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A. Synthesis of Saripidem

=N LiAlH4, THF, 0 °C to rt = N=
=~ _N N
CN
HoN
3n
(n-PrC0),0, DMAP
=N
|
N7 c NN N
s N/
—~N Mel, DMF, 5 °C to rt
nPr)io HN
Saripidem, 65% n-Pr)QO

(1) A mixture of 3n (51 mg, 0.2 mmol) was dissolved in dry THF (2 mL/mmol), a
stirred suspension of LiAlH4 (10 mg, 0.24 mmol) in THF (2 mL/mmol) was added
slowly at 0 °C in an ice bath under nitrogen atmosphere. Then the reaction mixture
was stirred for 3 hours at room temperature. Upon completion, the solution was
cooled and added NaOH (15%, 0.2 mL/mmol) and H>O (0.2 mL/mmol) slowly. The
resulting solution was stirred for 0.5 h and filtered through Celite. The filtrate was
extracted with EtOAc. The combined organic phase was dried over Na>SOs, filtered,
and concentrated under reduced pressure. The residue was purified by flash column
chromatography to afford the crude product, which was directly subjected to the
following step.

The crude product obtained above was dissolved in DCM (5 mL/mmol). To the
solution was added triethylamine (101 mg, 1.0 mmol) and dimethylaminopyridine
(24.4mg, 0.2 mmol) at 0 °C. Then butyric anhydride (47 mg, 0.3 mmol) was added

dropwise, and the mixture was stirred for 10 min at 0 °C in an ice bath and 30 min at
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room temperature. The reaction was poured into saturated aqueous NaHCOs;, and
extracted with DCM. The organic phase was collected, dried and concentrated under
reduced pressure.The residue was purified by flash column chromatography to afford
the crude product, which was directly subjected to the following step.

The crude product obtained above was dissolved in DMF (5 mL/mmol). To the
solution was added Mel (43 mg, 0.3 mmol) slowly at 5 °C for 1 hour and 6 hour at
room temperature. After the reaction was completed (monitored by TLC), the
resulting mixture were cooled to room temperature and diluted with EtOAc and
aqueous NHj3 solution (3 M). Two layers were separated and aqueous layer was
extracted with EtOAc. The combined organic layers were dried over MgSOs, filtered

and evaporated under vacuum. The desired product Saripidem was obtained in 65%

N
NN o) CHaNH; HCI NaHCO, [~ 7 ) ol
N MeOH, 65 °C, 20 h N

yield.

CHO
N/
\
NaBH4 MeOH, 0 °C to rt
A >=N
s N7 cl NN N
N7
~N n-PrCOCI, NaHCO3; THF
#O HN
n-Pr \

Saripidem, 55%

(2) A mixture of 3e (51 mg, 0.2 mmol), methylamine hydrochloride (40 mg, 0.6
mmol) and NaHCOs3 (50 mg, 0.6 mmol) in MeOH (4 mL/mmol) was stirred at 65 °C.
The reaction mixture was cooled to 0 °C before addition of NaBH4 (23 mg, 0.6 mmol)
in portion. The resulting mixture was warmed to rt and stirred for another 1 h. The

solvent was evaporated under reduced pressure. Saturated aqueous Na>xCOs3 (15
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mL/mmol) was added and the mixture was extracted with EtOAc. The combined
organic layers were dried over MgSQOs, filtered and evaporated under vacuum. The

concentrated crude product was subjected to the next step without further purification.

To a mixture of the above crude product, NaHCOs3 (49.8 mg, 0.6 mmol) was added
in anhydrous THF (5 mL/mmol), n-butyryl chloride (42.2 mg, 0.4 mmol) was added
dropwise. The resulting mixture was stirred at rt for 30 min. Saturated aqueous
NaHCOs (20 mL) and EtOAc (15 mL/mmol) was added to the reaction mixture. Two
layers were separated and aqueous layer was extracted with EtOAc (3x10 mL). The
combined organic layers were dried over MgSQs, filtered and evaporated under

vacuum. The desired product Saripidem was obtained in 55% yield.
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B. Copies of 'H and '3C NMR spectra
2-phenylimidazo[1,2-a]pyridine-3-carbonitrile (2a)
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7-methyl-2-phenylimidazo[1,2-a]pyridine-3-carbonitrile (2b)
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6-methyl-2-phenylimidazo[1,2-a]pyridine-3-carbonitrile (2¢)
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8-methyl-2-phenylimidazo[1,2-a]pyridine-3-carbonitrile (2d)
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7-methoxy-2-phenylimidazo[1,2-a]pyridine-3-carbonitrile (2¢)
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-3-carbonitrile (2f)

me

dazo[1,2-a]pyri

1mi

2,6-diphenyl

8¢°L

0r'L
WL
L
WL
L
PrL
StL
SHL
oKL
oL
LriL
L¥L
8FL
WL
(S
€5°L
PSL
§5°L
£9°L
£9°L
syL]

8
%18

N

=

N

Ph

CN

—== 009
== 2007
Loot
Loor
“00°7

0.1

0.5

1.5 1.0

2.0

Wi

40 35 3.0

4.5

wi

8.0

wi

95 9.0

Lo

fl (ppm)

T0°8TTH

LIk

N
Y
CN

|

|

Ph
J

30 20 10

40

160 150 140 130 120 110 100 90 80 70 60
f1 (ppm)

170

S10



3-carbonitrile (2g)
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6-chloro-2-phenylimidazo[1,2-a]pyridine-3-carbonitrile (2h)
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2-phenyl-7-(trifluoromethyl)imidazo[1,2-a]pyridine-3-carbonitrile (2i)
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2-(p-tolyl)imidazo[1,2-a]pyridine-3-carbonitrile (2j)
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2-(4-methoxyphenyl)imidazo[1,2-a]pyridine-3-carbonitrile (2k)
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2-(4-fluorophenyl)imidazo[1,2-a]pyridine-3-carbonitrile (2m)

- B 00T

00T

0.5

Lo

1.5

Z.Iﬂ‘

25

a0

35

4.0

90 85 80 75 70 65 60 55 50 45
f1 (ppm)

2.5

£9E6—

LTI
E,:r?
SO°OTIL|
97011
PISIT
LY'STT
SFLTI~
F68TT
0F6TTd
GEGTT

08'9FT—
BETST—

SO°TOT~
FUS9T

70 60 50

30

f1 (ppm)
S18

00 90

110

N
CN
120

quiwmn‘mmw L e v

130

N

=
140

160 150

170

180

Vinithnyhiinl

o0



—-109.53

=N -
s N7
CN

"WW

T T T

-10 -20 -30 -40 -50 -60 -70 -80 -90 -100 -110 -120 -130 -140 -150 -160 -170 -180 -190 -200 -210 -2:
f1 (ppm)

2-(4-chlorophenyl)imidazo[1,2-a]pyridine-3-carbonitrile (2n)
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2-(4-(trifluoromethyl)phenyl)imidazo[1,2-a]pyridine-3-carbonitrile (20)
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-3-carbonitrile (2p)
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2-(thiophen-2-yl)imidazo[1,2-a]pyridine-3-carbonitrile (2q)
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6-phenylimidazo[2,1-b]thiazole-5-carbonitrile (2r)
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imidazo[1,2-a]pyridine-3-carbonitrile (2t)
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2-phenylimidazo[1,2-a]pyridine-3-carbaldehyde (3a)
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2-(p-tolyl)imidazo[1,2-a]pyridine-3-carbaldehyde (3b)

Bt
__ | ﬂ.
o
1
_ L wii—
s
i (s}
SHT— |||.._ =EL W
2 i [ ei
= =
=) M
5
L]
=)
-+
| W
-+
(5] | =
MW wi
1
Lle g LTSTT
e __
) o507}
L w 5
£TL m e I8'8T1+"
8r6TLy
§E ) z Ry I ) § PO6TL
SELA \ i R
ssLb =z — SO0 FLGTT
LeL-s - 00T wm_wmﬂ_
oA —_— reez| " vl
i / .\ T fw| e
Ll I F & ELLFI—
vl _
__rm.nw_ _ ] 0F8ST—
=
| =
w;
5967 —= Lot 09 6LT—
90°6" | s
LODT— —= Fwif &
w;
-
g
=
Foel
=

50 40 30

(1]

70

mmm

100 %0 80

CH,
fl (ppm)
S28

CHO

1y

140 130 120 110

160 150

170

N

10 200 190 180



2-(4-methoxyphenyl)imidazo[1,2-a]pyridine-3-carbaldehyde (3¢)
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2-(4-fluorophenyl)imidazo[1,2-a]pyridine-3-carbaldehyde (3d)
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2-(4-chlorophenyl)imidazo[1,2-a]pyridine-3-carbaldehyde (3e)
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7-methyl-2-phenylimidazo[1,2-a]pyridine-3-carbaldehyde (3i)
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2-(thiophen-2-yl)imidazo[1,2-a]pyridine-3-carbaldehyde (30)
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imidazo[1,2-a]pyridine-3-carbaldehyde (3p)
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methyl 3-formylimidazo[1,2-a]pyridine-7-carboxylate (3q)
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7-chloroimidazo[1,2-a]pyridine-3-carbaldehyde (3r)
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6-bromoimidazo[1,2-a]pyridine-3-carbaldehyde (3s)
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3-iodo-2-phenylimidazo[1,2-a]pyridine
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