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5> Sphingosine-1-phosphate receptor
¢ Local seizures
7 Generalizes seizures

VOAVPA domio OV gl ¥ 0y53 AF-Y Lo

\$e

b (cobo V¥ jlan) ledliin bl gls 5 (ol x>
s glojlis] us ]l aply wimde Sl
a5 Jlisdy sjre bl 1005 Gl KUK
ras Sl b (o355 bl glannsT oyl [Y] 39800
gdste Jolge 355 59,55 5 Jsho s3] col Sl 0 9300
Jelse o8 clle SIS g ST 4 oS (slajls b
sl o Y Jslo S5l ol clale (Jlas] ]
2188l e el (uas glie 3 eludlye
25 bl pogde aims oo il gl oyl ol
cble (wSople Jlida ilns 4 il pudgbe
4 Cund JUL i ol g 1L o 31051 sla G0,
oy Ko S sliSa b Linlil glims] oyl
VM) s Wlge ol Gde ol eSamle
{F] 398 (as pius 3, Slos )3 p Al p g Caa SYsb
bl (oledl ladavly GubJld b @iy CSle
ool g bl &S Ngdie Jb g 60> (JUSw
Tire Bt cuas 0y )5S S e S |) gl
Sl 5 il W) cute ouiSplal S lyiea
wply Dede e GphpS BRI cuw (ras
2558 KU e S5 88 sl ol 51 (S o IS
T oS gl 5 LS Gujeil e I ke Guas 43y
s Joilys pltty @ts Jae 3 1) olecd! adgl slaalasy
Slaylie Cawsy ety ColSgun S sgwjl [B] A8 o
ol sl cnl gl (slooki xS 3b5 2l 5 (S 25 (S9)98
Sl b g Miloe @il p plicwwl Hlan [l S
A o Sl Vb Gpso JoSlse 5 (SiSslshyge
Anlgd opizmen [F] 3,5 (o ) (uSsmla Sl (SU 5 s
PP o 4 S 0lo i ey Caoglis I (Sb (gl
b ol 5l b e Slacawl § mSople
Cad )b (oS gl JLid 41y 155 Canl 005 ¢ Jilia >
@ G VL Cumlas 5 ) e dge sl 5508
ol g amd e U (Sanle JL> 4 gslannST o gl
5 Sie Slacal plp 0 1 lapl cpdicad ggs5
IV] ams o ialssl o] Claie 23l o YMS
b slssly n e ddsie Sl waegl,

2 Brain derived neurotrophic factor (BDNF)
3 BDNF/tyrosine kinase
# Interleukin-1p
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' Malondialdehyde
12 Thiol
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8 Enzyme Linked Immunosorbent Assay (ELISA)
° Phosphate buffered saline (PBS)
10 Zellbio, Germany
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16 Kolmogorov—Smirnov test
17 Two Way ANOVA
18 Post-Hoc Tukey test
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13 Superoxide dismotase
14 Anacell
15 GraphPad Prism
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Abstract

Background and aims: Hypoxia-induced neonatal seizures activate neuroinflammatory and oxidative stress mechanisms

and lead to brain damage .Therefore, considering the high sensitivity of the immature brain to anaerobic metabolism

during hypoxia, the purpose of this study is to investigate the mechanism of the protective effects of fingolimod in
modulation of complications caused by neonatal seizures induced by hypoxia in puberty.

Methods: In this study, 40 male and female wistar rats were divided into 4 groups: 1. control-saline, 2. control-
fingolimod, 3. hypoxia-saline and 4. hypoxia-fingolimod. Neonatal seizures were induced 10 days after birth by placing
the neonates in hypoxia chamber for 15 minutes. In different experimental groups, fingolimod or saline were injected
from the 10th to the 21st day after birth. Then, 60 days after birth, hippocampus samples were extracted and used for
biochemical evaluations.

Results: The results of this study showed that fingolimod significantly prevents the increased concentration of brain-
derived neurotrophic factor and nitric oxide in the hippocampus of both male and female hypoxia groups (p < 0.05).
Although this decrement was not significant in hypoxia-fingolimod female group.

Conclusion: Administration of fingolimod can modulate complications caused by neonatal seizures, possibly through
decreasing the expression of brain-derived nerve growth factor and the compensatory effect of nitric oxide during puberty.
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