-

001361? (Pi peridinyl al kyl') qui nazol i ne derivatives, process for ther r o
preparation and pharmaceutical conpositions containing them Background of @
YHe invention There are known in the art a nunber of pharnacol ogically
active qui nazolinones which are 9QOW8d@ tuted on their heterocyclic ring
with alPplefidiividikyauirlzdliyib déviveeres, picess fovtdit p%%%%&p%ﬁamtréﬁb%gmbrﬁoﬁshe _
follow ng references: 5 US. Pat dagainiy ®28@, 766; 3, 528, 982; 3 976,
3 812 Zggkggu,ﬁpgf RE Tvertion96, 144: and 4,099, 002; Fr. Pat No. 1,431, 815; and
énamm kidWn (Nl Srt a lﬂmmeofqmnmadgcaw atth@ quirRSclindnes WHRATdrON -
d| ffer ﬁubsthmtehenftlmregtpmgcheseewtth abipyridinylatipicside chaim Soeh aimppandsimaybafound,
subst i t inethe fﬂ'PU!!'Ss'efGﬁ"?qﬁe pi peridine ring of the piperidi nyI al kyl "si dé
chain?® In 3 her S
1- (benzam&i PaEalhs substgl '?Ust’igga£ gesrgngﬁegﬁ??éo‘}r)neg\/\% 60{)44e3{'d -
conpound ofFrtrhlt.SNd M3 816ardi T f er essentlal ly by .the repl acerrent of 15 the
"benzazol e ng!p @ymra. %Mdz%ﬁme group Descrr ptron of the preferred

enbodienent tefn.ﬁ| i S cong:e th ove ser ) gncr;%;ollne ;
der i vat gm&' 'PK@E@&% fisditned %[Jéﬁ?d.iﬁ QEE §i g A0
[err] 3351369: Here) ar8 (oS hiahmamlmbsms@ of,.
V\/ner e| np.pérdmes fedih arnyrk this 30bj€08 Lompbuhd ofthi Biveraion Sitfe mﬁ@dar fy!b® MetriRacgmentiol .
consisst FhvgpeoiazGSQroupbva qumazolme group. [err] 40 wherein said R is
hydroge ocr V\ﬁh |dq|sthelnteger 2 or 3; Ris a nenber™
soeeted °‘”‘ éir?qgﬁ SETTID, a1 A 9F 6ol Bies b oY
Ak is L]h havi ng f romT car onaoms cf
qui naaol i nyI radl cal, the 1-, 2-, 3- @r 4-position of whi ch IS connect ed :
-with the al kyl ene si de 45 chain, sar dy qui nazol i nyl radi cal beari: fng-in one" ,
or both of ‘its 2- and 4- posrtlons a bonyl or thiocar bonyl - gr oug, V\,herer n
-the benzene ring of sai d gui neR-eAk+Y | XcAl is optionally substrtut ed ~
: -V\nthzg to 3 substituents each iridep ‘nt 'y selected fromthe group .
consi st i;pd wf praAdReutlcAKCIccdHdbl acid mﬁm%ll@dh@éﬁ whérbih! uor onet iyl , nitro and 4
cyano, and AhiglaRiaiy rdarapyri m di.no-ring of said quinazolinyl radi caI ‘may be
partly or fXldea meaben siectid fromi te gydup repckistiog of ng bei ng optionally : oo
substptuted with 1 to 3 50 substlt ents independently selected fromthe
group consi st N9 of yI and\aryl (\l\ower al'kyl); wherein said
aryl as used |a_bhe o|.n|t _cci a.r.n;l, Ar eng of camioWefaltyd, a menber
_sel ected fronprthe gpbup con,s’ sting of pherfyl sdbsti t ut ed phenyl thienyl =%,
artd pyr i di nyl, wherein said substituted phenyl has from 1 to 3 substituents i
each T ndepen en/ selected fromth group consr sting of halo, l'ower alkyl,
| ower al kyl ox uo%tw ngn e\a& As used in- t‘he foregoi ng
definitions t g\ 241 XS rreanf to i ncl ude ‘'strai-ght and o ¥
branched hydro on radicals haV| ng from 1 to 6 carbon atom; such as, for

ex arrp‘f'e whgi%fnmlrb R, ﬁthwcgen J:r lower alkyl and said q is the integer 2 or 3; ' '
- Risa member selected from the group consisting of hydrogen, hydroxy and Iower alkyl

Alk is an alkylene chain having from 1 to 4 carbon atoms; and
- Qis a quinazolinyl radical, the 1-, 2-, 3- or 4-position of which is connected with the alkylene side
45 chain, said quinazolinyl radical beanng in one or both of its 2- and 4-positions a carbonyl or .
thiocarbonyl group, wherein the benzene ring of said quinazolinyl radical is optionally substituted with 1.
to 3 substituents each independently selected from the group consisting of halo, lower alkyl, lower
alkyloxy, trifluoromethyl, nitro and cyano, and wherein the pyrimidino ring of said quinazolinyl radical
may be partly or fully saturated, said pyrimidino rmg bemg optionally substituted with 1\ to3
50 substituents independently selected from the group consisting of lower alkyl, aryl and aryl{lower'alkyl); .
wherein said aryl as used in the definition of said Ar and of said Q is a member selected from the.

. group consisting of phenyl, substituted phenyl, thienyl and pyridinyl, wherein said substituted phenyl
has from 1 to 3 substituents each mdependentlv seiected from the group consrstmg of halo, lower alkyl
lower alkyloxy, trifluoromethyl and amino.

55 As used in the foregoing definitions the term “lower alkyl” is meant to include straight and
 branched hydrocarbon radicals having from 1 to 6 carbon atoms, such as, for example, methyl, ethyl 1- _
methylethyl, 1 1-d|methy|ethyl propyl, butyl, pentyl, hexyl and the like; “‘alkylene” as used in the =
. definition of Alk eomprlses straight and branched alkylene chains having from 1to 4 carbon atoms; and
. the term “halo” is generic to fluoro, chloro, bromo and iodo.
60 . . Examples of quinazolinyl radicals within the scope of Q are optlonally substltuted 14 - dlhydro -
' 24 - dioxo - 3(2H) - quinazolinyl, 3,4 - dihydro - 2,4 - dioxo - 1(2H) - quinazolinyl, 3,4 -




.,.'

-rret¢hyl e-thyl 1,1-dimethylethyl, propyl, butyl, pentyl, hexyl and the |ike;
"al' kyl ene" as used in‘the definition of Al k conprises straight and branch@

'al/kyl ene chains having from1 to 4 cqbgagjgm; and the term"halo" is \

generic to fluoro, chIoro bronmo and i odo. npl es ~of quinazolinyl

radical s wi p\f"ﬁ’ t §’£°bp - "ﬂ\aég::g t 1. gyﬂ’él tkE ﬁvg rt4ut @9 124 quingpalipyr b4 --
2,4 - dioxo ed cog'r'ﬂb ?e of h’ are Hlét g@él‘eﬂ%& re%é:ép COII
anits ¢

. qU' nazol i-nYyparticiiafly preferred d erel OCarid
, 2, 3 4 -5 { abicslTHarddmpodhd-3 GAD -[42. (4 qﬂum ymyr - bipéridinylJéthydr @,4- - r+3H)>¢0 '
- 3( - qmmelmbdlwl lsamcmllveprbfed(esi r adi caI s. Pr ef erred co ounds within

the scope of f iep 9‘138?% F‘gf"?‘z/m
preferred c "' % 'a égag: éﬁ’r‘ 'Eﬁj’b ia t:es oh
1, 2-et han&'d nd'su nc%ﬁd' acld ﬁbsﬁmg he likeZoror, rcac élsuch l#ﬂ'eQ -

1 - pi peri dpoydnpiet iydrdxyacefic,42-hydrdxybtopdrbic; unbﬂ'aﬁah ic prbpariedioics b&ﬁﬁ&ﬁduﬁ yz-
preferred. Henedigiep $E)rRdoutesfedipior ritﬂvd |t?‘tahmc b&@tﬁhhvgncarbetammc a?rtiydroxy-1,2,3-

t | RropPan -RrARENpics HEh methanesulfonic,
ﬁgﬂste ox .625 ag:[: o_;ﬁf%?‘%%gmgﬁ;r@, etk A o

ch as. SRR the SHI 8AM chn BEb ene'atu;hreaﬁnmm hepdaii it BHeCkreeballe form.
hydr ochl or | C h'yddfm’mb()rim(bf farmiuld (lecah gén@rally be prgaredaiy theTedction éf@an aﬁurdmaielrédbtnié '
aci d, phos pmroetm¢¢rmuadw wmem Qland A!krarmsgamquladefdsd angd \Whs asaactivg [esterxra:

oot B TR T R iR 5""“‘“.'“: 3

2- hydroxybutanedrorc |hydroxybutane |orc oxy 1 2 3-
propanet ri carboxyli c, benzor c, 3-phenyl -F® propenor c -
~lerr]- hyg{i oxybeneneacet i c,.. met hanesul f onijc et hanesul fonic, . . _-
benzenesdrfonic, 4-nethyl b sul f o - exanesul f am.c fame -
2- hydr oxybenzoi ¢, 4- 15 amsﬁé?‘zﬁhy ro')%i’ é Q{nd the TTke adlds.

engol

Conversely the salt form can : converte \y treatnment with-alkali into the -
-free base form The conp ounds of for rrUI a )\can enerall be \pre ared by
the react®fo Fiign & e Ylafing afin °°d -
Q'and Ak opEae E?é e gur er% m**s“%r:r Fere e qu‘?f yfr .
as, for exama leQ.. btizbrie, Mdth@bénerfel iR thyib z@rm)arﬂrthé mépan &herde.§) exy

r adl cal such1aexybigirbpshe auﬂﬂhslil&efohgnbrmxyg 4-meetyhg-paritanont: NN-dimyhytiarynaadds: bitve-
li ke, wit3h mzetpparwpﬁhp dike Tp¢ E@dﬂiqm qf @an chppropriate b@sc#lc"t #re for exaropiey ap|alkalj or earth
\r\her ein R 3kalip RG‘UQT;E‘%@PY Q%Ef' {RiPIsly yp themacid ""h'ch 's liberated

T G Sl g:;r%n e o TR Ko e i

‘N-al kyl ati N&ppRIpA&e Brhancefé e l‘ite &fARE foh&ian lakd preflfadh Madtidhlid GrHed Ut atthaiaflux
appropri aoetemmture)of-mmmbum awree sol vent .such as, for. exanple;, a {ower .
al kanol , unds offormia ) myradasévnereparw%taﬁm fromp gorrepRonHing intesmpdigie p
an aronatrc on, e.g., benzene, nethylbenzene, dinethyl benzene. and
the like; .an et her e g., -1, 4-doxane, 1, ® -oxybi spropane and the like; a
ket one, esg., 4- rret hyl - 2- pentanone N, N- "'.'thyIfOrmam de; nitro- 35 .
benzene; ‘and the |ike. The addrtrd:;n AN opriate base such.as, (Wr.

" exanple, an alkali or earth al kal'l ne ‘metal /carbonat e or hydrogen car bonat e,
may be utilized to pick up the acid which is |liberated during the course of
t he reactsh ORherdin AIRER, X aBdREd as)revidsi} B§TinePERdA’ & dNRbprbpriatiirétRirsofof Q. by coRvbIrting
or pot assi usaid Q’dn@esalm@f@bwuldMnawnarqcmsr on pronoter. Sorrevrhat el evat ed

t enper at ur °*!a °§‘i§'bE‘hﬂH Rith d rHP&hGW'Sf'h unds —
prerer sy S R S e S B e
reactronsmaq, he conpounds o §* Tay" al <0 be prepa

starting from aﬂcrrtesmﬂrmgstmﬁm I’@ﬁhs&ttﬁioﬁfof the compounds of formula (I) and of certain

precursors and mtennednates thereof the appropriately substituted piperidinylalky! radical of the
formula '

R

' 60 - ' _ o '
S S T '-AIk—Nd}X—Ar

65 will hereinafter be represented by the symbol D.

o




je/i ned-and Q is an appropriate precursor of Q by converting said Q int

sakd Q foll OWI ng art-known procedure§ ,S#@h@rocedur'es.ar e described, for

pxanpl e, |n gﬂ}e Chem stry of Hetero ﬂ npounds- Fused Pyri ni di nes;
Dﬁ

{he¥ormila (I1V) ' 45 [err] 50 wherein Alk, R X and Ar are as previously-o@

Part I: B@ounds of fqpmuld (1) Bvhaisih Q| rredesit] her s New Yor Kk,
| ondon, myn ‘ﬁ °a'n 'd7° "‘sz‘daripdmp rexitdsonhd ggaet,i: 4‘“’E '}g'a o l9r 4-th|oxo-
conver si onan @ppropriatelyt ﬁ.

a% wfrdeqrr -bdnﬂsrﬁﬂﬂﬁ de %rr?ﬁ (ec a ﬁ#

fstruct ur @l re|drl el:aefmtlrmnng)l‘ba on atﬁﬁ Vb?°"FR9F"|'ﬂbeafo(n’nu)a emd o cert

precursors' Pﬁnﬁmlesmm gﬂ&ﬁ a’bst ﬂ'bublr;dnmg being

pi per.i di ny sh 89rqyp Ophﬁastihg)bﬂu&m| aylwet athyl: IRE

represent e S:gnd g is an deier 6f1fforT I0ct J e Qg‘f;d‘g gf'”‘?’%’F'?fﬂY' aNitrg pyd

wher ei n 1@ repr esents a 2,3,4-tetrahydro 4- oxo- or 4-thi oxo- quinazolinyl

radi cal, said corrpounds |pe| ng,represented by the.formula (1-a), can be

prepar'ed by cycli-zing rc-&{bpﬁgprl ately sngltut ed 2-am nobenzanfde or

-benzenet hi o%’m de orrmula (IV- a)vvr{ h_4n appropri at el” y substitiit ed”

Icarbonyrs or Frlnae yl conpound* of f'o &yqligptions - e T'm-h%wr ng

reacti on-equati on one fN_lerr] and [err] # D eac bF? he nr%ber ng

I ndependently selected om the group cqpsi stl ng of hydrogen”, b rél kyl

aryl ‘and aryllower alkylg® Rlerr] is sel g%t ed fromthe group congjsst\i ng- of

hal o, lawer alkyl,(WVeher al kyl oxy, trifI uoronet hyl, nitro and cyanoRseach Y

is 0or S anslaumcycﬁzaa&h-;eg&ggera to 3 inclusive. [erH] Said o

cyclizati (?FFSmeflaorhpmuna}@@M {f' ﬂkg ecaff'?q%bl)ﬁtff"wythstebdtidtﬂﬁgéth& inthe

reactants “gﬁ’ Ryl HE‘? therlike. rampmstesmtee m?; P‘é(? '@OP'\/&M methahola&harfoor

exanpl es aoz }. e.ge¢ ethvmehieamlfomda&c g} 'Gat"henthf el .

Somewhat e#ﬂ.ua-g& o:t t'%ﬁc 'ahﬂﬁstﬂ'\ﬁeraldzltmlraﬁua.f.s g{ gﬁ&h 7 hbeused an - -
appropr.i at e db rtségoragd ,egctgm thy rreth enzenesufforh c ack arousreGte . -

- aci d .and f‘!’ief'qﬂa'lve%quivayntbﬂnm [Pl Vhmay dreereplcdahby 'éﬁaﬁbﬂoﬁ&te

Most pref &% ‘t he react ion is car r| oute" Plg. 13 diljouper alkvl)amm euchtrﬁ.eﬁf

t he reactr;.r;,};;)D &‘f%ﬁ” U E'aﬂ'bwbgenm'eﬁres%ﬁisa@‘h.&,hﬁ t L formul a

may be repb@ a,wgg nonbibﬁoyareq,gltug,g‘gn aid @gﬁloun

t her eof sqrehanaeheth:d‘aarde%r ,Pﬂ; ar- ngdrc)mmewahbsm iﬁﬂ!ﬁ?ﬁnd '

i the | | ponding Imylammpmu o,m, "(’gm; "miﬁfgﬂﬁﬁmﬁnto%e

© 3, 4- d| P fi“ggifz‘k amlnmu;&urésal qicar: °d’$’<f?"§("§,|#{lq|m$valzzaig|twlaner

kadi cal q:;o,,a %¥ ’Hﬁu@ix'msaiﬂakegauiﬁrm ounds being :

repr esent ed gﬁ "s'% ng {ydregen. lower #lievl, Mlaﬂfﬂ%ﬁ%ﬂﬁggngﬁ ’B%?Heafeéchﬁd __

'substituted 2-aim nobenzanide or -benzenet hi oam de of for mula (IV-a) wherein

R3 is ﬁydrogen (I'V-a-1)Y by converting (IV-a-1) into t he correspondl ng

2- (acyl am.no) benzam de OE_N,_perZenet hi oam.de of f.or rrul a . (VlI)yand cyclizing

the latter
) R c-w-r--n2
_ - n _ acylation -
_ . >, A, |
| . - 'N-Ic,:-n“‘ S .
. L (WV-a-n) o L
e T o (Vi) Y
s oo T | eyclization

o . | L mY, -@j‘LN—R
65 L - _ A o _ N’kn,;




35 sfollévm ng art - known cyclizing procedures. In the follow ng . -
reacti on- equatlons either of [err] and [err] is D, the other being a nenber @
set’ect ed .f rom'the group consisting of h&%gogen, | ower al kyl, aryl and:
aryllower. akyl. 40 [err] 55 60 [err] 2 The foregoi ng cyclization
reacti on may- be cHerforegbimgdycllxytichtredctibiigaytstcbal : n

the 2- (acyl ami foliHeaplbenaniis pertoomattibmais ﬁabz%’f&'ﬁé%%ﬁgﬁép Jiftgftéﬁﬂa%s""f'i
reaction-i nerthv &,é? é’tﬁzﬁm shaf 6\9“'@%& hamol, 2-drapasol aadl ldwkKe; arfalfhatic or aromatic
met hanol , - e} hadh o, Fiifoi rt nzegp apgd Iy Hte!ef@iogmamwyumcarbon eg.
hydr ocar bon. epmpnakhebaammchherizﬁaﬂnplén% h KA é e 'Wkg'ereamay b" added an

hal ogenat ed hwemqq@anmwg @odium hiroxide] ST sHLMATERIEBMIE .ﬂ; ag,‘lggbon 23p rlaro-

to enhance th% ol zam ° vefs h’@ &#’Umﬁahenmermybdaeenadmmdam ea%aéc,ﬁzfﬁ'ﬁ‘o,_
such as, L% "‘t@“ Qé ey bel-tarried mut matredctudeW-w) h an appropriate
car bonate or h dro- enca ona e, sodi um hydr oxi de,- pot assi um

car bonat e, SOdI um hydrogen car bonate an the 1ike. “The conversion of the

2- ani nobenzani de or -benzenet hi oam dq;._(_lc 1) /into the 2-(acyl am no) Vi) -

benzam de oL henz t hi oam de ma be carried out by reacting (IV-a-1)

with an appfof { ?QEQ‘ °§@F9 Vipgropriateratylating: egetits| indlide ahfydride and -
wherein [err] g Yoot % 1ﬂ,|i vard) tionally, pepser 48 &n acylpticgt agagt. In the
agents i ncl ude:stﬂhhgtdrl de an acy al'| Ying s °(“§1’ pfythe repgtion &y geeotropic

(V1) i tsel f rray prmmmahdswfl&nmwaﬂdwa&eam aﬁ)ﬂ'@&h 24SKYxo0-
i9x Hﬁﬁ\?@'ﬂamnvl/a'ltaem'alf ar E'B'do% ror rwth?oﬂz'm guﬁam%{

case it I S
t b being; renrpsented by the formula Jhe)o mavi be wlerivied from
i b i iif@hzeng&;g T S e bt

3, 4- di hydr o- 2 4- mmxma;@abi)ream:ﬂém 4 B¥d b r di.thio
derivative# rw'P@cﬁOns:gmdmeﬂ@U iheor Sliey, Wﬂﬁrggﬁa%i rﬁﬁl‘gag %ﬁ;:@ the
“may be derivel f‘%aﬂ}n"dﬁ'“ﬁ'ﬂﬂﬁ‘#ﬁﬁ'v|sa'!3@ei2frmntlmgrob|emmn ofom ambsnzenet -----

of formula (I'V-a), by cyclizing the-latter*with urea, thiourea or a
functional Iy equival ent derivative théreof. ‘\Ln t he fol |l owing reaction
schene one¥f [err] and [err]  is D, “the rer‘ral nrng bei ng sel ecfed fromthe
25 - group censi-sti-ng of hydr@gen, I‘ovver q o aryl1and 3 I- !‘ er _alkyl, -
R 'er FH-—and--n-ar.e (AB-apr e¥i ousky descri béff egch (R, s~ ‘r'f‘y : R
sel ected fromthe group Consﬁ'lgt!reang of Oand S. [err] 30 ' :
[err] [errd 35 Said cyclization nmay be carried out by stlrrln t he:
rz@_g(':t ants together, preferably at. an el evated 40 teénperatureé®and, if
~ désired,.in the presence of “an approprl ate soI vent such ‘as, ¥ or- exanpl e, an , .

aromat i'c hydr ocagdaPéyciizBridh: mW&ﬂ-ﬁd%ﬂ QE" afa cI i c ether
pehe

t et r ahydr ofou tempesande ariweif Hésired, m“th&H:'e&é\ : ggqh sp"’”?;bnﬁmt%? fgﬁaat:g -
FycRthah D e like. A suitable '

are, for exarpdrecarbpn,]e.g.bbenpehielanditithoii@d) a i’cyciuy
COF T esp on dl ngor :ggo‘{zgmg lt.lhrle:neand thiourea, are, for example 1 1'-b|s[1 H-imidazol-1 -yl]methanone _and its

The compounds of formula (I-c} may also be
prepared by c clizin
. 45 cqmplt:‘u?: cf:;i:‘ormula {iV-b) with an appropriate primary amlrle‘;f thegfzr:n?&grc(asﬂla)tely substltuted
RYis D, th: Oth¢:~wr||ng reaction-scheme, Y, R* and n have the previously defined meanings, one of RZand
s er hydrogen, lower alkyl or aryllower alkyl and R® and R®, each represent an appropnate
ving group such as, for example, lower alkyloxy, amlno and mono- and dl(lower alkyl)ammo '

50
. : Y . .
R | - | iy

A, - ' R cyclization :
" ’“ - *_ R‘N“z i (R1)n g N=RZ
o N—C-RE - vy -
60, - R3Y o R _ R3
” o o o )

The compounds of formula (I-c) whereln R3 i | ds bei
s hvdrogen and Rz is D, said compounds be
s ;efpfr::n}ed"t\:,y the formula (l-c—‘l) can also be prepared by cyclizing an isocyanate or an |§othlo:ya::;g
ula {IV-c) wrth a prlmary amme of formula (Vill} wherein R? is D, (Vlil-a).

1
'
BR
.
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} The compounds of forrmula (l1-c) may al so be prepared by cyclizing an -

~appropriately substituted 45 compound of fornula (1V-b) wiith an appropriatgl)
p.r/l mary amine of the formula (M1Il). In the follow ng reaction-schene,

¥, [err] and n have the previously ROIR6E1Beani ngs, one of R2 and R3 is D,

the ot her. hy gt 89%8owk ;&Vr\@Jcn@ru(&G no‘?.rno%gafése%’% %“#YL&?EQ? &Lr%ﬁéln dnﬂﬁarrl

' each reprgspllioRly dds FERVI N rou
. al kyl oxy, - am no and nono- tand di (| ower- al kyl)am no.. [err] The conmpounds of

formula (l1-c) wherein [‘?rr] I's hydrogen and. R2 is D sai d conpgunds being

represented by the forpglgf (1-c-1), can aI so be prepared by cycjpi zi ng -an '

| socyanat-e or an (i | ogyanate 65 of |a (I'V-e)qwit [y am ne

of formula (MY ein [err} iBNba ( dB136+E fol | owi ng

reaction-equat i"on ‘}5 -£S epr esent(glilan appr opr| ate Ieavin
r v

R
l'ously described. .[err] The conpounds of fornula

) dyY
ﬁ?{:;._].jf,gr-gpn R[‘Si'ﬁ] is Dand [err] is hydrogen, said _conp E‘Hds bei ng .
represent ed # ) ali P ' '
-?Ipp/r opri a%ﬂeﬁﬁﬁﬁ ﬁu{éﬁtﬁﬁ%h qla@ﬂw'hﬂme?%pﬁ gggﬁﬁ Es %kgg" QXd v{? tmdggﬁ g

d) ;15 WB&izehamirds, or beraflethibaiing offo@nuls(NDE)E Whersia Djvdacs RY arbe@lpremdsh dageribddgal i
met al cyamith@n elkalt metaloyenate @ thiecygnate, pat. Rs@ssium cypadtetsedium thipayanatdardoheliiat e
and the like. [err] Said gyclization-reactions are conveniently carried: out
by stirring and heating. t e E;eactants together, optionally.in suitable
reactigp-inert sol ven ¢rRg a- rﬁ‘LC%U vely high boiling point puch as 30
aliphatic and(l?ﬁ'E ydroca;bo €. gclizdlRhf Ol eum et he et Tesuny | benzene
and the like C inds of fo%g a-@-l-)—-\meseln(@’ns
1, 4- di hydr o- 2- oxo- - 3(

-YNLpazol.i radi cal and wherein X1s 'ih S Previ ousl y'
descrrl}gd but other than W - - 35

[err] said X being (¥mdesented by X and said conpounds lu;e.z)he formula
(I-d), may aI so be prepared by acyl atlng an internedi ate of formula (IV-e)

wherein R7 isS : " ﬁ\'ﬂ@? asﬁ 3"'?1\* |ca@5iﬁdam by stitgng and peating theypegctants
Rerr], “P’i@‘tﬂ’ V 4 %ﬁ% . ’@Qm 3‘*1#3 r9°9& B e or
- et hanéf hi ﬁllpo Bs (II}] rhy alta|ﬂ

t hus obt almdmax ¥4 &t grevidully dbkdn etﬁ&lt&ﬁlhdﬁ&hdﬁ f-or mul"a -b and cyc i Zi ng

the thus obtained Schiff's base (X) in t he pr esence of an appropriate -
reduci ng agent, e.g., sodium bor ohydrr ﬁ and the like. 45 so. 60 65 6
0013612 [err] prepared by stirring and Rat i ng the intermediates. (I X) and
(M 11-b) together in the presence of. & suitable- -
said X being represented by X’ and said compounds by the formula (l-d) may also be. prepared by
acylating an intermediate of formula {IV-e) wherein R” is hydrogen, lower alkyl, aryl or aryllower alkyl
40 andR' nandR*areas pravrouslv described, with a trihalo-acetic or -ethanethioic acid, or an acid halide
_ thereof, subsequently reacting the thus obtained acylate {IX) with an amine of formula (VIIl-b} and
-cyclizing the thus obtained Schiff’'s base (X) in the presence of an appropriate reducmg agent, e.g.,
sodlum borohydnde and the like.




sol.ve “such as, for exarrpl e, an al cohol, e.qg., nethanol and the like. Th
refuctive. cyclrzatron is carried out by strrrrng the Schiff's base (X) and@
he. redu0| ng agent, ‘e.g.,. sodiumb ro drlde and the like, together in th
presence of a suitable solvent, e.qg! , thyIfor mam de and the Iike.
Someti mgs’ 50. external cooling may be. appr opriaye. The conpounds of fornula
(1) may.al so. ‘be derived frorl a.,corrpound of forfrula (X) wherein P represents
a precursor of the corrg ifhg Ar-X-rdd?le)gc—&b-yowonvertl ng said Pinto the
desi red #Ar= ) km ods known in the“art. [err] For exanple; the
conpoung of . for huf™m HUbherein AT - X- i s “arPfopt’i onal 13™'@li¥stit uted- _
. 2-am no-.f_-.be'nzoyl radi caly, Sagd corrpoundgth_g:Jhg Rresented—vy the fornula
~(l-e), "'may be prepared by the 65 - oxidati | eavage of the double bond._
~in the correspondi ng |ndoI eRderivative C(XET) ahd subsequent 0013612 '
hydrol ysd's of the t hd&Y T rm, formamde (XI11). Said oxidative cl eavage may
be carried out by the r actron of (XI'l) with an appropriate oxidizing.
agent, such as, for exa, | e, sodi um- periodate inRthe presence of a-
catal ytic amount of os etroxide in a suitabl e polvent, e.g. 1
, 4-di oxaﬁe an,d t he The oxi dation may equal'l | be carried out by
bubbl i ng- ozOoRig o@vo through a solwut i igN-Mk-(NX | ) FTXSAT gcet (¥Mla® d and
subsequent |y deconpPosi

ermedi ately for zonide with water. The
. thus obtai ned (forrryla Q;) iﬁlcarb

convertgﬂ into (l1-e) byntr ronsrs in acidic nmedium In the foIIovvr ng
reaction equations{'R8 and R9 are each i ndependent Ly sel ect ed fromthe group

consi sting of. ‘hydr ogen, hal o; I ower gral kyl ,” I ower al kyI oxy, tri fI uor omet hyl

and amno. - 10 [err] 20 NHCHD - - . NH

30 .- ,Jhe conpounds of fornula ( erein Xis a [rarur:t}vercadizaabn @ -f)

may general I y be pr epar ed sﬂ-eu-tmmgt fr Xhrér correspoﬂ-dﬁ'rg—cm-b'oﬁy-l——)

derivati ves, ég) uci ng t h&chrbonyl group of the latter with an .-
appropriate: i agent e 9./ sodiunm borohydri de, sodi‘um

cyan_ob\c;\ﬁghyd-_r i de and ke f vvr ng art-Khewn nethodol.ogies and i ke
[err] en, for exanpl e SO hydrr de is used as a reducing agent t he
reaction may conveni ently btgarrr ed out in al kalline agueous nedi.um i f '
desired, in admi xture(® th a water-mniscible:organic-solvent 45 such as, for
exarrpl'e,' an alicyelic ether, e.g. tetrahydrofuran, 1 ,4-dioxane and:the

I i ke; o a I over - al kanol , ‘e.g. net h‘anol pr Bpanol and the like. The . Co
c\enpounds of formula (1) wherein X represen.a radi cal - [err] wherein [érr]
has' the previously -defined sp'rp uRds ,ber ng .represented by the .
formul.a (1-h), may be dérr ec pond‘r\ng al cohols’(l1-f) by - -
acylatiffy the latter with "an ¥ 5 acyI ating agent according to

art - known procedures Appropri ate dgyl ating agents which may be used for
~this pur pose incl ude IOV\er aI kﬁ_&l & aci ds and acyI hal i des and anhydrr des

derl ved t her ef romflerr]
The acylation |s carri out following art-known acylating procedures The Schlff's base rs
.- prepared by stirring and heating the intermediates (iX) and (Vill-b) together in the presence of a-suitable
-. solvent, such as, for exampie, an alcohol, e.g., methanol and the like. The reductive cyclization is carried
. out by stlmng the Schiff's base (X) and the reducing agent, e.g., sodium borohydride and the like,
. _ together in the presence of a suitable solvent, e. g N, N-dlmethylformamtde and the like. Sometimes -
50 external cooling may be appropriate.

: The compounds of formula {{} may also be derwed from a compound of formula (XI) wherein P
represents a precursor of the correspondmg Ar-X-radical by convertmg sald P into the deslred Ar-X

' fo Iowmg methods known in. the art .

2.
’;?1

- R

Q-Atk;N:t). P C—_—
P ¥ D ' '

% For example, the compounds of formula {1) wherein Ar-X- is an optionally substituted 2-amino-

2 be_nzoyl radical, said compounds being represented by the formula (I-e}, may be prepared by the -
i tmdative cleavage of the double bond in the corresponding indole-derivative (X!l) and subsequent



N

65 & The conpounds of formula (1) wherein X is a nethylene radical," :
(l-i), may be derived from the 0013612 correspondi ng carbonyl o @
defivatives (I-g) by the reduction of ohﬁsgr.'ty)nyl group of (I-g) to a

met hyl ene gr oWdroly§s G t,}%mt hprO emmensen reductlon, using amal gated zinc and -
hydr.ochl or i c reaetieh,. ofoKiiPyit ag,é'amff’fma"r(?esﬁﬁﬂé{Sa@dxfﬁéﬁ@'&ha%& fﬂ%y drazine and

alkali in a Begenchor & catalyRmunes g Sl 0 2Ng, AgpNtasuch Bs, YoctxampROda ,,55;25‘ by the
e o T e s et
al kyl Y ket al GEramed BoT CubsogUENthatdcyinposingkts MrermUbiaian oo g2 sweh a sdlktioh onRIN in -
chaibn h?s fre&m;@dng‘elgﬂvlﬁ%}? '°;%£9c&?19°;iyé"ﬁg@m?ﬁaﬁngxmmE"J"r"ﬁ}- eﬁ@‘}!‘;,‘:fodf'_ﬂggﬁmamggs
car bonyl conpoundsnsisy - ans R encER®laed qaich ihad i _ IS in
fql | owi ng 15 net hodol ’:)gai esya g’éénér AP1 IR RIS lower taterlom Miﬂu%ggﬁ%n ﬁvﬁ;‘;,,{g?m‘“ the

P S

alikyl ene Ketals, for exampl e, may be prepared foll owng nethodol ogi es _
amal ogous to those descrijbed in Synthesis, 1974, (1) 23-26. .The conpounds
jof formula (1) wherein Kirgpresents a radi.cal] of the fornula 20 L
NOH or a radi caR=8tk—Nhe fHorel BH [err] °’(‘_:'§€H VR £Lq2ydge 9k the dpibleetsbnéi r om t he'
cprrespontfi ng car bonyl '

Yerbourse{ by reactTng THe tatter—w-t-h—espgctively ..
hydr oxyl am ne hydrochl ori de drazi ne hydrochloride according art-known
procedures 25 of prepari nggoxisaehand hydrazones. Certain of the ... -~ =~

i nt er redi at es and star(;d,pg mat eri al® used in'the foregoing preparations are
nown corfounds, others nmay be prepared according to .art-known C :

t hodol ogi es of preparigg simlar g%rrpounds and sone of themare novel and

donsequently their prepayation wil e described hereafter., The - RS
inter nedi ates of fornul/a 11§- PR\ d
fluncti on2of the IB-Ae™ esporfdi @'

be prepared by converti

eaifol hydesisi nt o a-Aeact i Ve ¢ eV

group, e.g., by reacti he -apeshol (XIVy—wrth*t hi onyf ¢ /i de, furyl -
¢hl ori de, phosphor pené@brorri\ldle:HOphosphor_yl. chl ori de; _met--h:a_.n-esuh S
¢hl oride, 4- nethyl ben? ﬂesulfonyl chloride and the like. The a _

XI'V); used -asﬂﬁt&fn’idoﬂr%sr@tf:;ri al heé?q{;; R '5%%6-.‘(‘1& ived fr'5f an al cohol
XV) wher eistartiglg fiom the BérRdapl) dae  ridical) (18] Rap! - renarad
br evi ous| y Widsordpbedridie reluéin (:m Tt "—@%{,‘éﬁ,ﬁéﬁﬂ%rﬁ’mﬂu@ha ﬂ!)imt%ﬁﬁ%fi??ﬁ't%?: ad
I-d) st ar {98y aGrnawp methadelbgiesss | Nt &1 nedPyaade, 89diym eyenblordhiylifide and the like

Al tematisg¢gel y, the internediates of formula (I.1) can be derived from an

al cohol (XVY by converting the hydroxyl function into gyreactive |éaving
group and subsequen cYtlizing the precursor Q in the thys obtained

i ntermedi ate @XNji Lyt Ol @_39 the previously described mrygce res.” In the

fol |l owi pg reaction-gchfme™ 0, Q', AR amtW have Hék-pr evieushyadef i ned

meani ngs. 40 [err] (i-g). réactive ester formation [eNdS[err] iThe.

i nt er nedi %s ?dfo t he f.L)rrml a (I'l) may be derived from (&ﬂ_fi In]terme_di ate -Ef- :
formul a (X¥hen), fop exdniples ki BdrbHEr rotectjve group Z following art-known -
pr ocedu;ses?‘f.f"(’:r gPP in glkaline aquebas dﬁﬂiﬁb‘%ﬂﬁﬂmﬁﬁwﬂ‘ e regetioningsy coaleniently be -
fol | owi NG aAGha RIS “Pplacén alicedic et cg] By dBRIran o, Ster-Mmiscible organic solvent -

methanol, propanol and the like, ~dioxane and the like; or a lower
- The compounds of formula () wherein X represent a radical ' - Ly ‘

. 50 - . . .
CHOC(0)—R,,

wherein R, has the previo . . o :
p R . _ ;
% scyisting Rors arom the corresponding-alcohos (I B by s being represented by the fortula (I-h),
: . P A ng to art-known ' ; . r
for this purpose include lower alkanoic I;fgggd:;:s.agvﬁp;o priate acylating agents which'may be used

65
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10013612*nature of Z, e.g., by catalytically hydrogenating a benzyl anal og @

~of (XVIl), in case Z is benzyl, or by hydrolyzing a |ower alkyloxycar bonyl

‘amalog of formula (XVII) in acidic medium in case Z is |ower
al kyl oxycarbonyl . The internedi ates BHIGHI2 (XVI1) may be prepared '

- fol I ow ng ard,kdaoNdigaRohii 46 we% {1-a) b efrQduct earbb }oﬂ &f r?)%%tn’?e?h ne
formul a (XV'd'aué;éa rbegltt{b Ofeﬁdqﬁer&%h ) :.63\9 amiBfat &raaeagﬁ hﬁs u%&u QthBQVéQJom :
appr opri at elkjshseryeductiont asthgthy(iiaghes dnd iatkaliie a highibbilingsuthr adiveat) puch as, |1&2t-ezhaned|ot and
aryl net hyl cy !"tfe (XIX) as shown in the foltow ng reaction-schenme. )

- R base 20 - - catalRti¢ hydrogenation oxidation
[err] The reactlon of (XVIIIl) and (Xl X) can bet carried out by stirring and,
i f desired, heating the react ant s toget [ suitabl e reaction-inert

sol vent and in the pred&ile of4Ho%ppr rﬁ"a base“dei as, for 35 |
exanpl e, man alkali netal al kanol ate,” e.g.. sofhum net hanol-ate and the Iike._

The catal ytic dro enatlon o XX) is deS|r ‘)' conduct ed in a suita

react i on- N % me war sl ‘%&’f{ﬁt?ﬁz"#ﬁ% '°%"'t§+‘n'"s’3*“‘"e° ,.SZ°"“ !i’,”t":é
met hanol  angortdtbortin h& ks i tHeP eI at aktionct Fo
pal | adi UTfsO freeHdas!6giéd ewh irktﬂe aft. myﬁlidi&hertaﬂ(yﬁiv{@kéi’al@ remw aPBe B

nitril e grotgliowimg rm;hobdo @ipgauatosthese destdbeglrin Syntiresip.r 7i9a4 A1) 23+-2BYy St - poi son

e.g., thiophenghakampeusds pkiormaih ) wherelntX sareesnts  eadicalef th fonvled (XXI) can
be carried out 40 follo g art-known oxidative Rrocedures e.g.,.

~descri bedyi n Journal of \grkgaﬂbg dehseriniediioY tfOrormife’’ P The - :

internediates of formula gXVil-a), wherein R is opher than hydroxy said R
being represented by R' and sai d internediates. b (XVII-a 1 ' can al so -be

db cgr’héas@ FOEesPe the latter with
: .Elr [e)lpgtrar6| dzjsxx SP b% E&"E&J’ﬁg}gﬂfj mnﬁﬁ%ﬁ ‘QFB%E“SB? c{:o '8? wn nqracedures o

(XXITT). ai térgﬁais s BriRPetdrtiny méteriflaised RAhOfeteghivig Sl‘ébé’r&ﬁdﬁga@'mowdf
desired heat:omguuhhse oltreesctmntbs drepgattheztorting 36 attikaoyn asthvdelogits of srapdriaf|similar
reaction-i newmot!wmsor:;eofghem gre movlflaw’t‘ybe'l sequentiy their arezaraa'n%'w'@ﬁdmnb@mre&ﬁge
like. The,int eripe atﬂgg 6?'Wﬂ\aa! Rk W%’TW A ér;‘z: Wi ';q‘;g;@mh fiom?

e b) Ca@hlbes;;o X rﬁt:i) reac nfaée in roup e cﬁlﬁirl oSide. 4-

(I'-a), fol Inemymniehaumm&hnh@& ﬁﬁﬁkeaﬂt 66!# ; fhed @mhet@nhe:em; hérdI& can
- pr epar at i on befdedwwdpfaumes alcohol VK@r whareiX Q' s etﬂtmursbhahoaeuo@ma sigiliarr grocedurks asn
(1-g) The_ i Rredionsiifleseribed dwre P'ht!lP areppreyorcefril-getibl: dtq y""‘b@‘de@ﬁ'aﬂ é‘amwpmpﬂate

N-al kyl at%’nﬁ"%{"@%&ﬁ%ﬁ; {i,?ﬁg‘ ,3& ot‘@f éfg é,:&r{,lﬁsa;h?h)fm%% acoﬁﬂ &8‘%&34&&

“oester (XVI) ol

previously dasobtdiRd imenetiate! (RV1) Fdnewipg e pretibily dbtscrmedrpﬁ ¥ starting
from ( 1 ) and (lh ItIha) follegng ]'eactlon-scheme Q, Q', Alk and W have the prev:ously def' n’ed meanings.
Rto “’The i nternedi ates of fornula (IV-a-1) can also be prepared by
| (XIV) | S oy
o cyclization : : '[cyctization ;
‘50 . Ql_A|k_°H 3 reactive e’ster.- formation Q' —Alk—W
| (XV) | o (xvy

\
——

" The intermediates of the formula (It} may be derived from an intermediate of formula (XVII) by
55 elmlnatmg the protective group Z followmg art—known procedures

T e | -\ - elimination of _ o
BRI : - Z-N - X-Ar : ' — HN X—Ar
. T o ' protective group : o
L g ~evity o S

i '.,.'éi_’" - -Said elimination of Z can be carried out following art-known procedures, depending upon the

~— -' . 9




1 dervatives (XXI'V) follow ng art-known nitro-to-anmne reduction reactions ag a
f ~known in the art, e.g., by catalytically hydrogenating the ' | _
gt nitro-derivatives (XXIV) in.the presence-of an appropriate catalyst, e.g., .

“gl ati num on-charcoal and the Iike, i D oYace Paesence of a suitable
' such as nethanol and the

reaction-i 'Wﬁt&e %PEVTeé]‘;gf e.g. tcall ’wlpower al kgnol

l.i ke. A cat : Zon, © callyt Wrtegenatieg & benziihanalop lo€ (XY, id Case ¥ | ) _
Dpr OpF i at_@ﬁzﬁéﬁgfé&un 1% f°§’é°8"’?% SRRl DA arr e aTRLRE o De ]
16 The i nt er netheanesmafiatésOsf i >ral | v. be derived fromthe

ifnt er medifat es_ far\exemaly, l?bq a[mefmaa:ﬂﬁﬁ'?ﬁ%ﬁ%ﬁ%ﬁi&fﬁ%ﬂi@%@mp’ %At e .
leactive es&?"“ p ampms@mﬁmmpmﬁdmonemuNc@l yj:; brikde ﬁ‘f{;ﬁgﬁ gé;uﬁgg_

IO
al kyation’ &% Thofen OWB9 repgtignyashengexX| V) - may t hensel ves E'Ré prepar ec
y N-alkylating an apprgpriately 35 substituted 2-nitrobenzam de (XXVI)
ith an #ppropriate congound of the forrmula (XXVII) wherein Wand W are
ach a reactive leavin oup, provided that W has bhetter |eaving capaci.ty
‘han W The thus obtzaNned }XXVI | | 5. .j.sueu@ﬁe.quent |y r 2438 ed ¥vi-th an C
ppropriately substitu pi peridine deriVvative [err]-40: Both™ _
al kyl atsi ons. are car fX¥dhout fol | ow ng XX} - known -procedures as' previously
escri bed herein for th(;( preparation of conpounds (1), starting from.(11) -
nd (111). The internediates of forrmula (XII') nmay be prepared by —
al kyl ati ng a pi peri di (XM X), wherein R 0013 612 [err] and [err] -

re as peeviously defined i_tyh-an appropriate reactive ester of the
ormula (11 follow r;Jant n'\clies ] Na'T'kﬂat%%tﬁQE'ﬁpb‘g%‘ﬁﬁﬂ'@%. .5 [err] 15

he starting conpounds(XXl-X) herein are described rn Berg.- Pat. No. 858;1.
Cand can be prepared by condensating benzoyl chloride with an appropriately

substityted pyridine (XXX)>-and an appropriately 'sub'stith ed 1 Hindole

(XXXI'), subsequently re uci§ the thus obtai ned di hydro-pyridine (XXXII); ~

e.g., by catalytically, drpgenating the latter in the esgnce of .an
appropriate catal yst, ysSuck _A0r exanpkidatiopal | adi up Qn- carc@al and the
li ke, agd hydrolyzi ngythg benzoyl dertvatrTvexXxXXI1I) | 0 alkaline
medi um [err] condensakk@n reaction 46 “lerr] ¢
[err] 0013612 . - '
- The reaction of (XVIII) and (XIX) can be carried out by stirri i desired, heat \é reactant
' ! and < y stirring and, if desired, heati '
. :’)g?ntg'eer l:naalskt:'tiart::tr'ea:::on-‘inen solvent and in the presence of an appropriat:ag:sgetgﬁéga:ts'ari:tt;
B, ] al aikanolate, e.g., sodium methanolate and the like. Th ic hy i
3 of (XX) is desirably conducted in a suitable reaction-i S or examai s hYdrogenation
I _ conducted in , -inert solvent such as, for example, a lower alkanol
! ‘ U e.g., methanol and the like, in the presence of an appropriate catal ¢ um- oo
the like. in order to avoid hydrogenation of the nitrile SUp is may be o qum-on-charcoal and
( X id hy . be appropriate to add an i
catalyst-poison, e.g., thiophene and the like. The ox_dgr.oup f the ¥ ir e oo iate
© following o opht . Idation of the thus obtained (XXI) can be carried out
(1978) g known oxidative procedures, e.g., as descrtbgd in Journal of Organic _Chemistry 40, 267
. The intermediates of formula {XVIl-a), wherein R is ' . '
, rme a ) ' s other than hydroxy, said R bei
by R’ and said intermediates by (XVil-a-1), can also be prepared ‘!lay thve Grign'a?:'?ga?t?;zsg?t:g :

a . . g , " .
- ppropriately substa_tuted 4-piperidinyl magnesnum halide (XXI1) with an appropriate aryl cyanide (XXiit).
R’ .
o Z-N Mg—halo + -'ArCN. S
Xxil) o poam

Said Grignard-n:eaction is 95rr[ed out by stirring and, if desired heating the reactants mééther in

The intermediates of formula (lll) wharein X i l
_ N . ormul s other than CO, (lii-b), c i
;::rrehspondmg a[ylcarbonylplpendmes, {ili-a), following the same proceddres) asage::rig:zvhe:r f‘rog'nf;he_
¥ the preparation of compounds () wherein X is other than : obelre

i _¢=O, starting from (l-g).

. The intermediates of formula (IV) can ge ' -
. 86 f ) generally be prepared by N-alkylatin P . .
" app@pﬁately substituted reactive ester (XV 1) following art-known g;_aa'kvg'aaﬁrr:lgpzr:gg;edg:le)swgg .
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pharmaceutical |y active acid addition salts have useful pharmacol ogi cal
properties. ‘They are very potent serotonin-ant agoni sts and as such they can

be used i'n the treatrment of a varietyOd13i6dhses in which serotonin

rel ease is: Qirevidusiyl deschtiedt herdid ok e S rrpounds

as serotoni n-antagonists is cl eaﬁ?epea\r/%%gr?gg%ﬁ%%x‘#hg s&a A4 f'tfl"é"l' ﬁﬁt"’a‘i’ ﬁ@d in

the following tests wherein the mntagonistic activity of the gonpounds (1)

on the effect of serotonin is exanined. Test.] 10 Antagonistig activity on

the effecf of serotonin on the dal artery of .the rat. Ca arteries -
from fasted nmafeAtats (210-288 g) )ar¥-Arsedin the testQ'-ﬁTlmNheI e X-Ast i ps

havi ng. a | ength && 5-6 cm and fdth of 2.,mm are obtained f each artery
and- -nount ed vert Blly in a 10094 or gan bath cont ai ni ng -an- &/ genat ed
" Kr ebs- Hen¥el ei, t"vsmteme@ntes Sﬂfsmta {inerh- 1¢mlta1®dtelnhe]ﬁredfby FeaaciRy he torfdspdnking Ritro- '
are produce 3@ ““g falf e "6P'“§'@mtedmmthmeaqug¢srﬂs)kn¢m inhiee @1, 630by
pah'Tor 2 s SRR ey e oo

anpl i tude o alkhl’iw o i el e gg tﬁmﬁfgfm%‘f éeﬁri ﬂm"ﬁe@

the dr ug. sAfprrppriatestai avgid omdesiréch@dwgjom éftotlueﬁ fuﬁfé

order to see whether the contraction is, restored and nornal i zed. The f| rst
colum of table 1 shows the Eferr]-valiues ig ng/m for a nunber of
conpounds “of formula (1) in the abgve f&¥=Rfn thi's connection the
ED[err]-\val ues are the mi.ninpl o@]‘ rations of tedectioencer ned--20 .dr ugs

whi ch reduce .the anplitude th it racti on to—at—teas® 50Uveh-i)t s nor nal
val ue. Test 2 Effects in gastric |esiomg,ests. a. Lesions i-nduced by
corrpound 48/ 80: 25 Conmpound-48(8(,(a m xture of ol i gomers obt-ai ned by _
condensataon of 4-nethoxy- N et hyl - benzenet hanam ne and fornal dehyde) is a-
. pot ent reI eagerThefintermediates ofiformatw (Ives) cirrgnrmelwdmgemu&oﬁ&tﬁuﬁsrnﬁuﬁ&sﬁvva-f)Qf Ne oo
exanpl.e, hi g kﬂ?@'ﬁé"ﬁﬁﬁ“&’éf“ 8f mnamast-wenp@cﬂsewmw foltavying artkné@h Balildtng i t
consi stent ChANGes of blood flow in diff ke vascul ar beds: cyanosis of
the ears zand the extrem ti@gaaje prelig e, fibgp mnutes after,
injection of the conpound; the rats-die fromshock w thin 30 30 minytes.

The shock, followed by dead, can be o ded if the rats are pretreated with

aclassrcal H er 't estlrrulator effects on gastrlc
S e
id ? ea

The edrrbci‘u"ri'd's 6f formul a (1); the intermediates of fornula (XI1) and t hei r @

ve -
denvatlve v

prot ect ed f srmwwshe G: h0y/ readtivéilea®iy

gastri c gl athys ebtained (t(yvmgis(selsemhtbp&yct WIS arkl bSgrepi

abnor mal coMent s and rough bright red patches aII aver the rrucosa
corresp’orwli ng to areas of d|§| nt egrat ed glands. A number of 35'known
serotonin antagonlsts such - ag ‘exanpl e, nethyl sergi de, cyproheptadlne
ci nanserin, m-anserin, Q) eroﬁe Spi perone, pizoti fﬁn gr]d netergol i ne,

pr event corrpl etel yriyhe 0si s of eams antv-eMksveni tied a8 Au as the

| esions ip the gl andul Qa of the stomaghxang the abnormal gastri-_c

- di stension. -40 b. Method: MimojJats of a Wstar i nbred strain, wei ghl ng

- 220- 250 g, are- starvec(me,r ni ght, water being avail able ad Ilbltum :The

t est compounds are admi ni stered oraIIy as a solution or &as.a suspension in
aqueous nedium A control ratyand a "bl ank" rat recei ve the test conpound.
One hour Tater 5 - [4 - (di phgnyl methyl) - - pi perazi nyl methyl |l - 1 -
methyl - 1 H - benzi m dazol e, €-8H~AIRBW hanol |s 46 adnministered

subcut aneousty to ahl. r t the dose of 2.6 nmgikg. Two hours after the -
oral adm”nl stras ol o - t-est corrpouncl—t—l‘re—e-eﬁﬂpe-u-nel-) A880V\ freshly
solved in water at a concCeént 6I on of. 0.25 MgAlRyiatidns i nj ect ed intravenousl'y-
into all, rats (dose J(xqg hg) e3<cept the "bI ank" rats: Five minutes after

. ” . Both N-alkylatlons are carned out following |
_ g art-known procedures as prevrousl descnbed herem
- for the preparation of compounds (1) starting from () and (Il1). i

. The mtermednanes of formula (Xil) may be prepared by N-alkylating a plpeﬂdlne (XX!X) wherem R




o i
.-t he i nj-ection the intensity of purple-blue col oration (cyan05| s) of the @
exfremtl es is scored as O (absent) + (noderate) or ++ (intense). Four _
‘hours after the intravenous inj ecti Qo gé g ound 48/ 80 the rats are
decapitated and the stonmachs are renove ubsequently the stonachs are
i nspect ed AbendiRLere esipmyioysiy definad.cwithsan tnpmmatefrmm estes ol hedfaunulan th Eligwing
rinsed. Th&2R¥e? Yalky[ariea praesdyies: are scored from 0 to +++, 0O correspondi ng
{to conplete absence of. visible | esigons and the highest score correspondl ng.
to reddigh rough patches covering fore than half the glandul ar area. The
isecond colum of table 1 shows fopta nunber of -conpounds of formula (1) the
doses (i n ng/ kg body_ Mﬁl‘ght ) at pgni e fHst ensi onn-Qdikytdign St omach as wel |
| as the lesions in the gl andul ar . ageaf of e st omach-~ake—conplst el yX&bsent
tin 50%qf the test g”s (ED -val ues). third colum of table 1 shows
ifor a nunber of conpounds of formula (I . |
§ t which the cyanosis of ears and exsrént. K9 s corrpl etely, absent. in 50%
fof the test rats (ED[err]- val ues).. The (exigpounds |isTed in tabI e 1 are not

gi ven for the ur ose of | imt % he. i nvent i.on thereto but onl.
exenpl i gjgg df; %%%f%m et fBesg ra §| 3% B4 n
t he scope pr ted I)rﬁrbggqu I red i Elro rldme.

0013 612 [ eaxxin, é@[ﬁy]catalytlm dvdgdnating tHe04tRO1IARRESDr en teaét yét/ch as,
“i nt er medi afoesxapipld, paliadiuen-¢i<tHaycoglr andethe lileo ayd btdtdlwdghbe benzwl rtbnwdnve: BOGXHE in

caused B} #alisegediemser ot onin rel ease and they al so bl ock the
.serotonin-induced contr.actions of bronch'ﬁal ti ssues-and of bl ood vessels,
arteries as well as vedns, -and, consequehtly, the corrpd‘bnds of Ad]e present
i nvention can be ad B n, -the t.reat ment” by\ gast.roi nt g NPT US, ...

bronchi 8 5 spasy enord hoi ds, “vari s W thé i ke Wi §, all. of which
are caused by corfgestion. In: V|ewof th useful anti-condesSNp® N

properties, the subject corrpdunds may (heodor mul at ed i nt o ve¥¥Xblus
phar maceutical forns for.adm nistration furppses To prepare t‘he

phar mac&ut i cal conpo- ' : -

condensation reaction

~

35

1 o/
o . L
{XXXI1)
“ .
reduction
50 . _ R .
\
\-
§8 l"-.,‘"
A o : | 2 rR?
o . o XXy
' ' 'hydr_qusis_-‘- o




-

particul ar"Corrpound, in base or: acid-addition salt form as the active
ingredient . is conbined in intimte adraéhgré xth a pharma- 10 ceutically
accept abl:e carrier, which carrier may de variety of forns

‘dependi ng on t(p ?W@Tdspf@pmﬁ at)i e inesedises 6f0dirmadﬂxmlaﬁc§{h@i%rt%ﬂnaclhﬁ§® ctive
phar maceutic @% se d ’g BRacplagiral properties. Thayaredesameent @Jrabﬁhuaﬁtﬁéﬁn%:s
preferabtly, ,an e (e = o D °fd1*seB§P'S pmwlmm serqadnin release is of
i njection;s For e'namba;y ¢frthprs5ma,ri IcH 1 I Rra dosage form
any of . the utegts optainedrirc the tfollowing rresds %i‘iarg&gt Qﬁgéé’ﬂg o ?w;ss%j-lﬁ y e' d:e? by the
exanpl e, wat &fect of sprotanin is gxgrajneda) cohol s and the Ilke in't e cast 3 _3? thes
i qui d prepayé’;;l,ons such as suspensi ons, syrups elixirs and sol ut ions; or
sol i d carnhj eAstadoriatic astiv bri cants, b| nders,
di si ntegrating ?mtste&mﬁ?ﬁgitﬂs F’Rm k% %)ng ;%ths: apsul o

and tablets. SBeﬂfaaﬁé—éfcmmarwumzmmaﬁk%mm ha w° a,' gﬁg

represent t hg%ge Biog ao owigenatst baﬂmrseléuogmnoh rs P&ﬁﬁac% ﬁ

oo racouy Ot Ry Ty e Fz;@d’f o o e (o

sitiens. of - this invention, an effective anti -congesti ve anount of the C
D

conpositi onsands niRed dfleFiddiNg "é‘tdéP the copinaction isynedserad befora
| arge’ 20 partp,se¢ berhér tbé bﬂﬂrabﬁt@rne and om mr‘@t ?Bd?FGg%BF’\ﬁ?lq”Feﬁy' ordaty
be i ncl uded I_n '@mevl@nam table @ISqusftbd EWs@n AN 18 MBS &ompdin ﬁj?mt“tate
carrier c .c 4 d | ,i ?Eft"ft‘?mm" EBgvelugsreithe oiinimal candahﬂféﬂdﬁ@of e cd

and gl ucose s uton. '15 & Pmplityde of hpocontragtion e gt !&F%@O%eofptserpanﬂdramm whi ch
case appropry, £ I|qU| d carrl ers, suspending agents and the |ike may be -

-enpl oyed. A f& nef?esﬁﬁ.'tL&s of (1), due to their i ncreased wat er :

sol ubi |'i ty’ Qweas.ons uéed’byEoRi dn@/g@se form are obvi ously nore sui tablke

in the 2S2pr epaCaipound 08/80.04 aiittre OP BRgbMetd SBtSined by &ch i y
advant ageoué’en@ﬂmmlnataed tférenakiblondelnis rat mmdelggwyaﬁﬁgﬁi‘%ﬁ&% & A xethoxy Noﬁﬁ,?b"'l; n... -

dosage uni t s?juf an a@pl bpﬁawjngtqngtsp@tpnmnaat's Unjechenlr with yortufou 38@0 exhibit
Dosage -uni-t &ﬁ,ﬁgn g,,tHi ? iéfm i abPPdarRxa'@Flanrﬁ;e mmnheqxfremmes e
physi cal | yo GhisRésTRe $HOEK souswe th?f rw'&' el
a predet er mantadonigt diovet trrefstvmmhtov,ehﬂe&e Bﬁédsﬁﬁts jpﬁre l l.: :s
desired._t her‘"& éB’PPQ}‘"QG @pfa%protenteassmcshm ibpan WA Hitaﬁd’r\&t fn@ﬂbklhfbﬁ lsugns of mte?taslze
phar maceut | tc es al @ té@nswfshwcmstma tpmmlnst wiltho erermadl @ohtadis @b rough
(incl udi ngs & s°°f';r Fe vfsd's-wmag J@tusmber of
wafers, inj eﬁdrﬂhineplﬁéhﬁd&dnG rhSpor'i'meS RO ':er ‘ImE

and the Ii k&nd enydmities) s gelt ajthaldsbhs)inaﬁe gnb.wuoo rea tE 5-5%

active.i ngr@lﬂeéﬂ?" to-be admini stered may vary Wlthl n rat her w de

-dependi Ng«O1, Mg{f,éfartlcul ar ci rcumstances such as the nature arid the
severity of thevéld sRASE Wiktar iR Csrali 04 to about -4
~active .i ngr evilahd aq)ﬁh‘mkgmt;éqﬂbh éra% {gﬁ %@5 f,E ik btomteobqnq

~about 2 ng. paeo ﬁumd’dsomeﬂrghand &adilﬁnla'l At e fhaqesteé o?;'ﬁ?" B e ¢ g
r o R R T s S

ant i - convul %6 £°c‘§m |d |2r$ 'udhm Bfolbmll’S afmmm @aliatimbisea- -
for systemn engasing mjesfea ﬁ,tt,tamo xce ?tr? %WTM 042 h
- 40 t he pr esthetinjectiorethe intansityld? es@l o&%o@(c?ang %F‘th 1{ %{d W T,f

limt the,asté’ﬁ efﬁ‘°’t°he+ masthouanrstafmnthe@it Qﬁlﬁactlo 80 theser:ts

quéruw | the sﬁﬁ'ﬁiﬁﬂis Sﬂe nigs pbbtedGorOf

|
1; 0 t mAJfGEit 50?"% so::{ag iﬁp@ﬁﬁ’%gi‘gyd’ anq_t msg;%’{ﬁ acroqpp le}svons are scored
und

2, 4(1H, 3H): eorqsboﬁdli@id 4HORKig Bat ‘La&ﬁ? r“'g""s‘
millilit A [I'he second column of: table 1 shows foran b f

2- hydr OX;C,’BI. M hg] at which the distension of the é_;:ornwedr"gg welb 8ithsl fﬁbloﬁﬁ ) the d?:f : r(el:
1750 = grand & &Pmpletely absent in 50% of the test rats (E -Ealtiasl. ers purifie
water - g bod colu mn of tableés ggvﬁfgﬁogungpa .Yf - m Eiom,‘. (in mg/kg.
wa | | t - s(EDsy v::;g:st; at whuch the cyandsi ex ies ggo etelgP sent in O% of the test rats

_ The compounds listed in table 1 are not
_ given for the purpose of limiting the invention theret b
- O;llv exemplify the useful pharmacologicai actlvntles of all the compounds within the scope of forﬁturat
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1

¥{II iliters). 5 A-l.
nodlun1sacchar|n

il- hydr oxybenzoat e

il  gram 20

"Illllters (ooseberry
"urlfled water g.s. ad

|

0 grans 40
)r anms Starth

at 60-80[err].

yol yet hyl ene ‘gl ycol q.s.
int 0 suitable containers.
tormul-ati on provi des 20 Ilters of an oral
2 - [4 - (4,- quorobenzoyI)
iui nazol i nedi one as the active ingredient (A l.) per teaspoonful

: v. 20 grans
I 3-di hydr oxybut anedi oi ¢ aci.d’

50 - Jhe A 1. is dissolved in the 2-hydroxypropanoic acid and
;he pol yet hyl ene gl ycol

plperldlnyl]ethyll

1 Q gr ans ib.‘

Wz liters Sorbitol- 70d&.

40 ala

20 liters

d- hydroxybenzoates are
M 1iters of this soluti
ﬂcid and thereafter the
emai ning part of the f
;orbltol solution are ad

thereto'

muk ati on provides 1
357fluorobenzoy1)\i 1 -

psul es: The fo Iomﬁng-'
(0] ny of 3 & -
41 H 3H) T qly i

rne actlrve T TIgr Tl

SOdI umel auryl sul fat?
' e % .56 ans Lactose <
'céna:db,;i‘fdezz F 3§ Z GBdrals A
. r Q@ Q9 &
NISETIITIZ]] IT
I R N B T T N S < <+ <
| o L o
dddddddddddd §-=&']
TITTTTTTTTTT.7 Mo
LRI R
A A A A A
T T T TITTTTTITTITTTT
>0 O 0O 0w w O O O O O O o-.qi
o = I..:wﬂz T T T 'éa': T .i-j: :  ix
o _ AR -
E LS & S

1.5 liters of
‘ After cooling to 30-40[err]
e added 35 liters of polyethylene $§§&I d the mxture-is stirred well.
hen there is added a solution of th 8 '
bhurified water and while stirring there are added the cocoa flavor and
ad vol une. The resulting 65.
0013 612 Oral

saccharin in 2.5 liters of

solution is fllled
The follomnng :
sol ution conprising 20 ng of 3 -
2,4(1 H, 3H) - '

sol ution.

I|ters 15. thhyl
gransePrmpyb 4ohydromybsnzeahe
%SpleVIVYO?Sg?n 1o S 8 & & o
_ N 2 n1II|I|ters
: 25 The nethyl.
olved in 4 liters-of bojling purlfled mater -
re dpssolved figst Jhg 2,43- thydroxxpupanedlo
e latkeds uﬁOﬁ'IS‘C'U
0 utlon and the™1, 2, 3- propanetrlol‘%nd th
The sodi um sacchari-ne s dissol ved.
t he raspberry and gooseberry essences -are add
isned with the forner,
Ut DN D s File®ip sBitolB FniQi ners. _
1000 capsul es coﬁprv3|ng e
plperldlnyllethyi]

and pronyl

Ingfl Vit Mt he

water is added q.s.

ﬁ




toget her "The resul'ting mxture is subsequently filled into suitable

‘“har dened .gel ati ne capsul es. Fil mcoated tablets: 10.000 conpressed tablets
~each containing as the active- |ngred|czot'|310|ﬁg of 3 -[2-[4-(4- 55 '
fl uorobenzoyl) - 1 - piperidinyllethyl] 2,4(1 H, 3H) - quinazolinedione,’
are prepared from the follow ng formnul ati o'n: 60 65 18 =~ 0013 612 Tabl et
core: A'l. . _ ) S 100 grans Lactose

570 gr ams Starch ' S 200 grans

Pol yvi nyl pyrrol i done (Kol lidon K- 90) 10 - gr ans -10

M crocrystalline cellul ose (Avicel) Sodium dodecyl sulfate

50, - 'The corrposrtron (S prepared by stirring the ingredients vi goroustO

5 grams: Hydrogenat ed vegetable oil (Sterotex) = 15 grams Coatl ng: -

Met hyl cel | ul ose (Methocel 60 HG) ' 10 grams 20 . - : _ Et hyI

cel l ul-ose-(Et hocel 22 cps) 5 granms 1,2, 3-pr opanetrr ol :

2.5 m|Filiters: Pol yethyl ene gl ycol 6000 = .10 grans 25

Concentr at'ed col our—su 2.....30 T1gf1fers—(paspray K- 1- 21051)
"Pol yvi nyl pyrrol i gQEe( Povi done : 5 lads B0 Magnesi um

2 5 grans. Preparatrg bE. tablgt| core:. A mx&E wi the A ., t he:
the starch is nixedSe|R “ahd Ghereafter hu gEfji-efl wWith a 35 s
‘the sodium dodecyl___ §'Lbﬁ1 ate and {'he polyvi nyl9#tyoli done in abo B
~mlliliters of water ™ The wet powder m xturg | eved, dried
agai n. ‘Then there iIs @lided the mcrocrystal" e L\I l'ul ose and {h
- hydr ogenat-ed veget EI? oi I. “The} whol e |s m / I and conpre
tablets. Coating:. 48c|m &0 R ' ‘hyl. celt.ul osg:

“milliliters ofy dengigugéd e¥haf sol ution of |Hes
cel lulose in $150 i I@{liters o .| Then there . afeé
mlliliters of di chborpnmethane pHepqnetrigl - The
.glycol is mole an@ _di ssol ved ¥ il s ¢f di=edl orone
latter sakuon fis gﬁir | Y nf t here afe adde
magnesi um octaxeca g e, t i : and conc
col our. d the ' l.e iss at.ed.
. s 1 7% '
_ BN E S - s i B ;
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‘appar at'us | njectable sol ution: The foll owi ng fornul ati on provides 1 liter

©of a parenteral solution conprising @ Soél -[2-s0[4- (4-
\TJIuorobenzoyI) - 1 - piperidinylleth P‘i (1H 3H) - quinazolinedi one as

The tabl et cores are coated with -the thus obtained mxture in a coating @

he active ingredient per milliliter. ' 4
-[granms 55 L Lactic aci d 4 grams
Propyl ene gl ycol ' 0. 05 grams ‘Met hyl 4- hydroxybenzoate
1. 8 grams 60 Propyl 4- hydroxybenzoate .. 0.2 grams. Purified water .
ad 1 liter. 65 19 0013 612 The nethyl and propyl

}-hydroxybenzoat es are dissolved in about 0.5 liters of hoi ['i ng wat er for
knjection. After cooling'to about 500C there are added while stirring the
ilactic acid the propyl ene glycol and the A |l.. The solution is:cooled to
st oom.t enperature and suppl enmented with water for injection g.s. ad vol une.
lhe solutionis sterilized by filtration (U S.P. XVIl p. 81 1) and filled

fn sterile containers. 5 ~ Supposi tories: 100 Su‘ppos'rto'ri es each-.
fontaining 20 ng of 3 - [2 - [4 - (4. - quorobenzoyI) - .pi-per.i -

i nyl ] et hyl | 2,4(1H, 3H) -  qui nazoli nedi one as the acti ve i ngr. edl ent are
)reparedfromthefollovmng fornul ations: 10 A l. :

B grans 2, 3-Di hydroxybut angdtog actd : 3. grams 15 - '

Pol yet hyl ene gl ycol 400 : 125 nil liliters Sur (Span)

2 grams Triglycerides (W Dl 5%5)] -q.s. ad 300 grans. 20 The Al. is

| ssol ved in a solution of . 3- @& pydroxybut anedi oi.c a he

ppl yet hyl ene gl ycol 400. Thg factant and the triglycerjg nol t en
fipgether. ‘The latter mxturg m xedjwel | with the for S§ fon. The
tihus obtained mxture js popreglfinto foul ds at. a tenperatjur & 7-38[err]
formthe supposi tor‘ﬁ es. P> njview of thg anti-gor T activity
‘the subject co s, ifas .gli ¢et that theZpesSey n provi des
nmet hod of treatin ngesf rvg| @ sehges of .war Ry dd |a by the
stem ¢ adni ni stratli onjof B @qfecti ye anti-conyes 3 y a &
mpound of fornula or L - nediate _af f or a :
arnmaceutically acceptabl e|] gi d addi{i on salt [t hejeof - i re with a.
ghar maceuti cal carrief. 5z.| Jhe {ol | owi nglexadpl-es 'rg i ded to
il lustrate but not tozZl+ e s‘:'}:ople of t.he pr esgnt |nven€|_.oH.__ nl ess
Et_herw’ se stated & {par s_th r2iln are|by wei ght ml | teﬁ%r yres.are in
e S ./ 1o _ mﬁ( 18¢ S
oon : - -] -
Q 2 2= 10 L1
Lol el 4F:
i S ¢ | —
A 3 x|z
- RESE & |
| |G O —
E|| &
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cent?graoie scale. A) Preparation of Internediates. 35
le | To 5 parts of magnesi um are added 2. 18 parts of @

1, g-di_b_rom).et hane and a small ampunt of iodine to-initiate the reaction.
Then there is added dropw se a sol utioﬂ)dia&marts of 4-chloro-1-

met hyl pi peri di nemacmup@ggfsfomm,; ay%drof uran while the mxture is:

heat ed t o 70[lesigrs. whidht 16 cesed b{d @ xce re edse tearoé Myle (Mlsmrbughi &fﬂndﬂtelﬂﬂwe
parts of 3- rre‘i°ﬁ ?%@Mhrqnpm#lerssuas% d’BfoB&v éikeld, fr @,g WQT'*W pek the savponin-induced
conpl eti on, 8. eitrinvectiongan be ukkaUR tHdttrds & ‘gﬂé{fa%f (PReSquBNly, the
reaction n xt ure,,,u;;‘,e 1%0% cﬂﬁg s. bronchial -

?Uutf’édik%ﬁﬁ?sa BIDbﬂJ\bhlélﬂaerca :
armoni um chl omatisle prﬁrm&ﬁka 'g%fﬁ%‘ie pF“.?eém rﬂmuudct\m:hhounds may be formumed nto
2,2' - oxybi sprsopanef thiBlieveRtdnl &F bffdclive 2@1,33: aﬂc}: Ofest &p pregeriecttly pharinbaiutiehi po-

evapor at e d ﬁc ta& Sﬁf anta thé aétie R 2:1 c:f thiI particular compound, in base or:~. _
(1-nethyl 4 -p| e ’ %Hﬁbn@lcasamar rﬂayl tﬁkd@ﬁid@%‘ne:JE rln(fr gﬁg‘}; é"tB m!narma- o
procedure andiogbggr} e era mbrmaeamﬁéambdna&s& Eiaﬁ;‘g ungf'a
benzoni tri | eexamnmk, 4nsrbbm 1 ” 6’!"1' tign ?'HU}TGE callg- aal bs(bawn&par. ‘tion: Fg .

(4- br omophen ¢ -emptoed, duchiag agy phthp da@i plmndaceutacal medi
Wg‘f‘iﬁ m e "gl'ir sol 'lkegn tha sase ofzr:

(2-chl or ophe Parﬁ}tOn $ucnapsmwnsﬂhsawn) gg

Exanple |1 5 Captile oo a ricgts, i @sﬂumeg-tuﬂgjd@a.t 5,@ § ’FQ‘\‘F“GPS'BG"GS
parts of 1- ﬂ:’pg‘f é %ft ?1" epsg)in rfimstra{’onltal:lets-aaa)é A F My
the mxture ersplo | Fo¥ piv@nter tﬁe c " E-v salid Dl'ﬁfmabﬂlﬁbﬂ&a&fersrg- dixSiously
The Gri gn# dDQ!’b UQ‘Xothgr mgrea.eds ';{ggq‘ é'fvec ﬂs&cf@pe@ it maet i large
sol ution of befprepared irhehisH mbhblér)coﬁllpl@ep n.hﬁ! ch; \eisplutidhs, for -
parts of 1, 1l|qu ,e}: °'“ Jolniectabip busbersions miay lsd mprép%, ,ﬁ @‘efs‘e?f@rmwure
hours at T OORtrbREPS n t‘hedr#e maxbelamplnmddma@maﬁ asg:)";f::
sol ution f ptepabdiiopar h@ee,f °6'ﬁf‘19f“i"% bpse 900 ve robwiowsly m.teegu.ta 6 the

organic pha |Bl$ allyedvandfgbaﬂ to Fdrn evaporated, yielding 31 . .
parts of ( 2 Vai ):;F% ﬂeingstrmtfﬁ e)?rﬂ:%?r%%ﬂ J:)sa eormps-ams '"
0i |y resi dugontailing " an d::::,mfn';zfe'" refers to physically discrete units smtable asg:
uantity of active ingradi sages ea “"'t
Stirred rdoxteffeg ird ss BA W ?re i g ent~calculated to produce the desired therapeutlc
(3- met hyl phestjds (riudiy o U reauire YRR Rt e Exazn e sich 5l U forms are
car bonat e al‘?ﬁl s st?a# ttgaspdondns:rﬁbhy,l.dagﬂgedp,g tﬁJ ﬁke a§9es @Ecpue sélutivhs
_ethyl carbogg; %EF oem fQO@eeautn}/e m'ghﬂiantCthHala% 'eg s "@“Wf '
conti nuedsf gbsel 'ﬁ a’t'i'! 8. such s @he’ Mﬁ& laﬁH‘the o the ::rsmde '
- ayapor at ed, fryﬂn&bdlt Eﬁa %Yactlve ingredient per kg of body welght and partlc:;?-li:
4- (3- et hyI B@M@@tptv) 1 pi per| ﬁecg igight, @5'“&%“95?1’ °fl99 byrepentddtitigre i’Gbrieral
9013612 In a df Pan'lQW'ﬂsafnnmnatbhebﬁnﬁnﬁ i ap{,_ farti nf from the

cor respopggli {p,g %"% VSEFIIchdml imY| anéihﬁh mposmons .n .

mwlp’ are giyeptar nlmhtrmcaaa T hﬁh’h héats%o

met hanone: mbdhibn, pres
et hyl 4-(2-chl orobenzoyl ) - 1- pi peri di necar boxyl ate-as an oily re5| ﬁ@
et hyl-. 4 (2 ﬁbﬁfm@lﬁenzoyl) 1 -piperidinecarboxylate as an oi Iy reS| due _
Exanpl e Qing forﬁulpmmmo\mi‘es &bhidrs of
v 4-(3- et hyI !}'°‘§r ‘/I”d'l he@wwl-aétﬁ/lfép’nmm:ﬁg‘ t'f% wn (?r'ﬂﬂ:)?fcﬁn ¢
acid solution 480 WAt 'f°§ stirred and refl uxed for 3 th,e active
Teaction mxture |s * Al 10 evaporated and the reS|due |s
crystal Igazed from 2-propanol, yielding 7.5 parts of QSQWEIShyI phenyl) (4-
: . z'hvdfoxvpropanow acid ' o OSlltars :
_ sodlurr_l saccharin \ ' 17 50 grams "‘;\‘
55 ~ cocoa flavor o - 2.5 liters '
purified water - - 28 liters

: polyeth,yiene glycol q.s. ad . B0 liters




i . Py
ipi peri di nyl ) met hanone hydr o- brom de. Fol | owi ng the same .
jhytrol ysi s-procedure there are al so prepared: ' S : :
(4-bronmophenyl) (4- pi peri di nyl ) met hanone hydrobrom de; -
Z/Z- chl or ophenyl ) (4- pi peri di nyl ) nmet haﬁmﬂﬁ%obr om de; - 200[err]: and 1
1( 2- met hyl phenyl ) (4-piperidinyl)neth robr om de. Exarrpl eV Amxture
jof 25 par t erabkoldtioahl oropropanenrtrrlgga 61 parts of : 29 -l -4
i 4-f1 uorophenyflh)atoﬂomﬂ éqfiﬂd'ﬁmn F)TOV' ’ﬁ gsin 'D%P -
sodi um car %{}a‘t‘?ﬁ v ?53#‘%‘%"'8\‘ etk -rifd 'F@% -jayingzo 'Uﬁ:’gl?ﬂe ahte 25Medrereiied 1
OO[err]) o] r?egtﬁ?sp f eac dn m xture i-s cool ed, wat er r.s added and the
[ ayers afe separat ed. -TAye aqueous phase is extract@d
- met hyl - 2- pent anone. The conbi ned or gani c phases are dr| ed filtered and -
bvaporat ed. The resi due.3-dihgdiesybytangdieie agid]. urm- chr okfat wgmaphy over silica
,.eI using a.mxture of tr.ichl ogomet hane, hexane an‘g) met hanol (50:49:1 by
ol ume) ®s el uent. TFhe PHFE P ons are col lecté aP8™he el uent is -
levapor at ed. The solid reggxf;%aa,esﬂarystal lized froma2, ﬁte.-soxybr spropanet 25
f{he product is filtered of and dried yieldi ng 17 parts of . . -
'. -(4-fluor obenzoyl ) - [er$0]rb|ne10?9$0hm0n pi per| d| ne- ace'i ofitersr i | e; mp.
26. 7[erts] . - . A m xture-of 32 parts .
pf 4-(4-fl uorobenzoyl ) - T%tPY']“ %?anzfampr perr d| neacetgﬁ["frr | e and 400 parts
wf nethanol, saturated Mbpyia AparBybehzédie hy dr ogenat edy i Bratghe Parr - appar at us.
it 25C with 5 parts of Raney-nickel catalyst. After the cal cul ated anount
hf -hydromen is taken upRaSDmeasmeyst is filtered & fm3Witerwd the filtrate
;s evapor ated. - The resr(g e |s taken up in : nmethyl beitz r]ﬁ and the latter is
jvaporat ed again. The r e rEPssol ved in 2, 2 -oxf/"br spropane /a,nd the
gol ution is filtered trbﬁnﬁaaaa@;qgl'b@ sol vent is evapRérat ed, yielding 32
parts (1&0% of [1-(2- am no - met hyl et hyl ) -'4-pi per.i di nyl}(4 f1 uor ophenyl ) -
ot hanone as a}i}f;?gm gt I 4'& igxyge?:tmnfat;;,aﬁe disso';;:d in ét liters é:fbmlmg pu%f' ied t:maltt‘;'r in3
jpanpl e VI '}%a sQ tlon rs com g‘ﬁ? f 'rs;m glneerP Etﬁm %E dﬁ? gt o nol
‘ Aa Q%K\ll &%ﬁlér&o il &f 5 drte ater

dY .
jarts of 35Q aumfa:ab 51 465eRébs lafe a@&edﬁlnrat onmmaemh theFbrivier,€d
and r ef | ux eehtes\ieadted s, aél' hdumeam tmrresdthulsphtmrsis(ﬁﬂeﬁ mchurtm emtaieradded and '

=he | ayers are separated “The- organrc phase is dri‘ed, filtered and -

[ B o e ST

Lyent The pure fractr ons are c | ect ed and the el uent i s evapor.ated. The
esr due is crystal - éeld froma m xture of nethyl zen'%sand

§, 2' - oxybi spropane, ding 9 parts (53% of [1-( 3-5[ -

Ht hoxypr%oyl) 4-pi perr @o&MHliﬂwE&ﬂdﬁr ophenyl ) met hanome gréfas . a
i A mixture of 50 parts of 2-am no-3,5-dichl orobenzoic ‘aci d and
#40 ‘parts of ethanol i $targhurated with gaseous: hydrﬁfgeﬂraﬁ‘ﬁl orr ‘de. The whol €
s stirred and requxed_afor 10 hours. The reaction E[’HXE i's’allowed to
jool and the solvent is °étvaporat ed. To the solid residlie are added water

nd sodi GTm hydr oxi de. 'Bmo.au]ﬁmoaea.ai.w prooduct .i.s fid.ggems of f and dri ed,
¥ielding 25 parts of ethyl 2-am no-3,5-dichloro- 50 benzoate. To a strrred
i xture of 25 parts of '\éqqnwunzstaaﬁho 3, 5- di chl or obenzd#@®Sand 180 parts of
gli et hyI - benzene are added ro w se 30 arts of ethyl carbonochl ori date.

} gt igoroysly to9eThe, THeARBInG TS
Egnr ggctr 071 ?&"ﬁt‘@ ??gd$ uita '%hed’ %aém? g‘géﬁs e

ue is crystallized from -

-

! '
I'-l

it hyl 3, 5- di chl@0ep énfpeé¢shaitgblets.eachcan Iaartherw)\bemmmmﬁnah@l -42 \VI[4 |- (4~

ﬁét l{g epgfr t%:% x ngovsré;' u?;‘;oﬁtmwdwv'bnwﬂm M '-(QH’et mwwtmd@nyr 9ranwrmm9eﬁmatte

flet r ol euneti@tcoattd Rateaduct |s f| | tered off and dried, yielding 30 parts of'_ .



-

am rRoet hanol is stirred and heated to 160-170C while the forned ethanol is '
~distilled off. After 60 stirring for about 30 m nutes, the mxture is
codl ed and 2-propanol is added. The S§| id oduct is filtered off -and =
dri ed, yielding 23 parts (64% of 7-c RAEY 2 hydr oxyet hyl )2, 4- (1

H, 3H) - qui nazvdbidt@oretli one. Fol | owi ng the sane cyclization procedure’ and
~usi ng equival ent anobuntsAbf the appropriately sub$id t gtasd

2- [ (et hoxycar bonyl )am noj benzoat es and 2-ani noet hanol there are’also
“prepared: 65 3- (2-Wﬂﬁ%xyet hyl) - 1- met hy| - 2, 3{0L grams

H, 3H) - quifhazol i nedi one; girepn ~ 0013612 6- chl-oro- 3 $00 hydmexyet hyI) 2,4(1
H, 3H) - qui nazol i nedi one; and- 6, 8-.di chl oro- 3-( 2- hydroxyet hyl )y-2,4(1

H, 3H) - qui nazol i nedi one; erﬂlp(!@llmﬂmmﬁﬁp) 6- nHY hyglam3, 4(1° H,

3H) - qui nazol i nedi one. f 14 part's-of . |
6- chl or 0-18, 4- di hydr o- SE@NPF‘?WT‘B@V&% enyI 2(1 H)-qui nazol i none, 5
parts of sodium’acet ate S%Hﬂmmgecp@[lifée of rret hanol igs gydé ogenated at nornal

pressure and at roomtenperature with.2 parts of palladi umon-charcoal
catal yst 10% After the HydiogenatedeegetabieailiStertenl dr d§engrams t aken up, the.
cat al yst iss filtered_ off and the filtrate is evaporated. The residue is
stirred'in 2,2 -oxbe apﬂ"ﬂpane The solid product is fi]Jtered off and . .
stirred in 200 parts of M@Eeumbge(mtﬁ‘ohgmgggﬂ of f 1@ga¢,g»m@nd dri ed, yi el di ng
11.2 parts (91% of 3, 4-di hydro-3-(2-hydroxyet hyl)-4-phenyl - 2( 1H) - qui na-
zolinone; 20mp. 141 [err] Etikestiybes(Bthgceh@Zapak e of 23 Spagrams of - .
~7-chl or o- 3- (2- hydr oxyet 2, 4(1 H 3 gui nazol i nedione... 32 parts of
PAdpreei 1 L L

t hi onyl chloride and 15 | or onet hane “t ®Pr-ed. and ref I'uxed

for 4 hours. The reactl Folydinyibad giycbisoppol ed.” The groecgrg,hgated pr oduct is
filtered gff, washed with trichl oromethane and with petrol eungt-her, and

dried, yielding 22 part £ %q@tegqiolour suspension - 30 millilitecs N .
7-chl oro- 3- (2- chl or oet hyl Opostrpviis1 24P ui na- zol i nedi one. 20 ' I'n a -
si m- | ar manner there ar PoRVinTIpyRIoREYR | @g,v,dghe;\z chI or @t G . R

-nmet-hyl - 2,4(1 H, 3H) - qui nazol | nedi one; ,
3-(2-chl oroet hyl) -3, 4- lehggdesjmﬂaq)mngdoata(l : qU| nazajdramne rrp 1y T
79.5[err];. 6-chl oro- 3 2-chl oroet hyI) 3, 4-di hydr o- phenyl -2(1 H)UI nazol i none o

6- chl or o- 3(2”%‘1138? By 2o azol i nedj o
6, 8- di chl g o2 Q'Z"} “’2 uﬁ%ﬁ mﬁohﬁq% e g v Th

and 3- (2- Chlvast a@L n mhannﬁew ldRd e ficrobrraialiileelll
m Xt ure of . 1b8d thowduQemn&edZveemmobnnMrwm is 3fixeD wodlirand cofpressed into tablets. =

1- br ono- 3 chI or ropane 21 parts 30 of sidum carbonate and 200 parts of

et hanol - nd L& re :
Tk i A i e b
met hyl. benzerua:mo thand takid €hel 52,8 &ﬁﬁéi pors,bmaéneamhot i3 anditeh 4R tissolved in 75
ev apor at ed. rﬂ'h&tecldfynchlemnduene Shq:)tamrfsnbdorbiy added dorthedormenaridahergtherplate agided the -
silica gel é'Y epiym mfgﬂem atgf the PPWPWUWE’PMF!E‘ 'ﬁhe"’}mtﬁéﬂﬁ'@b(ﬂ%'s@"yyn a"d the_

\ Vol une) a¥ ':Fﬁg r t d B
evapor ated. The so ?'r@ess i a&%g&%d gi[&? Fh%e éﬁ% rggtfy ﬁsaggﬁdpy%g'taaﬁdg The

pr oduct is fihjedtaslesbhatloh: and dried, yi el di ng 7. parts (33% "of _

2-1( 3 chl or OEr OW Pliawingformulation provudes 1 liter of a parenteral solution comprising 4 mg of 3 -2 - .
fluorobenzoyl) - 1 - pupendmyl]ethyl] - 2,4{1H,3H) - qulnazolmedlone as .the active:

: mgredlent per mlllllltel’ : . _ |

_. . S - AL .\ ._ — . -. 4 grams R \I\” "
| B . - - Lactic acid o ' - 4 '_ grams - \ '
| | : _-ProWlene glycol o | 0.65 g.rams _ ) -

o0 . Mettl-wl.l-hydroxybenzoatg__ o -1;8' gran;s. . :
o . Propyl -Ldeiybenzoat{. T 02 grams:
Purified water q.s.ad 1 liter.

- : _ : o e .
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bé‘nzhm’ dé; rfp.[er_r]lOO[err]. Exanple XIl A mxture of 10 parts of
16 parts of 2-propanone,

2-[ (3-chl oropr opyl ) am no] benzam de,

1 part of 40
i's stirred and

4-liret hyl benzenesul fonic acid and 40 parg t hanol
on mxturéa'ggigpor ated and the 0|Iy resi due

r¢f.{ uxed overnig Le Ttg'e reactl
I §:{stirred i ningdcti n,gqey

yfel ding 10 paditse Af. Th &1

. !-QUI nazol |af‘i’owé'meElemihﬂuoh(hd te.%
sI ution of 257

h‘ehvdm&bqn

cI oride in Gyidahyis.-
tere I s adddetmdratenst se
" [dHrts of vamter at 5-10[err].

¢lsi due is stirred in 2-gro anol
flel ding 27.5 parts ('68"/?3

). 133. 8[rerr] .
tam noet hanol and 135 parts o

Ibon conpl etjon, stirri

| ;Pdﬁnm;gy‘ﬁlﬂﬂgmtﬁﬂg&a ﬁngl traic(?_. S dr| ed, fl';ezg'rc?ﬁ“?lgggevaporat ed,
1 . Si dueg t@h 'gr-‘éetp%g glﬁra re ten to ether The latter mixture is Efﬁf}h ﬂ&e%?ycgl |
! Mixture is pgu ed mlﬂ)m %{F " a ed well with the
E-fl uor -y (2 w fé'F‘ $.) - 2-ni.t r obenzam @ Bt & Hempp tma/bf F~38°C to
finl ori de anq}w " ‘Fqns Ve antivihafitae s@,@t bg,ﬁ,?oqmgn g d for 2 ,
ilours. Aft el:;giaatrbm of af'%ﬁ %Qw'mmsess:f attég%{’%%zm- e
§i el ding 24 pardfbnﬁasmue f‘HZ:P aanof denWlaO
vpagf tlﬂacu:l addition salt thereof in admixture wnt:a

Jxanpl e %y BYprmaceuticahcarnarxt ur e “ore

( 3- br-onopyy gﬂ:j fg

D013 612 ( Acdntigiatd LTy IoHIPEYiRR: Aiated
‘Farbonate and 200 parts of 4-nethyl-2-
or 3 hoyrs Uﬁﬂﬁg‘“anwdmtenmesiafsa.r at or .
Is .added “and th g

nd evapor ab&gh to

[3-[4- (4
i1y resi due(:;- hyiB
g£4 fl uor ophenyﬂo)léva'n

ppr opr i*At éP'}lomtnﬂnstanH - dRlbro-1
IN-[ 2-[ 4- (4- flt{gjcbglﬂmh
5,150[ err]; orophenyl) (1-

oipar

1635% 735afts bt thagn
?B, peri di L"EL}I@I-:#;%HAI iﬁ’}bi&ﬁ&éﬁ

continued for 4 hours at room

55 parts of ammonium chloride in 400 p.

resadue

chloridate at 20°C. Upon

reaction mixture is eva orate
. 85 as an oily residue, p : ¢ Yiolding 12 P

R EEar
mt
arts of 2-bronoet htgnfgtrrﬁ
ter i S added"%?ﬁﬁ@igl an of 28.9 parts of “4-nmethoxy-2- mtrobenzoyl
f@ﬂ;%m captaiping (Foamg bt 3\Whjzl e[$t i
a" 301 UTYBreligediong ag thecacties ingred

Exanmpl e ¥iyet y‘?efngﬁ&E rﬁ{"gcejnzene is 525 gu]ueq}sdropvm Se a

enyl) (() -ﬁetmlﬂ%%uﬂy{z

‘Upon conpl eti on,
rs at this terrperaturé\l The. supernat ant phase i s;decanted and the oily
The 50 product .
N'qxzhmqul) 4- met §i0x ya,,g ni trobenz- - am de;

; Hol ution of 29 parts of ﬂurfdctaor(epaﬂ ni trobenzoyl
s continued for 30 mnu esgré’t“sroomtenperature

[he. preci g tated product i cerides WYitegsah 555) qtsadeen Lgog N grd@ker and extracted -

lowingr examples: miedierendsts B M Kl
allfmrts Gladeinn arel By
pent anone 'S stlrre
The reaction m xture is cool ed wat er

avers are separ at ed. 'ﬂgﬁ,ﬂ&r,gam c phase is dried,. flltered
1a

A ap@gqume iadded 2. 18 paits &)1 o
Eiiica gel mnetmn,gpeit.aime1:[4 'ﬂé %ﬁp’@r'@meumvﬁ%%g‘ Q%@
Lol une) as tmraa’ﬁddaa’l@-opvﬂbﬁ' s l t é&ag
kevapor at €d Y newuw‘wgm Hiding1€édnG
ﬂu@.qjﬂpeﬁm rld
gV he;t»ealuwaeeaﬁbdm

raatkisGire diSsol
e L A

r at refl

ried,
|l|ng water for

e prpc#@dplandwtﬁ)ﬁhﬁd %ﬂ Ry COI
uﬁgil:g%r SW¥ BB 1déand1fllﬂﬂﬁt?t$tatr [ $e§ ln}rs

stirring-is contlnued
|53f|9fat"é°‘red of f- and dri ed;
and cool ed mxture of 25 parts of

h,{ZOI’I de i n nethyl benzene.

f II uor henyl ) 22

raphy over
€ upt, of
V!‘,'l'j? F@Oh%ﬂireaﬁldeété'tﬁto d“ % qrg:?;ﬁ;;

3 methylbenzomtnle in 90 parts oﬁtetrahydrofuran
FAtyre. Jhe mgtmnmxtere&Sco%féd

in wat
a%gg}rlagﬁlate Tyleldmgg:‘iqsd::gg f .

hﬂ!thg/ as @ Bilyoresi

Example i
35 parts of (3-methylphenyl)( 1
parts of dimethylbe

a@'\tahaer emaurgs of the

iVl g B peredbenzam de np
methyl—4—p|per|dmyl)methanone residue; and .

#4-fluoro-N-12-[ 4- (4- quorobenzoyI) 1- pi peridi ny
bEsamelp| 1) -

o’?t'n {ﬁqm

i is cooled to 10°
(phenylmethyl)-#plperidinecarbomtrile.u;u 700 ?:aa;: the;eils o aopwiag
temperature The reaction

s of wat
évaporated, yielding 31 parts of (2-methylph n:ﬂe[r1 -}-::

X ure IS re

nzene are added dropwise 2
completion, stirring is .continued for 6 hpours atzreﬂux

arts of ethyl 4-(3-methylbenzoyl) 1

a I’Bﬂﬁiéﬁdsub;tguted

ﬁn S hyedus. it ¢ obenzam de;

o180 parth oB fbRiriol - | Eng"V!
uxmg The whole is stirred for 15 mmu?ez: g?
a solution of 3Q parts of 1-
-oxyblsethane Upon completion; stirfing is
or:uxture is decomposed with a solution of 40
ganic phase is separated, dried, filtereg and

envlmethyl)~4-plperdmyllmethanone as-an oily

-methyl-4-piperld|nyl)methanone 1 part of
parts of ethyl carbono-
temperature. The
-plpendinecarboxylate

20

€

§fsgqea.qme present - - .
ANGYEY PrgxRGhe




et hanol are added 18 parts of N-[3- [ 4- (4-fluoro-benzoyl)-1

-t peri di nyl ] propyl ]-2-nitrobenzani de %3(}@ parts of nethanol. The whol e

i s hydrogenated at nornal pressure and at roomtenperature with 2 parts -of
pl atinum onpgha]v egg "ardaw; ere% Balsppreppred starting from the cerrpsaending Pheswil hmam'geﬂ-

is taken up? ¥ A tab f . r?JﬂquJr o Qg atshaereg drate is evaporated.
‘The oily resi dl@@hyq 4-(PUkib b yes(au@ranal lica gel using
a 20 m xt&re ofethyl MIHn&Ithwmﬁ ane-paaﬂbnmaaarbwle s@eﬂ;d: byiduéol une) as el uent.
The pure fractions are collected and the eluent- s evaporat ed. The oily

Elre;SIeguey'l |e|S ﬂfrzft al I Z i P -asb-g%et 4?:?met ylbenzo\%)- -plpendc necargox];latleta%{'l%gsgaits 0 a L
2- ami 10- Vol Seetohs aia a1 Vhydalh ii’aks.ﬁé'ﬁ." "Paéo oG ot Ao &
113. 2C. The pigeidigiimbthansns hiydro-ronpd at ed, yl e ng a second fractlon of 6

part s (36% of Pgummg\em g.hpwolyQSprocedure there are also prepared:

(4- quorobenzoJ | eS|due
Fol | owi ng,t he 7@? r? 9361?18&%90% %drepar ed:
2-ami no- N-[ 2- [ uoro enzoy p| per| [ n et hyI ] benzam de; .np.
142.50C : Example V

2-am no4-fl uor oA Nl'ftﬂfe[qf %‘-ﬂpmmfr Sisbinmopsppanepitrilg. flr Pﬂﬂsn‘}fl ﬂ(I:e‘t“hswP'}QﬂE'Hémd@ﬂvU-
mp. 124. 1 @et e hydrochlonde 63 parts of sodnum carbonate and 160 parts of acetonitrile is stirred and

2- ami no- N[ 45435 %1°9 gl Sl A ae e °§§§2 s

15 To 1 part of a solution of 2 parts of thiophene.in 40 parts of @

mp. 168.1 [th&r d a@evaporated The resndue is punﬂed by column-chromatography over- silte¥ §hg a
XVI1 A m xt umigurefof imcﬁlopmeﬂﬂnoheﬁn fritt oétharob (50:4@xt0iLNOYimed as €ladninTha aane dractiors 3
~ parts of (43f°| @ﬂ'P gﬁ &wam%ﬂn solideredidue dn erviglined framk. 2 duybispeppgne.
| @d 259 vising, Af Partsyt 4siétugipenzeyliaa-methyt1-pipgrifingn g o

parts of R % ”]‘\%7
refluxed for 2% tﬁ-ﬁ%&'&r of SariseéQlta(h%oﬁb&ﬁ&%}%—hﬁth@l\lﬁﬂiﬁérﬁﬁrﬁgce?d?nﬂnl%ﬁc?&od ré%f.
added to thweﬂe&udmuratibwml dmymdNiDid LHylirobénatdulin @l Rbir-apbratut lat 26O wWa Bt
The extract Raseyehickelcbatalyst. AEercttie eaicliatedhgunat éfchyd rpoei igl] mgp d;i)tlpenatadys(ﬁfa@red)bff
N-[2- (ani wOeaq' Herfi Whemno %Ihq tsaémbéwm P Mne yibs r'Pa?HaEFEata% _
a resi due ﬁﬁ'p dl d| lve |n12 -0x 1%2 Tﬁd ]gg h tl;s _
pyri di ne an(ﬁ,:gg,ate JeSarOshy efj“o? dol'aem'réor'e A d"’& G R R AL R
benzoyl chloride at 22[err]. Upon corrpl etion;stirring is conti nued f or 2 o
hour s at Jsoomterrperature The reactlonExanmteuVIe S d| I ut ed W|th wat er and a

h drochl ori c dnistyreyf 6&4 of g %‘ ‘% i;u’ﬁ%i
ridiayl) lor di l

ot o R L T
and evapor atl rs a ﬁiald e 6r§an€BJ£Ha ¢ %dd o, fine Hrﬁﬂd eQ¥Y sﬁnfed by
silica gek uslumg-c togriphl OVef siiéa del usiiig @ ntixterie Wh&mhmhhamhe(h%ol'is 5 by
vol une) as erblue'n)tas eKigat. Pher pird fraxtiorns@rescoligotedantl treelusat inedperhted.dhe essidu is crystal- -
evapor at ed, li l?.' gu nzene and 2 2'-oxyb|spropane yielding 9 parts (53%) .of [1-(3.3-di- -
1- benzoyl - 48 %"‘f"l"{% ﬁpﬂqﬁgh‘ﬂlﬁ 'f?'%ﬂ"?"”ﬁ'“ﬁtha'?%ﬁ‘dr o- pyr| di ne as' an oily-" .
residue. B ‘A mxture of 95 parts of Example VII - L
1-benzoyl - 4- ( 6- Almbaiire ofl 56 parE@F 2am,ﬂo}3,adﬁhldnobgtﬂompgw aﬂmandoﬁeiﬁ)anpas sureted
N, N- di et hylvawaamsle/qmen '@aeﬂi\awd'emﬂt%amapfm edfputGhayes. Wetrpacsorpramuse inf

al | adi um 0 '°“596t° porated T ide.
Elydrogen ks geﬁ){éiﬁ" Ed lpho uct' Qﬁ an df'? d""&f ver %f?‘?%a Ny 'd'° loro-

filtrate T's pour@slstnay eum szalkﬂhk 6% ettiyl 2-Bining-3, sa&cmrbbdnsoawaae i1BO baisedd.mxhﬁu-
supe rrat ant degooeige pdde s dropwise 30 partsadl ethyl darbbrechieriiathudponabinpletion\@tirdrgds sontifued

wat er’. The dengh emperaty ixture ig-gya Preresidqyeds erystallized from
okt 1y aoe }?kg@n A3 i o 28 S, 1RO 8 R AL N e Eirom
m xt'ure of petro eunet her and. 2,2' -oxybispropane,. with a hydrochloric aci d

solution 2N and with 55 water, and di se@mpredain trichl.oronet hane. The
-~ latter | s vvas hed miktuds oa4@0chtapﬁe té-chlord-2- lﬂaetancnrbonviNmmmte anaﬂérpprts of 2-.

dried iﬁ ol sl anweawwﬂﬁen—aaﬂ the dormed e aw g
N, N—dl met%ylﬁue ?f |g-o- 2 ?Cglm\ﬁ Ime— .

-week- end. Thﬁ, ol | pro u tere off -vvashe mxture-
~and et'hanol , - anebildwingdhé Earmac\tt@zaﬁbn Bﬁ{:&mre] andyuseigobqnigasaﬁ E T ) oofthelappropnately

- benzoyl 4 (ssb#tlltmdr &-{(etHoxvgatbonylla h?‘l |ajiﬂr9eamlntpﬂthamlotperp rafe also prepared :
) 3-(2-hydroxyethyl) -1-methyl-2 H)—qumazolmedmne _




60 « 'C Amixture of 24 parts of 1 -benzoyl-4-(6-fluoro-1 -
H i ndoI 3-yl)-piperidine, 70 parts of potassium hydroxide, 495 parts of 3
1\2’ et hanedi ol and 80 parts of water isO®¥3899 and refluxed for 6 hours.

The reaction m Xtéliorh3-(¢ arts of water are added while

stiirring. The preﬁ:&-p%ﬁl&t;‘e;cji’%r%%@% h],gqj' jnatplipgdjonesmghed Wi th water and
pétrol eunet her arﬁi(ZdwdedveltHyl)-\aaﬁbtﬂylzth ﬂ:'z %%é’é‘?ﬁ"ﬁ‘g ang parts of 6-

uor03(4 plperldlnyl) 1H-i ndol e; D. A mxture of

f

5 parts of li th 1)-2.4(1 H 3|—9xaqulenxzolrned| ohe, 6.8 parts of -
6 ::-f_'|'LIOI' 0- 23 5 l&)ﬁg %c&%ﬁ)ﬁh g&' %&hﬁgwﬁwmyet&m%“ﬁkaﬁHﬁMaMQne
c

rbonat e, 0. &mparatuse Ojth@béﬁssbfu Baitb it gengted fat normal pressure and at room

et hyl - 2- pebdeagemis taken sip) the edarmtkﬁrﬁe SHSHd teqs %. Afiat the ¢alculatidosmauntiof
tifle I ayers’arg<ss % ?ae Th goligl uiSis (a6 off Sndsﬁ red of l h'adm '
ilg dried, fil gg,;@,d‘ 8: SRR Al pan iR % of Bd-d‘le/arodstg PyRiroRgut ﬁq“” " ;_'zs(fmered off
: propanol ~The pro bictehi f||tered off and dried, yielding a roy ~quina-

';actlon of 45 parts of 3 - [2 - : %Euoro-- I H- |ndoI -3 -yl) -

1L - pi peri i nyl Iét’t‘t&th of 23 p@(t&oH7.%hi),m.3-gu,t, Fr om t he aqueous
hase (see afiffopy chiep " cﬁ"pge'é Brrads of tricsroifohietrﬁﬁee 5;?'L’l$oa° fone, 32 parts of

2- propanol . Q@O,ar Pf‘ﬂcP ted] protlict ds filteted o, washat Rl he reaction
raction of Jolpadiérs. O e y'e%%%’ 22 parts (98pa) of @'°“'°f9'3*2-¢mﬁiééth(:d)- rm?ﬂﬁ O

. .Ozoni sed oxy hipréntiivit tedle thi1x204( 9, 38)-Sinadi1R ture-of 6 parts: of 3 -
12, [4 - (6 - f ‘f.(‘?g:'!?é“t 3-4-#lh!ﬂn¢4-phéhyt:§l({‘m).qm§:ifﬁn:§,m b9, Fy#] ethyl] --2,4
(1 H3H) - quigg 5]' a4 d a‘l‘-D'!BnﬂfZ(HQ&fulnﬁzoﬂﬁ‘dnd a clear .
jl ution iz obtéaalmdhro ? { {pazpl dpaets of crushed ice.and 100 5
parts of water M-dhhﬁaewm-lsanétﬁwég%ﬁ 1[5}% g’déﬂﬁ‘er T 3073€0ardde sol ution. -
The product is extracted Wwthtri- ch1 or Omet '%Q%d -a snet | amount of S
et hanol . The' extyr m o§ r| ed, flltered Eazadpre\mporat ed, vyieldi ng 2.3 15
parts of Db -ofl fdum carbclne anﬂ"éo -a'ain pamide, 31.5 pendbqugoma@ajﬂ)ompmpane 21 parts
qui nazol i nyl hifukeyis }'rlteredZand thel #ich i §tjxred-and r8fluxed over week-end. The reaction
f1.uor opheny| 3 filseraditill dizarcgndathé G&treakl?s eva 1% y pidue, sﬁq’W i metbfibehi@nd THE ixture
of 1-(2-am ?"gélphavloralag alﬂxtilrepﬁ&rtcﬁlo Sﬁif?ﬁs $§ﬁ§¥m n@lwfﬁﬂna?@ .
parts of beng gfeé,t; 'PP@&CEﬂdnd:meIebeht&tevEpo}athﬁThe f siéz‘égygﬂe'“gt

' pi peri.diayl ] etlhfl ilmnlarfﬁ-;aﬁ(aér thbré e a,soqb%‘paaezé)l i nedi one; np. 300. 6[ err Tbn

dr opwi se a 553 abiidan ol st 0o PPt &ff ond dried; tvielsirgaZ an (36%) 6F 2-H8-chidro yah

oUenzene while still~cooling at 1-1 OC. Upon conpl etion, stirring at t
{errperat ure is contl nued for ggﬂm nut eSgxamhpe.xif €action.mixture i's fil tered
he filte 1o éﬂbbmroarlﬁnﬁmbef,ialnt.a or ated. The
isolid resfadagﬁe hyi Pﬂfﬁtﬂérethaomhs ngr,edhfﬁainiﬁé’? mﬂf 'I
fbff and dri e.did.-;gde. H,n %Zﬂé@mb isbropariey The c slﬁftéréd
'lchl or oacet ami de; err prﬁ'i"S? '@'h!'ﬁm‘ﬁi?'d"pe!htls‘r(U'l)-qumazolmone
N—(2 acet4\_/rl phen I) 2 2 2 trichl oroacet EHlfe xi? parts of 2-amno- ethanol
ignd 200 parbs, fech#nd qogled icerhattd sblutichtof 2015 partS6F 26HdMSetRinal il

: u&( g}'omlder )
flurther ovegd, fees g &f%ﬁ%par!soaﬁnmﬂ&:dy-nﬁnt&a 201 ShibAISE. n
tlenper at ur esod'ﬁ?ijghyﬂgﬂz&%@,m"e ¥ 91'311 ﬁr'édd‘!ﬁdfdfopm é)sgudug%féh 6683 .

Mith 2,2 -a btespmpmeneswe 5ﬂa b ISR e aht ey Qe Bl tcant] "Eﬂf@rbﬁours
4,22 - tFire UGF'BFUGW 9d-drigd, yieltling 27 (62arts (68%)ofN-((2"-gro ete g in 2-propanol. The
Hydr oxyet hy?™'#%i '3 8Y$] phenyl | acet ani de . 185C o ¥E-pethpy-2spitrobenz-

.N N-di met hyl f or manmi de are added first 2 parts of 2,2,2 - trichlorb - N -
|'j2 - [1 - [(2 Tohyﬂiredxy&éd&;@h},&.m cetm de and then Y .
por t i onwfs @dded7dmawies; a solitigdk 207y rQQ}ﬁ _n 'f'l 35 “smmemeae s
‘reaction. lﬁptg irging dﬁ1°°“§t"!qdrfpngc |nﬁmnmitl robkR erﬂ e' (Meteylppnzene. Upon

t enper at ur nd é gmg@a T u%ﬂrbgﬁzﬁﬂ?eg%ao;e? héd’“ﬂmlq-bﬁafaﬁéne ﬂ’f: gxﬁ'ﬁgt?sf sﬁggegltered

extract ed wi t hAtri uoro-N-(2-hydroxyethyi)-2-nit
) nd 150 2D Parts of 4-fluoro-N-(2- hYd"O"VethYl)-2-nltr¥>ben:a'r:33:nz:6n parts of thiony

. for 2 hours. Afte
_ mtrobenzamlde dried, V'e'd'"g 245 parts (83%) ofN-(2-chloroeth;l)cz?igllt?grofg?' .

Example Xv

65 ) .
-bromopropvl)~2-mtrobenzamrde 12.2 parts of 4

A mixture of 14.4 parts of N;(3 f oh
| | | -fluorophenyl) -

22




-

35 chloronethane The extract is dried, filtered and evaporated. The 7>
greS|due is purified by col um- chronatography over silica gel using a

N/xture of trichloronethane and net har&&"@g 40 by vol ume) as eluent The

pure fractions are collected and the uent I's evaporated, vyielding 8;5

parts of 3, 44- wbehydvlme%vaﬁ&mwdmdﬂgrdbhw part$-afreddinnh céi*()dnaté)anqmonamaé bhometas2-a

sol i d resi durentahong igistimres ayﬂ régfluxeglfors3 tyfurgusmgdq yiatein-ggparator. The reaction mlxture is cooled, - - -

3- (2- hydr oxy¥pRyE ?’%r “hagﬂ g'ﬁff fl'{ﬁfetri i The
R S B

. hours.. Thé I 8Apdrhied p;bm;ngr egl ga,quom)a (41’4&% bi&owm-ﬁipédd‘d p]-2-nitro-
' col um-chr onnéneagﬁua@bg/amvwrreﬁd-ja ca gel u5| ng ‘m xture of trichl oronet hane .

and net hanol th5°® th@lame roa@uelamén&smg:m: wnwnmf |;4:ﬁs°fen*'en\d’é§-|=ieerid§yl)f¢
and the el uefif f'w'lgO% -fluoroben ﬁ;&? r|‘1y et ~ -m e '% bg?rt\ 2"1 0°85§(9’B| %Mﬁggﬁ%'
The prOdUd? s, 32uro - tt)f%&oﬁ -pi r m p 163.5°C; and

3- (2-chl or oet hy|N)-t2:‘I444~ﬂh MEibyMWehd‘hyl thidi- rﬁlélhd%ﬁn'& tttdb@ritam'dﬁpmp -.2&44[29”1 .
45 Exanple XX To a stirred mxture-of 10 parts -of nethyl _
2-[(2-hydroxyet hyl ) am no] benzoate and 1lEexditple garts of acetic acid is added o
- dropwi se dssol ufTp drpagfof 4 s@utismrof 2 parts ammlnmmw;panaofeathmoim wad $8 piirtswaNd3-

~Upon conpl eft 40(ﬁ‘f'“§'[°rheﬁ4 14 P&F"“i"gﬁﬁﬁ""!‘ & WQE charcoal
reacti-on m Ej%dAﬁz Fgg'é?f 'gd ‘%a%é %b.; fd the
wat er . The PRIG q; o {e KHomatasha |hca %@ sing a
dried; yi ebdnBgur® op atidhford; methanol {90: 10 by volume) as eluent The pure fractions are
1-(2- hydroxyeqllhgteq arzi tn( QlHerB vararated: 3he oilytesidve’is ta"lz frw—mpanol Theipsodugtds = -
of 3.6 part sﬁ'rtﬁ" am d )Yf%gga pang B4 é’ﬁ)z'ﬂﬁ'ﬂ?‘h%{ HéhioeoRenzayiy-igersinvils
of -t hi.onyl ﬂI"B ﬂ&r Sha AP S o phRE 3087641 BndTNSHE S
is all owedst -G beﬁz@ylf-%mﬁcﬁrfmﬁ'ﬁﬁ\ﬂlldérﬁa @s Bk Bfly

filtered of f, wdsliuming thie tsBme hyd regm o@maeheraad alsdrdra:dtedyl el d| ng 3. 4
parts 55 (86% @r«amm;g;%l% wz— me%dm H)wlhrg A0 mn WEJ g
215.3C.. Foll A
appr oprii at:,g s? \glr?T " ‘?‘ﬂtﬁ' ©re ﬁ%ﬁ”&ﬁ,"@%?’é‘f%\"g%g}ﬁ Xy rcamder e

1- (3- hydroxypropyl ) -2, 4(1H, 3H) - ui nazol i agdipRnNeu NP. 240C and 1 ;
- (3-chl oropropylA rr&tt#é of 1.3 Iprtsy of Rd@edhiane tHogabetyl)aminolb@izariid€. 73CbaExamﬂ4ﬂu6(6’e
To a stirr ewemlktﬂ:mgendhvlmt pn%h\dfocmo h9-L-paris pf) N Yudietbashanamine ansh 120 perts

parts .Of. il 'Pﬁuffgu aﬁn Wﬁ%{efa rl:? rleaaf@:ed
g;‘ @ ol d&% %&( flfs ?Eff!,e

3.2 parts of

tefiper at ur e a.h&ﬁsang,a,dg re,ﬁiaeer |t| on IS co vvho e)- -p'pa"_.-
stirred 65 for 10 mnutes whereafter 1%93)@5:3 of 2- br-onpet hanol are S
added - ~dropwi se \($) i, %Qrb&’ § 3550 idi 2P B QI SR ded
Stirring 1% &aHisd) L&'&@ﬁ chﬁﬁ@esi'l%° Alipoh QB leURD SR |E%ontfr'ﬁ§{? §arp ogaed

hour s at 800£oandmbu5m TheOrégdtion Glntturatis mmmmw.mrmaéraetnu lachydrbbtforicaaidi solution 2N |s :
m xture i.s cangeddhe dw@é exmactedtwvice with13§0phws ofdl. 1’ exyhisethan: Thesct:mmedxt@f:ﬁs are .

el v B ?f"?sc"? T ;:Eegj:%{%ﬁ%mﬁzﬁ el e ol

To a stirredpyidkb4& Gn @ @@rf
3-(2- hydroxyet hgl a- rﬂnqnhﬂﬂyQS A4rBHf- Gbenaayl-6H{6-fade- 1 HrinboB 3 H1)) A-disydedpyridine and 540.
t ri chl or.onet prutsef au\l;-dmuuucqu ewssm'd@usnp'adt"sﬂ@f?atrhpw hs with émadeofana"wtymrpn-

t emper at ufe. ° p’g tﬁllﬂ?ﬁr ae caicylay ?@”@E i | mup, g catalyst iy fliereg,off
The reacti ong e.ssae‘ay Eﬁ'-e Vé’f Vvdsh g‘m ° E%ﬁdﬁﬂe A
¢ whol e | S neuiﬂ& NU 'ﬂﬁbe?ctré‘tﬁ P GRAINbvARdF i wdshed slib®ssively with -

a mlxture of petroleumether and 2 2'-oxyb|spropane with a hydrochlonc acid solution 2N and with
55 water, and dissolved in trichlorometharie. The latter is washed with a sodium hydroxide solution 1IN and -
with water, dried, filtered and evaporated. The residue is heated in a small amount of N, N-dimethy}- .
acetamide at 80°C and the mixture is allowed to stand over week-end. The solid product is filtered off,
washed with a mixture of water and ethanol, ‘'and dried in vacuo at 80°C, yleldmg 25 parts of
1-benzoyl-4-{6-fluoro-1H-indol-3-yi)-piperidine; mp. 220°C. _
60 C. A mixture of 24 parts of 1-benzoyl-4-(6-fluoro-1 H-lndol-3-vl)-plpendlne 70 parts of potassium '

- hydroxide, 495 parts of 1,2-ethanediol and 80 parts of water is stirred and refluxed for 6 hours. The
reaction mixture is cooled and 500 parts of water are added while stirring. The precipitated product is
filtered off, washed with water and petroleumether and dried in vacuo at 80°C, yielding 16 parts of 6- .
‘fluoro-3-{4-piperidinyl)-1H-indole; mp. 224°C. ' '

65 "D.A mlxture of 7.5 parts of 3- (2-chloroethvl)-2 4(1H 3H)-qumazolmedlone 6.8 parts of S-ﬂuoro-__




product i's extracted with trichloronethane. The extract is washed with B
water, dried, filtered and 10 evaporated. The residue is crystallrzed from 9!
\rﬁxture of . 2, 2' - oxybi spropane and pet bt g®ieer. The product is frltered
of‘f and dri ed, 3-A-mpaliang)-1. _
34(2- chl or oet Ml‘f)-m&hwkng:sé%a;, fgg &frﬁsﬁgalsf&tu%ﬂ’@"atﬂ% palrts btpotdssibmTodify dng 296 parts
34(2-chl or oet atod. (The agueods( Nasiddl (ﬂ, gover! t lesmo&dc(éd(afbd the layers are. ..
‘pliperi di nyI% g qﬁﬂ‘,ﬁ‘feﬁ b%legm ﬂs:rqpﬁncaadbgmugar.sgm Ytered @hd :
i pdi de and_20Qolibr, et flyare 2-1Henindoioree - i atl,{,ﬁeﬁ, g;‘ﬁ‘@g) ararton ofs.
 hours. The T eambm e d5uddudh ﬁagﬁ fi b""@ ed over HyfI 0 an {-elat auina-
_ evaporat edpfﬁﬂectnsafﬂtefbde:fﬂaadam dugmahwda\r@ﬁ- '
| using a nigp of” t-r1| € hiperidiniyRé 5;3?‘!?5%? ;’9829@ p%z%ioquf )
- el uent. "Theyntk: e?mlsaubblemhrb@éﬁd? nrr@&‘ﬁuﬁ}n ;%Q g‘ﬁ‘ ?)‘t&‘r ated. -
. Tf{e residue |sceq5 S ﬁl,l é,j},l cRipeddinyilethylie 24 el RARPL qRing: Iin | 291 {8 nuoro -
‘dlfHane, i el dofeatér aad iHeSy '°"' tainad,/Then "!qu-ilreaddmimbOparﬁofcnY oo pa"s °f
piiperi di nyl | egtigrometharia anda Ety mouné‘% f‘%‘,"" V '592'51’ $qiusion. Thﬂbrodd& e§fr w,t
Panpl e XXM At of o rlf % ed milxt-un@d Obikn % H‘PWétahmwaoteatam giel
Jarts of met hAROTEEEPY addeﬂUOSQPbewﬂbmahr‘de EQaF}@J. 'q"'"am""V"ethY'l -4 - prpen- |
;-thr opheneacetonitrile and t hen dropw se 66 parts of 1- (phenyl net hyl ) - 4- o
pi-peri di none.  UpAmnioomioF ¢8.5Q9ms gfr]_(zvvhol eExampleaiXed to reflux and stirri.ng

dt reflux e £ts oftenzede &rb stirfddlahd ‘F"V BR1 1 2.1 Baes ofd-ietletHand,
i'$ cool ed an Eﬁaf W’&tfwewfﬁhbndaapdu&.g&bqrz,; {;F "Pr's d?ﬂﬁlwlgr?a solutro:lﬁ(fffasng
dijstill ationy eé %‘ '@}Pm 'h namautformrﬁi .§£ﬁ’ﬁ&h e i 10;c pon completion,
(fphenyl met hy;b()rmg #b gpor, rar_a iStebnporiman Ts :I ,re g @Yecraqke '
A Ini xt ur e 2f chBropet Wdé? m ere o nd dried, yielding 19 parts (68%) of N-(2-ace "r?;f,ﬂ}f'.?; ; ﬂef
- (‘phenyl net h Awpxt rof m)ﬁ:wlernﬁlrz ZcJJi;L gpr} gcet onitrile in: 38
met hanol is i% X 1of ethanuhis strreIFHth yga}pé, f?'e#pei'hmaneowzlahwmo-
10 parts: of ‘ﬁ" necnaq woml teropérstigSthe ot ‘t P‘@mlghtwdule the .
~ amount  of 3hydrogen[1 s ﬁr?%:pﬂ"ﬂé" é.ltedl sacuo s,:eidrdgt 336) faphd 2 tef_'md““
filtrate is evap‘onaso '?':Q,aﬁr.! lacgtamide; mp. 182°C. . - richioro -
phenyl et hy| ?1rht@owémﬂwin}:]4rh fgﬂtj;r% dfi h’??rPP@s dngo&hrdﬂf-N]’Q a
stirred m xt é‘yﬁﬂ de "S !Imsexofheﬂm( ﬁnﬂ' ‘et?gnpomonwuse 5.7 pa:ts of sodium
-[err]-(2az4 hgn ﬁPa{-ﬁ |’G§°It19'awttm ist ﬂdu}'eﬂ dntb x %au Vemlght at
sul foxi de arcaroat pppg, & B e aﬂ"@Eﬁdcﬁndseydpdde X sg %t"-
Upon 35 corrplse!ueonThsbmarﬁaaﬁb,iegréz V ?W'gmariﬁrmdrn&a@'hblqgo%
poured ont o %y r3-‘21ﬂ7ero iMakrheéth mf ,"ro °§'uerewoqu ‘vielding 8ts WLQA3
i th trich gry nmmoaarbyma Xyt Er e uesvapor ated. The
jresidue i's i fznclwmtwao@amea aua r‘,ire ”’J;b' @‘t‘%ﬂe gaa@s ot

[ 1 -( phenyl ﬂBfnh’)ﬁir}Jm tafveatsyriiphy SUar si 'nga al:ftture

2 stirred gﬁgm“&zg f.tor éﬁd maft?ézirr !;Y"\:olume) as eluent The T%ure fractions are collected and the
[ 1- ( phenyj m¥epRY PmSprrﬁ-ur-dhﬂde E@,%’ TR I9rotid@ isiltePAlickand tried,
g;-“enzene are added dropwi se 8 parts of et caﬁméh?%ﬂm@ mMgp 3 26.4°C. "é.
“gonpl etion, theywh & hitehE %d tQ ref IEuampmoixstr rred for 6 hours at refI ux
~{enperatur eacetidasid i€ a8dedro t,g’ng ;5’ |%52'h7dfb’wahﬂﬁnﬁ%eﬁ%§ﬁq{ngﬂ§8 pags.of
yielding,] % Ieslgn afirrieg hy}oofh :@ c@’r gate i 25055 ,5'6%\0

B residud’ f ?"é'ed-‘r StEl@d tm&t@fThSTprHE'm:: fitored o fr reacnon m'xmre 's evaporated. -

.. r4 (2-t hi eny ca tl‘lf&;-bwdrdi)Q&y viR2 2(18)] é‘g}f boloand
 |:aci-d sol ut Ioﬁl&né& %tn:fd&fa fs% s?f51 '@f”y 'F’W"W‘r@ 41 3H) A ef;z,,
:{ feaction mTX!B reeipitated! bro %"'DW‘E“‘ 34111“"0@“6500'!& r 63. 'OB‘f'

It is vvas H-2 ehyihl2 t8nd HBGD Yokt ture.
1 ¢4- Ip| per i dl%é {W#%gmnﬁameu ,y {:‘ﬁ’fﬁ 35“'9 @ Nie 34parts

, 'Hgm f atron of Final
. Corrpounds A m xt ur e - of %a p"at“tamng materials

- 3-(2-chl oroethy y % 1' trinarolinesitinervep. Ao@cpaiats of (4-fl uoro- .
. phenyl ) %€4-piperidinyl) net Zhansh WV@PB’C‘?‘E’P%H e 183.19arts of sodi um carbonate
« and 80 parts 4- et hyl - 2- pent anonegxacm ed and ref l.uxed overnight.
. The reactii

s frltere xagé'

sired 1"3‘“{'5&)@11 @chaets df 2vphepyi-4 ci pitated produ-ct i
& 2phepl (fH)%gtgp_ghnonf &ﬁhﬁ of N 'IN ethyl-

i t
?q%di frocomt o tefnpet rde dtspersron 60%




P

after-drying, 2,2 parts (2799 of 3 - [2 - [4 - (4 - fluorobenzoyl) - 1 - |

pi peridi nyl | et hyI] 5. 2,4(1 H3H - quinazolinedione: np. 227- 235[err] }P
| ow ng -t he sane procedure and usi ngpgo:gi !%l ent anounts of the

appropriate starting materials there 1 prepar ed: 60 65 25 0013612

[ ERR] : Exa”pllﬂom%lﬁroms&ﬁ#lé%c@ﬁtm@ed)ﬁ'htf& b heuraZro6mltethedtlvs ] thenlfor 2 hours at 80°C

- phenyl - 2, 4fdd firtBéd) overdighest 0bdniehperature. $he3reamibb sixtifre (sdooled, poured onto water and the

fl uorophenyIS?'(dépﬂfﬂuaeas sugkedhdff) Wistvraghes nléthafl'ﬂ!ef f‘?’?lb'eﬁfo@nﬁmﬂe‘P@VSWraF@ch

and refl u;<e€!1’e'd q‘vjf fBT;r'(QYﬂS gh "é’%gﬁ T ke aReLat ur e

al | - sol i d ey tﬁéﬂ Jdaﬁ.ﬁ biisd 2 NEehilrigTht o mmpﬁé‘ﬁm

The react i Orompléfidhl emhﬁg E\eamru e 4tesAW Uthel rSacﬂbH’ Infxit6l ist dvbsoPatby Water'is
‘col um-chr omadedgbapdn;esdueancsmls|vﬂmlegjeheu1£almg withr a5 $odisrnfiydtogere capbonate solution. The.

tri chl or ometPraduet i reatraptedhwiho trich 'ywt vamzf washed yvith ‘M"ﬁ't lﬁlf' cf'ftered and’

tri chl or el éffﬁrg' °G’§’fr %.f."égv?é}?“g% 8}”‘%2 ﬁ&vﬁgéé? i3 rré.-gsr, A qeee 5;&%*‘5

m

. 4
from 2- pr opipelidiny) 1i- ddlﬂ 7%panrts Bﬁd’oﬁﬁm( &%atﬂ 0.Bparts of potasdium jodide-and 200 parts of 4- -
f-| uor obenz oyherhyl-2 bentanminp dr stickedgrid refluxed foy 22 hoursl The rpMuytmxturQlﬁzﬁ(té_rbﬁ,&ey H5 and

qui nazol |'ﬁedh%ﬁ§ate evametes!nla d"°2§"“" (913°'B'I“%‘: @Hﬁ%Ph pl)o@yenAsnlfrﬁa)@e kgngHd

.8 parts. ofy Eu By uen |s erc:th Qited Eeethaﬁ Li? ture y%’gﬁglons e1c?;lf\7;|es€' :

phenyl- -2 - iefdirld 1na~f &IQ = H&rrﬁﬂ phenyl
pi peri di nyl )aaH, ofp. par.g scof et hanol . 1 s stlrred and ref uxed
~overni.ghty,The reactlon m xture IS evaporat ed. The residue is purified by 5
- col um- chrorrato raphy over sil | ca ziXﬂln xture of trichl ororret hane -
and ‘et hanol sg 'Wﬂ“ Ba@l Qfeﬁﬁﬂ‘“ and (180tnaph of q‘P@a gﬂ
~and the el ué o::§ o ED ‘?";ﬁaf t%r 'E’gff %

2, 2" - 0xyhyjss ﬂﬂtﬂfv‘for Cr‘iac'n Jr@f an@@“p tel.OF

(57% of 6 moWehier d)stﬂlat%map[:a?atus. lyiéiding(ahout 70 #i&& [IZ(%{& Imeth1/I)=4-p|pendmyl|dene]-2-
pi peri di nyl ]ttao hqacstormﬂ&as alekigal.0- - 4 phenyl - qui nazol i none;
196C." 1o ﬁf [4 afﬁmﬂi ﬁe{ﬁ -‘9‘r?ev'eefé.\k'tr4~&rp§ "p)r' #thiopheneageto mt"[e 4n 8

- fluor Oba%nggmdg -charc I % ‘a’:::s ,IL(' of 1 gg:rai ken ﬁﬁ% atalyst

2(1 H) - quin HEfiltr ehyl hyl)-a—(Z—thlen |)-4-
fl uorobenzo»tp)anmrieacetmmerascu fi)fHﬂlet ,4 dl h ro- 4 - 201 H

- qui nazol i noneTo arstirreld MRGre 4H2%K a’g gf Whﬂﬂ"ﬂhﬂk@ikthmhylm; ' negc Mmt 1Ie Lo

3 - ¢ hI or opie8 of dimethy| guifpyidg gre ad wuqmﬁ gsodi n 60%. Upon
( . 35 F?:omgzmn strmn'gqlg (:Ol'ltll'll.%;’ﬁ overni e reaction mixture 1§ pcg?xred onto water e precrpltated
RN - product is sucked off and extracted with trichloromethane. The extract is dried, filtered and evaporated.

The residue is crystallized from 2,2°-oxybispropane, yleldmg 10 parts (35%) of [1-{phenyimethyl)-4- ' -
piperidinyi] {2-thienyllmethanone; mp. 100.5°C. - '.
To a stirred mixture of 15 parts of [1-(phenylmethyl)#plpendlnyl] (2—th|enyl)methanone in 120
40 parts of benzene are added dropwise 8 parts of ethy! carbonochioridate. Upon completion, the whole is'
heated to reflux and stirred for 6 hours at reflux temperature. The reaction mixture is cooled, filtered and
evaporated, yielding 13 parts of ethyl 4-(2-thienyicarbonyi)-1-piperidinecarboxylate .as a residue.
A ‘mixture of 20 parts of ethyl 4-{2-thienylcarbonyi}-1-piperidinecarboxylate and 120 parts of
- hdyrobromic acid solution 48% in water is stirred and refluxed for 2 hours. The reaction mixture is
45 cooled and the precipitated product is filtered off. it is washed with 2-propanol and dned yneldmg 17
parts (85%) of (4-piperidinyl) (2-th|enyl)mathanone hydrobromlde ,

B) Preparatlon of Final Compounds.
. Example XXIII '
- A mixture of 4.5 parts of 3-{2-chloroethyl}-2,4(1H 3H)-qumazolmedlone 4 9 parts of (4-fluoro-
phenyl) {4-piperidinyllmethanone hydrachloride, - 8 parts of sodium éarbonate and 8Q parts of 4-
methyl-2-pentanone is stirred and refluxed overnight. The reaction mixture is cooled and water is
r . LT added. The precipitated product is filtered off and crystallized from 4—methyl-2-pentanone, yielding,
.. after drying, 2,2 parts (27%) of 3 - {2 - [4 - (4 - ﬂuorobenzoyl) < 1 - plpendmyllethyl] -
- . 58 . 2,8{1H,3H) - quinazolinedione; mp. 227—235°C, .
- Followmg the same procedure and usmg equwalent amounts of the approprrate startmg materials
there are aIso prepared .
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;,(4 - fl,uorophenyl )(4 - piperidi nyl)rret hanone hydrochl oride, 3. 7pa'rts of
'sodi um carbonate, 0.1 parts of potassiumiodide and 120 parts of 4 - neth

2 - pentanone is- strrred and refl ux ght using a 20 =~
\rrfat er-separator. The reaction m xtur esqiﬂga%d, water is added and the

I\ayers are separated. The organic phase is dried, fF{]Itered and concentrated .
. Jtp a small volune. After cooling the concemtrate, tjhe precipitated product -

li' filtered off and crystallized from 2-prippanol, mg;ng 1.3 parts L
: pi

J(§48.5% of 1 - [3 - [4 - (4 - (k’i or' yI-N-Au{AN +Ati nyl | propyl] -

{2 4(1H, 3H - qui nazol i nedi one; r il -Fol ng the sane procedure
adstartrngfrom 1 - (2- chIoroethy) 4\(1 H3H) 25 :

% 44.@- 12 - [4 - (4 - quorobenzoyI) :

N 1-- pi peri grmyttgthyt] R P

7 rﬁl ltm'g nt -

249 7[errP. | | ¢ 3<>C| 30, | mxl: ure. of - 5. § £ g% o

c | or opr opyl %WEL R 1éri\|7dr R LZ%S di t%x';l - A(1 urnazol ind," 4.9
Jogrts of (4 {-Lluotephe lnFiz)),(44-- fi peoi di hadrrghandgne hydrofhgnzi de, o' "~
Jogrts of sodfum cafbonpte, @.1 pdrts of potassi um ilodi de angd 20,0/par_t<,--qf_ 4

-] met hyl s 2] —pen{ &ho ;@th_ MirrledC@nd | &CHT%el o er mrght ; H
iyat er -separaor. The reactid -'m'>qtu i's ter_is a gand tfhe
ayers are sgparat ¢d. 'r@’iﬁ i FS Ii-(E)‘&hi‘lt ahde phase g&grr ed, |-
‘ d|evapol & efl{CH[hE 135 'sot:od r cmy,ec;us purifi ed pg11.7. - _
tography pver.-dilicd gel usjng a mxtyre of tr|chloronmethane
(9: 5 ydﬁ"h’m&)”as ngt E"ﬁsﬁfre fir acTi ens| %2 col | eqt ed

':hd met hanol
;nd the el ue

t is d-y The id Lqu stigsned -
\® 2' - oxybi spjopane F\@E énrquuct |bl te gg of'f anc drlfdgd | e? di ng 6.6 -
bart s (788 of—1 - |83 { (GHD),-| K4 - fb00ro arﬁ:fp-yc,}l. 1 -pipef rlelza-y-llppﬁcpyl.]..-...---'
i, 2,3 - dihydro - 2,2 di mdt hyl - 4(1H) aur nazoli none;” np. . 185. 7[erfr]. -
M0 Exanpl e Il AHri kf€hb j0f 5.5 F&rts g—Cefa2 |- o ooroptfll) - 2 |-
henyl - 4(3 -

__- qtia , A papts 033(.;44; fILoro_Qheny b6fs- ‘

t han r'fg ?/éd*r’ wori de-;%bY‘ parts ofﬁ soqr um car bpnat’e, 0.1 |parts

igaicy mnu(@qq prt s| of04 -| aaFkH, - 4 - pentaplme is Stifrred

for 24 holrs 43 . usijng _a vvater parator". The feaction mixture
Zhrivba 3855

[ peridingl)
pot assi um
d refl uxed

o~ “«-ﬂnl‘nﬁ-v—-—-m

5 filtered e d'{. 1FBf|i Ht rak e “Ps el {The T esi Ts purrfred
col umgcchpomat o raphy . ovdr silfca gel usr ng a mxture of
i chl ororet fhane amdy Neyd)) | 4 (95 5. oy~ vphwras)Has €l-uent Thnzpause fractrons

& collected and the ¢luent] is eyagpongted. The regidue’is bryst allizegd

e of éthahol arld 1, 1} JoxyWi pet hane. THe product is:filterfed -

, yiellding 5 pdrts (Gb%'jf_ 3-[2- [|4 - (4 -|flubrobenzoyl) -

: ' H sof pheny| 4F-AdBL) - quinazoliiggae; mp.|

' ) re of| 10 parts of N- [} 2 - S :
b nocar bonylphefiy | | {CHyla-| 4-9H. fFQorobérfzdin) 1 -—  |2852

7SOt MR o) S R o oLt on) Sdagnagho parcs

Ml xture is eVaponal ed anchyater i added w_r.dm reqi due- The208ky brbdru.ct
ik dissolvedlin trichl ¢rometlhane. | The so|ution s crred, fittered and | -
aporated. The regitu (¢hlz)zcr‘;!sta | £9ed | fitbe from|4 -—met hyl21452 -

.ntzarlo[]g _T{z__f)r(()g q_pt o‘? Lerep ?Bf a1_g Cng)eﬁ]"d, h;:%ppgp | 1?9@ E\%E{) 5_?/()
B - a0 Erau;pl e KZOﬁ-udhyl ‘m ¥t ure- of 2669ar t 2 -
nO - N - [ = t ~—F |I oot UJCIILUyI '

r peri di ! ] propyl benzam de, ‘12- parts &L L,gr,&w: acr d and 135 parts of

_t hy| benzene iaSmidubd 6f%jpa?@ @f 3-({2-chioroethyl)- 1 -phenyi-2, 4(1H 3H)—qumazollnedlone 8.3 parts of (4-
i _ ﬂuorophenyl)(4-—prpendmyl)methanone and 48 parts of ethanol is stirred and refluxed. N,N-dimethyl-
b : . - formamide is added at reflux temperature till all solid enters solution. Stirring is continued overnight at
L .~ 60 reflux. The reaction mixture is evaporated. The residue is purified twice by column-chromatography
0 over silica gel using first a mixture of trichioromethane and methano! (95:5 by volume) and then a
mixture of trichloromethane and methanol 98:2 by volume) as eluent. The pure fractions are collected
and the eluent is evaporated The residue is crystallized from 2-propanol, vielding 2.2 parts (23%) of
3 -2 - [4- (4 - fluorobenzoyl) - 1 - plpendlnyl] - ethyl] - 1 - phenyl - 2 4(1H 3H) -
65 quinazolinedione; mp. 166.1°C. _
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ter-.separator. The solvent is 65 evaporated. The-oily residue is
purlfled by col umm-chromat ogr aphy over silica geI using a mxture of 27
0013 612 trichl oromet hane and net hanol@@38:b2by vol une) as el uent. The
pure fractions, are coll ected and the elgghbieixkvevaporated. The resi due S
con}/elrted hn(t' m)IOfs -8parts b6 6eRloro 3 042 € chidlobthiN - 3.4 - 951&9@”9;' e salt
is filtere

Irred a Ieﬂl'§|qig45- mﬁef(yw% pipéridihylmétharoné énd parts of
fluor. obenzsoyio)umn_c romatd ver ';3 rea.ctl 'B' ﬂe\naqraﬂed ITba esidue is purified by
(E) - 2- but enedluoal es efie . & ﬁﬁ: reuéeumaeolaws by.

2% rouuét L { oy pesidue
ly

refl uii-ed for 1 hour. St'i rring at reflux is conti n‘ued for 1 hour using a \
l 3

starting f r d'@smamum-ng il
pi peri di nyl ] -d’e thelde- I4s ﬁdo&lbeq&bﬁpan ethipeddinylleth ihi/dr e
quoroben verg - -

‘Iz Slinaga; Ime: #96IC. - 4(3I—I) - quinazol i none
39. 2[err]. Exan:pl- s'%&l Serug’rﬁq Fﬂwf‘lﬂ‘%’ 186 arts of 2 - am no - N -
[2 [4 - (4quunaiolimne;r?e;nmg o onsreavtlsi peP'f’EI'r‘ﬁ'SYI sthy hy$]‘bé’r‘f?’3ﬁ’|‘d‘b pbers! pattHk-
of “par af or mal deh 8 d¢o|ﬂeoroﬁenmd|-um &Hd (1203 411 0% r f
et hanol dqi'oaﬁsgrws o diCer is sti rregvan??égﬁ]u%eg g@ﬂ‘r‘r’? h ﬁgﬁtﬁﬁ 1P
reaction mxture IS aI I owed to cool to._roomtenperature whi I e stitring. The
preci pitated prA)q, red ﬁaagmbop(wrt h ethanol and crystallized
- from 200 par4 Sﬂoéro E}a Sh'ﬂ‘g%ﬁ Vf_' Hbf— c@ma{oﬂneduohd. 3.0 ghrts o5
f-1 uor Obenzoybt)ass*un'lllodrdeptdaelmb t Iﬁ | -2 p tano els t Sle nate 01 partsof .
qui nazoI i2AoM@ter-agp afaMST reacm}m nibabre OWGCMbd "e re dwff
from?2 - anPfgcﬂ'"'c p se' f tﬂ"ed a dlcont:énltratad @doemraiWo ume fter cooIlng the ciﬁﬂiﬁiﬁim tn:
pi peri di nyl ;f ﬁ'{S @:mélfef* raEd F’S%“@é ﬁgme‘#ommhbl Wielding 3.3-pakté (18.499 of.1 -
f I uor obenzoyl ) FolioWing ppup ! m'ﬁ Yp“!p é*‘"‘d?'ﬂ%mu@azormdmnelmbmsz g°C.
qui nazol lzﬂonona(zﬁl)nednoﬁb the:lau§ eBE Ieﬁélr&@ o7 [Blofgethyd o RsgékthIY -
XXX A mixt uye ibf [46 - (parfiusrobénzayl)- - am m,ga.—.dmyﬂgt N[22.4 [ 410 4 -
fl uorobenzoW’) cp| peridinyl ] ethyl]benzan d hIo parts of " acet ,
anhydri de and 108 parts of et hyl benz = ls)&{d rred and refI uxed overni ght. .-~
The 't eacte on mAxhixtute bS5.6\baRPbAT edzang resrﬂdee
25 The whol guinazolinpk4Pinead ofii(4 h m:odjphui,m4so bmjw,d&gg%oﬁg h LH‘ ?’rpa s of

mazoIdeéPne

extracted wf PBr Qﬂmaﬁanepot%ﬁwnemdldaemd 260 £ imektR] €6
evapor at ed. th E;%a" p "'I't 39pa1aqr7ibe refapmrmxtmexs mﬁd \batet i usatanonm
o _ aéwﬂl&sﬂﬁéis% ied by ge,w,h.l, 'g,f y 'étdf'?ds f"FeIrM@ﬂedapofatedam
f' r\ecryst aI | i 3ndaneftivapoh (25:p b paird) as eluénQ Yff ﬁo@rf ﬁ: fmc Zometan
(4 - fluoro Q? grdue is]stirre in 262’ toslybisp trpHe|produet is filtdRk n dd d.:;aepgrpted .
fui nazol'i no a{ﬁmaj rf'"°'§§9"m&rrdl eplb@ﬁkﬂnvllprdbvmmwr Ghﬁﬁ’o 2P diel) -
2-am nob@nzenecar%oxam emp.LQBB ¢s of concentrated hydrochl oric acid and

120 parts of absolute.ethanol i's stir ggp 'fafl uxed for 2 hours. Then
there are addeﬂ"&uﬁepasmpam‘of[sl-tz éhi e‘thﬁ ie Y Q Qgé_}, e‘{I di Q:¥| I
“(4-f1 uor opld eer&mﬂmhanpnm@dwchlbmel PparitsSof dnGﬁI 9&‘§§%1 parts f
over ni ghfs. | mmr gftseofi 4 - br@t enlanamdné isetunrezsandueﬂuk&i Bt b4 h
Wit h-wat er .-es. 3. @ﬁ%ﬁj fed vhila chot. e filtathuistevamrated. The'
ext.ract ed vneltﬂanomss:hbprdmm €816ent, ,ﬁ,:é"ic{ are Umje'gg"t‘;fﬂ “@"L‘\W%ﬂﬁ@ne and -
evapor at ed'esipHe isrcevstaliges fran pmbitdre ©flethyhol SHdUNTI= 5 %f g?fgag _,
gel usin g" Xteﬁ‘{;g BiPatts (699 of chetlBanid af -reb aéiﬁbyl)( 5 yndﬁg S
“el uent. pur e actquﬁ'ﬁ?"?ﬂ"@ B I"é’c§°§d '

A mixture of 10 parts of N - {2 %xample XXIX . |

~ - {aminocarbonyl)phenyl] - 4 - (4 - fluorobenzoyl) - 1 - -
. zgﬁ:g:’n?‘:‘u:aggmgi:msg)h ;;arr;sa :tfr ::d:‘uxr:u hydroxlde solution 2N and 80 parts of ethanol is st‘:r)red ;nd
. _ for 1 ixture is evaporated and water is added to the resid :
prodt:ﬁg I:d dtlsvsolmferti in tnchloromethane The solution is dried, filtered and evaporated. ’I!h: ere:rldi: 'z
crystalliz ice from 4 - methyl - 2 - pentdnone, The product is filtered off and dried, yielding 1 part

(10.5%) of 2 - - - -
184°C) o [3 [4 (4 - fluorobenzoyl) -1 - plpendmyllpropyI] - 4(3H) - qumazollnone mp.

60

65 evaporated. The oily residue is purified by
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nand the eluent is evaporated.  The residue is crystallized twice from4 - @
‘methyl’, 2 - pentanone, 40 yielding 1.9 parts (19% of 2 - [2 - [4 - (4 -
quorobenzoyI) - 1 - piperidinyl]ethyldo13®®- dihydro 4(1 H) -

\qw nazol i. noge 1 53 4C. Exa Ie XXXI 'V uep éqa / A mixture of
6.7 parts - F%e" £ pyredmctiops are ¢

BRI i ‘bﬂ% e S A e
“parts of tetmharﬁl,mg dg{IP0 AFH)SY :nsio tﬂtmedi e(p@

reacti on @i xtureonbwmgvmposawiee rocdduge I’aadl starding Sraory InWl CEN by 2 -1 - (4 -
- col um- chrorfb&p@geriimy & vepiperidinyitsgh unwmdm%vefq lsstsoaprewaoedure

trichl or onet hané -#md*nit-tiwasberead- 1o ripgridiorlat - éﬁﬂ’t%‘%"‘?ﬂ"x‘f’&r‘@gﬁf’ c.

trichl oronmet hane and net hanol (95:5 by X ,as el'uent. The pure _T -~

fractions,are cal e dofre t fs bt bingVAMDL a2t [aThear £ SiudheBerz8yl) - 1 -
“.crystalli Zecblneiimoﬂ]eﬂwﬂhﬁh&nm@pﬂm of paraforraaldihnde, 3 dbpp af dodiuf hgdfpxidd soliition $0%,-

[4 - (4 - fl&ibm!geaﬁz-' gl and 10-parts plewitel i \shif Wyﬁﬂux@dgeﬁlwtdhh Qﬂc@m miXture is

birts o 5 ST BT ""}gefhg *ﬁ%%ggﬁ,ﬁ‘gﬁgbgg e

pi peri di ny ].et hydiio aam ,prac urB&ﬁ Staﬂngfromz amino -N-[3-{4-14- ﬂuorobenzoyl)-
.1, 1" - bi s[ 1H-1 Aipthaddihyilpcopyiiparchinida aiee Bnalsodiregmeadt s of tetrahydrofuran is

“stirred and refBuxBd-fldr- & hoﬁ'HOSJbethﬂ) rehctn'md'gvl}mmv'é -i 33 codhdio andl t HE) -
solvent is é‘?‘ﬁ‘ﬂﬁ’?"é&"@dm The™ Puenedigate L1k drp-c (B84 methyl 2 - pentanone.

The solid®*product is filtered off and gashdddoaged from - :
LN, N-di met hyl f or A, of i @ gdrRg o B Painiifo ( 3N% [of- 74— f(h.uormombé*m\[uﬁ- {4

o (4 - fl uor miesidinygleth I]beniamldqanpeyaﬂdIqﬂybétetdcyil anhydrid@ add 11 0Bl falB of methylbenzene is

" dui nazol i necﬁ“gPFéi:l‘gi .w; ||z er:;"s‘:g@fhe reaction @ixtijrg s i I:O%rﬁ?ﬁ fled wathrcls eddp%tfahs@t!zar:slq;‘hz .

e d and evageﬁcg(p%'?gﬁ .gsmu;r q&va%? ?rgﬂ\ a %'{‘H' ]; :gyl |_"

: an anol, . P
110 a stirr ed/uemhgmmr@f(sﬁ%)&frmt (5-04 -4 - ﬂaBPoﬁéhzoyn t- an%r;dnmﬁlézhyu (4 - m:thyi -
tf uor obenzoyd(3H})- - quiddolinon® i3 1643°Qi per i d| nyl\l pr opyl ] benzam de 1 n 63 parts

bf tetrahydirofuran are added 3 parts o |s[1H - |mdazol -1 - a

“fyl'] met hanet hi on o r Ak seivhca cn o rictik .___
, & byl WU RINY aahr\H(E»%n m{‘ﬁ‘ Qﬁ Ul s diagm; B

room t enper anM9e p 8 parts of
solvent is E[Va-p(ﬂﬁt-&ﬁkﬂ\o'ﬂhﬁoﬁl) -y4r-eﬁbdid&yll $4-fiidréphesyii rﬁetaarmhxtaua ema g WBtefllx is
fand 2, 2' - éxydontiped aeteght-Tﬁlca pae@n Iztanteeel e dwtamdshé rdsidee scstioed wahdvaSer The -

lerystal 1 zed”'M‘ 'thmhlsrowm l Regjact s
oynt of etjﬁé& ‘°"Z§'/£ ﬁﬁa el “é’is,";“;ﬁio‘iféé‘?eé .
f{Uor 0benzoydnli the tiuentls Q%do J)FeQ‘Bl‘{ c'rys nZth >69f\tanone
4 1H) - que ngddihg mONsrts 1TR%)ADQ 2[261 [4]-. (41- rﬂuarostmduan r:raiawwﬂhwﬂe- 2,3 -alityero - -
plepared: 3 4("(')2- quifiazolinogiet mp. f1l5§6f’©benzoy| ) - 1 - p| per| dinyllethyl] - 2,3
“--;dl hydro - 2 -"thioxo - 4(1 H - to q naFo .225.5[err]. Exarrple
XOOM T A i xturg ofees ér?s & &m’ hi van enz Qtl é &mﬂrﬂ lgainé -1 .-
of!

di 0x0 - 3( ) methflsthylaz @ |nylﬁh yl)m&hé?l@ﬁd teYrahydr i is stirred
if lI uor opheny| dverighoatraom peBa’iurpa‘rHesrea on: XD.E# isratamhted,l elresidud 8 pueftedciwduacby

144 parts ofcoblma'rcﬂmqt@@w pyes dilicagel paind firstadmikiyre of trichigromenfiane F@amtham' {80:10

fixture is gg‘ewﬂc;g%ﬁnﬂﬁggg ‘?f&'é’h'SF?ﬂ‘egFR:ol gavd rehybf"t‘ﬁs 8 bqv?' Blipqinihe purs

)

propanol,

evaporat isc liz |ce o
F Vdr oxi de s PI. QE&'C fidorobbh 30%3 CHEI endmyl]propyl] -23-
: dlhydro 2 - thioxo - 4(1H) -qumazohnone mp. 1606°C
; i - Example XXXV \ .
: ;l _ A mixture of 2.2 parts of 2 - ammo -4 -fluoro -N - {2 - [4 - {4 - ﬂuorobenzoyl) - 1 -
e 55 plpendmvllethvl]benzamtde 1.2 parts of 1 1'-b|s[1H-:m|dazol- 1-yllmethanone and 45 parts of.

tetrahydrofuran is stirred and refluxed for 3 hours The reaction mixture is cooled and the:solvent is -
evaporated. The residue is boiled in 4 - methyl - 2 - pentanone. The solid product is filtered off and
crystallized from N,N-dimethylformamide, yielding 0.8 parts (30%) of 7 - fluoro -3 - [2 - [4 -4 -
- fluorobenzoyl) - 1 - pupendmyl]ethyl] 2,4(1H,3H) - qumazohnedlone mp. 248°C.
60 - In a similar manner there is also prepared; ’ ) o
- 3-[2-[4- (4 - fluorobenzoyl) -. 1 - plpendmyl]ethyl] -7 - methoxy - 24(1H 3H) -
_ qumazohnedlone mp. 245 4°C. _ .

. ' : Example XXXVI '
6 - Toa stirred solutlon of 6.5 parts of 2 - amino - N - [3 - [4 - (4 ﬂuorobenzoyl) -1 -




and erystal lized from4 - methyl - 2 - pentanone, yielding 0.4 parts of 3 -
[2- 14 - (2 - amno - 4 - fluorobenzoyl) - 1 - plperldlnyl]ethyl] -
3, 4(1H 3H) - quinazolinedione: np. 269. 5[ err] 20

Exanmple XXXVIIl1 To a stirred m xture Prts of 3 - 12 - [4 - (4 - _
fl uorobenzoyl) - 1 - piperidinyl ] et hyl 2 4 1H, 3 - qur nazol i nedr one nd
120 parts ofi MH{?PV'%P@GGJ&%%@:G ”mﬁpggjt, n&ng 'f)rffﬁ',g F’lﬂﬁf 196 of 'f‘
Upon conpl eg rat Fa Ivén g

5 added. andeenrisi e "m"‘péideffz' uﬂelp‘iec&ﬁtbtreﬂ duBt WeRi@led o
solid produetysuaﬂizefdl ftdneaadxtanfe of MNLdieelty iae,dma?t‘& anfi acmal ampbayp ah ethenol, yleldmg
yi elding 1.2 GpaaftssWQ%) g3 -[2-4 }44 L(o!bbenzmmuoﬂomm'ﬂ"y'Wl})xﬂr%t tjydro. - 2 -
pi peri- din "P'@'tnhjt’ ) - quing °1'"‘P'P Ql% azol i nedi one; np. 212.8[err].

Exanpl e XXX X A g ;ﬁ;’“‘ Qﬁgi? ) aafpegamy. &L}J}szoﬁl Wiblaro - 2 dHicho!d &ty =

qui nazol naeéh.ﬂmhn uor o
pi peri di-nenet hanol acet ate (ester) hydr ochl or i de 8 parts of sodi um

car bonat e and 2 O art Exa Pl° none-=is stir

f 4 8 { 1)-
ref| uxed OV dm 9 B' X{Wug yl]fl %ﬁg %3d eof CE Lﬁf?&gng t}'nc
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descri bed i motoxgdride. wpxxwmmdnousstmgeqwhﬂraleeatermgmunbsmmémﬁelmurérwappsatphdaiice
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f | uor oberfZoff° pan%g gr;a@ﬂgféﬁr 2 # léﬂo Hieraphoyyserprgmeth 119*28"- |
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182.1 [err] @ %{ ¥ B\IME - Re procedure described in
Exarrpl e XXI'I'l and using equival ent anmggkptedkxtive appropriate starting
mat eri al s t her eAinixtere o905 parspi8 ed2 -Thiordethyl -[244{1H.3E) qqh;azomhedi?decaphmbjb) -{4 -
1 - pi per3pd|ﬂ|q l@ﬁn -4 = piperigdinpmethapol acqqup fgﬁemhyﬁgchlqmpg,ﬁgaangg sodium carbonate and
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34-dihydro - 3 - (2 - [4 - (4 - fluorobenzoyl) - 1 - piperidinyllethyl] - 2(1H) - -
quinazolinone;. mp. 182. 182.1°C. )

Example XL!
5 Followmg the procedure described in Example XXl and usmg equivalent amounts of the
appropriate starting materials there is also prepared:
3 -[2 -[4 - (3 - pyridinylcarbonyl) - - 1 - piperidinyllethyl] - 2,4(1H,3H) - quinazoline-
~ dione. ’
50 Example XLl

Following the procedure described in Example XVIIl—D and using equivalent amounts of the
appropnate starting materiais thére is also prepared:
-2-104- (1H-mdot - 3 -y} - 1 - piperidinyllethyl - 2,4{1H,3H) - qumazolmedrone mp.
291 2°C
55

Claims
1. A chemical compound selected from the group consisting of a quinazoline derivative having the
formula

R

Q—Alk-—Nb— X~Ar

65 and the pharmaceutically acceptable acid addition saits thereof, wherein:
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. : A chemrcal compound selected from the group conslstmg ofa qumazolme derlvatrve havmg the
ormula - o :

R’.. ..

' .Q-Alk—N:b—X-Ar R

65 and the. pharmaceutically acceptable acid addition salts thereof, wherein:
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{one. 50 ' | 24
the procedure descrr bed in Exanple XVIII-D and usi ng B} q:u"s of-

>’ appr opr i ate starting material s thereP g j? prepare
1H, 3H) - qui nazol I nedi one;

LHi ndol - | B errdrnyllethy

i 291, 2[err] 5&@?5;.,;3%57 S corrpound sel-ected. fromthe group
cprjsi sting of a quinazol I ne <§F|° 'i°f'\/ °W&1§‘Pr?§"sﬂﬁﬁ'égr°5rrml a 60 [err] 65 and
tihg. phar maceuti cal | accept able acid additiaqp salts thereof, wherein: 29
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lubst i t ut ed i’ ivherdin tsgid R .§r,|,p§,§,¢gn h i nd endent | y seI ected fromthe

aroup consi sti ng. RO$ atrednber kel ﬁii Ae ar Ho 8 f | uoromet hyl ,
itro and cyano, 4fidsanelkeiem cmm rngrfiod-i G0 @, ,_rggop ﬁf‘ Yeroxy andl igyyer alkyl;

radical may be, q‘ﬂ’r'az? IV'I '?d'%ﬁflﬁhtkd??-wa’rpdmﬁw dfm hith Rohre .
optionally whgf?,f' %‘" il'lﬁ'ﬂ 'Fttwemrsbqﬂmcbe rnjeagml ¥-podhd dmh%&egtyffesrﬂ

the 'group constost subgkit i indé Enze fr . Y'ml labdt ha""%sm“‘e" with 1
wherei n sai d alkyloxasrifluamedthyi, Rit hﬂd ngre th Gkyl.Sower
ﬂﬂn
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subst i tu_entzs hsau %I e@ﬁ!"?"f@frﬂilﬁlﬁea gt o wgid Qoﬂﬁi'nﬁhbé}gel te rallglev |
| ower al kyl, Ihasr\msm a|ttk3 wému t§é T- Tshellect "ﬁrﬁv Y' m'em“es“"stmtﬂphen 3
| over al kyl cdewesialkglofyr otfiudroinethfi aoara a?d"}; r a up gengistingiothalo, lower alkyl, .
conpound se) et  f1 om t he group consi st i ng-aqf %5 Viﬁ°"ta'('s4f’°"‘ 1 to 6 carbon -
f I'uor obenzoyl )} Cred- frarn4¢iile IdroBH) congibingagPld nedi ong a
the phar naceutqzzo r}ioz@,gggmlg,'ﬁggéﬁ?tby”ad& 1(1*63|H)salmmazohmdmﬁr? and. thd\?ghéigféaﬂ
c¢onpound sel ect eds.fA exeniida ii,nazol i ne derivative
e a\r/TP ng the f otheUfemnulis ec&ﬁ&upd % SanP g‘e group cgnsistmg of a. qumazolp@e@rwatrve having
err] 45 arfd the phar maceut i cal | y accept atﬁe acid addition salts thereof
pherein. R, 0 and Alk are as defined in [ery] and [err] are each’ /
._*rka(ependent |y seI ect ed from the group conspsting of hydrogen haI o, C[err]

: Q-Alk—-N 2 _

40 .

7

R R S

45 and the pharmace 't" '
clerm 3 r; T utically acceptable acid addltlon salts thereof wherem R Q and Alk are. as deﬁned in -

R® and R® are each independently selected from
th
-alkyl, C 1—C, alkyloxy, trifluoromethyl and amino, ° group conslstlng Of hydrogen halo C,——-C

4 An antl-congestlve composition com
50 effective anti-congestive amount of a chemi
-quinazoline derlvatlve having the formula

prising an inert carrier and as an active in
gredlent an
cal compound selected from the .group consustmg of a

‘o - | . .',,“'

s S . o
N - . 4 *
L o .. Q=Alk-N » X~Ar . s

60 and the phannacedticall
defined in claim 1.
5. An anu-congestlve composition com
[eszectr[\;e an(tl-congestlve amount of a chemicai
12 - 14 - (4 - fluorobenzoyl) - 1 - piperidinyllethvil - ' i i
65 phan‘naceutrcallv acceptable acid-addition salts ¥I1]eregf] ' 2'4(1H'3H \

y acceptable acld addmon saits thereof wherern Q Alk, R, X and Ar are as -




al kyl ,: Cterr] al kyloxy, trifluoronethyl and arni no. mst ive

- conposi tion conprising an inert carrier and as an “gm “ m an 50
-e‘&%’ec’:t-iwe anti-congestive anmount of aéjg ectéd fromthe
group consisting-of a quinazoline deri t|ve aV| ng the formula R 55 [err]
60 and’ the phar ﬁaﬁeanﬁ-c@glegtuvaccompasatnhe:oapmslhgaaidmrl carrierzdnt aas tancactiof ingrediienteann
Q Ak, >§C n@ggme 4 @eaf@;gomq pteer 3 phesicl pemnpund; selecied fam thecgigppstdngigting of s
. conposi tl on onpr ﬁ"vag‘ﬁ Pt FPYRr and as an active ingredient an.

ef f ective antl-congestlve amount of ‘a cheyi cal conpound sel ect ed from t he
group. consfstlng of 3-[2- [4 - (4 - fluorobenzoyl) - 1 - ' '
piperidinyljethyl] - 2,4(1H 3H) - qui nazg nedi one .and the 65

phar maceutical 'y acceptabl e ‘aci d- asichyt.i

i ngredient’®an effective anti-congestive amounjf o\\ a cheni cal ~conpound

sel ected fromthe group consisting of a QUId1 X Qe ‘deri vative having the
formula [err] and the pharnmaceutical |y accRptable -aBfd addition salts -

t her eof , whearali the pBarmaceuttally licceprabie Jacidnddifi@r sajts alietecf whdedd ned i n el ai m 3.

7. A cheni€al* c&nilsifab® and|REere eslddfineshin clgim roup consisting of a quinazoline
derivative havi £hanigah Fampoyndselegted frpmp thegroppicarsisingefdguBatolineLeryative having the
acceptabl e acl'dl addition salts thereof, wherein Q-Alk, R X and Ar are as
25 defined in claim1 for use in Ireati ng congestion in warm bl coded

animals. & A chem cal conpound selecte om the group consisti ng of 3 -
[2 - [4 - (4 fluorobenzoyl) - 1 - po-pekdndi N ®tAwyl] - 2, 4(1H 3H) -
gui nazol i nedi one and the pharnmaceuti call cept abl e acid addi ti on sal ts

t her eof’, f or addSte ipRarina&atitang asdaa@as taki@ Rdditlor\Euits tHak P it o, Ik R, X%andAr are a’s
chem cal eonmpiver]insddimCt ®d use Dnrdating cngestio dNwarst-blomied fanignal3Li- nazol i ne

acceptabl e a

°6° | |m(I ﬁ; F’ "g ’E?ﬁ’]ltlcalllve
CcC ition tst eln reating co mn wa m m
as - def i ned i E‘fg% ?ﬁ%ﬁ‘nrg @un'd'ieeg rﬂth; o‘m éflve having'
ani mals. 38. thé fpFR@ESS or preparl ng a chenica corrpound se ecte romt ‘11
group conS| sting of a qU| nazol i ne derivagive havi ng the forrrul a 45 R

derivative haV| ﬁg ﬁscphpmaifwnmuad Lgylepqedmranmtmumammemm dal II%/ -4-4-
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and the pharmaceutlcally acceptable acid addition salts thereof, wherein Q, Alk, R, R® and R? are as
_ defined in claim 3 for use in treating congestion in warm-blooded animals. :
10. A process for preparing a chemical compound selected from the group conslstmg of a
-qumazolme derivative having the formula

i« ° R

and the pharmaceutlcally-acceptable acid addmon sailts thereof whereln Q, Alk, R, X and Ar are as

defined in claim 1, characterized by - -
~ a) reacting a compound of the formula

55 . . ' ‘ .
' Q—Alk’—W s ; R 1}
wherein W isa reactlve aster res1due such as, halo, or a sulfonyloxy radlcal such as methylsulfonyloxy '
: or 4—-methylpheny|sulfonyloxy with a compound of the formula _
© 80 . _

‘R

(i

- hereof 30 0013 612 6. .-
~JAn anti - congestive conposi tion conprisiRg_An Noeyt carrier and as an active .
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-l kyl, aryl and aryl-lower alkyl;
',bnsrstrng of hal o, |ower alkyl, Iomer
lyano: each Y being Oor S; and 25 n being
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gg
|'n the presence -of an appropriate solvent jat el evated*tenperatures; and if.

flesited, .in the foregoing reaction, the ent of formula (V) may be

e

and Ar are as defined in claiml, 'caza q ze yca)t refactinf a conpound

! : ’ | . M
ggar maceuti cal | y-accept abl e acid addit |[ gnr]sa??g ﬂiﬁm“!““m‘lm““\(? Ak R (_)
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yound of t-he formula. 60 65

{ - met hy!| pherf§P'g f a,co . '
‘ g 3 ?fgea%omg?"l??e"g He oM ppropri ate reaction-inert organic

err] at el evdt
Hol vent. apd in the presence of an approprivite base; b) preparing a conpound -

"f the formula : wherein one of [err] and {[err] is D, D being a radical of .

mper

ﬁ@drcals of Rlerr] and [err]
0 S|strng of hydrogen, ‘| ower -
0! ectléd rom the group

' trifluoronethyl, nitro and
nt eger._of fromOto 3

N
al kg
an
the formul a. Y = (V) 40 saidd

ycl i zat|5n reaction.being carri ed out byRstirri ng the reactants together-

Epl aced by an appropri ate. functron‘a*'?‘y”equ adnt derivative thereof such
, a 45 i (1 ower al kyliacetal or a cycl acetal . or'c) preparing a :
ompound of ghdigachQk el rambmm%fakebs lof B, @, @@A@hﬂde.%amnéeaﬂmrmed[few the 3dup
013 612 whebmsisting iof Ihpd ef@MylRéryl sndJaryl-b@erOal r Rbbeingy selectsinfoem the group
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iyl | owerzsalnkiging apainaoRtyat foma@ it inckigive. RyreYBIEIN @ emPerdefdle *BPUsLi rring
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B . \C—NH- ,
_ . o '(Rx’n _ N (1v=a)
: . B . NH . M . ) ’ .~ :'
| 25 | ’ | - R%
' with a compound of the formula Y=C - AV
- | N\

sard cychzatlon-reaction being camed out by stirring the reactants together in the presence of an .
appropriate solvent at elevated temperatures; and if desired, in the foregoing reaction, the reageént of .
formula (V) may be replaced by an appropriate functlonally equwalent derivative thereof such as, a -
‘45 dillower alkyl)acetal or a cyclic acetal; or : . .
c) preparing a compound of the formula :

Y o
n : . -—D)
ey \
| e by cyclizing a compound of the formula S \
Yy - ’
o,
C~NH-R
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d) p.reparlng a conpound of the fornula [err] 15 V\/ner R3is f
D, as defined above, the renmining being sel ected frlm m mm EI sting
_oMydrogen | ower alkyl, aryl and aryllower al kyI g as
previ ously described and each'Y bei ng PRt ntIy sel ected fromthe group .
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the foriul & (I-cY P5RPaUNg ? AeBroypdobtheforawls | 2ing a conpound of the formula

25 [err]. vmthacorrpound of the fornula- 35Y :

[err] wherein Y. Rerr] and n have the prg |ously deflned meani ngs, one of
R2 and R3 is D, as defined above, thg ; 'pehhg hydr ogen, |ower alkyl -or
ar.yl | owner ral kyt and R[err] and Fﬁ[e, ' ) presenting an appropri ?t_%)

| eavi ng 'group such as, | ower al kyl ox ' ¢ nono- .and di (| ower _
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t oget her at an el evat ed t enper at ure and, the presence of an 40
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the fornul a n ndently selected from the group consisting of O the
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appropriate solvent; or 33 s)) preparl ng: aﬁ:onpound ofthe formula .
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0 . S Ry

with a cempound of the formula
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- o other being hydrogen, lower alkyl or aryllower alkyl and R® and RS each representing an appropriate =
leaving group such as, lower alkyloxy, amino or mono- and dl(lower alkyl)amlno, said cyclization being . .
. carried out by stirring the reactants together at an elevated temperature and, in the presence of an ’
40 appropriate solvent; or

. _ f) preparing a compound of the formula : _ R o
. _ 4. N-D .
. - (R )n‘qL . . . (|~C—1)
© - - bycyclizinga compound of the formula =~ = - ' '
' L T~ c-RS" . o o
- - ) _ o o : N_'_C"Y_ o _ . B
with a compound of the formula _ |
- -._D—_-NH,‘ R . (Vili-a).

wherein R® represents an approptlate Ieavmg group ‘and R' n and Y are as prevuously descnbed sald |

cyclizing being carried out by stirring the.reactants together at an elevated temperature and, in the
65 presence of an appropnate solvent; or

33




@

!pr esence of an appr oprl ate solvent; or h) prepar at| n - 3
florhula 25 7 - RRJ[err] 35 WnerelnX |sthe mjmu ﬂ |ousl
described by -other than 40 by cycli zi ound [*[err]

n 0
.55 in the presence of an appropriate- r@gié qlgyagent and a sui tabl e sol vent.
at roomterrperawrazanﬁgalem m%&mgfoﬁnﬁp Q) of the formula [err]

-0013612 * wherein R err d.R{err] are each.
,lndependently selected fron1the group con3|§t|ng of hydrogen, ‘hal o, |ower
ualkyl | ower al kyl oxy, trifluoromethyl or afpjno, by hydroly2|ng a conpournd

{of thefoﬁrrula[err] 5to NH- NHCHO i n
acidic nmedium or j) preparing a(%em*p of e formula R 15 [é ‘1‘220 by
'reduci ng the carbonyl group of a conpoumd oT “fornul'a 25 ~
Jerr] with an approprl ate reduci n'g agent inlal kali ne. agueous- mediumwi th-a
‘wat er-m séd ani ¢_sol r k) prgparl ng a conpound of the .
formul a [err‘[ cy/f '&135%W§P¥ﬁgt@ﬁg"ﬂ’ respondi ng al cohol (1-f) as defi ned.
tabove, with an appropriate acyl ati ng-agent; ok |).preparirng a.conpound: of_
~the fornula [err] fromthe correspondi ng car bdinég derivatives (l-g) by the
“reductionsof the carbonyl group of (I “net hyl ene group, such
‘tas, by the O emrensen reduction, Pg_1 'I jat ed zi nc -and hydroct'(lmr.g)c
3‘.aci d, or by the Wl ff-Kishner redu ti"o ng. hydrazine ‘and alkali in'a.

. high-boiling polar solvent; or n) preparing tqupsunds of formila (1)
‘V\,herel n. deepresents a d| Iovvera{ kyl )ketal or a cyclic lower alkylene

i( & afi gnegal teror nate.rsaish
. ﬁéaL or \rM;grp m" é?%t:gaggg g@ ﬁﬂlﬁ'{iﬁ %emtseteﬂﬂ at %eleggdq;?m?%atgmnd 1!u'l;\.?{tghe

Ketalization-re pHrating'a poundof e RERGAS | ng corrpounds of for mal-a- (1) :
g_wherel n Xzsrepresents a radi ca of the for rrul a- _ _ L
b | : R?f = :
. \ . \
N Y L
s _ 35 wherein X' is the same as X as previously descri_bedbyotherthan _
- €=0, . S ,

bv cyclizing a combound ‘of the formula .

h : . . !
N H . : . . S . /

i B 45 o . AR Z ' ' . -
| . CeN-AK-N Y=xr-Ar . o
| A _ | T
. ] - I ¢ S
| - N—C—C(halo)s o
q'! v . | . ) — RsY

'55 in the presence of an appropnate reducing agent and a suntable solvent at room temperature or
k) prepanng a compound of the formula




C—NChIor' & radical of the formula [err] / 60 from __
r bonyl corrpounds by reacting the latter with r E “I immi'iﬂﬁ%yl am ne k
hy ochl'ori de or hydrazine hydr.ochl ori qb gﬁ .

phar maceutlcally acceptable acid additi Q1 2 of the products of steps a) :
t hrough=n) ." lwhekeip ROSRIF® ateDdack nBEpRRddATY Seideit@iomtthe f

t he gr oup Cong*%ﬂqmalbﬂo}@ tnﬂQoZome‘t‘l%ﬁor agflrihot b)(h%ldFolyili'lg,l;)ﬁd?(iil?i‘hgﬁgigig;{a%If ﬁﬁ"déggn hEB%WGr
pi peridinyl] - ethyll - 2,4(1 H 3H) - quinazolinedione and the 35 0013
612 : L pharmaceuti cal I y-acc@ptabl e aci gpaddl tion salts thereof,
characterlz’ed by reacting 3- (2 - (ch]or t hyl . 2,4( 1H, 3H). :
qui nazol'i di nedi one with (4-fl uoroph n OE -J’I .nyl) met hanone

hydrochl ori de, and, if desired®Hk maceutical | y- accepf)é'b'l’

acid addition salt thereof. 12. A prdT fe preparl nga chenical conpound ™~
sel ect ed fr‘bm t he rou con5| sting of .a SNHHUPnazoI i ne derivative having
the fornula P?' Sr °3H | cal I'y- dcceptabl e acid addition salts
t-her eof ; wher ei " ﬁepﬁmgﬂ f?m‘{‘)’ ‘{]Wi&ﬁ qare as defined™in claim3 :
characterized by al reacting a corrpound of Rthe fornul'a wherein Wi s a
reactive ester residue such as halo, or a $ulf Hyl-oxy radi cal such”as

met hyl sul f onyl oxy, or 4-nmethyl phenyb_kqli(f 0 x§ wi,t h a conpound of -t he
formula [err] 35 at el evated tenperature H ébproprlate react f'of i nert
organi-c solvent and in the presence of an—appropriate base, and if desired,
preparing # phasduaiag thel @edohyl gaa@amaa&a,h@oa{alatadd*ﬁ,mgn salts thereof. 13. A
conmpound according to any one of "clainms 1 to 3, tor-a conposition according
to any .one of clains 4 to 6, for use as a Bérotonin ant agonisst. *

14. A ‘process for preparing an anti-congegtive conposition according to - .
any one ofzclainms 4 to 6 40 conpri sbn C HICi;g said active ingrggignt in
intimate admi xture with said inert carrieyr. e ﬁtanprnhe| ~~46-
1. El ne: chem ache Ver bi- ndung, ausgewrhit aus der .sin Chinazolinderivat der
SOL\IWEL N Jao‘ on;:(az\appropnate rec(ijjcmg ggep t 'ar.‘rarl#glz"(‘;u qf:%oéxﬁmaeﬂlﬁrgﬁu hav(vaar%er-mscnble ol‘g‘aétpsolvent
Si ureaddltonssalﬁa:ahmgauoamwn‘na&smdenm.ﬁ uppe. wormm: wheAr ein Ary radikal .

;

dar st eeut ; ! 56 . ~~~X sin Vertretsr aus der ~~~~o4neh| hy| suf nx W|t -

a copon- Sof h fom 30%~~—~~—~ 36 " R
- e . '?‘0(0).'--‘%

. s CH—_AI’

—

 (1-h)

{’--

40 by acylating the correspondmg alcohol (l——f) as def‘ ned above w1th an appropnate acylatlng agent or -
. 1) preparing a compound of the formula

S

Q—AIk—N .

from the correspondmg carbonyl denvatwes {l—g) by the reductlon of the carbonyl group of (I—-g) to a_'.ﬁ S

s0 methylene group, such as, by the Clemmensen reduction, usmg amalgated zinc and hydrochioric acld T
or by the Wolff-Kishner reduction, using hydrazine and alkali in a high-boiling polar solvent; or o
m) preparing compounds of formula (1) wherein X represents a di{loweralkyl)ketal or a cyclic lower
alkylene ketal, wherein the lower alkylene chain has from 2 to 4 carbon etoms, from the correspondmg
carbonyl compounds by subjecting the latter to a ketalization-reaction; or. :
. 55 "n) preparing compounds of formula (1) wherein X represents a radlcal of the formula

~ C=NOH or a radical of the formula '\c-_-N'—NH,

from the corresponding carbonyl compounds by reacting the latter with respectively hydroxylamine
hydrochloride  or hydrazine hydrochioride; and, if desired, preparmg pharmaceutlcally acceptable acid
addition salts of the products of steps a) through n).

11. A process for preparing a chemical compound selected from the group consistingof 3 -[2 -
65 [4 - (4 - fluorobenzoyl) - 1 - plpendmyl] - ethyll - 2,4(1H,3H) - qumazolmedtone and the ,




o . - )

10013 612 d,. if ' umf assendl en Grupp Frwahnteo

"R *wasersofoe idrly asei n a - i!‘ﬂm“mm’““nm e ganze
_Zahl 2 odor 3 bedeutet: of a - . 0013612 eien Wertreter® aus der

 aus Wasser st gfatma ke s z ordelthGl) -
i vk s b b e e 0D e s

Chl nazol i nr edesireds prepating 8 eharinageuileafly-deceprdisle acld &itditioh waigtheredf. der :

Al kyl ensei tenket‘t OdE’PRﬁﬁ'ElgT]t Prpraring \geghe mice! @WW&QQ)F#‘M@S‘FOW heagroup conpisting pf a

He{ den sei hiefUiBazols flefvatve paving e frMula Car bony !l - oder Thio- carbonyl gr uppe

‘tir gt , wobei der |Benzolring des genani ntfen Chi nazolinrestes
eiwnschtenfalls mt 1 bis 3 Substituenté} substi tui ert !st, die jeweils

: gbhangl g vonei nander ausgewahit %_&l @ tippe unf assend Hal ogen,-

\if eder al ky#, Ni eder al kyl oxy. Tr.ifl t und Cyano, und worin der
Ntim- 10 dinring des genannten Chi nazo nrgETRS tel l wei se oder
' q istandig gesattigt sein kann, wel cher Pyrl ( ring. gewOnscht enf alls mt.
M3bi's -3 Substituenten substi tUI ert st di - gog vonei nander ' }
dusgewghl t1ssin der ehend aus N eder I k _
Afyl (ni eder agggﬂﬂ?msgmm"g i, r?t"é"’Aﬁ‘\?’l‘”" e et o B 11 Hand oo e
nd. Q verwendet aMe tingh o gcrana@tq»{e emsulder G uppe, bestehend aus Phenyl,
qubsti t ui ertes Phenyl ,. Thienyl und Pyridinyl ist, .wobeil genanntes substi-
is . 15.s tuiertes Phenyl ‘1 b| @—:’A"Squtltuenten auf wei st, di @
Ujlewei | s unab vone| nander au, der t ehepd ays Hal ogen, .
“Nj ederal kyl , %&3&’ “’etfj% f"ﬂ?ﬁ, ﬁfﬂﬁ&iﬂ 'gfm‘é[?&ﬁé'vﬁ“ g 'E*?th\gs“gﬂlx'“\"
CWorin genannt es |e era _ ens tone aufwei st. 2. Eine- g

: hem sche er bi ndung, ausgew hit. aus der R3- [ 2-14- (4- Fl uor benzoyl )-1 -

pi peridinyll-ethyll- 2,4-( 1H, 3H) -chinagolindi on und di e pharnmazeutisch . . .--

,i;r,_mehnbaren Si ur eaddi ti-onssai ze hi evon - fassenden Gruppe MKY, :
3{" Ei ne chemi sche Verbl ndung. ausgewahNt ays—¢@&r Nin Chinazol i Qderl vat der
Formel R 25 0-Al k-. ; N.30 - _
R9 un die pharmazeuti sch annehnbaren Si ureadd ssal ze hi evon unf a&’slé(rhden;- :
Gruppe wobei R, "Qund in A=A i) Anspruch 1 definiert
si.nd ‘und RI und RO jeweils unabhangl g voneﬁ*anander afisgewdhit sind -35 aus

der Gr upp El‘é\ﬂ 9! gratu § E&F fr]:) ate reg :qln achslom ang in 9\7 kﬁ Xo‘.!eo&éh
Tri f1uor meth fides EM\&QW Shdlfcaf i ifdhon :

. efnen |nerten r‘lﬂﬁ"coﬂla nﬂaScd&luﬁ@ﬁ aW brfe of Ialms1t03 oracomposmon a‘ééiii@ﬁbtoanyoneof

>3t andt ei | claims &g Bkion wesas ¥ septohis anwgdisige . ei ner cherrLl schen Ver;)llndurdl'g 6

] q—mlénl ge I‘l o] lngtoanyoneo claims 4 to

ﬁ ‘Sgawkh:\lt alélgmgrggag ﬁ‘?mblmng SGI?B Ttl:\rledggre agrat"?mat?’{mﬁa 1(thng§? Mgﬁ?rrlgrch

an nehnbar en Saur eaddi ti onssal ze unfassenden Gruppe, worin Q ALk, R X und .

|A ‘wein Anspteumhsnkud'@fl niert sind. E9. Ene anti kongestl ve ©

Zysamenset zung, sened nen inerten Tra i pen wirk- 50

e Bost ndt o Hie FBoRR e TIEE e PoA R A 1 AT U EPoE R e e

er bi ‘ndung, ausgewahit aus der 3-12-4-(4- FIFuorbenzoyI ) -1

:@i-peridinyll-othyl -2, 4(1 H 3H)-chinazoli ?dl on und di e phar mazeut i sch

shnehmbar en Saureaddltl onssal ze-hi eyon u S enden G uppe.

und die pharmazeutisch annehmbaren Saureaddltonssalze hlevon umfassenden Gruppe worin:
Ar ein Arylradikal darstelit; - } :

i _ 55' . X ein Vertreter aus der _
N NN N
C=0,  CHOH, CH—0—C—R,, .\CHZ, .\C(O-Niede'ralkyi),.'
/ /. /S S |
60 . .
¢’ (CHy), . C=NOHund' C=N—NH,
VRNV / ' :

.65 o




6. EI ne w|nti kongestive Zusamenset zung, unfassend %r und

al s"einen. wirk- samen Bestandteil sine antikongestiv “\(\‘\ I ner
cdheni schen Verbi ndung, ausgewghit aus -s der e| n. Chl\'m vat der '
~ Formel R-60 - 00 NH 8

\

b

1y§- 6 37 ¢'t .- umfas%&é@é%: pélst worin_das erwa?mtﬁ R, WLsserstoff ddes NiedBdikfli darstalit und das -
n .

p'ﬁar mazeut i ScheavERaldNPaE QanzalRahicAoddr 13 KYassad: z€ hievon unfassenden G uppe,
of@rin Q. Ak, R RseinMertiSsrvaue demaudiVigsserstof, s*vdeftv nmchltedQ;alkvd bestehefdencGruppe ist;

e
¢ he m S CDe Ver bl nd Lﬁig g Lfﬁgmz?.p tmd'gsgvsé:\ 43 %f teliu ung ﬂ'“t ?g eF lré:?gtte!nxette veinu %

For.mel welcher Chma~~§ in mer oder in bGIdBE seine ﬁfh |'ilryénd 4—Stellungen eine Carbonyl- oder

- Al - Xcéiborlyy g Rh$Blinrestes gewiinschtenfalls mit 1 bis
- Saur eaddi ti ons Qaubanudmee\solisnhmt lethdia fbvailsandphaagig Wirfelnandgy audbdeyihRsinX augnePGruppe

wie in Anspruc HmPs%P@ﬂ iHalogery, Nsdﬂdkvl Nﬁdeﬂﬂmlewd'[m Omt*UbN'th@hﬁﬁtﬁng d worin der Pyrimi-

Kongest i one’ b 'i"" ﬁﬁ gﬁ't‘ W’esﬁs tei di n kann, welcher
Soscen T e S S E @ywsa;:.z:p%"g T e
g ﬂtl

ethyl]-2,4( 1- H'o mw dyn 08B il Shah R LA lva ANGrireter aus der
-Saur eaddl ti onsteheheMmdaudﬂehﬁhMmr@ ¢, Thieny! uVePwmrthstgmbmgéaanntes substi-
* @ehandl ung \ﬁm b i$3 ISHbSW!HPWm %t{f\i" jet WEP'@N“Q@*‘“S@ yaaeipsndat ays Her Gruppe, be-
Ver bi ndung, au 3&" %’9{( %1 Sﬁi %‘P"F\M'"chéﬁ'sg%?hﬁte’f"dﬁnﬁwf'"
0-Al k-N 2 E Fh Yt !45((@1?:1‘:3&@ AUfderidinyll-ethyll-
Sgur eaddi t i onseall-(zlajalahcter\ﬁi'dsﬂmbie&tzﬁb :!dmibeh aHﬁH‘hEt-ﬂba fdn dg:& g:ﬂ ; meyU]tﬂéuynl-

Rs. wie in Afepfaseind® Qubbei ert sind, zur Anwevndung_in der Behandl ung von
xKongest ionen in wek Fige gherpiasheYeghindung. pyscepabit ausy der gindrhinagglingerivay der Ferme!

ei ner chemi schen Verbi ndung, ausgewahit ausgder aus el nem ‘Chi hazol i nderi vat
der Formel 35 O Al k X-Ar. 40 * undyden pharnazeutisch annehmbaren
Saureaddlth,gssal zen hievon bestéehenden Gppae, worin 0, Alk. R X und Ar
we in Anspruch 1 definiert SI nd, ge&.enmzm .'- eh a) Unset zen ei ner
Verbl ndung der Formel t 45 - QA k- W

' (rry >~

30

. - un die pharmazeuusch annehmbaren S3ureadditionssalze hlevon umfassenden Gruppe, wobei R, Q und
n : Alk wie in Anspruch 1 definiert sind und R® und R? jeweils unabhéngig voneinander ausgewdhlt sind
' : 35 aus der Gruppe bestehend aus Wasserstoff, Halogen, C,—C,-Alkyl, C,—C-Alkyloxy, Tnfluormethyl und

der gin Chmazolmderwat der Formel _ !
R . , .

: . Q-Al k—Ni)— X—Ar
45 ) .

und deren pharmazeutlsch annehmbaren Séureaddmonssahe umfassenden Gruppe worin Q, Alk R X
und Ar wie in Anspruch 1 definiert sind.
. Eine antlkongestwe Zusammensetzung, umfassened sinen inerten Trager und als einen wirk-
50 samen Bestandtell eine antikongestiv wirksame Menge einer chemischen Verbindung, ausgewiéhit aus
der 3-{2-[4-{4-Fluorbenzoyl)-1-piperidinyl}-ethyl]-2,4(1H,3H)-chinazolindion und die. pharmazeutisch
‘annehmbaren S&ureadditionssalze hievon umfassenden Gruppe :
6. Eine antikongestwe Zusammensetzung, umfassend einen inerten Triger und als einen wirk-

L 7 Amine.
R ‘4. Eine antlkongestwe Zusammensetzung, umfassend einen inerten Trager und als einen wirk--
6 - e samen Bestandteil eine antikongestiv wirksame Menge einer chemlschen Verbmdung ausgewdhlt aus

~ samen Bestandteil eine antikongestiv wirksame Menge einer chemischen Verbmdung ausgewahlt aus

55 der ein Chmazolmdenvat der fFormel




- ' A

-

worl n W einen reaktionsfi hi gen Esterrest, w e Hal ' :
f Sul‘fonyl oxyrest, w e Methyl- sul fonyl oxy, oder 4@“‘”‘1 HHmHﬁm _
deutet, mt einer Verbindung dernFororeI'lﬂtinl ’ _
(I 1) 55 bei de hohten Te erahuren N einern geeigneten reakt|0n5| nerten

7.

organi schen k ‘E‘e é,']:sc A &ﬁgﬁﬁ\ﬁﬁf’?’“@]s higen yhRiatsepden Gruppeoporin. Ak
Eine

i gg%ﬁgll V N- R .(.RI J Ao mlsc Verbn ngls gevcgl)lt ﬁﬁrﬂhwelﬁ%ﬂ%wﬁfmen%ﬂ%gr %ﬁé

tf ' A~N15~~~~~~~~~~~-Alk N R-... X-Ar ist und jeder der

Vgr bl ei benden Reste R2, R3, R4 und R5 unabhingi'g vonei nander  ausgewahit ist
a }(l\*ederal kyl, Aryl und

e

L

alls der 20 G uppe, bestehend aus V%_ er
~Alyl ni ederal kyl.; - R7 aud der aus Hal g‘i Y ‘kyF, Ni eder al kyl oxy, _
Trd fluormgghyl, Nitro und Cyano bestehen G uppe ausgewahit. ist; Jedes Y
filir sauerst o:fufd dad phianedeusisick hnrehmbdren Sauckadditonasalzga hizenBastbheviden Gvlpge, vasrh Q, Alk,
inschl i eBl i BIX grdfsende incAnspriely tdefigientisind] 2ur Amvesdurg in Jen Behentiiung v@elﬁorﬂeqtlneen 2h.

: warmb!utlgen Teren. L
gt ; 26 : . Eine chemische Velblndung ausge\x hit aus der aus 3-(2- [4?4 NHBr%an R gendl

“E | V-a) NHs |ﬁhyf)l 22,4{1H 3H)-chinazolindion und den pharmazeutisch annehmbaren Saureaddl
' _j.:Er bi ndung deds Q'Fd%”ﬁlGruppe, zur Ver@endung in der Behandlung von Kongestionen in war R$ieren.
40 wel che Cycl i @i Ginal mgsmmkt\/lemm:idm @bsggwandi madseaud:hlhamﬁhdmhrﬂea\m dat Ronmein

._Egenvvart ei nes ge- eigneten Losungsmtteals bei erhbhten Tenperaturen | . -
Hewi r kt . WI rd und wobei gewrinschtenfallg in der  vorstehenden Umsetzung das
eaktlonsmttel der Formel (V) durch ei 1t sprechendes” funkti-onel | - :
ipui'val ent es Derivat hievon,” we alm O 222Ny | ) - acet al oder ein

-__ycl i sches Acetal, ersetzt war den 45 K@ c) Bereiten einer
er bi ndung, der For mal V o .

&8 r9

und den pharmazeuusch annehmbaren Séureadd‘tlonssalzen hlevon bestehenden Gruppe worin Q, Alk,
30. R, R® und R? wie in Anspruch 3 definiert sind, zur Anwehdung in der Behandlung von Kongestnonen in

warmbiiitigen Tieren. :

: 10. Ein Verfahren zur Herstellung einer chemischen Verbmdung, ausgewdhit aus der aus einem

Chinazolinderivat der Forme!

R.-

35

e X—Ar.

’
’

und den phatmazeutlsch annehmbaren Saureaddltlonssalzen hievon bestehenden Gruppe worm Q Alk,
R, X und Ar wie in Anspruch 1 definiert sind, gekennzeichnet durch
a) Umsetzen einer Verbindung der Formel :

¢ 45 L - Q—Alk—W, N - S
“worin W einen reaktlonsfah:gen Esterrest, wie Halogen, oder einen Sulfonvloxyrest wne Methyl- '
sulfonyloxy oder 4-Methvlsulfonyloxy bedeutet mit einer Verbmdung der- Formel
.50
. x-Ar S U
55 : ' : | _
bei erhbhten Temperaturen in einem geelgneten reaktionsmerten orgamschen Losungsmittel und in

Gegenwart emer geeigneten Base;




(n . i _ - (1-Db) durch Cyclisieren einer

Yol ngung dor Formal GMRZGO 0013612 LTI
0013 612 : * ¢ L M S rln ent wetler® R ofer *R4A*fOr D

~steht & w hr end bleBereited irer Redindérigngn Foraiel r et er, ausgewi hl't aus der aus
V\asser stoff ~Niederal kyl, Aryl und Aryini ederal kyl best ehenden G-uppe,
bedeutiet wel che Cycli'si erungsreaktl on dur RChren .und Erhitzen des

2- (Acyl amsno) benzam ds oder - benzt hi ogpi d& I'W' i n ei nem geei gnet en
reaktiionsinerten Lsungsmttel- g1)| n [E6 warN—B? ner ent sprechenden Base
shew rkt W rd;. oder d) Bereiten-eiter 1- ng‘ der* Fornel V (1-a) :
T e YR3! t~~~5 worin ein eFﬂResiteR2undR3ff|rD_'
s_t_eht vvl_e vor-st hend! definiert, wahrend dere Rest aus der aus
Wasser st ofti N eder al kyl, Aryl und Aryl ni edera kyl bestehenden G uppe .
ausgewi hit iverin Nerdmﬁwevﬁ’eﬁtmond Bé&miﬂrstdbewomblqm Best deri fegmeind | edes Y -
unabhai ngi g vonei nander ausgewahl t -i st aug.der aus Sauerstoff und Schwef el
best ehendeon G uppe, durch Cyclisieren einer Verbindung der Formel- (1lV-a)
germal 3 vétstehender Definition nmit Hans ‘oder. Thi ohanst of f, wel che _
-Cyclisierung ausgefrhrt wird zo dur eiMigdirei npsa¥ed Ruhrdn der Reakt anten be|
ei ner erhohten Tenperatur und in Gegenwa in' es ge- eigneten

L6sungsmi t t eissynddetier de verBlelbendea Mesté RE R?, Redral Ridnatastiy voheinanakr a(ukgew)ahlg-searmmr

obi ger Defd nffupem bdsiehend @ye Wagsomtasi l\h;qdﬁleﬂthéwl uths} Adlmgerdlbvl R'ogudeder BuBal¢dan,
ylo- o -Niederaikyl, Niederalkyloxy, Trifluormethyl, Nitro \c zawo %henden Gruppe ausgewidhlt ist; jedes
Ze von

M- 1_| i Y fiir sauerstoff oder Schwefel steht; und n eine gal I von Mull bis einschlielich 3 Rgd%dugch :
) Cyclisieren einer Verbmdun der Fo o .
R~~~ 3Y mt elner., bi ﬁ'élung der For mel , - - 35 _ .
.R2-NH2, 25 ' s ".(VI) ‘worin Y,

R und n die zuvor. angegebenen Bedeutungen auf \ﬁﬁhs §, einer der Reste R2
und R3 fOr. D, wie zuvor. definiert, steht, - andere Rest
Wasserstof f, N ederal kyl “oder Ary| qu 2 L ist, und R und Ra., jeweils
ei ne geei gmete Leavi ng- G uppe w e Nf etle Ak Oxy, Am no oder Monb¥rghd ,
D - (n| eder- 4o al kyl)-ami no bedeut eén, - wel che clisierung ausgefuhrt wird _
dur ch: genei nsames Ruhren der Reak- tanten bei gi ner erhohten Tenperatur und
in Gegenwart ei nes geeigneten LUsungsmttels: Roder f) Bereiten einer
Ver bi: ndun@ der For nel 45 - S '

_'\/ i " mit einer Verblndung der Formel Y=C

3

f

welche Cyclisierungsreaktion durch gemeinsames Rihren der Reaktanten in Gegenwart eines ge-
eigneten Losungsmittels bei erhdhten Temperaturen bewirkt wird; und wobei gewiinschtenfalls in der -
vorstehenden Umsetzung das Reaktionsmittel der Formel (V) durch ein. entsprechendes funktioneli’
. aquivalentes Derivat hievon, wie ein Di-{niederalkyl}-acetal oder eln cycllsches Acetal ersetzt werden
45 kann; oder :

) c) Bereiten einer Verbindung der Formel

i e ) P, o o
1. N=R2 .
o o, @ /k - (1)

~ -

' 'ss durch Cychsneren einer Vetbmdung der Formel

' - CH=m2 . |

e ‘“-?n‘@(j R A

S i T

H || |
Y




! -- *KH 50 durch Cycl|5|eren el ner Verb ndung de

I:\’;I(I-Q;) worin RO ei ne geei gnete Leav - e bejmulmnj:lmmlllull nd Y

QY
_\_X]Je zuvor beschrieben definiert sind, b@%ﬁ?ﬁe Cyclisierung ausgef Ghrt

;Wrd durch gerebmaade R? QoérrRe riurduterﬁe\ahtrmtdanadmete Rebtairien Afelfeindr causgbvahit aus der
10013612 aus Wasaelﬂpfilm@s!i@&ﬁl AM r Atviniederiyli besEbensencGrupre. rhedeutet, Welche

" c d 1
‘-eel gnet en. \yl$ §&ﬁ§ee:$?1 é:rm%!tn erten bsu{;%{j:ftee M; egeanmg: en spremlﬁgn Base

- 1n

5 bewu'kt wird; oder

{18 durch Cyclisidreeriet Birér WekiRiung WBOFdiae FOrmel -y 15 -

R8s (I'V-d) NH-D 20 worin D, Y. und RI wit zuvor beschrieben definiert

'fl nd, mt einem Al kalinetallcyanat oder -t i ocyanat,: wel che Cyclisierung’
sgefl hrt wi'rd durch genei nsarres Ruhrg gl Reakt'anten bei ei ner erh6hten
:'rrperatur und in Gegenwart einga'ygedl gni¥ r‘13'5"sungsmttel S; oden_b) .
#reiten einer Verbindung der Fornel 'S N ' R 30

1 Al KN . X -Ar Jo (R)rll - w A S
(1-d) R3 35 worin X di e gl ei che Bedeut uﬁa wi e X gem/A| vorst ehender -
i ‘=- initi off wain einergienRastei n@ﬁhp @ steht, wie vorstehgnd Mmert wihrend der andere Rest aus der

o a C ”:{ FRlkY e ewdhl Ri\jund n

; I aquV\BIG?)t wlcxgjzuvﬁ besch I Et‘iziétﬁn snrrlﬂg und Jacljles unab h%englg von\ey Jyatlxau Ewal'gixz %%Eﬁgaﬁ? .
i o eAar Sauerstoff und Sch henden Gruppe, durch Cyclisieren ung :
| K ' 4 getmas vorstehender Definition mit Hamstoff oder Thioharnstoff, welche Cvchswrung ausgefihrt wird
N 20 durch gemeinsames Riihren der Reaktanten bei einer arhohten Temperatur und in Gegenwart emes ge-

e eigneten Losungsmlttels. oder
a0 " @) Bereiten einer Verbmdung der Formel {I-c) gemaR: oblger Definition durch Cychs:eren einer Ver-

bindung der Formel

i . 25 : ﬁ
:{ . N

c-R® R
1. _[ N .
i . _ AR, T @ \ E (1V=b)
B | - N-C-RS -
y ' _ mit einer Verbindung der Formel § . o
L . _ o R’—NH,, - - (vm)

~ worin Y, R und n die zuvor angegebenen Bedeutungen aufweisen, einer der Reste R? und R’ fur D, wie .
zuvor definiert, steht, wihrend der andere Rest Wasserstoff, Niederalkyl oder Arylniederalkyl ist, und R®
und R®, jeweils eine geeignete Leaving-Gruppe wie Niederalkyloxy, Amino oder Mono-:und Di-{nieder-

40 alkyl)-ammo bedeuten, weiche Cycllslerung ausgefihrt wird durch gemeinsames Rihren der Reak-
. tanten bei einer erhdhten Temperatur und in Gegenwart emes ‘geeigneten Lasungsmlttels oder
f) Berelten einer Verbmdung der Formel

. _ _ g ANN-D o L
(. 50 ' ' - " ~H : ' :
i "~ durch Cyclisieren einer Verbindung der Formel ' ) ST S
il B - o . . . . . (R")n‘q . | | : Uv—c,;
15 60 mit einer Verbindung der Formel S - ' :
il o ' D—NH,, e , {Vili-a)
worin R® eine geeignete Leaving-Gruppe bedeutet und R, n und Y wie zuvor beschrieben definiert sind,
65 . welche Cyclisierung ausgefiihrt wird durch gemeinsames Riihren der Reaktanten bei einer erhéhten




.55' ane:nartel ‘es ensrecheni den Reduktionsmittels Wn @

'Losungsm ttel beRam terrperat ur; oder. i) Bereiten ei m\\“

Fynmel: RR- A Q Al-k- NDC m““\

(~1-e); 41 0013 612 C I rF RS unhd R9]6WEI|S
unabhangi g v OTeipBRRA hd I BGHIWRI: teinsh BSL. ﬁn%iuné#ﬁné@%ﬁ&r stof f. Hal ogen,

Ni ederal kyl, - Ni edeBebitepl aney Verbiridlng \6¥r 78 und Am no best ehenden Gruppe,
durch Hydrol yse einer Ver- bindung der’ FormsJ RQAkK-N- C _
R9 (XI11) to . ' 3
.NHCHO in s@urem Medium oder j) Ber eit i Ver bi ndung der Fornel R 75 -
’\1>OHQAIk N . CH Ar . (n) NH (1f) 20 durch Be gfleren
der Car bonyl gruppe ei ner Ver bi ndung d W
25 0-Al k- Nj ] CGAr

(i- g),a: mt @ nem entspr echenden Redukt i onsm bt el in alkalischem wasseri gem

Medi U}h mt eldnemoo-a&ﬁa;n eiribr Ye/AGLMY de? FG@RI SChen Losungsmttel odo_r 30 -
K) Be -ei ten ei ner Verbindung der Fornel R 35 ' =

SA K . SocO-{I-h )y 0-A k-' - CH Ar dyf ch Acylleren des - .
ent spr echenden Al kohols (I-1) gemaB& vor st ehe -Definition m einem ent- |
40 sprechenden Acylierungsmttel; od{ar ei ten einer. Verbi n{N der
Formel R Q- Al kp CH2- Ar  (R), .| "aus den en sprechenden

Ca‘rtonyl derivaten (1-g) durch die Reduktl _ Bar baonyl gruppe von (1-g) "zu
50 di-ner Mt hyl engruppe, bei spi el swei se nach Cl emmensen- Redukti on unter
Ver ieéndung- v aordin) kand Rew@aiior BebokFabal aunmisR sind, Qﬁ.i Sihdih RikalPrsbedlicydAst bdBthiocyanat,
Vol flf.- Ki shnerweRid @ytlisierung nusgefitie Mﬁrdiwhmemmséryes Ritheenider BeulttaAtel dlei eihen e&iéh\%m
hocHsi edendeﬁ'em?"aWEH"d_Gsﬁmgmﬁ gipgs; geeﬂe#tem}osmsemeésmown Ver bi ndungen der’
For ripel (1), wor PrPeseiten gingg ?’HP%EF&T fmel ket al oder ein cyclisches _
~ Ni ederal kyl enketal bedeutet, worin die N ederal kyl enkette 2 bis 4
Kohl enstoffatone auf wei st, aus den ssaentsprecﬁ'lenden Car bonyl ver bi ndungen

durch Ausfuhrung ei ner Ket al i si erungsf’eaktio den 'l et zt ge- nannt en
gen

Ver tl ‘ndunggn; oder n) Berei Qen ADAWD e qur mel (I'b, worin X |
- eingn Rest der Fornel (R | (|_d)
N 35 . . .
o worin X' die gleiche Bedeutung wie X gemaR vorstehender Definition, ausgenommen diQ'Gmppe
z 40 : / ) - . ”
aufweist, durch Cyclisieren einer Verbindung der Formel

_ C=N= Ak -N ‘X’ — Ar o
1 | ' o X
_ _ | (R)n-_ . o . . Xy
- 50 . . S T
S : . N-C- C(Halogen)3 : o -
RQ, Y
5% in Gegenwart gines antsprechenden Redukttonsmlttels und eines geelgneten Losungsmlttels bei Raum-

temperatur; oder .
i) Berelten einer Verblndung der Formel -

R

S o fl
L o _ . Q=-Alk-N o

(i-e)




i 7

o v C=NOH oder ei nen Rest der nel C=N- NH2 .
.cdarstellt, aus den entsprechenden Car bonyl.verbiH ﬂ ,Hm H"]etzen der O

| 8Lzt genannten mt Hydroxyl am nhydro&%ig bzw. " ¥ " orid; und,| :
jgewunschtenfal | s. Berei ten von phar ma* 8d% i sch annehmbared * _

Saur eaddi t meris 82iLacR? jdesilskinashakgig vélRinamied b@dyeRdnitind 4k der aus Wasserstoff, Halogen
42 jtt: N_lederalkyl, Niederalkyloxy, Trifluormethyl und Amino bestehenden GruppeMurch Hydrolyse 'einer Ver-‘ h
11 | ~~~~~~~Lbindung der Forme! nj y 111111 Myli 11111 11 111 0013: 612 11. Ein _
Ver f ahren zur Herstellung einer chem schen Verbigndung, ausgew hit aus der
3-[2-[4-14- Fluorbenzoyl)-1-pi peri dijnyl lg et hyl JB2, 4- (1 H, 3H) - chi nazol i ndi on
Lund_ di e pharmazeuti sch annehnbaren rdadgi onsgal ze hi evon unf assenden
G uppe. gekennzei chnet durch QdmsetNnzen or= . =~ . Cooxuy
ethyl)-2,4-(lH 3H)-chinazolidindio I t o _

(4- Fl uorfphenyl ) - (4- pi peri di nyl ) - met hanorniGHty ochl orid .und 5

gewunscht el $gHre Hé‘i"%’t‘é?‘yeén_ ei nes pharmazeuti sch annehnbaren .

Sdur eaddi t i ondsZ'IEL oNeLYamindung derFormel f ahr en zur Her.Stel | ung- ei ner | ;
chemi schen Ver bi ndung, ausgewahit aus de? ein Chinazolinderivat der Fornel -
R O-Al kN . ‘NH. R ' und®Hli e pharmazeutisch annehmbaren - !
Si ureaddi ti onssal ze hirevon unfassende pp(lﬁ_"I wori'n R. 0, Alk, und RO

wie in Anspruch 3 definiert si nd?‘%&f@@l’c WY durch Unsetzen(eﬁlq?jer '

Ver bi ndung der : 20 Fornel 20 Fornel - ; : e

Q Al k- Wa - durch Reduzieren der Carbonylgruppe siner Vertjridupg W6t FofmalV  €i nen L - :
reaktionsfahi gen Esterrest w e Hal ogen qder einen Sul fonyl.oxyrest we

Met hyl - sul fonyl oxy oder 4-Methyl phenyl sul fonyl oxy bedeutet; -nit einer . '
Ver bi ndung der Forrmdl 5 25 NHHN- < = - o (XXIX) 309 R8 + .. ~R 35
bei erh&hten Tenperaturen in ei n@uagakSpr rﬂe_rjgen r'eakt i onsi ner tieg) '
organi'schen Lsungsm:ttel und g , ~¢~i i: Gegenwart ei ner- geei gneten Base
e e e e R S Danier i o s e

bar en. Si ur | 1. > . X Nt eiegm WMasser-

Anspr Cche f%ﬁ@&;}}%dﬁé‘f@éﬁéﬁﬁﬁ'ﬁ% I'gletzung geni B 40 ei nem der Anspruche 4

bis 6, zur Anwendung als ein Serotonin-Antagonist. 14. En Verfahren zur -

Her st el | ung ei ner antikongestiven Zusammenset zung hach ei nem der AnsprCche

4 bi-s 6, unfassend des Uberffhren des gdnan t_%)%r ksamen Bestandteiles in

ei n innjges Gemi sch mit dem genannten jpmweytgn 111 g2r.. 45 Revendiicgtions 1.

Un conpos6 chi mi que choisi dans ReAgrNupsg—oprar stant en un dérive de

quiazol ine de fornule R :- 50 " 0- X- Ar - R

) ~ durch Acylieren des entsprechenden Alkohols {I-f) gem&B vorstehender Definition mit’ einem ent-

' 40 sprechenden Acylierungsmittel; oder . _ . :

L ov—

.1) Bereiten einer Verbindung der Form_el .

' : o L : R ' | o
: T\ _ (=) = |
_ | . . Q-Alk=N- CH,—Ar _ - : .

aus den entsprechenden Carbonylderivaten (I-g) durch die Reduktion der Carbonylgruppe von (I-g) zu
so  einer Methylengruppe, beispielsweise nach der Clemmensen-Reduktion unter Verwendung von Zinka-
malgam und Chlorwasserstoffsiure, oder nach der Wolff-Kishner-Reduktion unter Verwendung von Hy-
drazin und Alkali in einem hochsiedenden polaren Losungsmittel; oder 3 ’
- m) Bereiten von Verbindungen der Forme! (I), worin X ein Di-(niederalkyl)-ketal oder ein cytlisches °
Niederalkylenketal bedeutet, worin die Niederalkylenkette 2 bis 4 Kohlenstoffatome aufweist, aus den
i 55 entsprechenden Carbonylverbindungen durch Ausfiihrung einer Ketalisierungsreaktion an den letztge- -
y - nannten Verbindungen; oder - o ' B ) . '
n) Bereiten von Verbindungen der Formel (I}, worin X einen Rest der Formel

60 U /'C=NOH_ oder einen _Rést dér Formel C=N—NH,

darstelit, "au_s den_'entsprechenden CarbonylVerBindungen durch Umsetzen der Ietitgenan:nten mit
Hydc:oxylammhydro_chlond bzw. Hydrazinhydrochlorid; und, gewiinschtenfalls Bereiten von pharma-
&5 zeutisch annehmbaren Saureadditionssalzen der Produkte der Stufen a) bis n). - :

- ' 42




60 65 43 i-~~~' _ 0013612- X est. choi si- dons *l'ecgrbup® congi stant .
LELILLT ] 1[Il C L'Ivsooma'bu C= CHO—I CH O - c:-

CO- al kyj il ek % b G N2 0 R
ent Bl gaegmpg%éﬁm' b ediet qY:ﬁru"ns N e e
tS SaurBadeitionssBIé ﬁlev (W fakandbinObHishe! G&KdRnzBidtinet d UH3EReh v ne§~(2-Chlor—
gr o,upes hy d rethwl)-2e-( 1Hl3lkly-blﬁnazalfd‘&fdioﬁunﬁt (NlhommvlbslempeldInvlbmefmalhdinawddokmd)rﬁh&nd

e e e s | | |ﬂﬂ|||m1ﬂimllf' ” C

gnant$ dée‘m '&e'ﬁ \}ﬁrf'tﬂsﬂdbn @ined orasmazeutisch penshibaren Sauseadditionssalzes hievon. :
. qui jhazol nylcq; ,gdehgat g"I:B:h Hersteungaeipgs Shemischenc)ergiadung ausagwhiia pyssder ein
| at6Eal alky ene, ce radi ca qui nazol i nyl s portant sur |'une de ses -
' i€ions 2 et 4 ou sur |les deux un groups carbonyl e ‘ou-thiocarbonyle, le
i berm26ni que de ce radical quinazolif Ie port ant facultatlvenent 1 a 20
Stituants choi sis chacun, i ngepend ' @#4 Uns -des autres, parn1 les .
5. d' hal ogenes, | es .groupes al kyl-e\in er|‘; . al kyl oxy |nfer|§§
jorondt hyl e, nitro et cyano, le cyclo p widlno de ce r.adical -
ol imayl e. pouvant etre satur6 entotalj & _oken _partie, ce cyC|e
dino portant: facult- ativenent 1 A B 'subBs itBdnts choisis

i ng dpendarmgm dil %Béﬂnaie%ﬁscﬂ [ dAHHrbarah Fo4liBadditfoRishied higvonalntthBeriien %‘h)ﬁ:e vt/ be

rreur Y; Alk, R® und R? wie in Anspruch 3 deﬁmert sind, gekennzeichnet durch Umsetzen einer Verbmdur%&ler
groupgsFemel e dont il est question dans lLa definition de Ar et de Q.

chol si s parm |es groupes pheny| @—AlseNy| e subst itue.. thienyld® et

pynizdi nyl e, oype h6n sub tant fa ttswchﬁ RS
shicun. g i EAB Rl R Sl R Gp
érieur, Xy |n urs tr| uor orrﬁf hyle et amno, le groupes :
yle in er| eurs contenant de. 1A 6 at &es de carbons. .' S
2. Un conpose chi mque choi si ddrs 1e groups forme par- Ia 3 -'__[-2 -
# (4 - fluorobenzoyl) = 1 - piperidim lét.. ! 2,4(1 H, 3H) ' a
'quinazol |age- - dione et ses sels forfis p3 di on avec -des am‘é%(g()
acnept abl’es pour |'usage pharmaceut | que=—-8. U orrpose chi m que choi si dans .
| e jnroups con5| stant en un derive de qui nazo 3 repondant Ala fornule 35R
Fk-N NH Rg - RO 45 et ses :sels
§res par addition avec des acides accepFBabI es podr |'usage

i rraceu"ﬁ BYSrhafl@R el eﬁ'&U% &er&fgpré%hgn ak@o?nsnﬁérﬁﬂ IobdahiddneR ngsuhél‘?dn?él' QR
ng | a revendiderivar® Bin ﬁgwiﬁ kenfalls BBr8Rdhvon pharmazeutisch annehm-
: baren Saureaddmonssalzen hievon. _
13. Eine Verbindung geméR einem der Anspruche 1 bis 3, oder eine Zusammensetzung gemaB
40 einem der Anspriiche 4 bis 6, zur Anwendung als ein Serotonin-Antagonist. - :
. 14. Ein Verfahren zur Herstellung einer antikongestiven Zusammensetzung nach einem der
Anspriiche 4 bis 6, umfassend das Uberfiihren des genannten wirksamen Bestandtelles in ein inniges
"Gemisch mit dem genannten inerten Trager. .

45 Revendlcatlons '

1.Un compbsé chimique choisi dans Iebrdu'pe consistant en un dérivé de quinazoline de forn_'lule o

. R

o - & S g -
' o o Q—Alk—N - X-Ar . . : )

.55 @t ses sels formés par addmon avec des acldes acceptables pour lusage pharmaceutique, dans = =
lesquels:. .
Ar représente un radical aryle.




-

mdependamrent parm Ies atones d' hydrogene, | es atones d' hal ogenes, |ea

groupes al kyls en Cl1-C6, alkyloxy en C1-C6, trifluoromethyle et anmino. 4. §3

Wne conposition anti-congestive conprenant un v6hicule inerteet, en tant
qus composant oo actif, en quantitd@¥36¥8ngestive efficace, un conp

ch i aue ol dags s s sqpan 0 RIAAINT ke e

addi tion avec des acides acceptabl ag pour 'I usage phar naceuti que, dans

| esquel s so 0.NAIk, R X et- Xy ont |les siypi-ficalions indiqu6es dans la -
revendiZation 1C=9, . H%rrp Ht5QnCam -f'rl;est | GlO—eatiyierinfAtiavr).un vehi cul e
inerte et, enzt/ant q e conpeSant actif, prop(/tlon anti-congestive _
efficace, un corrpose chi m que ch0| si dans |e group. ‘consistant - en la 3 - [2
- [4- (4 - HJ&T zoyl ) %Brldlnyll - 6thyll - 2,4(1 H 3H).
qui.nazoki ne - (’(él?lex Enges \Eeha fqr at, addi tion avec des aci des _
accept abl es poyr age’ rmaceut| e 6. Une conposition .
anti-congestive coarfqenant un vehi cdl-e |nerte et, .en tant ‘que ‘conposant 44
11 el 'l |R”|représlﬂ-t;ﬂt]{ hWrogéFJb oh(ulng l%lk@l%anf@&tul' Et q &QPE&EQ@ bcpg

anti - comsgest iRVest ehdisi canele giidupe GF@ SHar CYdFIgeNnes les [yrdupes ﬁalg}'lé)hhm?ieurs

conS| st ant. erliureptésernite; @nediehalngiatkuidod contendat deot 1A atome del\barkional; ot
~~~~~~~ gp;és_en un radical qumazol-nyle dont la position 1, 2, 3 Ro 4 g5t rejiép avpe fachiipe mgale

o SR ot ;r;"?i%?‘”"?:es

revendi cagroopesAlkyld inférieurs, afkyldwi in&aiBle, AR rﬂﬂtl@lbem @t &fand) WES/c PyHhidiHe Be ce
consi st antadispl auinaztinvle gouventcitre satn smotaliGponetcprtioncd ayclecnyrimidinoRdonnt facult-
-Al k- N 2tivement 1 a3 substituants choisis mdépendamment mﬂes@fouggssallg@ugéﬁegrsnggh pharyl-

( lkyle infé
addi ti g Ve %@%wég b,;;ssdoapﬁ%m@hﬁ,ﬁ fbla denktPgs RNGY mmgﬁ& Wt %?m.snes= .
| esquel s Qou hé @lle BlbsBitlls ﬂﬁyl&bﬁWn&uhﬂéi ié §dGpe tit n tha3.
r evendi casubstitudnts pisisis khattm,| ihdpbrdamna ainsi les atohrs dﬂﬁlogéﬁi&t le$l@rduBes alkyle

congest i oﬁféeﬁ*é!i afkloxyipfprimain tf!ﬂutyafngthﬂh mmtB les Wouges mws mfé:!mmqumauﬂmnsa 6

dans | g?%ﬁ‘ﬁ} ﬂ'g'}%é%ﬂ & A (A4 1 5! Eenzoy ) - 1 - -
é [ -
pl péri ganyl ]plpé ﬁ%%oﬁi nazolsbéJlf n]ét ésasels 0 rn 5 pa agg?on avec vt;)es
f or nBs paacuﬁddbédp&meawﬁ IUSge PhaERSeRGELP! A '
‘phar maceut i qBeln gaanposé chirhiglie chalsi dans ldanmpé @nﬁlﬁﬁmﬂeﬁ imaénvdee hlanaeame espbhdaft £hez

1 es ani ye@fomusang chaud. 30 9. Un conpos6 chimique choisi dans le_

'{ groups Lonsi stant en un deriv6 de qui fAzol i ne r6pondant A la faormnul e R '35 -

ocwkN' - NHRS

45 et ses sels formés par addition avec des acides acceptables pour 'usage pharmaceutique, dans lesquels
- . R, Q et Alk ont les slgmf‘ cations indiquées dans la revendication 1 et R® et R® sont choisis chacun,
indépendamment, parmi les atomes d’hydrogéne, les atomes dhalogénes les. _groupes alkyle en
C1—C86, alkyloxy en C1—C86, trifluorométhyle et amino.
. 4. Une composition anti-congestive comprenant un véhicule inerte et, en tant que composant-
so actif, en quantité anti-congestive efficace, un composé chimique choisi dans le groupe consistant en un
. dénvé de qumazolme répondant a la formule o \
-~ R L

_ - ' - Q—Alk-N X~Ar

et ses sels formés par addmon avec des acides acceptables pour Fusage pharmaceuthue dans Iesquels
66 Q, Alk, R, X et ‘Ar ont les significations indiquées dans la revendication 1. :

_ 5. Une composition anti-congestive comprenant un véhicule inerte et, en tant que composant.
actrf en proportion anti-congestive efficace, un composé chimique choisi dans le groupe consistant en
fa3 -[2 -[4 -(4 - fluorobenzoyl) - 1 - pipéridinyl] - éthyl] -2,4(1H,3H) - quinazoline - dione et
ses sels formés par addition avec des acides acceptables pour I'usage pharmaceutique.

66 - 6. Une composition anti-congestive comprenant un véhicule inerte et, en tant que composant

P 44




S

40RR |et"ses sel s fornbs par ‘addition avec des acides jmm!m

| ' usage phar maceuti que, dans |lesquels Q Ak, R R lm#n"”! (\
singnilfi:cati ons indi quees dans |-a revendi cati on 3, - pour I ' Gtitiswtison+dans _

l e traitement de |a congestion chez. Ieaﬂdﬂlaﬁﬂk A sang chaud 10. Un :
procgdé de prRpa & br N
consiistant en wrueﬁﬁg ggabﬁrfut’;ﬁt% gﬁ'gﬁg l‘%]e‘g‘r pon acmm'%gréﬁm% g?%rd?glgﬁoe gresenten
OAl k- N X-Ar et ses sels fornms pag addition avec des aci des
acceptables pour |'usage pharnaceutique, dans lesquels Q Ak, R X et Ar
ont ies si ghi ficatfons indiquees dans | a g#pxendication 1, caracter|s6 en ce

gue a)-on fait r6agir un corrposG deafmkaul e
(11 [dans | aquell e West un rests d' ester
‘ou un:radical sul fonyloxy tel qua nethylsulfon
4- nﬁihyl phbieyl sul f onyl oxy, avec un conpos6 dge p S 'es _
f;f.??.-'~~R HN - 5 X-Ar 45 0013612 "CRL M S A terrperature -
el eves, Jans Wit Ui Altheadal gge@wa%wgwm tss%s’%su# Bho biarh 3648 lanhecklls
s iaad &t

pr esence d' une, MRS K, RDET ic&tidn® In GERRA

I 20-__;-7-~~~~r5~7-~~~7-‘<ln|c0mposé chlmlque choisi dans %roupe consistant en un dérivé de quinazoline répondanta
[ ~~p~~~~~~~~laformule].3) dans | aquell'e s' un_dol esnos R2 R RR estan. '
reprbsente Ds D dtant un radi cal de formul dd 15

~~~~t~~~R - : ~~~-A k-N -X 20 chacun des synbol es R2

R3, R4 et R restants etant choisis e REE parm |es atones N
d' hydr ogene, Ies groupes aIker lnf6r|eur rer et aryl-Cal kyle .- ,
i nfefieurt: t ch rm | es. atomes dhalo nes eIes roupes aIk IueeI$ :
:jgfsl ;ﬁ;gls%al ehfi‘Eé’ §f ie flca vtis‘mm?mmm:% ?:»81 ng rq;’p% saﬂon&a raate-
i ncl fis, en-cyclis@ann é’tﬁnmaé emmmse;hda daﬁf naJ .eu;F& &anHaRZen a3 -[2-[4-@4- ﬂuoro-

(IV- _i NH 3. Z®emaylhvac- nipéridiovih o éthyille 2f4dtH3H)e- quinazoline - dioWi€Cet ses sels formés par addition
: - congestion chez les animaux 3 sang chaud.

‘30 s § 9. Un composé chlmlque choisi dans le groupe consustant en un dérivé de qumazolme repondant é_--
a formule

3

et ses sels ft:rmés par addltlon avec des acides acceptables pour I'usage pharmaceuthue dans Iesquels |
Q, Alk, R, R® et R® ont les significations indiquées dans la revendication 3, pour Iutlllsatlon dans le
traitement de la congestion chez les animaux a sang chaud.

10. Un procédé de préparation d'un composé chimique chons» dans le groupe consistant en un
45 dérivé de qumazolme répondant & la formule . :

t

R

s ' o Q—AIk-Ni)—X—Ar . o o _ -

; : et ses sels formés par addltlon avec des acides acceptables pour I’ usage pharmaceutuque. dans lesquels -
i Q. Alk R, X et Ar ont les significations indiquées dans la revendlcatlon 1, caractérisé en ce que
£ 55 a) on fait réagir un composé de formule

QAW T m

dans Iaquelle W est un reste d ester réactnf tel qu’un reste halogéno, ou un radical sulfonyloxy tel que .
méthylsulfonyloxy ou 4-méthylphénylsulfonyloxy, avec un composé de formule . :

R

| HN\,“__>_X_A,, o o

avec des acides acceptab es pour l'usage pharmaceuthue. pour. l'utilisation dans le traitement dela -




i cette rpaction de cyclisation etant .effectuee p s reactlfs X |
enstnbl e eh pr6sence d'un solvant approprie A taﬂm ﬁ@:"ﬂ et si on (" /
(& desire, dans |a r6action ci-dessu 08 &eut actif de - =
formule V par un ddriv6 foncti onnel© 5&& 1cnt approprie tel qu'un

di - (al kyl g temperstlR Wievae, Qﬁﬁ} atjl s&i%ni‘grgarﬁﬁfeadpp%ﬁé 'l&%’daﬁ’éhabbé%ﬂorp)et en pﬁ%&ﬂ@r €
un CoNPOS @ ufle béserapploprided) ( b) '

N~~~~~~~~~~~ ~b¥9ﬂ~pfépaw~un~eon*posé de. formule ~~~N ~<4 R 55 en cycli sant un corrpose
deforrruleVC—NH—R : 601 )n Y . _ .
v 46 | (565 Y N P 4B . a
LETETTT 11111121111111111 I [ I - C

L-H S 0013612 dans | aquel I8’ )|1 - ‘a t"Fe des synbol es R gt
represente D." |'autre 6tant chol si ™R ‘ qatorres ‘d" hydr ogdne' fl
groupegeal kyl e i nf6rieurs, aryle et aryl g I e inferieur), cette reactlon
de cyclisation etant effectu ~e par agi taB| oIR3j t chaffage du-

2- (acyl amd@)s RERZAR IS s RRZRN R th@.%pﬂgge%m( ) égapﬁ%m.cﬁpéevfamme

approprij 1ner ans a reactron’et en sence d'une base -approprt6e, ou =,
blen 51s d) on prepare un conpose dé fornule _ - - ' ' i
| -~~~ e~ Y n) . —

(lI-¢) R y15 dans IaqueIIeI'un des _,

'oI es R2 et R3 represente D tel
quo defi ni -dessus, |"autre et arfiiks

1 es atones dhydrogene, |ee

groupe&oal kyI e i nferl eurs, aryI e et af ) (aI kyI e | nfer| eur) R et n ayant -
| es si gni thaeen riemsvmhq!;s -68% @PTGQ les atpmes
chois! TR AT gs:mng éﬂ&!é‘:aﬁ*éﬂe zg Sk ol
conpose okl d6d syimik iZs sequ.ﬁt S0 ..%p e cilus, b Eyelidab de

| a t hi QeI @ comigkd Qe €armblesat 1 Qn et ant  effectues - par agl tatlon des reactlf
‘ensenble A .20 tenperature el ev6e et en ‘presence -d' un sol vant appropri e; ou
bi ep. e) on prepare un conpose de fornule ||-c te £ que defl n| CI dessus en

.cyclisant. un conpose de formle Z5-. C—A6 GA&H—R L@ . C o

(tV-b) abl-C-Ra 30 - _ ol . e N W

- ' Ry N o va

35 R | |
w o R S "
avec un compos ' s o o . ' '
posé de formule y=C } V)
. 40 s

‘cette réaction de cyclisation étant effectuée par agitation des réactifs ensemble ent présence d'un
solvant approprié 3 température élevée; et si on le désire, dans la réaction ci-dessus, on peut remplacer
45 |e réactif de formule V par un dérivé fonctionnel équwalent appropné tel qu‘un dl—(alkyle mféneur)-
acétal ou un acétal cyclique; ou bien o
i c} on prépare un composé de formule - T

A A
50 _ - .
", N-RZL (-0)
SNCON . o o b)
. S N r R - _ N o
. %5 en cyclisant un composé de formule S o I .
O < N .
e T Sl _ o
o ‘B)" . N\
D - Nec-R% ST
&5 Y

6




-
R 3Y| avec un conpose de formul s R2- NH2 :
(Vikl), 35S Y. Rl et n ayant-les significations mﬂl"mﬂﬂunmmmuﬂe
;' unj.des synboles R2 et” R3 representant D tel que |"autre
cohsii- stant en un atons d' hydrogdne un goqamizl kyl e infefi eur *ou aryI
(al kyle |nfer| eur%%et R et RGa representant chacun un rou e el | m nabl e

apprioprie tel mzr

i.nf §rieur)- ama e & Loilati

reactifs enseubkevad A VBE1i6h eFbh Pre@REY 1 tnalbadé) apatbRdB o bien
approprl e; ou bi eihof:)pr@areprne@arpeswab famimlose de formule y 45

D(All) N-D _ (I-C—|) en cycllsant un

Y

(R

r’r‘p’ese de formule 50 VIl 6 GR 55
N- C-{¥: avec un conpose de fornule DNH

gi;//zl\iﬂrl h ‘.@-‘

-a), 60 Rl representant un dgRaQy

ea signifi-cations indiquees pr . R, Cette cycllsatlon et ant
effg
pre§ence d' un sol vant ‘approprie; .ou. bi en 65747

i uee par agi tation des reactifs ensenblg et a temaerature eI evee et en
~~~T"~11111& 1dahd ia]:&éllel“ééls s;ﬂ’lrl;oleg Rt dt *lé&és@&&é 8 laae défini cl-dessus Fautre: étal-nt chg isil parmi

g)[#0N pr epatke atdies TRPREGRAINE dosl gi6upesd Sikye inférieurs, aryle et aryl-(alkyle inférieur), R" et n ay4nilgs
<[ JNAAY : slgnlflcatuons indiquées; précédemment et chacun(qes IeE)Y?&gare |qh y indénendgmment dans
co pse de f0||e eq:ogsngta enOetS,en cyclisant un con gmule IV-a tel que Qéfml cn-c:essus élb aludg
(1) )n R { ek i ﬁ&%ﬁ%’[}gﬁﬁmg ‘t§a*’ .e o defgresctts ensemble
pre ement, avgp o Bréﬁéfaf&ﬂtc&nﬁﬂééfd SHnMR Nt tS'I 5usdnl d?chs@rﬂhﬁw&:omposé de
cycl ,sat i on efoandlef f ect uee par agitation des r6act [ fs -ensenble a = .
temferature el evee et en pr esence dun sol vant ?ppr opri e; ou b| en, -
2% S - C-Rs E -
(RHB. oL vl
. N—C-R o
| 30 : _ _ - ) | “ _ -
avec un composé de formule a _ _ _
' . R2—NH, f o vin,

Y.R'etn ayant les significations indiquées précédemment, I'un des symboles R? et R? représentant D

(alkyle inférieur) et R® et R®, représentant chacun un groupe éliminable approprié tel qu'un groupe
alkyloxy inférieur, amino ou mono- et di-(alkyle inférieur)-amino, cette cyclisation gtant effectuée par

f) on prépare un composé de formule

4“5 S . ~N— . ' '_
| ' (R‘),,—@ft AR C D)

) ] . . - H . N L . . .- . )

o 0 O cyclisant un composé de formule. o

o S - N
B 1, S C v
avec-un composé de formule A o o o
D—NH, . Vi)

‘RS représentant un groupe éhmmable approprié- et R', n et Y ayant les significations indiquées
précédemment, cette cyclisation étant effectuée par agitation des réactifs ensemble et 4 température
élevée et en présence d un solvant approprié; ou bien :

(&

2N

lon e 'atrt«?eex bofes &F F'eﬁirfepf ’ﬁ%‘f’“' t°'1€ Rarmilen igmes
?grw a@l )- ﬁgza %lbaﬂmd ﬁdan_s'

I e approprl e et R, negtgyY

‘tel que défini ci-dessus, l'autre consistant en un atome d’hydrogéne, un groupe alkyle inférieur ou aryl- -

40 agitation des réactifs ensemble 3 température élevée et en présence d'un solvant approprié; ou bien
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' h) on pgepare un conpose de fornule 25
A 26

o (A'
'QII-JAI K- - X AP 30 ~ ~ ~ %~~~ A R3 dans
" stgnification quo X ci-dessus A'l'
conpose de formule R G N Al k-N %m%? .
(X N-C-C(haﬂ)o‘)’BPWencmwéméomh agent reduct eur approprle et d'un
sol vant approprie A tenperature anmbiantejy ou bi en k) on prepare un corrposG
de fornule 55 A A8 so 0-Al k-
- CR9 NH2,ss dans laquelle R et (R N& S chacun, mdependarment
- parni |es atones d' hydrogene, (FF &s—F . {l-c-2).
I 1]~~~ 14 I D~~~~i L1 Tt - NMt L
- 0013615 at ones d'-hal ogbnes; 1|es groupes hl kyl e |nfer|eurs al kyl oxy
|nfer|eg S trifluoronet hX £.94. 3 m no, e hydrol ysant un corrposG de forrrule
|t .cyclisant un composé e formule e~ ~NHCHO 10~_~~~~~~~~ en m i eu _
acide; ou bien j) on pr6pare un conpos6 de {ormuls "
- - OH O0-A k-N - CH Ar 20 en r6dui sant lle groupe car bonyl e d'un corrposG
- de formule 25 ' 0-AlLkN. =~ G A {iv-d) o
(tg a r'8i de d' un agent re6duct eursapg (6 en mlleu aqueux aI cali n avec
un sol vant. organi que mscible A" bien. o : - 30
kJ. on prepare un conposi de fornul e A 35 N - .
-h)} -J1R :
20 D, Y et R® ayant les significations mdsquées précédemment avec un cyanate ou thiocyanate de métal
alcalin, cette cyclisation étant effectuée par agitation des réactlfs ensemble é température élevée eten :

présence d'un solvant approprié; ou bien
h) on prépare un composé de formule

I sant un

25
¢ R . {d) -
N ) X’ A_f . ) ’
.30 h . ’
- dans laquelle X' a la méme sighification que X ci-dessus a 'exception de
33 : . ' . T
— N - ~
C=0, :
40 ‘en cyclisant un composé de formule T B : :
w S - - N-C—C(halo); | -
Ry L "-\

en présence d’'un agent réducteur approprié et d’ un solvant approprlé 5 température amblante ou blen

. k) on prépare un composé de formule
55

e | ~ Q-Alk=N (1) -

656 dans _Iaqhelle R® et R sont choisis chacun, indépendamment, parmi fes atomes.-d'hydrogéné, ies

- | - 48




_ [—
CH Ar en acyl ant |"al cool corréspondant (I -f) tel quo d6fi n@
)

ci ssus, A |l'aide d un agent acyl aryt appro On prepar
un @Bnmpos6 de fornule R 45-Alk-N- - CH - Arp\\‘m”mmnmﬂ w _ (I-
2799 A partir des dérivés carbonyl 69839 §spondants 1 - efl reduisant |e
e carbonyle des conposGs | -g en un groupe nﬁthylene par exenpl e par

i on °r ' ps: o8 groupes) alkyle infdrigers.calieyrloyy intérigyrs, drifluoramesthyie @ Py ieGue
rlare go‘fsf'btﬁ’"o‘?é’"\?ﬂﬁ‘i"fﬂ'gﬂ?ler A |'aide d hydrazine et d un alcali -

un solvant polaire A haut: point . oh6bu| litiontgou bien m on prepare

onpqgses de fornule | ‘dans l'aquel | X fite un di-(alkyle -
eur)-acktal 55 ou un (alkyl ene Herjl e alcg'%E cylique dans quuel
i i t Q s de carbone, ®iartir

n soymtant ces demiers A une
on d' acé6t al i sation; ou b| en n) on prigewe | es conposes de fornul el
aqueletem)ﬁeuepdeaﬁnim un-radical de formule 60 C=NOH ou un radical de
e C=N- iren pxépsse un pomééaﬁmmgles car bonyl 6s correspondants en : -
nt reagir ces demers. respectivenentgavec Is. ‘65 .chlorhjdrate
roxyl amne ou le chlorhydrate d' hydrpzi ngy et si on |le desire; on
are I'ts sels des. 49 0013 612 ] *¢c 1 M1, (Lf)
ui ts obtenus dan_s | es operati dhdliaN A %Afaddltlon avec des aci des -
s#pt abl es pour |' usage pharnmaceuti que. ‘Un proced6 de -preparation d.un
tposd Ch'éﬂ ﬁuasac.w Srbupdadibohyie FULRUBRpds@ RS itsHkwalRt en la 3 - . [2 -[4 - (4 -
gor obed2oyl ) - pipdridinyll - 6thyl. - 2, 4(1 H, 3H) - qui nazoline -
phe et ses sels 5 forrres par addition &ec’ des aci des accept abl es pour -
-*sage phar maceuthue caract 6risé en cq qu on fait reagir la.3 - (2 - .-
chgor6thyl) -°2,4(1 H 3H) - quinazolidi v %one avec | e chlorhydr#itgd de
_(4 - f2Fuoroph6nyI) (4 - p| per i Grefone, et si onle d6sire, . on -

pfjpare un sel du conpose obt enu par ad¥=+f on avec un aci de acceptable pour . -
' UBage phar SRG&HErkbtRnt dductedP agtrdbie 08 miluRE SRR BRIINAecin RIVERTRRRRUE MstbRwe
chbi si dansrdag; @ slerpe consi stant en un la dérive de qui nazoline repondant

A B a forml e Rkién prépare un composé de formule QAI k= N r- - NH.\ -
3 : 20 :

1 usage phar maceuthue ans Iesque S Po_QoN.dz!- R et R ont les
igni ficasions indi quees dans lanéT%E { i &n 3, caracteris6 en celiguo- a)
pLait r6ag|r un conpos6 de for FEHW‘ S ; '

_en acylant I"alcool correspondant (1-f) tel que défini ci-dessus, 3. laxde d'un agent acylar;t appropné ou
40 bien : . o,
: l) On prépare un composé de formule

R - - G-AIK-N.  }CH~Ar . !

) A partir des dérivés carbonylés correspondants |-g en réduisant le groupe carbonyle des composés I-g
- en un groupe méthyléne, par exemple par réduction de Clemmensen, a I'aide de zinc amaigamé et
. . d’acide chlorhydrique ou par la réduction de Wolff-Kishner, & I'aide d" hydrazune et d'un alcah dans un
~ solvant polaire 3 haut point d’ébullition;-ou bien :
. m) on prépare les composés de formule | dans laguelle X représente un di~(alkyle mféneur)—acétal
' ou un (alkyléne inférieur)-acétal cylique dans lequel la chaine alkyléne inférieure contient de 2 3 4 =~
atomes de carbone, & partir des composés carbonylés correspondants en soumettant ces demlers a une.
réaction d'acétalisation; ou bien-
n? on prépare les composés de formule I dans laquelle X représente un. radlcal de formule ;

C=NOH ou ur_u radical de formule C=N——NI—I2 _

'a partir des composés ca’rboviylés correspondants en faisant réagir ces demiers respéctiVement évéc le -
chlorhydrate d’hydroxylamine cu le chlorhydrate d’hydrazine; et si on le désire, on prépare les sels des




-

15
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25

55

65

u' ant agonl

ompos: 1 orougs ﬁg 3@5@&@:@:
, qui cgmsaﬁfv@ dé\ qUIRAESIinCrs
ehicule inerte. 50 55 60 66 50

35

:I'a_ns | aquel l e Wrepr6ssnte Is reste d un ester réactif tel q ‘un reste

fal agen® ou un radical sul fonyl oxy tel quo methyl iﬂl“ﬂlﬂll&
;-mthyl ph6ny| sul fonyl oxy, avec un conpos6 de for

ﬂl1| I

HN~gNH 0013612 X) 40
R A tenperature 6l evee, dans un sol vant organi que appropr| 6,

fnerte dansPrPguits @awv%#@t'esewémﬂmﬁeﬂ@e“)cpau H@'MS%GQWr%‘NF# erceptablesspoup fuspge
6sire, on
cides. accppt @bl @b Hidtibe 20y &

ti S oses ienus par
cgjg(.séde g pré%aragt'ém %'B comﬁosg ctt\;ﬂ ue c i dans gla%heﬁﬁns»s(f\angen l§ 3 -

»3H) - qui sels

eI on | ' ynefoerhidsl pae Bdtidnhoec deevaeiads m&mm& pbury’ @agmame@ﬁ@@&h&tér&e eh @b Qi
‘une quel ctnmcfaerédmslaraevéhdlculatétmths- 2/4(MH.8H) pauinazblidirtei + digwet dvetlechlorhiydrate de la

Ripgridiay!) 1@ét\9§°% st:fe' g,géf"feegb:é'é?wewn@smbcomposé- |

m§o@‘é"c

avec

Yfg @saseaﬁiéh (fh. |

- Q—Alk=N
(Xn) .

et sés seis formés par addmon avec des acides acceptables pbur l'usage pharrriaceuthué, dans Iésquels
R, Q, Ak, R® et R? ont les significations .indiquées dans la revendlcatlon 3. caracténsé en ce que’
a) on fajt réaglr un composé de formule : o

Q-AIk\-W . ' _ x ()

" - dans laquelle W représente le reste d’'un ester réacttf tel qu un reste halogéno, ou un radical sulfonyloxy

tel que méthylsulfonyloxy ou 4-méthyl-phényisulfonyloxy; avec un composé de formule

?

- 0OaX)

a température élevée, dans un solvant organique approprié, inerte dans la réactlon eten présence d‘une
base appropriée, et si on le désire, on prépare des sels des composés obtenus par addltlon avec des
acides acceptables pour I'usage pharmaceutique.
13. Un composé selon I'une quelconque des revendications 1 & 3, ou une- composmon selon I une"
quelconque des revendications 4 3 6, pour lutilisation en. tant qu’antagoniste de la sérotonine. _
14. Un procédé de préparation d'une composition anti-congestive selon I'une quelconque des
revendications 4 A 6, qui consiste 3. combmer le composant actif en mélange intime avec le véhicule

inerte.
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