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0-d6, 400 MHz, & ppm) 10.77 (s, 1H), 8.77 (s, 1H), 7.75 (d, J = 2 Hz, 1H), 7.59
-7.57 (m, 2H), 7.51-7.45 (m, 3H), 7.36 (dd, J
Hz, 1H), 5.10 (s, 1H), 2.27 (s, 3H)O
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O o0Ooo0Oo0ooao
OoOoo0oo0ogao
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.Jgoooob.ooooooao
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2H), 7.34-7.25 (m, 7H), 7.00 (d, J

ud

= 8.4, 2 Hz, 1H), 7.31 (d, J = 8.4
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0000000000000 OoOO0O0O0O0OO0O0O0O0O0O0O0ONoooooooao
00000000000 .000000000000000000000000
00O - NMR (CD50D, 400 MHz, & ppm) 7.91 (d, J = 8.8 Hz, 2H), 7.49-7
8 Hz, 2H), 5.71 (s, 1H), 2.18 (s, 3

oooobOobOO0oo0oDooooooobobbooooooooooboao

10

20

30

40

50



(36) JP 2016-520515 A 2016.7.14

00000000 ,0000% - NMR (CD50D, 400 MHz, & ppm) 7.73 (d, J = 6.8 Hz,
2H), 7.48 (d, J = 7.6 Hz, 2H), 7.40 (d, J = 6.8 Hz, 2H), 7.35-7.25 (m, 5H), 7.02
(d, J = 8.4 Hz, 2H), 5.71 (s, 1H), 2.20 (s, 3H); LC - MS (ESI) (m/z) 481.34.0

OoooQoO

0000000000000 0000000OC0O0O000000000000000000

00000000000 0000000000O00

00000000 ,0000% - NMR (CDZ0D, 400 MHz, & ppm) 7.60 (d, J = 8.8 Hz,

2H), 7.35-7.32 (m, 3H), 7.26-7.16 (m, 5H), 7.10-6.94 (m, 3H), 4.90 (s, 1H), 2.18
(s, 3H); LC - MS (ESI) (m/z) 472.00.0

00000000 ,0000% - NMR (CDZ0D, 400 MHz, & ppm) 7.70 (d, J = 8 Hz, 2H

), 7.62 (bs, 1H), 7.44 (d, J = 8.8 Hz, 2H), 7.36-7.26 (m, 6H), 7.14 (bs, 2H), 5.

00 (s, 1H), 2.31 (s, 3H); LC - MS (ESI) (m/z) 517.000

00

O

0000 ,.00O0O0O0O00000000,000000

000000000000 000000000O000000000000000

Ooo00O0O0O0O00

0000 ,0000% - NMR (DMSO-d6, 400 MHz, & ppm) 8.76 (s, 1H), 8.39

= 4.8 Hz, 2H), 7.47 (d, J = 6.8 Hz, 2H), 7.33 (d, J = 6.8 Hz, 2H), 6.67 (t
, J = 4.8 Hz, 1H), 5.94 (s, 2H), 3.57 (bs, 4H), 3.37 (bs, 4H); LC - MS (ESI) (n/

z) 327.100

00000000 ,0000% - NMR (DMSO-d6, 400 MHz, & ppm) 10.13 (s, 1H), 8.39
(d, J = 4.8 Hz, 2H), 7.65 (d, J = 8.4 Hz, 2H), 7.40 (d, J = 8.4 Hz, 2H), 6.67 (

t, J = 4.8 Hz, 1H), 3.78 (bs, 4H), 3.56 (bs, 4H), 2.08 (s, 3H); LC - MS (ESI) (m

C OOoOoooog
O Oo0oooao

/z) 326.100

000000

ooooo

0Doo0oO000O00,0000000000000,0000000

00000000000 O0O00D0O0O0D,000000000000000)000)
0000000000000 00000000O0D000000.00000.000000
00000000000 00000O0O0O0O0OO0O,0000000000000000 .0
0000 .00000000000000000000.00000000.000000
0000000000000 0000000OO0O0D000000000000000000
0000000000000 00DO0O0O0O0O0O0O0OO0O000000NDDOooOoOoOOoOOn
0000000000000 0000000C0O0O000000000000000000
0000000000000 00000000O0D000000000000000000
0000000000000 0000O000000O0000000DDOooOoOoOoOoO0On

00 .0000000000000000000000000000000000000¢0
0O '™ - NMR (CDCl5, 400 MHz, & ppm) 8.17 (s, 1H), 3.75 (s, 3H), 3.56 (s, 2H),
2.89-2.86 (m, 4H), 2.49-2.43 (m, 4H), 2.30 (s, 3H), 2.23 (s, 3H).O

0Ooo0o0o0oo
00000000 ,.00000000000.000000.00000000000000

00000000000 .000000.0000000000000000000000
00000000000 000O0000 loose silicagelD 00000000 O0O0O0O0O
000000000000 00O0O0O00O0O0O0O0O0O0O0O0OO0ODONDOODONOoOOoOoOoOoGooaO
000000000000 00O0,00000.0000000000000000000
000000000000 000000000000000O0000000000000
0000000000000 - NMR (CDZ0D, 400 MHz, & ppm) 8.73 (d, J = 11.2 Hz
, 1H), 8.36 (d, J = 1.6 Hz, 2H), 8.24 (s, 2H), 8.01 (d, J = 10.8 Hz, 1H), 7.90 (

s, 2H), 7.55 (d, J = 8.8 Hz, 4H), 7.41 (d, J = 8.4 Hz, 2H), 7.35 (d, J = 8.4 Hz,
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4H), 7.09 (d, J = 8.4 Hz, 2H), 3.80 (s, 12H), 3.68 (s, 8H), 2.60-2.40 (bs, 12H)
, 2.32 (s, 10H), 2.27 (s, 10H); LC - MS (ESI) (m/z) 383.200

O0oo0O0O0O
Oo0O00C0000,0000000000000000000000000000000¢0
00D000D00000000O00 - NMR (CDCl;, 400 MHz, & ppm) 8.20 (s, 1H), 7.
58 (bs, 1H), 7.49 (d, J = 8 Hz, 2H), 7.34 (d, J = 8.4 Hz, 2H), 3.77 (s, 3H), 3.6
4 (s, 3H), 2.49 (bs, 4H), 2.31 (s, 3H), 2.25 (s, 3H), 2.17 (s, 3H), 2.08 (s, 2H)
LC - MS (ESI) (m/z) 397.200

ooocooao

goooao

uoooooooo,pooobooboogooboooob ., 0obboocooobbooobboo,b0on
aogao
ocobo@ooooooooooooOoo)yYDooooooOooDbOoooobOooDbOooao
ocoooo)oooooooooooUooDOo  Uoooo .DooboDooooooooDOd
goooobbooodod . oooodd . ogogoodogoooob,0o0ogud.ooooad.
ooocooobobooooooooo.ooooob .ocooobbbobooooooooobonoDo.
goooo . ooooobobooobobooooboboooobbooobooboobooobDboo
gooobooooooboooooboooboobobooooobbooooobboooobooooonan
cooooooooobDOooooboooboobOoboOooo0ooDbDOoDbDbOD@OuooOooDO
00000000)I000000000000000 .00000000O0O0O00M-N

MR (CDCl5, 400 MHz, & ppm) 7.46-7.44 (m, 2H), 7.39-7.29 (m, 3H), 7.08 (d, J
.4 Hz, 1H), 6.91 (d, J = 2.8 Hz, 1H), 6.75 (dd, J = 8.8, 2.8 Hz, 1H), 3.96 (dd,
J = 10.4, 2.8 Hz, 1H), 3.57-3.54 (m, 2H), 3.24 (dt, J = 11.6, 3.2 Hz, 1H), 2.86
(td, J = 11.6, 3.2 Hz, 1H), 2.68 (t, J = 11.2 Hz, 1H), 2.27 (s, 3H)O
oooooao
0000 0odo0oU0oooDUoO0DUOoUUOo0DUOoo0DU0OO0U0DUD0DUO0ODUOOoDODUOUDUOUDUOOO
OooDoooooobao
00000000 ,0000H - NMR (CDCl;, 400 MHz, & ppm) 7.91 (s, 1H), 7.30 (b
s, 2H), 7.19 (t, J = 7.4 Hz, 2H), 7.13-7-08 (m, 4H), 6.99-6.94 (m, 3H), 6.75 (d,
J=2.4 Hz, 1H), 6.58 (dd, J = 8.4, 2.4 Hz, 1H), 4.95 (bs, 2H), 3.92 (d, J = 12
.4 Hz, 1H), 3.32-3.21 (m, 2H), 3.06 (dd, J = 12.8, 3.6 Hz, 1H), 2.72 (t, J = 10.
4 Hz, 1H), 2.12 (s, 3H); LC - MS (ESI) (m/z) 449.10.0
0oo0o0oo0O0O0,0000% - NMR (CD30D, 400 MHz, & ppm) 8.48 (s, 1H), 7.45 (b
s, 2H), 7.42 (d, J = 8.4 Hz, 2H), 7.35-7.29 (m, 4H), 7.23-7-19 (m, 1H), 7.00 (d,
J = 8.4 Hz, 2H), 6.83 (d, J = 8.4 Hz, 2H), 4.51 (s, 1H), 4.14 (d, J = 12.4 Hz,
1H), 3.87-3.84 (m, 1H), 3.45-3.41 (m, 1H), 3.10 (dd, J = 12.8, 4 Hz, 1H), 2.78 (
td, J = 11.8, 3.2 Hz, 1H), 2.18 (s, 3H); LC - MS (ESI) (m/z) 415.200
D000O00O00,0000H - NMR (CDCl;, 400 MHz, & ppm) 8.00 (bs, 1H), 7.45-7
.35 (m, 4H), 7.30-7.20 (m, 5H), 7.04 (d, J = 8.4 Hz, 1H), 6.85 (d, J = 2.4 Hz, 1
H), 6.68 (dd, J = 8.4, 2.4 Hz, 1H), 4.03 (d, J = 12.4 Hz, 1H), 3.37 (d, J = 10.8
Hz, 1H), 3.27 (t, J = 11.8 Hz, 1H), 3.13 (dd, J = 12.4 Hz, 1H), 2.79 (t, J = 10
.2 Hz, 1H), 2.21 (s, 3H), 2.07 (s, 3H); LC - MS (ESI) (m/z) 448.150
0o0o0o0o0o0O0O0,0000% - NMR (CDCl5, 400 MHz, & ppm) 7-56-7.50 (m, 4H), 7.
41-7.28 (m, 5H), 7.11 (d, J = 8 Hz, 2H), 6.88 (d, J = 8.4 Hz, 2H), 4.14 (d, J
12.4 Hz, 1H), 3.45 (d, J = 11.2 Hz, 1H), 3.35 (t, J = 12.4 Hz, 1H), 3.19 (dd, J
= 12.8, 4 Hz, 1H), 2.86 (t, J = 11 Hz, 1H), 2.29 (s, 3H), 2.18 (s, 3H); LC - MS
(ES1) (n/z) 414.200
00000000 ,0000% - NMR (DMSO-d6, 400 MHz, & ppm) 10.12 (s, 1H), 7.95
(d, J = 8.4 Hz, 1H), 7.80-7.60 (m, 3H), 7.55-7.25 (m, 11H), 7.15 (d, J = 7.6 Hz
, 1H), 3.81-3.79 (m, 2H), 2.87-2.84 (m, 1H), 2.58 (s, 3H), 2.06 (s, 3H); LC - MS
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(ES1) (m/z) 464.20.0

00000000 ,0000H - NMR (DMSO-d6, 400 MHz, & ppm) 9.06 (s, 1H), 7.92
@, J
), 7.37 (t, J = 7.4 Hz, 2H), 7.30 (t, J = 7.6 Hz, 2H), 7.23 (d, J = 7.6 Hz, 1H),

6.90 (d, J = 7.6 Hz, 1H), 6.10 (s, 2H), 3.82 (d, J = 13.6 Hz, 1H), 3.61 (t, J
11.4 Hz, 1H), 3.52 (d, J = 12 Hz, 1H), 3.09 (d, J = 12.4 Hz, 1H), 2.98 (dd, J

= 8 Hz, 1H), 7.70-7.66 (m, 3H), 7.59 (d, J = 8.8 Hz, 2H), 7.53-7.46 (m, 3H

12, 4 Hz, 1H), 2.54 (s, 3H), 2.45 (t, J = 1.8 Hz, 1H); LC - MS (ESI) (m/z) 500.

10

OO0 ooooogoee o0oo0ooogogogog

Oooo0ogoood

=]

e [
OoocoOooooooooooooooooboooobonOoad

Oo0Dooooo0oooDooggoooaog:.
Oooooooooooogoooaoo
OO0 oDooogUo0ooooggoooao

a

Oo0ooOooooo0ooooo4o0ooDooooooooogodg

O

OoOooo0oogoood

ds,

oooao
gogono
gogoboooooboboooao
ugogoooo ,oooooboooooboo,bb0ooobooooobboo,0coooban
ooooobboooooooobboboboooooooobobbbooooooooobooboao
gooooooobooooboooobobobooooboboooobobooobbooao
gogoboboooooboooobooooboobooooboooooooooobbooaao
ocoooo0oobO0ooDOooboOobobOO0ooO0o0oDODO0ODoDDODOobOOO0OO0OO0OoDODDPME fe
St. Louis, MOOOOOODOODODDODOODOOODOODODODDDODOODOOODOODODDODO
goooooooobooooooboooobobooooboooooboooobboooao
oooooboobooOoooooooooboboboboooooooobbbooooooooobooao
ooooobboooooooobbboboooooooobobbbooooooooobooboao
gogooooooobooooobooooboboooobooooboboooobbooao
gogobobooooobooooboooooboooobooooboooobbooaao
ooocoobobooOoooooooobOboboboooooooobbbooooooooooboao
ooocoobDDbOoo0ooooooooDbDDbOoO0ooooboooboDDbDbbOoO0O0O0Uooaocaroli
Burlington, N\CO O OO OOOODDODOOODOOODODODOODODOCOppOOOODODOO
oooobOobOO0O0DO0ooooo ., 0odxbooobobobooooooooobobooooo
gooboooooobooooobboooobobooobboogoobooooboboboo
gogoboboooooooooobbooooobooooobobbooooobooooboboboao
uogouobbooooobooooobboooobooouoobobboo4oobobooooLobOoao
oooObObOO0O0DO0oooooooObObbooooooooobObboboooooan
oogdag
ugogooboboooooooooobobo,obooooooooo,gboboooobooboaa

ooocoooboboooooooooobobboooooooobobobbooooooan
oooooooooooooooopobob ,obooobobooooo
oooocooobooooooooocoobbo.coobbooboooo
ooooooobobobooooooocoobobbobooooooo .o
O

O 0o oo
O O oo
O 0Oooo
O O oo
O 0Oooo

gogooooaoooan
ooobODbOo0oo0ooao
,O0ooooooao

goooooooan

O Ooooo
O 0OooOooo
O Ooooo
O 0Ooooo
O 0Ooooao
O Ooooo
O 0Ooo0ooao
O Ooooo
O 0Ooo0ooao
O Ooooo
O 0Ooo0ooao
O Oooo
O 0Oooo
O Oooo
O 0ooo
O Oooo
O 0ooo
O Oooo
O 0O oo
O Oooo
O 0O oo
O Oooo
O 0Oooo
O Oooo
OO oo

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
OJ
O
OJ
O
OJ
O
O

ooobDDbooooo
oooobODoOoo0ooao

O
O
O
(]
O
O
O
O
(]
O
O
O
O
O
O
O
O
O
(]
O
OJ
O
]
O
[

ooooOoboobooOoooooobooobbboooooooobboboooooooboao
ooooObOOO0OO0oDoooocoobboooooooobOboboooooooboao

10

20

30

40



OooDOoooooOooobod
OocoO4ooogood
OooOoOooobooOgooobod

Oooooooogogoodg

aad

oo o ooooogoQgog

OOooooogg
OoOoo0ooood
O O0Oo0ooood
OOoo0ooood
O O0Oo0ooood

O

(39) JP 2016-520515 A 2016.7.14

0000000000000 oD0Do0ooDo0Do0ooDo0DooDooDoDO0oDoooDooDOO0
00000000 oo0ooOo0ooDOoooDooDoooDooDoDooDoooDooOOd
comprisingd 0 00 00OD0ODO0O0OODODO O consisting essentially of0d0 00O

O

0

O

consistingofi 00 00O O0COCODOOO0OODDOOODODODOODOD
uogbobobodooobbooobbooooobboooobbooooodan
ooooObOO0oOO0oooooooobOboboooooooooooao
OO0OO0ODDcomprising D 00D0D0OO0OO0OOOOOODODDOO
uooboboboooobobobboooobooooobboooobbooodo
consisting of D 0 000000 DOOOCOOOOODOOODO
oogooboooobobobooooboooobobooobbooog 10
OO0O0000DODO0OO0ODODOO0OO0O0OD00ODODOODADO consisting essen

O0Ooo0oooao
O Ooo0ooogoao

tially of01 0000000 DOOOODODOODODOOODODOODODDODOODODODODODOO

ooooooo0oooDOooo0DOooU0ooDUoooDO0oDO0ooDUooDDO0ooDOoDooODUooDUOoLoOaO
000000000 DO0ooo0Do0oDU0ooDo0ooDo0DO0o0DO0DooDU0ooODOooDOoDOooDoDoOooDoOooOaOo
0000000 00comprisingd 000000OO0O0ODOOOOAOAO consisting essentially o
f0O0ODODODOO0OODOO0OOOCconsistingofl 0 0000ODODOODODODODODDODODODDODOO

gogono

ooooao

5

=
z%

3

=

o, o
z
£

E o

g

o, o
2
£

a3
g

[}

2

©

-

2

g

CH,

SBC-110,225 SBC-110,226

SBC-110,686

ooooao
. B
[ S
£ =°
Tz rz
Yo .
TZ ;"1 Tz
N @
et o ) o ~
= o .o =]
x
oz~ = z S O 2 o —
° £ 9 & ° .9
T
< 8 Sosk
s =}
£ .
- >:C
5 zZ >:o
>=o 3 5 o
Tz ~ o~
X z 2 ~
=] =)
z i
= wt “
Ny E IS} P o -
E 0 S Y § @ A 9
o P = n © £ o
5_<:2_5 = %
= U &
&
=1 w



JP 2016-520515 A 2016.7.14

(40)

gogooano

goooano

SYLOTT-08S &

Qf@&@

TYL'0TT-08S

Nve]

0, NH
:z&
€
HY
~ z\:/ N
H H

€VL'0TT-08S

o

6EL'0TT-08S

AT}

YvL01T-08S

o

orL0TT-08S

0

NSen
wd "

TrL'011-08S

W

8€L°011-08S

W

ggooano

gogooano

¥SL°01T-08S €S20TT-08S

o o

‘8 o N

HN \f

N
o] o]
z \=/
HN N 8]

H

6vL'0TT-08S
0S£0TT-08S N o

HO ¥ I8

0 NH
Og NH
HN
. 1AL
% : o
mxuV_/ \=/ \@\f w7 NN
L .,
TSL011-08S
o
Z7SL°0TT-04S o
1o
O NH
0, NH
o o
AL
X ey
N Yo H
8v/'0TT-09S LyL0TT-08S
o o bt £
\_ 0 [
1o
O™ O NH
zzH@ HN
o o ° o
\ H HoooH
)



JP 2016-520515 A 2016.7.14

(41)

gogooano

goooano

¥9£0TT-08S

8SL°0TT-09S

D

oohd.:-umm

Q
e}

95.°01T-28S

Q_U

i

k)

LSL01T-08S

6S.°01T-09S
o

-

ggooano

gogooano

Nmndﬁﬂ-umm Hmh.o,:-umm

2y
]

2y
O C
a0 ot

0€L°0TT-08S

oa

®
f¥en

SZL°011-08S

S9.°01T-D8S

62LOTT-DES oy LTL°0TT-08S 97£'0T1-08S
_ P z_ N z/‘“\\z
N
, . O
) @ ,.
o 4 ) o o o
€, ~ A, AN,
H H H H "
£08°0TT-08S 790°011-08S
o’n o NH
P H@
o o
N,
R g
£94'0TT-08S 99/‘'0TT-24S
LY

£HD

peas) %@m@ m



JP 2016-520515 A 2016.7.14

(42)

gogooano

69.°011-08S

89£°0T1-08S

0

mz

N
N:z\”_/z
H

9€£°0TT-04S
o

N

06L°0TT-08S

9££°01T-29S

goooano

N o] m _H_
ﬂz z& O
]
o You :
o o
Nszru azo\__/u -
|
‘OTT- po— ¥LL'0TT-08S
€9£/0T1-08S L OTTOES SL2°0TT-08S ‘ m
~o o HO ofH
P £HD 2 ofH
£,
QL _
| >
N N "
N
H | m mz mz
m u N N N
mzufu \ #° 120
o] [e] Q 40 W
mxuw/c\ro . \=/ m:u\—_/z\@\ % \@\ [o}
HN N H “HN N
H H
SEL'OTT-DES veL01T-08S €EL°0TT-09S 24401T-98S 1£2'0TT-08S )
w0 4 . . 0LL°0TT-08S
0 3 “w
, | z o o
m ﬁ m O N m "
o | | : o ”. ;
o~ 1
RN Tsahai Ve S ALY AT
o
nB\c/u z\z/z fL_/m 5 sz\Fz m:o\___/m N:z\_ﬁz
O H H



(43) JP 2016-520515 A 2016.7.14

10 20 30 10 50 60
MGTVSSRRSW WPLPLLLLLL LLLGPAGARA QEDEDGDYEE LVLALRSEED GLAEAPEHGT
70 80 %0 100 110 120
TATFHRCAKD PWRLEGTYVV VLKEETHLSQ SERTARRLQA QAARRGYLTK ILHVFHGLLP -+ SBC-110,886
130 140 150 160 170 180 ¥ -+ SBC-110,735
GFLVKMSGDL LELALKLPHV DYIEEDSSVE AQSIPWNLER ITPPRYRADE YQPPDGGSLV S
: B -+ SBC-110,736
190 200 210 220 230 240 B
EVYLLDTSIQ SDHREIEGRV MVTDFENVPE EDGTRFHRQA SKCDSHGTHL AGVVSGRDAG
250 260 270 280 290 300
VAKGASMRSL RVLNCQGKGT VSGTLIGLEF IRKSQLVQPV GPLVVLLELA GGYSRVLNAA
310 320 330 340 350 360
CQRLARAGVV LVTAAGNFRD DACLYSPASA PEVITVGATN AQDQPVTLGT LGTNFGRCVD [ta ], log uM
H
370 380 390 400 410 420

LFAPGEDIIG ASSDCSTCEV SQSGTSQAAA HVAGIAAMML SAEPELTLAE LRQRLIHFSA

430 440 450 460 470 480 good

KDVINEAWFP EDQRVLTPNL VAALPPSTHG AGWQLFCRTV WSAHSGPTRM ATAVARCAPD _
FSLUARTTY RLE

490 500 510 520 530 540 Mock
EELLSCSSFS RSGKRRGERM EAQGGKLVCR AHNAFGGEGV YAIARCCLLP QANCSVHTAP — Bcsks  LDLR+PCSK9 1DLR
3 4 5 8 7 8 Kd

-
N

550 560 570 580 590 600
PAEASMGTRV HCHQQGHVLT GCSSHWEVED LGTHKPPVLR PRGQPNQCVG HREASIHASC

- -
610 620 630 640 650 660 - 6 1R (©

CHAPGLECKV KEHGIPAPQE QVIVACEEGW TLTGCSALPG TSHVLGAYAV DNTCVVRSRD —— -120

670 680 690 apapean -78
VSTTGSTSEG AVTAVAICCR SRHLAQASQE LQ ’ - Pro-PCSK$ (C)
— W e — -64 PCSK® (C)

EHES1

R e aEe cum o4 TCSO ™

Ooooao Ooooad
60+ 20-

-
(-]
)

LDLR ()
2

o-

O N (\Y N () e )
R R R Ca R Ca g RO A R b
DY BT a7 A B S S S O ST BT W8T a8 N Y G

Oﬁ 4 oo C,o c{ (’o oo 0’ c)' ol oc ’ ’ °o
LSS ES I -

&% (400nM)



ogogoano
o 10
d
B e
4
E e
5
Sl 4
=
B 21
-
3 o-
=

ggono

1 DIPEA HATU

Bow 800, NaHO NH, O NH
NHBog ———————=
2 TFA NH;

1. DIPEA
CoCt

f>
el @

o,
NS o
NHz 2 H, PIC

QI = @?
SBC- 110716

[ R | R

O NH O NH
NaOCN
N — ©I NH
O‘—;IS AcOH o=
At
NH

6
8BC-110717
$BC-110728

oﬁx@\ﬁ JOL "

(44) JP 2016-520515 A 2016.7.14

oggoao

o
N /lLNHQ
o]
.

"

R

o
BieAxHuL a
e 4
H
1 el
HaC '!
E)\l » /@/
Hi;C RJ N

o]
A,

H

1]
HO/“\©\
N
DIPEA, HATU

[s]
A

1) N,
2) LiOH
Q
H

o
Mo

7

1) TEA

HO
"0
Le]
RN
2} LOH

ggooano

&
&

1) Bocy0,

° "j NaHCOs3
—
(1 2) Pd,dbas,
BINAP, KOtBu
R;“g :l

Br

1) TFA o,
o QiO
2) DIPEA .
g QR
Rz

Rz

x
j}_
K
H
E

E



(45)

JP 2016-520515 A 2016.7.14

ooooao ooooao
1. DIPEA
1. DIPEA N
coc (;_'R © m ,\f(\ N “fN‘
O N
d: ?\T NO, [ j NHOCN [ j + [N)
e
I\RZH [Nj 2HPdC O oo ‘J\©\o o”l\O\o
u o = : - o T e,
7 8
j SBC-110725 SBC-110726
Br Pd;.dba; BINAP, KOtBu
1 DIPEA
13 14 sogi @ ooooDao
1. DIPEA L OPE he CH, HiC. g 3
f;l OMe OMe ] s |
o=s HC. HyC CHy N
2. Hy, PAIC © \@\NH i NE SO N [N] [N]
: 2 . NaOCN
[ j H'Cr [N] NO; N N
[ 2r l —-R | =R B 27FA y 2 Ha PaC oocr o"‘@\ i
e 10 " NH, NH
N] N Nj SBC-10729
NaOCN
T ! o e e
J
15 NHy H 3 | NaOCN N ) N )
SBC-110733 SBC-110735 —t N
SBC-110734 SBC-110736 [N] AcOH [N] EN]
SBC-110769
o"J\[D o“J\ED o oJ\(j o
| R | 4R NHy nJLNHz ﬁJLCHs
R " 2 SBC-110730
N N,
l ] NaoCN ] + Nj
)
o_,s o=
A0 WA S B
NH2 N NHy N” CHs
16 17
SBC-110771
Oooooao ooooao
a5
40
7 nBIN—7 35
§ 30
BER - TYR6E Feamm %25
BIEVE - TVATE R T 0
BIEWE - TYRTE SBC-110,686 o2
BIEGE - TYRSE SBC-110,733 %15
EEHA - *9R4AE SBC-110,736 )
Doooano 0 '
SBC-110,686 SBC-110-733 SBC-110,736
£am
n nEs 5 mEE
ooooao
£ 1501
h 100 | o AT
o T
IS | EEL:E]
® —
3 I | B
3 1004 B3
, , =3 =
SBC-110,686 SBC-110-733 SBC-110,736 g |
nm Q ]
= 504 ke
[=] =
a =
0 %
ot 2> o o
w.°¢\ 6«\% &\’b
s 0‘\\ N
>
< &
v
[3]




(46) JP 2016-520515 A 2016.7.14

oooobDao
2016520515000001 . app




a7) JP 2016-520515 A 2016.7.14

gooooooanb

INTERNATIONAL SEARCH REFORT Intenational application No.
PCTIUS14/23135
Box No. 1 Nucleotide and/or amino acid sequence(s) ({Continuntion of item 1.c of the first sheet)

I. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing filed or furnished:

a (means)

on paper

N
in electronic form

b. (ume)
in the intemational application as filed
I:I together with the international application in electronic form
D subsequently to this Authority for the purposes of search
2. D In addition, in the case that more than one version or copy of a sequence listing has beea filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that in the application as filed or does
not go beyond the application as filed, as.appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (conlinuation of first sheet (i)} (July 2009}



(48)

INTERNATIONAL SEARCH REPORT

JP 2016-520515 A 2016.7.14

International application No.
PCT/US14/23135

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - AB1K 31/497; CO7C 69/587; AG1P 9/00 (2014.01)
USPC - 514/252.12, 258.1; 5547110

According to Intermational Patent Classification (IPC) or to both national classification and 1PC

B. FIELDS SEARCHED

USPC: 514425212, 252 13, 252.1, 247, 183, 166, 1, 252.14, 252.16,

Minimum documentation searched (classification system followed by classification symbols)
IPC(8): AB1K 31/487, 312495, 31/00; CO7C 69/587, 229/64; AG1P 9/00 (2014.01)

256, 257, 258.1; 5541224, 110, 106, 102

Ixcumentation searched other than minimum documentation to the extent that such documents are inctuded in the fields searched

Electronic data base consulted during the international search (name of

data base and, where practicable, search terms used)

MicroPatent (US-G, US-A, EP-A, EP-B, WO, JP-bib, DE-C,B, DE-A, DE-T, DE-U, GB-A, FR-A); Google; Google Scholar; ProQuest;
PubMed; ‘PCSKS," hypercholesterolemia, 'small molecule,’' antagonist, dyslipidemia, atherosclerosls

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
x US 20103233177 A1 (YOWE, DL et al.) September 16, 2010; abstract; paragraphs [0004], ]

ans [0055]-{0057], [0061], [0208], [0221]-[0224], [0230] ———

A 1

A US 2010/0184730 At (VU, CB et al.) July 22, 2010; abstract; paragraphs [1708], [1709]; Claim 2| 1,9

A US 20110009628 At (LIU, H et al.} January 13, 2011; abstract; paragraph [0089]; Claim 1 1.9

A US 2042/0252796 A1 (PINGALI, H et al.) October 4, 2012; abstract; Claim 1 B

P Y LS 2014/0093513 A1 {MILNE, JC at al.y April 3, 2014; entire document 19

PY US 2014/0099333 A1 (SCHWINK, L et al.) April 10, 2014; entire documant 12

D Further docurnents are listed in the continuation of Box C.

]

*  Special of cited d “T" later document published after the international filing date or priority
“A” document defining the general state of the art which is not considered date and not in conflict with the application but cited to un
to be of particular relevance the principle or theory underlying the invention
“E™ earlier application or patent but published on or after the international “)™  document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive
wp dn.:ﬁ";m ‘{Q{,’f’,ﬁ'h mtgz th,gr‘. gquw d:l,; p?nmy th‘:rmmg% or M‘iﬂs step when the document is taken alone
Ciled. to & prbication OF andtner cltation or Oher «y~  gocument of particuler relevance; the claimed invention cannot be
special reason (a_s specified) . . considered to involve an inventive step when the document is
“0" document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the art
“P”  document published prior to the international filing date but later than g, ;
the prioritypudate g aul:L et '&" doecument member of the same patent family

Date of the actual completion of the international search

22 July 2014 (22.07.2014)

Date of mailing of the intermational search report

13 AUG 2014

Name and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/US, Commissioner for Patants
P.C. Box 1450, Alexandela, Vinginia 22313-1450

Facsimile No. 5§71-273-3201

Authorized officer:
Shane Thomas

PCT Helpdesk: 571-272-4300
PCT O88: 571-272-7774

Form PCT/ISA/210 (second sheer) (July 2009}




(49) JP 2016-520515 A 2016.7.14

gooooooaoo

(G1)Int.Cl. oo gooooboooood
oooo 31/63 (2006.01) oooo  43/00 oooo goooo
oooOo  31/506 (2006.01) oooo  31/63 oooo goooo
oooo  31/496 (2006.01) ooOog  31/506 oooo goooo
oooo  31/495 (2006.01) ooooO 31749 oooo goooo
oooo 239/42 (2006.01) OoO0g 31749 oooo goooo
oooo 213/68 (2006.01) ooOo0 239742 oooo goooo
oooo 295/192 (2006.01) ooooO 213/68 oooo goooo
oooo 295/26 (2006.01) o000 295/192 oooo goooo
oooo 275/42 (2006.01) OoO0O 295/26 oooo goooo
oooo 235/38 (2006.01) ooog  275/42 gooo goooo
oooo 237/20 (2006.01) ooOoOo  235/38 oooo goooo
oooo 271/28 (2006.01) oooo 237720 oooo goooo
oooo o 9/99 (2006.01) oooo 271728 oooo goooo
oooo oooo 9/99 oooo goooo

@enHooooooo  ApP(BW,GH,GM,KE,LR,LS,MW,MZ,NA,RW,SD, SL,SZ,TZ,UG,ZM,ZW) ,EA(AM,AZ,BY ,KG,KZ,RU, TJ, T
M),EP(AL,AT,BE,BG,CH,CY,CZ,DE,DK, EE,ES,FI,FR,GB,GR,HR,HU, IE, IS, IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,RO,R
S,SE,SI,SK,SM, TR) ,0A(BF,BJ,CF,CG,CI,,CM,GA,GN,GQ, GW,KM, ML ,MR,NE, SN, TD, TG) , AE,,AG, AL ,AM, A0, AT ,AU,AZ ,BA,
BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CZ,DE,DK,DM,DO,DZ,EC, EE,EG,ES,FI,GB,GD,GE,GH,GM,GT ,HN,H
R,HU, ID, IL, IN, IR, IS, JP,KE,KG,KN,KP,KR,KZ, LA, LC, LK,LR,LS,LT,LU,LY ,MA,MD,ME, MG, MK, MN, MW ,MX , MY ,MZ ,NA,NG
,NI,NO,NZ,OM,PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW, SA, SC,SD, SE, SG, SK, SL, SM, ST, SV, SY,TH, TJ, TM, TN, TR, TT, TZ,
UA,UG,US

(4HOO0O 100156144
gooooooa

(72) 000 OoO0O0OooOOoooOoOooboOoooOoobooOoo
goboobObOobOo0ob0ooooooooobobooboooooooooboobooboobooooooon

(72) 000 0OoDOOooOoooogo
ggooboboboogoobboboooooobobbooooooobooooooboobooaa

(72) 000 0O0O0O0OOooOoooo
gooobobooooobobobooooooobbooooooboobooboooooboobobooboooooooon

(72000 Ooooooogoo
goooooOoboobOoooooooooboboboboooooobooobooboboboboooooon

(72) 000 0OO0O0O0O0DOOOoO0OOo
gooooboooooboboboboooooooboooooobooooooooooooooooon
goo

(72) D000 00000000
ggoooboboooooobobbooooooobobooooooboooboooooobobooooooooon
gobooobooooooobooa

(72) 000 0OO0O0O0OOooO0OoooOOo
gobooboboboooooobboooooobobooooooboboooooobobooboooooooo

(72000 Oopooooogoo
gobooooobooooooooooobobooboooooooooboobooboooooooobooooon

(72) 000 0OO0O0O0OO0ODOOO0OO00O00
ggooobooooooobobooooooobobooooooboobooooooobooooooooon

OOO0O(@O) 4C055 AAD1 BAO2 BAO6 BA27 BBO2 BB10 CA03 CAO6 DA42 DBO2

OO0 OO 4C086 AAO1 AAD2 BC42 BC50 DA19 GAO7 GAO8 GA12 MAO1 MAO4



(50) JP 2016-520515 A 2016.7.14

oooo oo NA14 ZA36 ZA45 ZC33 ZC41
OO0 OO 4C206 AAO1 AAD2 HA26 MAO1 MAO4 NA14 ZA36 ZA45 ZC33 ZC4Al
oooO OO 4Hoo6 AAO1 AB20 BJS0 BV25 RA48



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	reference-file-article
	search-report
	overflow

