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EVIDENCE FOR THE SELECTIVITY OF THE
EFFECT OF (-)BPAP, THE NEWLY DEVELOPED
MORE SPECIFIC AND MORE POTENT
ENHANCER SUBSTANCE THAN (-)DEPRENYL
To measure drug effects on transmitter release
from the isolated brain stem of rats we incorpo-
rated 3H-noradrenaline or 3H-dopamine or 3H-
serotonin by preincubation into the transmitter
stores of the brain stem slices. We measured the
clectrical stimulation induced release of the
transmitters. Enhancer substances increase in
low concentration the impulse propagation me-
diated release of the labelled transmitters from
the catecholaminergic and serotonergic neurons
in the brain stem. (-)1-benzofuran-2-yl)-2-pro-
pylaminopentane HCI [(-)BPAP], the presently
known most selective and most potent enhancer
compound (Knoll et al. 1999) was used in this
study as a reference compound. 50 ng/ml
(-)BPAP was the most effective concentration in
enhancing the nerve stimulation induced release
of 3H-noradrenaline and 3H-dopamine, 10
ng/ml (-)BPAP was highly effective in enhanc-
ing the release of 3H-serotonin. In contrast, 250
ng/ml desmethylimipramine (DMI), which in-
hibits selectively the uptake of noradrenaline,
did not change significantly the nerve stimula-
tion induced release of 3H-noradrenaline and 50
ng/ml fluoxetine, which inhibits selectively the
uptake of serotonin, did not change the release of
3H-serotonin. Neither 250 ng/ml clorgyline,
which inhibits selectively MAO-A, nor 250
ng/ml (-) deprenyl, which inhibits selectively
MAO-B, was capable to significantly increase
the nerve stimulation induced release of either
3H-serotonin or 3H-noradrenaline. The potent
dopamine receptor agonists, pergolide and bro-
mocryptine did not change significantly the re-
lease of 3H-dopamine in 50 ng/ml concentration,
which is sufficient to stimulate the dopamine re-
ceptors. Nevertheless, psychopharmaca which
are devoid of a specific enhancer effect act in this
test when used in high concentrations. As an ex-

ample, 10 (g/ml pergolide or bromocriptine en-
hanced highly significantly the nerve stimulation
induced release of both 3H-noradrenaline and
3H-serotonin. We discussed the physiological
significance of the enhancer regulation and the
potential therapeutic value of (-)BPAP in slow-
ing brain aging and in lowering the incidence
rate of age related psychic/neurological diseases,
like depression, Parkinson’s disease and Alzhei-
mer’s disease.

KEYWORDS: (-)deprenyl, (-)1-(benzofuran-2-
vl)-2-propylaminopentane [(-)BPAP], enhancer
effect, enhancer compounds, desmethylimipra-
mine (DMI), fluoxetine, clorgyline, lazabemide,
pergolide, bromocriptine, 3H-noradrenaline re-
lease from isolated rat brain stem, 3H-dopamine
release from isolated rat brain stem, 3H-sero-
tonin release from isolated rat brain stem

OSSZEFOGLALAS

A megfeleld neuronok mikodésének vizsgalata
érdekében izolalt patkany agytorzson preinku-
bacioval megtelitettiik a transzmitter raktarakat
3H-noradrenalinnal vagy 3H-dopaminnal vagy
3H-szerotoninnal. Mértikk az idegingerl¢s hata-
sara kiaramlo transzmitter mennyiségét. Enhan-
cer hatasu referens vegyiletként a (-)deprenilnél
szelektivebb 1) vegyiletet, az R-(-)I-benzo-
furan-2-yl)-2-propyl-amino-pentan HCI-t
[(-)BPAP], a jelenleg ismert leghatékonyabb a-
nyagot (Knoll J. ¢s mtsai 1999) hasznaltuk.
(-)BPAP szignifikansan novelte az idegingerlés
hatasara felszabadul6 katecholaminok ¢s szero-
tonin mennyiséget. A noradrenalin, illetve do-
pamin kiaramlasara mar 50 nanogram/ml kon-
centracioban, a szerotonin kiaramlasara mar 10
nanogram/ml koncentracioban fejtett ki maxi-
malis hatast. Megfelelé koncentraciokat alkal-
mazva olyan ismert vegyiiletekkel hasonlitottuk
ossze a (-)BPAP hatasat, melyek az enhancer ha-
tast anyagoktodl eltéré mechanizmussal serken-
tik az agytorzs katecholaminerg ¢és szerotonerg
neuronjait. Hatastalannak talaltuk a noradrenalin
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visszavételét szelektiven gatld 250 nanogram/ml
dezmetilimipramint (DMI), a szerotonin vissza-
vételét szelektiven gatlé 50 nanogram/ml fluo-
xetint, a monoamino-oxidaz (MAQ)-A enzimet
szelektiven gatld 250 nanogram/ml klorgilint, a
MAO-B enzimet szelektiven gatlo 250 nano-
gram/ml lazabemidet, valamint a két legismer-
tebb dopamin receptor agonistat, a pergolidot
(50 nanogram/ml) €s bromokriptint (50 nano-
gram/ml). Ha koncentraciojukat jelentésen meg-
emeljiik, a pszichofarmakonok mindegyike nem
specifikus hatast fejt ki az izolalt patkany agytor-
zson és képes szignifikansan fokozni az idegin-
gerlésre felszabadulo transzmitter mennyiségét.
A megbeszElésben elemeztitk az enhancer regu-
lacio  élettani  jelentéségét, valamint a

(-)BPAP-nek, az agytorzsi enhancer-€rzékeny
neuronok szelektiv serkentéjének, varhato ered-
meényes felhasznalhatosagat, az agy ¢€lettani ore-
gedésénck lassitasaban, tovabba az agy korfiiggo
hanyatlasaval osszefiiggd betegségek, oregkori
depresszio, Parkinson kor, Alzheimer kor gyo-
gyitasaban.

KULCSSZAVAK: (-)deprenil, (-)1-(benzofuran-2-
-yl)-2-propilaminopentan [(-)BPAP], enhancer
hatas, enhancer hatasu vegyiiletek, dezmetilimi-
pramin (DMI), fluoxetin, klorgilin, lazabemid,
pergolid, bromokriptin, 3H-noradrenalin felsza-
badulas izolalt patkany agytorzsboél, 3H-dopa-
min felszabadulas izolalt patkany agytorzsbol,
3H-szerotonin felszabadulas izolalt patkany agy-
t6rzsbol
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