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ABSTRACT TEXT

The clinical use of cisplatin (CDDP) is oftassociated with a severe neurotoxicity that repte
the dose-limiting factor in therapy. In the pagtyeral rat models has beaocomplished to stus
the mechanisms involved in peripheral neuropatiipded by chronic CDDP administrati@mc
they highlight its toxic effects particularly indldorsal root ganglidDRG) sensory neurons that
smaller in sizes.

Nevertheles, since only a limited number of cancer cell liaee able to inducthe development
cancer in rat, we decided to use different murireelefs that allow duture combined study of t
antineoplastic activity and the neurotoxic effemt€DDP.

To achieve this aimywe evaluated the neurophysiological, neuropatholdghind morphometric
alterations induced by chronic CDDP treatment mdke Balb/c, CD1 and Hola Hsd NuNu mice.
Balb/c mice were treated intraperitoneajth CDDP 4mg/Kg twice a week for 4 weeks, w
CD1 and Hola Hsd NuNu mice were treated with threesachedule followed by 2 weeks of follow-
up.

The body weight was measured once a week whilaeaend of the treatment we evaluathke
nerve conduction velocities (NCV#) the caudal and digital nerves and we collect&®GCor the
morphological and morphometrical analysis.

We observed in all mice models a significant deseem the body weighand a significar
reduction in the caudal and digital NCV. This neruenctional damage wasonfirmed b
morphological observations in DRG showing an inseean multinucleolated neurons darnn
nucleolar eccentricity and by the presence of enlal segregation.

Moreover the morphometrical analysis demonstrateat {CDDP affects neurons through
significant decrease in the size of somatic andemlar area in Balb/c micand also in nuclear si
in CD1 mice while the Nu/Nu mice showed only a figant decrease in the nuclear area.
These results can confirm that the chosen scheslalele to induce peripheral neuropatityathe
different severity in the different mice strainsheély could represerd useful guideline to futu
combined study of antineoplastic activity, neuratorffects of CDDP and eventualBlso fo
neuroprotection studies.
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