = 9,6 Hz,
1H), 7,80 — 7,65 (m, 2H), 7,47 (d, J
= 7,4 Hz, 1H), 6,95 (d, J = 2,4 Hz,
1H), 6,83 (dd, ] = 8.6, 2,5 Hz, 1H),
5,12 (dd, J = 12.9, 5,4 Hz, 1H), 4,74
(d, J=12,6 Hz, 2H), 4,17 (s, 1H),
4,08 (d, J=9,5 Hz, 1H),3,26 - 3,18

63

AM 67300178.1

271




1513291.122WO02

(m, 4H), 2,89 (q, J = 11,2 Hz,
3H), 2,56 (s, SH), 2,46 (s, 3H), 2,24
(s, 8H), 2,10 — 1,99 (m, 1H), 1,81
(d, T=13,2 Hz, 3H), 1,26 -1,17 (m,
7H), 1,12 (s, 6H), 1,06 - 0,94
(m,2H);

I.::Ilf-"'\ -r"‘-\.l oo "H-RMN (300 MHz, DMSO-d6) &
nd 1

H 11,08 (s, 1H), 8,23 (d, J=9,0 Hz,
: 1H), 7,92-7,83 (m, 2H), 7,69 (d,
ji ey J=8,7 Hz, 1H), 7,35 (m, 1H), 7,29-
(= I a [u]

7,25 (m, 2H), 7,05-7,01 (m, 1H),
6,89 (d, J=9,3 Hz, 1H), 5,10-5,05

573 794,520 B (m, 1H), 4,46 (s, 1H), 4,26 (t, J=8,3 65
Hz, 2H), 4,00 (d, J=9,0 Hz, 1H),

3,86-3,81 (m, 2H), 3,46 (s, 4H),

3,10 (m, 1H), 2,95-2,83 (m, 1H),
2,69 (d, J=7,2 Hz, 2H), 2,62-2,56
(m, 6H), 2,08-2,00 (m, 1H), 1,22-

1,14 (m, 12H);

'H-RMN (300 MHz, DMSO-dq): &
11,11 (s, 1H), 8,75 (s, 2H), 8,17 (d,

J=173Hz, 1H), 7,88 (d, ] = 8,8 Hz,
,:r’"“fi\l o o 1H), 7,70 (d, J = 8,4 Hz, 1H), 7,38-
h ]
h

Y _t.)@ 7,36 (m, 2H), 7,28 (d, ] = 8,6 Hz,
1H), 7,18-7,16 (m, 1H), 5,12-5,09
574 '%\JQ\ ﬂ\",[, 766,490 A (11D, 4.56 (5, 1ED), 4.2 (1§ = 7,16 B
[}

o 8,6 Hz, 2H), 3,82-3,70 (m, 3H),
3,48-3,46 (m, 4H), 3,09-2,75 (m,
2H), 2,67 (d,J = 7.4 Hz, 3H), 2,56
(s, 3H), 2,54-2,52 (m, 2H), 2,20-
1,68 (m, SH), 1,51 (s, 4H):;

272
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"H-RMN (300 MHz, DMSO-dg): &

575

oo Dod-

746,540

11,11 (s, 1H), 8,75 (d, J = 3,1 Hz,
2H), 8,16 (d, J = 7,4 Hz, 1H), 7,70-
7,60 (m, 2H), 7,46-7,19 (m, 2H),
7,16-6,89 (m, 2H), 5,11-5,01 (m,
1H), 4,47 (sa, 1H), 4,22 (t, ] = 8.6
Hz, 2H), 3,80-3,71 (m, 3H), 3,50-
3,42 (m, 4H), 3,10-2,80 (m, 2H),
2,72-2,63 (m, 3H), 2,55-2,52 (m,
SH), 2,45-2,43 (m, 3H), 2,24-1,84
(m, 5H), 1,53-1,48 (m, 4H).
'H-RMN (300 MHz, DMSO) &

7,16 B

576

& 1 ;
Sk

812,520

11,11 (s, 1H), 8,23 (d, J=9,0 Hz,
1H), 7,92-7,83 (m, 2H), 7,74 (d,
J=11,4 Hz, 1H), 7,47 (d, J=7,2 Hz,
1H), 7,25 (d, J=2,4 Hz, 1H), 7,05~
7,01 (m, 1H), 6,89 (d, J=9,3 Hz,
1H), 5,14-5,08 (m, 1H), 4,46 (s,
1H), 4,26 (t, J=8,3 Hz, 2H), 4,00 (d,
J=9,0 Hz, 1H), 3,86-3,81 (m, 2H),
3,27 (s, 4H), 3,11 (m, 1H), 2,96-
2,83 (m, 1H), 2,71 (d, J=7,2 Hz,
2H), 2,60 (m, 6H), 2,06-2,02 (m,
1H), 1,22 (s, 6H), 1,14 (s, 6H);
'H-RMN (400 MHz, DMSO-de) &

65

577

840,560

11,09 (s, 1H), 8,24 (d, J =9,2 Hz,
1H), 7,90 (d, J = 8,7 Hz, 1H), 7,82
(d,7=9,6 Hz, 1H), 7,37 (d, = 9,7
Hz, 1H), 7,25 (d, J = 2,4 Hz, 2H),
7,10-7,00 (m, 2H), 5,07 (dd, J =
12,7, 5,4 Hz, 1H), 4,54-4,44 (m,
3H), 4,01 (d, J=9,1 Hz, 1H), 3,51
(s, 4H), 3,05 (t, J = 12,2 Hz, 2H),
2,88 (ddd, J = 16,6, 13,6, 5,3 Hz,
1H), 2,63-2,51 (m, 3H), 2,24 (s,
2H), 2,20-2,10 (m, 2H), 2,10-

2,00(m, 1H), 1,95-1,85(m, 1H),

49, 66

273
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1,85-1,76(m, 2H), 1,18 (d, J=31,8
Hz, 15H).

578 "%m j{

808,580

1H-RMN (300 MHz, DMSO-d6) &
10,78(s, 1H), 8,77 (s, 2 H), 7,92 (d,
J=8,8 Hz, 1H), 7,75 (d, J = 9,6 Hz,
2H), 7,34 — 6,92 (m, 4H), 5,43 (s,
2H), 4,77 (d,J = 13,2 Hz, 3H), 4,32
(s, 1H), 4,06 (d, J = 9,1 Hz, 2H),
3,65 (s, 1H), 3,05 — 3,09 (m, SH),
2,82 2,62 (m, 2H), 1,91 — 2,29
(m, 8H), 1,18 (d,J = 31,3 Hz, 16H);

49, 67

579

837,568

H-RMN (300 MHz, DMSO-d6) &
11,09 (s, 1H), 8,57 (s, 1H), 8,24-
8,04 (m, 2H), 7,86-7,80 (m, 2H),
7,36-7,09 (m, 4H), 5,13-5,07 (m,

1H), 4,88 (s, 1H), 4,50-4,46 (d, J =

12 Hz, 3H), 3,82-3,65 (m, 2H),

2,99-2,82 (m, 4H), 2,60 (s, 1H),

2,41-2,40 (d, J = 4,8 Hz, 2H), 2,22-
2,06 (m, 7H), 1,85 (s, 4H), 1,64-
1,51 (m, 5H), 1,46-1,32 (m, 9H);

25B

580

837,567

H-RMN-PH-ARV-LS-059-H-0:
(300 MHz, DMSO-d6, ppm) &
11,09 (s, 1H), 8,72 (s, 2H), 8,08 (d,
J=7,5 Hz, 1H), 7,86-7,82 (m, 2H),
7,37 (s, 1H), 7,26-7,14 (m, 2H),
7,14-7,11 (m, 1H), 5,15-5,09 (m,
1H), 4,91-4,88 (m, 1H), 4,78-4,72
(m, 2H), 4,56-4,53 (m, 1H), 3,77-
3,61 (m, 2H), 2,94-2,90 (m, 4H),
2,54-2,51 (m, 1H), 2,48-2,47 (m,
2H), 2,24-2,14 (m, 7H), 1,91-1,80
(m, 4H), 1,71-1,50 (m, SH), 0,96-
0,90 (m, 9H);

25B

AM 67300178.1
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TH-RMN (300 MHz, DMSO): §
11,15 (s, 1H), 8,23 (d, J = 9,6 Hz,
1H), 7,91 (d, J = 8,8 Hz, 1H), 7,70

(d,J=9,8 Hz, 1H), 7,24 (d, ] = 2,4
Hz, 1H), 7,02 (dd, J = 8,8, 2,4 Hz,

I‘:jﬁ S 1H), 5,13 (dd, J = 12,8, 5,4 Hz,
i . 1\;" b 1H), 4,74 (d, J = 12,6 Hz, 2H), 4,27
581 T 886,590 A (s, 1H), 4,09 (d, J = 9,5 Hz, 1H), 63
%E;j\j;\;[f 3,31 3,22 (m, 6H),2,89 (q, J =
oI o

14,1, 11,4 Hz, 3H), 2,61 (d, T = 18,0
Hz, 2H), 2,46 — 2,43(m, 2H), 2,24
(s, 8H), 2,04 (d, J = 12,2 Hz, 1H),
1,81 (d,J=12,5 Hz, 3H), 1,19 (s,
6H), 1,12 (s, 6H), 1,01 (d, J = 12,8

Hz, 2H);

'H-RMN (300 MHz, DMSO-de) &
11,14 (s, 1H), 8,30 — 8,14 (m, 1H),
7,92 (d,J = 8,7 Hz, 1H), 7,83 (d, J

o P ~ 9,5 Hz, 1H), 7,69 (d, ] = 9,8 Hz,
Fﬁ—h ey 1H), 7,38 (d, J = 9,7 Hz, 1H), 7.26
e Samh’ Rk . . (d, ] = 2,4 Hz, 1H), 7,05 (dd, J =
S 8,8, 2,4 Hz, 1H), 5,13 (dd, J = 12,8,
>82 R 872,570 A 5.3 Hz, 1H), 4,52-4,46 (m, 3H), 49
& 3 4,02-3,99 (d, J = 9,1 Hz, 1H), 3,44-

3,29 (m, 3H), 3,05-2,93 (m, 4H),
2,62-2,56 (m, 4H), 2,47 — 2,35 (m,

4H), 2,10 — 1,99 (m, 1H), 1,82-1,80
(m, 2H), 1,70-1,69 (m, 1H), 1,54-
1,44 (m, 2H), 1,22-1,20 (m, 14H)
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TH-RMN (300 MHz, DMSO-de)
811,11 (s, 1H), 8,55 (s, 1H), 7,89
(d, J=9,0 Hz, 1H), 7,75-7,65 (m,
2H), 7,46 (d, J = 9,0 Hz, 1H), 7,23

]

/E;" )‘:]:E' 1 - D20 (m, 1H), 7,04-7,00 (m, 1H), 6,38 (s,
i EhtCL m—\} 1H), 5,13-5,07 (m, 1H), 4,47-4,42

N | E .-Ix" ° (m, 2H), 4,36 (m, 2H), 4,29 (s, 1H),

583 h'::-l\,, I-::J h 968,670 C 4,04 (d, J=9,0 Hz, 1H), 3,60 (m, 60
W 4H), 3,31 (m, 1H), 3,26 (m, 4H),
2,94-2,85 (m, 3H), 2,80-2,76 (m,
2H), 2,63 (m, 1H), 2,54 (m, 4H),
2,47 (m, 4H), 2,23 (m, 2H), 2,08

(m, 1H), 1,80 (m, 3H), 1,22 (s, 6H),

1,19 (m, 1H), 1,10 (s, 6H), 1,05 (m,

1H);

Ve Tog | n

'H-RMN (400 MHz, DMSO-dq): &
11,07 (s, 1H), 8,07 (d, J = 8,6 Hz,
1H), 7,75 (d, J = 8,6 Hz, 2H), 7,68
(d,J=8,5Hz, 1H), 7,52 (d, ] = 9,4
Hz, 1H), 7,35 (d, J = 2,3 Hz, 1H),
7,26 (dd, J = 8,6, 2,1 Hz, 1H), 6,96

g SN
a h L.__,h \Q:E? h (d, J=8,6 Hz, 2H), 6,87 (d, ] = 8,6
585 815,640 D Hz, 1H), 5,07 (dd, J = 12,9, 5,4 Hz, 49
i@‘:ﬁij‘f@, 1H), 4,79 (s, 1H), 4,04 (d, ] = 9,2
o [u}

Hz, 1H), 3,86 (d, J = 12,4 Hz, 2H),
3,44 (d, ] = 5,2 Hz, 4H), 2,96 -2,74
(m, 5H), 2,63-2,53 (m, 2H), 2,52(s,
1H),2,50(s, 3H), 2,22 (d, T = 6,6
Hz, 2H), 2,02 (d, J = 12,7 Hz, 1H),
1,81 (d, J = 12,2 Hz, 3H), 1,32-1,24

276
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(m, 3H),1,22 (s, 8H), 1,12 (s, 6H);

837,570

72

" SO

810,530

H-RMN (400 MHz, d6-DMSO)
811,13 (s, 1H), 7,93-7,90 (d, J =
8,8Hz, 1H), 7,76-7,73 (m, 3H),
7,48-7,44 (m, 2H), 7,22-7,21 (d, ] =
2,4Hz, 1H), 7,02-7,00 (m, 1H),
6,45-6,43 (d, J = 8,8Hz, 2H), 5,14- 6
5,10 (m, 1H), 4,32 (s, 1H), 4,07-
4,00 (m, 3H), 3,59-3,56 (m, 2H),
3,26 (s, 4H), 3,00-2,80 (m, 2H),
2,69-2,62 (m, 2H), 2,59-2,51 (m,
6H), 2,08-2,03 (m, 1H), 1,22 (s,
6H), 1,13(m, 6H)

g
" &ﬂiﬁh“’@/o

819,575

'H-RMN (400 MHz, DMSO-dg) &
11,07 (s, 1H), 7,90 (d, J = 8,7 Hz,
1H), 7,77 (dd, J = 8.6, 5,8 Hz, 3H),
7,66 (d, J = 8,6 Hz, 1H), 7,40 — 7,29
(m, 3H), 7,27 — 7,18 (m, 2H), 7,01
(dd, J=8,8,2,5 Hz, 1H), 5,07 (dd, J

=12,9, 5,4 Hz, 1H), 4,32 (s, 1H), 69
4,06 (dd, = 10,3, 5,2 Hz, 3H), 3,02
—2,82 (m, 5H), 2,68 — 2,51 (m,
3H), 2,18 (d, ] = 6,7 Hz, 2H), 2,05
— 1,94 (m, 3H), 1,82 (d, ] = 12.2
Hz, 3H), 1,79 — 1,61 (m, 4H), 1,18
(d, J=35.8 Hz, 14H).

AM 67300178.1
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589

pebresd

821,560

590

e P

P od b

824,580

'H-RMN (300 MHz, DMSO-d6):
§10,96 (s, 1H), 7,90-7,87 (m, 1H),
7,76-7,70 (m, 2H), 7,54-7,48(m,
1H), 7,42-7,38(m, 1H), 7,29-
7,27(m, 1H), 7,19-7,18(m, 1H),
7,00-6,94 (m, 3H), 5,09-5,03(m,
1H), 4,37-4,18 (m, 3H), 4,05-4,02
(m, 1H), 3,63-3,45(m, 2H), 3,28-
3,16(m, SH), 2,93-2,59 (m, SH),
2,48-2,18 (m, 4H), 1,98-1,70(m,
4H), 1,35-0,96 (m, 15H)

70

591

PP

824,580

'H-RMN (300 MHz, DMSO-d6): &
10,95 (s, 1H), 7,91-7,86 (m, 1H),
7,76-7,69 (m, 2H), 7,56-7,46(m,
1H), 7,42-7,34 (m, 1H), 7,30-7,16
(m, 2H), 7,05-6,89 (m, 3H), 5,08-
5,00 (m, 1H), 4,38-4,13 (m, 3H),
4,06-4,01 (m, 1H), 3,49-3,42 (m,
2H), 3,24-3,13 (m, 4H), 2,94-2,58
(m, 5H), 2,36-2,14 (m, 4H), 2,07-
1,71 (m, 5H), 1,43-0,96 (m, 15H);

70
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St

858,550

1H-RMN (400 MHz, DMSO-d6) &
11,12 (s, 1H), 8,24 (d, = 9,3 Hz,
1H), 7,90 (d, J = 8,8 Hz, 1H), 7,82
(d, J=9,6 Hz, 1H), 7,68 (d, J=9,8
Hz, 1H), 7,37 (d, J = 9,7 Hz, 1H),
7,25 (d, J=2,4 Hz, 1H), 7,04 (dd, J
=8,7,2,4 Hz, 1H), 5,11 (dd, J =
12,9, 5,5 Hz, 1H), 4,55 — 4,44 (m,
3H), 4,01 (d, J=9,1 Hz, 1H), 3,36-
3,29 (m, 4H), 3,04 (t, J = 12,5 Hz,
2H), 2,91 — 2,81 (m, 1H), 2,60-2,51
(m, 3H), 2,48-2,40 (m, 3H)2,23 (d,
J=7,1 Hz, 2H), 2,10 — 1,99 (m,
1H), 1,93 (s, 1H), 1,85 (d, ] = 13,5
Hz, 2H), 1,22 (s, 6H), 1,14 (s, SH).

49

di<¥es

804,480

'"H-RMN (300 MHz, DMSO-d6)
611,16 (s, 1H), 8,33-8,29 (m, 2H),
8,06 (d, J=7,8 Hz, 1H), 7,96-7,68
(m, 10H), 7,54 (s, 1H), 7,45 (d,J =

2,4 Hz, 1H), 7,19-7,15 (m, 1H),

5,25-5,19 (m, 1H), 4,69 (m, 1H),
3,94 (s, 3H), 3,65 (s, 3H), 2,86 (m,
2H), 2,65-2,54 (m, 2H), 2,20-2,16

(m, 3H), 1,96-1,84 (m, 4H), 1,59-

1,55 (m, 2H);

19B

R ey

830,510

'H-RMN (400 MHz, DMSO-de): &
11,12 (s, 1H), 8,58 (d, J = 8,3 Hz,
1H), 7,83 (dd, J = 20,9, 9,2 Hz,
2H), 7,69 (d, T = 9.8 Hz, 1H), 7,39
(d,J=2,4Hz, 1H), 7,34 (d,]=9,7
Hz, 1H), 7,14 (dd, J=8,7, 2,4 Hz,
1H), 5,13-5,11 (m, 1H), 4,51 (t, T =
13,8 Hz, 3H), 3,87 (s, 1H), 3,21 (s,
1H),3,02 (t, J = 12,4 Hz, 2H), 2,94-
2,81 (m, 1H), 2,59 (d, J = 18,6 Hz,
SH), 2,46 (m, 3H), 2,24-2,11(m,
2H), 2,07-1,87 (m, 9H), 1,66-1,62

5B
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(m, 2H), 1,55-1,52 (m, 2H), 1,14-
1,05 (m, 2H);

595 hﬂ ﬁnﬁhﬁr’

858,550

'"H-RMN (300 MHz, Metanol-d4) &
8,75 (s, 2H), 7,75 (d, ] = 8,7 Hz,
1H), 7,49 (d, J = 9,8 Hz, 1H), 7,15
(d, J = 2,4 Hz, 1H), 7,00 (dd, J =
8.8,2,5 Hz, 1H), 5,12 (dd, J = 12,5,
5.5 Hz, 1H), 491 (s, 2H), 4,29 (s,
1H), 4,15 (s, 1H), 3,43 (s, 4H),
3,10-2,70 (m,5H), 2,66 (m, 4H),
236 (d, = 6,7 Hz, 2H), 2,14 (s,
1H), 1,94 (d, J = 13,4 Hz, 3H), 1,30
(s, 6H), 1,23 (s, 8H)

49

" oot

764,500

'H-RMN (400 MHz, d6-DMSO) &
11,09 (s, 1H), 7,93-791 (d,J =
7,6Hz, 1H), 7,87-7,84 (d, ] = 8,8Hz,
1H), 7,72-7,67 (m, 3H), 7,39-7,35
(m, 2H), 7,28-7,25 (m, 1H), 7,15-
7,12 (m, 1H), 6,41-6,39 (d,J =
8,4Hz, 2H), 5,09-5,05 (m, 1H),
4,54-4,53 (m, 1H), 4,01-3,97 (m,
2H), 3,80(s, 1H), 3,56-3,53 (m,
2H), 3,44 (s, 4H), 2,99-2,80 (m,
2H), 2,65-2,53 (m, 8H), 2,11-2,00
(m, 3H), 1,89-1,87 (m, 2H), 1,53-
1,46 (m, 4H);

5,16 B

597

865,600

'H-RMN (300 MHz, DMSO-d6)
11,09 (s, 1H), 8,59 (s, 1H), 8,31(s,
1H), 7.91-7,73 (m, 3H), 7,25-7,22
(m, 3H), 7,02-6,99 (m, 1H), 5,16-
5,03 (m, 1H), 4,88-4,79 (s, 1H),
4,51-4,47 (m, 3H), 3,96-3,90 (m,
1H), 3,72-3,61 (s, 1H), 2,96-2,81
(m, 4H), 2,71-2,69 (m, 1H), 2,68-
2,48 (m, 2H), 2,34-2,16 (m, 4H),
2,12-2,00 (s, 1H), 1,91-1,82 (m,
2H), 1,80-1,78 (s, 1H), 1,31-1,06

71
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(m, 15H), 0,96-0,80 (m, 6H);

" O

821,570

'H-RMN (400 MHz, DMSO-d6)
11,09 (s, 1H), 9,06 (s,2H), 8,24 (m,
1H), 7,92 (m, 1H), 7,67 (m, 1H),
7,31 (s, 1H), 7,24 (m, 2H), 7,03 (m,
1H), 5,21-5,02 (m, 1H), 4,31 (m,
1H), 4,21-4,15 (m, 3H), 3,00-2,81
(m, 6H), 2,71-2,56 (m, 2H), 2,31-
2,20 (s, 2H), 2,10-2,02 (m, 3H),
2,00-1,91 (m, 2H), 2,96-2,81 (m,
5H), 1,30-1,28 (m, 6H), 1,21-1,06
(m, 8H);

70

2

599

826,540

H-RMN (300 MHz, d6-DMSO)
811,09 (s, 1H), 8,26-8,23 (d, J =
9,0Hz, 1H), 7,92-7,89 (d, J = 8,7Hz,
1H), 7,85-7,82 (d, J = 9,3Hz, 1H),
7,42-7,40 (d, J = 9,9Hz, 1H), 7,25-
7,23 (m, 2H), 7,07-7,01 (m, 2H),
5,09-5,05 (m, 1H), 4,56-4,51 (m,
2H), 4,46 (s, 1H), 4,02-3,99 (d, J =
9,0Hz, 1H), 3,47 (m, 4H), 3,08-3,04
(m, 2H), 3,00-2,80 (m, 1H), 2,63-
2,56 (m, 6H), 2,50-2,49 (m, 1H),
2,01-1,89 (m, 3H), 1,47-1,43 (m,
2H), 1,22(s, 6H), 1,14 (s, 6H);

49, 66
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600

865,600

H-RMN (300 MHz, DMSO-d6) &
11,09 (s, 1H), 8,23-8,20 (d, J=9,3
Hz, 1H), 7,90-7,78 (m, 3H), 7,36-
7,33 (d,J=9,9 Hz, 1H), 7,26-7,23
(m, 3H), 7,03-7,00 (m, 1H), 5,12-
5,06 (m, 1H), 4,88 (s, 1H), 4,53-
4,44 (m, 3H), 4,00-3,97 (d,1=9,0
Hz, 1H), 3,33-2,87 (m, 4H), 2,81-
2,38 (m, 3H), 2,25-2,14 (m, 4H),
2,04-2,00 (m, 1H), 1,86-1,69 (m,
3H), 1,20-1,00 (m, 15H), 0,92-0,89
(d, J=9,9 Hz, 6H);

72

oo

836,570

'H-RMN (300 MHz, DMSO-dq) &
8,26 (s, 1H), 7,84 (dd, J = 8.6, 4,9
Hz, 3H), 7,43 (d, J = 8,7 Hz, 1H),
7,38 — 7,26 (m, 3H), 7,10 (d, ] = 8,9
Hz, 1H), 5,16 — 5,03 (m, 2H), 4,51
(s, 1H), 4,17 (d, = 9,2 Hz, 1H),
3,93 (s, 2H), 3,79 (s, 1H), 3,05 (s,
1H), 3,05 (s, 3H), 2,86 (s, 4H), 2,60
(s, 3H), 2,06 (dd, J = 11,1, 12,5 Hz,
8H), 1,57 (dd, J=25.4, 12,6 Hz,
4H), 1,32 — 1,12 (m, 9H);

72

g

812,590

'H-RMN (300 MHz, DMSO-de): &
10,96 (s, 1H), 8,88 (s, 1H), 8,15-
7,94 (m, 2H), 7,88 (d, J = 8.8 Hz,
1H), 7,45-7,30 (m, 2H), 7,25-7,16
(m, 2H), 7,02-6,99 (m, 1H), 5,10-
5,02 (m, 1H), 4,41-4,26 (m, 3H),

422 (d,J = 17,1 Hz, 1H), 3,08-2,67

(m, 3H), 2,98-2,60 (m, 6H), 2,53-
2,50 (m, 2H), 2,42-2,24 (m, 3H),
2,09-1,90 (m, 1H) 1,72-1,68 (m,

2H), 1,50-1,37 (m, 2H), 1,35-1,30

(m, 4H),1,21 (s, 6H), 1,11 (s, 7H).

20
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ﬁ.@{ﬁw@gﬁ |

787,520

TH-RMN (300 MHz, Me,SO-dg):
11,08 (s, 1H), 7,86 (d, J = 8,8 Hz,
1H), 7,71-7,67 (m, 3H), 7,39-7,25
(m, 3H), 7,13 (dd, J = 8.8, 2,3 Hz,
1H), 6,74 (s, 1H), 6,45 (d, J = 8,4

Hz, 2H), 5,07 (dd, J = 12,7, 5,5 Hz, 20 B
1H), 4,60 (sa, 1H), 3,98 (t, T = 7.6
Hz, 2H), 3,54-3,30 (m, 7H), 3,29-
3,120 (m, 5H), 3,11-2,79 (m, 3H),
2,67-2,55 (m, 3H), 2,18-2,01 (m,

5H), 1,75-1,35 (m, 4H);

: _— rr’ﬂ'“l a .

809,570

||F|'| I:I I:I
g x‘ﬁ’"w’“‘mxkﬂ: _2}:
605 H u
i ] i
H

687,420

'H-RMN (300 MHz, DMSO-d6) §
11,13 (s, 1H), 7,97 — 7,82 (m, 3H),
7,45 (d, J=2,2 Hz, 1H), 7,36 (dd, J
=8,3,2,3 Hz, 1H), 7,27 - 7,17 (m,
2H), 7,01 (dd, J = 8.8, 2,4 Hz, 1H),
6,67 (d, J=2,3 Hz, 1H), 5,14 (dd, J 7
= 12,8, 5,3 Hz, 1H), 4,47 — 4,30 (m,

3H), 4,19 (t, J = 5,8 Hz, 2H), 3,92
(d, J=8,9 Hz, 1H), 2,93 2,81 (m,
1H), 2,60 (d, J = 19,9 Hz, 2H), 2,31

(d, J=7.4 Hz, 2H), 2,06 (s, 1H),

1,14 - 1,06 (m, 12H);

283
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606 ' a "’_-1 5 N 781,530 A
oo Pl B

[u]
H
| 0 'H-RMN (400 MHz, DMSO-d6) &
11,08 (s, 1H), 8,89 (s, 1H), 8,53 (s,
" 1H), 7,69 — 7,56 (m, 2H), 7,35 —
W F 0 7,21 (m, 4H), 5,10-5,00 (m, 1H),
507 HJ} i 823,470 A 4,06 (d, J = 13,0 Hz, 2H), 3,0-2,90 24

(m, 4H), 2,88-2,86 (m, 2H), 2,61-
2,59 (m, 4H), 2,50-2,40 (m, 2H),
My 2,20-2,18 (m, 2H), 2,03-1,90 (m,
4H), 1,90-1,80 (m, 7H), 1,60-1,50

(m, 1H), 1,26 — 1,13 (m, 2H);

H,«x] 'H-RMN (300 MHz, DMSO-de) 5
! 'I\,f 0 11,07 (s, 1H), 8,88 (d, J = 1,9 Hz,

1H), 8,52 (d, J = 1,9 Hz, 1H), 7,67
h . (d,J=8,5 Hz, 1H), 7,33 (d,J = 1,9
ix Hz, 1H), 7,30 — 7,12 (m, 3H), 7,07
$ & (d, 7= 9,0 Hz, 2H), 5,06 (dd, J =
608 806,470 A 12,6, 5,3 Hz, 1H), 3,81 (d, J = 12,1 75
; Hz, 2H), 3,44 (s, 4H), 2,87 (t, ] =
W 4 13,4 Hz,4H), 2,76 (t, J = 12,6 Hz,
5H), 2,56 (d, J = 15,3 Hz, 3H), 2,41
(s, 2H), 1,97 -1,75 (s, 6H), 1,55 (s,
1H), 1,23 (d, J = 10,9 Hz, 2H).

284
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o A ﬁi@h&ﬂ fesRes

820,610

H-RMN-PH-ARV-LS-046-E-0:
(300 MHz, DMSO, ppm) 6 10,90-
10,88 (a, 1H), 7,92-7,89 (d, J =
9Hz, 1H), 7,75-7,72 (d, ] = 9Hz,
2H), 7,51-7,44 (m, 2H), 7,21 (a,
1H), 7,10-6,94 (m, 5H), 4,65-4,64
(m, 1H), 4,54-4,52 (m, 1H), 4,32 (s,
1H), 4,06-4,03 (d, J =9Hz, 1H),
3,88-3,84 (m, 2H), 3,31-3,28 (m,
4H), 2,83-2,75 (m, 3H), 2,63-2,58
(m, 6H), 2,22-2,20 (m, 2H), 1,96-
1,94 (m, 1H), 1,83-1,79 (m, 3H),
1,43-1,38 (m, 3H), 1,21 (s, 6H),
1,18-1,17 (m, 2H), 1,12 (s, 6H);

49,76

W ST

820,610

49,76

]
611 .
hi'
I u

840,560

'H-RMN (400 MHz, DMSO-dq): &
11,12 (s, 1H), 8,25 (d, J=9,2 Hz,
1H), 7,92 (d, J = 8,7 Hz, 1H), 7,82
(d,7=9,5Hz, 1H), 7,65 (d, ] = 8,1
Hz, 1H), 7,38 (t, J = 8,2 Hz, 2H),
7,25 (d, J = 2,4 Hz, 1H), 7,03 (dd, J
=8,8,2,5 Hz, 1H), 5,10 (dd, J =
12,7, 5,4 Hz, 1H), 4,55-4,44 (m,
3H), 4,01 (d, J = 9,2 Hz, 1H), 3,25~
3,22 (m, 4H), 3,04 (t,J = 12,4 Hz,
2H), 2,95-2,81 (m, 1H), 2,60-2,56
(m, 5H), 2,23 (d, J = 7,1 Hz, 2H),
2,10-1,99 (m, 1H), 1,94 (s, 1H),
1,84 (d, J= 12,7 Hz, 2H), 1,22 (s,

6H), 1,14 (s, 9H).

49, 77

AM 67300178.1
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612 H-'llk-

824,470

'H-RMN (300 MHz, DMSO-de) &
11,06 (s, 1H), 8,87 (d, J = 2,0 Hz,
1H), 8,51 (d, J = 2,0 Hz, 1H), 7,67
(d, J=8,5 Hz, 1H), 7,34 — 7,09 (m,
5H), 5,06 (dd, J = 12,7, 5,3 Hz,

1H), 3,47 (d, ] = 14,2 Hz, 6H), 3,47
(s, 1H), 2,76 (t, J = 12,5 Hz, 3H),
2,56 (d,J = 14,7 Hz, 6H), 2,25 (d, J

= 6,4 Hz, 3H), 2,00 - 1,56 (d, J =
12,1 Hz, 7H), 1,36 — 1,19 (m, 3H).

75

613 “"é‘

805,480

74

Mice « Pl sg

666,520

'"H-RMN (300 MHz, Metanol-dy) &
7,69 (d, 1= 8,5 Hz, 1H), 7,53 (d, J
— 8,8 Hz, 2H), 7,36 (d, ] = 2,3 Hz,
1H), 7,29 — 7,15 (m, 2H), 7,14 —

7,05 (m, 2H), 5,07 (dd, J = 12,3, 5,4
Hz, 1H), 4,39 (t, ] = 4,9 Hz, 2H),
423 (t, ] = 7,0 Hz, 2H), 3,62-3,47
(m, 9H), 3,07-2,69 (m, 14H), 2,35
(d,J=7,1 Hz, 2H), 2,13-2,09 (m,
3H), 1,94-1,90 (m, 1H), 1,51-1,47

78

AM 67300178.1
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(m, 2H);

1H-RMN (300 MHz, DMSO-d6) &
11,10 (s, 1H), 8,75 (s, 2H), 7,90 (d,
J=6,6 Hz, 1H), 7,83 (d, J = 6,3 Hz,

1H), 7,71-7,69 (m, 1H), 7,28 — 7,21
: (m, 3H), 7,02 — 7,00 (m, 1H), 5,13
Of\ = —5,09 (m, 1H), 4,90 — 4,85 (m,
"%r-'h "IH

L 1H), 4,79 — 4,75 (m, 2H), 4,29 (s,
865,600 A 1H), 4,05 (d, J = 6,9 Hz, 1H), 3,70 72
—3,60 (m, 1H), 2,94 — 2,89 (m,
4H), 2,57 - 2,50 (m, 1H), 2,49 —
2,40 (m, 2H), 2,25 — 2,19 (m, 4H),
2,08 —2,00 (m, 1H), 1,90 — 1,80
(m, 2H), 1,75 - 1,65 (s, 1H), 1,20
(s, 7H), 1,10 (s, 6H), 1,00 — 0,91
(m, 8H);
1H-RMN (300 MHz, DMSO-d6): 6
11,06 (s ,1H), 7,92 (d, J= 8,7 Hz,
1H), 7,75- 7,71 (m, 3H), 7,42 (d, J
j\ =9,3 Hz, 1H), 7,34 (s, 1H), 7,29 —

""1 7,18 (m, 2H), 7,01 (dd, J = 8,8, 2,5
] 1-___, b Hz, 1H), 6,58 (d, J = 8,7 Hz, 2H),
616 | el 861,570 A 5,08 (dd,J = 12,7, 5,3 Hz, 1H), 4,33 | 49,79
h 1/@ (s, 1H), 4,07 (d, ] = 9,1 Hz, 1H),
I 3,73 - 3,63 (m, 2H), , 3,51- 3,48 (m,

6H), 3,32 — 3,16 (m, 3H), 3,31 -

3,19 (m, 4H), 3,17 - 2,81 (m, 3H),

2,06 (d, J = 14,9 Hz, 1H), 1,22 (s,
6H), 1,13 (s, 6H):;

615
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7| R ek o 5

823,590

'H-RMN (400 MHz, DMSO-d6)
11,08 (s, 1H), 7,91-7,89 (m, 2H),
7,66-7,64 (m, 1H), 7,32-7,23 (m,
4H), 7,04-7,01 (m, 1H), 6,67-6,66
(m, 1H), 5,08-5,04 (m, 1H), 4,36-
4,30 (m, 2H), 4,12-4,09 (m, 2H),
3,95-3,92 (m, 1H), 3,02-2,88 (m,
4H), 2,67-2,49 (m, 3H), 2,18-1,84
(m, 10H), 1,71-1,46 (m, 6H), 1,20-
1,09 (m, 12H).

49, 80

618

622,480

'H-RMN (300 MHz, DMSO-dq) &
8,27 (s, 1H), 7,66 (d, J = 8,5 Hz,
1H), 7,41 — 7,28 (m, 3H), 7,24 (dd,
J=8,7,2,3 Hz, 1H), 7,04 — 6,89
(m, 3H), 5,05 (dd, J = 12,8, 5,4 Hz,
1H), 4,09 (t, J = 7,0 Hz, 2H), 3,70-
3,60 (m, 2H), 2,95 — 2,76 (m, 11H),
2,73 — 2,49 (m, 5H), 2,20 (d, = 6,9
Hz, 2H), 1,99 (d, J = 12,3 Hz, 1H),
1,79 (d, J = 13,1 Hz, 2H), 1,70-1,65
(m, 1H), 1,29-1,10 (m, 3H)

81
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619

837,570

72
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TG ||

'H-RMN (400 MHz, CDCl;) 5 8,70

S (s, 2H), 8,05 (s, 1H), 7,77 (d,J =
8,0 Hz, 1H), 7,45 (d, J = 8,0 Hz,

h 1H), 7,18 (s, 1H), 7,17-7,0 (m, 1H),

e 6,45-6,37 (m, 2H), 5,94-5,92 (d, ] =
o1 h@"l A 861,650 A 8,0 Hz, 1H), 4,97-4,87 (m, 3H),

hr 4,74 (m, 1H), 4,13-4,11 (d, J = 8,0 72
Hz, 1H), 4,03 (s, 1H), 3,91(s, 3H),
. 3,82-3,72 (m, 1H), 2,96-2,74 (m,

6H), 2,40-2,14 (m, 7H), 1,94-1,91
(m, 2H), 1,32-1,24 (m, 14H), 1,22-
1,06 (m, 1H), 0,98-0,97 (m, 6H).

290
AM 67300178.1




1513291.122WO02

Nk

845,650

1H-RMN (400 MHz, CDCl3) 8
8,70 (s, 2H), 7,98 (s, 1H), 7,78-
7,76 (d, ] = 8,0 Hz, 1H), 7,52
7,50(d, J = 8,0 Hz, 1H), 7,18 (s,
1H), 7,13-7,11 (d, J = 8,0 Hz,
1H), 6,77 (s, 1H), 6,69-6,67 (d, J
= 8,0 Hz, 1H), 5,94-5,92 (d, ] =
8,0 Hz, 1H), 4,97-4,87 (m, 3H),
4,74 (m, 1H), 4,12-4,10 (d, J =
8,0 Hz, 1H), 4,03 (s, 1H), 3,74-
3,70 (m, 1H), 2,96-2,74 (m, 6H),
2,51 (s, 3H), 2,38-2,13 (m, 7H),
1,94-1,91 (m, 2H), 1,67-1,30
(m, 2H), 1,24 (s, 12H), 1,22-
0,96 (m, 7H).

72

A

859,670

72

s

806,595

'H-RMN (300 MHz, DMSO):
510,68(s, 1H), 7,91-7,87 (m,
1H), 7,72-7,69 (m, 2H), 7,49-
7,46(m, 2H), 7,19-7,18 (m, 1H),
7,05-6,89 (m, 5H), 5,28(s, 2H),
4,57-4,52(m, 1H), 4,29 (s, 1H),
4,04-4,01 (m, 1H), 3,86-3,82
(m, 2H), 3,31-3,26(m, 10H),
2,80-2,72 (m, 2H), 2,61-2,57

(m, 2H), 2,19-2,17(m, 2H),

13B
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2,10-1,87 (m, 2H), 1,82-1,67
(m, 3H), 1,19 (s, 6H), 1,10 (s,
6H);

H-RMN (300 MHz, DMSO-d6)
810,96 (s, 1H), 8,72 (s, 2H),
8,09 (d,J = 7,4 Hz, 1H), 7,84 (d,
J=8,8 Hz, 1H), 7,60 (d, ] = 8,4
Hz, 1H), 7,37 (d, J = 2,4 Hz,
1H), 7,14-7,12 (m, 1H), 7,04 —
7,01 (m, 1H),6,98-6,88(m, 1H),

[n}

AT R@Q‘B‘“ 5,13-5,05 (m, 1H), 4,74 (d,J =
625 'LT"O/’\J\ 3 823,590 A 11,8 Hz,3H), 4,53 (s, 1H), 4,42-
Yﬁwh 4,36 (m, 1H), 4,28-4,22 (m, 1H),

m DD; 3,77 (s, 1H), 3,62 (t, ] = 8,0 Hz,

= 1H), 2,89 (t, ] = 12,9 Hz,

4H),2,62- 2,57 (m ,1H), 2,43-

2,35 (m, 3H), 2,28- 2,12 (m,

6H), 2,08-1,79 (m, 5H), 1,77-

1,38 (m, 5H), 0,90 (d, J = 6,5
Hz, 8H).

292

AM 67300178.1



1513291.122WO02

Fig. 3

M/Z+ 1H-RMN Esquema de sintesis

Estructura del compuesto Potencia
encontrado

57

A 8273 TH-RMN (400 MHz, CDCls) 1,21 (6H, s), 1,25
@ﬁ" (6H, s), 1,37-1,49 (4H, m), 1,50-1,57 (2H, m),

o o 1,62-1,74 (2H, m), 2,18-2,30 (2H, m), 2,32-2,41
s (2H, m), 2,53-2,55 (4H, m), 2,81-2,93 (2H, m),

{j 3,18-3,23 (2H, m), 3,64-3,68 (4H, m), 4,04 (1H,
s), 4,13-4,24 (2H, m), 4,34-4,38 (2H, m), 5,15-

() 5,20 (1H, m), 6,07 (1H, d, J = 8,4Hz), 6,64 (2H,

m), 6,79-6,82 (1H, m), 6,96-6,97 (1H, d, J = 2,4

. C Hz), 7,42 (1H, d, J = 8,8 Hz), 7,57 (1H, d, ) = 8,8

7&};@( Hz), 7,91-7,94 (1H, m), 8,04 (1H, sa), 8,74 (1H,

d,J = 2,0 Ha).

38

i A 836,4 H-RMN (400 MHz, 86-DMSO): & 1,12 (s, 6H),
’ t@b\ 1,22 (s, 6H), 1,99-2,05 (m, 1H), 2,54-2,73 (m,
Im 12H), 2,84-2,92 (m, 1H), 3,41-3,70 (m, 10H),
*/UY 4,06 (d, ) =9,2 Hz, 1H), 4,30 (s, 1H), 5,05-5,10
ﬁ (m, 1H), 6,89 (d, J = 9,2 Hz, 1H), 6,99-7,02 (m,
e 1H), 7,21 (d, J = 2,4 Hz, 1H), 7,25-7,30 (m, 1H),
J:F 7,37 (a, 1H), 7,63 (d, J = 9,2 Hz, 1H), 7,69 (d, J =

" 8,4 Hz, 1H), 7,90 (d, J = 8,4 Hz, 1H), 7,96-7,99
(m, 1H), 8,63 (d, J = 2,0 Hz, 1H), 11,08 (s, 1H).

293
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835,4

H-RMN (400 MHz, CDsOD): & 1,22 (s, 6H), 1,28
(s, 6H), 1,61-1,72 (m, 3H), 1,87-1,90 (m, 2H),
2,04-2,20 (m, 2H), 2,69-2,76 (m, 2H), 2,82-2,87
(m, 1H), 2,93-3,07 (m, 8H), 3,87 (a, 4H), 4,04-
4,07 (m, 2H), 4,14-4,16 (m, 1H), 4,28 (s, 1H),
5,04-5,09 (m, 1H), 6,89 (d, J = 9,2 Hz, 1H), 6,99-
7,02 (m, 1H), 7,04-7,06 (m, 1H), 7,13 (d, J = 2,4
Hz, 1H), 7,20-7,23 (m, 1H),7,34-7,35 (m, 1H),
7,37-7,39 (m, 1H), 7,51-7,53 (m, 1H), 7,66 (d, J
= 8,4 Hz, 1H), 7,72 (d, J = 8,8 Hz, 1H), 7,87 (d, J
= 7,8 Hz, 1H), 8,00-8,03 (m, 1H), 8,63 (d, J = 2,0
Hz, 1H).

58

824,6

H-RMN (300 MHz, CDs0OD) &: (300 MHz,
CDs0D) 8 8,62 - 8,61 (d, J = 2,4 Hz, 1H), 8,00 -
7,96 (d,) = 11,4 Hz, 1H), 7,74 - 7,71 (d, J = 9 Hz,
1H), 7,65 - 7,62 (m, 1H), 7,48 - 7,46 (m, 2H),
7,14-7,13 (d, ) = 2,4 Hz, 1H), 7,00 - 6,97 (d, ] =
11,1 Hz, 1H), 6,86 - 6,83 (d, J = 9Hz, 1H), 5,20 -
5,14 (m, 1H), 4,51 - 4,49 (d,J) = 5,4 Hz, 2H), 4,28
(s, 1H), 4,15 (s, 1H), 3,70 - 3,62 (m, 6H), 3,51 -
3,46 (m, 2H), 2,99 - 2,88 (m, 1H), 2,86 - 2,65
(m, 9H), 2,62 - 2,46 (m, 1H), 2,25 - 2,11 (m,
1H), 1,76 - 1,62 (m, 4H), 1,48 - 1,44 (m, 2H),
1,29 (s, 6H), 1,22 (s, 6H)

30
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823,4

H-RMN: (300 MHz, CDsOD) 87,77 — 7,71 (m,
3H), 7,65 — 7,62 (m, 1H), 7,50 - 7,46 (m, 2H),
7,14-7,13 (d, ) = 2,4 Hz, 1H), 7,00 - 6,97 (d, J =
9 Hz, 3H), 5,19 5,13 (m, 1H), 4,50 — 4,49 (d, J
= 4,8 Hz, 2H), 4,29 (s, 1H), 4,14 (s, 1H), 3,64 -
3,61 (m, 2H), 3,50 - 3,46 (m, 2H), 3,32 - 3,31
(m, 3H), 2,90 - 2,71 (m, 11H), 2,55 - 2,49 (m,
1H), 2,20 - 2,19 (m, 1H), 1,76 - 1,62 (m, 4H),
1,51 — 1,44 (m, 2H), 1,29 (s, 6H), 1,23 (s, 6H);

30

804,6

H-RMN (300 MHz, CDs0OD): & 8,10-7,90 (m,
3H), 7,76-7,71 (m, 4H), 7,34-7,31 (m, 2H), 7,13
(s, 1H), 7,00-6,96 (m, 1H), 6,41(m, 1H), 5,19-
5,13 (m, 1H), 4,29 (s, 1H), 4,17-4,14 (m, 2H),
3,90-3,60 (m, 3H), 3,26-3,23 (m, 2H), 2,96-2,70
(m, 7H), 2,20-2,10 (m, 1H), 1,81-1,72 (m, 4H),
1,47-1,38 (m, 3H), 1,28-1,23 (d, J=16,5Hz, 12H)

42

790,4

H-RMN (300 MHz, CDs0OD): & 7,75-7,60 (m,
6H), 7,33-7,30 (m, 2H), 7,13-7,12 (s, 1H), 7,00-
6,96 (m, 1H), 6,31 (s, 1H), 5,18-5,12 (m, 1H),
4,49-4,48 (s, 2H), 4,29 (s, 1H), 4,10 (s, 1H),
3,23-3,22 (s, 2H), 2,91-2,46 (m, 11H), 2,19-2,10
(m, 1H), 1,69-1,60 (m, 4H), 1,40-1,30 (s, 4H),
1,28-1,23 (d, J=16,5Hz,12H);

27
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822,7

1H-RMN (400 MHz, DMSO-ds): § 1,12 (s, 6H),
1,22 (s, 6H), 1,44 (s, 4H), 1,72-1,80 (m, 3H),
1,88-1,90 (m, 1H), 2,03-2,07 (m, 1H), 2,54-2,65
(m, 2H), 2,85-2,95 (m, 2H), 3,32-3,35 (m, 2H),
3,49-3,51 (m, 2H), 3,66 (s, 2H), 4,05 (d, J = 9,2
Hz, 1H), 4,16 (t, J = 6,4 Hz, 2H), 4,30 (s, 1H),
4,69-4,75 (m, 1H), 5,09-5,14 (m, 1H), 6,51-6,54
(m, 1H), 7,00-7,02 (m, 1H), 7,20-7,21 (m, 1H),
7,32-7,34 (m, 1H), 7,41 (s, 1H), 7,55 (d, 1 = 9,2
Hz, 1H), 7,82 (d, J = 8,4 Hz, 1H), 7,89-7,93 (m,
2H), 8,16 (s, 1H), 8,59 (s, 1H), 11,11 (s, 1H).

45

795,4

H-RMN: (300 MHz, DMSO-d6, ppm) & 7,89 -
7,86 (d, ) =9 Hz, 1H), 7,75 7,72 (d, ) =9 Hz, 2
H),7,62 - 7,59 (d, J =9 Hz,1 H), 7,52 - 7,49 (d, J

=9 Hz, 1H),7,19 - 7,14 (m, 2 H), 7,04 - 6,94 (m,
4 H), 5,07 - 5,01 (m, 1 H), 4,40 - 4,21 (m, 3 H),
4,08 - 4,02 (m, 3 H), 3,36 - 3,27 (m, 4 H), 2,88 -
2,79 (m, 1 H), 2,71 - 2,55 (m, 4 H), 2,38 - 2,27
(m, 2 H), 1,99 - 1,94 (m, 1 H), 1,79 - 1,74 (m, 2

31
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H), 1,56 - 1,44 (m, 4 H), 1,21 - 1,19 (m, 7 H),
1,10 (s, 6 H);

806,35

H-RMNO1-PH-ARV-LS-024-J-0: (300 MHz,
DMSO-d6, ppm) & 8,12 (a, 1 H), 7,89 - 7,79 (m,
5H),7,54-7,51(d, ) =9 Hz, 2 H), 7,47 - 7,41
(m, 1H),7,35-7,32 (m, 1H),7,22-7,18 (m, 1
H), 7,10 - 6,97 (m, 1 H), 6,28 (s, 1 H), 5,13 -
5,06 (m, 1 H), 4,31 (s, 1 H), 4,20 - 4,16 (m, 2 H),
4,07 - 4,04 (d, ) =9 Hz, 1 H), 3,29 - 3,24 (m, 2
H), 2,93 - 2,83 (m, 3 H), 2,60 - 2,56 (m, 5 H),
2,04-1,98 (m, 1H), 1,81 -1,76 (m, 2 H), 1,61 -
1,59 (m, 2 H), 1,48 - 1,45 (m, 2 H), 1,46 (s, 6 H),
1,21 (s, 6 H).

45, 50

3 =B cH
LL oHC- 0.
. 1o
(] e cH
J %

779,75

1H-RMN (400 MHz, CDCls): § 7,71-7,61(m, 4H),
7,58-7,56 (m, 1H), 6,99-6,91 (m, 2H), 6,83-9,79
(m, 2H), 6,22-6,19 (m, 1H), 5,30-5,28 (m, 1H),
4,76-4,74 (m, 1H), 4,17-4,15 (m, 1H), 4,06 (s,
1H), 3,86-3,20 (m, 4H), 2,98-2,89 (m, 2H), 2,72-
2,40 (m, 6H), 2,23-2,17 (m, 2H), 1,70-1,62 (m,
3H), 1,44-1,39 (m, 3H),1,27 (s, 7H), 1,23 (s, 6H);

42
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CH,

779,75

H-RMN (400 MHz, CDCls): § 7,71-7,61(m, 4H),
7,58-7,56 (m, 1H), 6,99-6,91 (m, 2H), 6,83-9,79
(m, 2H), 6,22-6,19 (m, 1H), 5,30-5,28 (m, 1H),
4,76-4,74 (m, 1H), 4,17-4,15 (m, 1H), 4,06 (s,
1H), 3,75-3,20 (m, 4H), 2,98-2,89 (m, 2H), 2,80-
2,50 (m, 6H), 2,23-2,17 (m, 2H), 1,70-1,62 (m,
3H), 1,44-1,39 (m, 3H),1,27 (s, 7H), 1,23 (s, 6H);

42

811,45

H-RMN (400 MHz, CDCls): § 7,71-7,61(m, 4H),
7,58-7,56 (m, 1H), 6,99-6,91 (m, 2H), 6,83-9,79
(m, 2H), 6,22-6,19 (m, 1H), 5,30-5,28 (m, 1H),
4,76-4,74 (m, 1H), 4,17-4,15 (m, 1H), 4,06 (s,
1H), 3,75-3,20 (m, 4H), 2,98-2,89 (m, 2H), 2,80-
2,50 (m, 6H), 2,23-2,17 (m, 2H), 1,70-1,62 (m,
3H), 1,44-1,39 (m, 3H),1,27 (s, 7H), 1,23 (s, 6H);

59

AM 67300178.1

298



1513291.122WO02

811,45

H-RMN (300 MHz, CD;0D): 7,81--7,69 (m,
3H), 7,53--7,46 (m, 1H),7,42--7,28(m,3H), 7,15
(s, 1H),7,01--6,88(m,1H), 5,17--5,06(m, 1H),
4,52--4,41 (m, 2H), 4,27(s , 1H),4,16 (s, 1H),
3,75--3,57(m,4H),3,36(s,2H),3,33--
3,12(m,4H),2,95--2,69(m,4H),2,59-
2,35(m,1H),2,232,01(m,1H),1,89--
1,65(m,4H),1,52--1,38(m,4H),1,33--1,16(m, 12)

59

828,3

14-RMN (400 MHz, DMSO-de) & 1,20 (6H, s),
1,22 (6H, s), 1,37-1,49 (6H, m), 1,79 (2H, t, J =
7,2 Hz), 1,98 (1H, t, J = 6,0 Hz), 2,29-2,43 (7H,
m), 2,56-2,61 (1H, m), 2,87-2,91 (1H, m), 3,59
(4H,'s), 4,05 (1H, d, J = 9,2 Hz), 4,14 (2H, t, ) =
6,0 Hz), 4,24-4,40 (3H, m), 5,08 (1H, dd, J =
13,2, 4,8 Hz), 6,85 (1H, d, J = 8,8 Hz), 7,00 (1H,
dd, ) =8,8,2,0 Hz), 7,21 (1H, d, ) = 2,0 Hz), 7,43
(1H, d, J = 6,8 Hz), 7,52 (1H, d, J = 10,0 Hz), 7,62
(1H, d, J = 9,2 Hz), 7,89-7,97 (2H, m), 8,62 (1H,
d, J = 2,0 Hz), 11,00 (1H, s).

54, 45
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781,25

1H-RMN (300 MHz, DMSO-dg) & 11,08 (s, 1H),
8,52 -8,20 (sa, 1H), 7,85-7,81 (m, 4H), 7,55-
7,46 (m, 3H), 7,40-7,30 (m, 1H), 7,09-6,92 (m,
3H), 5,10 (dd, J = 12,9, 5,4 Hz, 1H), 4,38 (d, J =
7,2 Hz, 1H), 4,28-4,14 (m, 2H), 4,06 (s, 1H),
3,16 (m, 3H), 3,04 (m, 3H), 2,87- 2,42 (m, 4H),
2,10-1,90 (m, 3H), 1,19-1,00 (m, 14H);

45

795,75

1H-RMN (300 MHz, DMSO-dg) & 11,08 (s, 1H),
7,92 - 7,66 (m, 4H), 7,56 — 7,28 (m, 3H), 7,17
(d,J =2,4 Hz, 1H), 7,02 — 6,88 (m, 3H), 5,08
(dd, J = 12,9, 5,4 Hz, 1H), 4,28 - 4,19 (t, } = 6,4
Hz, 3H), 4,02 (d, J = 9,1 Hz, 1H), 3,21 (t,J = 5,0
Hz, 4H), 2,90 — 2,76 (m, 1H), 2,62 — 2,46 (m,
6H), 2,37 (t, ) = 7,2 Hz, 2H), 2,01 (dd, J = 11,3,
5,6 Hz, 1H), 1,76 (q,J = 9,6, 8,3 Hz, 2H), 1,60 (t,
J=7,4 Hz, 2H), 1,18 (s, 6H), 1,09 (s, 6H).

45

792,8

H-RMN (300 MHz, CDs0OD): & 7,76-7,71 (m,
4H), 7,49-7,31 (m, 4H), 7,13-7,12 (s, 1H), 7,00-
6,96 (m, 1H), 6,31 (s, 1H), 5,18-5,11 (m, 1H),
4,48-4,47 (m, 2H), 4,29 (s, 1H), 4,15 (s, 1H),
3,32-3,31 (m, 2H), 2,90-2,36 (m, 10H), 2,20-
2,10 (m, 1H), 2,03-1,88 (m, 4H), 1,70-1,65 (m,
4H), 1,40-1,30 (s, 4H), 1,28-1,23 (d,
J=16,5Hz,12H)

42
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793,4

IH-RMN (300 MHz, CDs0OD): §7,81--7,69 (m,
3H), 7,53--7,46 (m, 1H),7,42--7,28(m,3H), 7,15
(s, 1H),7,01--6,88(m,1H), 5,17--5,06(m, 1H),
4,52--4,41 (m, 2H), 4,27(s , 1H),4,16 (s, 1H),
3,75--3,57(m,4H),3,36(s,2H),3,33--
3,12(m,4H),2,95--2,69(m,4H),2,59-
2,35(m,1H),2,232,01(m,1H),1,89--
1,65(m,4H),1,52--1,38(m,4H),1,33--1,16(m,12)

27

790,8

1H-RMN (400 MHz, DMSO-ds): & 1,14 (m, 6H),
1,23 (s, 6H), 1,34-1,35 (m, 2H), 1,62-1,66 (m,

4H), 2,05-2,09 (m, 1H), 2,65-2,69 (m, 6H), 2,86-

2,956 (m, 2H), 3,17 (d, ) = 4,4 Hz, 1H), 4,07 (d, J
= 8,8 Hz, 1H), 4,33 (s, 1H), 5,14-5,19 (m, 1H),
6,53 (s, 1H), 6,99-7,02 (m, 1H), 7,21 (d, ) = 2,4
Hz, 1H), 7,32 (d, J = 8,4 Hz, 2H), 7,76-7,79 (m,

3H), 7,90-7,97(m, 4H), 11,14 (s, 1H).
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796,4

1H-RMN (400 MHz, CDCls): & 1,21 (s, 6H), 1,25
(s, 6H), 1,50-1,57 (m, 2H), 1,66-1,75 (m, 2H),
1,82-1,89 (m, 2H), 2,31-2,42 (m, 2H), 2,57-2,62
(m, 2H), 2,68-2,97 (m, 6H), 3,79 (s, 4H), 4,02-
4,15 (m, 4H), 4,27, 4,31 (dos singletes, 1H),
4,40, 4,44 (dos singletes, 1H), 5,18-5,23 (m,
1H), 6,07 (d, J = 8,4 Hz, 1H), 6,67 (d, J = 9,2 Hz,
1H), 6,79-6,82 (m, 1H), 6,93-7,03 (m, 1H), 7,11-
7,19 (m, 1H), 7,31-7,43 (m, 2H), 7,57 (d, ) = 8,8
Hz, 1H), 7,89-8,00 (m, 1H), 8,01-8,12 (m, 1H),
8,52-8,66 (m, 1H).

31

776,4

H-RMN (400 MHz, CDs0D):5 1,25 (s, 6H), 1,31
(s, 6H), 1,66-1,77 (m, 4H), 2,13-2,18 (m, 1H),
2,61-2,65 (m, 2H), 2,71-2,81 (m, 6H), 2,85-2,91
(m, 3H), 3,28-3,31 (m, 2H), 4,18 (s, 1H), 4,31 (s,
1H), 5,14-5,18 (m, 1H), 6,44-6,46 (m, 1H), 7,00
(dd, J = 8,8, 2,4 Hz, 1H), 7,15-7,16 (m, 1H),
7,36-7,38 (m, 2H), 7,73-7,79 (m, 3H), 7,86-7,88
(m, 1H), 7,91-7,93 (m, 1H), 7,97 (a, 1H).
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776,4

H-RMN (400 MHz, CDsOD): & 1,25 (s, 6H), 1,31

(s, 6H), 1,39, 1,40 (d, ) =6,4 Hz, 1H), 1,46-1,52
(m, 2H), 1,74-1,83 (m, 4H), 2,17-2,24 (m, 1H),

2,46-2,57 (m, 1H), 2,75-2,79 (t, ) =7,6 Hz, 2H),
2,78-2,96 (m, 4H), 3,01-3,09 (m, 2H), 3,78 (s,

2H), 4,16-4,19 (m, 2H), 4,30 (s, 1H), 4,45-4,60
(m, 2H), 5,16-5,19 (m, 1H), 6,32 (s, 1H), 6,99-

7,01 (m, 1H), 7,15 (d, J =2,4 Hz, 1H), 7,36 (d, J

=8,4 Hz, 2H), 7,66-7,83 (m, 6H).

27

808,35

H-RMNO1-PH-ARV-LS-024-H-0: (300 MHz,
DMSO-d6, ppm) & 8,14 (a, 1 H), 7,89 - 7,74 (m,
5H),7,47 7,32 (m, 4 H), 7,18 - 6,96 (m, 2 H),
5,13 - 5,06 (m, 1 H), 4,30 (s, 1 H), 4,20 - 4,16
(m, 2 H), 4,05 - 4,02 (d, ) =9 Hz, 1 H), 3,27 -
3,24 (m, 2 H), 2,91-2,81 (m, 1 H), 2,77 - 2,64
(m, 3 H), 2,60 - 2,54 (m, 3 H), 2,04 - 1,97 (m, 1
H), 1,87 - 1,74 (m, 6 H), 1,70 - 1,62 (m, 2 H),
1,47 - 1,45 (m, 2 H), 1,20 (s, 6 H), 1,11 (s, 6 H),

45

778,25

1H-RMN (300 MHz, DMSO) 8,53 (s, 1H), 8,02-
7,89 (m, 5H), 7,89-7,75 (m, 1H), 7,59-7,57 (m,

1H), 7,16-7,10 (m, 2H), 7,01-6,96 (m, 2H), 5,00-

4,90 (m, 1H), 4,32-4,15 (m, 3H), 4,15-3,77 (m,

3H), 2,89-2,48 (m, 4H), 2,38-2,20 (m, 1H), 1,99-

1,90 (m, 1H), 1,77-1,68 (m, 4H), 1,48-1,39 (m,
2H), 1,19-1,10 (m, 6H), 1,10-1,01 (m, 6H)

25
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P o A 805,4

1H-RMN (300 MHz, CDCI3) 7,81-755 (m, 5H),
7,25-7,22 (m, 1H), 6,96-6,90 (m, 1H), 6,82-6,79
(m, 1H), 6,59-6,57 (m, 1H), 6,39-6,30 (m, 1H),
6,19-6,17 (m, 1H), 5,30-5,19 (m, 2H), 4,74-4,70
(m, 1H), 4,28-4,20 (m, 1H), 4,14-4,10 (m, 1H),
4,04-4,00 (m, 1H), 3,67-3,50 (m, 1H), 3,40-3,30
(m, 2H), 3,06-2,90 (m, 2H), 2,63-2,49 (m, 6H),
2,19-1,94 (m, 4H), 1,65-1,44 (m, 4H), 1,40-1,05
(m, 16H)

42,52

0o A 779,35

1H-RMN (300MHz, DMSO-d6): & 8,97 (s, 1H),
8,69 (s, 1H), 8,51-8,47 (m, 1H), 8,25-8,16 (m,
2H), 7,94-7,88 (m, 1H), 7,63-7,57 (m, 1H), 7,26-
6,85 (m , 4H), 5,13-4,97 (m, 1H), 4,51-3,99 (m,
6H), 2,98-2,22 (m, 5H), 2,07-1,89 (m, 1H), 1,87-
1,73 (m, 4H), 1,58-1,43 (m, 2H), 1,31-1,08 (m,
13H)

48
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11

807,4

1H-RMN (400 MHz, CDs0D): & 1,25 (s, 6H), 1,32

(s, 6H), 1,49-1,51 (m, 4H), 1,78-1,84 (m, 4H),
2,00-2,09 (m, 2H), 2,13-2,23 (m, 2H), 2,73-2,95
(m, 6H), 3,10-3,18 (m, 4H), 3,63-3,71 (m, 2H),
4,20 (s, 1H), 4,31 (s, 1H), 5,16-5,18 (m, 1H),
6,99-7,01 (m, 1H), 7,15 (d, J =2,4 Hz, 1H), 7,46
(d, ) =8,0 Hz, 1H), 7,74 (d, J =8,8 Hz, 1H), 7,79
(d, ) =8,4 Hz, 1H), 7,86 (s, 1H), 7,89 (d, J =8,0
Hz, 1H), 8,16-8,18 (m, 1H), 8,89 (d, J =2,0 Hz,
1H).

11

o 0
HM )
o N
Z
I}

762,5

1H-RMN (400 MHz, 86-DMSO): & 1,12 (s, 6H),
1,22 (s, 6H), 1,99-2,05 (m, 1H), 2,54-2,73 (m,
12H), 2,84-2,92 (m, 1H), 3,41-3,70 (m, 10H),
4,06 (d, ) =9,2 Hz, 1H), 4,30 (s, 1H), 5,05-5,10
(m, 1H), 6,89 (d, J = 9,2 Hz, 1H), 6,99-7,02 (m,
1H), 7,21 (d, J = 2,4 Hz, 1H), 7,25-7,30 (m, 1H),
7,37 (a, 1H), 7,63 (d, J = 9,2 Hz, 1H), 7,69 (d, J =
8,4 Hz, 1H), 7,90 (d, J = 8,4 Hz, 1H), 7,96-7,99
(m, 1H), 8,63 (d, J = 2,0 Hz, 1H), 11,08 (s, 1H).
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833,4

H-RMN-PH-ARV-LS-026-D-0: (300 MHz, CDs0D,
ppm) & 8,47 (s, 1H), 8,06 - 7,98 (m, 4H), 7,75 -
7,71 (m, 2H), 7,18 - 7,11 (m, 3H), 7,02 - 6,98
(m, 1H), 5,15 - 5,09 (m, 1H), 4,70 - 4,57 (m,
3H), 4,45 - 4,44 (m, 1H), 4,31 (s, 1H), 4,20 (s,
1H), 3,11 - 3,08 (m, 2H), 2,92 - 2,75 (m, 7H),
2,51 -2,45 (m, 1H), 2,20 - 2,01 (m, 7H), 1,32 (s,
6H), 1,25 (s, 6H).

10

N—H
1

806,32

1H-RMN (400 MHz, DMSO) 8,610 (s, 1H), 8,10-
8,02 (m, 5H), 7,99-7,90 (m, 1H), 7,21-7,19 (m,

1H), 7,07-6,90 (m, 3H), 5,05-5,00 (m, 1H), 4,95-

4,85 (m, 1H), 4,45-4,25 (m, 3H), 4,15-4,05 (m,

1H), 3,09-3,00 (m, 2H), 2,90-2,80 (m, 1H), 2,79-

2,70 (m, 2H), 2,65-2,60 (m, 4H), 2,05-1,95 (m,
1H), 1,75-1,65 (m, 2H), 1,25-1,12 (m, 14H);

12,13

819

H-RMN (400 MHz, CDs0D) & 8,69-8,64 (m, 2H),

8,63-8,40 (m, 2H), 8,13-8,11 (d, J= 8,0 Hz, 1H),
8,01-7,98 (m, 1H), 7,75-7,73 (d, J=8,4Hz, 1H),

7,15-7,15 (m, 1H), 7,01-6,99 (m, 1H), 6,90-6,88
(d, =9,6, 1H), 5,24-5,20 (m, 1H), 4,30 (s, 1H),
4,17-4,16 (d, J=4,4z, 1H), 3,79-3,32 (m, 4H),

3,16-3,12 (m, 2H), 2,97-2,93 (m, 2H), 2,89-2,87
(d, J=6 Hz, 1H), 2,81-2,77 (m, 6H), 2,21-2,19

(m, 1H), 1,30 (s, 6H), 1,24 (s, 6H)
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<

833,35

H-RMN (400 MHz, CDs0D) 88,62-8,60 (m, 2H),
8,41-8,35 (m, 2H), 8,13-8,11 (m, 1H), 8,02-7,99
(m, 1H), 7,71-7,71 (m, 1H), 7,14 (s, 1H), 7,01-
6,94 (m, 1H), 6,85-6,83 (m, 1H), 5,25-5,15 (m,
1H), 4,29 (s, 1H), 4,12 (s, 1H), 3,80-3,75 (m,
4H), 2,94-2,72 (m, 11H), 2,20-2,02 (m, 3H),
1,28 (s, 6H), 1,22 (s, 6H);

808,85

IH-RMN (300 MHz, CDs0OD): & 8,86 (s, 1H),
8,16-8,09 (m, 1H), 7,72-7,64 (m, 2H), 7,47-7,33
(m, 2H), 7,24-7,17 (m, 1H), 7,12 (s, 1H), 6,98-
6,89 (m, 1H), 5,09-5,02 (m, 1H), 4,26 (s, 1H),
4,15(s, 1H), 3,48-3,42 (m, 4H), 2,92-2,49 (m,
9H), 2,46-2,35 (m, 2H), 2,16-2,01 (m, 1H), 1,81-
1,71 (m, 2H),1,59-1,47 (m, 2H), 1,42-1,36 (m,
4H), 1,27-1,18 (m, 12H);

11
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826,4 . H-RMN (300 MHz, DMSO): §11,12 (s, 1H),

8,91 (s, 1H),8,18--7,88 (m,3H), 7,76--7,69 (d,
J=7,8Hz,1H), 7,49--7,35(m, 2H), 7,22(s, 1H),
7,16--6,96 (m , 1H),5,17--5,06 (m, 1H), 4,32 (s,
1H), 4,11--3,98(m, 1H), 3,37--3,18(m, 4H),
2,97--2,75 (m, 3H), 2,62--2,51 (m, 4H), 2,48--
2,37 (m, 2H),2,36--2,28(m,2H),2,12--1,07(m,
1H), 1,78--1,63 (m, 2H), 1,49--1,29 (m, 6H),
1,22 (s, 6H),1,13(s,6H

11

782,28 'H-RMN (400 MHz, DMSO-d6): & 1,12 (s, 6H),

1,22 (s, 6H), 1,99-2,03 (m, 3H), 2,54-2,62 (m,
6H), 2,85-2,94 (m, 1H), 3,63 (a, 4H), 4,06 (d, ) =
5,2 Hz ,1H), 4,24-4,31 (m, 3H), 5,10-5,15 (m,
1H), 6,88 (d, J = 9,2 Hz ,1H), 6,99-7,02 (m, 1H),
7,21 (d,J=2,0 Hz 1H), 7,36-7,38 (m, 1H), 7,45
(d,)=1,6 Hz,1H), 7,64 (d, ) = 9,2 Hz,1H), 7,85
(d, ) =8,4Hz,1H), 7,91 (d, J = 8,4 Hz ,1H), 7,98
(d,J=2,4Hz,1H), 8,64 (d, ) =1,6 Hz ,1H), 11,13
(s, 1H).

45
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809,4

H-RMN (400 MHz, CDsOD): & 1,13 (s, 6H), 1,19
(s, 6H), 1,46-1,55 (m, 2H), 1,63-1,73 (m, 2H),
1,78-1,86 (m, 2H), 1,88-2,07 (m, 5H), 2,59-2,84
(m, 7H), 2,90-2,95 (m, 1H), 3,31-3,41 (m, 2H),
4,08-4,12 (m, 2H), 4,19 (s, 1H), 4,52 (a, 1H),
4,99-5,03 (m, 1H), 6,89 (d, J = 8,8 Hz, 1H), 7,03
(d,=2,4Hz, 1H), 7,22 (d, ) = 8,4 Hz, 1H), 7,31
(d,J=2,0Hz, 1H), 7,37 (d, J = 8,0 Hz, 1H), 7,63
(d,J=8,8Hz, 1H), 7,71 (d, J = 8,4 Hz, 1H), 8,06
(d,J = 8,0 Hz, 1H), 8,80-8,81 (m, 1H).

45

781,4

H-RMN (400 MHz, CDs0D): & 1,13(s, 6H), 1,19
(s, 6H), 1,86-1,89 (m, 4H), 2,01-2,05(m, 3H),
2,20-2,26 (m, 2H), 2,60-2,68 (m, 4H), 2,76-2,82
(m, 2H), 3,12 (d, J = 11,9 Hz, 2H), 4,07-4,18 (m,
4H), 4,99-5,03 (m,1H), 6,88 (d, J = 8,8 Hz, 1H),
7,03 (d, ) =2,4 Hz,1H), 7,23 (d, J = 8,4 Hz, 1H),
7,32-7,37 (m, 2H), 7,62 (d, ) = 8,8 Hz ,1H), 7,71
(d,J=8,0Hz,1H), 8,05 (d, J = 8,0 Hz,,1H), 8,78
(d,J=2,0Hz,1H).

45

AM 67300178.1

309



1513291.122WO02

W, @ A 844 32 25
T
TR
A 7964 TH-RMN (400 MHz, CD50D):  0,88-0,93 (m, 47
2H), 1,24 (s, 6H), 1,30 (s, 6H), 1,78-1,96 (m,

4H), 2,02-2,18 (m, 2H), 2,63 (t, ] = 7,2 Hz, 2H),

o . tf‘Q\ 2,68-2,75 (m, 4H), 2,78-2,82 (m, 1H), 2,83-2,92

-0 (m, 1H), 3,26-3,30 (m, 1H), 3,72-3,77 (m, 4H),

4,16 (s, 1H), 4,24 (t, ) = 6,4 Hz, 2H), 4,30 (s, 1H),
5,10-5,16 (m, 1H), 6,87 (d, ) = 8,8 Hz, 1H), 6,98-
7,02 (m, 1H), 7,15 (d, J = 2,4 Hz, 1H),7,32-7,36
(m, 1H), 7,44 (d, J = 8,8 Hz, 1H), 7,83 (d, ) = 8,8
Hz, 1H), 7,97-8,01 (m, 1H),8,63 (d, J = 2,4 Hz,
1H).
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839,45

H-RMN-PH-ARV-LS-024-F-0: (400 MHz, CD;0D)
§7,79-7,71 (m, 4H), 7,40 (s, 1H), 7,33 -7,31 (d,
J = 8Hz, 1H), 7,13 (s, 1H), 7,04 - 6,96 (m, 3H),
5,11 - 5,08 (m, 1H), 4,28 (s, 1H), 4,21 - 4,18 (m,
2H), 4,14 (s, 1H), 3,81 - 3,67 (m, 4H), 3,30 -
3,22 (m, 1H), 3,13 - 3,09 (m, 3H), 2,87 - 2,73
(m, 6H), 2,15 - 2,08 (m, 1H), 1,93 - 1,90 (m,
2H), 1,80 - 1,58 (m, 4H), 1,28 (s, 6H), 1,22 (s,
6H).

14,15

806,25

1H-RMN (400 MHz, CDCI3): §8,93 - 8,81 (m,
1H), 8,40 (s, 1H),8,26 (s,2H), 8,18--8,12 (m,
1H), 7,82--7,69(m, 1H), 7,61--7,48 (m, 1H), 6,98
(s, 1H),6,89--6,78 (m,3H), 6,36--6,25 (m, 1H),
5,24--5,15(m, 1H), 4,96--4,82(m, 1H), 4,49--
4,18(m, 3H),4,12--3,96(m,3H),3,31(s,1H),2,97--
2,77(m,5H),2,43--2,15(m,2H),2,07--
1,68(m,4H),1,31(s,6H),1,25(s,6H)

842,85

IH-RMN (300 MHz, CDs0D): & 8,85 (s, 1H),
8,17-8,08 (m, 1H), 7,93-7,88 (m, 1H), 7,71-7,66
(m, 1H), 7,43-7,29 (m, 3H), 7,26-7,17 (m, 2H),
5,11-5,02 (m, 1H),4,32 (s, 1H), 4,15 (s, 1H),
3,49-3,43 (m, 4H), 2,92-2,58 (m, 9H), 2,46-2,37
(m, 2H), 2,13-2,02 (m, 1H), 1,81-1,72 (m, 2H),
1,58-1,49 (m, 2H), 1,41-1,33 (m, 4H), 1,27-1,18
(m, 12H);

11
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o 0 CH,

M al

752,3

H-RMN (300 MHz, CDsOD): & 8,89 (s, 1H), 8,15
(dd, J = 8,1, 2,3 Hz, 1H), 7,85 (d, J = 8,8 Hz, 1H),
7,70 (d, ) = 8,7 Hz, 1H), 7,46 (d, J = 8,1 Hz, 1H),
7,23-7,15 (m, 1H), 7,15- 7,05 (m, 2H), 6,95
(dd, J = 8,8, 2,4 Hz, 1H), 5,48 (s, 2H), 4,91 - 4,81
(m, 1H), 4,26 (d, J = 0,9 Hz, 1H), 4,16 (d, J = 0,9
Hz, 1H), 3,60 (t, J = 4,9 Hz, 4H), 3,21 (t, J = 5,0
Hz, 4H), 3,01 (dt, J = 17,9, 7,4 Hz, 4H), 2,80-
2,69 (m, 2H), 2,29-2,03 (m, 5,8 Hz, 4H), 1,30 (s,
6H), 1,21 (s, 6H).

28

o 0 CH,

b0 ety
555 ol
Y N = N CH,

766,25

'H-RMN (300 MHz, CDs0D): & 8,92 (m, 1H),
8,14 (dd, ) = 8,1, 2,3 Hz, 1H), 7,70 (dd, J = 8,6,
1,9 Hz, 2H), 7,50-7,45 (m, 1H), 7,40 (s, 1H),7,27
(dd, ) =8,6, 2,3 Hz, 1H), 7,10 (d, ) = 2,4 Hz, 1H),
6,95 (dd, J = 8,8, 2,4 Hz, 1H), 5,05 (dd, J = 12,3,
5,4 Hz, 1H), 4,26 (s, 1H), 4,15 (s, 1H), 3,59 (t, J =
5,2 Hz, 4H), 3,12- 3,00 (m, 4H), 3,00-2,82 (m,
4H), 2,82-2,62 (m, 3H), 2,21 -2,02 (m, 3H), 1,24
(m, 6H), 1,20 (s, 6H);
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27

765,8

768,4

H-RMN (400 MHz, CDsOD): & 1,25 (s, 6H), 1,32
(s, 6H), 1,86-1,88 (m, 4H), 2,01-2,08 (m, 2H),
2,06-2,21 (m, 3H), 2,46-2,57 (m, 1H), 2,77-2,83
(m, 1H), 2,89-3,00 (m, 3H), 3,05-3,24 (m, 5H),
3,67-3,70 (m, 2H), 4,20 (s, 1H), 4,31 (s, 1H),

4,46-4,57 (m, 2H), 5,15-5,17 (m, 1H), 6,99-7,01
(m, 1H), 7,15 (d, J = 2,4 Hz, 1H), 7,46-7,54 (m,
3H), 7,75 (d, J = 8,8 Hz, 1H), 7,79 (d, J = 8,0 Hz,
1H), 8,17-8,19 (m, 1H), 8,92 (d, J = 1,6 Hz, 1H).

1H-RMN (400 MHz, CDs0D): § 1,12 (s, 6H), 1,18

47

i A
N Mﬂm(j\\
L5 :DCLW”\“O)k n

(s, 6H), 1,91-2,05 (m, 2H), 2. 61-2,68 (m, 5H),
2,72-2,78 (m, 1H), 2,84 (s, 2H), 3,60-3,64 (m
3H), 4,04 (s, 1H), 4,18 (s, 1H), 4,26 (s, 2H), 4,47-
4,51 (m, 1H), 4,99-5,04 (m, 1H), 6,72-6,78 (m,
1H), 6,86-6,91 (m, 1H), 7,03 (d, J = 2,4 Hz, 1H),
7,25-7,30 (m, 1H), 7,37 (d, J = 2,0 Hz, 1H), 7,61
(s, 1H), 7,70-7,75 (m, 1H), 7,84-7,89 (m, 1H),

8,48-8,54 (m, 1H).
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779,35

(400 MHz, CDCI3) & 8,94-8,94 (d, J=2,0 Hz, 1H),
8,07-8,04 (m, 1H), 7,86-7,78 (m, 3H), 7,68-7,66
(d, J=7,6 Hz, 1H), 7,61-7,59 (d, J=8,8 Hz, 1H),
7,31-7,29 (d, J=10,4 Hz, 1H), 7,00-6,99 (d, J=2,0
Hz, 1H), 6,85-6,82 (m, 1H), 6,36-6,34 (d, J=8,4
Hz, 1H), 5,02-4,98 (m, 1H), 4,20-4,18 (d, J=8,0
Hz, 1H), 4,10 (s, 1H), 3,41-3,38 (d, J=10,8 Hz,
2H), 2,96-2,74 (m, 8H), 2,43-2,40 (d, J=11,2 Hz,
2H), 2,20-2,15 (m, 3H), 1,98-1,95 (d, J=12,8 Hz,
2H), 1,88-1,77 (m, 4H), 1,31 (s, 6H), 1,26 (s, 6H)

780,4

H-RMN (400 MHz, CD30D) & 8,91-8,90 (d, J=2,0
Hz, 1H), 8,19-8,16 (m, 3H), 7,76-7,73 (m, 2H),
7,49-7,43 (m, 2H), 7,31-7,29 (m, 1H), 7,16-7,15
(d, J=2,4 Hz, 1H), 7,02-6,99 (m, 1H), 5,12-5,08
(m, 1H), 4,31 (s, 1H), 4,21 (s, 1H), 3,61-3,58 (m,
4H), 2,98-2,72 (m, 11H), 2,14-2,13 (d, J=5,2 Hz,
1H), 1,88-1,84 (m, 2H), 1,75-1,72 (m, 2H), 1,32
(s, 6H), 1,26 (s, 2H);
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766,7

H-RMN (400 MHz, CD30D) & 8,91-8,91 (d, J=1,6
Hz, 1H), 8,34-8,17 (m, 3H), 7,86-7,84 (d, J=8,8
Hz, 1H), 7,76-7,73 (d, J=8,8 Hz, 1H), 7,49-7,47

(d, J=8,0 Hz, 1H), 7,18-7,15 (m, 2H), 7,09 (s,
1H), 7,02-6,99 (m, 1H), 5,44 (s, 2H), 4,85-4,81

(m, 1H), 4,31 (s, 1H), 4,21 (s, 1H), 3,62-3,58 (d,

J=13,2 Hz, 4H), 3,17 (s, 4H), 3,01-2,95 (m, 4H),

2,79-2,76 (m, 2H), 2,26-2,14 (m, 2H), 1,87-1,80

(m, 4H), 1,32-1,25 (d, J=26 Hz, 12H);

1,16

790,05

45

45
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781,4

821,5

(s, 6H), 1,27-1,43 (m, 5H), 1,65-1,71 (m, 2H),

(m, 3H), 2,83-2,94 (m, 2H), 4,05-4,07 (m, 2H),
4,30 (s, 1H), 5,08-5,16 (m, 2H), 6,98-7,01 (m,

7,90 (m, 2H), 7,99-8,08 (m, 2H), 8,88 (s, 1H),
11,11 (s, 1H).

1H-RMN (400 MHz, CDs0D): § 1,12 (s, 6H), 1,22

2,01-2,07 (m, 1H), 2,53-2,60 (m, 4H), 2,75-2,79

1H), 7,19-7,22 (m, 1H), 7,28-7,37 (m, 3H), 7,84-

83

1H-RMN (400 MHz, DMSO-d6): & 1,04-1,06 (m,
1H), 1,10 (s, 6H), 1,20 (s, 6H), 1,75-1,85 (m,
3H), 1,98-2,02 (m, 1H), 2,18 (d, J = 6,4 Hz, 2H),
2,51-2,60 (m, 2H), 2,82-2,92 (m, 4H), 3,30-3,32
(m, 4H), 3,42-3,44 (m, 4H), 4,03 (d, J = 9,2 Hz,
1H), 4,29 (s, 1H), 4,37-4,43 (m, 2H), 5,03-5,08
(m, 1H), 6,82 (s, 1H), 6,97-7,00 (m, 1H), 7,19 (d,
J=2,0 Hz, 1H), 7,22-7,26 (m, 1H), 7,33 (s, 1H),

7,57 (d, 1 =9,2 Hz, 1H), 7,66 (d, J = 8,4 Hz, 1H),

7,87-7,93 (m, 2H), 8,60 (d, J = 2,4 Hz, 1H),

49
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11,07 (s, 1H).

795,5

1H-RMN (400 MHz, CDsOD): & 1,23 (s, 6H), 1,30
(s, 6H), 1,38-1,38 (m, 1H), 1,64-1,69 (m, 2H),
1,77-1,84 (m, 2H), 1,93-1,95 (m, 2H), 2,11-2,15
(m, 3H), 2,68-2,77 (m, 5H), 2,83-2,98 (m, 5H),
4,18 (s, 1H), 4,29 (s, 1H), 4,74 (s, 1H), 5,09,
5,12 (d, J = 5,6 Hz, 1H), 6,97-6,99 (m, 1H), 7,13-
7,14 (m, 1H), 7,33-7,35 (m, 1H), 7,43-7,47 (m,
2H), 7,71-7,74 (m, 1H), 7,81 (d, J = 8,0 Hz, 1H),
8,14-8,16 (m, 1H), 8,87 (d, J = 2,0 Hz, 1H).

83

835,5

1H-RMN (400 MHz, DMSO-d6): & 1,12 (s, 6H),
1,22 (s, 6H), 1,43-1,44 (m, 2H), 1,62-1,63 (m,
1H), 1,75-1,78 (m, 2H), 2,01-2,03 (m, 1H),2,35-
2,43 (m, 3H), 2,59-2,64 (m, 2H), 2,85-2,89 (m,
4H), 3,17-3,45 (m, 8H), 4,05-4,07 (m, 1H), 4,31
(s, 1H), 4,39-4,42 (m, 2H), 5,06-5,10 (m, 1H),
6,85 (d, J = 8,8 Hz, 1H), 7,00 (d, J = 8,4 Hz, 1H),
7,21-7,27 (m, 2H), 7,35 (s, 1H), 7,59-7,70 (m,
2H), 7,90-7,95 (m, 2H), 8,62 (s, 1H), 11,09 (s,
1H).

23
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811,4

1H-RMN (300 MHz, CD30D) 88,78 (s, 2H), 7,85-

7,79(m, 1H), 7,74- 7,68(m, 1H), 7,42- 7,39(m,
1H), 7,35 - 7,28(m, 1H), 7,14 - 7,10 (m, 1H),
7,01 - 6,96 (m, 1H), 5,15- 5,06(m, 1H), 4,29-

4,03(m, 8H), 2,95 - 2,69(m, 9H), 2,17 - 2,12 (m,
1H), 1,96 - 1,87 (m, 2H), 1,81 - 1,72 (m, 2H),

1,64 - 1,54 (m, 2H), 1,28 - 1,21 (d, J = 20,4Hz,

12H).

84

845,3

1H-RMN (400 MHz, CDCls): & 1,23 (s, 6H), 1,27
(s, 6H), 1,52-1,69 (m, 2H), 1,70-1,86 (m, 2H),
2,12-2,14 (m, 1H), 2,30-2,51 (m, 2H), 2,52-2,66
(m, 3H), 2,72-2,85 (m, 2H), 2,87-2,92 (m, 1H),
3,00 (t, J = 6,8 Hz, 2H), 3,31-3,46 (m, 3H), 3,51
(t,J = 6,0 Hz, 2H), 3,65 (t, ) = 6,4 Hz, 2H), 4,07
(s, 1H), 4,13 (d, J = 8,0 Hz, 1H), 4,92-4,96 (m,
1H), 6,01-6,21 (m, 1H), 6,80 (dd, J = 2,4, 8,8 Hz,
1H), 6,96 (d, J = 2,0 Hz, 1H), 7,06 (dd, J = 2,0,
8,4 Hz, 1H), 7,28-7,33 (m, 2H), 7,57 (d, ) = 8,4

Hz, 1H), 7,70 (d, J = 8,4 Hz, 1H), 8,02 (s, 1H).
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837,3

H-RMN (300 MHz, CDs0D): 811,08 (s, 1H),
7,84 (dd, ) = 21,4, 8,5 Hz, 2H), 7,71 (d, ) = 8,6
Hz, 2H), 7,50-7,39 (m, 2H), 7,33 (dd, J = 8,3, 2,3
Hz, 1H), 7,18 (d, J = 2,4 Hz, 1H), 7,03-6,88 (m,
3H), 5,09 (dd, J = 12,9, 5,4 Hz, 1H), 4,30 (s, 1H),
4,16 (t, ) = 6,5 Hz, 2H), 4,02 (d, J = 9,1 Hz, 1H),
3,67 (d,J = 11,5 Hz, 2H), 2,92-2,78 (m, 1H),
2,72-2,50 (m, 5H), 2,42 (s, 1H), 2,34 (d, J = 27,9
Hz, 2H), 2,03 (dq, J = 13,5, 5,6, 4,6 Hz, 1H), 1,76
(dd, J=8,1, 5,2 Hz, 2H), 1,39 (d, J = 12,5 Hz,
4H), 1,19 (s, 6H), 1,14-0,95 (m, 12H);

21

819,5

1H-RMN (400 MHz, DMSO-d6): & 1,13 (s, 6H),

1,23 (s, 6H), 1,73-1,80 (m, 2H), 1,93-2,00 (m,
2H), 2,00-2,07 (m, 1H), 2,53-2,67 (m, 2H), 2,85-
2,93 (m, 1H), 4,06-4,08 (m, 2H), 4,17-4,22 (m,

4H), 4,31 (s, 1H), 4,51 (a, 2H), 4,73 (s, 2H),
5,09-5,14 (m, 1H), 6,60-6,62 (m, 1H), 7,00-7,03
(m, 1H), 7,21-7,22 (m, 1H), 7,33-7,35 (m, 1H),
7,42-7,43 (m, 1H), 7,65-7,67 (m, 1H), 7,81-7,83
(m, 2H), 7,90-7,92 (m, 1H), 8,03-8,05 (m, 1H),
8,65-8,66 (m, 1H),11,12 (s, 1H).

55
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o

819,53

1H-RMN (400 MHz, DMSO-d6): & 1,13 (s, 6H),

1,23 (s, 6H), 1,73-1,80 (m, 2H), 1,93-2,00 (m,
2H), 2,00-2,07 (m, 1H), 2,53-2,67 (m, 2H), 2,85-
2,93 (m, 1H), 4,06-4,08 (m, 2H), 4,17-4,22 (m,

4H), 4,31 (s, 1H), 4,51 (a, 2H), 4,73 (s, 2H),
5,09-5,14 (m, 1H), 6,60-6,62 (m, 1H), 7,00-7,03
(m, 1H), 7,21-7,22 (m, 1H), 7,33-7,35 (m, 1H),
7,42-7,43 (m, 1H), 7,65-7,67 (m, 1H), 7,81-7,83
(m, 2H), 7,90-7,92 (m, 1H), 8,03-8,05 (m, 1H),
8,65-8,66 (m, 1H),11,12 (s, 1H).

85
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819,27

H-RMN (400 MHz, CDsOD): 8 1,14 (s, 6H), 1,21
(s, 6H), 1,72-2,04 (m, 6H), 2,60-2,75 (m, 4H),
2,88 (t, ) = 7 Hz, 2H), 3,82 (s, 2H), 4,09-4,27 (m,
6H), 4,98-5,03 (m, 1H), 6,89 (d, J = 6,8 Hz, 1H),
7,04 (s, 1H), 7,25 (d, J = 8,8 Hz, 1H), 7,33 (s,
1H), 7,45 (s, 1H), 7,62 (d, J = 4 Hz, 1H), 7,70 (d,
J=8Hz, 1H), 7,88 (d, ) = 8,4 Hz, 1H), 8,21 (d, J =
8,8 Hz, 1H), 8,74 (s, 1H).

86
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A 794,45

1H-RMN (300 MHz, DMSO-d6): & 11,04 (s, 1H),
8,86 (d, J = 2,2 Hz, 1H), 8,10-8,00 (m, 2H), 8,00-
7,80 (m, 1H),7,64 (d, J = 8,4 Hz, 1H), 7,39-7,14
(m, 4H), 6,97 (dd, J = 8,7, 2,4 Hz, 1H), 5,03 (dd,
J=12,8,5,3 Hz, 1H), 4,28 (s, 1H), 4,04 (d, ) =
9,1 Hz, 1H), 3,38 (t, J = 5,0 Hz, 4H), 3,00-2,73
(m, 3H), 2,73-2,51 (m, 2H), 2,51-2,39 (m, 4H),
2,27 (t,) = 7,3 Hz, 2H), 2,02-1,93 (m, 1H), 1,69-
1,63 (m, 2H), 1,47 (p, J = 7,4 Hz, 2H), 1,30 (q, J
= 8,0 Hz, 2H), 1,20 (s, 6H), 1,09 (s, 6H)

: A 812,55

1H-RMN (400 MHz, CDCI3) 8,845 (s, 1H), 7,97-
7,91 (m, 2H), 7,51-7,49 (m, 1H), 7,08-7,05 (m,
1H), 6,90-6,89 (m, 1H), 6,75-6,72 (m, 1H), 6,19-
6,17 (m, 1H), 5,13-5,09 (m, 1H), 4,36-4,32 (m,
1H), 4,22-4,18 (m, 1H), 4,10-4,08 (m, 1H), 4,00-
3,98 (m, 1H), 3,17-3,10 (m, 4H), 2,83-2,62 (m,
7H), 2,60-2,09 (m, 4H), 2,00-1,76 (m, 2H), 1,75-
1,68 (m, 3H), 1,32-1,16 (m, 16H)

20
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812,5

1H-RMN (400 MHz, CDCI3) 8,85 (s, 1H), 7,97-
7,88 (m, 2H), 7,51-7,42 (m, 2H), 6,93-6,89 (m,
2H), 6,75-6,72 (m, 1H), 6,18-6,15 (m, 1H), 5,12
5,08 (m, 1H), 4,36-4,00 (m, 4H), 3,32-3,20 (m,
4H), 2,87-2,59 (m, 7H), 2,30-2,13 (m, 2H), 1,79-
1,50 (m, 7H), 1,41-1,16 (m, 16H)

11,16

821,35

H-RMN (400 MHz, CDsOD): § 7,77-7,50 (m,
5H), 7,38-7,34 (m, 3H), 7,23-7,13 (m, 2H),
7,00-6,96 (m, 1H), 5,10-5,00 (m, 1H), 4,29 (s,
1H), 4,17-4,14 (m, 1H), 3,76-3,67 (m, 4H),
3,36-3,32 (m, 2H), 2,87-2,42 (m, 11H), 2,10-
2,00 (m, 3H), 1,70-1,60 (m, 2H), 1,28-1,23 (m,
12H)

39
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o

4

797,4

1H-RMN (300 MHz, DMSO-d6) & 11,08 (s, 1H),
8,73 (s, 2H), 7,83 (dd, J = 18,2, 8,5 Hz, 2H), 7,69
(d,1=9,2 Hz, 1H), 7,41 (d, J = 2,2 Hz, 1H), 7,33
(dd, J = 8,3, 2,3 Hz, 1H), 7,18 (d, J = 2,4 Hz, 1H),
6,97 (dd, J = 8,8, 2,5 Hz, 1H), 5,08 (dd, J = 12,8,
5,4 Hz, 1H), 4,29 — 4,13 (m, 3H), 4,00 (d, J = 9,1
Hz, 1H), 3,79 (t, J = 4,7 Hz, 4H), 2,95 — 2,76 (m,
1H), 2,56 (d, J = 16,4 Hz, 2H), 2,45 — 2,30 (m,

6H), 2,00 (dd, J = 12,3, 6,2 Hz, 1H), 1,69 (dq, J =
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783,55

46,8, 7,0 Hz, 4H), 1,18 (s, 6H), 1,08 (s, 6H).

769,3

1H-RMN (300 MHz, DMSO-d6) & 11,08 (s, 1H),
8,75 (s, 2H), 8,21-7,63 (m, 3H), 7,60- 7,16 (m,
2H), 7,18 (d, J = 2,4 Hz, 1H), 6,97 (dd, ] = 8,8,
2,5 Hz, 1H), 5,09 (dd, J = 12,8, 5,3 Hz, 1H), 4,25
(d,J=7,4Hz, 3H), 4,01 (d, ) = 9,1 Hz, 1H), 3,28
(s, 4H), 2,89-2,76 (m, 1H), 2,56 (d, J = 19,0 Hz,
2H), 2,24 (s, 6H), 1,99 (s, 3H), 1,13 (d, J = 30,8

Hz, 12H)

1H-RMN (300 MHz, DMSO-d6) & 11,09 (s, 1H),
10,18 (s, 1H), 8,83 (s, 2H), 7,93-7,74 (m, 3H),
7,54 (d, ) = 2,2 Hz, 1H), 7,42 (dd, ) = 8,3, 2,3 Hz,
1H), 7,27-7,14 (m, 1H), 7,03-6,86 (m, 1H), 5,10
(dd, J = 12,8, 5,4 Hz, 1H), 4,88-4,47 (m, 4H),
4,27 (s, 1H), 4,02 (d, J = 9,1 Hz, 1H),3,92- 3,62
(s, 4H), 3,30 (d, J = 54,5 Hz, 4H), 2,92-2,77 (m,
1H), 2,57 (d, J = 19,1 Hz, 2H), 2,08-1,97 (m, 1H),

1,18 (s, 6H), 1,08 (s, 6H).
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822,57

1H-RMN (300 MHz, CDs0D): & 8,70 (s, 2H),
7,71-7,66 (m, 2H), 7,36 (m, 1H), 7,24-7,21 (m,
1H), 7,10-7,09 (m, 1H), 6,97-6,93 (m, 1H), 5,08-
5,02 (m, 1H), 4,90-4,87 (m, 2H),4,80 (s, 1H),
4,28-4,24 (m, 2H), 4,10 (s, 1H), 3,51 (m, 4H),
3,03-2,95 (m, 2H), 2,78-2,67 (m, 6H), 2,44-2,42
(m, 2H), 2,15-1,80 (m, 4H), 1,75-1,55 (m, 1H),
1,25-1,18 (m, 12H);

49

800,21

1H-RMN (400 MHz, CDCls): 8 1,25 (s, 6H), 1,30
(s, 6H), 1,98-2,07 (m, 2H), 2,11-2,16 (m, 1H),
2,46-2,51(m, 2H), 2,57-2,66 (m, 3H), 2,70-2,87
(m, 3H), 2,88-2,96 (m, 3H), 3,40-3,49 (m, 4H),
4,11 (s, 1H), 4,18 (d, J = 8,0 Hz, 1H), 4,92-4,97
(m, 1H), 6,20 (d, J = 8,0 Hz, 1H), 7,03-7,08 (m,
2H),7,24 (d, ) = 2,4 Hz, 1H), 7,28-7,32 (m, 2H),
7,70 (d, ) = 8,4 Hz, 1H), 7,76 (d, J = 8,4 Hz, 1H),
7,98-8,11 (m, 2H), 8,92 (d, J = 2,0 Hz, 1H).

781,51

1H-RMN (400 MHz, DMSO-ds): & 1,42-1,58 (m,
4H), 1,98-2,04 (m,1H), 2,26-2,34 (m, 2H), 2,40-
2,48 (m, 6H), 2,62-2,70 (m, 3H), 2,82-2,94 (m,
1H), 3,36-3,52 (m, 7H), 4,24-4,50 (m, 5H), 5,02-
5,10 (m, 1H), 5,76 (s, 1H), 6,53 (s, 1H), 6,93 (s,
1H), 7,23 (d, ) = 8,4 Hz, 1H), 7,31 (s, 1H), 7,67
(d, ) =8,8 Hz, 1H), 7,98 (s, 2H), 8,07 (s, 1H),
8,26-8,34 (m, 1H), 11,08 (s, 1H), 13,28 (s, 1H).

17a
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H2c><5<c+|3
HaC CHy

835,8

H-RMN (300 MHz, CD30D) 7,76-7,64 (m, 4H),
7,35-7,32 (m, 3H), 7,23-7,20 (m, 1H), 7,13-7,12
(m, 1H), 7,00-6,96(m, 1H), 5,09-5,03 (m, 1H),
4,28-4,25 (m, 1H), 4,15-4,11 (m, 1H), 3,77-3,68
(m, 4H), 3,38-3,32 (m, 2H), 2,86-2,69 (m, 5H),
2,41-2,29 (m, 6H), 2,11-2,03 (m, 3H), 1,86-1,64
(m, 4H), 1,28-1,23 (m, 12H);

39

801,5

1H-RMN (400 MHz, DMSO-dg) & 11,07 (s, 1H),
7,91 (d, ) =8,8 Hz, 1H), 7,71 (dd, J = 19,0, 8,4
Hz, 3H), 7,46 (d, ) = 9,2 Hz, 1H), 7,35 (d, ) = 2,4
Hz, 1H), 7,27 (dd, J = 8,7, 2,3 Hz, 1H), 7,22 (d, J
= 2,4 Hz, 1H), 7,01 (dd, J = 8,8, 2,4 Hz, 1H), 6,44
(d,)=8,4 Hz, 2H), 5,08 (dd, ) = 12,9, 5,4 Hz,
1H), 4,32 (s, 1H), 4,06 (d, J = 9,1 Hz, 1H), 3,91
(t,)=7,3 Hz, 2H), 3,64 (ddd, J = 24,3, 9,7, 5,1
Hz, 3H), 3,43 (dt, J = 18,6, 4,7 Hz, 6H), 3,03 —
2,82 (m, 4H), 2,64 —2,51 (m, 2H), 2,40 (t, J =

37
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4,8 Hz, 4H), 2,02 (dt, J = 15,2, 5,6 Hz, 1H), 1,22
(s, 6H), 1,13 (s, 6H).

836,6

1H-RMN (300 MHz, CDCI3) 88,69 (s, 2H),
8,01(m, 1H), 7,75- 7,69(m, 1H), 7,62- 7,53(m,
1H), 7,29(m, 1H), 7,10 - 7,04(m, 1H), 6,98 -
6,91 (m, 1H), 6,84 - 6,78 (m, 1H), 5,95- 5,88(m,
1H), 4,98- 4,81(m, 3H), 4,15- 4,01(m, 2H),
3,54(m, 4H), 3,11 - 2,60(m, 11H), 2,17 - 2,09
(m, 1H), 1,87 - 1,61(m, 5H), 1,24 - 1,21 (m,
14H)

32

810,23

14a
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815,32 17
R
E 869,28 17
D‘ r@lj\o
N\@\fo
g il
{} 824,21 IH-RMN (400 MHz, DMSO-de): & 1,12 (s, 6H), 87
’ )»:@L 1,22 (s, 6H), 1,39-1,44 (m, 2H), 1,55-1,61 (m,
Hi . 2H), 1,75-1,81 (m, 2H), 2,02-2,06 (m, 1H), 2,54-
ﬁ o 2,69 (m, 2H), 2,85-2,94 (m, 1H), 3,39 (t, J = 7,2
b ﬁ Hz, 2H), 3,46 (t, J = 5,0 Hz, 2H), 3,88 (t, J = 5,2
o Hz, 2H), 4,06 (d, ) = 9,2 Hz, 1H), 4,16-4,19 (m,
?\. 4H), 4,31 (s, 1H), 5,10-5,14 (m, 1H), 6,87 (d, J =
! 9,2 Hz, 1H), 6,99-7,02 (m, 1H), 7,21 (d, J = 2,0
Hz, 1H), 7,32-7,35 (m, 1H), 7,43 (s, 1H), 7,66-
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7,68 (m, 1H), 7,82 (d, J = 8,4 Hz, 1H), 7,90 (d, J
= 8,8 Hz, 1H), 8,01-8,03 (m, 1H), 8,66 (d, J = 2,0
Hz, 1H), 11,12 (m, 1H),.

r\.‘)ﬁ

852,25

1H-RMN (400 MHz, CDsOD): § 1,17 (s, 6H), 1,24
(s, 6H), 1,43-1,46 (m, 2H), 1,56-1,59 (m, 2H),
2,07-2,10 (m, 1H), 2,42 (t, J = 7,2 Hz, 2H), 2,54
(t, ) = 4,0 Hz, 4H), 2,62-2,73 (m, 4H), 2,79-2,84
(m, 1H), 3,32-3,35 (m, 2H), 3,86-3,91 (m, 6H),
4,10 (s, 1H), 4,23 (s, 1H), 5,01 (t, ) = 5,2 Hz, 1H),
5,05-5,10 (m, 1H), 6,93-6,95 (m, 1H), 7,09 (d, J
= 20,0 Hz, 1H), 7,20-7,25 (m, 2H), 7,68 (d, J =
8,8 Hz, 1H), 7,78 (d, J = 8,4 Hz, 1H), 8,71 (s, 2H).
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838,23

1H-RMN (400 MHz, DMSO-d6): & 1,11 (s, 6H),
1,21 (s, 6H), 1,49-1,60 (m, 2H), 2,01-2,08 (m,
1H), 2,29-2,49 (m, 7H), 2,53-2,64 (m, 3H), 2,85-
2,94 (m, 1H), 3,08-3,26 (m, 2H), 3,85 (s, 6H),
4,04 (d, ) =9,2 Hz, 1H), 4,29 (s, 1H), 5,06-5,16
(m, 2H), 6,99-7,02 (m, 1H), 7,22 (d, J = 2,4 Hz,
1H), 7,26-7,32 (m, 2H), 7,75 (d, J = 9,2 Hz, 1H),
7,86 (d,J = 9,2 Hz, 1H), 7,90 (d, J = 8,8 Hz, 1H),
8,77 (s, 2H), 11,14 (s, 1H).

73
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43

784,1

H-RMN-PH-ARV-LS-031-M-0: (300 MHz, DMSO-
d6, ppm) & 11,10 (a, 1H), 8,20 -8,17 (d, J = 9Hz,
1H), 8,02 (s, 1H), 7,74 - 7,66 (m, 2H), 7,53 -
7,47 (m, 1H), 7,34 - 7,15 (m, 4H), 5,11 - 5,05
(m, 1H), 3,42 - 3,35 (m, 4H), 2,91 - 2,83 (m,
1H), 2,71 - 2,60 (m, 4H), 2,56 - 2,49 (m, 4H),
2,35 - 2,30 (m, 2H), 2,08 - 2,00 (m, 1H), 1,67 -
1,65 (m, 2H), 1,62 (s, 8H), 1,60 - 1,37 (m, 2H).

49

820,35

H-RMN (300 MHz, CDCls) & 7,95 (s, 1H), 7,70-
7,55 (m, 4H), 7,30 (s, 1H), 7,26-6,97 (m, 1H),
6,96-6,79 (m, 4H), 6,12-6,09 (m, 1H), 4,96-4,94
(m, 1H), 4,16-4,04 (m, 2H), 3,89-3,39 (m, 5H),
3,20-2,50 (m, 8H), 2,49-1,60 (m, 6H), 1,26-1,20
(m, 15H);

43

796,65

H-RMNO6-PH-ARV-LS-031-A-0: (300 MHz,
CD30D, ppm) § 7,96 - 7,93 (d, J = 9 Hz, 1 H),
7,83 (s, 1H), 7,69 - 7,61 (m, 2 H), 7,51 - 7,48

(m, 1H),7,35 (s, 1 H), 7,24 = 7,15 (m, 3 H), 5,09
- 5,05 (m, 1 H), 3,48 - 3,45 (m, 4H), 2,82 - 2,42(
m, 15 H), 2,12 - 2,09 (m, 2 H), 1,76 - 1,73 (m, 2

H), 1,66 - 1,61 (m, 3 H), 1,48 - 1,46 (m, 2 H).
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821,35

1H-RMN (300 MHz, DMSO-ds) & 10,70 (s, 1H),
8,62 (d, ) =2,4 Hz, 1H), 7,92 (dd, J = 10,0, 6,5
Hz, 2H), 7,56 (dd, J = 17,5, 8,9 Hz, 2H), 7,22 (d,
J=2,4 Hz, 1H), 7,03 (ddd, J = 14,6, 8,6, 2,1 Hz,
3H), 6,86 (d, J = 9,1 Hz, 1H), 5,31 (s, 2H), 4,57
(dd, J=9,1, 5,2 Hz, 1H), 4,41 (d, ) = 13,3 Hz,
2H), 4,31 (s, 1H), 4,06 (d, J = 9,2 Hz, 1H), 3,29
(t,J = 4,9 Hz, 4H), 2,96 — 2,81 (m, 2H), 2,61 (t, J
= 5,6 Hz, 2H), 2,54 — 2,50 (m, 4H), 2,38 (t, ) =
7,4 Hz, 2H), 2,00 (qd, J = 8,2, 3,9 Hz, 2H), 1,77
(d,J=12,7 Hz, 2H), 1,63 (s, 1H), 1,43 (g, 1 = 7,2
Hz, 2H), 1,22 (s, 6H), 1,12 (s, 8H).

41
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827,45

1H-RMN (300 MHz, DMSO-ds) & 11,04 (s, 1H),
8,71 (s, 2H), 8,02 (d, ) = 8,8 Hz, 1H), 7,71 - 7,57
(m, 3H), 7,36 — 7,17 (m, 3H), 5,03 (dd, J = 12,7,
5,3 Hz, 1H), 4,69 (d, ) = 12,8 Hz, 2H), 4,30 (s,
1H), 4,01 (d, J = 9,0 Hz, 1H), 3,28 (s, 4H), 3,00 —
2,76 (m, 3H), 2,67 (dt, J = 3,7, 1,9 Hz, 4H), 2,41
(t,J=7,3Hz, 2H), 2,34 (t, ) = 7,3 Hz, 2H), 2,03 —
1,92 (m, 1H), 1,81 —-1,69 (m, 3H), 1,46 — 1,33
(m, 2H), 1,19 (s, 6H), 1,07 (s, 8H)

17

764,3

H-RMN (300 MHz, DMSO) & 11,05 (s, 1H), 8,64-
8,63 (d, J=2,4 Hz, 1H), 7,98-7,89 (m, 2H), 7,67-
7,60 (m, 2H), 7,22-7,21 (d, J=2,4 Hz, 1H), 7,03-
6,92 (m, 2H), 6,80-6,79 (d, J=1,8Hz, 1H), 6,69-
6,65 (m, 1H), 5,09-5,03 (m, 1H), 4,31 (s, 1H),
4,08-4,05 (d, J=9 Hz, 1H), 3,85 (s, 4H), 3,67 (s,

4H),2,73-2,72 (m, 1H), 2,60 (s, 2H), 2,01-
1,99(d, J=5,1 Hz, 1H), 1,82 (s, 4H), 1,22 (s, 6H),
1,12(s, 6H);

44

764,35

H-RMN (300 MHz, DMSO) & 11,04 (s, 1H), 8,58
(s, 1H), 7,95-7,86 (m, 2H), 7,66-7,63 (d,
J=8,4Hz, 1H), 7,57-7,54 (d, J=9,3Hz, 1H), 7,35-
7,18 (m, 3H), 7,00-6,96 (m, 1H), 6,39-6,36 (d,
J=9Hz, 1H), 5,08-5,02 (m, 1H), 4,28 (s, 1H),
4,05-4,02 (d, J=9,3Hz, 1H), 3,80 (s, 4H), 3,51 (s,
4H), 2,92-2,81 (m, 1H), 2,70-2,59 (m, 2H), 2,05-
1,98 (m, 4H), 1,19 (s, 6H), 1,10 (s, 6H);

19
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833,54

1H-RMN (400 MHz, DMSO-d6): & 1,13 (s, 6H),
1,24 (s, 6H), 1,38-1,47 (m, 2H), 1,74-1,90 (m,
4H), 1,96-2,10 (m, 2H), 2,54-2,65 (m, 2H), 2,85-
2,94 (m, 1H), 3,33 (s, 1H), 4,04-4,11 (m, 1H),
4,14-4,19 (m, 3H), 4,32 (s, 1H), 4,55 (s, 3H),
5,07-5,18 (m, 1H), 6,62 (d, J = 8,8 Hz, 1H), 6,96-
7,08 (m, 1H), 7,23 (d, J = 2,4 Hz, 1H), 7,31-7,38
(m, 1H), 7,43 (d, J = 1,6 Hz, 1H), 7,66 (s, 2H),
7,79-7,86 (m, 1H), 7,89-7,95 (m, 1H), 7,98-8,05
(m, 1H), 8,69 (s, 1H), 11,08-11,19 (m, 1H).

85

CH,

oHE o
0 o WE | u cm: 9
HN i H,C =N
)

740,46

H-RMN (400 MHz, DMSO-d6): & 1,11 (s, 6H),
1,21 (s, 6H), 2,03-2,15 (m, 2H), 2,58 (m, 2H),
3,86-3,89 (m, 2H), 4,04 (d, ) = 8,8 Hz, 1H), 4,23-
4,29 (m, 5H), 5,10-5,15 (m, 1H), 6,99-7,02 (m,
1H), 7,21 (d, J = 2,0 Hz, 1H), 7,35-7,38 (m, 1H),
7,45 (d, ) =2,0 Hz, 1H), 7,74 (d, J = 8,8 Hz, 1H),
7,84-7,91 (m, 2H), 8,74 (s, 2H), 11,12 (s, 1H).

88
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831,53

1H-RMN (400 MHz, DMSO-d6): & 1,10 (s, 6H),
1,17 (s, 6H), 1,61-1,64 (m, 2H), 1,76-1,82 (m,
2H), 2,01-2,07 (m, 1H), 2,38 (s, 2H), 2,44-2,49
(m, 4H), 2,57 (s, 1H), 2,85-2,94 (m, 1H), 3,24 (s,
4H), 3,32 (s, 1H), 4,00 (d, J = 9,2 Hz, 1H), 4,20-
4,26 (m, 3H), 5,10-5,15 (m, 1H), 6,66 (d, J =

11,6 Hz, 2H), 7,00 (dd, J = 8,8, 2,4 Hz, 1H), 7,22
(d,J=2,4Hz, 1H), 7,36 (dd, ] = 8,4, 2,4 Hz, 1H),
7,44 (d, ) = 2,4 Hz, 1H), 7,84 (d, J = 8,4 Hz, 1H),
7,90 (d, J = 8,8 Hz, 1H), 8,19 (d, J = 9,2 Hz, 1H),
11,13 (s, 1H).

89
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49

836,5

1H-RMN (400 MHz, DMSO-ds): & 1,11 (s, 6H),
1,22 (s, 6H), 1,73-1,83 (m, 5H), 1,99-2,02 (m,
1H), 2,29 (s, 2H), 2,57 (s, 6H), 2,74 (s, 2H), 2,91-
2,97 (m, 3H), 3,82-3,86 (m, 4H), 4,01-4,03 (m,
3H), 4,29 (s, 1H), 5,06-5,09 (m, 1H), 7,01 (d, J =
8,0 Hz, 1H), 7,22-7,30 (m, 3H), 7,64 (d, ) = 7,6
Hz, 1H), 7,75 (d, J = 8,4 Hz, 1H), 7,90 (d, ) = 8,4
Hz, 1H), 8,77 (s, 2H), 11,10 (s, 1H),.

47

837,75

H-RMN-PH-ARV-LS-032-D-0: (300 MHz, DMSO-
d6,ppm) 6 11,11 (s, 1H), 7,86 (dd, J = 22,3, 8,5
Hz, 2H), 7,72 (d, J = 8,6 Hz, 2H), 7,52 — 7,43 (m,

2H), 7,36 (dd, J = 8,3, 2,3 Hz, 1H), 7,20 (d, J =

2,4 Hz, 1H), 7,05 -6,90 (m, 3H), 5,11 (dd, J =
13,0, 5,2 Hz, 1H), 4,31 (s, 3H), 4,04 (d,J=9,1
Hz, 1H), 3,65 (s, 2H), 3,10 (d, J = 11,5 Hz, 2H),
2,89 (s, 1H), 2,69 (s, 5H), 2,37 (s, 3H), 2,04 (d, J
=11,3 Hz, 1H), 1,85 (s, 2H), 1,58 (s, 2H), 1,21 (s,
6H), 1,12 (s, 6H).
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851,25

H-RMN-PH-ARV-LS-032-F-0: (300 MHz, DMSO-
d6,ppm) (300 MHz, DMSO-dg) § 11,08 (s, 1H),
7,84 (dd, ) = 19,4, 8,5 Hz, 2H), 7,69 (d, ) = 8,6
Hz, 2H), 7,49 = 7,26 (m, 3H), 7,17 (d, J = 2,3 Hz,
1H), 7,02 - 6,87 (m, 3H), 5,09 (dd, J = 12,8, 5,3
Hz, 1H), 4,31 — 4,14 (m, 3H), 4,01 (d, J = 9,1 Hz,
1H), 3,62 (t, ) = 4,6 Hz, 2H), 3,44 (d, J = 12,6 Hz,
2H), 3,07 (t, ) = 11,3 Hz, 2H), 2,91 - 2,76 (m,
1H), 2,47 (m, 2H), 2,42 — 2,30 (m,4H), 2,23 (s,
2H), 2,01-1,88 (m, 5H), 1,55 (dd, J = 12,6, 8,4
Hz, 2H), 1,18 (s, 6H), 1,09 (s, 6H).

47

769,3

H-RMN (300 MHz, CDCl5) 8,12 (s, 1H), 7,73-
7,71 (m, 2H), 7,60-7,25 (m, 5H), 6,97-6,96 (m,
1H), 6,82-6,79 (m, 1H), 6,21-6,18 (m, 1H), 4,96-
4,90 (m, 1H), 4,17-4,14 (m, 1H), 4,05-4,00 (m,
1H), 3,48-3,35 (m, 4H), 2,93-2,68 (m, 10H),
2,16-2,12 (m, 1H), 1,37-1,23 (m, 13H);
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763,6

H-RMN (300 MHz, CD;0D) & 7,770-7,66 (m,
3H), 7,60 (d, J = 8,5 Hz, 1H), 7,31 (d, J = 8,1 Hz,
2H), 7,10 (d, J = 2,4 Hz, 1H), 7,04-6,89 (m, 2H),
6,84 (dd, J = 8,6, 2,2 Hz, 1H), 5,02 (dd, J = 12,3,

5,4 Hz, 1H), 4,54 (s, 1H), 4,25 (s, 1H), 4,11 (s,
1H), 3,75 (s, 1H), 3,46 (d, J = 2,5 Hz, 2H), 3,07-
2,96 (m, 1H), 2,88-2,61 (m, 8H), 2,13-1,87 (m,

3H), 1,24 (s, 6H), 1,19 (s, 6H);

834,56

856,56

1H-RMN (400 MHz, DMSO-d6): § 1,11 (s, 6H),

1,21-1,22 (m, 6H), 1,52-1,57 (m, 1H), 1,60-1,69
(m, 2H), 1,98-2,07 (m, 2H), 2,12-2,23 (m, 1H),
2,35-2,43 (m, 2H), 2,55-2,68 (m, 4H), 2,83-2,93
(m, 1H), 3,28-3,34 (m, 3H), 3,40 (s, 4H), 3,52-

3,57 (m, 1H), 3,65-3,69 (m, 2H), 4,05-4,08 (m,

1H), 4,31 (s, 1H), 5,06-5,10 (m, 1H), 6,99-7,02

(m, 1H), 7,21-7,28 (m, 2H), 7,36 (s, 1H), 7,51-

7,54 (m, 2H), 7,63-7,70 (m, 2H), 7,90-7,92 (m,

49
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1H), 11,09 (s, 1H).

834,55

1H-RMN (300 MHz, DMSO-d6) & 11,04 (s, 1H),
7,87 (d,)=8,7 Hz, 1H), 7,67 (dd, J = 15,3, 8,5
Hz, 3H), 7,44 (d, ) = 9,2 Hz, 1H), 7,30 (d, J = 2,4
Hz, 1H), 7,27-7,13 (m, 2H), 7,02-6,87 (m, 3H),
5,03 (dd, J = 12,7, 5,3 Hz, 1H), 4,28 (s, 1H), 4,01
(d,J=9,1Hz, 1H), 3,81 (d, J = 12,4 Hz, 2H), 3,28
(s, 5H), 2,93-2,69 (m, 4H), 3,0-2,6 (m, 4H), 2,54
(d,J = 16,1 Hz, 5H), 2,35 (t, ] = 7,2 Hz, 2H),
2,03-1,93 (m, 1H), 1,73 (d, J = 12,8 Hz, 2H),
1,40 (d, J = 7,3 Hz, 3H), 1,18 (s, 8H), 1,09 (s,
6H).

23

832,3

H-RMN (400 MHz, CDs0OD) & 7,74 (dd, ) = 8,8,
2,7 Hz, 3H), 7,66 (d, ) = 8,4 Hz, 1H), 7,15 (d, J =
2,4 Hz, 1H), 7,07-7,04 (m, 1H), 7,00 (td, J = 6,3,
3,1 Hz, 3H), 6,93-6,85 (m, 1H), 5,07 (dd, J =
12,6, 5,5 Hz, 1H), 4,57 (d, ) = 2,3 Hz, 1H), 4,30
(s, 1H), 4,15 (s, 1H), 3,90 (d, J = 12,2 Hz, 2H),
3,72 (s, 1H), 3,51 (s, 2H), 3,08 (d, J = 9,6 Hz,

1H), 2,94-2,70 (m, 5H), 2,66 (d, J = 10,0 Hz, 1H),

35
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2,51 (d, J =6,9 Hz, 2H), 2,17-2,03 (m, 2H), 1,99-
1,83 (m, 3H), 1,66 (s, 1H), 1,29 (s, 8H), 1,24 (s,
6H)

832,3

H-RMN (400 MHz, CDs0D) & 7,73 (dd, J = 8,9,
2,8 Hz, 3H), 7,66 (d, J = 8,5 Hz, 1H), 7,15 (d, J =
2,4 Hz, 1H), 7,05 (s, 1H), 6,99 (td, J = 6,3, 3,1
Hz, 3H), 6,89 (d, J = 8,5 Hz, 1H), 5,07 (dd, J =
12,5, 5,4 Hz, 1H), 4,57 (s, 1H), 4,30 (s, 1H), 4,15
(s, 1H), 3,90 (d, J = 12,3 Hz, 2H), 3,71 (s, 1H),
3,51 (s, 2H), 3,07 (d, J = 9,7 Hz, 1H), 2,90-2,70
(m, 5H), 2,66 (d, J = 10,0 Hz, 1H), 2,50 (d, J =
6,9 Hz, 2H), 2,17-2,03 (m, 2H), 1,99-1,83 (m,
3H), 1,66 (s, 1H), 1,29 (s, 8H), 1,24 (s, 6H)

35

o o
b

CH,
HaC- o. cl
! {':@\N/ﬁ T o =
QO

838,57

H-RMN (400 MHz, DMSO-d6): & 1,12 (s, 6H),
1,22 (s, 6H), 1,62-1,67 (m, 2H), 1,82-1,88 (m,
2H), 2,00-2,07 (m, 1H), 2,11-2,15 (m, 1H), 2,24-
2,28 (m, 1H), 2,56-2,58 (m, 1H), 2,61-2,62 (m,
1H), 2,85-2,93 (m, 2H), 3,14-3,20 (m, 2H), 3,22-
3,28 (m, 4H), 3,62-3,65 (m, 4H), 4,06 (d, ) = 8,8
Hz, 1H), 4,24-4,27 (m, 2H), 4,32 (s, 1H), 5,08-
5,13 (m, 1H), 6,72 (t, ) = 8,8 Hz, 1H), 7,21 (d, ) =
2,4Hz, 1H), 7,36-7,39 (m ,1H), 7,51-7,55 (m,

49
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2H), 7,60-7,67 (m, 2H), 7,77 (d, ) = 8,8 Hz ,1H),
7,91 (d, J = 8,80 Hz, 1H), 9,65 (a, 1H), 11,11 (s,
1H).

835,2

H-RMN (400 MHz, CDs0OD): §7,80-7,78 (d,
J=8,4Hz, 1H), 7,73-7,70 (m, 3H), 7,25-7,19 (m,
2H), 7,13-7,12 (d, J=2,4Hz, 1H), 6,99-6,96 (m,
3H), 5,12-5,07 (m, 1H), 4,91-4,89 (m, 1H), 4,28

(s, 1H), 4,13 (s, 1H), 3,92-3,88 (m, 2H), 3,13-
3,12 (m, 1H), 2,87-2,65 (m, 6H), 2,47-2,44 (m,
2H), 2,34-2,29 (m, 2H), 2,18-2,13 (m, 6H), 1,92-
1,89 (m, 2H), 1,80-1,70 (m, 1H), 1,32-1,31 (m,
1H), 1,28 (s, 6H), 1,21 (s, 6H);

51

CcH,
T oH.C 0
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49

AM 67300178.1

339



1513291.122WO02

CH,
& oHC (] cl
] N )

838,57

49
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SROSYaes

2,

824,45

1H-RMN (300 MHz, DMSO-d6) 811,10 (s, 1H),
7,93- 7,86 (m, 1H), 7,77- 7,69 (m, 3H), 7,50-

7,34 (m, 2H), 7,22- 7,18 (m, 1H), 7,04- 6,96 (m,
1H), 6,58- 6,51 (m , 2H), 5,16 - 5,06 (m, 1H),
4,32(s, 1H), 4,09- 4,02 (m, 1H), 3,55- 3,20 (m,
6H), 3,09- 2,73 (m, 2H), 2,70- 2,38 (m, 10H),
2,20- 2,01 (m, 2H), 1,86- 1,67 (m, 1H), 1,24 -

1,13 (d, J=33 Hz, 12H).

46

CH,
- GH.C 0 ol
HH )
LI STESN
a k(N

819,58

1H-RMN (400 MHz, DMSO-d®) § 0,97-1,07 (2H,
m), 1,13 (6H, s), 1,23 (6H, s), 1,49-1,69 (5H, m),
1,80-2,02 (4H, m), 2,19-2,20 (1H, m), 2,33-
2,43(1H, m), 2,50-2,60(2H, m), 2,81-2,91(1H,
m), 3,30-3,35 (4H, m), 3,40-3,45 (4H, m), 4,06
(1H, d, ) = 9,2 Hz), 4,32 (1H, s), 5,03-5,07 (1H,
m), 6,99-7,02 (1H, m), 7,21 (1H, d, J = 2,4 Hz),
7,27 (1H, d, ) = 8,8 Hz), 7,33-7,39 (3H, m), 7,68
(1H, d, ) = 8,4 Hz),7,73-7,77 (3H, m), 7,91 (1H,
d, ) = 8,8 Hz), 11,09 (1H, s).

90
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799,63

1H-RMN (400 MHz, DMSO-d®) § 0,97-1,07 (2H,
m), 1,13 (6H, s), 1,23 (6H, s), 1,46-1,69 (5H, m),
1,81-2,02 (4H, m), 2,19-2,20 (1H, m), 2,39-
2,41(1H, m), 2,45 (3H, m), 2,53-2,59(2H, m),
2,81-2,89(1H, m), 3,30-3,35 (4H, m), 3,42-3,48
(4H, m), 4,05 (1H, d, J = 9,2 Hz), 4,23 (1H, s),
5,02-5,07 (1H, m), 6,80-6,83 (1H, m), 7,25-7,40
(4H, m), 7,67-7,78 (5H, m), 11,10 (1H, s).

90

0

CH,
OHiC 0
HM F
O '
M.

€ bl

824,35

1H-RMN (300 MHz, CDCls) 7,83-7,80 (m, 1H),
7,63-7,39 (m, 4H), 7,19-7,05 (m, 1H), 6,90-6,71
(m, 4H), 6,04-6,01 (m, 1H), 5,14-5,08 (m, 1H),
4,38-4,07 (m, 3H), 3,97-3,95 (m, 1H), 3,81-3,30
(m, 4H), 3,19-2,98 (m, 3H), 2,89-2,55 (m, 6H),
2,31-2,18 (m, 4H), 1,82-1,61 (m, 2H), 1,19-1,15
(m, 15H);

20, 33

CH,

824,35

H-RMN (300 MHz, CDCls) 7,81-7,80 (m, 1H),
7,62-7,60 (m, 2H), 7,53-7,48 (m, 2H), 6,90-6,71
(m, 5H), 6,04-6,01(m, 1H), 5,13-5,07 (m, 1H),
4,37-4,06 (m, 3H), 3,97-3,41 (m, 5H), 3,12-3,06
(m, 3H), 2,88-2,42 (m, 7H), 2,30-2,15 (m, 4H),
1,82-1,75 (m, 1H), 1,19-1,05 (m, 15H);

41

AM 67300178.1

342



1513291.122WO02

838,38

H-RMN (300 MHz, DMSO) 10,96 (s, 1H), 7,91-
7,88 (m, 1H), 7,74-7,71 (m, 2H), 7,48-7,41 (m,
2H), 7,24-7,20(m, 2H), 7,01-6,93 (m, 3H), 5,09-
5,03 (m, 1H), 4,39-4,21 (m, 3H), 4,06-4,03 (m,
1H), 3,86-3,82 (m, 2H), 3,30-3,28 (m, 1H), 3,11-
3,05 (m, 4H), 2,90-2,72 (m, 3H), 2,61-2,50 (m,
4H), 2,42-2,35 (m, 3H), 2,07-1,95 (m, 1H), 1,78-
1,75 (m, 2H), 1,51-1,42 (m, 3H), 1,30-1,05 (m,
14H);

33

838,4

1H-RMN (300 MHz, DMSO-d6) 10,96 (s, 1H),
7,91-7,88 (m, 1H), 7,74-7,70 (m, 2H), 7,48-7,20
(m, 4H), 7,02-6,93(m, 3H), 5,09-5,05 (m, 1H),
4,39-4,21 (m, 3H), 4,06-4,03 (m, 1H), 3,96-3,82
(m, 2H), 3,30-3,28 (m, 1H), 3,11-3,05 (m, 4H),
2,90-2,72 (m, 3H), 2,70-2,62 (m, 4H), 2,39-2,26
(m, 3H), 2,07-1,79 (m, 1H), 1,75-1,70(m, 2H),
1,52-1,46 (m, 3H), 1,31-1,05 (m, 14H);

33
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806,4

1H-RMN (300 MHz, DMSO-dg): 811,04 (s, 1H),
7,87 (d,)=8,7 Hz, 1H), 7,67 (dd, = 13,3, 8,3
Hz, 3H), 7,44-7,13 (m, 4H), 7,02-6,91 (m, 1H),
6,38 (d, ) = 8,3 Hz, 2H), 5,04 (dd, J = 12,4, 5,2
Hz, 1H), 4,28 (s, 1H), 3,99 (q, ) = 8,1, 7,6 Hz,
3H), 3,50 (t, ) = 6,5 Hz, 2H), 3,41 (d, ) = 6,4 Hz,
4H), 2,96-2,47 (m, 4H), 2,47 (d, J = 3,4 Hz, 2H),
2,30 (d, J = 7,4 Hz, 2H), 2,09-1,90 (m, 1H), 1,85-
1,71 (m, 2H), 1,18 (s, 6H), 1,09 (s, 6H).

34

821,35

1H-RMN (300 MHz, DMSO): & 11,11 (s, 1H),
7,91-7,81 (m, 2H), 7,73 (d, J = 9,0 Hz, 2H), 7,48
(d, ) =9,1Hz, 1H), 7,30-7,27 (m, 2H), 7,20 (m,
1H), 7,02-6,90 (m, 3H), 5,18-5,00 (m, 2H), 4,32

(s, 1H), 4,05 (d, J = 9,0 Hz, 1H), 3,89-3,70 (m,
4H), 3,05-2,98 (m, 2H), 2,98-2,81 (m, 1H), 2,80-
2,69 (m, 2H), 2,64-2,56 (m, 2H), 2,49-2,40 (m,
2H), 2,10-1,93 (m, 1H), 1,80-1,79 (m, 2H), 1,60-

1,44 (m, 1H), 1,32-1,14 (m, 10H), 1,12 (s, 6H)

23

836,5

1H-RMN (400 MHz, DMSO-d6): § 1,11 (s, 6H),
1,22 (s, 6H), 1,58-1,70 (m, 2H), 1,81-2,05 (m,
6H), 2,10-2,18 (m, 2H), 2,80-2,92 (m, 1H), 3,34-
3,76 (m, 7H), 3,53-3,67 (m, 3H), 3,72-3,89 (m,
3H), 3,98-4,08 (m, 2H), 4,27-4,33 (m, 1H), 5,05-
5,14 (m, 1H), 7,01 (s, 1H), 7,23-7,33 (m, 3H),
7,67-7,78 (m, 2H), 7,91 (m, 1H), 8,76-8,77 (m,
2H), 11,09 (s, 1H).

49
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805,56

'H-RMN (400 MHz, CDCl5) 8 1,13 (6H, s), 1,22
(6H,s), 1,37-1,57 (4H, m), 1,86-2,03 (5H, m),
2,32-2,42 (2H, m), 2,54-2,63 (2H, m), 2,67 (4H,
sa), 2,84-2,91 (1H, m), 3,44 (4H, sa), 4,05 (1H,
d,J=9,2 Hz), 4,31 (1H, s), 5,07 (1H, dd, J = 5,6,
9,2 Hz), 7,00 (1H, dd, J = 2,0, 8,8 Hz), 7,21 (1H,
d,J=2,4Hz),7,25-7,27 (1H, m), 7,33-7,35 (3H,
m), 7,67-7,69 (1H, m), 7,70-7,75 (3H, m), 7,89-
7,92 (1H, m), 11,10 (1H, s).

91

810,35

IH-RMN (300 MHz, CDs0D): & 8,60 (s, 1H),
7,99-7,95 (m, 1H), 7,83-7,70 (m, 2H), 7,42-7,31
(m, 2H), 7,13-7,12(s, 1H), 7,00-6,86 (m, 2H),
5,09-5,08 (m, 1H), 4,37-4,14 (m, 6H), 3,19-3,13
(m, 2H), 2,89-2,73 (m, 7H), 2,20-2,03 (m, 3H),
1,29-1,22 (m, 18H);
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809,2

'H-RMN (300 MHz, Metanol-d4): § 7,82 (d, ] =
8,3 Hz, 1H), 7,79-7,70 (m, 3H), 7,42 (d, ) = 2,2

Hz, 1H), 7,33 (dd, J = 8,3, 2,3 Hz, 1H), 7,14 (d, )
= 2,4 Hz, 1H), 7,05-6,95 (m, 3H), 5,12 (dd, J =
12,3, 5,4 Hz, 1H), 4,29 (d, ) =0,9 Hz, 1H), 4,21
(t, )= 5,8 Hz, 2H), 4,14 (d, ) = 0,8 Hz, 1H), 3,77
(s, 1H), 3,73 (s, 1H), 3,15-3,05 (m, 2H), 2,96-

2,69 (m, 5H), 2,60 (t, J = 11,3 Hz, 2H), 2,19-2,08
(m, 1H), 2,03 (d, J = 8,6 Hz, 2H), 1,29 (s, 6H),

1,26 (s, 3H), 1,23 (d, J = 2,1 Hz, 9H).

21

811,3

'H-RMN (400 MHz, DMSO0): & 11,11 (s, 1H),
8,76 (s, 2H), 7,90 (d, J = 8,7 Hz, 1H), 7,84 (d, J =
8,3 Hz, 1H), 7,72 (d, ) =9,2 Hz, 1H), 7,43 (d, ) =

2,3 Hz, 1H), 7,36-7,33 (m, 1H), 7,22 (m, 1H),
7,02-6,99 (m, 1H), 5,14-5,09 (m, 1H), 4,53 (d, J
= 11,9 Hz, 2H), 4,29 (s, 1H), 4,20 (m, 2H), 4,03
(d, ) =9,1Hz, 1H), 2,97-2,83 (m, 3H), 2,74 (m,
2H), 2,65-2,52 (m, 3H), 2,49 (m, 1H), 2,11-2,01

(m, 1H), 1,83 (m, 2H), 1,22 (s, 6H), 1,11 (m,

12H)
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807,54

H-RMN (400 MHz, CDCl3) 8 8,23 (s, 1H), 7,79-
7,77 (d, J=8,4 Hz, 1H), 7,71-7,68 (d, J=9,0 Hz,
2H), 7,58-7,55 (d, J=8,7 Hz, 1H), 7,37-7,36 (d,

J=1,8 Hz, 1H), 7,22-7,19 (d, J=8,4 Hz, 1H), 6,97-

6,91 (m, 3H), 6,83-6,79 (m, 1H), 6,12-6,10 (d,
J=8,1 Hz, 1H), 4,98-4,92 (m, 4H), 3,34 (s, 3H),
2,93-2,68 (m, 4H), 2,54 (s, 4H), 2,36 (s, 2H),
2,18-2,13 (m, 1H), 1,62 (s, 4H), 1,26 (s, 6H),
1,22 (s, 6H)

769,5

861,6

36
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834,59

49

834,59

49
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o

HC TH,

DO

834,59

49

779,35

H-RMN (300 MHz, CD30D) 7,78-7,68 (m, 4H),
7,37-7,34 (m, 3H), 7,26-7,23 (m, 1H), 7,13-7,11
(m, 1H), 7,00-6,96(m, 1H), 5,08-5,04 (m, 1H),
4,29-4,27 (m, 1H), 4,16-4,14 (m, 1H), 3,92-3,89
(m, 2H), 3,11-2,71 (m, 11H), 2,13-2,11 (m, 1H),
1,31-1,28 (m, 18H);

22

833,25

1H-RMN (400 MHz, DMSO-dg) & 11,07 (s, 1H),
7,91 (d, ) = 8,8 Hz, 1H), 7,71 (dd, J = 19,0, 8,4
Hz, 3H), 7,46 (d, ) = 9,2 Hz, 1H), 7,35 (d, ) = 2,4
Hz, 1H), 7,27 (dd, J = 8,7, 2,3 Hz, 1H), 7,22 (d, J
= 2,4 Hz, 1H), 7,01 (dd, J = 8,8, 2,4 Hz, 1H), 6,44
(d,)=8,4 Hz, 2H), 5,08 (dd, ) = 12,9, 5,4 Hz,
1H), 4,32 (s, 1H), 4,06 (d, J = 9,1 Hz, 1H), 3,91
(t,)=7,3 Hz, 2H), 3,64 (ddd, ) = 24,3, 9,7, 5,1

Hz, 3H), 3,43 (dt, J = 18,6, 4,7 Hz, 6H), 3,03 -

36

AM 67300178.1
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2,82 (m, 4H), 2,64 —2,51 (m, 2H), 2,40 (t, ) =
4,8 Hz, 4H), 2,02 (dt, J = 15,2, 5,6 Hz, 1H), 1,22
(s, 6H), 1,13 (s, 6H).

850,25

IH-RMN (400 MHz, CDs0OD): 87,78-7,70 (m,
4H), 7,26-7,20 (m, 2H), 7,13-7,12 (d, J=2,0Hz,
1H), 6,99-6,96 (m, 3H), 5,12-5,07 (m, 1H), 4,93-
4,89 (m, 1H), 4,28 (s, 1H), 4,13 (s, 1H), 3,32-
3,30 (m, 4H), 3,28-3,26 (m, 1H), 2,87-2,67 (m,
7H), 2,58-2,46 (m, 6H), 2,39-2,34 (m, 2H), 2,25
(s, 3H), 2,14-2,11 (m, 1H), 1,28 (s, 6H), 1,21 (s,
6H);

51

H-RMN (300 MHz, DMSO-d6) 11,12 (s, 1H),
7,92-7,73 (m, 4H), 7,22-7,19 (m, 3H), 7,20-6,95
(m, 3H), 5,20-5,11 (m, 1H), 4,32 (s, 1H), 4,20-
4,16 (m, 2H), 4,07-4,04 (m, 1H), 3,47-3,41 (m,
2H), 3,32-3,25 (m, 4H), 2,96-2,94 (m, 6H), 2,61-
2,50 (m, 7H), 2,10-2,01 (m, 1H), 1,21 (s, 6H),
1,23 (s, 6H);

93
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E 806,56
o Nd N\j\N
Qi@Y
7
779,25 | 'H-RMIN (300 MHz, CD0D) 7,78-7,64 (m, 4H), 22
7,39-7,32 (m, 3H), 7,21-7,18 (m, 2H), 7,12-6,95
@ . (m, 1H), 5,09-5,03(m, 1H), 4,28-4,27 (m, 1H),
’ CQ\QY 4,15-4,13 (m, 1H), 3,52-3,47 (m, 2H), 3,29-3,22
o et (m, 4H), 3,18-2,63 (m, 7H), 2,13-2,05 (m, 1H),
;ﬁ o 1,28-1,11 (m, 18H);
806,55 49

o o =
L

OO

cl Y
S
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! ZN
HI, ch@\//
s cl

779,1

1H-RMN (300 MHz, DMSO-d6) § 11,03 (s, 1H),
7,87 (d, )= 8,8 Hz, 1H), 7,73 (dd, ) = 8,6, 6,7 Hz,
3H), 7,61 (d, J = 8,5 Hz, 1H), 7,38-7,26 (m, 3H),
7,25-7,14 (m, 2H), 6,97 (dd, ] = 8,8, 2,4 Hz, 1H),
5,03 (dd, J = 12,6, 5,3 Hz, 1H), 4,29 (s, 1H), 4,03
(d,=9,1Hz, 1H), 3,45 (dd, ) = 12,6, 3,3 Hz,
2H), 3,19 (dd, J = 12,5, 6,5 Hz, 2H), 3,00 (td, J =
6,4, 3,4 Hz, 2H), 2,91-2,62 (m, 4H), 2,60-2,47
(m, 2H), 1,98 (dd, J = 10,9, 5,6 Hz, 1H), 1,19 (s,
6H), 1,10 (s, 6H), 0,98 (d, J = 6,2 Hz, 6H).

22

cH,
HN
N CH,
N/ﬁ " cl
NS

792,4

H-RMN (300 MHz, DMSO-d6) & 11,08 (s, 1H),
7,92-7,89 (d, J = 9 Hz, 1H), 7,75-7,67 (m, 3H),
7,45-7,42 (d, ) = 9,0 Hz, 1H), 7,35 (s, 1H), 7,28-
7,25 (d, ) = 9Hz, 1H), 7,21 (s, 1H), 7,02-6,98 (m,
1H), 6,45-6,42 (d, J = 9Hz,2H),5,10-5,05 (m, 1H)
, 4,32 (s, 1H),4,07-3,99 (m, 3H), 3,59-3,55 (m,
2H), 3,47-3,45 (m,4H), 3,00-2,89 (m, 2H), 2,66-
2,50(m, 8H), 2,04-2,00 (m, 1H), 1,21 (s,
6H),1,12 (s, 6H);

40
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Opc_ CH,

cl &
\N

820,58

836,55

1H-RMN (300 MHz, DMSO-dg) 511,08 (s, 1H),

8,61 (s, 1H), 7,90- 7,84 (m, 1H), 7,74- 7,67 (m,
2H), 7,49- 7,41 (m, 1H), 7,20- 7,16 (m, 1H),

7,02- 6,89 (m, 3H), 5,17 - 5,07 (m, 1H), 4,29 (s,
1H), 4,06- 3,99 (m, 1H), 3,91- 3,68 (m, 6H),
2,92- 2,50 (m, 7H), 2,42- 2,34 (m, 4H), 2,06-

1,98 (m, 1H), 1,78- 1,60 (m, 2H), 1,54- 1,38 (m,

3H), 1,26 - 1,10 (m, 14H)
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%}V;@ @2*733@\

838,56

49

824,59

1H-RMN (300 MHz, DMSO-dg): & 11,07 (s, 1H),
8,60 (s, 1H), 7,95-7,85 (m, 2H), 7,69 (d, J = 8,6
Hz, 1H), 7,57 (d, J = 9,2 Hz, 1H), 7,34 (s, 1H),
7,31(m, 1H) 7,17 (m, 1H), 7,00 (dd, J = 8,8, 2,5
Hz, 1H), 6,85 (d, J = 9,0 Hz, 1H), 5,07 (dd, J =
12,7, 5,6 Hz, 1H), 4,47 (s, 1H), 4,33 (d, ) = 19,6
Hz, 2H), 4,05 (d, J = 9,1 Hz, 1H), 3,47 (s, 4H),
2,86 (d, ) = 14,6 Hz, 2H), 2,55 (s, 5H), 2,24 (s,
1H),2,02 (m, 3H) 1,67 (m, 2H), 1,58 (m, 3H),

94
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1,20 (m, 7H), 1,16 (m, 10H

821,4

1H-RMN (400 MHz, DMSO-dg) & 11,12 (s, 1H),
7,91 (d, ) = 8,8 Hz, 1H), 7,88-7,82 (m, 1H), 7,74
(d,J=8,4 Hz, 2H), 7,43 (d, J = 9,2 Hz, 1H), 7,32-
7,24 (m, 2H), 7,21 (d, J = 2,3 Hz, 1H), 7,01 (dd, J
=8,8,2,4 Hz, 1H), 6,43 (d, J = 8,4 Hz, 2H), 5,13

(dd, J = 12,9, 5,3 Hz, 1H), 4,97 (td, J = 6,5, 3,2
Hz, 1H), 4,33 (s, 1H), 4,04-4,02 (m, 3H), 3,54 (t,
J=6,6 Hz, 2H), 3,12-3,10 (m, 1H), 2,93-2,90 (m,
13,9, 5,4 Hz, 1H), 2,79-2,77 (m, 1H), 2,71- 2,52
(m, 2H), 2,40 (dt, J = 12,7, 6,6 Hz, 2H), 2,22 (q, J

= 7,4 Hz, 4H), 2,12 - 2,00 (m, 4H), 1,76 (q, ) =

7,2 Hz, 2H), 1,22 (s, 6H), 1,13 (s, 6H);

51
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P iﬁ@ 799,52
NC}&(
791,3 IH-RMN (400 MHz, DMSO-de) § 1,13 (6H, s), 56
1,22 (6H, s), 1,73-1,78 (2H, m), 1,99-2,02 (1H,
y m), 2,42-2,49 (5H, m), 2,53-2,60 (6H, m), 2,83
) !\}ii@t t(@ 2,89 (1H, m), 3,43 (5H, s), 4,06 (1H, d, ) = 8,8
! O\ﬂ o Hz), 4,32 (1H, s), 5,07 (1H, dd, J = 5,2, 12,8 Hz),
7,00 (1H, dd, J = 2,4, 8,8 Hz), 7,20-7,26 (2H, m),
7,31-7,33 (3H. m), 7,67 (1H, d, ) = 8,8 Hz), 7,73-
7,79 (3H, m), 7,90 (1H, d, ] = 8,8 Hz), 11,0 (1H,
s).
56

CH,

gose RIS o SRS

1H-RMN (400 MHz, DMSO-dg) & 1,13 (6H, s),
1,23 (6H, s), 1,98-2,02 (1H, m), 2,15-2,49 (5H,
m), 2,52-2,67 (8H, m), 2,83-2,92 (1H, m), 3,44
(4H, s), 3,64-3,68 (1H, m), 4,06 (1H, d, ) = 9,2
Hz), 4,32 (1H, s), 5,07 (1H, dd, J = 5,6, 12,8 Hz),
7,00 (1H, dd, J = 2,4, 8,8 Hz), 7,21 (1H, d, J = 2,4
Hz), 7,25 (1H, d, J = 8,8 Hz), 7,34-7,39 (3H, m),

7,68 (1H, d, ) = 8,4 Hz),7,74-7,80 (3H, m), 7,90

AM 67300178.1
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(1H, d, ) = 8,4 Hz), 11,0 (1H, s).

94

1H-RMN (300 MHz, DMSO-dg): & 11,06 (s, 1H),
8,57 (d, ) = 2,4 Hz, 1H), 7,95-7,83 (m, 2H), 7,66
(d, ) =8,5Hz, 1H), 7,55 (d, J =9,2 Hz, 1H), 7,34-
7,17 (m, 3H), 7,00 (dd, J = 8,8, 2,4 Hz, 1H), 6,83
(d,1=9,1Hz, 1H), 5,06 (dd, ) = 12,6, 5,3 Hz,
1H), 4,53 (d, ) = 13,1 Hz, 1H), 4,31 (d, ) = 10,7
Hz, 2H), 4,04 (d, J = 9,2 Hz, 1H), 3,39 (m, 4H),
3,06 (d, ) = 12,5 Hz, 1H), 2,86 (d, J = 11,6 Hz,
2H), 2,59 (m, 6H), 2,03 (s, 2H), 1,72 (t, ) = 13,2
Hz, 4H), 1,60-1,32 (m, 5H), 1,21 (d, J = 2,0 Hz,
7H), 1,11 (s, 6H);

94

H-RMN (300 MHz, DMSO-dg): & 11,07 (s, 1H),
8,61 (d, J = 2,4 Hz, 1H), 7,96-7,85 (m, 2H), 7,68
(d,)=8,5Hz, 1H), 7,56 (d, J = 9,1 Hz, 1H), 7,34-
7,17 (m, 3H), 7,00 (dd, J = 8,7, 2,4 Hz, 1H), 6,85
(d,=9,0 Hz, 1H), 5,07 (dd, ) = 12,7, 5,4 Hz,
1H), 4,30 (s, 1H), 4,20 (d, J = 13,0 Hz, 1H), 4,05
(d, 1 =9,2 Hz, 2H), 3,43 (s, 4H), 3,08 (dd, J =

23,5, 12,0 Hz, 2H), 2,88 (t, J = 13,6 Hz, 1H), 2,68

AM 67300178.1
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(s, 5H), 2,38 (s, 2H), 2,07-1,96 (m, 1H), 1,87-
1,49 (m, 9H), 1,41- 1,28 (m, 1H), 1,21 (s, 6H),
1,11 (s, 6H)

808,3

1H-RMN (300 MHz, DMSO-dg): & 11,08 (s, 1H),
8,24 (d, ) =9,2 Hz, 1H), 7,90 (d, J = 8,8 Hz, 1H),
7,83 (d, ) =9,5 Hz, 1H), 7,67 (d, J = 8,5 Hz, 1H),
7,40 (d, ) =9,6 Hz, 1H), 7,33 (d, J = 2,1 Hz, 1H),

7,25 (q,)=4,0, 3,0 Hz, 2H), 7,03 (dd, J = 8,8,
2,5 Hz, 1H), 5,06 (dd, J = 12,7, 5,3 Hz, 1H), 4,53
(d,J = 13,2 Hz, 2H), 4,46 (s, 1H), 4,00 (d, J = 9,1
Hz, 1H), 3,43 (sa, 4H), 3,05 (t, J = 12,5 Hz, 2H),

2,89 (s, 1H), 2,60 (d, J = 31,4 Hz, 7H), 2,01 (m,

1H), 1,91 (m, 2H), 1,46 (m, 2H), 1,22 (s, 6H),

1,14 (s, 6H).

52

792,3

H-RMN (300 MHz, DMSO-dg) 8 11,06 (s, 1H),
7,87 (d,) = 8,8 Hz, 1H), 7,69 (dd, J = 16,6, 8,5
Hz, 3H), 7,43 — 7,30 (m, 2H), 7,30 (m, 1H), 7,14
(m, 1H), 6,97 (dd, J = 8,8, 2,5 Hz, 1H), 6,56 (d, J
= 8,7 Hz, 2H), 5,05 (dd, J = 12,7, 5,4 Hz, 1H),
4,29 (s, 1H), 4,02 (d, ) = 9,3 Hz, 1H), 3,56 (t, J =
8,4 Hz, 1H), 3,39 (s, 5H), 3,13 (t, ) = 8,7 Hz, 1H),

2,97 (d, J = 8,7 Hz, 2H), 2,83-2,56 (m, 5H), 2,52-

26
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2,04 (m, 2H), 1,88 (m, 3H), , 1,18 (d, J = 27,9
Hz, 6H), 1,04 (d, J = 27,9 Hz, 6H).

778,5

H-RMN-PH-ARV-LS-049-Q-0 (300 MHz, DMSO-
de, ppm):6 11,08 (s, 1H), 7,91 (d, J = 8,7 Hz,
1H), 7,77 (d, ) = 8,6 Hz, 2H), 7,67 (d, J = 8,3 Hz,
1H), 7,52 (d, J = 9,2 Hz, 1H), 7,21 (d, J = 2,4 Hz,
1H), 7,06- 6,95 (m, 3H), 6,82 (d, J = 2,0 Hz, 1H),
6,68 (dd, J = 8,4, 2,1 Hz, 1H), 5,07 (dd, J = 12,6,
5,4 Hz, 1H), 4,33 (s, 1H), 4,21-4,12(m, 2H),
4,11-4,01 (m, 1H), 3,93 (dd, J = 8,8, 4,8 Hz, 2H),
3,41 (p, ) =5,7 Hz, 1H), 3,29 (s, 3H), 2,94-2,80
(m, 1H), 2,64-2,51 (m, 4H), 2,50-2,40 (m, 3H),
2,11-1,97 (m, 1H), 1,22 (s, 6H), 1,13 (s, 6H)

19

820,3

H-RMN (400 MHz, DMSO-d6) 811,05 (s, 1H),
7,88 (d, ) =8,7 Hz, 1H), 7,71 (t, J = 8,4 Hz, 3H),
7,37 (d, ) = 8,9 Hz, 2H), 7,31- 7,15 (m, 2H), 6,98
(dd, J = 8,7, 2,4 Hz, 1H), 6,56 (d, J = 8,6 Hz, 2H),
5,06 (m, 1H), 4,30 (s, 1H), 4,04 (d, J = 9,1 Hz,
1H), 3,75 (m, 2H), 3,70-3,51 (m, 5H), 3,51- 3,32
(m, 5H), 2,85 (m, 1H), 2,57 (m, 2H), 2,37-1,81
(m, 4H), 1,15 (d, 12H)

18
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838,3

1H-RMN (400 MHz, DMSO-ds) 511,11 (s, 1H),
7,92 (d, ) = 8,7 Hz, 1H), 7,78 (m, 3H), 7,53 (d, J
=7,2 Hz, 1H), 7,41 (d, J = 9,2 Hz, 1H), 7,22 (s,
1H), 7,02 (d, J = 8,6 Hz, 1H), 6,60 (d, J = 8,4 Hz,
2H), 5,13 (dd, J = 12,9, 5,3 Hz, 1H), 4,33 (s, 1H),
4,07 (d, ) =9,2 Hz, 1H), 3,80 (s, 2H), 3,61 (m,
2H), 3,44 (m, 2H), 3,36 (d, J = 9,9 Hz, 4H), 3,25
(d,J = 6,1 Hz, 2H), 2,94-2,83 (m, 1H), 2,60 (t, J =
14,3 Hz, 3H), 2,30- 2,11 (m, 2H), 2,06 (m, 1H),
1,23 (s, 6H), 1,14 (s, 6H)

18

824,3

1H-RMN (300 MHz, DMSO-d6): & 11,07 (s, 1H),
7,87 (d, J = 8,7 Hz, 1H), 7,70 (m, 3H), 7,38 (dd, J
=27,2, 8,3 Hz, 2H), 7,17 (d, ) = 2,4 Hz, 1H), 6,97
(dd, J = 8,8, 2,4 Hz, 1H), 6,51 (d, J = 8,7 Hz, 2H),
5,07 (dd, J = 12,9, 5,3 Hz, 1H), 4,28 (s, 1H), 4,02
(d, ) =9,1Hz, 1H), 3,49-3,30 (m, 2H), 3,24-3,17
(m, 4H), 3,09-2,98 (m, 1H), 2,91-2,78 (m, 1H),
2,65-2,48 (m, 6H), 2,47-2,42 (m, 2H), 2,41-2,39
(m, 2H), 2,15-1,98 (m, 2H), 1,80-1,60(m, 1H),

49
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1,18 (s, 6H), 1,09 (s, 6H).;

824,2

1H-RMN (300 MHz, DMSO-d6) & 11,04 (s, 1H),
7,87 (d, )= 8,7 Hz, 1H), 7,72 (d, J = 8,6 Hz, 2H),
7,52 (m, 2H), 7,17 (d, J = 2,4 Hz, 1H), 7,06 —
6,89 (m, 4H), 5,03 (dd, J = 12,8, 5,4 Hz, 1H),
4,28 (s, 1H), 4,02 (d, J = 9,1 Hz, 1H), 3,78-3,58
(m, 3H), 3,44 -3,21(m, 4H), 2,94-2,75 (m, 1H),
2,64-2,55 (m, 5H), 2,42 (m, 3H), 2,37 (d, 1 = 7,4
Hz, 2H), 2,12 = 1,92 (m, 2H), 1,68 (m, 1H), 1,18

(s, 6H), 1,09 (s, 6H)

53

24

e s O~

GHC o
Q)LH wd Y

779,3

1H-RMN (300 MHz, d6-DMS0) & 1,13 (s, 6H),
1,22 (s, 6H), 2,07 (s, 1H), 2,52-2,64 (m, 2H),
2,82-2,90 (m, 3H), 3,37-3,44 (m, 4H), 3,96 (s,
4H), 4,04-4,07 (m, 1H), 4,18 (s, 2H), 4,32 (s,
1H), 5,16 (s, 1H), 6,42-6,45 (m, 2H), 7,00-7,03
(m, 1H), 7,21 (s, 1H), 7,35-7,44 (m, 3H), 7,72-
7,74 (m, 2H), 7,84-7,93 (m, 2H), 11,13 (s, 1H).
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848,4

1H-RMN (400 MHz, DMSO-d6): 8 11,06 (s, 1H),
7,90 (m, 1H), 7,75 (m, 2H), 7,65 (m, 1H), 7,55
(m, 1H), 7,20 (m, 1H), 7,02 (m, 3H), 6,97 (m,
1H), 6,85 (m, 1H), 5,04 (m, 1H), 4,50 (m, 1H),
4,30 (m, 1H), 4,12 (m, 1H), 4,05 (m, 1H), 3,95
(m, 2H), 3,70 (m, 1H), 3,50 (m, 3H), 3,30 (m,
1H), 3,00 -2,88 (m, 4H), 2,62-2,52 (m, 4H),
2,41-2,02 (m, 3H), 2,01-1,4 (m, 3H), 1,30-1,10
(d, 12H

854,45

1H-RMN (300 MHz, CDCls): § 8,12 (d, J = 9,1 Hz,
1H), 8,03 (s, 1H), 7,94 (d, J = 9,5 Hz, 1H), 7,54
(d, ) =8,7 Hz, 1H), 7,45 (d, J = 11,0 Hz, 1H), 7,37
(d,J=7,3Hz, 1H), 7,01 - 6,91 (m, 2H), 6,78
(dd, J=8,7, 2,4 Hz, 1H), 4,91 (dd, J = 12,2, 5,3
Hz, 1H), 4,50 (d, J = 13,3 Hz, 2H), 4,17 (d, J = 9,1
Hz, 1H), 4,04 (s, 1H), 3,28 (s, 4H), 3,03 (t, ) =
12,3 Hz, 2H), 2,94 — 2,66 (m, 3H), 2,62 (s, 4H),
2,46 (s, 2H), 2,17 — 2,06 (m, 1H), 1,98 (s, OH),
1,86 (d, J = 12,9 Hz, 2H), 1,69 (s, 1H), 1,26 (s,
9H), 1,19 (s, 6H).

29
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CH,

SeSe st )\

Lv N

850,5

1H-RMN (400 MHz, DMSO-d6): & 1,11 (s, 6H),
1,17-1,32 (m, 16H), 1,77-1,82 (m, 1H), 1,95-

2,07 (m, 2H), 2,17-2,33 (m, 4H), 2,54-2,61 (m,

4H), 2,83-2,94 (m, 1H), 3,47 (s, 4H), 4,04 (d, J =
9,2 Hz, 1H), 4,29 (s, 1H), 4,95-5,01 (m, 1H),

5,04-5,11 (m, 1H), 6,98-7,04 (m, 1H), 7,20-7,37

(m, 3H), 7,66-7,73 (m, 2H), 7,90 (d, J = 8,8 Hz,

1H), 8,74-8,85 (m, 2H), 11,08 (s, 1H).

95

CH,

k/ N

850,5

1H-RMN (400 MHz, DMSO-d6): & 1,11 (s, 6H),

1,22-1,32 (m, 14H), 1,80 (d, J = 12,4 Hz, 2H),
1,99-2,03 (m, 1H), 2,24-2,33 (m, 3H), 2,55-2,61
(m, 6H), 2,84-2,93 (m, 1H), 3,47 (m, 4H), 4,04
(d,=9,2 Hz, 1H), 4,29 (s, 1 H), 4,96-5,01(m,
2H), 5,07 (dd, J = 5,2,12,8Hz, 1H), 5,07 (dd, J =
2,4,8,8Hz, 1H), 7,21 (d, J = 2,0 Hz, 1H), 7,28 (d,
J = 8,8 Hz, 1H), 7,36 (s, 1H), 7,68-7,74 (m, 2H),
7,90 (d, ) = 8,8 Hz, 1H), 8,79 (s, 2H), 11,08 (s,

1H).

95
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850,6

1H-RMN (400 MHz, DMSO-d6): & 1,12 (s, 6H),
1,22 (d, J = 7,2 Hz, 6H), 1,26-1,30 (m, 6H), 1,68
(d,J = 13,0 Hz, 1H), 1,78-1,88 (m, 2H), 2,00-
2,04 (m, 1H), 2,16-2,38 (m, 5H), 2,54-2,68 (m,
5H), 2,84-2,94 (m, 1H), 3,47 (s, 4H), 4,04 (d, J =
8,8 Hz, 1H), 4,29 (s, 1H), 4,48-4,56 (m, 2H),
5,08(d, ) = 12,8 Hz,1H), 7,01 (d, J = 8,8 Hz, 1H),
7,21 (d, ) =2,4 Hz, 1H), 7,27 (d, J = 8,4 Hz, 1H),
7,36 (s, 1H), 7,68-7,71 (m, 2H), 7,90 (d, J = 8,8
Hz, 1H), 8,78 (s, 2H), 11,09 (s, 1H).

95

807,54
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875,65

H-RMN-PH-ARV-LS-035-H-0: (300 MHz, CD;OD,
ppm) & 8,60-8,59 (d, J=2,4Hz, 1H), 7,97-7,94
(m, 1H), 7,87-7,70 (m, 4H), 7,13-7,12 (d,
J=2,4Hz, 1H), 6,99-6,96 (m, 1H), 6,86-6,83 (m,
1H), 5,17-5,11 (m, 1H), 4,40-4,35 (m, 2H), 4,28
(s, 1H), 4,14 (s, 1H), 3,07-2,77 (m, 10H), 2,28-
2,13 (m, 6H), 2,00-1,78 (m, 8H), 1,61-1,58 (m,
1H), 1,42-1,33 (m, 1H), 1,28 (s, 6H), 1,21 (s,
6H), 1,13-1,00 (m, 1H).

96

835,4

H-RMN (300 MHz, CDs0OD): & 7,77-7,70 (m
4H), 7,25-7,19 (m, 2H), 7,13-7,12 (d, J=2,4Hz,
1H), 7,01-6,95 (m, 3H), 5,12-5,06 (m, 1H), 4,96-
4,90 (m, 1H), 4,28 (s, 1H), 4,13 (s, 1H), 4,01-
3,97 (m, 2H), 2,88-2,68 (m, 9H), 2,36-2,31 (m,
7H), 2,10-2,00 (m, 1H), 1,95-1,85 (m, 2H), 1,67-
1,60 (m, 2H), 1,24 (s, 6H), 1,18 (s, 6H);

23

T, o R

820,35

H-RMN (300 MHz, CDCls) 7,92 (s, 1H), 7,63-
7,47 (m, 4H), 7,22-7,19 (m, 1H), 7,01-6,98 (m,
1H), 6,97-6,89 (m, 1H), 6,88-6,71 (m, 1H), 6,53-
6,50 (m, 2H), 6,00 (m, 1H), 4,88-4,84 (m, 1H),
4,08-4,05 (m, 1H), 3,96-3,92 (m, 3H), 3,30 (s,
1H), 2,97-2,80 (m, 5H) , 2,65-2,64 (m, 2H),
2,77-2,64 (m, 1H), 2,33 (s, 1H), 2,06-2,03 (m
3H), 1,93 (m,2H), 1,51-1,35 (m, 5H), 1,18 (m,

36
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6H), 1,14(m, 6H), 0,81-0,76 (m, 1H);

835,1

1H-RMN (400 MHz, DMSO-d6) & 11,05 (s, 1H),
7,88-7,85 (d, J=9,0 Hz, 1H), 7,73-7,63 (m, 3H),
7,50-7,47 (d, J=9,0 Hz, 1H), 7,30-7,17 (m, 3H),
6,99-6,92 (m, 3H), 5,06-5,00 (m, 1H), 4,28 (s,
1H), 4,03-4,00 (m, 1H), 3,40-3,22 (m, 8H), 2,86-
2,79 (m, 1H), 2,53-2,46 (m, 14H), 2,03-1,98 (m,
1H), 1,18-1,08 (m, 12H);

38

o N;ID\O‘_‘D' B

UH\Cj 40-
)

CH,
@AH ? s
. ‘

H.__CH,

CH,

863,4

H-RMN (300 MHz, DMSO-d6) & 11,09 (s, 1H),
7,90-7,87 (d, ) = 9Hz, 1H), 7,82-7,80 (d, J = 6 Hz,
1H), 7,72-7,69 (d, J = 9 Hz, 2H), 7,47-7,44 (d, ) =
9 Hz, 1H), 7,26-7,18 (m, 3H), 7,00-6,92 (m, 3H),

5,12-5,06 (m, 1H), 4,88 (s, 1H), 4,30 (s, 1H),

4,04-4,01 (d, J = 9 Hz, 1H), 3,88-3,84 (d, J = 12

Hz, 2H), 3,67-3,30 (m, 1H), 2,91-2,70 (m, 4H),
2,60-2,37 (m, 4H), 2,24-2,13 (m, 4H), 2,05-2,00

(m, 1H), 1,82-1,78 (d, J = 12 Hz, 2H), 1,54 (s,
1H), 1,19 (s, 6H), 1,10 (s, 8H), 0,91-0,89 (d, J=6

23
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Hz, 6H)

E 834,5 1H-RMN (400 MHz, DMSO): & 11,08 (s, 1H), 97
ﬂ}b@(} 8,77-8,68 (m, 2H), 7,91 (d, ) = 8,8 Hz, 1H), 7,68
8] (d, ) =8,7 Hz, 2H), 7,33 (d, J = 2,3 Hz, 1H), 7,29-
e 7,19 (m, 2H), 7,02-6,99 (m, 1H), 5,09-5,05 (m,
ﬁj 1H), 4,64 (s, 1H), 4,29 (s, 1H), 4,04 (d, J = 9,1
< Hz, 1H), 3,55 (m, 1H), 3,44-3,42 (m, 4H), 3,35-
/@ 3,32 (m, 1H), 2,92-2,81 (m, 1H), 2,68-2,53 (m,
" 5H), 2,48-2,36 (m, 3H), 2,35-2,18 (m, 2H), 2,08-
1,91 (m, 2H), 1,81 (m, 1H), 1,69 (m, 1H), 1,22
(s, 6H), 1,12 (s, 6H), 1,06 (m, 1H)
R 834,1 'H-RMN (400 MHz, DMSO): & 11,08 (s, 1H), 97
*}5@0\ 8,73 (d, ) =2,7 Hz, 2H), 7,91 (d, J = 8,8 Hz, 1H),
O 7,67 (m, 2H), 7,34 (d, ) = 2,1 Hz, 1H), 7,29-7,24
Yy (m, 1H), 7,22 (d, J = 2,4 Hz, 1H), 7,01 (m, 1H),
3 5,07 (m, 1H), 4,68 (s, 1H), 4,30 (s, 1H), 4,04 (d,
B J=9,2 Hz, 1H), 3,51-3,39 (m, 5H), 3,34 (m, 1H),
/(jr 3,26 (m, 1H), 2,96-2,82 (m, 1H), 2,56 (m, 5H),

2,44-2,34 (m, 1H), 2,17 (m, 1H), 2,04-1,96 (m,
2H), 1,80-1,54 (m, 3H), 1,37 (d, J = 11,8 Hz, 1H),
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1,22 (m, 7H), 1,12 (s, 6H)

840,35

H-RMN (400 MHz, DMSO-d6) 811,12 (s, 1H),

8,76 (s, 2H), 7,92-7,90 (d, J = 8,8Hz, 2H), 7,76-
7,70 (m, 2H), 7,48-7,46 (d, J=7,2Hz, 1H), 7,23-
7,22 (d, )=2,4Hz, 1H), 7,03-7,01 (m, 1H), 5,14-
5,1 (m, 1H), 4,78-4,74 (d, J=12,8Hz, 2H), 4,30
(s, 1H), 4,06-4,04 (d, J=9,2Hz, 1H), 3,27 (s, 3H),
3,03-2,97 (m, 3H), 2,63-2,52 (m, 6H), 2,24-2,23
(m, 2H), 2,05-2,04 (m, 1H), 1,86-1,83 (m, 3H),

1,23 (s, 6H), 1,12 (s, 6H), 1,09 -1,06 (m, 2H)

49

781,3

1H-RMN (300 MHz, DMSO-dg): & 11,12 (s, 1H),
7,91 (d, ) = 8,8 Hz, 1H), 7,84 (d, J = 8,3 Hz, 1H),
7,75 (d, ) = 8,6 Hz, 2H), 7,48 (d, J = 2,3 Hz, 1H),
7,45-7,32 (m, 2H), 7,21 (d, ) = 2,4 Hz, 1H), 7,01
(dd, J = 8,8, 2,5 Hz, 1H), 6,57 (d, J = 8,8 Hz, 2H),
5,13 (dd, J = 12,8, 5,2 Hz, 1H), 4,33 (s, 3H), 4,06
(d,J=9,1Hz, 1H), 3,55 (t, J = 8,3 Hz, 1H), 3,45
(t, ) = 8,7 Hz, 1H), 3,29 (d, J = 8,9 Hz, 2H), 3,20-
3,07 (m, 1H), 2,88 (d, J = 12,3 Hz, 3H), 2,60 (d, J
= 18,2 Hz, 2H), 2,36 (s, 3H), 2,22 (s, 1H), 2,06

93
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(d, ) =10,6 Hz, 1H), 1,96-1,83 (m, 1H), 1,22 (s,
6H), 1,13 (s, 6H).

A 779,15 'H-RMN (300 MHz, DMSO-dg) & 11,08 (s, 1H), 23

e 7,84 (dd, ) = 18,3, 8,7 Hz, 2H), 7,71 (d, J = 8,2
)d( Hz, 2H), 7,35 -7,26 (d, J = 6,5 Hz, 4H), 7,17 (s,
d i 1H), 6,49 (d, J = 8,5 Hz, 2H), 5,15 — 5,02 (m,
) 2H), 4,29 (s, 1H), 4,02 (d, J = 9,2 Hz, 1H), 3,76
o ’;@ , MQ’ (d, ) = 6,9 Hz, 3H), 3,09 (dd, J = 25,1, 8,6 Hz,
¢ 4H), 2,98 (s, 2H), 2,54 (s, 2H), 1,97(s,4H), 1,18
(s, 6H), 1,09 (s, 6H).

A 793,25 1H-RMN (300 MHz, CDCL3) & 11,07 (s, 1H), 55

7,76 (t, ) = 8,0 Hz, 3H), 7,58 (d, J = 8,6 Hz, 1H),
7,33 (d, ) = 18,6 Hz, 2H), 7,19 (d, ) = 8,2 Hz, 1H),
6,99 (d, ) = 2,3 Hz, 1H), 6,84 (dd, J = 8,8, 2,4 Hz,
1H), 6,53 (d, J = 8,4 Hz, 2H), 4,22 (d, J = 8,3 Hz,
YL 3H), 4,10 (s, 1H), 3,45 (s, 4H), 3,19 (s, 2H), 3,08
PR (s, 4H), 2,67 (d, ) = 17,7 Hz, 4H), 2,57 (d, J =

13,7 Hz, 1H), 2,28 (s, 1H), 1,77 (s, 1H), 1,37 (s,
3H), 1,28 (d, J = 4,9 Hz, 9H).;

369
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49

=1
o

x

HN
o

o

mN Nj‘\:N | : ol
OO

802,5

1H-RMN (400 MHz, d-
DMSO0):511,086(s,1H),8,754(s,2H),7,708-
7,674(m,3H),7,348(s,1H),7,275-
7,253(d,)=8,8Hz,1H),6,938-
6,933(d,J=2Hz,1H),6,830-6,803(m,1H),5,098-
5,052(m,1H),4,764-
4,732(d,J=12,8Hz,2H),4,193(s,1H),4,036-
4,013(d,J=9,2Hz,1H),3,450(s,4H),3,020-
2,961(m,2H),2,932-2,840(m, 1H),2,608-
2,537(m,6H),2,507-2,498(m,3H),2,216-
2,199(d,J=6,8Hz,2H),2,076-2,018(m,1H),2,005-
1,914(m,1H),1,851-
1,819(d,J=12,8Hz,2H),1,215(s,6H),1,110(s,6H), 1
,073-1,018(m,2H)

21A

765,7

1H-RMN (400 MHz, d-DMSO): & 10,69 (s,1H),
7,91-7,89 (d, J=8,8Hz, 1H), 7,78-7,74 (m, 3H),
7,53-7,51 (d, J=8,4Hz, 1H), 7,32-7,30 (d,
J=8,0Hz, 2H), 7,21-7,20 (d, J=2,4Hz, 1H), 7,05-
6,98 (m, 3H), 5,30 (s, 2H), 4,58-4,54 (m, 1H),
4,32 (s,1H), 4,07-4,05 (d, J=9,2Hz, 1H), 3,29-
3,26 (m, 4H), 2,69-2,58 (m, 4H), 2,50-2,49 (m,
4H), 2,33-2,32 (s, 2H), 2,07-1,95 (m, 2H), 1,64-

1,50 (m, 4H), 1,20 (s, 6H), 1,10 (s, 6H);
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21A

765,7

1H-RMN (400 MHz, d-DMSO): 810,69 (s, 1H),
7,91-7,89 (d, J=8,8Hz, 1H), 7,78-7,74 (m, 3H),
7,53-7,51 (d, J=8,4Hz, 1H), 7,32-7,30 (d,
J=8,0Hz, 2H), 7,21-7,20 (d, J=2,4Hz, 1H), 7,05-
6,98 (m, 3H), 5,29 (s, 2H), 4,58-4,54 (m, 1H),
4,32 (s,1H), 4,07-4,05 (d, J=9,2Hz, 1H), 3,29-
3,27 (m, 4H), 2,69-2,58 (m, 4H), 2,50-2,49 (m,
4H), 2,34-2,32 (s, 2H), 2,01-1,92 (m, 2H), 1,66-
1,48 (m, 4H), 1,23 (s, 6H), 1,18 (s, 6H);

21A

793,7

'H-RMN (400 MHz, d-DMSO0): §7,92-7,89 (d,

J=8,4Hz, 1H), 7,78-7,66 (m, 4H), 7,32-7,30 (d,

J=8,0Hz, 2H), 7,21-7,10 (m, 3H), 7,01-7,00 (d,
J=6,8Hz, 1H), 5,39 (s, 1H), 4,62 (s, 1H), 4,33
(s,1H), 4,07-3,98 (m, 3H), 3,56-3,40 (m, 2H),

3,34-3,08 (m, 6H), 2,67-2,56 (m, 4H), 2,10-1,95
(m, 2H), 1,68-1,55 (m, 4H), 1,33 (m, 5H), 1,23

(s, 6H), 1,13 (s, 6H);

21A

H )
=L
H
O
0
HC
HN, ) -CH,
Hp;iu
CHy
cl ?
Il
N
o 0
a i
n
O

793,7

1H-RMN (400 MHz, d-DMSO): & 10,70 (s, 1H),

7,91-7,89 (d, J=8,8Hz, 1H), 7,77-7,74 (m, 3H),
7,55-7,53 (d, J=8,4Hz, 1H), 7,31-7,29 (d, J =
8,4Hz, 2H), 7,22-7,10 (d, J=2,0Hz, 1H), 7,08-
6,99 (m, 3H), 5,31 (s, 2H), 4,59-4,55 (s, 1H),
4,32 (s,1H), 4,07-4,05 (m, 1H), 3,34-3,33 (m,

8H), 2,66-2,50 (m, 6H), 2,10-1,90 (m, 2H), 1,60-

1,38 (m, 4H), 1,32 (s, 4H), 1,22 (s, 6H), 1,13 (s,
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6H);

o B 843,4 'H-RMN (300 MHz, DMSO-de) & 11,11 -11,04 9
’\}”);@ (m, 1 H), 8,07 (d, )= 8,7 Hz, 1 H), 7,96 (dd, J =
H\L 24,7,8,4 Hz, 1 H), 7,78 (dd, J = 24,7, 8,4 Hz, 2
@ H), 7,50 (d, J = 9,2 Hz, 1 H), 7,44- 7,21 (m, 4 H),
O‘f 6,93 (d, ) = 8,7 Hz, 2 H), 5,08 (dd, J = 12,8, 5,3
Hz, 1 H), 4,36 (s, 1 H), 4,16 (t, ) = 6,3 Hz, 2 H),
S 4,04 (d,)=9,3Hz, 1 H),3,21 (t,J =4,8 Hz, 3 H),
2,83 (dd, J = 13,5, 5,3 Hz, 1 H), 2,56 (m, 7 H),
2,31 (t, ) = 6,7 Hz, 2 H), 2,00 (s, 1H), 1,96 (t, ) =
7,0 Hz, 2 H), 1,47 (s, 4 H), 1,20 (s, 6 H), 1,11 (s,
6 H);

B 868,4 H-RMN (300 MHz, CD30D) 7,93-7,90 (m, 1H), 98
ek m ) 7,77-7,70 (m, 2H), 7,68-7,65 (m, 1H), 7,36-7,29
J (r\f ' (m, 4H), 7,29-7,19 (m, 2H), 5,09-5,03 (m, 1H),
M\@f 4,34-4,31 (m, 1H), 4,17-4,10 (m, 1H), 3,87-3,80
v (m, 2H), 2,84-2,67 (m, 10H), 2,11-2,08 (m, 1H),

Y 1,67-1,50 (m, 2H) , 1,50-1,08 (m, 25H);

372
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804,3

H-RMN (300 MHz, CDsOD): & 7,84-7,64 (m,
6H), 7,60-7,35 (m, 2H), 7,13-7,12 (s, 1H), 7,00-
6,96 (m, 1H), 6,30 (s, 1H), 5,18-5,12 (m, 1H),
4,70-4,43 (m, 6H), 4,29 (s, 1H), 4,16 (s, 1H),
3,31-3,07 (m, 6H), 2,96-2,48 (m, 8H), 2,21-2,17
(m, 1H), 1,97-1,92 (m, 1H), 1,28-1,15 (s, 12H);

99

o o

801,4

1H-RMN (300 MHz, Metanol-d4) & 7,94 — 7,74
(m, 4H), 7,66 — 7,14 (m, 4H), 7,12 — 7,03 (m,
2H), 5,10 (dd, J = 12,3, 5,4 Hz, 1H), 4,58 (t, J =
4,2 Hz, 2H), 4,32 (s, 1H), 4,14 (t, ) = 4,3 Hz, 1H),
3,72 (t, ) = 4,6 Hz, 2H), 3,55 (d, J = 8,1 Hz, 7H),
2,75 (dddd, J = 22,4, 17,9, 8,2, 4,6 Hz, 3H), 2,11
(dtd, ) =12,7, 4,8, 2,3 Hz, 1H), 1,94 — 1,33 (m,
2H), 1,24 (d, ) = 17,7 Hz, 12H).
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805,4

H-RMN (300 MHz, CDCls) 7,80 (s, 1H), 7,70-
7,67 (m, 3H), 7,59-7,56 (m, 1H), 7,27 (s, 1H),
7,01 (s, 1H), 6,83-6,80 (m, 1H), 6,61-6,58 (m,
1H), 6,41 (s, 1H), 6,20-6,18 (m, 1H), 5,32-5,27
(m, 2H), 4,76-4,73 (m, 1H), 4,31 (s, 1H), 4,18-
4,15 (m, 1H), 4,06 (s, 1H), 3,93-3,75 (m, 1H),
3,64-3,46 (m, 2H), 2,96-2,88 (m, 1H), 2,59-2,53
(m, 2H), 2,22-2,15 (m, 4H), 1,78-1,35 (m,
6H),1,32-1,23 (m, 18H), 0,88-0,83 (m, 1H);

21A

767,51

1H-RMN (300 MHz, Metanol-d4) & 7,84-7,64
(m, 4H), 7,44 (d, J = 2,2 Hz, 1H), 7,34 (dd, J =
8,3, 2,3 Hz, 1H), 7,10 (d, J = 2,4 Hz, 1H), 7,03-
6,90 (m, 3H), 5,09-5,07 (m, 1H), 4,39- 4,22 (m,
3H), 4,14-4,12 (m, 1H), 3,38-3,32 (m, 4H), 2,89-
2,87 (m, 2H), 2,86-2,63 (m, 7H), 2,17 - 2,02 (m,
1H), 1,22 (d, J = 17,9 Hz, 12H) ;

805,4

1H-RMN (300 MHz, Metanol-d4) & 7,84-7,64

(m, 4H), 7,44 (d, J = 2,2 Hz, 1H), 7,34 (dd, J =

8,3, 2,3 Hz, 1H), 7,10 (d, J = 2,4 Hz, 1H), 7,03-

6,90 (m, 3H), 5,09-5,07 (m, 1H), 4,39- 4,22 (m,
3H), 4,14-4,12 (m, 1H), 3,38-3,32 (m, 4H), 2,89-
2,87 (m, 2H), 2,86-2,63 (m, 7H), 2,17 - 2,02 (m,
1H), 1,22 (d, J = 17,9 Hz, 12H) ;

21A
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805,4

H-RMN (400 MHz, CDCls) 7,85 (s, 1H), 7,62-
7,60 (m, 3H), 7,50-7,48 (m, 1H), 7,19-7,16 (m,
1H), 6,89-6,85 (m, 1H), 6,75-6,72 (m, 1H), 6,52-
6,50 (m, 1H), 6,32-6,30 (m, 1H), 6,13-6,11 (m,
1H), 5,22-5,13 (m, 2H), 4,67-4,64 (m, 1H), 4,21-
4,15 (m, 1H), 4,10-4,07 (m, 1H), 4,07-3,98 (m,
1H), 3,57-3,50 (m, 1H), 3,32-3,21 (m, 2H), 2,97-
2,84 (m, 2H), 2,58-2,40 (m, 6H), 2,12-2,08 (m,

2H), 1,96-1,83 (m, 2H) , 1,54-1,40 (m, 2H),
1,40-1,04 (m, 18H);

21A

807,4

H-RMN (300 MHz, CDCls):  7,85-7,71 (m, 4H),
7,58-7,56 (m, 1H), 7,26-7,22 (m, 2H), 6,99-6,97
(m, 2H), 6,83-6,79 (m, 2H), 6,25-6,22 (m, 1H),
5,31-5,30 (m, 2H), 4,76-4,65 (m, 3H), 4,45-4,43
(m, 2H), 4,18-4,06 (m, 2H), 3,49-3,30 (s, 4H),
3,07-2,59 (m, 9H), 2,25-2,20 (m, 2H), 2,01-1,94
(m, 2H), 1,28-1,23 (d, J=15,0Hz,13H);

100
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767,4

H-RMN (400 MHz, CDsOD): & 1,24 (s, 6H), 1,30
(s, 6H), 1,96-2,01 (m, 4H), 2,11-2,17 (m, 1H),
2,44-2,50 (m, 2H), 2,71-2,78 (m, 2H), 2,83-2,92
(m, 2H), 3,03 (t, J = 5,2 Hz, 2H), 3,27 (s, 2H),
4,18 (s, 1H), 4,29 (s, 1H), 4,38 (t, ) = 5,2 Hz, 2H),
5,10-5,13 (m, 1H), 6,97-6,99 (m, 1H), 7,13-7,14
(m, 1H), 7,37-7,39 (m, 1H), 7,45-7,48 (m, 2H),
7,72-7,74 (m, 1H), 7,82-7,85 (m, 1H), 8,14-8,16
(m, 1H), 8,88 (d, J = 2,0 Hz, 1H).

9,101

795,4

1H-RMN (400 MHz, CDs0D): 8 1,13 (s, 6H), 1,19
(s, 6H), 1,70-2,05 (m, 10H), 2,35-2,48 (m, 2H),
2,58-2,90 (m, 7H), 4,08 (s, 1H), 4,12 (t, } = 5,6
Hz, 2H), 4,19 (s, 1H), 4,98-5,04 (m, 1H), 6,87-
6,91 (m, 1H), 7,03 (d, J = 2,4 Hz, 1H), 7,22-7,26
(m, 1H), 7,32 (d, J = 2,0 Hz, 1H), 7,35 (d, ) = 8,4
Hz, 1H), 7,63(d, J = 8,8 Hz, 1H), 7,72 (d, ) = 8,4
Hz, 1H), 8,04-8,08 (m, 1H), 8,79 (d, J = 2,0 Hz,

1H).

9,101

795,4

H-RMN (400 MHz, CDs0D): & 1,13 (s, 6H), 1,19
(s, 6H), 1,70-2,05 (m, 10H), 2,35-2,48 (m, 2H),
2,58-2,90 (m, 7H), 4,08 (s, 1H), 4,12 (t, ) = 5,6
Hz, 2H), 4,19 (s, 1H), 4,98-5,04 (m, 1H), 6,87-
6,91 (m, 1H), 7,03 (d, J = 2,4 Hz, 1H), 7,22-7,26
(m, 1H), 7,32 (d, J = 2,0 Hz, 1H), 7,35 (d, ) = 8,4
Hz, 1H), 7,63(d, J = 8,8 Hz, 1H), 7,72 (d, ) = 8,4
Hz, 1H), 8,04-8,08 (m, 1H), 8,79 (d, J = 2,0 Hz,

AM 67300178.1
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1H).

P o B 811,3

1H-RMN (300 MHz,d-DMSO) §11,12(s, 1H),
8,65 (s, 1H), 8,38(m, 1H), 7,92- 7,81(m, 3H),
7,50- 7,33(m, 2H), 7,25-7,24(m, 1H), 7,14-
7,01(m, 1H), 5,17- 5,07(m, 1H), 4,44(s, 1H),
4,24- 4,17(m, 2H), 3,99- 3,36(m, 5H), 2,91-
2,83(m, 2H), 2,64 - 2,54(m, 3H), 2,45- 2,41(m,
2H), 2,28(s, 1H), 2,09- 2,02(m, 1H), 1,85-
1,47(m, 7H), 1,19 - 1,13 (d, J = 18Hz , 12H).

s 9 B 811,7

H-RMN (300 MHz, CDs0OD) & 7,94 (s, 1H), 7,79-
7,68 (m, 2H), 7,38-7,27 (m, 3H), 7,13-7,12 (d,
J=2,4 Hz, 1H), 6,99-6,96 (m, 1H), 5,11-5,05 (m,
1H), 4,31 (s, 1H), 4,19-4,15 (m, 2H), 4,08 (s,
1H), 3,91 (s, 1H), 3,02-2,99 (m, 4H), 2,85-2,71
(m, 5H), 1,92-1,87 (m, 2H),1,76-1,74 (d, J=4,8
Hz, 2H), 1,60-1,58 (d, J=7,2 Hz, 2H), 1,28 (s,
6H), 1,20 (s, 6H);

AM 67300178.1
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810,29

H-RMN (400MHz,CD30D, ppm): & 8,37 (d, J =
2,8 Hz, 1H), 7,97 (d, ) = 8,8 Hz, 1H), 7,83 (d, J =
8,3 Hz, 1H), 7,74 (d, ) = 8,7 Hz, 1H), 7,51 — 7,40
(m, 2H), 7,34 (dd, ) = 8,4, 2,3 Hz, 1H), 7,17 (d, J
= 2,4 Hz, 1H), 7,01 (dd, J = 8,8, 2,4 Hz, 1H), 5,13
(dd, J = 12,6, 5,5 Hz, 1H), 4,34 (s, 1H), 4,22 (t, J
= 6,2 Hz, 2H), 4,09 (s, 1H), 3,54 (t, J = 4,9 Hz,
4H), 2,98 (t, ) = 4,8 Hz, 5H), 2,95 — 2,67 (m, 4),
2,15 (m, 1H), 2,00 — 1,88 (m, 2H), 1,84 — 1,71
(m, 2H), 1,63 (q, J = 7,9 Hz, 2H), 1,31 (s, 6H),
1,23 (s, 6H).

™
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798,4

1H-RMN (300 MHz, CDs0D): & 11,11 (s, 1H),
8,36 (s, 1H), 8,16-7,81 (m, 3H), 7,44 (m, 1H),
7,37-7,22 (m, 2H), 7,21 (m, 1H), 7,03-6,99 (m,
1H), 5,15-5,09 (m, 5,3 Hz, 1H), 4,29 (s, 1H),
4,22-4,10 (m, 3H), 4,05 (d, J = 9,3 Hz, 1H), 3,00-
2,80 (m, 3H), 2,64-2,52 (m, 2H), 2,40-2,25 (m,
2H), 2,11-1,70 (m, 9H), 1,70-1,39 (m, 4H), 1,20
(s, 6H), 1,09 (s, 6H);

9,102
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798,3

H-RMN (300 MHz, CDCl3) & 8,43 (s, 1H), 7,794-

7,77 (d, )=8,4 Hz, 2H), 7,59-7,52 (m, 2H)7,33-
7,32 (d, J=2,1 Hz, 1H), 7,21-7,17 (m, 1H), 6,97-
6,96 (d, J=2,4 Hz, 2H), 6,82-6,78 (m, 1H), 6,54-

6,53 (d, J=2,1 Hz, 1H), 6,11-6,08 (d, J=8,4 Hz,
1H), 5,34 (s, 1H), 4,99-4,93 (m, 1H), 4,12-4,05
(m, 4H), 3,49-3,44 (m, 2H), 2,94-2,72 (m, 7H),
2,48-2,45 (d, J=9,9 Hz, 2H), 2,32 (s, 2H), 2,18-
2,13 (m, 1H), 1,91-1,85 (m, 4H), 1,60-1,53 (m,

2H), 1,26-1,21 (d, J=10,5 Hz, 12H);

9,103

770,7

H-RMN-PH-ARV-LS-029-E-0(400MHz,CD30D,
ppm): 4 8,30 (d, J =0,8 Hz, 1H), 8,00 (s, 1H),
7,76 (dd, J = 24,6, 8,5 Hz, 2H), 7,40 (d, J = 2,2
Hz, 1H), 7,32 (dd, J = 8,3, 2,3 Hz, 1H), 7,12 (d, J
=2,4 Hz, 1H), 6,97 (dd, J = 8,8, 2,4 Hz, 1H), 5,10
(dt, 1=9,7, 5,2 Hz, 2H), 4,29-4,10 (m, 4H), 3,24
(d, ) = 5,7 Hz, 3H), 2,97-2,55 (m, 6H), 2,30 (m,
1H), 2,27 (s, 1H), 2,20-2,05 (m, 1H), 1,88 (dq, J
=27,1,7,5 Hz, 4H), 1,23 (d, J = 21,8 Hz, 12H).

9, 104
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751,51

1H-RMN (300 MHz, DMSO-dg): & 11,04 (s, 1H),
7,87 (d, ) = 8,8 Hz, 1H), 7,79-7,60 (m, 3H),

7,51(m, 1H), 7,38-7,35 (m, 3H), 7,34-7,32 (m,

1H), 7,14 (m, 1H), 6,97 (dd, ) = 8,8, 2,4 Hz, 1H),

5,04 (dd, J = 12,7, 5,4 Hz, 1H), 4,29 (s, 1H), 4,03
(d,J=9,1Hz, 1H), 3,59 (s, 4H), 3,29 (s, 1H),

2,88-2,76 (m, 3H), 2,58-2,52 (m, 7H), 2,07-1,92

(m, 1H), 1,19 (d, J = 28,2 Hz, 12H);

811,4

1H-RMN (300 MHz, DMSO-dg): & 11,04 (s, 1H),
7,87 (d, ) = 8,8 Hz, 1H), 7,79-7,60 (m, 3H),

7,51(m, 1H), 7,38-7,35 (m, 3H), 7,34-7,32 (m,

1H), 7,14 (m, 1H), 6,97 (dd, ) = 8,8, 2,4 Hz, 1H),

5,04 (dd, J = 12,7, 5,4 Hz, 1H), 4,29 (s, 1H), 4,03
(d,1=9,1Hz, 1H), 3,59 (s, 4H), 3,29 (s, 1H),

2,88-2,76 (m, 3H), 2,58-2,52 (m, 7H), 2,07-1,92

(m, 1H), 1,19 (d, J = 28,2 Hz, 12H);

20

812,4

'H-RMN (300 MHz, cloroformo-d) & 8,92 (d, J =
2,3 Hz, 1H), 8,22 (s, 1H), 8,04 (dd, J = 8,1, 2,4
Hz, 1H), 7,62 — 7,45 (m, 2H),7,02 — 6,93 (m,
2H), 6,81 (dd, ) = 8,8, 2,4 Hz, 1H), 6,24 (d, J =
8,2 Hz, 1H), 5,18 (dd, J = 13,1, 5,2 Hz, 1H), 4,41-
4,07 (m, 4H), 3,28 (s, 4H), 2,99 — 2,74 (m, 8H),
2,53 (s, 2H), 2,33-2,02 (d, J = 6,7 Hz, 3H), 1,78
(s, 3H), 1,40 (s, 4H), 1,26 (d, J = 13,8 Hz, 12H),
0,86 (s, 1H).

20
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799,3

1H-RMN (400 MHz, DMSO-d6): & 1,15 (s, 6H),
1,24 (s, 6H), 1,78 (t, ] = 7,6 Hz, 2H), 1,99-2,03
(m, 1H), 2,33-2,35 (m, 2H), 2,54-2,60 (m, 2H),
2,69 (t, ) = 6,8 Hz, 2H), 2,85-2,83 (m, 1H), 3,33
(s, 4H), 3,45 (s, 4H), 4,09 (d, J = 8,8 Hz, 1H),
4,10 (s, 1H), 55,05-5,09 (m, 1H), 7,25-7,23 (m,
5H), 7,41 (d, J = 2,0 Hz, 1H), 7,68 (d, J = 8,4 Hz,
1H), 7,78 (d, J = 7,6 Hz, 3H), 8,10 (d, J =12,8 Hz,
1H), 11,09 (s, 1H).

1,105

777,27

H-RMN (400 MHz, CDsOD): & 1,19 (s, 6H), 1,26
(s, 6H), 1,69-1,85 (m, 4H), 2,07-2,13 (m, 1H),
2,65-2,75 (m, 4H), 2,80-2,86 (m, 3H), 2,91 (t, J

=7,2 Hz, 2H), 3,09 (t, J = 5,2 Hz, 2H), 3,52 (s,
2H), 4,14 (s, 1H), 4,25 (s, 1H), 5,09-5,13 (m,
1H), 6,39 (s, 1H), 6,93-6,96 (m, 1H), 7,09 (d, J =
2,4 Hz, 1H), 7,43 (d, ) = 8,0 Hz, 1H), 7,68 (d, J =
8,8 Hz, 1H), 7,83 (d, J = 8,0 Hz, 1H), 7,87-7,90
(m, 1H), 7,93 (s, 1H), 8,11-8,13 (m, 1H), 8,89 (d,

J=2,0 Hz, 1H).
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807,2

H-RMN (400 MHz, CDsOD): & 1,25 (s, 6H), 1,32
(s, 6H), 1,61-1,64 (m, 2H), 1,78-1,82 (m, 2H),
1,91-1,98 (m, 2H), 2,13-2,16 (m, 1H), 2,76-2,88
(m, 7H), 3,09 (t, J = 5,4 Hz, 2H), 3,53 (s, 2H),
4,10-4,12 (m, 1H), 4,22 (t, J = 6,2 Hz, 2H), 4,36
(s, 1H), 5,11-5,15 (m, 1H), 6,43 (s, 1H), 7,00-
7,03 (m, 1H), 7,17 (d, J = 2,4 Hz, 1H), 7,33-7,35
(m, 1H), 7,42 (d, J = 2,0 Hz, 1H), 7,74 (d, 1 = 8,8
Hz, 1H), 7,82 (d, J = 8,4 Hz, 1H), 8,05-8,11 (m,
2H), 8,78 (s, 1H).

9,101
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833,28

H-RMN (400 MHz, CDs0D): 8 1,20 (s, 6H), 1,27
(s, 6H), 1,57-1,65 (m, 2H), 1,74-1,79 (m, 2H),
1,87-1,94 (m, 2H), 2,07-2,11 (m, 1H), 2,67-2,73
(m, 2H), 2,79-2,85 (m, 1H), 3,13 (t, ) = 7,8 Hz,
2H), 4,13 (s, 2H), 4,17 (t, ) = 7,0 Hz, 3H), 4,26 (s,
1H), 4,59 (s, 2H), 5,05-5,09 (m, 1H), 6,94-6,97
(m, 1H), 7,10 (d, J = 2,4 Hz, 1H), 7,27-7,30 (m,
1H), 7,37 (d, ) = 2,4 Hz, 1H), 7,57 (s, 1H), 7,69
(d,)=8,8Hz, 1H), 7,76 (d, J = 8,4 Hz, 1H), 7,97
(d, ) = 8,8 Hz, 1H), 8,28-8,31 (m, 1H), 8,34 (a,
1H), 8,80 (d, J = 2 Hz, 1H).

86
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781,51

H-RMN (400 MHz, CDs0D): & 1,20 (s, 6H), 1,27
(s, 6H), 1,57-1,65 (m, 2H), 1,74-1,79 (m, 2H),
1,87-1,94 (m, 2H), 2,07-2,11 (m, 1H), 2,67-2,73
(m, 2H), 2,79-2,85 (m, 1H), 3,13 (t, ) = 7,8 Hz,
2H), 4,13 (s, 2H), 4,17 (t, ) = 7,0 Hz, 3H), 4,26 (s,
1H), 4,59 (s, 2H), 5,05-5,09 (m, 1H), 6,94-6,97
(m, 1H), 7,10 (d, J = 2,4 Hz, 1H), 7,27-7,30 (m,
1H), 7,37 (d, J = 2,4 Hz, 1H), 7,57 (s, 1H), 7,69
(d,J=8,8Hz, 1H), 7,76 (d, J = 8,4 Hz, 1H), 7,97
(d,J = 8,8 Hz, 1H), 8,28-8,31 (m, 1H), 8,34 (a,
1H), 8,80 (d, J = 2 Hz, 1H).

17A

o A T
o
k

781,25

H-RMN (400 MHz, DMSO-d6): & 1,11 (d, J = 5,6

Hz, 3H), 1,23 (s, 1H), 1,57 (s, 1H), 1,70-1,80 (m,

2H), 1,98-2,08 (m, 2H), 2,22-2,40 (m, 8H), 2,52-
2,68 (m, 2H), 2,84-2,94 (m, 1H), 3,30 (s, 1H),
3,51 (s, 2H), 4,18 (t, ) = 6,4 Hz, 2H), 4,42-4,48

(m, 3H), 5,08-5,15 (m, 1H), 6,43 (s, 1H), 6,94 (d,

J=2,4Hz, 1H), 7,32-7,6 (m, 1H), 7,42 (d, ) = 2,0

Hz, 1H), 7,80-7,85 (m, 2H), 7,99 (s, 2H), 8,08 (s,
1H), 8,23 (d, J=8,0 Hz, 1H), 11,1 (s, 1H), 13,1

(s, 1H).

106
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840,3

1H-RMN (400 MHz, DMSO-d6): & 1,12 (s, 6H),
1,22 (s, 6H), 1,46-1,55 (m, 4H), 1,79-1,82 (m,
2H), 1,91-1,97 (m, 2H), 2,03-2,07 (m, 1H), 2,30
(a, 2H), 2,58-2,69 (m, 2H), 2,84-3,03 (m, 3H),
3,14-3,18 (m, 1H), 3,30 (s, 1H), 3,42 (a, 1H),
3,72-3,76 (m, 1H), 4,05 (d, ) = 9,2 Hz, 1H), 4,18-
4,21 (m, 2H), 4,30-4,34 (m, 2H), 4,72 (a, 1H),
5,10-5,14 (m, 1H), 6,80-6,82 (m, 1H), 7,00-7,02
(m, 1H), 7,21 (d, J = 2,0Hz, 1H), 7,35-7,37 (m
,21H), 7,44 (d, J = 2,0 Hz, 1H), 7,59 (d, J = 8,8 Hz
,1H), 7,83 (d, J = 8,4 Hz, 1H), 7,90 (d, J = 8,8 Hz,
1H), 7,94 (a, 1H), 8,61 (s, 1H), 11,12 (s, 1H).

14

807,28

'H-RMN (400 MHz, DMSO-d6): & 1,14 (s, 6H),
1,24 (s, 6H), 1,45-1,49 (m, 2H), 1,56-1,60 (m,
2H), 1,78-1,82 (m, 2H), 1,99-2,05 (m, 2H), 2,45-
2,47 (m, 3H), 2,58-2,67 (m, 5H), 2,84-2,94 (m,
1H), 3,16 (s, 1H), 4,08 (d, J = 9,2 Hz, 1H), 4,20
(t,J=6,4 Hz, 2H), 4,32 (s, 1H), 5,10-5,14 (m,
1H), 6,83 (s, 1H), 7,00-7,03 (m, 1H), 7,22 (d, J =
2,4Hz ,1H), 7,34-7,36 (m ,1H), 7,44 (d, ) = 2,0
Hz, 1H), 7,64 (d, J=8,0 Hz ,1H), 7,83 (d, ] = 8,4
Hz, 1H), 7,90 (d, J = 8,8 Hz, 1H), 8,03 (d, J = 9,2
Hz, 1H), 8,13-8,15 (m, 1H), 8,94 (s, 1H), 11,12
(s, 1H).

9,101
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87

824,27

1H-RMN (400 MHz, DMSO-d6): & 1,13 (s, 6H),
1,24 (s, 6H), 1,42-1,64 (m, 4H), 1,72-1,87 (m,
2H), 1,99-2,10 (m, 1H), 2,56-2,70 (m, 3H), 2,77-
2,95 (m, 3H), 3,22-3,29 (m, 2H), 3,84-4,00 (m,
2H), 4,05-4,13 (m, 1H), 4,15-4,26 (m, 2H), 4,29-
4,37 (m, 1H), 5,07-5,17 (m, 1H), 6,96-7,09 (m,
1H), 7,16-7,29 (m, 1H), 7,33-7,50 (m, 2H), 7,76-
7,97 (m, 2H), 8,01-8,22 (m, 3H), 8,81-8,91 (m,
1H), 11,07-11,19 (m, 1H).

9, 105

794,29

IH-RMN (400 MHz, DMSO-d6): § 1,13 (s, 6H),
1,24 (s, 6H), 1,42-1,64 (m, 4H), 1,72-1,87 (m,
2H), 1,99-2,10 (m, 1H), 2,56-2,70 (m, 3H), 2,77-
2,95 (m, 3H), 3,22-3,29 (m, 2H), 3,84-4,00 (m,
2H), 4,05-4,13 (m, 1H), 4,15-4,26 (m, 2H), 4,29-
4,37 (m, 1H), 5,07-5,17 (m, 1H), 6,96-7,09 (m,
1H), 7,16-7,29 (m, 1H), 7,33-7,50 (m, 2H), 7,76-
7,97 (m, 2H), 8,01-8,22 (m, 3H), 8,81-8,91 (m,

1H), 11,07-11,19 (m, 1H).

9, 105

780,27

1H-RMN (400 MHz, DMSO-d6): & 1,14 (s, 6H),
1,23 (s, 6H), 1,75-2,07 (m, 8H), 2,54-2,68 (m,
5H), 2,85-3,17 (m, 4H), 4,06(d, J = 9,2 Hz, 1H),
4,27 (a, 2H), 4,32 (s, 1H), 5,11-5,15 (m, 1H),
7,00-7,02 (m, 1H), 7,21 (d, ) = 2,4Hz ,1H), 7,35-
7,39 (m,3H), 7,46 (d, J =1,6 Hz, 1H), 7,78 (d, J =
8,8 Hz, 3H), 7,86 (d, J = 8,0 Hz, 1H), 7,91 (d, J =
8,8 Hz, 1H), 11,13 (s.1H).

AM 67300178.1

385



1513291.122WO02

107

778,3

H-RMN (300 MHz, CDs0D, ppm) & 7,78 - 7,68
(m,4H),741-7,34(m,3H),7,22-7,18(m, 1
H), 7,13 (s, 1 H), 6,99 - 6,96 (d, J = 9 Hz, 1 H),
5,10 - 5,04 (m, 1 H), 4,27 (s, 1 H), 4,13 (s, 1 H),
3,76 - 3,65 (m, 4 H), 3,46 - 3,43 (m, 2 H), 3,32 -
3,31 (m, 2 H), 3,07 - 3,02 (m, 2 H), 2,87 - 2,68
(m,5H),2,13-2,08 (m, 1H),1,25(s, 6 H), 1,21

(s, 6 H).

810,23
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739,16

1H-RMN (400 MHz, DMSO-d6): & 1,12 (s, 6H),
1,21 (s, 6H), 2,04-2,16 (m, 3H), 2,56-2,69 (m,
2H), 2,85-2,97 (m, 2H), 3,76-3,79 (m ,2H), 4,05
(d,J=9,2 Hz 1H), 4,16 (t, ) = 8,4 Hz ,2H), 4,25
(t,J = 6,0 Hz ,2H), 4,30 (s, 1H), 5,13 (dd, ) = 12,8
Hz,1H), 6,37 (d, J = 8,8 Hz ,1H), 7,00 (dd, J = 8,8
Hz,1H), 7,20 (d, J = 2,4 Hz ,1H), 7,37 (dd, J = 8,0
Hz,1H), 7,45 (s, 1H), 7,60 (d, J = 9,2 Hz ,1H),
7,84-7,95 (m, 3H), 8,58 (d, J = 1,6 Hz ,1H),
11,12 (s, 1H).
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767,19

IH-RMN (400 MHz, DMSO-dg): § 1,12 (s, 6H),
1,21 (s, 6H), 1,42-1,46 (m, 2H), 1,66-1,81 (m,
4H), 2,03-2,07 (m, 1H), 2,50-2,62 (m, 2H), 2,73-
2,78 (m, 1H), 2,85-2,87 (m, 1H), 3,64 (dd, J =
5,6 Hz, 8,0Hz, 2H), 4,05 (d, J = 9,2 Hz, 1H), 4,12
(t, ) = 8,0 Hz, 2H), 4,20 (t, J = 6,4 Hz, 2H), 4,30
(s, 1H), 5,12 (dd, J = 5,2 Hz, 12,8Hz, 1H), 6,36
(d, ) = 8,8 Hz, 1H), 7,00 (dd, J = 2,4 Hz, 8,8Hz,
1H), 7,21 (d, J = 2,4 Hz, 1H), 7,36 (dd, ) = 2,0 Hz,
8,4Hz, 1H), 7,44 (d, J = 2,0 Hz, 1H), 7,59 (d, J =
9,2 Hz, 1H), 7,83 (d, J = 8,0 Hz, 1H), 7,89-7,95
(m, 2H), 8,57 (d, J = 2,0 Hz, 1H), 11,12 (s, 1H).

AM 67300178.1

387



1513291.122WO02

818,3

1H-RMN (400 MHz, DMSO-ds): & 1,12 (s, 6H),
1,21 (s, 6H), 1,42-1,46 (m, 2H), 1,66-1,81 (m,
4H), 2,03-2,07 (m, 1H), 2,50-2,62 (m, 2H), 2,73-
2,78 (m, 1H), 2,85-2,87 (m, 1H), 3,64 (dd, J =
5,6 Hz, 8,0Hz, 2H), 4,05 (d, J = 9,2 Hz, 1H), 4,12
(t, ) = 8,0 Hz, 2H), 4,20 (t, J = 6,4 Hz, 2H), 4,30
(s, 1H), 5,12 (dd, J = 5,2 Hz, 12,8Hz, 1H), 6,36
(d,J = 8,8 Hz, 1H), 7,00 (dd, J = 2,4 Hz, 8,8Hz,
1H), 7,21 (d, J = 2,4 Hz, 1H), 7,36 (dd, ) = 2,0 Hz,
8,4Hz, 1H), 7,44 (d, J = 2,0 Hz, 1H), 7,59 (d, J =
9,2 Hz, 1H), 7,83 (d, J = 8,0 Hz, 1H), 7,89-7,95
(m, 2H), 8,57 (d, J = 2,0 Hz, 1H), 11,12 (s, 1H).

43

836,35

H-RMN (300 MHz, DMSO): & 11,10 (s, 1H),
8,25 (d, ) =9,2 Hz, 1H), 7,92 (d, J = 8,8 Hz, 1H),
7,82 (d, ) =9,6 Hz, 1H), 7,69 (d, J = 8,5 Hz, 1H),
7,43-7,32 (m, 2H), 7,28-7,25 (m, 2H), 7,05-7,02
(m, 1H), 5,10-5,04 (m, 1H), 4,53-4,44 (m, 3H),
4,01 (d, ) =9,2 Hz, 1H), 3,45 (m, 4H), 3,14-2,79
(m, 3H), 2,64-2,51 (m, 2H), 2,45 (m, 3H), 2,41-
2,34 (m, 2H), 2,08-1,97 (m, 1H), 1,88-1,62 (m,

3H), 1,47-1,43 (m, 2H), 1,22-1,08 (m, 15H);

17
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836,4

1H-RMN (300 MHz, DMSO-dg) & 11,08 (s, 1H),
8,59 (d, ) = 1,2 Hz, 1H), 8,32 (d, J = 1,4 Hz, 1H),
7,90 (d, J = 8,7 Hz, 1H), 7,80 (d, J = 8,9 Hz, 1H),
7,67 (d,)=8,5 Hz, 1H), 7,34 (s, 1H), 7,30 — 7,20
(m, 2H), 7,02 (dd, J = 8,8, 2,4 Hz, 1H), 5,07 (dd,
J=12,9, 5,4 Hz, 1H), 4,52 — 4,39 (m, 3H), 3,95
(d,J=9,0 Hz, 1H), 3,43 (s, 4H), 3,06 — 2,79 (m,
5H), 2,36 (d, J = 7,6 Hz, 2H), 2,07 (s, 2H), 1,80
(d,J = 13,0 Hz, 2H), 1,48 — 1,36 (m, 4H), 1,15
(d, ) = 18,7 Hz, 16H)

17

781,51

!H-RMN (400 MHz, DMSO-d6): & 1,41-1,42 (m,
3H), 1,63-1,65 (m, 2H), 1,99-2,03 (m, 1H), 2,30-
2,32 (m, 2H), 2,44 (a, 4H), 2,53-2,71 (m, 2H),
2,84-2,92 (m, 1H), 3,10-3,14 (m, 1H), 3,16-3,17
(m, 1H), 3,34-3,38 (m, 4H), 3,57-3,62 (m, 1H),
4,10-4,29 (m, 2H), 4,33-4,47 (m, 2H), 4,56-4,58
(m, 1H), 5,02-5,10 (m, 1H), 6,51 (a, 1H), 6,93-
6,94 (m, 1H), 7,22-7,34 (m, 2H), 7,65-7,67 (m,
1H), 7,83 (s, 1H), 7,98 (s, 2H), 8,08 (s, 1H), 8,24-
8,26 (m, 1H), 8,75 (a, 1H), 11,10 (s, 1H), 13,30
(a, 1H).

17A, 108
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840,58

H-RMN (400 MHz, CDsOD): & 1,23 (s, 6H), 1,31
(s, 6H), 1,53-1,73 (m, 4H), 1,88-1,95 (m, 2H),
2,11-2,17 (m, 1H), 2,55-2,80 (m, 5H), 2,84-2,94
(m, 2H), 2,05-2,09 (m, 1H), 3,12-3,22 (m, 2H),
3,63-3,85 (m, 4H), 4,08 (s, 1H), 4,20 (t, } = 6,2
Hz, 2H), 4,34 (s, 1H), 5,10-5,15 (m, 1H), 7,00-
7,03 (m, 1H), 7,17 (d, J = 2,4 Hz, 1H), 7,32 -7,34
(m, 1H), 7,40-7,43 (m, 2H), 7,74 (d, J = 8,4 Hz,
1H), 7,81 (d, ) = 8,4 Hz, 1H), 7,94 (d, J = 8,8 Hz,
1H), 8,34 (d, J = 2,4 Hz, 1H).

14

o o

Sho

L

822,35

1H-RMN (400 MHz, DMSO): § 11,07 (s, 1H),
8,23 (d, J = 9,2 Hz, 1H), 7,89 (d, J = 8,7 Hz, 1H),
7,80 (d, J = 9,6 Hz, 1H), 7,67 (d, J = 8,5 Hz, 1H),
7,39-7,30 (m, 2H), 7,24 (m, 2H), 7,01 (m, 1H),
5,06 (m, 1H), 4,53-4,42 (m, 3H), 3,99 (m, 1H),
3,43 (m, 4H), 3,08-2,96 (m, 2H), 2,87 (m, 1H),
2,61-2,49 (m, 2H), 2,51 (m, 4H), 2,19 (m, 2H),
2,04-1,87 (m, 2H), 1,83 (m, 2H), 1,16 (m, 14H);

49
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792,4

1H-RMN (300 MHz, DMSO) §11,07(s, 1H), 8,64-
8,60(m, 1H), 7,98- 7,87(m, 2H), 7,69- 7,55(m,
2H), 7,35- 7,20(m, 3H), 7,04- 6,96(m, 1H), 6,90-
6,83(m, 1H), 5,11 - 5,01 (m, 1H), 4,30(s, 1H),
4,09- 4,02(m, 1H), 3,70- 3,61(m, 4H), 3,58-
3,49(m, 4H), 2,97- 2,79(m, 1H), 2,65- 2,53(m,
2H), 2,05 - 1,97(m, 1H), 1,61- 1,55(m, 8H), 1,21
-1,12 (d, J=29,4 Hz, 12H).

19

793,35

1H-RMN (300 MHz, DMSO) §11,07(s, 1H), 8,64-
8,60(m, 1H), 7,98- 7,87(m, 2H), 7,69- 7,55(m,
2H), 7,35- 7,20(m, 3H), 7,04- 6,96(m, 1H), 6,90-
6,83(m, 1H), 5,11 - 5,01 (m, 1H), 4,30(s, 1H),
4,09- 4,02(m, 1H), 3,70- 3,61(m, 4H), 3,58-
3,49(m, 4H), 2,97- 2,79(m, 1H), 2,65- 2,53(m,
2H), 2,05 - 1,97(m, 1H), 1,61- 1,55(m, 8H), 1,21
-1,12 (d, J=29,4 Hz, 12H).

19

781,3

IH-RMN (300 MHz, CD;0D) 7,75-7,70 (m, 3H),
7,48-7,44 (m, 1H), 7,36-7,33 (m, 2H), 7,16-7,12
(m, 2H), 6,99-6,96 (m, 1H), 5,08-5,02 (m, 1H),
4,63-4,61 (m, 1H), 4,28-4,26 (m, 1H), 4,14-4,11
(m, 1H), 3,73-3,55 (m, 3H), 3,07-3,02 (m, 1H),
2,86-2,64 (m, 8H), 2,11-1,92 (m, 3H), 1,27-1,22
(m, 12H);

1,16
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CH,

E o oHC 0.
e

817,51

1H-RMN (400 MHz, DMSO-d6): & 1,10 (s, 6H),
1,17 (s, 6H), 1,92-2,09 (m, 3H), 2,50 (s, 4H),
2,51-2,73 (m, 4H), 2,84-2,93 (m, 1H), 3,28 (a,
4H), 4,00 (d, J = 9,6 Hz, 1H), 4,23-4,26 (m, 3H),
5,10-5,15 (m, 1H), 6,67 (d, J = 12,0 Hz, 2H),
6,98-7,01 (m, 1H), 7,22 (d, J = 2,33 Hz, 1H),
7,35-7,38 (m, 1H), 7,45 (d, ) = 2,0 Hz, 1H), 7,84
(d,J=8,4 Hz, 1H), 7,89 (d, J = 8,8 Hz, 1H), 8,18
(d,J=9,6 Hz, 1H), 11,12 (s, 1H).

845,55

1H-RMN (400 MHz, DMSO-d6): & 1,10 (s, 6H),

1,17 (s, 6H), 1,41-1,58 (m, 4H), 1,77-1,81 (m,

2H), 2,01-2,07 (m, 1H), 2,28-2,39 (m, 2H), 2,42
2,49 (m, 4H), 2,54-2,62 (m, 2H), 2,84-2,91 (m,
1H), 3,23 (a, 4H), 4,00 (d, J = 9,2 Hz, 1H), 4,19

(t, ) = 6,4 Hz, 2H), 4,25 (s, 1H), 5,09-5,14 (m,
1H), 6,67 (d, J = 11,2 Hz, 2H), 7,00 (dd, J = 8,8,

2,4 Hz, 1H), 7,21 (d, J = 2,4 Hz, 1H), 7,34-7,36
(m, 1H), 7,43 (d, J = 2,0 Hz, 1H), 7,84 (d, ) = 8,4

Hz, 1H), 7,89 (d, J = 8,8 Hz, 1H), 8,18 (d, J = 9,2
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Hz, 1H), 11,12 (s, 1H).

o
| OH\C\JCID\@\
v e
o o a s
HN i ,©)ku H,C | =y

o c
= ]
oM
o

813,53

1H-RMN (400 MHz, DMSO-d6): & 1,10 (s, 6H),

1,17 (s, 6H), 1,41-1,58 (m, 4H), 1,77-1,81 (m,
2H), 2,01-2,07 (m, 1H), 2,28-2,39 (m, 2H), 2,42-
2,49 (m, 4H), 2,54-2,62 (m, 2H), 2,84-2,91 (m,
1H), 3,23 (a, 4H), 4,00 (d, J = 9,2 Hz, 1H), 4,19

(t, ) = 6,4 Hz, 2H), 4,25 (s, 1H), 5,09-5,14 (m,
1H), 6,67 (d, J = 11,2 Hz, 2H), 7,00 (dd, J = 8,8,
2,4 Hz, 1H), 7,21 (d, ) = 2,4 Hz, 1H), 7,34-7,36
(m, 1H), 7,43 (d, J = 2,0 Hz, 1H), 7,84 (d, ) = 8,4
Hz, 1H), 7,89 (d, J = 8,8 Hz, 1H), 8,18 (d, J = 9,2
Hz, 1H), 11,12 (s, 1H).

49 comenzando con

£ CH,
0 0 F%F/ﬂi.c 0.
Hi tﬁ ]
NF N CH
"O’ [ Hue S
mr«’\ N)*N ! cl i
g L

890,57

1H-RMN (400 MHz, DMSO-d6): § 1,00-1,07 (m,

2H), 1,09 (s, 6H), 1,18 (s, 6H), 1,82-1,88 (m,
2H), 1,96-2,05 (m, 2H), 2,17-2,25 (m, 2H), 2,53-
2,64 (m, 2H), 2,84-2,92 (m, 1H), 2,98-3,06 (m,
2H), 3,30-3,33 (m, 4H), 3,40-3,50 (m, 4H), 3,99

(d, ) =9,2 Hz, 1H), 4,26 (s, 1H), 4,63-4,72 (m,
2H), 5,05-5,10 (m, 1H), 6,99-7,02 (m, 1H), 7,22-

7,28 (m, 2H), 7,33-7,37 (m, 1H), 7,68 (d, ) = 8,4

2-cloro-4-
(trifluorometil)-
pirimidin-5-
carboxilato de etilo
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1H), 7,89 (d, J = 8,8 Hz, 1H), 8,24 (d, ) = 9,2

1513291.122WO02

Hz, 1H), 8,60 (s, 1H), 11,09 (s, 1H).

813,54

H-RMN (400 MHz, DMSO-d6): & 1,00-1,07 (m,

49 comenzando con
acido 4-fluoro-3-

888,58

2H), 1,09 (s, 6H), 1,18 (s, 6H), 1,82-1,88 (m,
2H), 1,96-2,05 (m, 2H), 2,17-2,25 (m, 2H), 2,53-
2,64 (m, 2H), 2,84-2,92 (m, 1H), 2,98-3,06 (m,
2H), 3,30-3,33 (m, 4H), 3,40-3,50 (m, 4H), 3,99
(d, ) =9,2 Hz, 1H), 4,26 (s, 1H), 4,63-4,72 (m,
2H), 5,05-5,10 (m, 1H), 6,99-7,02 (m, 1H), 7,22-
7,28 (m, 2H), 7,33-7,37 (m, 1H), 7,68 (d, J = 8,4
Hz, 1H), 7,89 (d, J = 8,8 Hz, 1H), 8,24 (d, J = 9,2
Hz, 1H), 8,60 (s, 1H), 11,09 (s, 1H).

(trifluorometil)-
benzoico

AM 67300178.1

394



1513291.122WO02

o o 827,56
)
J
5%
862,64
822,4 H-RMN (300 MHz, DMSQO) & 11,04 (s, 1H), 8,55 49 comenzando con

CH,

w OHAE- o
) i s cl
A eVEe

(s, 2H), 8,10-8,07 (d, J=9 Hz, 1H), 7,89-7,86 (d,

J=9 Hz, 1H), 7,67-7,65 (d, J=8,4 Hz, 1H), 7,32 (s,

1H), 7,26-7,22 (m, 2H), 7,03-6,99 (m, 1H), 5,08-
5,02 (m, 1H), 4,40 (s, 1H), 4,01-3,92 (m, 3H),
3,43 (s, 4H), 2,95-2,80 (m, 3H), 2,59 (s, 6H),
2,21-2,19 (d, J=6,3 Hz, 2H), 2,05-1,98 (m, 1H),
1,83-1,79 (d, J=11,1 Hz, 3H), 1,18 (s, 6H), 1,11

(s, 6H);

con 5-fluoropirimidin-
2-carbonitrilo
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836,5

H-RMN (300 MHz, DMSO) & 11,04 (s, 1H), 8,55

(s, 2H), 8,09-8,06 (d, J=9 Hz, 1H), 7,89-7,86 (d,

J=9 Hz, 1H), 7,67-7,64 (d, J=8,4 Hz, 1H), 7,32 (s,

1H), 7,25-7,22 (m, 2H), 7,03-6,99 (m, 1H), 5,08-
5,02 (m, 1H), 4,40 (s, 1H), 4,00-3,92 (m, 3H),
3,42 (s, 4H), 2,91-2,83 (m, 3H), 2,59-2,54 (m,

6H), 2,39-2,25 (m, 2H), 2,05-1,98 (m, 1H), 1,80-
1,76 (d, )=12 Hz, 2H), 1,58 (s,1H), 1,46-1,39
(m,2H),1,28-1,24 (d, J=11,1 Hz, 8H), 1,18 (s,

6H);

17 comenzando con
5-fluoropirimidin-2-
carbonitrilo

CH,
o 0 oHiC 0.
4 \ F
L SN
) N o cl
SOV

838,2

1H-RMN (300 MHz, DMSO-dg) 8 11,06 (s, 1H),
7,87 (d, ) = 8,8 Hz, 1H), 7,69 (dd, J = 15,0, 10,0
Hz, 3H), 7,44 (dd, J = 18,6, 8,3 Hz, 2H), 7,17 (d,
J=2,4 Hz, 1H), 7,02 — 6,89 (m, 3H), 5,07 (dd, J =
12,9, 5,3 Hz, 1H), 4,28 (s, 1H), 4,07 — 3,95 (m,
1H), 3,77 (m, 2H),3,31 — 3,18 (m, 4H), 2,95 —
2,76 (m, 3H), 2,62 — 2,46 (m, 6H), 2,21 (d, J =
6,8 Hz, 2H), 1,99 (d, J = 19,3 Hz, 1H), 1,82 (d, ) =
13,2 Hz, 3H), 1,34 (d, J = 27,3 Hz, 8H) , 1,11 (d, J

49
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= 27,3 Hz, 6H).

778,3

H-RMN (300 MHz, DMSO-d6, ppm) & 11,08 (s,
1H),7,92-7,89 (d, J= 8,7Hz, 1H), 7,76-7,68 (m,
3H), 7,44 - 7,213 (m, 4H), 7,02 - 7,01 (d, J=
2,4Hz, 1H), 6,47-6,44 (d, J= 8,7 Hz, 2H), 5,08-
5,04 (m, 1H), 4,32(s, 1H), 4,07-4,02 (m, 3H),
3,77-3,73 (m, 2H), 3,49-3,46 (m, 4H), 3,32-3,31
(m, 1H), 2,96-2,82 (m, 1H), 2,60-2,55 (m, 6H),
2,09-1,95 (m, 1H), 1,22 (s, 6H), 1,12 (s, 6H);

19

822,4

H-RMN (400 MHz, CDs0OD): 57,82-7,80 (d,
J=8,0Hz, 1H), 7,75-7,70 (m, 3H), 7,28-7,22 (m,
2H), 7,13-7,12 (d, J=2,4Hz, 1H), 6,99-6,96 (m,

3H), 5,12-5,02 (m, 2H), 4,28 (s, 1H), 4,13 (s,

1H), 3,94-3,90 (m, 2H), 3,38-3,30(m, 6H), 2,82-

2,70 (m, 5H), 2,67-2,64(m, 4H), 2,50-2,47 (m,
2H), 2,13-2,11 (m, 1H), 1,27 (s, 6H), 1,21 (s,
6H);

23
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CH,
H,C. W0
Pre |
0 CH,
i o5 CH, =
|
e ole L

836,59

'H-RMN (400 MHz, CDs0D): 87,82-7,80 (d,
J=8,0Hz, 1H), 7,75-7,70 (m, 3H), 7,28-7,22 (m,
2H), 7,13-7,12 (d, J=2,4Hz, 1H), 6,99-6,96 (m,

3H), 5,12-5,02 (m, 2H), 4,28 (s, 1H), 4,13 (s,
1H), 3,94-3,90 (m, 2H), 3,38-3,30(m, 6H), 2,82-
2,70 (m, 5H), 2,67-2,64(m, 4H), 2,50-2,47 (m,

2H), 2,13-2,11 (m, 1H), 1,27 (s, 6H), 1,21 (s,

6H);

49 comenzando con
2-cloro-4-
metilpirimidin-5-
carboxilato de etilo

CH;

H,C o0
CH‘HN: l (j\
T s 9 ch:H‘ Sy
|
: N/\\/Ol)\’( -

850,6

1H-RMN (400 MHz, DMSO-d6): & 1,10 (s, 6H),

1,18 (s, 6H), 1,25 (d, J = 6,4 Hz, 2H), 1,80 (d, J =
13,2 Hz, 2H), 1,91 (s, 1H), 2,01-2,04 (m, 1H),

2,18-2,22 (m, 8H), 2,55-2,61 (m, 3H), 2,83-2,89
(m, 3H), 3,34 (s, 2H), 3,45 (a, 4H), 4,08 (d, J =
9,6 Hz, 1H), 4,26 (s, 1H), 4,72 (d, ) = 12,4 Hz,

2H), 5,06-5,10 (m, 1H), 6,99-7,02 (m, 1H), 7,22-
7,27 (m, 2H), 7,35 (s, 1H), 7,69 (d, J = 8,4 Hz,
1H), 7,90 (d, J = 8,8 Hz, 1H), 8,23 (d, ) = 9,2 Hz,

1H), 11,10 (s, 1H).

49 comenzando con
2-cloro-4-
metilpirimidin-5-
carboxilato de etilo
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795,55
» wineW
843,55
D%N;:@\Nﬁ O
& K/“\/\o
:,c
?\1
: 823,6 | 1H-RMN (300 MHz, DMSO-d6) 5 11,07 (s, 1H), 9

7,83 (dd, J = 20,2, 8,5 Hz, 2H), 7,69 (d, ) = 8,6
Hz, 2H), 7,54-7,36 (m, 2H), 7,32 (dd, J = 8,3, 2,3
Hz, 1H), 7,17 (d, J = 2,3 Hz, 1H), 7,02-6,86 (m,
3H), 5,08 (dd, J = 12,8, 5,3 Hz, 1H), 4,28 (s, 1H),
4,16 (t, ) = 6,3 Hz, 2H), 4,01 (d, J = 9,1 Hz, 1H),
3,66 (d, J = 11,5 Hz, 2H), 2,94 — 2,83 (m, 1H),
2,65 (dt, J = 29,5, 6,6 Hz, 5H), 2,53 (d, J = 3,1
Hz, 3H), 2,07-1,94 (m, 1H), 1,74-1,63 (m, 2H),
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1,48 (p, J=8,0 Hz, 2H), 1,18 (s, 6H), 1,14-0,98
(m, 12H)..

792,54

H-RMN (300 MHz, DMSO) & 11,06 (s, 1H), 7,98-
7,89 (d, J=9 Hz, 1H), 7,77-7,74 (d, J=8,7 Hz, 2H),
7,65-7,62 (d, J=8,4 Hz, 1H), 7,52-7,49 (d, J=9,3
Hz, 1H), 7,21-7,20 (d, J=2,4 Hz, 1H), 7,02-76,96
(m, 3H), 6,79 (s, 1H), 6,67-6,64 (d, J=8,1 Hz,
1H),5,08-5,02 (m, 1H), 4,32 (s, 1H), 4,18-4,04
(m, 3H), 3,74-3,70 (m, 2H), 3,30-3,26 (d, J=12
Hz, 1H), 3,05 (s, 1H), 2,94-2,82 (m, 1H), 2,73-
2,27 (m, 11H), 2,03-1,99 (m,1H), 1,22 (s, 6H),
1,13 (s, 6H);

65

820,57

1H-RMN (300 MHz, DMSO-dg) 8 11,03 (s, 1H),
7,87 (d, 1= 8,7 Hz, 1H), 7,72 (d, J = 8,7 Hz, 2H),
7,62 (d, ) =8,5 Hz, 1H), 7,47 (d, ) = 9,2 Hz, 1H),
7,31 (m, 1H), 7,20 — 7,13 (m, 2H), 7,02 — 6,89
(m, 3H), 5,23 (dd, ) = 12,6, 5,4 Hz, 1H), 4,93
(dd, J = 12,6, 5,4 Hz, 3H), 3,31 — 3,17 (m, 3H),
3,02 - 2,76 (m, 3H), 2,62 — 2,49 (m, 6H), 2,17
(d, ) =6,7 Hz, 2H), 1,98 (dt, J = 10,9, 5,3 Hz,
1H), 1,90 — 1,74 (m, 3H), 1,14 (d, ) = 27,4 Hz,

49, 70
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14H).

840,57

1H-RMN (300 MHz, DMSO-dg) & 11,03 (s, 1H),

7,87 (d, 1= 8,7 Hz, 1H), 7,72 (d, J = 8,7 Hz, 2H),

7,62 (d, ) = 8,5 Hz, 1H), 7,47 (d, ) = 9,2 Hz, 1H),
7,31 (m, 1H), 7,20 = 7,13 (m, 2H), 7,02 — 6,89
(m, 3H), 5,23 (dd, ) = 12,6, 5,4 Hz, 1H), 4,93
(dd, J = 12,6, 5,4 Hz, 3H), 3,31 - 3,17 (m, 3H),
3,02 - 2,76 (m, 3H), 2,62 — 2,49 (m, 6H), 2,17
(d, ) =6,7 Hz, 2H), 1,98 (dt, J = 10,9, 5,3 Hz,
1H), 1,90 — 1,74 (m, 3H), 1,14 (d, J = 27,4 Hz,

14H).

14

814,53

H-RMN (400 MHz, DMSO-d6): & 1,12 (s, 6H),
1,19 (s, 6H), 1,62-1,67 (m, 2H), 1,77-1,84 (m,
2H), 2,00-2,07 (m, 1H), 2,24-2,44 (m, 6H), 2,54-
2,62 (m, 2H), 2,86-2,90 (m, 1H), 3,60 (a, 4H),
3,96 (d, J = 9,6 Hz, 1H), 4,20-4,24 (m, 2H), 4,32
(s, 1H), 5,08-5,13 (m, 1H), 6,74-6,77 (m, 1H),
6,99-7,02 (m, 1H), 7,21 (d, ) = 2,4 Hz, 1H), 7,36-
7,39 (m ,1H), 7,44-7,45 (m, 1H), 7,51-7,55 (m,
1H), 7,84 (d, ) = 8,4 Hz ,1H), 7,91 (d, J = 8,8 Hz,

109
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1H), 8,39 (d, J = 10,4 Hz 1H), 11,11 (s, 1H).

787,49

1H-RMN (400 MHz, DMSO-d6): & 1,11 (s, 6H),
1,18 (s, 6H), 1,98-2,07 (m, 1H), 2,51-2,64 (m,
6H), 2,83-2,94 (m, 3H), 3,45 (s, 4H), 4,05 (d, J =
9,2 Hz, 1H), 4,27 (s, 1H), 5,02-5,13 (m, 1H),
6,97-7,05 (m, 1H), 7,12 (d, ) = 8,8 Hz, 2H), 7,23-
7,29 (m, 2H), 7,36 (s, 1H), 7,69 (d, J = 8,4 Hz,
1H), 7,90 (d, J = 8,4 Hz, 1H), 8,50 (d, J = 9,2 Hz,
1H), 11,10 (s, 1H).

110

752,49

H-RMN (400 MHz, CDs0D): & 1,12 (s, 6H), 1,18
(s, 6H), 1,78-1,79 (m, 4H), 1,92-2,11 (m, 2H),
2,61-2,67 (m, 2H), 2,71-2,77 (m, 2H), 3,50 (t, J
= 6,0 Hz, 2H), 3,97-4,04 (m, 3H), 4,09 (a, 2H),
4,18 (s, 1H), 4,92-5,03 (m, 1H), 6,35 (d, ] = 8,4
Hz, 2H), 6,86-6,89 (m, 1H), 7,02 (d, J = 2,4 Hz,
1H), 7,21-7,23 (m, 1H), 7,29-7,31 (m, 2H), 7,59-
7,63 (m, 3H), 7,70 (d, J = 8,0 Hz, 1H).

111
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821,56

1H-RMN (400 MHz, DMSO-d6): & 1,12 (s, 6H),
1,21 (s, 6H), 1,73-1,77 (m, 2H), 1,99-2,02 (m,
1H), 2,06-2,10 (m, 2H), 2,54-2,60 (m, 2H), 2,83-
2,98 (m, 3H), 3,27-3,34 (m, 5H), 3,45-3,47 (m,
4H), 4,03-4,07 (m, 3H), 4,19 (s, 1H), 4,32 (s,
1H), 5,04-5,08 (m, 1H), 6,55 (d, J =8,8 Hz, 2H),
6,99-7,02 (m, 1H),7,20-7,23 (m, 2H), 7,29 (d, J
=1,6 Hz, 1H), 7,40 (d, J = 9,2 Hz, 1H), 7,64 (d, J =
8,4 Hz, 1H), 7,74 (d, J = 8,8 Hz, 2H), 7,90 (d, J =
8,8 Hz, 1H), 11,08 (s, 1H).

112

806,56

IH-RMN (400 MHz, DMSO-d6): & 1,13 (s, 6H),
1,22 (s, 6H), 1,72-2,17 (m, 4H), 2,34-2,42 (m,
3H), 2,58-2,71 (m, 2H), 2,84-2,93 (m, 1H), 3,14-
3,20 (m, 2H), 3,28-3,33 (m, 6H), 3,43-3,60 (m,
3H), 4,05-4,07 (m, 1H), 4,32 (s, 1H), 5,04-5,08
(m, 1H), 6,81-7,01 (m, 5H), 7,21 (s, 1H), 7,53 (d,
J=11,6 Hz, 1H), 7,64 (d, J = 7,2 Hz, 1H), 7,76 (d,
J=6,8 Hz, 2H), 7,90 (d, ) = 7,2 Hz, 1H), 11,08 (s,
1H).

53
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d 806,56 53
Q
779,55
O&W\Nﬁ SHiC e o cl
K/N\AAQ)‘\E\EKCH\QJ’\Z}N
_ 821,56 'H-RMN (400 MHz, DMSO-d6): & 1,12 (s, 6H), 113
)d(a 3 1,21 (s, 9H), 1,73-1,74 (m, 2H), 1,80-1,84 (m,
i o 1H), 1,99-2,02 (m, 1H), 2,06-2,08 (m, 2H), 2,33-
2,39 (m, 3H), 2,54-2,60 (m, 2H), 2,83-2,98 (m,
Py 3H), 3,27-3,27 (m, 2H), 3,33-3,34 (m, 2H), 3,46-
R Q) 3,50 (m, 1H), 4,03-4,07 (m, 3H), 4,19 (s, 1H),
‘ );@/ 4,32 (s, 1H), 5,04-5,08 (m, 1H), 6,55 (d, J = 8,8
Hz, 2H), 6,99-7,02 (m, 1H), 7,20-7,23 (m, 2H),
7,30 (s, 1H), 7,40 (d, J = 9,2 Hz, 1H), 7,64 (d, ] =

AM 67300178.1
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8,8 Hz, 1H), 7,75 (d, J = 8,8 Hz, 2H), 7,90 (d, J =
8,4 Hz, 1H), 11,12 (s, 1H).

811,4

1H-RMN (300 MHz, CD30D) 88,71(s, 2H), 7,75~
7,67(m, 2H), 7,21- 7,17(m, 1H), 7,16- 7,08(m,
2H), 7,01- 6,93(m, 1H), 5,16- 5,06 (m, 1H),
4,26(s, 1H), 4,12(s, 1H), 4,02- 3,66(m, 6H),
3,11- 3,3.03(m, 2H), 2,94- 2,77(m, 3H), 2,75-
2,58(m, 1H), 2,48- 2,29(m, 1H), 2,16 - 2,04(m,
1H), 1,82- 1,65(m, 2H), 1,27 - 1,20 (d, J=20,7
Hz, 12H), 1,06- 0,09(m, 6H)

806,55

1H-RMN (400 MHz, DMSO-de): & 1,13 (s, 6H),
1,22 (s, 6H), 1,78-1,84 (m, 1H), 2,02-2,05 (m,
1H), 2,25-2,27 (m, 1H), 2,55-2,62 (m, 2H), 2,85-
2,93 (m, 2H), 3,08-3,21 (m, 3H), 3,32-3,47 (m,
6H), 3,60-3,73 (m, 3H), 4,07-4,08 (m, 1H), 4,25-
4,28 (m, 2H), 4,33 (s, 2H), 5,09-5,13 (m, 1H),
6,57 (d, J = 8,8 Hz, 2H), 7,00-7,02 (m, 1H), 7,20-
7,21 (m, 1H), 7,38-7,45 (m, 2H), 7,52 (s, 1H),
7,78 (d, ) = 8,4 Hz, 3H), 7,91 (d, J = 8,4 Hz, 1H),
9,97 (a, 1H), 11,12 (s, 1H).

53
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CH,c_ CHy

o a Y NOA S
Roresadininie= Y

824,55

1H-RMN (400 MHz, DMSO-ds): & 1,12 (s, 6H),

1,21 (s, 6H), 1,71-1,79 (m, 1H), 2,00-2,05 (m,

1H), 2,12-2,15 (m, 1H), 2,42 (d, J = 6,4 Hz, 2H),
2,57-2,61 (m, 6H), 2,84-2,93 (m, 1H), 3,05 (t, J
= 7,2 Hz, 1H), 3,26-3,31 (m, 6H), 3,38-3,40 (m,
1H), 3,46 (t, J = 8,4 Hz, 1H), 4,05 (d, J = 8,8 Hz,
1H), 4,32 (s, 1H), 5,09-5,13 (m, 1H), 6,54 (d, J =
8,8 Hz, 2H), 6,99-7,01 (m, 1H), 7,20 (d, J = 2,0
Hz, 1H), 7,39 (d, J =9,2 Hz, 1H), 7,46 (d, J =3,6

Hz, 1H), 7,72-7,75 (m, 3H), 7,90 (d, J = 8,4 Hz,

1H), 11,12 (s, 1H).

53

765,56

1H-RMN (400 MHz, DMSO-d®) & 1,12 (6H, s),
1,22 (6H, s), 1,50-1,53 (2H, m), 1,63-1,66 (2H,
m), 1,99-2,02 (1H, m), 2,34-2,47 (7H, m), 2,55~
2,59 (1H, m), 2,66-2,70 (2H, m), 2,88-2,97 (1H,
m), 3,25-3,31 (4H, m), 4,05 (1H, d, J = 9,2 Hz),
4,30-4,34 (2H, m), 4,46-4,50 (1H, m), 5,14 (1H,

dd, J = 13,2, 4,8 Hz), 6,95-7,02 (3H, m), 7,21
(1H, d, J = 2,4 Hz), 7,46-7,48 (2H, m), 7,51-7,57
(2H, m), 7,74 (2H, d, ) = 8,8 Hz), 7,91 (1H, d, ) =

8,8 Hz), 11,02 (1H, s).

8A
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0 CH,
HH ) oH€ ]
N CH,
L} =
J H I S

HC

736,5

1H-RMN (400 MHz, DMSO-d®) & 1,12 (6H, s),
1,22 (6H, s), 1,50-1,53 (2H, m), 1,63-1,66 (2H,
m), 1,99-2,02 (1H, m), 2,34-2,47 (7H, m), 2,55-
2,59 (1H, m), 2,66-2,70 (2H, m), 2,88-2,97 (1H,
m), 3,25-3,31 (4H, m), 4,05 (1H, d, J = 9,2 Hz),
4,30-4,34 (2H, m), 4,46-4,50 (1H, m), 5,14 (1H,

dd, ) = 13,2, 4,8 Hz), 6,95-7,02 (3H, m), 7,21
(1H, d, J = 2,4 Hz), 7,46-7,48 (2H, m), 7,51-7,57
(2H, m), 7,74 (2H, d, ) = 8,8 Hz), 7,91 (1H, d, ) =

8,8 Hz), 11,02 (1H, s).

113

779,54

1H-RMN (400 MHz, CDCl3) § 1,13 (6H, s), 1,22
(6H, s), 1,50-1,55 (2H, m), 1,62-1,67 (2H, m),
2,04-2,08 (1H, m), 2,33-2,36 (2H, m), 2,47-2,50
(4H, m), 2,55-2,62 (2H, m), 2,86-2,90 (1H, m),
3,07 (2H, t,1 = 7,2 Hz), 3,23 (4H, s), 4,05 (1H, d,
J=9,2 Hz), 4,32 (1H, s), 5,14 (1H, dd, J = 12,8,
5,6 Hz), 6,95-7,02 (3H, m), 7,21 (1H, d, J = 2,4
Hz), 7,52 (1H, d, J = 9,2 Hz), 7,71-7,81 (5H, m),
7,91 (1H, d, J = 8,8 Hz), 11,13 (1H, s).

8A
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2k

o k/"

798,2

H-RMN (400 MHz, CDs0D): & 8,51 (s, 1H),
7,71-7,66 (m, 2H), 7,35-7,34 (d, J=1,6Hz, 1H),
7,23-7,21 (d, J=8,4Hz, 1H), 7,10-7,09 (d,
J=2,0Hz, 1H), 6,96-6,93 (m, 1H), 5,09-5,04 (m,
1H), 4,19 (s, 1H), 3,98 (s, 1H), 3,52-3,31 (m,
7H), 3,06-3,02 (m, 1H), 2,87-2,81 (m, 1H), 2,76-
2,51 (m, 10H), 2,42-2,31 (m, 4H), 2,11-2,10 (m,
3H), 1,90 (m, 1H), 1,45-1,35 (m, 2H), 1,20 (s,
6H), 1,10 (s, 6H);

114

822,03

H-RMN (400 MHz, CDs0OD): & 8,51 (s, 1H),
7,71-7,66 (m, 2H), 7,35-7,34 (d, J=1,6Hz, 1H),
7,23-7,21 (d, J=8,4Hz, 1H), 7,10-7,09 (d,
J=2,0Hz, 1H), 6,96-6,93 (m, 1H), 5,09-5,04 (m,
1H), 4,19 (s, 1H), 3,98 (s, 1H), 3,52-3,31 (m,
7H), 3,06-3,02 (m, 1H), 2,87-2,81 (m, 1H), 2,76-
2,51 (m, 10H), 2,42-2,31 (m, 4H), 2,11-2,10 (m,
3H), 1,90 (m, 1H), 1,45-1,35 (m, 2H), 1,20 (s,
6H), 1,10 (s, 6H);

49

821,55

H-RMN (300 MHz, CDs0OD) & 7,82- 7,68 (m,
4H), 7,28- 7,10 (m, 3H), 7,02- 6,94 (m, 1H),
6,64- 6,57 (m, 2H), 5,14 - 5,05 (m, 1H), 4,94-
4,90 (m, 1H), 4,28 (s, 1H), 4,13 (s, 1H), 3,69-
3,35 (m, 3H), 3,22- 3,06 (m, 2H), 2,96- 2,57 (m,
4H), 2,56- 2,24 (m, 6H), 2,24- 2,03 (m, 5H),
1,92- 1,74 (m, 1H), 1,28- 1,22 (d, J=18 Hz, 12H);

73
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821,56

H-RMN (300 MHz, CDs0OD) & 7,82- 7,68 (m,
4H), 7,28- 7,10 (m, 3H), 7,02- 6,94 (m, 1H),
6,64- 6,57 (m, 2H), 5,14 - 5,05 (m, 1H), 4,94-
4,90 (m, 1H), 4,28 (s, 1H), 4,13 (s, 1H), 3,69-
3,35 (m, 3H), 3,22- 3,06 (m, 2H), 2,96- 2,57 (m,
4H), 2,56- 2,24 (m, 6H), 2,24- 2,03 (m, 5H),
1,92- 1,74 (m, 1H), 1,28- 1,22 (d, J=18 Hz, 12H);

113

821,56

1H-RMN (400 MHz, DMSO-d6): § 1,12 (s, 6H),
1,22 (s, 6H), 1,52-1,54 (m, 2H), 1,81-1,83 (m,
1H), 1,86-1,94 (m, 3H), 1,98-2,03 (m, 1H), 2,16-
2,20 (m, 1H), 2,55-2,60 (m, 2H), 2,70 (s, 2H),
2,84-2,93 (m, 1H), 3,03-3,08 (m, 1H), 3,18-3,22
(m, 1H), 3,29-3,32 (m, 2H), 3,48-3,55 (m, 3H),
3,57-3,63 (m, 2H), 4,05 (d, J = 9,2 Hz, 1H), 4,32
(s, 1H), 5,05 (d, J = 12,8 Hz, 1H), 6,81 (d, ) = 8,4
Hz, 1H), 6,90 (d, J = 1,6 Hz, 1H), 6,96-7,02 (m,
3H), 7,21 (d, J = 2,4 Hz, 1H), 7,50 (d, J = 9,2 Hz,

113
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1H), 7,63(d, J = 8,8 Hz, 1H), 7,73(d, J = 8,8 Hz,
2H), 7,90 (d, J = 8,8 Hz, 1H), 11,09 (s, 1H).

B 807,54 | 'H-RMN (400 MHz, d6-DMSO): 811,11 (s, 1H), 73

7,91-7,73 (m, 4H), 7,44-7,01 (m, 5H), 6,43 (s,

@*il‘@\ 2H), 5,12-4,96 (M, 2H), 4,31 (s, 1H), 4,04-3,98

Pe, R (m, 3H), 3,53-3,33 (m, 3H), 3,08 (m, 1H), 3,01-

%} ML e 2,92 (m, 2H), 2,61-2,30 (m, 5H), 2,23-2,08 (m,
d 6H), 1,21 (s, 6H), 1,12 (s, 6H);

B 821,45 IH-RMN (300 MHz, CDsOD) 57,82- 7,68 (m, 73
4H), 7,28- 7,10 (m, 3H), 7,02- 6,94 (m, 1H),
e 6,64- 6,57 (m, 2H), 5,14 - 5,05 (m, 1H), 5,01-
L8200 “DJLS {M 4,90 (m, 1H), 4,28 (s, 1H), 4,15- 4,10 (m, 1H),
: Q\\ 3,60- 3,33 (m, 3H), 3,21- 3,09 (m, 2H), 2,92-
2,30 (M, 10H), 2,28 2,05 (m, 5H), 1,90-1,73 (m,
1H), 1,28- 1,22 (d, J=18 Hz, 12H).

410
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49, 109

839,56

H-RMN (400 MHz, DMSO-d6): & 1,00-1,08 (m,
2H), 1,12 (s, 6H), 1,19 (s, 6H), 1,73-1,94 (m,
3H), 1,99-2,06 (m, 1H), 2,19 (d, J = 6,8 Hz, 2H),
2,46-2,49 (m, 4H), 2,54-2,67 (m, 2H), 2,84-2,96
(m, 3H), 3,38-3,49 (m, 4H), 3,95 (d, J = 8,8 Hz,
1H), 4,31-4,40 (m, 3H), 5,05-5,10 (m, 1H), 6,71,
6,75 (dos singletes, 1H), 7,00-7,02 (m, 1H),
7,22-7,27 (m, 2H), 7,35 (s, 1H), 7,46-7,49 (m,
1H), 7,68 (d, J = 8,4 Hz, 1H), 7,89 (d, J = 8,8 Hz,
1H), 8,39 (d, J = 11,2 Hz, 1H), 11,10 (s, 1H).

115

852,59

1H-RMN (400 MHz, DMSO-d6): § 1,12 (s, 6H),
1,21 (s, 6H), 1,47-1,51 (m, 3H), 1,67-1,78 (m,
3H), 1,99-2,03 (m, 2H), 2,23 (s, 3H), 2,43-2,45
(m, 2H), 2,53-2,60 (m, 3H), 2,73-2,92 (m, 3H),
3,32 (s, 1H), 3,55-3,65 (m, 3H), 3,89-3,92 (m,
2H), 4,05 (d, J = 9,2 Hz, 1H), 4,31 (s, 1H), 5,04-
5,09 (m, 1H), 6,94-7,04 (m, 4H), 7,21 (d, J = 2,4
Hz, 1H), 7,41 (d, J = 9,2 Hz, 1H), 7,60 (d, J = 12,4
Hz, 1H), 7,73 (d, J = 8,8 Hz, 2H), 7,90 (d, J = 8,8

Hz, 1H), 11,10 (s, 1H).
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852,59

1H-RMN (400 MHz, DMSO-d6): & 1,12 (s, 6H),
1,21 (s, 6H), 1,48-1,49 (m, 3H), 1,67-1,78 (m,
3H), 1,99-2,06 (m, 2H), 2,23 (s, 3H), 2,43-2,45
(m, 2H), 2,53-2,60 (m, 3H), 2,73-2,92 (m, 3H),
3,32 (s, 1H), 3,55-3,65 (m, 3H), 3,89-3,92 (m,
2H), 4,05 (d, J = 9,2 Hz, 1H), 4,31 (s, 1H), 5,04-
5,09 (m, 1H), 6,94-7,04 (m, 4H), 7,21 (d, J = 2,0
Hz, 1H), 7,51 (d, J = 9,2 Hz, 1H), 7,60 (d, J = 12,8
Hz, 1H), 7,73 (d, J = 8,8 Hz, 2H), 7,90 (d, J = 8,8
Hz, 1H), 11,10 (s, 1H).

115

861,7

H-RMN (300 MHz, DMSO-dg): & 11,08 (s, 1H),
8,61 (d, ) =2,3 Hz, 1H), 7,91 (dd, J = 11,7, 8,8
Hz, 2H), 7,70 (d, J = 8,4 Hz, 1H), 7,60 (d, J = 9,3
Hz, 1H), 7,38 (s, 1H), 7,28 (d, J = 8,8 Hz, 1H),
7,20 (d, ) = 2,4 Hz, 1H), 7,00 (dd, J = 8,8, 2,5 Hz,
1H), 6,87 (d, J = 9,1 Hz, 1H), 5,07 (dd, ) = 12,8,
5,3 Hz, 1H), 4,43 (dd, ) = 25,1, 12,8 Hz, 2H),
4,30 (s, 1H), 4,04 (d, ) = 9,1 Hz, 1H), 2,98 - 2,82
(m, 7H), 2,62 (m, 2H),2,51 (m, 1H), 2,01-1,75
(m, 5H), 1,64 (d, J = 11,7 Hz, 1H), 1,50-1,11 (m,
21H).

94
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856,56

H-RMN-PH-ARV-LS-049-E-0: (300 MHz, DMSO-
d6, ppm) & 11,11 (a, 1H), 7,92-7,89 (d, J=8,7Hz,
1H), 7,75-7,61 (m, 4H), 7,47-7,45 (d, J =7,5Hz,
1H),7,22-7,21 (d, J =2,4Hz, 1H), 7,12-7,06 (m,
1H), 7,03-6,99 (m, 1H), 5,14-5,08 (m, 1H), 4,32
(s, 1H), 4,08-4,05 (d, J =9,3Hz, 1H), 3,51-3,47
(m, 2H), 3,26-3,24 (m, 4H), 2,89-2,82 (m, 1H),
2,78-2,71 (m, 2H), 2,62-2,55 (m, 6H), 2,27-2,25
(m, 2H), 2,08-2,04 (m, 1H), 1,86-1,73 (m, 3H),
1,31-1,28 (m, 2H), 1,22 (s, 6H), 1,13 (s, 6H);

49

806,55

H-RMN (300 MHz, DMSO-d6, ppm) & 11,11 (a,
1H), 7,92-7,89 (d, J=8,7Hz, 1H), 7,75-7,61 (m,
4H), 7,47-7,45 (d, ) =7,5Hz, 1H),7,22-7,21 (d, )
=2,4Hz, 1H), 7,12-7,06 (m, 1H), 7,03-6,99 (m,
1H), 5,14-5,08 (m, 1H), 4,32 (s, 1H), 4,08-4,05
(d, ) =9,3Hz, 1H), 3,51-3,47 (m, 2H), 3,26-3,24
(m, 4H), 2,89-2,82 (m, 1H), 2,78-2,71 (m, 2H),
2,62-2,55 (m, 6H), 2,27-2,25 (m, 2H), 2,08-2,04
(m, 1H), 1,86-1,73 (m, 3H), 1,31-1,28 (m, 2H),
1,22 (s, 6H), 1,13 (s, 6H);

52
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824,4

1H-RMN (300 MHz, DMSO-d6) § 11,04 (s, 1H),

7,87 (d, )= 8,7 Hz, 1H), 7,72 (d, J = 8,6 Hz, 2H),
7,52 (m, 2H), 7,17 (d, J = 2,4 Hz, 1H), 7,06 —
6,89 (m, 4H), 5,03 (dd, J = 12,8, 5,4 Hz, 1H),
4,28 (s, 1H), 4,02 (d, J = 9,1 Hz, 1H), 3,78-3,56

(m, 3H), 3,35-3,26 (m, 4H), 2,94 — 2,75 (m, 1H),
2,60 — 2,48 (m, 5H), 2,45-2,37 (m, 3H), 2,32 —
2,28 (m, 2H), 2,19-1,98 (m, 2H), 1,88-1,75 (m,

1H), 1,18 (s, 6H), 1,09 (s, 6H).

53

840,55

1H-RMN (300 MHz, DMSO-d6) § 11,04 (s, 1H),

7,87 (d, 1= 8,7 Hz, 1H), 7,72 (d, J = 8,6 Hz, 2H),
7,52 (m, 2H), 7,17 (d, J = 2,4 Hz, 1H), 7,06 —
6,89 (m, 4H), 5,03 (dd, J = 12,8, 5,4 Hz, 1H),

4,28 (s, 1H), 4,02 (d, ) = 9,1 Hz, 1H), 3,78-3,56

(m, 3H), 3,35-3,26 (m, 4H), 2,94 — 2,75 (m, 1H),

2,60 — 2,48 (m, 5H), 2,45-2,37 (m, 3H), 2,32 —

2,28 (m, 2H), 2,19-1,98 (m, 2H), 1,88-1,75 (m,

1H), 1,18 (s, 6H), 1,09 (s, 6H).

49
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938,66

H-RMN (400 MHz, DMSO-ds) 8 1,13 (6H, s),
1,22 (6H, s), 1,29-1,34 (2H, m), 1,68-1,73 (1H,
m), 1,80-1,83 (2H, m), 1,99-2,03 (1H, m), 2,24
(2H, d, ) = 6,8 Hz), 2,51-2,61 (8H, m), 2,84-2,92
(1H, m), 3,25 (3H, s), 3,46-3,48 (6H, m), 3,55-
3,57 (2H, m), 3,60-3,64 (2H, m), 3,78-3,80 (2H,
m), 4,05 (1H, d, J = 9,6 Hz), 4,14-4,16 (2H, m),
4,32 (1H, s), 5,05-5,10 (1H, m), 6,93 (1H, d, J =
8,4 Hz), 6,99-7,02 (1H, m), 7,21 (1H, d, ) = 2,4
Hz), 7,25-7,28 (1H, m), 7,32-7,35 (2H, m), 7,44
(1H,d, ) =8,4 Hz), 7,60 (1H, d, ) = 9,2 Hz), 7,69

(1H, d, ) = 8,4 Hz), 7,90 (1H, d, J = 8,8 Hz), 11,09
(1H, s).

52,116

777,56

'H-RMN (400 MHz, DMSO-ds) 8 1,13 (6H, s),
1,22 (6H, s), 1,29-1,34 (2H, m), 1,68-1,73 (1H,
m), 1,80-1,83 (2H, m), 1,99-2,03 (1H, m), 2,24
(2H, d, ) = 6,8 Hz), 2,51-2,61 (8H, m), 2,84-2,92
(1H, m), 3,25 (3H, s), 3,46-3,48 (6H, m), 3,55-
3,57 (2H, m), 3,60-3,64 (2H, m), 3,78-3,80 (2H,
m), 4,05 (1H, d, ) = 9,6 Hz), 4,14-4,16 (2H, m),
4,32 (1H, s), 5,05-5,10 (1H, m), 6,93 (1H, d, J =
8,4 Hz), 6,99-7,02 (1H, m), 7,21 (1H, d, ) = 2,4
Hz), 7,25-7,28 (1H, m), 7,32-7,35 (2H, m), 7,44
(1H,d, ) =8,4 Hz), 7,60 (1H, d, ) = 9,2 Hz), 7,69

(1H, d, ) = 8,4 Hz), 7,90 (1H, d, J = 8,8 Hz), 11,09
(1H, s).

117
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821,56

H-RMN (400 MHz, CDCls) § 1,12 (6H, s), 1,26
(6H, s), 1,49-1,54 (4H, m), 1,89-1,91 (4H, m),
1,99-2,02 (1H, m), 2,54-2,67 (1H, m), 2,85-2,89
(1H, m), 3,04 (2H, t, J = 10,0 Hz), 3,23-3,26 (3H,
m), 3,64-3,83 (6H, m), 4,04 (1H, d, J = 9,2 Hz),
4,32 (1H, s), 5,04 (1H, dd, ) = 5,2, 12,8 Hz),
6,96-7,02 (3H, d, m), 7,20 (1H, d, J = 2,4 Hz),
7,24 (1H, d, J =10,4 Hz), 7,33 (1H, s), 7,49 (1H,
d, ) =8,8 Hz), 7,65 (1H, d, J = 8,8 Hz), 7,72 (2H,
d, ) =8,8 Hz), 7,89 (1H, d, J = 8,8 Hz), 11,08 (1H,
s).

52,118

839,35

H-RMN (400 MHz, CDs0D) 88,54 (s, 1H),
7,77-7,64(m, 2H), 7,36(s, 1H), 7,26- 7,12(m,
2H), 7,02- 6,96(m, 1H), 6,65- 6,57(m , 1H), 5,12
- 5,04 (m, 1H), 4,28(s, 1H), 4,12- 4,04(m, 3H),
3,71(m, 4H), 3,08- 2,98(m, 2H), 2,90- 2,55(m,
7H), 2,37- 2,31(m, 2H), 2,15- 1,93(m, 4H), 1,37-
1,30(m, 2H), 1,28 - 1,23 (d, J=21 Hz, 12H).

52,109

AM 67300178.1

416



1513291.122WO02

0

oL

o

=

o

763,5

Q@ @A f?f@\

818,55

1H-RMN (400 MHz, DMSO-d6): & 1,13 (s, 6H),
1,23 (s, 6H), 1,88-1,92 (m, 1H), 1,99-2,03 (m
1H), 2,18 (t, J = 8 Hz, 1H), 2,25 (a, 2H), 2,46 (a,
3H), 2,55-2,60 (m, 1H), 2,70 (s, 1H), 2,84-2,89
(m, 1H), 2,96 (s, 2H), 3,46-3,47 (m, 5H), 3,79 (s,
2H), 4,06 (d, J = 9,2 Hz, 1H), 4,35 (s, 1H), 5,05-
5,11 (m, 1H), 5,76 (s, 1H), 6,96 (d, J = 8,8 Hz,
2H), 6,99-7,02 (m, 1H), 7,21 (d, J = 2,4 Hz, 1H),
7,26 (d, ) = 8,4 Hz, 1H), 7,34 (s, 1H), 7,53 (d, ) =
8,4 Hz, 1H), 7,68 (d, J = 8,4 Hz, 1H), 7,78 (d, J =
8,8 Hz, 2H), 7,90 (d, J = 8,8 Hz, 1H), 11,08 (s,
1H).

119
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&@Q o f?f L,

821,2

1H-RMN (300 MHz, CDCl3) 7,74-7,67 (m, 3H),
7,58-7,55(m, 1H), 7,29-7,26 (m, 1H), 7,04-7,08
(m, 1H), 6,97-6,93 (m, 3H), 6,83-6,81 (m, 1H),
6,14-6,11 (m, 1H), 4,97-4,91 (m, 1H), 4,42 (s,

1H), 4,16-4,13 (m, 1H), 4,05-3,99 (m, 3H), 3,04-

2,92 (m, 4H), 2,88-2,51 (m, 3H) , 2,16-2,10 (m,
3H), 1,96-1,88 (m, 3H), 1,84-1,73(m, 2H) ,1,67-
1,65 (m, 4H), 1,46 (m, 6H), 1,27-1,22 (m, 6H);

120

a}b@ﬂ

CH,
H,C W0 c
CH HN: l \CK
CH,

CH, ° B

N CH,

868,3

H-RMN (400 MHz, CDCLs): & 8,04 (s, 1H), 7,55
(d,)=8,7 Hz, 1H), 7,41 (dd, J = 25,5, 9,1 Hz,
2H), 6,93 (d, J = 2,4 Hz, 1H), 6,77 (dd, ] = 8,7,

2,4 Hz, 1H), 5,66 (d, J = 8,5 Hz, 1H), 4,97- 4,78
(m, 3H), 4,14 (d, J = 8,5 Hz, 1H), 3,99 (s, 1H),
3,27 (s, 4H), 2,96-2,63 (m, 6H), 2,59 (s, 4H),

2,33 (s, 6H), 2,13 (dd, J = 14,4, 6,4 Hz, 1H), 1,83

(d,J=13,2 Hz, 3H), 1,20 (s, 12H), 1,11 (s, 2H).

63

@Mi’@\

786,2

1H-RMN (400 MHz, CDCLs): & 8,04 (s, 1H), 7,55
(d,)=8,7 Hz, 1H), 7,41 (dd, ) = 25,5, 9,1 Hz,
2H), 6,93 (d, J = 2,4 Hz, 1H), 6,77 (dd, J = 8,7,

2,4 Hz, 1H), 5,66 (d, J = 8,5 Hz, 1H), 4,97- 4,78
(m, 3H), 4,14 (d, J = 8,5 Hz, 1H), 3,99 (s, 1H),
3,27 (s, 4H), 2,96-2,63 (m, 6H), 2,59 (s, 4H),

2,33 (s, 6H), 2,13 (dd, J = 14,4, 6,4 Hz, 1H), 1,83

(d,J=13,2 Hz, 3H), 1,20 (s, 12H), 1,11 (s, 2H).

49
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854,2

778,5

1H-RMN (300 MHz, DMSO-de) & 11,09 (s, 1H),
8,11 (d, ) = 8,6 Hz, 1H), 7,72 (dd, = 17,8, 8,5
Hz, 3H), 7,52 (d, J = 9,2 Hz, 1H), 7,44-7,22 (m,
4H), 6,96 (d, ) = 8,6 Hz, 2H), 5,08 (dd, J = 12,7,
5,4 Hz, 1H), 4,40 (s, 1H), 4,08 (d, J = 9,1 Hz, 1H),
3,95-3,75 (m, 2H), 3,60-3,40 (m, 4H), 3,38-3,20
(m, 4H), 2,95-2,70 (m, 3H), 2,68-2,59 (m, 2H),
2,32 (sa, 2H), 2,04-2,02 (m, 1H), 1,82-1,70 (m,

3H), 1,19 (d, J = 26,9 Hz, 14H).

49

1H-RMN (300 MHz, d6-DMS0) & 1,13 (s, 6H),
1,22 (s, 6H), 1,89-2,08 (m, 5H), 2,31-2,40 (m,
3H), 2,51-2,64 (m, 2H), 2,82-2,98 (m, 1H), 3,80
(s, 2H), 3,92 (s, 2H), 4,04-4,07 (m, 1H), 4,14 (s,
2H), 4,32 (s, 1H), 5,10-5,16 (m, 1H), 6,40-6,42
(m, 2H), 6,99-7,02 (m, 1H), 7,20 (s, 1H), 7,34-
7,36 (m, 1H), 7,43-7,46 (m, 2H), 7,72-7,74 (m,
2H), 7,83-7,92 (m, 2H), 11,1 (s, 1H);

121
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811,32

1H-RMN (300 MHz, CDCL3) & 8,29 (s, 1H), 7,81
(d,J =8,3Hz 1H), 7,60 (d, J = 8,6 Hz, 1H), 7,36
(d,J=2,2Hz, 1H), 7,22 (dd, J = 8,3, 2,3 Hz, 1H),
6,99 (d, J = 2,4 Hz, 1H), 6,83 (dd, J = 8,8, 2,4 Hz,
1H), 5,96 (d, J = 8,6 Hz, 1H), 4,99 (dd, J = 11,9,
5,5 Hz, 1H), 4,24 (dt, J = 11,9, 7,0 Hz, 7H), 4,08
(s, 1H), 3,09 (s, 9H), 2,98 — 2,77 (m, 5H), 2,40(s,
2H), 2,21- 2,14 (m, 1H), 1,27 (d, J = 3,9 Hz,
12H);

9, 63

783,1

1H-RMN (300 MHz, DMSO-dg) § 11,13 (s, 1H),
8,65 (s, 1H), 8,38 (s, 1H), 8,15 (s, 1H), 7,96-7,81
(m, 3H), 7,47 (d, J = 2,2 Hz, 1H), 7,38 (dd, J =
8,4, 2,3 Hz, 1H), 7,26 (d, ) = 2,4 Hz, 1H), 7,04
(dd, J = 8,8, 2,4 Hz, 1H), 5,14 (dd, J = 12,9, 5,4
Hz, 1H), 4,45 (s, 1H), 4,28 (t, J = 6,1 Hz, 2H),
3,98 (d,J =9,0 Hz, 1H), 3,74 (s, 3H), 2,89 (d, ) =
12,5 Hz, 1H), 2,60 (d, J = 15,9 Hz, 4H), 2,04 (s,
4H), 1,17 (d, J = 18,4 Hz, 12H), 1,05 (s, 4H);

9, 63

783,1

1H-RMN (300 MHz, DMSO-dg) & 11,09 (s, 1H),
8,27 —8,12 (m, 1H), 7,92 — 7,76 (m, 3H), 7,46 —
7,29 (m, 3H), 7,22 (d, J = 2,4 Hz, 1H), 7,00 (dd, J

=8,8,2,4 Hz, 1H), 5,09 (dd, ) = 12,9, 5,3 Hz,

1H), 4,43 (s, 1H), 4,23 (t, ) = 6,3 Hz, 2H), 3,97
(d,J=9,1Hz, 1H), 3,70 (t, ) = 4,9 Hz, 4H), 2,95 —
2,76 (m, 1H), 2,59-2,50 (s, 6H),2,45(s,2H), 2,07

—1,89 (m, 3H), 1,19 (s, 6H), 1,11 (s, 6H).

9, 63
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854,3

1H-RMN (300 MHz, DMSO-dg) & 11,09 (s, 1H),
8,27 — 8,12 (m, 1H), 7,92 — 7,76 (m, 3H), 7,46 —
7,29 (m, 3H), 7,22 (d, J = 2,4 Hz, 1H), 7,00 (dd, J
= 8,8, 2,4 Hz, 1H), 5,09 (dd, ) = 12,9, 5,3 Hz,
1H), 4,43 (s, 1H), 4,23 (t, ) = 6,3 Hz, 2H), 3,97
(d,J=9,1Hz, 1H), 3,70 (t, ) = 4,9 Hz, 4H), 2,95 —
2,76 (m, 1H), 2,59-2,50 (s, 6H),2,45(s,2H), 2,07
—1,89 (m, 3H), 1,19 (s, 6H), 1,11 (s, 6H).

49

872,7

H-RMN (400 MHz, DMSO-d6) 11,12 (s,
1H),7,91-7,86 (m, 2H),7,75-7,72 (d, ) = 11,6Hz,
1H), 7,47-7,45 (d, J=7,6Hz, 1H), 7,34-7,32 (d, ) =
8Hz, 1H), 7,22-7,21 (d, J = 4Hz, 1H), 7,01-6,91
(m, 3H), 5,14 -5,09 (m, 1H), 4,27 (s, 1H), 4,01-
3,98 (d, J = 9,2Hz, 1H), 3,84-3,81 (d, J = 12,8Hz,
2H), 3,26 (s, 4H), 2,94-2,85 (m, 1H), 2,81-2,755
(m, 2H), 2,54-2,48 (m, 6H), 2,22-2,21 (d, ) =
6Hz, 2H), 2,08-2,03 (m, 1H), 1,81-1,78 (m, 3H),
1,28 (s, 6H), 1,21-1,12 (m, 2H), 1,05 (s, 6H)

49
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811,4

H-RMN (300 MHz, CDs0OD): & 7,79-7,68 (m,
2H), 7,37 (s, 1H),7,31-7,28 (m, 1H), 7,13-7,11
(m, 1H), 6,99-6,94 (m, 1H), 5,10-5,04 (m, 1H),

4,29 (s, 1H), 4,18-4,14 (m, 2H), 4,06 (s, 1H),

3,51-3,45 (m, 4H), 2,80-2,60 (m, 7H), 2,57-2,48
(m, 2H), 2,13-2,02 (m, 1H), 1,92-1,80 (m, 2H),
1,75-1,46 (m, 4H), 1,26 (s, 6H),1,19 (s, 6H);

844,32
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" D 848,2 H-RMN (300 MHz, CDCI3) 5 8,04-7,95 (m, 3H), 122
j’b 7,84-7,77 (m, 2H), 7,60-7,55 (m, 1H), 7,34-7,33
i ”f( (d, J=1,8 Hz, 1H), 7,21-7,09 (m, 3H), 4,98-4,93
e (m, 1H), 4,14-4,10 (m, 2H), 3,91 (s, 2H), 3,49 (s,
2H), 2,94-2,72 (m, 3H), 2,67-2,56 (m, 5H), 2,25-
sl : 2,13 (m, 2H), 1,92-1,88 (m, 2H), 1,76 (s, 2H),
O:(jﬂiij\ /\/\/O i 1,68 :
) o ,68 (s, 6H);
A D

D 824,57
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838,57

781,52
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856,57

767,54
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736,49
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