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Monitor activity of GnRH pulse generator

In vivo:

ÅLH pulses

ÅGnRH pulses
üPituitary portal blood

üCerebrospinal fluid

üExtracellular fluid (dialysis)

ÅMUA volleys

In vitro:

ÅGFP-identified GnRH

ÅPrimary cultures or GT1-7
üElectrical activity

üCalcium oscillations

üGnRH pulses



3 way solenoid valve

Blood travels along the pathways marked in red
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25 Õl at 5 min interval for 6-10 hours



Monitor activity of GnRH pulse generator:  Human

In vivo:

ÅLH pulses V

ÅGnRH pulses
üPituitary portal blood

üCerebrospinal fluid

üExtracellular fluid (dialysis)

ÅMUA volleys

In vitro:

ÅGFP-identified GnRH

ÅPrimary cultures or GT1-7
üElectrical activity

üCalcium oscillations

üGnRH pulses



Monitor activity of GnRH pulse generator:  GnRH Pulse



Monitor activity of GnRH pulse generator:  MUA Volleys

X-Ray
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Kisspeptin (green) and GnRH (red) neurones in the male rhesus monkey
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Methodological strategies to manipulate the HPG axis

Pharmacological tools
ÅClassical stress neuropeptides and their antagonists:

üCRF, Vasopressin, Opioids, CGRP, etc.

ÅMyriad other modulators:

üCytokines, prostaglandins, etc.

Routes of administration

ÅPeripheral:

üIv, ip, sc, etc.

ÅCentral:

üIntracerebroventricular

üIntra-nuclear (unilateral vs bilateral)



Osmotic mini-pump ïprepubertal rats

Methods:

ÅPost natal day 28 female rat (~65 g)

Å28 gauge icv cannula (Plastics One)

ÅAlzet mini-pump (~1g) (0.5Õl/h for a 14-day) 

ÅCRF (400 pmol/day) or CRF antagonist (4 nmol/day)

ÅControls:  Non-surgical or aCSF

ÅVaginal opening and First Oestrus (Puberty markers)

Results: Time of puberty

ÅNon-surgical = aCSF controls: pnd  37

ÅCRF: pnd  40

ÅCRF antagonist: pnd  35 

Å(No change in body weight)
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Neuropeptide synapses

Problem:  hierarchical control and 

integrative neurobiology?



Physiological stressors?



Socially mediated infertility

OôByrne KT et al. Physiol Behav. 1989



Immunological stress

Battaglia, D. F. et al. Endocrinology 1997

Time



Restraint stress
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I thought Iôd take the tube to avoid the congestion charge



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

(48 h)


