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INTRODUCTION & AIM RESULTS & DISCUSSION

Valproic acid (VPA) is a broad-spectrum anticonvulsant that is 40 BOHAG 33 MG
particularly effective against epilepsy, acting by increasing GABA

(cerebral inhibitor) activity and blocking sodium channels. ! ’ *
Despite its therapeutic benefits, VPA presents significant risks. ) :
This study aimed to evaluate the neurotoxic effects of VPA in ) :
Wistar rats. . 29
METHOD w 23

Forty-eight male and female Wistar rats were divided into six : ’
groupS: (1 and 4) a Contr0| group) (2 and 5) a VPA 200 mg/kg ’ ED 10 mi/kg VPA 200 mg/kg VPA 400 mg/kg “ ED 10 ml/kg VPA 200 mg/kg VPA 400 mg/kg
group, and (3 and 6) a VPA 400 mg/kg group. The prOdUCtS were Fig 2. First-generation oxidative DNA damage Fig 3. Second-generation oxidative DNA damage

administered daily by gavage for 60 days. Wistar rats weighing
between 100 and 300 g exposed to VPA and their offspring
constituted our study population. Daily observations were made
for three generations of Wistar rats. Behavioral, biochemical,
cerebral histological, and reproductive parameters were
evaluated, as well as 8-OH-dG dosage by PCR on one genetic

region.
60-day gavage treatment Behavioral tests Behavioral tests Behavioral tests
Dailyweight gain o<\ Histology p(i\ Histology A\ Histology
Observation, ’{f (4\\ Observation . \ Observation . /9}?\ — (Observation
< 1y % fir
i “"J;n\ 2 WJ\
N
] N\ Lot 1ED l(lml/kg .
1+ I N AN P AN . DmE eE: , . .
o MM};‘)T\ IR pr\ _./ B B ﬂr\ IR C:f%?.\ _.,g/r@,\ @ ﬂ)r\x IR //P/}?\.\ - owmtm  Fig 4. Photographs of size and shape abnormalities Flg s, Onthese HE stained hlstologlcal
) \J 4370 "'f/ﬁ\ 50 LAV ) 0 (B, C, D, E, and F) and a normal brain (A) from the  sections, foci ofcerebral parenchyma
i W W e Wy Wy (6 Wy N S - :
= J § &) second generation necrosis (1) are observed withthe
Groupl Lot 2VPA200 mg/kg Matmgbetweenthe Matmgbetweenthe ) resence of a few glial cells (blue arrow)
Adult male Wistar rats 200 treated male Wistar rats N untreated male Wistar rats P P & ] . |
- Pr(.\ and the untreated females L+ A7) and the unfreated females L 2 P(C\ = Observation  R® Between these foci of necrosis, we
/»/ ’pg} Wistar rats "’{,.%Q Wistar rats *,@ observe areas ofnormal parenchyma (2)
;&)/ pﬂ,\ Gmupmgs n8 “ % %3,9@ @M with oligodendroglial-type glial cells
PA’ L 3VPA400mg/kg (black arrow).
// 1 p— : .
K “ﬁ,,/w \
=4y 60-day gavage treatment Behavioral tsts Behavioral tests Behavioral tests
Daily weight gain ﬂ(i\ Histology 9;6}\ Histology ﬁ;}’\\ Histology
/
Observation, . P”f\ Observation . \ Observation o ;%\ E—
ﬁf 0 Pf 0
'8 #,/ y\\ #J 2/\ m{/ ?/\ )
AR Lot 4ED ll)mI/kg
/;.}{l/\"/\ﬁ]r /\ \ / /‘( ’\ A '\
G A hy ﬁ};’j\ \‘“ Ul /pﬁa%\ / ¢ gﬂf?ﬁ :
nA e N ﬁf 5\ \'b -« Mi\ — A = ¢ Arg) " Observatio
/» p@f ) . \Q /) L&Y \5\ "CN;%T.
“:f,/(.’.) d/' o _8.4/ \ \ ' /\ éw \
U4 vY) o «s\w Wy % @, m«» fm W 1 Caty S
Groupl‘l LotSVPAZ()l]mglkg Matmgbetweenthe Matmgbetweenthe Fig 6. HE-stained histological sections show multiple Fig 7. Microphotograph showing a tumor
Adultfomale Wistar rats P 6\ untreated male Wistar rats N untreated male Wistar rats N S _ _ , , )
L, %/} ndteteatedfomls o M/g?\\ adteutetedemls s c‘ﬂ-;?\ — Observation calcifications (1) and bands of fibrosis (2) lesion with cerebellar papillary
' .'C A " ,-c A .
8 ¥ Pg’. Wistarrats A %Q. Wistarrats ¢ ’. architecture (HE x 40)
e #«/m 7%
e} & CONCLUSION / FUTURE WORK
— | The abnormalities observed in the three generations of Wistar
Fisrt Generation Second Generation Third Generation . . .
Rats Wistar exposés au VPA Offspring of Wistar rats exposed to VPA The offspring of Wistar rats born from the rats durmg our StUdy reflect VPA-induced neurOtOX|C|ty at the
g o et e Y04 doses studied after the exposure of the first generation. Our
The rats were divided into two groups of males and females, These groups were subdivided  The second generation was born of Wistar rats exposed to VPA, By mating the rats horn future work will consist of consolidati Ng a Nneu rotoxicity model
info six batches. Batches I and 4 were the conrol hatches for the two different groups, ~to Wistar rats exposed to VPA, a third generation was obtained. The second and third based on APV

Batches 2, 3, 5, and 6 were the batches exposed to VPA, They were treated for sixty days by ~ generations were not treated. Both generations were observed, weighed daily and
gavage, They were also observed, weighed daily, and subjected to behavioral tests, These  subjected to hehavioral tess,
Wistar rats constituted the first generation, R E F E R E N C ES
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Fig 1. Protocol expéerimental neurodevelopmental anomalies in young rats from adult female treated with valproic acid.
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