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NMR spectra of intermediates and products.
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1-Benzyl-6-oxo-1,6-dihydropyridine-3-carboxylic acid, 3a.
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Methyl 6-methoxynicotinate, 2b in DMSO.
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Methyl 1-benzyl-6-oxo-1,6-dihydropyridine-3-carboxylate, 3b.
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1-Benzyl-5-(hydroxymethyl)pyridin-2(1H)-one, 3c .
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1-Benzyl-6-oxopiperidine-3-carboxylic acid, (+)-4a.
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Methyl 1-benzyl-6-oxopiperidine-3-carboxylate, (+)-4b.
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1-Benzyl-3-hydroxymethyl 6-oxopiperidine (+)-4c.
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1-Benzyl-5-methylpiperidin-2-one, (+)-21.
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1-[(1-Benzyl-6-oxopiperidin-3-yl)methyl]piperidine-2,6-dione, (+)-4d.
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1-Benzyl-5-[(2-hydroxy-6-oxopiperidin-1-yl)methyl]piperidin-2-one, (+)-22.
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ALX397 In CDCI3 @ 2987K 13C APT Spectrum
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The selenoxide oxidation — elimination of enamide (+)-23, yielding (+)-1-((1-benzyl-6-oxopiperidin-3-

yl)methyl)pyridin-2(1H)-one, (+)-4e.

Product from reaction (crude mix with side-product), the position of 4e is indicated with * and is

partly masked by an inseparable by product:
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5-Chloromethyl-2-methoxypyridine, 24.
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HMQC spectra of 1 (R=Bn), 700 MHz (*H), 176 MHz (*3C) CDCls.
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COSY 1 (R=Bn), 700 MHz (*Hy,'H,), CDCls.

1-(Piperidin-3-ylmethyl)piperidine, (+)-1 (R=H).
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N,6-Dimethoxy-N-methylpyridine-3-carboxamide, 28.
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1-(6-Methoxypyridin-3-yl)-2-methylpropan-1-one, 7.
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S38



Curre:
RRE

ot Data Paramsters
QcrE6~205E
0

e, B, :

¥2 - hoquisition Paramerers

Data_ 20121016
Time 15.05
IRSTRUM spect.
PROBED NP IRJES
PULS: zg
™ azies
SOpENT £0cis

14
5 3
Bt £172,835 ¥z
FI0RES 0.188380 3o
20 2.6542580 sac
RG g
o 81,000 use
BE L 20 uoe
i 308.0 K
b1 1.90080900 sec
oo 1

¥
PLL
(/*' SO

SF
i
ss8
i
cB
ro

oy

ST T = R—
1

2.40 vee

-3.00 d&

380.3318535 MEx

IF2 - Processing phransters
51 3

3801360642 MHe
G

o
~0.20 #z
0.1

2.00

T 7 T T T T T T T T T T T T T T g

T T T
0wy wh 35 25 BS as 75 15 e 45

S B S e e e e

TAME 113215
EXPHO 330
PROCHO 1
Date, 20111215
Time 28.42

IRSTRUA AV400_1881A
PROBHD 5 mm QNP 1H/13
ROG 2gpg30

PULY g

0 65536

SQLYENT R0

uS LEIS

s 4

il 335806, 814 Ha

FIDRES 8.365H18

g 13664756

RG 23176.5

i 20850 ume

PR ¢,60 une

T 03.2 K

oy 2.0000G060 sec

D1 £.03006000 sec

0 i

swmmeset CHANMEL £l swe=ses

L 1ic

o1 9.00 use

BLL 3.70 4B

SsFOY 1004238298 Muz

e £7 meaxmon
7 wnitaté

RUCZ i

PCPRY 80,00 use

212 -2.00 48

PLIZ 15,88 43

PLL3 16.00 a8

5702 480.1316605 Mz

ST 32768

sr 100.6178193 ¥z

i BM

s58 o

) 1.00 8w

] ]

B 1.40

Name A Bisset :
M No krtwa3 .
Notebook Ref ENGS561-36 z AstraZeneca
carson.az DMSO /optiopspin2.t chem 36 g .
i ] ! IV
T e 190 10 170 160 150 Mo % im 10 10 % 8 7 8 s 4 3B 2 10 0 pom

S39



= =
o
Emy
bate_ 30521339
o
ENGTRI () _4gta
PROSRD 6 v QWP IH/1}
FHEROG yiwpd
B i
o B
= E
= H
! K A L L =, EarE
5 ppm ;
A &35 -o
= %18
o 155,200 wewo
- £.00 upes
g o
-] 2y 2
5 &
& it
= st s
5 =) rinte
ns B.00EN000 ame
o4 F.0TINGIGT 300
L 8. 000 wee
’ FrEErer CHANESL. B wwwwrwer
= &
* = s
=»n F B.o6 umer
i .00 OB
: Bl bR
j % suvamon. CHRME, £ e
H g 13¢
: = e
i N " R
& [ e 560000 usex
i + Vo2 55,50 Wawa
= S
LY 3.78 O
3 067 &8
L 5703 1004203330 ix
T a— L
- Epaly - 30
10 EverERy 00 M8
o T
»n a—
e
<ary *
w3 40 :
N L) #H
PE G0 ns
P B0 uBeT
: w = i
aro1 199.6203 Wis
e s
] u:.us L.
B Ay 1634
"° = ART.TIO0G0 MM
L] QU
= ad]
s
- 120 o 3
i © 146
g [ 193¢
R acho-wntischo
130 ar 184 $52TEE0 metn
e wana
Az 3
N B e i
5
150

(R)-1-(6-Methoxypyridin-3-yl)pentan-1-ol, (R)-11.
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(R)-1-(6-Methoxypyridin-3-yl)-2-methylpropan-1-ol, (R)-12.
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(R)-Cyclohexyl(6-methoxypyridin-3-yl)methanol, (R)-13.
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(6-Methoxypyridin-3-yl)(phenyl)methanol, (-)-14.
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1-Benzyl-5-(1-hydroxyethyl)piperidin-2-one, (R)-15 sample from reduction of 27 in 42% ee.
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1-benzyl-5-(1-hydroxyethyl)piperidin-2-one, D1- 16a.
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The hydrogenolysis product 1-benzyl-5-ethylpiperidin-2-one, 32.
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5-Acetyl-1-benzylpyrimidine-2,4(1H,3H)-dione, 34.
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5-(1-hydroxyethyl)dihydropyrimidine-2,4(1H,3H)-dione, 35.
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1-Benzyl-5-(1-hydroxyethyl)dihydropyrimidine-2,4(1H,3H)-dione, 37a and b.

With (R,R)-catalyst 19:
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Chiral HPLC and GC Traces.

Compound (S)-10 (acetate derivative).

Racemic:
[mv]
‘ ~—— Rac st for ALX645 170 - U-PAD2- 1
150-]
|
|
|
100—
@
g |
=] !
= \
50~ l
|
\ -
\ 38
N Mom
0 T — ”\4 ) |
T T I T
1 2 3 4
Time {min.]
Result Table (Uncal - Rac st for ALX645 170 - U-PADZ - 1)
Reten. Time Area Height Area Height Wo5s Compound
[min] [mV.s] [mV] [%] [%] [min] Name
1 3.820 8.695 3.464 46.2 47.4 0.04
2 3.948 10.123 3.837 53.8 52.6 0.04
Total 18.818 7.301 100.0 100.0

Sample of 82% ee (S):
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14/12/2012 12:06 Chromatogram C:\Clarity\WORK1\DATA\ALX645 170.prm Page 2 of 2
“
[mv] |
—— ALX645 170 - U-PAD2 -1 i
250 f
200~
@ 150
i)
g
100
-
50 |
o~ ~
\ %
| M
\ no,a
— AR
¢ [T
T T T T
1 2 3 4
Time {min.]
Result Table (Uncal - ALX645 170 - U-PADZ - 1)
Reten. Time Area Height Area Height W05 Compound
[min] [mV.s] [mv] [%] [%] [min] Name
1 3.820 41.994 18.920 91.1 91.2 0.04
2 3.952 4,126 1.830 8.9 8.8 0.04
Total 46.121 20.750 100.0 100.0 -

A

Compound 11 (rather than forming a racemate, reduction by each catalyst enantiomer was carried
out independently).

(R)-enantiomer 76% ee compound 11 (under condtions given in Table 5):

3.0 17/08/2012- 17:22

Chromatogram C:\Clarity\WORKI\DATAALX524 526 rr.prm

Page2of2 '

[0 [— ;
I
I ‘ ~ ALX524 526 rr - U-PAD2 - 1
1.0~
08 ‘
9 06 ‘ ‘
g
0.4 ~
| N -
| 5 -
| ~ 8
o | | | A
| f\
\ | A
| |
004 |7 \kw[_ I\ Y |”__&L[J N
A‘ : T T T
T T
5 10 15 20 25
Time [min.)
Result Table (Uncal - ALX524 526 rr - U-PAD2 - 1) Aioes L
Reten. Time Area Helght Area Height W05 Compound 2t j
[min) [mv.s) [mv] [9%] [%] [min] Narme S otr
T 1332]  3048.204 966417 994 998 0.05] H
] 7.968 1186 0.240 6.6 6.0 668 ¥
g ] v
3 31304 15818 1269 §3 (X1 019 \A?,)_Z:TX
4 2233 2,206 0175 0.1 0.0 0.5 / y
Fotal 3067414 988,101 100.0 106.0 {AJ-X 24 J

(S) enantiomer 67% ee:

S58



17/08/2012 16:54

vl

Chromatogram C:\Clarity\Work [\DATAVALXS524 526 ss.PRM

vt xSl

Page 2 of 2

/04 L

\
|

Voltage
g

o/
}?

2236 3

~—— ALX524 526 ss- U-PAD2 - 1

—,

Compound 12:

Racemic:

(R)-product, 53% ee

N |
- [ } Ll we
g | P
=0
2
igAe
Jud
T T T T
10 15 20 25
Time: [min]
7 &
< 35",
Result Table (Uncal - ALX524 526 55 - U-PAD2 - 1) {ﬁ‘*"“"{’ F2d
Reten. Time Area Height Area Height W05 ‘Compound
[min] [mv.s] [mv] [%] [%] [min] Name UO“L
1328, 2902.984 966,394 99.9 100.0 0.05 { e
21.404 0.569 0.048 0.0 0.0 0.18 -
23.360 2:943 0.230 0.1 0.0 0.19 He
Total ) 6.673 100.0 1000 (4 05\
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Compound 13

racemic:

15/11/2012 12:22

Chromatogram C:\Clarity\WORK1\cyclohexyl aceate 98 2 1B 0.5 ml min.PRM

Clarity - Chromatography SW
DataApex 2006
www.dataapex.com

Page 1 of 1

[mv]
—— C:\Clarity\WORK1 \cyclohexyl aceate 98 2 IB 0.5 ml min - U-PAD2 - 1
150 A
&
|
/ \’7
E, ‘}_ s f?, \!f“
8 —
>
Zror |
100+
o8 mL./ Pan
4217 Hex: IfA.
2% |
riol, \Rectumn:
50~ —
T T I l
0 10 30 40 50 60
Time (min.]
Result Table (Uncal - C:|Clarity | WORK |cyclohexyl aceate 98 2 18 0.5 mil min - U-PADZ - 1)
Reten. Time Area Height Area Height W05 Compound
{min] [mV.s] [mV] [%] (%] fmin} Name
1 13.516 5720.937 132.321 508 50.8 0.61
2 17.144 5540.240 128.312 492 49.2 0.62
Total 11261.176 260.632 100.0 100.0
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(R)-product, 35 % ee:

15/11/2012 12:44 Chromatogram C:\Clarity\WORK1\asym cyclohexyl acetate 982 0.5 mi min IA 28C.PRM Page 1 of 1

Clarity - Chromatography SW
DataApex 2006
www.dataapex.com

[mv]
—— C:\Clarity \WORK1\asym cyclohexyl acetate 982 0.5 ml min IA 28C - U-PAD2Z- 1
il
600-| BN
oA
| i [ i
500 N ,:f (hb}f [
Qe S
| ¢ pat \
400 0.5 mif \ ~
[ . |
g Jo: v Frev (PP ‘ A
g s
300 > ,
2¥ ¢ | f\
i | \
200 } / \

.
e

f
i

mo—#iﬁ_ J’\L%‘____./\"L

o
v
-
o
=
w
n
=3

Time [min.]

Resuft Table (Uncal - C:|Clarity\ WORK |asym cyclohexy! acetate 982 0.5 mil min IA 28C - U-PADZ - 1)

Reten. Time Area Height Area Height W05s Compound
[min] [mV.s] [mV] [%] (%] [min] Name
1 12.996 18643.845 578.542 67.6 70.9 0.42
2 17.188 8950.634 237.999 324 29.1 0.60
Total 27594,479 816.541 100.0 100.0

Compound 14

racemic
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29/11/2012 1705

Chromatogram C:\Clarity\WORK1\ALX612 231 nm 90 10 IC 1min ml.PRM

Clarity - Chromatography SW
DataApex 2006

www.dataapex.com

Page 1 of 1

fmv]
i I
— @\Clarity\W%lKl\ALxﬁlZ 231 nm 90 10 IC Imin mi - U-PAD2 - 1
o b
400 :
el er 1% oM 3 (o
- ! Y &
, 300 T (enc (f#
§ | VLOT o] :
= ‘ L — e calys
2
200~ “ | gae ST Labfee
| |
|
| L
100~ | \ \ }
| \ . i \
| / :
| \\_x/L/Lr\_,__\ f\F*J\ AN i
~ N v
T T : T T T
0 5 10 15 20 25
Time [min.]
Resuit Table (Uncal - C:|Clarity|WORKI|ALX612 231 nm 90 10 IC 1min mf - U-PAD2 - 1)
Reten. Time Area Height Area Height WO05 Compound
[min] [mV.s] [mV] [%] [%] [min] Name
4 1 12.184 22901.444 1104.474 46.3 51.1 0.32
( 2 14.836 26613.840 1055.027 53.7 48.9 0.40
= Total 49515,284 2159.501 100.0 100.0
Of 48% ee:
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29/11/2012  17:04

Chromatogram C:\Clarity\WORK1\ALX629 90 10 230 nm 1 min ml 30.PRM

Clarity - Chromatography SW

DataApex 2006
www.dataapex.com

Page 1 of 1

{min.]

[mV] .
1 == Ci1\Clarity\WORK1\ALX629 90 10 230 nm 1 min ml 30 - U-PAD2 - 1
400
g ot
1 ,
P e © .
g 2% _ B7 0] L97ce e
g PV S i
o
=
200— 2730 .
i o\
{ Flow: (PA 1
] 1€ ediv sy
100~ R Afthe vk
I | PN U A\
A \Ff
T T J T T T
0 10 20 30 40 50 60
Time
Result Table (Uncal - C:|Clarity | WORKI|ALX629 90 10 230 nm 1 min mf 30 - U-PADZ - 1)}
Reten. Time Area Height Area Height W05 Compound
[min] [mV.s] [mv] (%] [%] [min] Name
1 12.228 3793.274 263.645 26.2 335 0.23
2 14.856 10712.084 522.455 73.8 66.5 0.31
Total 14505.359 786.100 100.0 100.0

Compound 15 racemic
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19/07/2012 18:27 Chromatogram C:\Clarity\WORKI\ALX485 rac st IC 80 20 254 imimin 30C.PRM Page 2 of 2

)
o — Ci\Clarity\WORK1\ALX485 rac st IC 80 20 254 imimin 30C - U-PAD2 - 1
7
60
|
L)
f=4
£ spr—
>
40
|
30— I
|
T T T T
0 20 40 60 80
Time [min.]
Result Table (Uncal - C: |Clarity\WORK1 |ALX485 rac st IC 80 20 254 Imimin 30C - U-PADZ - 1)
Reten. Time Area Height Area Height W05 Compound
[min] [mV.s] mv] [%] [%] [min] Name
1 41.532 797.035 11.691 49.0 52.5 1.04
2 45.280 828.430 10.559 51.0 47.5 1.16
Total 1625.465 22.250 100.0 100.0
Of 42% ee formed by reduction of 27:
19/07/2012 18:26 Chromatogram C:\Clarity\WORKI\ALX 80 20 IC pyridone ketone ATH imimin 254.PRM Page 2 of 2
[mv]
80— -—— C:\Clarity\WORK1\ALX 80 20 IC pyridone ketone ATH 1mlmin 254 - U-PAD2 - 1
-
70 2 ¥
o <
o 607 lh‘
g ; \
) |
H
50— i “ — e~ N
|
401
30—1 T T T T
0 10 20 30 40
Time tmin.]

Result Table (Uncal - C:\Clarity | WORK1 |ALX 80 20 IC pyridone ketone ATH 1mimin 254 - U-PAD2 - 1)

= Reten. Time Area Height Area Height W05 Compound
il [min] [mV.s] [mV] [%] [%] [min] Name
;m 1 41.020 970.590 15.101 29.0 34.2 0.99
2 44,256 2379.758 29.103 71.0 65.8 1.27
Total 3350.348 44.203 100.0 100.0
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Large scale reduction of 10 to give 15 in 78% ee (GC of acetate derivative):

Racemic standard:

26/11/2012 12:32 Chromatogram C:\Clarity\WORK1\DATA\Alex 170 racemic methyl acetate.prm

Page 2 of 2
[mV] -
80 Eg{ —— Alex 170 racemic methyl acetate - U-PAD2 - 1
A i
e T
| ol \
ANl
4
NP A \
k-3 Sl
@ 40— 4 o) 1
2 = |
s ¢ ‘!
e el Ll |
- o ‘ ‘
2 i \r\.\) 110 \ ~
- \

[ e ER A \ o] g

| \\ oo

O r\f

| T

78% ee sample (R) formed from 10:

4
Time [min.]
Result Table (Uncal - Alex 170 racemic methyl acetate - U-PADZ - 1)
Reten. Time Area Height Area Height W05 Compound

[min] fmV.s] [mV] [%] [%] [min] Name
1 1.656 3156.224 1093.924 99.6 99.6 0.04
2 3.824 5.383 2.338 0.2 0.2 0.04
3 3.956 6.298 2.569 0.2 0.2 0.04

Total 3167.905 1098.831 100.0 100.0
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26/11/2012 12:32 Chromatogram C:\Clarity\Work1\DATA\ - 26_11_2012 12_15_58.PRM Page 2 of 2

mv
(V] i |
{,14 | — -26_11_201212 15 58-U-PAD2-1
80 JQ. W‘
fol 3
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}-', W ‘
60~
g 6| ,
2 ' | %’g VL /een
g e e He \ A
[ oen \
| iny 2B {
20— ~
Pl 2507
\ -8
AN —
o \
S~ o =
0 —— b |
P
T T T T
1 2 3
Time {min.}
Result Table (Uncaf - - 26_11_2012 12_15 58 - U-PAD2 - 1)
Reten. Time Area Height Area Height W05 Compound
[min] [mV.s] [mV] [%] [%)] [min] Name
1 3.832 1.677 0.755 10.9 11.3 0.04
2 3.960 13.752 5819 89.1 88.7 0.04
Total 15.429 6.674 100.0 100.0

crude reduction mixture of 16a and 16b

This GC trace was obtained from the crude reaction mixture of (D1)-16a and (D2)-16b resulting from
the PtO, reduction of pyridone (R)-15 (78 % ee). This was used to determine the dr of the reaction.
Chiral separation details: (CP — ChiraSil — DEX CB 25 m x 0.25 mm x 0.25 um, gas: He, T =200 °C, P =
18 psi He, det = 250 °C, inj = 220 °C, (S,R) isomer 24.49 min., (R,S) isomer 25.04 min., (S,S) isomer
25.57 min., (R,R) isomer 25.99 min.) 31 % de.
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Following chromatography of this crude mixture, the diastereomers D1-16a and D2-16b were
seprated. The GC traces of these isomers are shown below.

D1-16a, 78 % ee.

This GC trace was obtained from a chromatographically separated sample of D1-16a. Different GC
conditions (to those in GC trace 1) were required for adequate separation. The racemic standard for
this run is shown in GC trace 3. Chiral separation details: (CP — ChiraSil — DEX CB 25 m x 0.25 mm X
0.25 um, gas: H, T = 185 °C, P = 18 psi H, det = 250 °C, inj = 220 °C, (S,R) isomer 18.61 min., (R,S)
isomer 19.24 min.) 78 % ee.

(£)-(D1)-16a (racemic standard).

This GC trace of (D1)- 16a was used as a racemic standard for GC trace 2: (CP — ChiraSil — DEX CB 25
m x 0.25 mm x 0.25 um, gas: H, T = 185 °C, P = 18 psi H, det = 250 °C, inj = 220 °C, (S,R) isomer 18.64
min., (R,S) isomer 19.16 min.).
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(+)-D1-16a (in reference to GC 1).

This GC trace of racemic (D1)-16a was run at the same conditions as GC trace 1 to enable
comparison. Chiral separation details: (CP — ChiraSil — DEX CB 25 m x 0.25 mm x 0.25 um, gas: He, T =
200 °C, P = 18 psi He, det = 250 °C, inj = 220 °C, (S,R) isomer 24.62 min., (R,S) isomer 25.11 min.).

GC trace 5: D2-16b, 78 % ee.
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This GC trace was obtained from a chromatographically enriched sample of D2-16b (72 % D2). The
racemic standard is shown in GC trace 6. Chiral separation details: (CP — ChiraSil — DEX CB 25 m x
0.25 mm x 0.25 um, gas: H, T = 200 °C, P = 18 psi He, det = 250 °C, inj = 220 °C, (S,R) isomer 24.48
min., (R,S) isomer 25.00 min. (S,S) isomer 25.54 min., (R,R) isomer 26.09 min.) 78 % ee.

GC trace 6: (+)-D2-16b.

This GC trace of (+)-D2-16b was used as a racemic standard for GC trace 5. Chiral separation details:
(CP — ChiraSil — DEX CB 25 m x 0.25 mm x 0.25 um, gas: He, T = 200 °C, P = 18 psi He, det = 250 °C, inj
=220 °C, (S,5) isomer 25.52 min., (R,R) isomer 25.99 min.).

S69



ATH of N-benzyl-5-acetyluracil 34.
Reduction with the racemic catalyst, RUTSEN 36, (entry 2, Table 6); chiral separation details:

(Chiralpak 1A, 4.6 mm x 250 mm, hexane : IPA 90 : 10, 1 mL/min, T = 30 °C, minor isomer 46.0 min,
major isomer 51.9 min.) 37a:37b dr = 1:1.

Reduction with catalyst (R,R)-20, (entry 3, Table 6); chiral separation details: (Chiralpak IA, 4.6 mm x
250 mm, hexane : IPA 90 : 10, 1 mL/min, T=30°C) 37a: 55 % ee; 37b: 36 % ee.a: b dr=1.3:1.
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Reduction with (R,R)-RutethTsDPEN, (R,R)-19, (entry 4, Table 6); chiral separation details: (Chiralpak
IA, 4.6 mm x 250 mm, hexane : IPA 90 : 10, 1 mL/min, T =30 °C) 37a: 92 % ee; 37b: 33 % ee.a: b dr=
4:1.
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Reduction with (S,S)-RutethTsDPEN, (S,S)- 19, (entry 5, Table 6); chiral separation details: (Chiralpak
IA, 4.6 mm x 250 mm, hexane : IPA 90 : 10, 1 mL/min, T =30 °C) 37a: 86 % ee; 37b: 49 % ee.a: b dr=
4:1.
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X-ray crystallographic structures.

5-Acetyl-1-benzylpyrimidine-2,4(1H,3H)-dione, 34. CCDC 992397.

This structure was determined by the EPSRC Crystallographic Service. Crystallographic data for 34:
Ci3H15N,03, M = 244.25, Monoclinic, space group P2(1)/n, a = 9.680(15), b = 23.71(3), ¢ = 10.025(13)
A, alpha = 90 deg., beta = 97.78(3) deg., gamma = 90 deg., U = 2280(5) A3 (by least squares
refinement on 453 reflection positions), T =100(2)K, lambda = 0.71075 ,&, Z = 8, D(cal) = 1.423
Mg/m?3, F(000) = 1024. mv (MoK-alpha) = 0.103 mm™. Crystal character: colourless needle. Crystal
dimensions 0.20 x 0.01 x 0.01 mm, 25462 reflections measured, 5220 unique [R(int) = 0.0623].

1-[(1-Benzyl-6-oxo0-1,6-dihydropyridin-3-yl)methyl]piperidine-2,6-dione, 3d. CCDC 992395.

Crystallographic data for 3d: Cy;sH:13N,03, M = 310.34, Orthorhombic, space group Pbca, a =
8.60003(9), b = 17.41730(19), ¢ = 20.1379(3)A, a = 90 deg., B = 90 deg., y = 90 deg., U = 3016.45(6) 3
A (by least squares refinement on 9775 reflection positions), T =100(2)K, lambda = 1.54184 ,&, Z= 8,
D(cal) = 1.367 Mg/m>, F(000) = 1312. mv(MoK-alpha) = 0.766 mm™. Crystal character: colourless
block. Crystal dimensions 0.40 x 0.40 x 0.28 mm, 15826 reflections measured, 2892 unique [R(int) =
0.0173].
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1-Benzyl-5-[(2-oxopyridin-1(2H)-yl)methyl]pyridin-2(1H)-one, 3e. CCDC 992396.

Crystallographic data for 3e. CisHigN,O,, M = 292.33, Monoclinic, space group P2(1)/n, a =
13.0964(3), b = 7.73187(14), c = 15.1103(3) ,&, alpha = 90 deg., beta = 108.983(2) deg., gamma = 90
deg., U = 1446.85(5) A® (by least squares refinement on 2682 reflection positions), T =150(2)K,
lambda = 1.54184 A, Z = 4, D(cal) = 1.342 Mg/m?, F(000) = 616. mv (MoK-alpha) = 0.714 mm™.
Crystal character:colourless plate. Crystal dimensions 0.20 x 0.20 x 0.01 mm. 5296 reflections
measured, 2543 unique [R(int) = 0.0216].

1-benzyl-5-(1-hydroxyethyl)piperidin-2-one, anti-D1-16a. CCDC 992398.

c4

c14

014

Crystal Data for 16a: C4,H;oNO,, M = 233.30, Orthorhombic, space group Pna2(1), a = 10.7915(2), b =
21.1078(5), c = 5.64620(18) f\, alpha = 90 deg., beta = 90 deg., gamma = 90 deg., U = 1286.11(6) A3
(by least squares refinement on 5741 reflection positions), T =150(2)K, lambda = 1.54184 ,&, Z= 4,
D(cal) = 1.205 Mg/m”3, F(000) = 504. Mv (MoK-alpha) = 0.638 mm™. Crystal character: colourless

needle. Crystal dimensions 0.50 x 0.01 x 0.01 mm, 10079 reflections measured, 2146 unique [R(int) =
0.0250].
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