GD Center of Innovation and Preclinical Studies I=———

CIEnP www.cienp.org.br
|

PAIN AND INFLAMMATION
Chemotherapy-induced peripheral neuropathy

Chemotherapy-induced peripheral neuropathy (CIPN) is a common side-effect of several anti cancer drugs and may
appear few hours or days after chemotherapy administration and persists for weeks or moths after treatment
termination’. Paclitaxel-induced peripheral neuropathy (PIPN) is well established in both human and rodents. In
humans it is characterized by numbness, tingling and allodynia and in rodents it is characterized by a reduction in
paw withdrawal threshold to mechanical stimulus ? 3. The development of drugs that inhibit or reduce CIPN and
PIPN stand out, especially considering that CIPN and PIPN are dose-limiting for the chemotherapy treatment.

Test System: Mus musculus (Swiss). Reference Item: Gabapentin (70 mg/Kg p.o.)
Number of animal per group: 5 - 8 animals. Main read-outs: Mechanical hyperalgesia using
Route of administration: upon request. electronic von Frey.

Treatment mode: upon request.
Validation Data
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-+ Vehicle (10 ml/kg, i.p.) + saline (10 ml/kg, p.o.)
= PTX (2 mg/Kg, i.p.) + saline (10 ml/kg, p.o.)
-3 PTX (2 mg/Kg, i.p.) + gabapentin (70 mg/kg, p.o.)
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Figure 1. Paclitaxel-induced neuropathic pain in male Swiss mice. (A) Time-course and (B) sum of response from 1 to 4 hours after treatments.
Basal pre PTX was obtained and then animals were treated with vehicle (saline, 10 ml/kg, i.p.) or paclitaxel (2 mg/kg, i.p.) every 2 days during 6
days. Each animal received 4 injections of saline or paclitaxel. 14 days after the first saline or paclitaxel injection, the basal post PTX was
obtained in order to confirm the development of neuropathic pain. After, animals were treated with vehicle (saline, 10 ml/kg, p.o.) or
gabapentin (70 mg/Kg, p.o.) and the paw withdrawal threshold were evaluated from 1 to 6 hours after treatments. Results are expressed as
mean  S.E.M. (A) Two-way ANOVA with repeated measures followed by Bonferroni post hoc test and (B) One-way ANOVA followed by Dunnett
post hoc test. * indicates significantly statistic difference compared with Vehicle + Saline group. # indicates significantly difference compared

with PTX + saline group.
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To avoid bias and to allow reproducibility all in vivo experiments follow the ARRIVE guidances* . Mouse colony from Charles
River Laboratories are breed and maintained in SPF conditions. The project includes study plan and final report. Raw data are
inspected by quality assurance unity. The experimental procedures was previously approved by the CIEnP Committee on the

Ethical Use of Animals.
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