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BN L. 7T REEO N i L OV C Sl &2 Gl FERIICAENT L C. BIBRIK & > /X7 B D~
TF RAEREN. (T avsr ZENL) ZRITE L, T OEHRI SRR TF KOsy % HeE
L. ZOEREZFEICAS V—=0 7357012, Mlalsry o L2818 % ex vivo TRELT
HREME LU, HETHB IO TRAEAZEN L T2 2FEOTF R%&FE L., NERP-3, 4
Lt Lz, TNHDOXRTF RiZe b ~wU R« 7y FCTEAINEETH S, AR EZICITH
NERP=3 S tEDFI IR 75 /L€ o (ADH) FEAEARRR N 70 WARAE 23 FA/E L, in vitro T NERP-3 IR T
R 5 FH EARAFVEIZ ADH W 2R ET 25 Z E A LM L,

WFZERL R DOEZE (Z30) : Anew strategy for discovering biologically active peptides has been
developed. It involves mass spectrometry-based profiling of secretory peptides released
from cells with secretory granules. Selected human cell lines of endocrine origin were
analyzed for their secretory peptide profiles using liquid chromatography-tandem mass
spectrometry. A large set of secretory peptide sequences was used to identify processing
sites of secretory proteins. Candidates for biologically active peptides were selected from
the peptide processing maps and tested on selected bioassay systems. This approach has
resulted in the identification of previously uncharacterized biologically active peptides,
designated NERP-3 and NERP-4, which raise intracellular calcium levels in hypothalamus
and pituitary tissues. Furthermore, it was found that NERP-3 stimulates vasopressin
release from an in vitro preparation of the hypothalamic supraoptic nucleus, where
vasopressin neurons reactive to NERP-3 were identified. This peptidomics approach has
the potential to identify biologically active peptides that are beyond the reach of
conventional strategies.
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