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INTRODUCTION/OBJECTIVES

Polymer drug conjugation has attracted much attention as one of the novel techniques in
minimising non-specific toxicity and improving tumour targeting of anticancer drugs. Among
the known polymeric carriers, poly-L-glutamic acid (PG) has been found to possess relatively
good potential as tumour targeting carrier that can significantly improve the efficacy of the
conventional chemotherapeutics. However, few investigations have been carried out to study
the biodistribution of PG based drug conjugates. Therefore, in this study, we investigated the
effect of molecular weight on the biodistribution of PG in mice, as a preliminary step to
correlate the in vivo tumour targeting property of PG to its pharmacokinetics profile.

METHODOLOGY

Poly-L-glutamic acid (17 and 41 kDa) was conjugated to tritium labelled 2’-deoxycytidine
([*H]-dC) to produce poly-L-glutamic-acid-[*H]-2’-deoxycytidine (PG-[*H]-dC) conjugate
using carbodiimide reaction. PG-[’H]-dC was then injected into groups of tumour and non-
tumour induced mice via the tail vein. The mice were sacrificed at time intervals, and the
major organs removed. The organs were then homogenised, lyophilised and the radioactivity
counted.

RESULTS AND DISCUSSION

Significant and persistent accumulation of radiolabelled PG carrier was found in tumour
tissues. This finding correlates well with previous findings on PG’s ability in enhancing
tumour targeting properties of chemotherapeutics. High levels of radiolabelled PG were also
found in kidney and liver for a prolonged period compared to other tissues. The potential
cytotoxic effect of the PG based drug conjugate on these organs must be considered. In
addition, selective accumulation of PG in kidney and liver may indicate its potential to target
therapeutic compounds to these organs.
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