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P BRUKER

N AL N—
N NAME yz-1125
H EXPNO 15
PROCNO 1
Date 20110925
Time 1.10
Cl 30 INSTRUM spect:
l PPM prorrp 5 wm cenen 13c
. FPULPROG hmbegpndgf
D 4096
SOLVENT DMSO
| () NS 8
DS 16
SWH 5000.000 Hz
r FIDRES 1.220703 Hz
AQ 0.4096500 sec
— 20 & 2050
DI 100.000 usec
DE 35.00 usec
i b TE 298.2 K
— @ Q L CNST13 8.0000000
—_— b o ¢ é Do 0.00000300 sec
¢ Fode ~ 40 . 139760005 sec

1
0.06250000 sec
é ¢ & E Dlé 0.00020000 sec
0.00001790 sec

= CHANNEL fl ========

NUC1 1H
L Pl 10.70 usec
P2 21.40 usec
PL1 2.00 dB
— 80 rw 15.80138493 W
E— 0 0 b . SFOL 500.1333602 MHz
I ======== CHANNEL f2 ===
NUC2 13C
_100 P3 12.00 usec
PL2 6.00 dB
PL2W 16.90965652 W
4 ? [} f 8 SFO2 125.7703443 MHz
— a0 o .
420 ==ooT GRADIENT CHANNEL —-———-
GENAML SINE.100
GPNAM2 SINE.100
L GPNAM3 SINE.100
@ GPZ1 50.00 ¢
GPZ2 30.00 8
~ 140 crz: 40.10 %
— 8 g P16 1000.00 usec
. - L NDO . 2
- ¥ b 6 # D 128
; ' SFO1 125.7703 MHz
— 460 rrores 218.226349 Hz
SW 222.095 ppm
FrMODE QF
SI 1024
SF 500.1300000 MHz
— 480 wow SINE
SSB 0
LB 0.00 Hz
GB 0
PC 1.40
— 200 5. 1024
MC2 QF
SF 125.7577890 MHz
T i e T A AR AR - ggg SIN%
LB 0.00 Hz
11 10 9 8 7 6 5 4 3 2 ppmZ 5
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DMSO

16

4
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2.44140¢6
0.2048500
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100.000
35.00
298.2
.00008638
.99590397
.30000001
.00020000

o OO

CHANNEL f1 ====

10.70

2.00
15.80138493
500.1333602
1
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NAME yvz~I1194
EXPNO 15
PROCNO 1
Date 20111001
Time 22.35
INSTRUM spect
PROBHD 5 mm CPDCH 13C
PULPROG noesygpph
D 2048
SOLVENT DMSO
NS 16
DS 4
SWH 7500.000
FIDRES 3.662109
AQ 0.1365833
RG 406
Dw 66.667
DE 35.00
TE 298.2
DO 0.00005304
D1 2.00000000
D8 0.30000001
D16 0.00020000
INO 0.00013335
======== CHANNEL fl ====
NUCTL 1H
Pl 10.70
P2 21.40
PL1 2.00
PL1W 15.80138493
SFOL 500.1323022
m=m=== GRADIENT CHANNEL
GPNAM1 SINE. 100
GPZ1 80.00
Plé 1000.00
NDO 1
D 256
SFOL 500.1323
FIDRES 29.296875
SW 14.99¢
FnMODE States-TPPI
S1 1024
SF 500.1300000
WDW QSINE
SSB 2
LB 0.00
GB 0
PC 1.00
ST 1024
MC2 States-TpPPI
SF 500.1300000
WDW QSINE
S5RB 2
LB 0.00
GB 0
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NDO 1
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0 BRUKER

cl o M N
H A PPM  yaur yz-IV30
L EXPNO 14
- 2 PROCNO 1
cl 38 - Date 20121007
X Time 17.59
r INSTRUM spect
F PRORBHD 5 mm CPDCH 13C
r PULPROG noesygpph
L 3 D 2048
L SOLVENT DMSO
! C C NS 16
L DS 4
N SWH 7500.000 Hz
— 4 FIDRES 3.662109 Hz
- AQ 0.1365833 sec
¥ - RG 114
A DW 66.667 usec
L DE 35.00 usec
@ C 5 TE 298.2 K
r DO 0.00005304 sec
. - D1 2.00000000 sec
N D8 0.30000001 sec
5 D16 0.00020000 sec
i F 6 INQ 0.00013335 sec
! : o ' C ===—=——= CHANNEL fl ========
5 v B C NUC1 1H
N C Pl 10.70 usec
‘ ‘ r P2 21.40 usec
i , 8 ~ 7 PL1 2.00 de
: PLIW 15.80138493 W
- SFO1 500.1323022 MHz

T

====== GRADIENT CHANNEL =====

B - 8 GPNAM1 SINE.100
r GPZz1 80.00 %
r Plé6 1000.00 usec
T NDO 1
L D 256
9 SFO1 500.1323 MHz
L FIDRES 29.296875 Hz
F SwW 14.996 ppm
L FnMODE States~TPPIL
§ i 5 ST 1024
N SF 500.1300000 MHz
~10 WoW OSTHE
. i SSB 2
i I LB 0.00 Hz
P F GB 0
N c 1.40
Toh ( ; . SI 1024
D ' ' : ' ; : 11 MC2 States-TPPT

r SE 500.1300000 MHz
r WDW QSINE
ey T R U R R R R T B e I I S5B 2
LB 0.00 Hz
11 10 9 8 7 6 5 4 3 2 ppm cs 0
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298.2
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.30000001
. 00020000
.00013335

COONO

CHANNEL f1l ====

2.00
15.80138493
500.1323022

GRADIENT CHANNEL
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1
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Figure 1. Qualitative primary cortical neurons protection assay.*

Table 1. ECsp and viability of compounds 1-38.

Compounds | ECso® (uM) VI?&: ;Ity Compounds | ECsp (uM) VI?;: ;Ity
1 0.40 103.1 2 0.78 117.6
3 0.57 100.1 4 0.75 102.8
5 0.81 111.7 6 1.27 95.6
7 1.40 103.9 8 0.83 104.9
9 0.71 104.9 10 0.75 105.6
11 1.20 101.2 12 0.83 102.6
13 0.31 105.5 14 0.42 100.3
15 0.29 106.6 16 0.35 101.5

17 0.61 110.6 18 1.27 104.7
19 0.53 113.2 20 0.69 114.6
21 1.31 119.4 22 1.02 113.2
23 1.19 104.9 24 1.45 103.6
25 1.06 98.0 26 0.80 103.7
27 1.45 96.2 28 0.65 105.7
29 0.49 106.2 30 0.75 98.4
31 >32 - 32 >32 -
33 >32 - 34 >32 -
38 0.67 101.7

® An analog was considered to be inactive when ECsy >32 uM.

! Zhang, Y.; Benmohamed, R.; Zhang, W.; Kim, J.; Edgerly, C. K.; Zhu, Y.; Morimoto,
R. I.; Ferrante, R. J.; Kirsch, D. R.; Silverman, R. B. Chiral cyclohexane 1,3-diones as
inhibitors of mutant SOD1-dependent protein aggregation for the treatment of
amyotrophic lateral sclerosis. ACS Med. Chem. Lett. 2012, 3, 584-587.
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