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Improvement of pharmacological vesponse after
intranasal adminisiration of peptide drugs by poly-
L-arginine as a novel absorplion enhancer in rals

Pharmacological responses of a human atrial
natriuretic peptide(a-hANP) and salmon cal-
citonin(s-CT) were estimated following intranasal
(i.n.) administration with and without poly-L-ar-
ginine (poly-L-Arg) in rats. Maximum urine flow
rate after i.n. administration of a-hANP (100 pg/
kg) with poly-L-Arg was 2.5 times higher than that
of a-hANP alone(control) or with bestatin, an
enzymatic inhibitor. Surprisingly, the total urine
volume (% volume against control) for the enhan-
cer group was comparable or more than that after
i. v. injection of @-hANP (100 ug/kg).

On the other hand, maximum decrease of plasma
calcium level after i. n. administration of s-CT (10
ID/kg) with poly-L-Arg was greater than that of s-
CT alone and the decreased calcium level continued
until at least 6h. The total calcium decreasing until
41h was about 23.5% and the same to that after
i. v. injection of s-CT alone(13.41U/kg), as reported
previously.

These results suggest that poly-L-Arg is very
useful as a nasal absorption enhancer for improving
pharmacological action of peptide drugs.
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I Dose response curve after i.v. or i. n. administration of a-hANP in rats
(a) : Dose vs max flow rate(%), (b) : Dose vs total urine volume (%)
A i v. administration, OO i. n. without enhancer, [ I i.n. with bestatin, @ : i. n. with

poly-L-Arg
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B 2 Urine flow rate-time curve after i. n. admin-
istration of #-hANP in rats

O :i.n. without enhancer, []:i. n. with bestatin,

® i n with poly-L-Arg

Each value represents the mean=S. E. of at least 3

experiments. Dotted line means the control level.
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[E 3 Plasma calcium level-time curve after i.n.
administration of s-CT in rats

W : Control, A i n without poly-L-Arg, @

i.n. with poly-L-Arg

Each value represents the mean=S. E. of at least

3 experiments. Dotted line means the control

level.
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% 1 Hypocalcemic effects of sCT after in.
administration in rats
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