Supplementary material 1

Design, synthesis and biological evaluation of Neogliptin, a novel 2-azabicyclo[2.2.1]hepnane-
based inhibitor of dipeptidyl peptidase-4 (DPP-4)

Concentration-response curves of the synthesized compounds 12a (neogliptin), 12b and 12c+12d
(2:1 mixture of diastereomers).
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Concentration-response curves of the four marketed DPP4 inhibitors (data was obtained using the
same assay conditions).
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NMR-spectra of the key intermediates and target compounds.
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'H NMR registered at temperature 403 K

3142new DMSQ-D8 Te 403K

/ // - J [
."li / | ‘ [ || ‘
N/ B | \
NN ‘f'up\\p g 1\
W i | L‘\ 7 !
/ : Ll -
3 230

£ [als ]
2| |28 &
& Iala 2
U I L L L L B L B R SR RN R La s LR L T T
85 &80 75 65 6.0 55 50 4.0 1.0 0.5
File name: 3142new-Temperature Operator: root SF: 400.1300 MHz NSC: 1 PW: 0.00 usec, RG: 50 Sl: 32788
Date: 27-Jun-2018 Solvent: DMSO SW: 3754 Hz TE:403 K AQ: 4.36 sec, RD: 0.00 sec 3142new DMSO-D6 Te 403K

F NMR

3142-18.019. DUI.IF.ESDE VerticalScaleFactor = 1 :
sl w3
10 = g i}
~
06 g
08
07
08
05
04 b E
™~ H 3
03 b= S :
g
02 i
o | | I’
B T e e P o
01 . e
3.037.20 7.342.40 10.01
[ [y i
SRS . SR SR SNMMNRUNSMEMSNUMMM—. - S .
116 -118 -122 -128 -130 -132 -134 -138 140 142 -144
Chemical Shift (ppm)

BBC{!H} NMR

15



Supplementary material 1

SE ki— Troen 3

. £8'62
S - [ a | W

b 2r6ey
pe0p_Tr e
BE'lES
J1: X+ - S

- 1=

3142.013.001.1resp  \ferticalScaleFactor = 1 E §
L
I

S ——
L= mm.m.,ll_w
2L BT

691§ — =

. 1395— —§
= AT

e

GE'60L
HL901—

BTEE

966117 |
ZE0ZL-

E'Grly
G0'gp)L5 5l
0=
56'6¥1—
80064
19'55 1§
£L'GG)
554517 1
29'161

BL L9 e

88 80
Chemical Shift (ppm)

T
96

0.06

0.04
0.03
0.02
0.01

0.05

COSY

[931* ] az ST ot <
.

[wdd] 14 2 ¥ 9 8

ddalla

[}
C? lnnml

A
L]
-
-
-
]

LR B
mil

"w

i

]
-]
%
LY
. -
|- |
a

~ —u
=
-
-
< L
k-
k=
o
Vi
o
8 L
—_ L]
a
o
- L
(=1
-
~ a Lo
-+
—
Lial
‘éjj T

16



Supplementary material 1

HMBC

3142 12 1 /opt/topspind.0.1/data
e 0
—— (-]
——
- 2 L
- 14 e
' . 4
LI |
_ ‘ i
O

T
100

T
120

T
140

T
160

o

17

T
F2 [ppm]

1000 1200 [ #1e3]

T
800

T
400

OO T[T T



Supplementary material 1

HSQC
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13C{*H} NMR
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