)

(R -enantioner, and said. .
 free base nisSheetHasB ﬁ(ﬁ“ceuti cally acceptable salts thereof, a faster
3

)
WO 96/ 33710 PCT/ SE96/ 00526 A

conbi nation of a 5-HT uptake inhibitor with a sel ective 5-HT[err]
antagonist. 5 Field of the I2dvention The present
invention relates to a conbination of a 5-HT reuptake 10 inhibitor and a

selective 5-HT[err] antagonist, nore specific (R)-5-

car banoyl - 8-fl uor o- 3-N, N-di substi tut ed-am no- 3, 4-di hydro- 2H 1-
benzopyrans in the formof free base or pharnaceutically acceptable salts
t hereof, process for the preparation of the conbination, pharnmaceuti cal
formul ati on containing said conbination and to the use of said 15

conbi nation either by coadm nistration or by individual adm nistration
for inmprovenent of the treatnent of affective disorders such as
depression, anxiety, obsessive compul sive di sorder (OCD), etc.

Background of the Invention 20 Today, it is generally considered

t hat antidepressants, including agse®acte 5-HT Reupt ake | nhibitors
(SSRI's), take 2-4 weeks to reach=fuft—Tfl ni cal effect. In contrast,
the side effects occur inmediately, and even reduce during this

period. Thus, slow onset of action of antidepressants lead to a 25

vul nerabl e period for paLLe Lg L h xperience the side effects,
but not the therapeutic f%@ggﬂﬁ h %@e is often a heavy burden on
the treating physician to persuade the patient to continue with the
treatnment during this period. Furthernore, in suicidal patients, as the

onset of action is gradual, they may regain initiative wthout 30
ﬁxperi encing full reversal synptons, |eading a wi ndow of risk for

wth fast onaet soosmeEEte prEdter hedd EonBripinglfin MkIBUPRLY CIPN!
synpt om r kRRK | 6%) FRRtabriagaink %bsﬁﬁgénﬁcﬂeﬂﬂébKélbézbatFéﬁtinEnd
g[)96/337&&#€§%ﬂta%ka%%)rhﬁﬁﬁngtﬁn %g%ds?%?lyngogﬁr(4%%nwg%E§Ti§E95/00526
hospi t al i &%ﬂﬁe‘iﬁ@ rece Vesiﬂ% EBWQ FRe; bak; abFeRPANG REARB| nj cal ef fect
has sbegant sfeayEl ), td’tmracteriséd.e%h nmehét othet iak absocbing meansders such
as anxie n #}]) r ar n.

Phsychi at ¥@$ : @pﬁ%;ﬁggg}grﬁie&xi %di%a?‘bﬁoﬁsiﬁgpﬁg&egbl ocker
such as pi{6dgl6d) wrzanged sdashat ginlfhayi £flowof femTonectpt the 10 and
ant agoni z - HT[ i L nd S rapi i QPr ovenent
of depr esg’etg1 é_rrelét %1{1% sﬂ?érje%sg%l\;/\nﬁiﬁqgéeﬁ?%%i ﬁgfeﬁg? agglvgng P orle?]hl itors.

15 Su eyenthaveraga idiameter suchthkabnthen averageacute 5- HT
reuppake g3 ' qHﬁg L Lo 5. oNEer sel ective
5- I—F?’?er r] d&%&ég sdtf; %’&?é%e ec él:é]/se %nl—ﬁher e%jﬁ%gﬁ%ylaanhfx itt:tgér(s (SSRI s)
decrease iRk is¥PRl¥e port (4%fopagation in 5-HT neurons via a negat;ye

jfeed-back reaction probably - medi ated by collateral 5-HT axon

el easing 5-HT in raph[err] nuclei. By inhibiting the

omat odendritic 5-HTA autoreceptors the selective ant agoni sts
counteract the decrease in 5-HT turnover caused by 5-HT 25 reupt ake
inhibitors. This indicates that a selective bl ockade of .

somat odendritic autoreceptor i.e.--5-HI[err] antagoni st may have a clinical
potential to inprove the efficacy of 5-HT reuptake inhibitors (SSRIs) and
offer a newrational for rapid onset of affective actions, for instance the

anti depressant actions. 30 WO 96/ 33710

PCT/ SE96/ 00526 3 5 The
conbi nati on Thus, by conbining a first conponent (a) which is a
5- HT reupt ake inhibitor with a second conponent (b) which is a

sel ective SHI[err] ant agoni st of the fornula 10

[err] 15 wherein 20 Rlerr] is n-propyl or cyclobutyl;
Rlerr] is isopropyl, tertiary butyl, cyclobutyl, cycl opentyl

or cycl ohexyl ; Rlerr] is hydrogen; Rlerr] is hydrogen or

met hyl ; 25 __ -sald-5=HT[err]-antagoni st being in the formof its

conponents (a) and (b) being in the form of

onset of act occur and consequently, a nore efficacious

treat ment of | 0 Fol l om ng 5-HT[err] antagoni sts may be
i ncluded as conponent (b) in.the conbi nati on of the invention:
WO 96/ 33710 : PCT/ SE96/ 00526

4
L (R) - 3(N-Cycl opentyl - N-n- propyl am no) - 8-f | uor o- 5- et hyl car banovl - 3, 4-

di hydr o- 2H 1- benzopyr an

1 =\ ~ - . - I 1 N1 I T T = I T 1 ~ A N L T —



