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2. 7- SUBSTI TUTED OCTAHYDRO- PYRROLJ 1. 2- Al PYRAZI NE
DERI VATI VES The present Invention relates to novel

phar macol ogi cal |y active 2, 7-substitut

oct ahydr o- 1H pyrrol o[ 1, 2- al pyrazi ne derivatives, their acid addition salts;
and certain precursors thereto. The conmpounds of this invention are

| i ganda for dopam ne receptor 10 subtypes, especially the dopam ne D4
receptor, and are therefore useful in the treatnment of disorders of the

dopami ne system  EFFECTOR WITH ADAPTIVE SEREGTING OF he

| nvention . . Mol ecul ar b|o ogi cal techniques have revealed the

exi stence of several subtypes ggglqg: eceptor. The dopam ne
D, receptor subtype has been s Bg)to’ggm A S‘the | east two discrete
forms. Two forns of the D2 receptor subtype, and at | east one form of
the Dlerr] receptor subtype, have al so been discovered. Mre recently, the

D4 (Van Tol et al., Nature (L%ggﬁ)%]@%l 350, 610) and D err]

(Sunahara et al., Nature (London) 350, 614) receptor subtypes

have been descri bed. The conpounds of the present invention,
being ligands for do am ne subt Ci II t he dopani ne
D err] receptor, g SOUR; f@ﬁf@?ct%eopﬁr aéﬁ o4 or prevention

of disorders o th dopam ne ,system, am ne rece tors are
nmore preval e Wte?lmrggam fer %‘@htlﬂgpﬂﬂefr?ﬁ@t ‘l&ﬁli"érﬂfpd et al.
Nature, 1993, 365, 441) relative to normal controls. receptor
ant agoni st s dteldiemoatehing mdthraesoomsitiationcander ngh d¢hes, such as 25
schi zophreni a, and the conpounds of the present invention, belng | i gands

for dopaffevtordseiptstalledy tay peograspatembolry Sﬂmeslappﬂurwfgf ofr ]
receptor, are accordingly of use in the treatnent or prevention of
psychotic di gaodeamns aPhich @thbéfsfeQééﬂe‘dew%}éﬁﬁfsSbﬁt es ofsséugdphr eni a,
and schi zoaf fectl ve di sorders. Si nce dopanlne receptors

control a grqu] le&rtgﬁ{esoaf"i'%ml %bﬁgv%tﬁsﬁ%wﬁ;@ﬂl g‘géé?(b her

hand, not all ese ev are presen nown ere1s a ity

ﬁgﬁélecggp Zun?artcﬂ%ﬁgﬁéﬁﬁé d%@?@@%ﬁ#ﬁ&?@nfﬁgﬁ OB BBl S0t
Ma 1, 1994 1014 1994)-
Eggortst ﬁat fhis ?Pé%?ﬂ’éi g\ore%éﬁlgg%t?pé ﬁésfyegpﬂﬁt&éﬁmnpr even%i on

of 36 dlsorders of jhe dopam ne, syst i.ncl udj ng schi zophreni a, nausea,
Par ki nson' s Situat lenseé DrogFukisselerid fﬁ@maﬁfae@tqeteynmemmy |
side-effects aSSOC|ated mnt SUBSTI TUTE
SHEET ( RULE 2€pording to bothmfzsheziemgnated type of the sound field
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treatment by amintht&tdemghatedrwp’@bfcﬂ@mbm sitmatddrpt #Fii giifé ignant
syndrone, and di sorders of hypothalam c-pituitary tunction such as
hyper pr ol acti naem a and anenor r hoea. Upper

gastrointestinal tract notility is believed to be under the control of the
5 dopam ne system The conpounds according to the present invention may

t hus be of yse in the prevention and/or treatnent of gastr0|ntest|nal
di sorders, and the facilitation of gastric enptying. s
Dependence i nduci ng agents such as cocai ne and anphet am ne have been

shown to interact with the dopam ne system Conpounds capabl e of
counteracting 10 this effect, including the conpounds in accordance with

t he present invention, may accordingly be of value in the prevention
or reduction of dependence on a dependence-i nduci ng agent.

Dopam ne is known to be a peripheral vasodilator; for exanple, it has been
shown to exert a dilatory effect on the renal vascular bed. This inplies
that the 15 conpounds of the present invention may be beneficial in
controlling vascul ar bl ood flow. The | ocalization of
“dopam ne receptor nRNA in rat heart and | arge vessels has been not ed.
‘Thi s suggests a role for dopam ne receptor ligands in controlling
.cardiovascul ar function, either by affecting cardiac and snooth nuscle
contractility or 20 by nodul ating the secretion of vasoactive substances.
The conpounds according to the present invention may therefore be of
assi stance in the prevention and/or - treatnent of such conditions as
hypert ensi on and congestive heart failure. The presence of D4
receptor nRNA in nouse retina has been noted (Cohen, et al. Proc.

Nat Acad SCI., 1992 89 12093) suggestlng that dopanlne and D4 25
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