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Abstract The pran nent cerebellar smpians due to exposure to diphenylarsinic acid (DPA), a stable degradation product of chem ical w arfare agents
were elucidated by mvestigating the DPA— nduced oxidative and/ornitosative stress in cerebelhrPutkine celk ofm ice The values of thiobarb iuric acid
reactive substances (TBA-RS) were measured in the brain of mice after oral adm mistration of DPA. M abndialdehyde (MDA )-adducts and 3-NT were
detected in cerebellar sectons by m unoh stochan ical analysis S ignificantly positive staining w ihm alond iald ehyde (MDA) and 3-nitwotyrosine ( 3-NT)
was observed in he cerebellar Purk inje cells by repeated adn mistraton (5 mg kg ¢ d™!) wih DPA for5Sweeks A single administration of DPA ( 15
mg kg ') kd b cerbellar smpians fran a behav bral pham acology standpoint The present resu lts suggest the possibility hat novel arsenie-associated
active speciesmay be a ficorunderlying the ox idative and nitrosative stress in Putkinje celk due to exposure to DPA, and that the dam age may lead to the
cerebellar syn ptan s
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3 (Results)
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1 DPA 24h HE (a ;b 15mg kg™ ' DPA 24h )
Fig 1 Heanabxylireosin staming of cerebellim i mice after DPA adm nstration(a control b 24h after single adm in s tration of DPA
(15mg kg '). The arrows indicate pyknotic Purknje cells)

32 TBARS#% , ( 2),
25510 15mg kg DPA 24h TBARS
, TBARS ) 33 AEAMER
-1 -1
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- £ DPA 35d
T 06
2 ‘Tj 3NT MDA (3,
- % .3NT MDA
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< 03 & 7 (p<Q 05 ( 1).
F o 7 1 3NT MDA DPA
o 207007 | | N
5 % Tabk 1 Fomation of 3-NT-adducts in cerebellar Purk in je cells after oral
25 5.0 10.0 15.0 adm nistration at a dose of Smg kg™4 d™ ! for35d
HARDPA(mgkg™!)
/
2 (2 5~ 15mg kg !)DPA 24h 3NT MDA
TBARS(* p<0.05 n=06) 125/161(77. 6% ) 61/161(37 Y% )
Fi 2 TBARS mcerebellm ofm ice 24h after DPA adm n stration (* DPA 172/175(98. 3% )" 155/175(88 & )"
Sienificant difference (p < 0. 0§ n= 6) fran contwl) 2% p< Q05
3 5mg kg~ ! DPA 35d 3NT MDA (a 3NT : h MDA : ¢ DPA 354 3NT

R ; d DPA 35d MDA ; )
Fig 3 Distrbution ofm odified potein-adducts i cerebellm ofm ice by repeated oral adm nstration of DPA (5mg kg™ * d™!) Hr35d (a
conto]l of 3-NT. h control of MDA, ¢ 3-NT monochnal antbody-treated cerebellar tissues by repeated oral adn mistration of DPA for 35d
d MDA-adductm onocbnal antib ody-treated cerebellr tssues by repeated oral adm mistration of DPA ©r35d The arrovs n ( ¢) and ( d)
ndicated positivelystraned Purk in je celk)

34 AMAEEENE4 R , GSH-Px (p<QO01), SOD
, 15mg kg ' DPA 24h ( 2).
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