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Monitor activity of GhnRH pulse generator
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Monitor activity of GnRH pulse generator: Human
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In vitro:

AGFP-identified GnRH

APrimary cultures or GT1-7
U Electrical activity
U Calcium oscillations
U GnRH pulses
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Monitor activity of GnRH pulse generator: GnRH Pulse
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Monitor activity of GnRH pulse generator: MUA Volleys
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Kisspeptin (green) and GnRH (red) neurones in the male rhesus monkey

Ramaswamy, S. et al. Endocrinology 2008;149:4387-4395

Endocrinology

Copyright E2008 The Endocrine Society
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Methodological strategies to manipulate the HPG axis

Pharmacological tools

AClassical stress neuropeptides and their antagonists:
U CRF, Vasopressin, Opioids, CGRP, etc.

Avlyriad other modulators:
U Cytokines, prostaglandins, etc.

Routes of administration
Aeripheral:
u lv, ip, sc, etc.
KCentral:
U Intracerebroventricular
U Intra-nuclear (unilateral vs bilateral)



Osmotic mini-pump i prepubertal rats

Methods:

Aost natal day 28 female rat (~65 Q)
A8 gauge icv cannula (Plastics One) =4
Alzetminicpump (~1g) ( 0dap Ol / h
ACRF (400 pmol/day) or CRF antagonist (4 nmol/day)
AControls: Non-surgical or aCSF

A/aginal opening and First Oestrus (Puberty markers)

Results: Time of puberty

MNon-surgical = aCSF controls: ond 37
ACRF: ond 40
ACRF antagonist: ond 35

ANo change in body weight)



Problem: hierarchical control and
Integrative neurobiology?

Neuropeptide synapses

5-HT
DA
NA
GnRH
CRF
VP
GAL
NT
SP
NPY
Kiss1
POMC ¢

GABA GnRH
Etc. neuron
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Physiological stressors?



Socially mediated infertility
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Battaglia, D. F. et al. Endocrinology 1997



Restraint stress

© Original Attt
Reproductignrightslobtainable:from

10
UNDERGROUND —; Restraint
E 6 '
(@)
=
T 4
—
I thought 106d takethetubetozai e Gt gestlo clhharge
0 y
? f ‘ 0 1 2 3 4 5
% EPE@ Time (h)



Chen et al. Neuroendocrinology, 1992
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Fasting and re-feeding affects on pulsatile LH secretion

(48 h)

Schreihofer DA et al., Endocrinology 1996, 137:3770



