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ABSTRACT
the several body Systems through the 31 The (14G) whieh -
of thrcagh o diferent " atein insectic ‘Chiorpyrios, CPF) -
il midely used e hosseheld pets - receive for ther posibiy by 3 with HHG ais.
e present of pre- and/or function o F1 female and rmale mice, ot dose levels Gevold of maternal tocry.
Pregnant CD1 mice (10/group) were treate 00 with  (vehicie com o), 3, cPFon 15-18. Foloning deivery, post-natal days (PND) 11-14 with:
0,1,3 of CPF. prol were evaluated by Western Biot or ELISA analysis, in the hypothaiamus of F1 males and females sacrificed at adulthood (PND 150).
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evels were hig imice that received e male mice 3 3
Our preliminary data suggest that prenatal exposure t CPF may alters the expression of major signaling proteins
o ig th respect

INTRODUCTION

ing-term exposure 10 food and environmental contaminants at duses apparently wihaut evident morphological
effiects might represent & major risk factr for chidren's heath since they can permanently affect different taeget
- crF)

other with respect 10 CPF trestments. Femake rice resuted ffected to 8 lesser extent, being generally more susceptible to pre-natal treaments. Prolsctin

rugress.
G axis and that such effects are stll evident at adulthoad. The consequences of such altered endocrine programning
social behavicur of CPF-exposed females and males.

RESULTS
OXUTOCN LEVELS
rabationof O lees sy show . sl deepic e of s [ n e e O bl

560m to be aMfected i » dose-related way. 0 e
‘essentiaty with prenatal treatment, whether . was foiowed of not with posinatal

AVP levels seem to shiw an inverse seaually dimorphic pattem of expression. Hypothalami of treated male mice
In an inverse cose reiated way. Female treated mice Showsd @ SigNly Nigher
post-natal doses (Fig. 1B).
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the part of the brain. | prokactin (PAL) syn-
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independent from anterior pRutary and that inthe
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Oxytocin (OXY) s & ine amin acid
ects 05 lator. 0XY,

(PYMN) 80 zupe XY i sacreted e
culation, in the neurohypophysis a5 well as in the CNS. OXY receptors hawe ko been identfied in other tissues, includ-
i the kidoey, heart, thymius, pancress snd sdipacytes. o
8 mammary gland during lactation, OXY is recoqnized as having endocrine and paracrine roles in mediating
productive and social behavicurs, leaming and memory In & gender-related manner
The arginine vasopressin (AVP) neurcpeptice i olso synthesised In PVN and SON and share o similar structure with
twa

magnoceliuiar
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reskiues. Therefore

the resception of water In the kidneys and the oemetic content

F causes contraction of arteries and capilaries. ing locatzed Increase in biood

pressure. Recent evidence indicate that AVP i reguisted by steroids ond i imvolved in modulation of social behaviour:

in rodents (9).

Behavioral and neural aiterations have been extensively documented in rats develapmentally expased to CFF folowing
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Hypothalarmi of female mice present & peculiar patiem for PRL éxpression, CPF apparently affecting the Intermediste
dese level Jiq/bw), with less The as:

mice are stil 2.

e preliminacy data oo of pre.
of maternal toaicity o hypethaiamic funstion of F1 female and male mice.
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MATERIALS & METHODS
¥ e o1 i olrus) a0 o on patonst oy

(GD) 15-18. Before, during 3nd t the end of treatment, dam body weight g and food consumpeion were registered
Ater delvery s wére reduced to 5 pups for 88ch séx.
on PND.11-14 with: 0 (comm ol vehicle], 1 or 3

of CPF to have © (see Tak. 1),
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DISCUSSION

Pre-natal and)or post-natal exposure to ECCS, I of Particulr concer for |ong-term efects on CNS functional devel-
opment, including social behaviaur, learning and memary, , particulacty because of their interacticers with the HHG axis.
We have hypothesised that the pesticide CPF could alTEct neuroendarine madulstion through & mechanism other
thar, T  we
£0n of e MAYr NEUroMOGuIALors, naMely PRL, AVE and OKY, following pré- andfor post-natal expasure of CO1
the three neuromodulators were detected in fulfy ault (5 manth-ald) mice.

Protsin hows patiarms of seems tobe. In partiulas in male mice OXY.
Increases and AVP decreases in asseciation with the dose leve in females AVP increasas whereas OXY increases, too,
but only in reltion with the pre-natal trestment.

Pups were for & number
the subject of two cther studies (see Riccen et al, 2006, Tox So; Venerosi et al,
150 F1. animals were sacrificed, hypothalami were excised and frazen for protein s

& Samples preparation

1004 Lysis Tris-HCL pH 7.5, 150 mé Noc, 19 NP-40, § mM EDTA, sup-

means of a 2 i sterile singe. Follow-

of Male mice susceptible to In comparison to femaies which appear mere sens:
2006, Neurcteicol Terstei). At PND. five to pre-natal treatment,

Iysis. This patemn s is paraeied by alterations in sex-dimorphic behaviours In CPF exposed oftspring, involving

socialfaffiative responses and maternal propensity n females, and agonistic behaviaur in adult males (13, 13). In par-

ticular CPF &3 male mice express higher levels:of sqgression towards an unfamilar conspecic, and such finding
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suggest o differen, suscepti
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ing 1h Incubation on i, IyEates were centrifiged at 13.000 rpm, 4 °C, for 20 min, then
e each samy

@ the BCA

v
ment of Morearer, and v
ig5ested. Our prolminary resuks Indicate the Importance of further sudes on the possibe EOC nterac-

were e .
methad Using bovine serum albuin (85A) 35 sandard,

& westarn Blot analysis
50 4g of total eatract per lane were separated in 12% SOS-PAGE using the pre:-stained SeeBlue® molecular
markers (Invirogen]. The ol was then electobiotted onto a PVDF membrane (B0-ad) by & semi-dry Trans-Blat
SeiePlus), i saline (PBS)

thans with the HHG axis and their functional implications.
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nor-fat ey milk sohuion. ARer washing wih PES containing 1% Tween 20 (PEST) the mendranes were incubated ———
1,5h at room temperature (RT) with an anti-prolactin (Santa Cruz) or an anti-vasopressin antibody (Chemicon, <1%
Gxytoci), i PBS 15t Gy milk. Foloming washng wih PEST e
‘were incubated 1h AT with the appropriate secondary antibody HRP conjugated (Santa Cruz] diluted in PBS containing St e e erpcybiasn. Feiid Aot
Cathe, oy Sead e o Aep s 18 oty I W 8 i S v e e i wacesamenn, o
0 softmare (Bio-Rad). o e o o e, o . T o 1 o -
e . ey, . AR . v
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ELISA
¥ AT oy a o or 50t s s gt 100 v s
) for 1 at 37 5C then O/N at 4 5C. After washing with

RT with

HAP canjugated satibody.
Detection was performed with the TBM system
(Vectaztain) reading absorbance s 450 nm with & Witor 3 Mullilabel Reader (Perkin Emer).
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