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INTRODUCTION

® The modulatory actions of glutamate, the main
excitatory neurotransmitter in the central nervous
system, are exerted via activation of metabotropic
glutamate receptors (mGIuRs) (1).

® Eight distinct mGIluRs {(mGIluR1-8) have been
classified into three groups (I-1ll) based on their
seqguence homology (2).

® Group lll mGIuRs (mGIuRIIl; mGluR4, mGIuRS,
mGIuR7 and mGIuR8) are widely distributed
throughout the central nervous system (3).

® |t is unknown whether mGIuRlIIl plays a role in the
regulation of neural mechanisms controlling the
micturition reflex.

OBJECTIVES

To investigate supraspinal and spinal effects of L-(+)-
2-amino-4-phosphonobutyric acid (L-AP4), a selective
mGIuRIIl agonist, on the micturition reflex in urethane-
anesthetized rats.

RESULTS

@ Intracerebroventricular administration of L-AP4 at
doses of 1, 3 and 10 ug (n=8 per dose} increased
intercontraction intervals (ICl}) in dose dependent
fashion, but did not affect maximum pressure (MP},
basal pressure (BP), post void residual (PVR) at
any doses tested.

@ Intrathecal administration of L-AP4 at doses of 1, 3
and 10 pg (n=8 per dose) also increased ICl in
dose dependent fashion, but did not affect MP, BP,
PVR at any doses tested.

@ Intracerebroventricular or intrathecal administration
of L-AP4 also increased threshold pressure (TP) in
dose dependent fashion.

DISCUSSION

® |n urethane-anesthetized rats,
intracerebroventricular or intrathecal administered
L-AP4 has an inhibitory effect on the micturition
reflex, as shown by the observed increases in ICI
and TP.

® We postulate that the site of action may be the
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of fluid in the catheter was kept constant at 6 ul.
Single doses of drugs were then administered in a
volume of 2 pl, followed by a 6 pl flush with saline.
® Cystometric parameters were recorded and
compared before and after drug administration.

Intracerebroventricular administration of L-

AP4

® | -AP4 (1, 3 and 10 pg, n=8 per dose) was
administered intracerebroventricularly.

® Using a stereotaxic micro-injector, a 30 gauge
needle attached to a 10 yl Hamilton syringe was
inserted into the lateral ventricle, and single doses
of drugs were administered in a volume of 2 ul
during 2 minutes.

® Cystometric parameters were recorded and
compared before and after drug administration.

Statistics
@ Wilcoxon signed rank test was used to compare
cystometric variables before and after treatment.
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CONCLUSIONS

® The results of our study indicate that in urethane-
anesthetized rats activation of mGIuRIIl can inhibit
the micturition reflex at supraspinal and spinal
sites.

® Thus mGIuRIIl could be a potential target for the
treatment of bladder dysfunction.
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