WO 2013/098374 1/4 PCT/EP2012/677026

X2 Xy
X3 Xy Xg s\ _COORy;  pnnp
Alk
Xg A Xo
X O Xag Ex. 2-1to 216

(CH1)=80, NaHl Protocol A

G COOR:  gioonk
LAk
Xq

Ex. 3-1to 3-16

Go COOR:  piooak

! Adlc
Xg
¢ Diastereoisomeric Resolution é
X2 X7 Xg X7
X3 O X‘i XG @ E\ /COOR12 Xq 8\ COORQ
R12=Ak O O -
X4 R12=Alk
Xs K10 18-
Ex. 4-1-1 to 4-16-1 X5 10 Ex. 4-1-2 to 4-16-2
Nat Protocol C NaH Protocol ©
Xq1-Hal Xqs-Hal

Ga ~_COOR; __COORq,
Alk
Xg R12=Alk R12=Alk
Ex. 5-1-1 to 5-20-1 s O~XM Xio Ex. 5.1-2 to 5-15-2
NaQH NaOH
MeOH/MH,O/THF i Protocol D MeaOH/H,OITHF é%‘-‘vmmcoz D

X5 O. Xq 0 X5 O X10

Compounds according

to the invention 1-1 to 20-1 Compeunds according

to the invention 1-2 to 16-2

Figure 1a



WO 2013/098374 2/4 PCT/EP2012/077026

By
O\I/COQH F,CO COHEL F4CO
Protocol F @ @ Protoco% [
| |

o
< EX. 5-19-1 A0 Ex. 5211 A epd.a14

Figure 1b

BCO T Faco o
e
Protocol C & D
£,CO A 0L COE Ex. 4.5.1 Epdt 14-1-1
. | | Protocol E Ex. 4-5-2 Cpred 14-2-1
O
Ex, 4-5-1 F2CO CDzEt FCO COH
Bx, 4-5-2 '. ‘ O O
I,
£x.

Protncnl c&n

4542 Cpd1a-12
£x. 4-5.2.2 Cpdi4-2-2

Figure 2



314

WO 2013/098374 PCT/EP2012/077026
Cpd N° Structure Cpd N° Structure
11 "CL A 121 Py
12 5. Lloke 12-2 O YKo
OH OH
A
OCFs
2.4 5. C o 13-4 O A -
- OH O\ C><(O
341 A 13-2 OH
Q.
32 e Oxgs 14-1
41 FaC SPA 14-2
42 5L >0 1414 | FiCO
OH oA
51 | 0 a 14-1:2 3<«°
0 O 03<fo o
5.2 WW OH 14-2+1
Fg
61 S 14.2.2
o Oxfo FaCO. T i
6-2 OH 15-1 !‘v iy /A N /:\
‘ o W\J o
F5CO - g
7 15-2 OH
o}
7-2 ~ ongj 16-1 | oYY
8.1 /\/O A 16-2 O O Oxfo
. OH
0.2 O @ O§<gs 7,00, Tf: OMe
171 T “V’/ v o
F,C e o T
3CS O A OH
9.1 x O («\ \/Gﬂex
. O><fo 18'1 \ /)\,// . /\ - .
OH o g0
OH
FsCO.
3 |§. )* /,/l B
10-1 191 M
FiCO Q. i, L g
0 a "%
OH
O Q 70 FaCOL_ =,
N OH D AN
10-2 201 A G Ny
O e oD
F OH
11-1 F3CO Y
FAG0. 3 0. L.CC.H
G >0 211 ° ' + :
(8 -
e <We
Pre]

Figure 3



WO 2613/898374

600G -

B controf

500 - i empd_14-31-2
- 400 -
o)
=
el
By
E 300
it
£
g 200 -
Ea

100 -

D -

HAEE

4/4

HbAlc (%)

Figure 4

10,00 -
9,00 -
8,00 -
7,00 -
6,00 -
5,00 -
4,00 -
3,00 -
2,00 -
1,00 -
0,00 -

PCT/EPZO12/077026

B control
wempd 14-1-2

FA K

Do D37



