ROLE OF ESTRADIOL IN THE FEMINIZATION OF LORDOSIS
BEHAVIOR IN FEMALE MICE
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v'Estradiol is required at some
point during development for
the expression of lordosis
behavior in adulthood
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ArKO mouse : No estradiol synthesis Consecutive Tests
(Bakker et al, J. Neuroscience 2002) d ue to ta rg eted m utaho N Cypl 9 ge ne (Brock et al, J.Neuroscience, 2011)

Potential targets of estradiol action in the feminization of the neural lordosis circuit ?

Hypothetical lordosis pathways:

Kisspeptin
Transmitters involved: NPY Transmitters involved:
and B-endorphin GnRH, kisspeptin, NO

(Micevych and collegues) (Studies from our group)
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Age PO P15 P25 10w 12w

I I Prepubertal period I ,
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Colchicine 40pg/4ulL icv

Estradiol benzoate (EB) 0.05pg/50uL/day s.c v Estradiol benzoate --> . ) | N
or vehicule (OIL) OV 1pg/50uL/day s.c Perfusion (PFA 4%) 24h later ey
v'Body weights are checked from 6 weeks of v'icv injection assessment : vasopressin v Immunohistochemistry: neuropeptides involved in the lordosis pathway

age to euthanasia in adulthood immunostaining in BNST and lateral septum

Body weights icv injection assessment

NPY, 6-Endorphin, u opioid receptors, kisspeptin, nNOS

IHC tests

Kisspeptin in the AVPV and NPY in the arcuate nucleus:

- R S " »
¢ .<.Q . > - 4 2 - .
48 arcuate nucleus:
3 (. r X e T [ “ "ﬂ ™ y
' f 2 ) : -
~—~WT-OIL ' g2 xR | N il
—=ArKO-OIL SRR P o o RPN | e g
' B —_—
“CWI-EB > 5 o $ ¥ 8 it e F R
-#-ArKO-EB DL RN (Extract from Plumari et |
. A : o . al., J. Neuroendocrinol.
o % SR Y . ©2002) |
) o . _ BNST : Bed Nucleus of
. ey S9N the Stria Terminalis
: A et XN \ SL: Lateral Septum
N .-'_!' -V_-f:‘ 9 4 _ ' E ‘
v . ~\ L « 5

B-END in the arcuate nucleus:
* KO-OIL vs all other groups p < 0.05

¥ KO-OIL vs WT-OIL/WT-EB p < 0.05 & : "~ " |
i # KO-EB vs WT-EB p< 0.05 ‘ ' 4
6 weeks | 7 weeks | 8 weeks | 9 weeks | 10 weeks | 11 weeks | ] ) ] .
Aee Vasopressin expressing nheurons in
v'Prepubertal estradiol treatment reversed the excessive weight the BNST and immunoreactive fibers |
gain of ArKO female mice in the lateral septum are only visible
— Estradiol might have an organizational effect on energy after icv injection of colchicine gl

b I AC: anterior commissure ; ARC : arcuate nucleus ; AVPV: anteroventral periventricular nucleus ; f: fornix ; ME: median eminence ;
a a nCE 3V : third ventricle ; arrow: cell body
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