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Compound A attenuates vincristine—induced pain
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Compound B attenuates vincristine—induced pain
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Oxaliplatin mechanical allodynia
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Cisplatin mechanical allodynia

1 CT (N=7)
7 Cis (N=8)

Y CT + 50 mg/kg Compound C (N=7)
727 Cis + 50 mg/kg Compound C (N=8)
B Cis + 25 mg/kg Compound C (N=8)

* *kx
| *kk *kk *k
S | % | *kk

L T
\E - NG

O
X

P
had

5
RKS

S
2020

KK
X

X2

50
SRR

D>
SRS

S
SRS

0
RS

S
0

KK
X

Paw Withdrawal Threshold (g)

<X]

5
&
"%
100000 000 000020 %0 %0 %0006 006 %0%0 %0 %% %%6%0%6%6%%%% %%
X XX
0000002020 %0 %0 % 0 06 0000702020 %0 %% 69090 %% %% %0%0%%%%%

¥

0
X
&
%

O,
SRS

3
S

9.0.90.0.0.9.0.0,
9962000 % %%
900,00,
0e%6%%%%

WK 3 WK 6 WK 8
Testing Session

FIG.5

4/8



WO 2012/141990 PCT/US2012/032724

1 CT (N=5)
Cis (N=5)

S CT + 50 mg/kg Compound C (N=5)
7771 Cis + 50 mg/kg Compound C (N=5)
= (N=2

Cis + 25 mg/kg Compound C )

Compound C attenuates cisplatin heat hyperalgesia
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Compound A prevented vincristine—mediated increase in PAR levels in skin
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PARP Inhibitor, Compound C, prevented cisplatin—induced decrease in digital

Amplitude (uV)

nerve SNAP recording

CT (N=8)
Cis (N=9)
CT + Compound C 50 mg/kg (N=8)
Cis + Compound C 50 mg/kg (N=9)

N7 R
NN

80 Digital Nerve
*
60
*X
|
40
L 1
20— T -
0
WEEK 3

FIG.9

8/8



