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Introduction

Gonadotropin releasing hormone (GnRH), a decapeptide neurohormone, is the key regulator
of the reproductive hormone cascade. The effect of immunoneutralisation of GnRH is
equivalent to the GnRH antagonists that are widely used for various clinical conditions, like:-
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The molecular interaction between GnRH and the antibodies was analysed using the
BIAcore system using a homogenous phase assay. Experiments were carried out under
mass transport limitation (MTL = 0.86) measuring concentrations of antibodies having one or
both binding sites free. The inhibitory constant Ki and the concentration of the antibody were
determined by non-linear least square fit using the given equation:
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Kl = Inhibitory constant; Ctot = total antibody concentration; Ltot = total GhnRH concentration; m = observed binding rate;
mO = observed binding rate without peptide

Stability of mAbP.2.. and chiP.2., in human serum at 37°C
in vitro
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ChiP.2.. recognises GnRH Il and GnRH lll, the two
recently discovered isoforms in humans
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Bioneutralisation of LHRH causes estrus suppression
in rodents
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Intra-peritoneal injection of GNRH specific antibodies given to regularly cycling rodents
causes a dose dependent suppression of the estrus cycle, a consequence of the disruption of
hypothalamic-pituitary-gonadal axis.

Conclusion and future perspectives

The plant expressed chiP,2., was shown to have inditinguishable affinities from the parental
antibody, highly stable and capable of neutralizing GnRH in vivo to cause a bio-effect,
demonstrating its ability to disrupt the hypothalamo-pituitary-gonadal axis.

The anti-GnRH antibodies have the potential for use as a natural, convenient and non-
surgical mode of therapy for many clinical conditions that will benefit from the down
regulation of the reproductive hormones. Molecular farming of the recombinant antibody will
enable production of large amounts of the antibody, a prerequisite for the development of
any drug.

The ability of the antibody to bind to the GnRH isoforms presents exciting possibilities. The
antibody can be used to study the role and localisation of the peptide variants. Protein
engineering might be used to evolve derivatives of P_2_. that can discriminate between the

different isoforms fascilitating the research.



