Design, synthesis and biological evaluation of N,N-substituted amine

derivatives as cholesteryl ester transfer protein inhibitors

Xinran Wang !, Lijuan Hao !, Xuanqi Xu 2, Wei Li !, Chunchi Liu !, Dongmei Zhao ** and
Maosheng Cheng !

1 Key Laboratory of Structure-Based Drug Design & Discovery of Ministry of Education, Shenyang
Pharmaceutical University, shenyang 110016, China; medchemzhao@163.com

2 Department of Chemistry, University of Wisconsin- Madison, Madison, WI, USA; xxu53@wisc.edu

* Correspondence: medchemzhao@163.com; Tel.: +86-24-43520219

Content: 'TH NMR, *C NMR, HRMS for all target compounds reported in this study.



CF;

Compound 12

F3C

200

+800

00
600
00
400
300
200
00

~100

88'pl—

009
%.‘.:v:
Av_ T

€07

101
660
66'0
~00¢
Rg't
161

(960
1660

860
~86'l
960

_v_r:

£1 (ppm)

6

16

2000

1000

66'€T
Lo
WL
Vw.xmw
SLST
7

00 :m\

SL6E
£TES~
1333

Iz o
@l
62l
9£'8Z1
oL6z1
0T'9E1—
6L6E1

S6'1S1—

-10

160 1 140 130 120 110 100
£ (ppm)

70




x10 5 |+ESl Scan (0.581 min) Frag=72.0v 5Y01-POSd Subtract
hE2 2668

i 11635228
ol |

100 200 300 400 500 €00 700 200 900 1000 1100 1200 1300 1400 1500 1600



CF;
Compound 13

F3;C

8000

7000
t6000
5000
F4000
F3000
000
f1000

g °
R

= ]

g

Txcw

- Feoe

= Fezo1

=< Fiot

= Fzot
89°€
IL'E

2;./ feoe

w0y W )::n

8t qM — K660

12y = Rzt

Shy~ = $0T

'y = I

15p
SSb

sl's— ‘ Fsoz

oot
= 4
% 0

o

1600

1

500
1400
1300
1200
1100
1000
900
800

600
00
400
300
00
100

et

TSl —

0L's91l~
P69l —

"

80

0 160 150 140 130 120 110 100 90
£1 (ppm)

17

20 210 200 190 180



03

3.5
7]
2.5
74
1.5
i
0.5

+ESI Scan {0.223 min} Frag=75.0V 5Y02-POS5d Subtract

654 2877

- L,

100 200 300 400 500 600 700 200 900 1000 1100 1200 1300 1400 1500 1600




©
L
o

Compound 14

bl g

o9
w9
o9/
WL
0L
L~
9L=

00 -05 -0

0.5

ol G

&5

60

e
w
S0zl
1501
PEIEL
sLsEl
S8 0p1
FELpL

PLUPSI—

2400
2200
2000
1800
1600
1400
1200
1000
800

400

-10

]

30

80

40 13 120 10 100 90
£1 (ppm)

160 150

70

1

'
220 210 200 190 180




x10 5 |+ES| Scan (0225 min) Frag=75.0v 5Y03-POS.d Subtract (3)
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x10 5 |+ESI'Scan (0671 min) Frag=75.0V 5Y14-POS.d Subtract
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x10 5 |+ES| Scan (0.653 min) Frag=75.0V SY15-PO5.d Subtract
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x10°5 |+ESI Scan (0.630 min) Frag=75.0v SY18-POS.d Subtract (3)
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+E5| Scan (0662 min) Frag=75.0% 5Y15-PO5.d Subtract

=528 2060

L

100 200 300 400 500 600 700 200 SO0 1000 1100 1200 1300 1400 1500 1600




Compound 42

14000

13000

12000

11000

10000

F-1000

6L'9
08'9
$8'9
89
989
189
$6'9
969
S0°L:
SO'L
90°L
L

e S| e

MGG@
809
ez
»107
Kve._

9l

/

=001

~Le
Roiz
»H0€
vt

40 35
£1 (ppm)

4“5

I

9.0

2000
1900

1800

1

1
16
1400
1300
121
1100
1000
900
800
]
600
00
400
300
00
0

90T
0zve
10°8T

ST8T
06T
86T
THEE
Po'SE
et
SE0p
6L8P
£5°05
€256

prOlS
85pll

el \

&mmmm_&

sl —

L9°691—

Il

l

|

|

Jlli J

17

80

100 90

200

2% 220

0 2 110 0 -0

a0

150 140 130 120 110
1 (opm)

160

180

190

210



x1E

1.2

i
0.2
0.5
0.4
0.2

+E5l Scan {0.549 min} Frag=75.0v 5Y20-POS.d Subtract (2)

= 478.255%

271.2063
L

100 700 0 400 KO0 ROD TON 8ND 900 10RO 1100 1200 1200 1400 15DD 1R0D




CF;
Compound 43

25000

20000

10000

o

S

10

€09
Ny
60T

oz
Roo't
vE0L

koo;

Vooe
R0T
Spoe
102

re€0l

10T

2200
2100

2000

1900

1800

176

1600

1500

1400

1300

1200

1100

1000

00
400
300
200
100

L8'¥T1
0g'sTL
oLzt
wo.hN_W
£0'8T1
PTEL *
LoovtL

i
{

EPs1—

29'691—

10

30

-]

80

10 100 90

£1 (ppm)

120

220 210 200 190 180 170 160 150 140 130

230




il e

0.2+

0.6

0.4

0.2+

+ES| Scan (0,726 min) Frag=75.0% 5Y21-PO5.d Subtract

~ 5282553

100 200 300 400 500 600 700 200 900 1000 1100 1200 1300 1400 1500 1600




OCF;
Compound 44

5

4500

f-4000

3500

3000

2500

2000

1500

f-1000

1500

o

260
060
o't

8€1
om._w
or'L

al
vz

09

0.5

0.0

©

20

4.0

4“5

50

I

1 (ppm)

6500

5500

S1'szl
S.a_w
96°¢€1
3..5*
99°0v1

Ls)—

99691 —

10

30

0

160 150 140 130 120 110 100 9 8 70 &
1 (ppm)

170

220 210 200 190 180

2%



103

354
34
254
pr
1.5
5
0.5

+ES| Scan (0.214 min) Frag=75.0V SYZ2-P0O5.d Subtract (4)

b44 2888

L L

100 200 200 400 500 600 700 800 900 1000 1100 1200 1300 1400 1500 1600




