EP 0 258 175 Bl Description The present invention relates to certain
5-heteto-or aryl-substituted-imdazo[2, 1-a]isoquinolines and to their use
as platelet activating factor EPA£ rece tor antagoni sts. The invention
also rel ates to pharnaceuti - sitions containing a select gr oup
of the afore-nentioned conpounds as an actlve I ngredient thereof. In
addltllﬁ pttgg I nvention relates to the use of a select group of said
conmpoun IS ant i - t uror agents. USP 3, 887,566 discloses certain
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I Nt hegénts. posi tion, which conpounds are useful as anorexics and _

ant i - depusrs S38a2,566 diksidsds, t@thin553 diblydeaimidazedsogquinolires nexhibiting analgesic, anti-inflam-

5- hy dmastoyy, 2ntBbebtefiel.t apti-viesh gretir aafdiovasqularrprabadtied. 2SR 4AD0, S plisckaesisicarain Fhytvaxvni ng an
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(2,1- th?§6€ﬁi1°ﬁ(§P'F Gerapaynds usefl as pnorxicea0d aptis Sant aﬁonll sts a

addi t i onTheressence of he Regsen acgf 'g'ﬁ" {8 diggpvery; that ﬂ’;]éﬁ ?félg %‘ﬁ?s I n
one’saégeq)f's"ﬁ %nezfczg:n‘:ss?fﬁ'e | AN EProPiBT-PriageIisty 308 ™ frigipny s ofmf ornmul a
wher ei n eacehasf?ieCt "’8’8f°€a°rf" en ‘fef‘g'/onicgncﬁm?:ltrhgé%endS?mpoumﬁ Of fomlﬂa' Is in 8- or %
9-position and represents hydrogen, chlogro, or Cl -3al kyl and so R2

represents thienyl, furyl oB 2 BerT2rr) 36 wherein each Ro represents
|nd~ependently hydrogea ¢, Cl-10 al kyl or C, - 10al koxy or one

Ro i s hydrogen and thelotheg Hs a) tri-(& -3alkyl)silyl,

trifluoromethy or phenyl; 40 ™~ b) g gr (err) wherein each Rs represen.ts
i ndependent | y hydrogen, chl or o, fl ug -Rlal kyl or Cl -al koxy and X :
repggesent s 50 - CH20-, -OCH2, -CH2-, -CHECH?-, or -0-; c) a group 55 2

EP O 258 175 Bl (err) R 3

wherein each R independently is hydrogen or methyl,

R is in 8- or 9-position and represents hydrogen, chloro, or G1-3alkyl and
30 Rz represents thienyl, furyl or a group
N
@ Ro
RO
36
whersin each Ro represents independently hydrogen, fluoro, chloro, Gi-1ealkyl or C1-10alkoxy or
one Ro is hydrogen and the other represents
s a) tri-(C1 —salkyl)silyl, trifluoromethy or phenyl;
40 b) a group
R
3
- X
45 R

whersin each Ry represents independently hydrogen, chloro, fluoro, C1-salkyl or C;-salkoxy and
X represents

50 -CH.0-, -OCH, -CHz-, -CH2CH2-, or -O-~;
C) a group
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wherein each Rs' represents independently Cl -al koxy and 10 Y represénts
-Q(CH2),, -5-, -(CH2), -6-or -CH2 OCH2- ; or d) a group 15 '
-CH N 4 (err) 4 wherein each R4 represents independently Cl-4al kyl‘
C5-7cycl oal kyl, allyl or benzyFP O#58{F% BEwo R4's 20 together with the:
nitrogen atomto which they are attached represent pyrrolidinyl, piperi dyI :
nor phol i nyl or thi ormor pholinyl; or two Ro's on adj acent carbon atons form
met hyl enedi oxy, with the proviso that whe Rgn Ro is other than chloro, -
fluoro, nethyl or nmethoxy it may onI b i nYa neta or para position and-

t heir pharnmaceutically acceptabl ¥ '#I pn salts where such may exist,
in ghe manufacture of a nedi cament f y6e T3 inhibiting PAF nediated :
bronchoconstriction and extravasation and RfF nedi ated 25 endot oxi n

i nduced lung injury Preferred conpounds of fornula | are those wherein each
Ris hydrogen, R is as defined above and one Ro is hydrogen and the ot her
i s in nmebesieach &s'aeppasenits indeperiantlyi G -atogehd ned under b) or c) above, and:

t heter pMeapresends HOXGHa)k Ly, Qe ptallHeO8Yi-doraddi ti on sal ts where such exi st
(conpoufdagreup) . Anot her aspect of the present invention concerns novel
conpounds of formula I i.e. conpounds of fornula la 35

(err) (err) R 40 wherein Rand R are as_defined above and R2' represents
thienyl, furyl or a group (err) 45 ﬁ% '~Rérein one RO" is hydr ogen and the
ot H&r represents tri-(C, -3alkyl)- S|2yl~€ phenyl, or is as defined under
50 b), c) or d) above whereby Ro" substitéents may only be in neta or para
positions; and their pharnaceutically acceptable acid addition salts where

such rwhe%m 84 rrs&egegsdnds CURBAM €. Q.Lw f QL Wt 2al rgr ofS% or WRGG HIseach R
ege% thb Pitrb drlch ey afb ditschl ha%re@en% %P e&a}. a#a&mmnd R2
r\epr ES e tﬁmﬁt&bﬁd’% or Hé's B adlacdhtQLdibom atorms form ety erein
Ro [ Swﬁeﬂ aR®b & dier BaA nidhe Fiidrd, %ﬂ@ﬂﬁ' nfe@ﬁfﬁﬁﬁw éhlytlfelm 4 Q&a‘oSﬁdrA(Nd X&d dndl Or is
as def i mafl pherfidbutiadlly aedepfable Chid HABNGH, sad) Whdrd Gidh REIAEERGR Wol hakbiedturd @£ @pt abl e
aci d adelbdidamentdét|ubsin\winiditieg PAIE Rediddd R richdconsGiaNbaQid ektravisdtion dndf RAFtiisifatedS pect
of 25 he eéndviexm indueedimLisiongs t he use of conpounds of formula |b 10 (err)
Preferred compounds of formula | are those whevein each R is hydrogen, Rt is as defined above and
one Ro is hydrogen and the other is in meta or para position and is as defined under b) or c) above, and
their pharmaceutically acceptable acid addition salts where such exist {compounds I').
Another aspect of the present invention concerns noveli compounds of formula | j.e. compounds of
. 80 formula la

. N Rz \j .
R
35 Ia
N—:L R
. R

40 wherein R and Ry are as defined above and
Rz' represents thienyl, furyl or a group

Vs Ro"
Ro"
wherein one Ro" is hydrogen and the other represents tri-(C1 —salkyl)-silyl or phenyl, or is as defmed under
50 b), c) or d) above whereby Ro" substituents may only be in meta or para positions;
and their pharmaceutically acceptable acid addition salts where such may exist.

Preferred compounds of formula la are those wherein each R is hydrogen, Ry is in 8-position and is
otherwise as defined above and Rz represents thienyi, fury! or a group
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15 R wherein R and Rl are as defined above and R2"' represents thienyl,

furyl® or a group (err) 25 (err)
wherein each Ro"represents independently, chloro, fluoro, or Cl -6 alkyl or
one Ro"v is hydrogen and the Eft%2%8 17 -C6 alkyl tri-(CL -alkyl) silyf,

phenyl or is as defined under b) or c) above or is d)' a group 30 -CH N 2
R4 35 wherein each R4' is allyl or the two R4 "s together with the nltrogen
atomto which they are attached 'res gieepyrrolidinyl, piperidyl, .

nmor phol i nyl or thi onorpholin e proviso that When Ro'v is otherf
than chl oro, fluoro or nethyl onIy be in meta- or para-position 40
and their pharnmaceutically acceptable acid addition salts, where such may
exi st for use in the manufacture of a nedicanment for use in treating J '
t UNDWierein R i irf déla 6rQRROILEIGEN #A8 rdpREsTRE tA-(G: D, ol BOIS @s WéNASRUNGerB), @06t dR. ar e as
def i amodh, afticivdr pharthadddticalbdcCsptble aiciti Bdditiol kaits whidry buch inap exgst @éfpénd ROV 50 wherei n
Rov i s Aifurthensspecbef thedmantion sorcérasthansd of egpegres biSordled@al kyl , tri (CL

-ad kyl)silyl, phenyl, is as defined under b) or c) above or represents d) '
a group 55 4 EP 0 2581758l 4 -CH2-N - R4 wherein each R4" is -
allyl or the two R4 's ' i H‘zhe nitrogen atomto which they are
attached represent pyXro pi peridyl; andggheir pharnmaceutically
accept abl e aci d addition a_such 10 may exist (conpound |b").:
Ayl noieties may be straight : i
group covers those of fornula I omcl I%gously for la and I b) wherei n Rl
is as defined above and R2 is thienyl, furyl or a group

wherein R and R, are as defined above and
W, Rz"™ represents thienyl, furyl or a group

\'4
25 . . Rol 4
wherein each Ro" represents independently, chioro, fluoro, or Ci-salky! or one Ro" is hydrogen and the
other is C2-Csalkyl tri-(Cy —aalkyl) silyl, phenyl or is as defined under b) or c) above or is

d)’ a group
30

- R4'
-CH2N
~ R.®
4
35 .

wherein each R¢' is allyl or the two Rs'"s together with the nitrogen atom to which they are attached
represent pyrrolidinyl, piperidyl, morpholinyl or thiomorpholinyi, with the proviso that when Ro" is other
, than chioro, fluoro or methyl it may only be in meta- or para-position
% and their pharmaceutically acceptable acid addition salts, where such may exist for use in the manufacture
of a medicament for use in treating tumors.
Preferred compounds of formula b are those wherein R and Ry are as defined above and Rx™
represents thienyl, fury! or a group

45

wherein Ro' is in meta or para position and represents C;-salkyl, tri(Ci-salkyl)silyl, phenyl, is as defined
under b) or ¢) above or represents d)” a group

50
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15 Ro.20 wherein each Ro represents independently hydrogen, fluoro, chloro,
Cl-10al kyl, d -10al koxy or Cl-10- alkylthio or one is hydrogen and the

ot her is as defined under a) or_d) above or b)' a group 25 R3p wherein each
RHp represents independent|y h§BOFERATS BRI oro, fluoro or Cl-3al koxy and’

I s as defined above or 35 c)' a group (err) 40 :
(err) R3, wherein each Ra3p represents C, .-3al koxy and Y represents -OCH2,
-CH2-, -CH2CH2- or CH20CH2, and 45 t herr »phar naceuti cal |y acceptabl e acid
addition salts where such may QEEZLN ¥ aflot her conmpound group of fornula I
(and anal ogously for la and Ib) <S in 8- or 9-position and represents
hydgogen, fluoro or Cl -3al kyl and R2 Refresents thienyl, furyl or a :
group 50 (err) Ro 55 wherein each Ro représents independently hydrogen, .
fluoro, chloro, Cl-10alkyl or Cl1 -10 al koxy or one Ro is hydrogen and the
ot her whapin @aenBsS iQ )il bi the Gio Re'als kagether Withl the hitrodeh erowBLHiN| theyr arplatachdd 5

EP O Z2dpBsbarts piatolillihy! r giperidyl; Bnd their pharmaceutically acceptable acid addition salts, wh¢rerspch R3
whemw eimay edg icomBound iY)esent s | ndependent |y hydrogen, chloro, fluoro or Cl-5
al koxy oyl roietiep mey bmstrpightighained apBjiapched.O- | - CH20- or - CH2CH2-or c) a group
R3, R wiftpasichacoempoupd gropreeavers ghasesof forpud prfanplpgpugy for Bapk bk yhesaiy v '
repr eseft s- BeEpdefinedpopraqd. - CH2- | - CH2CH2- or - CH2CH2CH2- or d) a group 25

~ Rz s thienyl, furyl or a group
Ro
.@ RO

15

20

wherein each Ro represents independently hydrogen, fluoro, chloro, Ci-1ealkyl, Ci-1ealkoxy or Ci-~10-
alkylthio or one is hydrogen and the other is as defined under a) or d) above or
b)' a group
25
R
30 R3p
Y,
wherein each Ry, represents independently hydrogen, chioro, fluoro or Cs—salkoxy and X is as defined
above or
35 c)' a group
R3 'p
*_,,40 - X R3 'p
R3 'p

wherein each Ry, represents Ci-zalkoxy and Y represents -OCHz, -CHz-, -CH2CH;- or CHOCH, and
45 their pharmaceutically acceptable acid addition salts where such may exist.
In another compound group of formula | (and analogously for la and Ib)
Ry is in 8- or 9-position and represents hydrogen, fluoro or C; -galkyl and
R:  represents thienyl, furyl or a group

— Ro
RO
wherein each Ro represents independently hydrogen, fluoro, chioro, i -1oalkyl or Ci -10alkoxy or one Ro is

hydrogen and the other represents
a) tri-{C1-salkyl)silyl, trifluoromethyl or phenyl

50

65



R4 CH.N 2 R 4 30 wherein each R4 represents independently C, -4alkyl,
C5- 7cycgl oal kyl, allyl or benzyl or the two R4's .together with the nitrogen
atomto which they are attached represent pyrrolidinyl, piperidyl, :
mor phol i nyl or thi onorphol i nﬁPQ)?sgtD B s on adj acent carbon atons stand
for methyl enedl oxy, with the proviso that when an Ro |Is other than chloro,
quorq,)a prl or methoxy it may only be in a neta- or para-position. 35
The conpounds of formula | may be prepared by dehydrating a conpound of '
formula VRL 4 < O OH V N wherein RL and R2 are as
defined above and recovering the corRouUNdR btained in free formor in the

fgrm 45 of a pharnaceutical | y-g AN e atid addition salt where such may
exist. This reaction is carried o anRlnert organic solvent and in the
presence of an acid catalyst at tenperatures e.g. of 35 to 200 0 C
especially between 75 and 120' C Exanples of suitable solvents are

al i phathpreinieachy BE sepizsents ipdependeatiyahydrogdne phieindiuanachr tthes alkoxyeand & pmtants-
hyadr o QHeoRs-CH:@.or H&haGemer, t ol uene and the |like, chlorinated hydrocarbons -
e.g. ¢hhegewt orm net hyl enechloride and the like, aliphatic ethers e.g. 50
di ethyl ether, cyclic ethers e.g. tetrahydrofuran or an excess of acid
catalyst e.g. acetic acid. Exanples of guitable acid catalysts are m neral
acids e.g. hydrochloric acid, sulp j2°a¢i d, phosphoric acid and the ||ke

of® organi c acids such as arprirbo acids e.g. benzoic acid, f
al kyl sul phoni c acids e.g. nethanes '

i Ryacid, aryl sul phonic acids e;g.
p-t ol uenesul phoni ¢ acid or preferabFy~3a Fcarboxylic acids especially

acetic acid. The invention also concern ké'process for preparing conpounds

of formula la. 55 The conpound of fornula V may be prepared by reacting
a~Conpabiaid ¢abh 1RO ripresbnts! ihadPendentlPt:QsakeRy antdy Bdprésdhts-boki-Léh.acALmBRUNd Of .

f or mulom, &i¥- d0.cid.dHeCh)- ok €rr) (err) formed and recovering the conpound

obt ai ripalgrotp free formor in the formof a pharnaceutically acceptable acid

addition salt. 20 The reaction is carried out under nitrogen atnosphere in
ag i nert solvent such as an aliphatic hydrocarbon e.g. hexane, heptane and
the like, an aliphatic ether e.g. diethR, ether or a cyclic ether e.g. -
tetrahydrofuran at tenperaturesCBhNe.g. -30 * to 50 *C preferably -20- to O
C. Hydrolysis Is conducted in conveﬁ?ToR@I manner e.g. enploying water,-
dilute mneral acid, amonium chloride solution or the |like. The conpounds

.ol formula lil _can be prepared bx reacting a conpound of formula 11 25
N/ wherein each Rs represents independently Ci-salkyl, Cs-7Cycloalkyl, allyl or benzyl or the two R:'s :

together with the nitrogen atom to which they are attached represent pyrrolidinyl, piperidyl, morpholinyl
or thiomorpholinyl or two Ro's on adjacent carbon atoms stand for methylenedioxy, with the proviso that
when an Ro is other than chloro, fluoro, methyl or methoxy it may only be in a meta- or para-position.

35 The compounds of formula | may be prepared by dehydrating a compound of formula V
| Z Ry

i Ry l OH v

k] (8- 9.) X

~
N —

whersin R; and Rz are as defined above and recovering the compound obtained in free form or in the form
45 of a pharmaceutically acceptable acid addition salt where such may exist.

This reaction is carred out in an inert organic solvent and in the presence of an acid catalyst at
temperatures e.9. of 35* 1o 200° C especially between 75° and 120° C. Examples of suitable solvents are
aliphatic hydrocarbons e.g. hexane, heptane and the like, aromatic hydrocarbons e.g. benzens, toluene and
the like, chlorinated hydrocarbons e.g. chloroform, methylenechloride and the like, aliphatic ethers e.g.

s0 diethyl ether, cyclic ethers e.g. tetrahydrofuran or an excess of acid catalyst e.g. acetic acid. Examples of
suitable acid catalysts are mineral acids e.g. hydrochioric acid, sulphuric acid, phosphoric acid and the like
or organic acids such as arylcarboxylic acids e.g. benzoic acid, alkylsulphonic acids e.g. methanesulphonic
acid, aryl sulphonic acids e.g. p-toluenesulphonic acid or preferably alkylcarboxylic acids espsecially acetic
acid. The invention also concerns a process for preparing compounds of formula la.

L] The compound of formula V may be prepared by reacting a compound of formula 1l



(err) .30 (err) with RsLi wherein RL and Rl are as

defi ned above. The reaction is carried out under a nitrogen atnosphere ln
a tenperature of e.g. 25 to 7ER0 %l’@@?ably 30 * to 40 C. Certain :
conpounds of fornmula V are new and also formpart of the invention. Thef

o " (err) (err) 50 CH.L 4 wherein R, Rl and each Ro" are
as defined above andgt hei @ mac%utl cally acceptable acid addition satts.
obt gi ned anal ogous{4ud0 oW n conventional manner. Fi nal _
products and |nterned|ates may bé.isol ated and purified in conventional .
foll ow ng step mﬁthout purification. As is evident to those skilled in the
art, witea comppodotiomafia tvornul ae | and V may exist in racem c or enantioneric
may be recovered in conventional manger e.g. by resolution of end or
internediate 7 EP0258175B1 product& or by | oying optically active,
salts include those wth mnineral a0|985e g. hydrochloric, hydrobromc,
phd&phoni ¢ and sul phuric and organlc acids e.g. tartaric, acetic, C|tr|c

an inert solvent such as described above for the reaction of Il wth IV at

i nvention thus al so concerns conpounds of fornmula Va 40

The starting material’ © la Btand IV are eitH&¥E known and/ or may: be
manner. |nternedi ates, 55 where appropriate may be enployed directly in the
formm and the invention is intended to cover all fornms. Enantioneric forhs-
starting materials. Exanpl@s ®f %h@fnaceutlca y acceptable acid addltlpn
gg'n'vgﬂ'ﬁ"m i ggggza@gf;vpe@q §§;§é§fﬁm onL(‘:ﬁ‘%' :S" zf' s'"uacg.gg"? Bior use

rece Cor the
ab 'zL ' 9 | nbfstcaﬁ'ﬂgcdut 'uﬁdep In dﬂgatﬂt)sp[ngfkﬁn F;ﬁ‘ indr© sdheRtl Q\Jcﬁté ﬁpﬁﬁ%ﬂibng to
7.8 Hokanb Mo ﬁﬂttﬁg h Mlpl%@@ binér @étdleﬁﬂrl éifor loPh IS ethbitgign bl ood
I S obmm}eﬂmm ammpautnﬁs uf@g t & YretortbI¥BB0 ARNBICS HidMIisAB cardlidtsacinagul ant

M Xt UEdvénBdHatrhdhhél @.g3erdiidfirgfwatof, ummmsraacab.a I sddnfniMEnhidiie sgiiith obfhe s0St agl andi n
12 (PG Zhe tdinpaurida bi formafa liDtad ®8 pisparédibyi reaclitl £evagondat fomiuladl 1. Pl atel et rich
pl asma (PRP) is prepared by centrifugation (250 x g) of the blood for 2D

m nutes at roomtenperature. The PRP Is then centrifuged (900 x g) for 10
m nutes at room tenperatur «{ﬂ§3platelet pellet is washed two tines:
with Tris-Tyrode's (TTR : hagi ng a pH of 7.4 and containing 0.25%.

bovi ne serum al bumgu o.Nhich has been adcg_eﬁ PE@ 2 at a final’
u. g/n1 I

coftentration of O . he Ml at e] ets are-resuspended at 350, 000 u;
Nn TT/ BSA containing 1.4 nmv CaCl 2 and 15 0.7 mM MyCl 2. 6H20. Al l of:the
tests are conducted in dupllcate and each of the test conpounds is ;

evalu@@H% at %% atlon 00 50, 1 and 0.1 gM For each }
dgt er 2] revgglbn s mi g & thatm%Q er r}jﬁlﬁ 6"?‘8%8% descﬁgedtaa%e far
ooy maton B B iy # m nut'e
(cPm T ot &omaﬁ'mep&m %ﬂd S erorAMian o8 inventior, o

The invention thus also concerns compounds of formula Va

40

Va

wherein R, Ry and each Ro" are as defined above and their pharmaceutically acceptable acid addition salts.

The starting materials of formula Il and IV are either known and/or may be obtained analogously to
known methods in conventional manner.

Final products and intermediates may be isolated and purified in conventional manner. Intermediates,
s5 where appropriate may be employed directly in the following step without purification.

As is evident to those skilled in the art, the compounds of formulae | and V may exist in racemic or
snantiomeric form and the invention is intended to cover all forms.

Enantiomeric forms may be recovered in conventional manner e.g. by resolution of end or intermediate



either 10 u.l of the test conmpound at 50x the desired final ;
concentration, 10 u. “of vehicle (total bound), or 10 u.l of 1.85 xi
10- 5M col d PAF (non-specific boun Each m xture is allowed to :

I ncubate at room t enper at ur eaépogzﬁfnﬁ E%hr after which tine the reactlon S
25 term nated by the addition of 500 u.l of ice cold TT/BSA and

cent phdkgR) é}m{,@% oﬁtucﬂ?y ve Htartind-mbtgfais1 0 M nutes. The resul tant super nafant
i s asplemwf aEﬁ Rbtsbib Y SR St Boie! hétb i WiRsheiawdg? 250, m
of i RyarceRbrid, H -E‘da%lca'ﬂgosﬁlﬁ)ﬂk Fand YeiShri¢ S orarkd) achis o Serthfel acklic, it hridfic, The.
supemnaat, &F&Pﬁns’éﬁlﬂ‘adu@% ghizBrid vHidhCndyble @rebkted  aBRoMBAaNIbrinbAt | ON Vi al s as bef ore
and 10 TR comipodmlls Bt fokreulsSiEard Indicaled fofubehs hateltt bdtivaling BtocREdptoRiahtigohists asided o
and indioetedl Hyttissireanilitylio infithie sgeeifid Bibdingaof @HIFRAFUS pambechctaidifyi0 the. Hunah PRGNt | ver se
| |  aPAF Recamat Assly ltest (Rast aplalifolloemal .2 i of 30 Scintiverse Il is then added to
t he vi &umambided &fdbiainedriby ivenigunttire of iheditay. dinmarc damatsdalo fap ranti-carguiant enixture a | i qui d
K epplaining 3]16%i of risagiere citraterene 20 uginb ofaProstagiandin ls(BEk] ihiacratin efcilaed t¢ enti- :
cad ctreguiant ofal1. (Ripteled jrich emﬁc(?ﬂfh'smflsétbme'nﬂfvmm B%%k ghefuihel biogHer PO\ and
non @'ﬁ@&ﬁ tireom tereeratuiad Te AP ipAen cwréuqsér(%oemg) ife 0 igutas Bt PMJpTBRIAYr® bi ndi ng
dhsriplatelst pofiety sv?"%ﬁ‘ %0 'é“"é ‘?‘H" EG'N'PF’%%I(TT spigfiondhayitg et o E4@Ate of . t he

teSt
T ﬁ j%g ;?‘r‘r‘?;ﬂm e m g, 100
iy %gﬁ%@z ] 'z.,ﬁ?a faoaat i e

receptsgé upnt@gg%g‘;e% scPilBla% unds of for rrul a I are | nd| cated for use as

i nhi bifhays of t[ oo%tce.sf. epmmbeqmwa fm%ucgﬁeemmnfdmmw%a y was :
evaldaggred by he PA I nduced Pul nonary Inflation Pressure (PIP) Increase
test (10@5t  &)ihesstbothpoRNbat sHBhS aBINdR@ cBh@Rwatiohei ghi ng bet ween 300 and 400 g,
are anesl hebrvéméle (t@dibeunaybd ch time trachea tube, 40 carotid and jugul ar

cat hetieus asfer.gsxieTiveebid PAFendnespécitiadlly saind). s t hen force ventilated enpl oyl ng
a smal Eachmixiab isHglowesirta incetapi at edomr terapethtiré) &r pEshost, attet &vhicio tithel thg réaclidnad | on -

( B Ryrmirgted b tharaddition tof 50024l nigiceacolt BRBSA apd erdritsgeitinpd®00ary)l ar £ Cdodi®@mindidse t est
conpde mesuliagt superhatantis @sniretect intorseintiliation |vial and the Pellet imweshed with 250 mi ohiceieddd pri or to
or parESAtand gentrifuged (P00 k g) at av@mgwuteﬁ dopusuperhataniscare then dpirptadintethegpme 0 4 .
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60 decreases 10 baseline. A reading at 15 minutes after the administration of PAF is termed the endpoint PIP.
The effect of the test compound on the PIP response is determined by the difference between the percent
increase in maximal PIP over baseline for the test animal to which has been administered PAF and the test
compound compared to the test animal to which only PAF has been administered.

Stiti further, the compounds of formula | are indicated for use as inhibitors of PAF-mediated ex-

s5 travasation (the extrusion of plasma from the lumen of the blood vessels into the vessel wall and

surrounding tissues) measured as a function of hemoconcentration according to the PAF-induced Ex-
travasation test(Test C) as follows:

Male guinea pigs, weighing between 300 and 400 g, are anesthetized, after which time a femoral
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EP 0 258 175 Bl catheter is inserted. The test conpound is adm ni stered
eithér.orally or parenterally one hour up to 4 hours prior to the

i ntroduction of PAF. The PAF (%mg §€nd0é Hanover) is dissolved in
Tris-Tyrode's bovine serum al b 9% ({9 ? and adm ni st ered |ntravenously _
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five- Q‘rérfronmeébto& 0 to 2000 mg preferably 10 to 350 mg suitably admlmstered in divided dosages of 0.25
56 to 500 mg (esp. 0.25 to 350 mg) up to four times daily or in controlled release form. A typical oral dosage is
50 or 100 mg two or three times a day. A typical oral unit dosage may contain 2.5 to 500 mg preferably 5
to 200 mg especially 10 to 100 mg of active substance.
The compounds of formula V are also indicated for use in the same indications and can be employed at
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The ability of the conpounds of forrmula | to inhibit PAF-nediated, !
endot oxi n-i nduced adult  respiratory distress syndronme can be neasured in
accordance with the test presented by B.W Christman, et al at the 45
Annual Meeting of the Anmeri c &R PR YEIRY soci ety and American Lung :
Associ ation on May 10th -13th, 1987. In order to measure the effectlveness
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S 13]] | ere r N est E)
g Sﬁ’iaéra it okl %@E 5@%@"@ .rr Vg By g\‘%‘e&%u ’

| nfl tz?tdQ)fQ row cel |
rracr,,gphages 8105 )0 ta| ne from BALB/ X57/ BL6 F mce were |ncuba;t ed

Wit h 1fHs. GmBdunds 86 thasl RaNEr 1ndickiBd 3P ¥4 I MRBRZRLIRGY bndG MdcBBd bdrdbid oslie3) for
24 h@UKiS udeNs frénd bbdaO$002000 he prefelabif 1000l A58 mE blicistses lnl dhidd@ dodageranbl) . after
Wi aibs td 788 rid ey toad Emesadally brf il gertrold delviias Fafl. L RpRal o adsagis A0d mguweer cel |'s in
DIVENree tiniifioaf day ad 200ad/ikg oy welgta inttavbnddisigiogbr 2 Ba heuroperibdi @ty oralanipdasagh Wer e:
t hemmagcoredin 809 t6 69 ry Eréferably JU0Lth 580veg espbadiip 3500 #50 rog ofE2dtive SulS@hids( 10u. g) al one
set atA $@BBle dailyaiosagh willi depand cpra rembernat dacterst sudi as2lativiegotendyalf eotivity affiffeect , as
measaneaing \The preferrkd corrpounshassoiting testhe invantion, 5-it(8.4 Gdrinathoxyphehylathl)pherylle s
r48c @;ad:@udroumldazolz 1-a}-isoquinoline hydrochloride achieved e.g. the following results in tests A to C, Test
A -ICso 0,06 M, Test B EDso 5.0 mgkg p.o., Test C -EDso 4.2 mg/kg p.o. The compound 5-(4'-
diallylaminomethylphenyl)-2,3-dihydroimidazo{2,1-alisoquinoline hydrochioride achieved e.g. the following
results in tests D and E : Test D - 99% inh.at 5ug, Test E - 97% inh. at 5ug.
The invention therefore also concerns a the use of a compound of formula | or a pharmacsutically
50 acceptable salt thereof in the manufacture of medicaments for freating PAF mediated bronchoconstriction
and extravasation and PAF-mediated endotoxin induced lung injury.
The invention further concerns the use of a compound of formula Ib or a pharmaceutically acceptable
salt thereof in the manufacture of medicaments for use as anti-tumor agents.
The compounds may be employed in free form or in the form of pharmaceutically acceptable acid
s addition salts where such exist.
The compounds of the invention, in free form or in pharmaceutically acceptable acid addition salt form
may be combined with one or more pharmaceutically acceptable carriers and, optionally, one or more other
conventional pharmaceutical adjuvants and administered orally in the form of tablets, dispersible powders,
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.after 72 hours for 1,3 and Su.g of the test substance. Test F) Meth A

fi brosarcoma cells were induced in BALB/ C mice by adm nistering ;
met hyl chol ant hrene according to the procedure of dd, et al. (L.J. Od,,
E.A Boyse, D.A. Carke, and EPCH&I&B!T Ann. N V. Acad. Sci., 101, 80
(1962). These tunor cells were harvested from the peritoneal cavity 10 to

12 days ik gkeull) obHe] flihdit mha E yrée%w AR gr.ﬁg&m}q ol boliche Of.

10- 125r45spEnsRAS THEESmMpS sanPe?;S?;Fa ntichakmedn sarcoma ce
serve agxag@[;%pgomp@,,@gscgg oy of en CBF1 m ce were each inpl anted W|th
7.3 x 106 Meth A sarcoma ceI | s and on day one after inplant each nouse .was

fcic

trgated p.o. pyth—5-56 t-he—test—econpotha—per—aday—+ot total of
twenty or t W@g98§?9%1 v%s( PR §r owt h and survivors werd assayed or
days 7, 14, 21 and 28 after t unor |rrpl ant at GHblet Jnder tépeale lcondi tions,
none of. the &rgxl S gap_at—jof the animals

whi ch were agi|p ﬁ‘}n E’ﬁ 9§le ()f {)h g&;rpqtun_ of 4bgcanpl e 3N) for 28
dayes not only yShbeddw B\u RO <=V|15|en e;f |the pfesenge of any tunors

as wel | . The|GREROKEHGRIREE thus furtherybpdi ¢atsed fogr pegp | 1 i nhibiting
tunors and atcb,ﬂd{aﬁ;ﬁt ed suitabl e dosageq§or| t& sjuse ip from about 500-2000
ng preferabl ¥ w0 - 1500 ng adnministérae in @ vided dpsageq of e.g. 40
125 to 750 ni) mégndsombteaisses daily or {n gentrad ¢d rel pase florm A typical
or#l dosage {s 400 ng twiwtedr three ti {04 |d&5000| BOONPEEEP Hody wei ght :

i ntravenous! y oOver g 22 oOurs period. A typrcar—ora—unrt—dosage nmay
contain 300 to 600 ng preferably 300 to 500 ngy espeC|aIIy 350 to 450 ng of
active g : wbgr of
fagtors é\gwﬁfoagstweb@tt(m)é potency of activity of t he corrpound The preferred
conmpounfl accordi ng to tjhgledigMéent | ON sterile injectable | oral liquid
5-[4-(B.4,5- tr| et hoxyp enyl et hyl )phenyl | - 5 suspension suspension

2, 3- di hydrorm =t ey oot htorrge—actireveg—ed. the’
! 0 oLbu of le E) ‘5
foIIowh@?mrkﬂ;roxy ﬂg@g e o FRpR e

ngdskg p ﬁ}gﬁ .2 ng/ kg p.o. The

OUQ 6 uM TestBBED5050
diallylh “"° '

orrp'ourbda 5-(14' -
genyl ) - 2 3-di hydr oi m dazof 2, 1- a]é7soqu nol |_ne :
hydroch ac |eved e.g. the following regsults iy teqts D.and|E: Test D
- 99% i ﬂge,ﬁlaﬁbhog Test E - 97% inh. at 5ug.| The inpgntijon thereflore aliso
- concer ne pRgrebifim dRMingh sficsieompound of formula | or a pharrfaceyii calfl y 50
“ac¥®ept ablﬂg,o.sal t thereof in the manufacture medi canment[s fgg trdgating ‘PAF
“—fredi at eflehisronchoconstriction and extravasatijon and -PAF- fedi gs.ed gndot oxin
i nduced| nethgy parapan; Y.S.PThe i nvention further cdoncerns theluse af a]conpound
of f or mubapy! paralena).@Rar maceuti cal |y acceptabl e sal t- t herjeof 01 thje :
mapuf act welgsodbte 8@ (o Jweent8).f or use as anti - tjundd.SBgent s.| TheScongounds ‘may
be enpl pybito] selufione®0%.8%F-or in the form of pharmaceuticgll| y%ccgﬁtabl e acid
55 addi | pyier agantttaadiysbptifosdesiredstabilly. The conpowdier igiectiohe i n@énti qn, in free
form or| M#®phar naceutical | y acceptabl e acid jaddit iohMsalit 9FdP AfMigy be
conbined wth one or nore pharnmaceutically acceptable carriers and,
Ol Onatte)preféiag phdrmadRRaICIoMPEsiItGR TR hé Sadpol A proparetish iafdibasa df atwarirs- and
adm nibs ére salid compdsitigns] partichlerlyf liquidnooiard-fikd edpsulesGing fabists ictritainingdehaabsyt 10 & EP O
258 196G mglof ¢recactidecagredisnpenteapting Wb IPAF iinbibitisnu ssecand ifrom sabaut @50 foed5D imgeof dire
par erattye dgtegient with reepelcbip tpmef inkibitani | e |1 nj ect abl e sol utions or suspensions.
The confsh camresitionsralgo fomn partgh thedyerlign.convent i onal neans. Exanpl es of -
cotiposi thedelawiag examples, isl hisha! temppratres prpin tolusale thernyentiolei ght (ng) ) tabl et

capsul e
Example 1

6-(p-fluorophenyl)-2,3-dihydroimidazo-[2,1-alisoquinoline(R1 = H, Rz = p-fluorophenyl).

50
a) 5-(p-fluorophenyl)-2,3,5,6-tetrahydroimidazo[2,1-a} isoquinoline~5-ol (Compound of formula V in wherein
Ry = H, Rz = p-fluorophenyl).

into a flask, maintained under nitrogen and equipped with a stirrer, condenser, and dropping funnel, are

56 charged 6.26 g (0.04 mol) off 2-(o-tolyl)-2(1H)-imidazoline and 100 ml of dry tetrahydrofuran. The solution is
stired, treated with 84 mi of 1.6M n-buty! lithium (0.13 mol) in hexane and maintained at 35°GC for ca. 5
hours. The mixture is treated with 20.7 g {0.16 mol) of ethyl-p-fluorobenzoate in 50 ml of dry tetrahydrofuran

and then maintained at 50° C for ca. 5 hours. The reaction is, then cooled in an icebath and treated with
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Conpound of formula | (e.g. of Ex. 7E) 50 - 50 - 10
Conpound of fornmula Ib (e.g. of Ex 3N - 400 - 400 tragacanth

10- 10 |l actose (spray-dri e(p 212.5 197.5 100 250

corn starch EF 0258 176131 25 - - talcum i

10 15 15 magnesi um st ear ate 2.5 2.5

Tot ab RO ctbride. Ora8 tékahydrofurdh 18 %9 o2 i, 0 for ms
mi of satur: on chtoride. “tetrahydr layer is ated na separatory lu

(We gfh) tmﬁ; j‘ed t@riﬁté'ed and then concentrated in vacuo. lthsidue 'id] éi& L hotor al -

l'i quy hﬁaﬁraﬁlaﬁe%mamu PUS RiBEA mhcwzp mm@adom e conpound
of Exanple 7E) 3"sodi um car boxynet hyl cel I uI ose :
U.sS. B sl(p-fiuorophenyl)-2, 3-d&ytﬂfﬁhﬁﬁio-[2 ehjisdquiiofne
0. 3 pol yvi nyl pyrrolidone 2.7

| eci t hiArsolution containing 2.8 g (0.01 mol) of the compound prepared in a) above and 40 ml of glacid abia Z Yy |

al codt is refluxed, with stirring, under a nitrogen atmosphere for ca. 5 hours. The acetid .afld is then removed - ;

ma.g niesevaparaibru im vacum asd kthe aesidee treated with 50 mi of water and then made alkaline with 35 mi of - 25
f [1av¥ sodium carbonate. The mixture is then extracted with two 100 mi portions of methylene chioddes aftec 0l or °

q S W'Pﬁ‘i‘t‘ﬁ}?l th Heganigdayer ig)sepapted, dried over anhydrous magnesium sulfate, filtered and the solvent

ﬁhe qry@ product obtained is recrystallized employing a mixture of methanol and water
o 7 ‘ﬁd?%?é s comaspnds .0, 150° 8L Eh 80) US P -
535 sorbitol solution, 70% U. S. P. !
14550—53[3-1‘359& agent to adjust pH for desired stability q.s. for ;
I nj ect aﬂwun egsen edure xample 1g) above, and usin o o - S
{0, fonl su"mgé"@mm#ﬁ%vﬁae CiS @Ea@%ﬁ Rleo CHRGR 1 ons ' om

h-8-;

corrposa %Jqpaﬁompnary Jz%%eiﬂt dotnqauz 129Laj gl L.da.mslaﬁ capsul'es and tabl ets

cent aldylg,@,ge y:g,),;]g,@{gp ahlydrdi ,Jagblglpg,sg,mmg -stane active ingredient concerning the
PAF | 1y 518 4-8iRBihek§ nerib, 35,8 aMp@inidaRfd, taischaRolB-opf the active ingredi ent
Wit h repspembthdx@phohyIl3, 5,63 dRydroiidazofd i Cdlsdg@R@RSol i ons al so form part of the

. I nventr) 648,4-Mdthylenedidkdyghehyd)d,3;6/8- 18 Pah@dr AL, 1-dlifoquioials-ogl | tenperatures are.in
026C | |Q)843,4-dithdordphenyl)42)3@ Bttetahydrdiniaarpi? #-afisoquinolin-5-of; - _f

5- ( p- H) 62 beithdamopheny -2 3,6 Gitdiptidminmitiatal2,d-afisdquinot-$-sioqui nol ine(R1 = H R2 = .

p- f | udrSoiritingrénethyipheryl)-23,5Brietiahydmiraigdreld.yajsogui®li$-6): t et r ahydr oi m dazo[ 2, 1* aj
|squ|Jh%(2rQ'1b!°Bhewl)' L Pristehydroipfidarajs haliseauiolinb-akherein Rl = H, R2 =

p-fl ud® yipheny)) @&Wahmm'd#a?ﬂta&?%@@"ﬂrﬁﬂbr nitrogen and equi pped with
a%st | r'-?%' -chiof9R w@@ﬁﬂ-tatrfav aﬂ'iﬂ‘iﬂ@‘f""“"'&ke 55 charged 6.26 g (0.04 pol)

“gff 2M "‘E y43 “ﬁHV& ?{ . ﬁﬁ f dry tetrahydrof Th
- %” &g:,, a iy ot anydrof uran, rm.e)
"Sip 03B y "ﬂ 23[2 hfﬁ?ﬂ'?@'" 5‘I’Ke mxture is treat ed
Wit h r EH'? WSO i of dry
tet ra i }w "m t {21%?3oq3nﬁ9g_g,$ The reacti on
%5‘ (4€ o}ogeréﬂo '/ ggs—% qanIaﬁﬁl ]lsoqumolm-S-ol

T) 5-{4-t-butylphenyl)-2,3,5 6-tetrahydro:m|dazo [2,1 -a]:soqumolm-5—ol
o U) 5-(4-phenylphenyl)-2,3,5,6-tetrahydroimidazo [2,1-alisoquinolin-5-ol;
S V) 5-(4-dibenzylaminomethylphenyl)-2,3,5,6-tetrahydroimidazo[2,1-alisoquinolin-5-ol;
W) 5-(4'-dicyciohexylaminomethylphenytl)-2,3,5,6-tetrahydroimidazof2,1-ajisoquinolin-5-of;
X) 5-(4'-diisopropylaminomsthyiphenyi)-2,3,5,6-tetrahydroimidazo[2,1alisoquinolin-5-of;
Y) 5-(4'-sthyiphenyl)-2,3,5,6-tetrahydroimidazo [2,1-aJisoquinolin-5-o;
Z) 5~(4'-trimethylsilylphenyl)-2,3,5,8,-tetrahydroimidazo[2,1-alisoquinolin-5-ol;
45 AA) 5-(4'-phenoxyphenyl)~2,3,5,6-tetrahydroimidazo [2,1-alisoquinclin-5-ol;
: BB) 5-(4"-diallylaminomethylphenyl)-2,3,5,6-tetrahydroimidazo[2,1-alisoquinolin-5-ol;
CC) 5-(4'-benzyloxyphenyl)-2,3,5,6-tetraffydroimidazo [2,1-alisoquinolin-5-ol;
DD) 5-(2'-fury)-2,3,5,6-tetrahydroimidazof2,1-a] isoquinolin-5-ol;
EE) 5-(4'-thiomorpholinamethyiphenyl)-2,3,5,6-tetrahydroimidazo[2,1-aJisoquinolin-5-of;
50 FF) 5-(3'-t-butyiphenyl)-2,3,5,8-tetrahydroimidazo [2,1-aJisoguinolin-5-ol; '
GG) 5-[4'-(2,6-dichlorophenyloxymethyl)phenyl}-2,3,5,6-tetrahydroimidazof2, 1 -alisoquinolin-5-ol;
HH) 5-[4'-(3,4,5-trimethoxybenzyloxy)phenyl]-2,3,5,6-tetrahydroimidazo[2,1-alisoquinolin-5-ol;
i) 5-{4'(2-flucrobenzyloxy)phenyl]-2,3,5,6-tetrahydroimidazo[2,1-ajJisoquinolin-5-ol;
JJ) 5-{4'-(4-fluorobenzyloxy)phenyl}-2,3,5,6-tetrahydroimidazo{2,1-alisoquinolin-5-ol;
65 KK) 5-[4'-(2-chlorobenzyloxy)phenyil-2,3,4,5,6-tetrahydroimidazo[2,1-alisoquinolin-5-of;
LL) 5-[4"-(2-chioro-B-flurobenzyloxy)phenyl}-2,3,5,8-tetrahydroimidazo]2,1-ajisoquinolin-5-ol;
MM) 5-[4'-(2,4-dichlorobenzyloxy)phenyl]-2,3,5,6-tetrahydroimidazo[2, 1-alisoquinolin-5-ol;
NN) 5-{4'-(4-t-butylbenzyloxy)phenyl}-2,3,5,6-tetrahydroimidazo[2,1-a)isoquinolin-5-ol;
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'EP-0 258 1750B1 22.8 m of saturated anmoni um chl ori de. The tetrahydrofur;‘an.
| ayer i s separated in a separatory funnel, dried w th magnesium sulfate, ;
filtered and then concentrated in vacu The residue is dissolved in a hot
met hyl ene chl ori de- net hanol (1: #%ﬁﬁ&\l\hl ch, upon cooling, yields the
desired conpound; 5 b) 5-(p-fluorophenyl)-2, 3- d| hydr0| m dazo-[2,1

-a] i soquldtglst[mes £5-5Mlothbly PR SIS RoR iy 25,5546t o b2 a].ééa nGifgRPUNd
prepar ed ppysf Hﬁetﬁrﬂdah@@lﬁ&yl) Bilen@l]- @§$@etrﬁﬁ%lhﬁda?fﬁé a]is ufn@ln with

stirring, Qﬂ)n(iﬂﬂ'-(ﬁﬁ NrHeﬂﬁ%hﬁDl@ﬁﬁ@@ﬁhﬁyﬁ-@ﬁ 5 8-fotralydfoRMdaSol2,1- fso&lﬂr%ﬁd—&olachd i s
then renopesivdly evaporation in vacuo and the residue treated with 50 of

wat ers and then nade alkaline with 35 ml of 10 2N sodi um caronate. he

m Xt ur eExamplbRen extracted with two 100 ml portions of nethylene chlori de
after which tine the organic layer is separated, dried over anhydrous :
magnesi unfelavifignessentially thecprengdwie of Exiveple bl aransing iprpipoe df thercompound. of Etampleriale k
pr oducta Wiable amegntjoba campoynsttof Examples 2Ariwbugh i2NY). resprctivelyr there are gbtaihednol  and

wat ef? t o AyiSd# dd'?%éa"!‘WQW%“VJPBW@'Gﬁdd‘hVﬁ'i%“daE‘?I@‘ “plisoquizioline qthydrpehiqride,ype292 -

Fol | owi n@¢Gent | a the rocedur e of Exanple 1a$ above, and using in

pI acehce)ffc EPGB%V Pﬂ ¥ °'"‘l9§ﬁ?§z’-’da¥l§°q”!'ﬁl§‘°dqg§0>6ﬁ i%te compound of forrrulia

'. 2 I e%m.?
5- 4. di ety AT I ' IY °' ' 62'?"'0" %{'H (ﬂ %F %L1 2, 1- a] i soqui nol i
n-5-0l ; Bf'sep 4hsd ? g?s [-éaolc
en i :
l)-2

37 Soqu ’gfg'ffd@“g’ O Roual 1%*3‘% b
] iy "a"a%:sazaa:a&% P ol 5o

, Sa0( 4- Uﬁsmewbmiswbésamﬁdr&méaioqﬁa;hyqurennmrﬁama 4d96~@] | soqui nol i n-5-ol ; F)
5 , 4- mej G- RelIsAbnengRI3RMy dbimdiazb [2,1-@jisoflinoMdy Mlpos asb e@z o[ 2, 1- a] i soqui nol i n-5-

ol ; 25 L) 5-@)chiorophenyl)-2,3-dihydroimidazo [2,1-alisoquinoline, m.p. >250° C;

5- (3 4- divgy B Aiapdpbeny)-R.3-DihgdrGimGiator, 1 ygliroiine] dazeafs@, G- a] | soqui nol i n-5-ol ; 'H)
5- (2, 4- diNE hb-(#-pipdrigingrhéthyinhany§-28-dhgdmiaitaghii-aliseipinalng, tihgdroctionsi nmlpi N313=01 ; 1)
5- (325tr| 826+ onet hyl phenyl) 2,3,5,6-tetrahydrol m dazo[ 2, 1-a] i soqui nolin-5-0
1 J) SHpwstolidinesn rhemﬂ)gz %d"@cdtoewa;b[?dhal!ﬂommum{n@ 106471P&' & ui nol i n- 5- oI

K) 5- (4 ¥ 'I“ H'qui ’29 hylphpng)) %31"&!‘1'%9%}9@117#@8'2 ino,m-p-1491-34&4 @G nol i n-5-ol ;

L) 5-(3-8h¥ r iihydraimiglazo(3, {s4] ing; WP o109 %~ a] i soqui nol i n-5-ol ; |vp
5-(2-flu }o‘blﬁ' 'f'3°'%b°BZJ{°é\t)ﬁ>*‘3w9 Sefiydigipidaeci2, ralispquinalingi Awslrechloiden| mpy)
-(4® p|p squ|noI|n 5-
3 0) b & bﬁewg%%r'yﬂgﬁmd@mgfae'f% e e e b _.

ali soqw

5 (4- Lhtb% %"y '} d'h m a aé'?%':ﬁ Po>2°0c1cé,zo[2 1- a] i soqui nol i n-5-
, @ V)5 'd| en )~ - ran‘ﬂ& %Zu%gmﬁ. p25 :

I Squl nolw Ns.gr -Qil: cloR) )-Qra THfar 589£o?i3€é] uiAih :

6-t et r ahygr Qi(dgcylazo| 1 a |squ| nol i n- -o

5- (4 (2xp mtuct&.ambﬁmwmwmﬁdwwh hm?mo%n.aazérzt1e§.§oahuﬁﬁénlcmyd.eerm{nae lmal ! soqw

n(lsl N- 5- 6Hydrath) mp-264+ € (detlj y| phenyl ) - 2, 3, 5, 8-t et r ahydr oi m dazo

[ 27 eal i san(meutylphcnyﬁeﬁhlhydd)-mﬂaz(o{e1pdjmy.hthemwko):hlanoe rh.p.2oB BBg0alYy dr oi m dazo

[ 2, 1- a] i )da@HrinéthyisilBptehyl)-2,3Mihydioimidazo [2,1-ajisoquinoline hydrochloride, m.p.>270° C;

5- (4- di by ahenoeypbertyl)-2 Sidibydroinidazom, 15] Boquirbline ydtedlorided {229 °C;

- a] i soquBRGH({* relisfiylashinomathyiphenyl)-2,3-dihydroimidazo[2,1-a)isoquinoline dihydrochloride, m.p. 228° C;

5-(4' -di Egcﬂ'%ﬂék lowrpherybr S1diw dseimidgacj2. 18] Boginglinedw dredipriden e 882 12 & a] i soqui

nol 14- 5- B )-5- (%fury -2,3-dihydroimidazo[2,1-alisoquinoline dihydrochloride, m.p.>315°C;

5- (4" -di F@_ [ f"d'WP%’PWPﬂ?FPE?‘HQ’]"M&M")VO'Q""B"%WG‘?@Pﬂ%‘?%r%%?ﬂﬁ?[‘ﬁ‘[ 2% ‘soqui no

I

1

5-

. h }/ 3 5, 6-tet rahydrm m dazo
1- a] | é o -- e yl) ro mi azo[21-a] iSoquinoline hydrochloride, m.p. 280° C;

4 trSgy! Wi *d|°9'?'3 o prendy 2 YR BT oA 5.

HH) 5-[4'-(3.4,5-tr|methoxybanzyony)phenyI]-2,3-d|hydr01mldazo[2,1-a]|soqumolme hydrochloride, m.p.
205°-207°C;
)y 5-[4'-(2-fluorobenzyloxy)phenyl]-2,3-dihydroimidazo[2,1-alisoquinoline hydrochloride, m.p. 253°-
254° C. (dec.);

55 JJ) 5-[4'-(4-fluorobenzyloxy)phenyl]-2,3-dihydroimidazo[2,1-ajisoquinoline hydrochloride, m.p. 257°-
258° C (dec.);
KK) 5-14'-(2-chlorobenzyloxy)phenyl]}-2,3-dihydroimidazo[2, 1-a[|soqumollne hydrochloride, m.p. 272°C.
(dec.);

F

Gb.«a‘

I
|§1 5-0l2
2,

(

ol ;
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45 . AA) 5-(4'- phenoxyphenyl) 2, 3,5, 6-tetrahydroi m dazo

[2 1- a]lsoqw nol i n-5-ol ;
5-(4' -diallylam norrethyl phenylepé %/ £ et rahydroi m dazo[ 2, 1

- -a]isoquinolin-5-ol; 5-(4'=Db g ﬂ)henyl) 2,3,5, 8- tetraffydrmmdazo
[2, 1- a]|squ| nol i n- 5 oI DD) 5-(2'-furyl)-2,3,5,6-tetrahydrol m dazo[ 2, 1-a]

i soqui n@hin ﬁ#‘clb-cmﬁgk-ﬂuorobenzyloxy)phen 1}-2,3-dih droumldazo[2 1-ajisoquinoline _ hydrochloride,
5 (4-t hinprslo9! | nomet hyl phenyl 2y g t et rahydroi m dazo[ 2, 1-a] i soqui nol i

-5-o0l ; m@p 5-[4'(2F4El)chEro()&zyldixyiphﬁnylh-aba'ﬂwr()lmiaaz3525ra@sohﬁﬁdllﬁéqy(Hi]ditbomoﬂlﬁz0 m.p.
[2 1- a]z&aoqudewl in-5-ol; GO ‘
5- [s4' ( 2M9- SHACHHdighbreyloyipheny -2 flihydbieidgdo]2;12:)iShqbindiné dydradnipeideninmp.c2va of. 2, 1- a] i
soqui noldead: 5- ol ; HH) :
5- [ 4' - (@OVE-M=(B.4F imethoxsphensipsop rioey Johaneihg,5 i 1 d@inGdegol2. e ¥seduindingi hyirdetonie, 1

-a]i sogglprﬁiﬁl'ﬁlﬁﬁoddef")ll :
5- [4 ( Ff>|5d6r<%éﬁwﬂ~ew%vww'vqh@v§25 ~dinygraimidazelli-ajisenuineling [hedrachiglides oxpii nol | n-

°-215°

5-4f;
5-[4' - A 5§bﬁ:§<§}5 1“8’52’2’27&‘!%‘%"}”5"2"!!!‘%?‘ébltdéw'%faﬂ Siiseagipking; Avdroghloridtsqui nol i

n- 5- oI espectivel

5-[4 E)(a?hpml orobenzyl oxy) phenyl - 2, 3, 4, 5, 6-tetrahydroi m dazo[ 2,1
,i segttrel in-5-ol ; LL)
5 [4 (2olf€>mng Qseﬁf' aw Weopg}gél&ly L %}(\E}MLWYA) abZVe arﬁf 9suntgeL rp?alag %F 9'(&?096‘58&)2 1- al s

oqui nﬁJldafb'ln"’;?e dhd ethYf-fluorobenzoats, appropriate compounds of formulae i and v, there re ob

5- 14" - (1 544 SEGPPHIAEENLYI- %yé-ﬂbawbin afzo& Ralfodufbinaidr 0 m azow 1. al i soqw
nol i n- 55)31(4 -t-DlwyIphenyl)-8-chloro-2,3,5,6-tetrahydroimidazo[2,1-alisoquinolin-5-ol;

5- 14" - (€)-5t(4-Buiitylbiaayzonety-2 ps@Rtahydrindddzol0 1 afobuMblisls-ail i dazo[ 2, 1-a] i soqui nol
i N>5- 0l0) 1 28-chlord=5[40(3 3 B8rirdeftmxffberyB)hyl)phenyl]-2,3,5,6-tetrahydroimidazo[2,1-a)isoquinolin-5-of;

5-14' - (@844, 5-tri met hoxyphenyl proppyl oxy) phenyl ]-2, 3,5, 6-tetrahydroim dazo[2
,1-a]i ﬁ)@@fdmﬂthyhs B-@l4 i5-tiPRthoxyphenylethyl)phenyl]- 2,3,5,6-tetrahydroimidazo[2,1-alisoquinolin-5-ol, :

5- [ 4" - ('&pactigaly.r i met hoxyphenyl hexyl ) phenyl ] -2, 3,5, 6 t et rahydroi m dazo[ 2, 1- a]
|séﬁqw nol i n-5-ol; and QQ

5-[4' BemplaSs. ¢ et hoxyphenyl et hyl oxy)phenyl] 2, 3 5, 6-tetrahydroi m dazo[2 1

-a]|squ|noI|n50 re- sectlvel 5 Ie3FoIIOW|ng essentially the

pr oceduF OWpo 8s |yéhq ‘5°°°3.'ﬁ of Fx pl % % %'"cﬂ'acf H@“%% d’flifamEkdﬁ)m e la),
a SUI %4'—- uw o%w lhy %ml lsoqumo igehydrocléor e, m &espeCt | Vel y’

ey i ﬁ% YEcE . ""wggfgrzmmqw ol e
5| ()F/) (r:I‘M édgp phcei -[Zz'i-dihydr]mmldazom-%] ?cfuinollne hydrochlog% C C)

S-gh = I | ull D
5. ?39”fﬁ.ﬁiﬁ%‘?‘ﬁ%‘i“%ﬁ%ﬂ?“m’%"*"ﬂ‘;‘“‘?%%”'ﬁﬁiS”’“’°1”?%fﬁzi'§*§%°9n%°“.‘°ﬁ2‘% 0.

1580 respbdtivdly. 15 E) 5-(4'-nethoxyphenyl) -2, 3-di hydroi m dazo

[2 1-a]isoquinoline, mp. 126'-128 C, F) .
5- ( 3'Exdmpleret hyl enedi oxyphenyl ) - 2, 3-di hydr oi m dazo[ 2,1 -a]isoquinoline, mnp.
?ﬁ * 130" C Q 5-(3',4'-dichl orophenyl) 2, 3-di hydr0| m dazo '

2,1-a] fojj@rq@g mesentialy the p’ocegg'g of 1B@mple 1d) above, and using in place of the ethyl-p-
- ( 2'flugohsegzogta therapprARritel cpmpound ofiferyuia &, tewapaobtaned:- a] i soqui nol i ne, m p. 1500
152 @} 5 -(345-tr|methoxybenzyloxymethyI)phenyl] 2,3,5,6-tetrahydroimidazo[2, 1-a]|soqumol|n-5-ol
- nyjl-2 ol lisqq!
2%8 Cgf’ ,_(345 |m o ym:!@ﬁ??hf vii- @%?W‘ggédmggﬁ% %rﬁ%i‘ggf 5 'léll noline, m p.
2 1- E T ox 5,B-tetraydroimidazo [2,1-aJisoquinolin-5-ol;
(p-metd " 'r f;f;%v °"5'F zg _?] eAinl '5'%;1 p. >250 C, L)
(3 E a sﬁfﬂ;ﬂ mp. >2500C, M
;()4 - §! q@u_,%p& th % 312'949[1: 4 gt 1squ IElol Tﬁgo N
S P I idaz l;
i hydr gogylQs, k-gv?neth%&zyl %)hénya-ﬁas 6~ %lmldazo [2, 1-a]|soqumolm-5-ol

1
[
5
5
>

o
5-
5-
5-
5-
di

K) 5-[4'-(3,4,5-trimethoxyphenylpropyl)phenyl}-2,3,5, 6-tetrahydroimidazo[2,1-alisoquinolin-5-ol;
L) 5-[4'-(2,3,4-trimethoxybenzyloxy)phenyl]-2,3,5, 8-tetrahydroimidazo[2,1-ajisoquinolin-5-ol;

55 M) 5-{4'-(3-methoxy-4-pentoxyphenylethyl)phenyl]-2,3,5,6-tetrahydroimidazo[2,1-a]isoquinolin-5-ol; and
N) 5-[4'-(3,4,5-trimethoxybenzyl)phenyl}-2,3,5, 6-tetrahydroimidazo[2,1-alisoquinolin-5-ol; respectively.

Example 7
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0). 5-[4'-pyrro|idinonethylphenyl)-2,3-dihydroinidazo[2 1- a] i soqui noline, .
m p. 1060-1080C; P) 5-(4"-norphol | nonet hyl phenyl ) -2, 3-di hydr oi m dazo[ 2, 1
-a]isoquinoline, mp. 160 '-162 é?

5-12-t hi enyl ) - 2, 3- di hydr oi mdaz&?é’ 8475 Boqui nol ine, mp. 98--100-C, R)
5-[4'-(2-chl oro-4- quorobenzonxy)phenyI] 2, 3-di hydroi m dazo[ 2, 1- a]lsqu|no

| ine hydrgg ﬁdvlv Q&ﬂl izfgkgrg & a s&i&lﬁcplgce o@le und of Example _1a), :
51 4' - (2aiks falprchidond ipgssmw {o Ao BN SHoBAvEN AR ard oftbihe0U Ui MOI | e
hydr ochl Q’T)' 3r515pmm A8Rymdinyhghsnyl}- 23-d|hydro:m|dazo[2 1~a]|soqumo|ine hydrochloride, ;
5- (4" -t-bup. m% 3 dlhydr0|n1dazo[ , 1-a] isoquinoline, mp. >2000C,

U 5s(4 -mhsmy-l(:{)hﬁmb‘lhdxyﬂen%ldiy)bbdﬂ?lm mlﬁWcﬁI{naaz&[Q,a-]a]iéo&WrilmCliyhfbﬁ)loriﬂb,p.mo‘nZOOOC;
36 V) ohydrate, m.p.>239° C(dec.); :
5- (4" - di $»ngE-a#istamatdrydepyryphenyll:23 - Hdilyddinodaole,aaldoqidina | ydrochloride | mipe

di hydrocB@1d:de, mp. 225 C W '
5-(4' -di dl)cﬁ-l@HéAﬁitrMMMmm&*vpﬂheMM) 3zduhsdrgmi¢;;n[2;n-¢hsmml[ng hydegftilesideyuinpol | ne
di hy#r oc®b&1G:de, mp. 273 C (dec.); 5-(4 o
-di i sopr c@b HE: %W@PHWWEWM)D@"HW|3r¢ytx¢fe'rf\'ﬁa€ih[z’t’d fedisoguingline; Bygrachleridene-p-

di hydr oc

5- (4" -et ﬁg FW] é‘hﬁg ]"mzt"?‘ya%ﬁwk’!@f"?ﬂ"ﬂg% o’f‘é"Yfm&']"i'aé?{ah?l}feﬁﬂ"}?@"’h&rdr%'é?ﬂd&r e,

[n;p’ 1! g? 'S%QQ- ‘6 ﬁ%‘%ﬁP%‘g{ﬁ{“&'% MES &%@%%o}%&]vsoqumgxdr ?{Idrrg]ch(?orlée, m.p.
5 (4 ph‘%@%’% Swéx}pf%ny?eﬂ'o&%ﬂ\ﬁﬁb'Z!ilh%&:%gzoﬂz BisdSRSHHE RfhdcRBrddy Hahh &1 | de,

>270
5. (4 - di gldpely amema&%w&xgiaw:&iﬁmﬁwam{zqtaﬁuoqémi.ghy&meawrﬁoq#b Do+ 8¢
d' hygj,r oc m 9[41’ (éQ»duﬁBtlﬂdbegz% 3-dihydroimidazo[2,1-alisoquinoline hydrochloride, m.p.>270°C

5-(4' - benzyl oxyphenyl) 3-di hydr oi m dazo[ 2, 1-a] isoqui noline

hydr ochl & b4, ﬂ-ﬂmeﬂ&?pheﬂﬂﬁoﬁl)ph@ﬁ;l]-z 3-mdroum|dazo[2 1-ajisoquinoline hydrochloride, m.p.
5- (2" -fureyd) 224-8-;di hydr oi m dazo[ 2, 1- a] i soqui nol i ne di hydrochl ori de,
m p. >315 LC;5-[F2,3,4-rimethoxybenzyloxy)phenyl]-2, 3-dihydroimidazo[2,1-ajisoquinoline hydrochioride, m.p.
5- (4%- t hesooCphol | nonet hyl phenyl ) - 2, 3-di hydr oi m dazo[ 2, 1- a] i soqui nol i ne
di hydr oc M) d-@da-metipxy-4-RnBxyphehylgthiiphdaid)-2, 3-dihydroimidazo[2,1-a]isoquinoline hydrochloride, .
5- (3" -t - bR P603I%édeq) padR | 3- di hydr oi mi dazo[ 2, 1-a] i soqui noline hydrochl oride,
m p. 290(I)IQ:G [{3@) 5-tr|methoxybenzyl)phenyl]-z 3-d|hydrorm|dazo[2 1-alisoquinoline hydrochloride, m.p. 238° -
5-[4' - (22616¥chlorophenyloxynethyl)phenyl) 2, 3-di hydr oi m dazo[ 2, 1- a]|squ|n
oI i n@ HORPLXM-or i de, m p. 50 242 C, HH)

%§g4 5 tri met hoxybenzyl oxy) phenyl ] -2, 3- di hydr oi m dazo[ 2, 1- a]lsqu|noI
|ne hy

L R BePhE RoRtis Fts’ ﬁﬁ%ya-r B2 £l B o e
hydr | o 40C. (dec.); 55

H Eﬁgﬁg enzf%%jy gﬁgnyl] 2, 3- dlhydr0|n1dazo[2 1-a] i soqui nol i ne
hydrochlorlde mp. 257 - 258- C (dec ); KK)
5-14" - (2-chl orobenzyl oxy) phenyl 3-d] ydrabpldazo[z,l-a[isoquinoIine
hydrochl oride, mp. 272 * C (dg 0 258 175 B1 LL)
5-T%40- (2- chl or o- 6- f | uor ob® y
-a] i soqui nol i ne hydr ochl ori de? P>2%
5-[4' (2, 4-di chl or obenzyl oxy) phenyl ] - 2,
hydr ochl ori de, mp. 254* C. (dec.); :
5-14"-(4-t- butylbenzyloxy)phenyl] 2, 3-dj hydr oi

hydr®chl ori de, R
whersin each mdependently is hydrogen or methyl R; is in 8- or 9-position and represents hydrogen,

chloro, or Cy-zalkyl and
RO

Rz represents thienyl, furyl or a group
wherein each Ro represents independently hydrogen, fluoro, chloro, Ci-1oalkyl or Gy~1oalkoxy or one
Ro is hydreogen and the other represents

a) tri-(C1 ~aalkyDsilyl, trifluoromethy or phenyl;

dlhyd 0|n1dazo[2,1-a]|soquinoIiné

i dazo[ 2,1 a]isoquinoline'

50

65
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(dec.); 00) 5-[4 (3 4 5 tr| rret hoxyphenyl pr opyI oxy)phen I
hydr oi m dazo[ 2, 1- al i soqui nol i ne hydrochl oride, mp. 215 Zliﬁumman” ,
5-[4'- (3,4, 5-trinmet hoxyphenyl hexyl ) phenyl ] - 2, 3- di hydr oi m da lm l"l
ol i ne hydrochl oride, mp. 10 EP0?5]83I75 o C and QQ
5-14"-(3,4,5-trinmet hoxyphenyl et hyl oxy)phenyl ] -2, 3-di hydr oi m dazo[ 2, 1-a] i soq
ui nol i ne hydroch.l oride, mp. 242 * -243 C, respecti vely. Exanple 4 15 =
Fol | owi Fotowsgseasentiall ithe drdvedyps ofExaupie 10 hndusip i placha tha lsomgound GICExaBpIe ga)) N
pl ace suifabig-afount of tiyd onipodricls of Exanplay 64)itmeugh BY), elspeckively; there@reodbiedat e,
appr opfi aﬁt—[é'-(@ é.ﬁjtfmwgyb@ﬂzyfommhyamewl}%hmbvdrdvmdazm@ﬂ elisnquinaliné ahydeodhloriip,
-5(4 - poRd g | ) -8-chloro-2,3,5, 6-tetrahydroi m dazo(2, 1
-agi Soﬁ)IUI 4 (3ﬂ-d5'nq§lpoxle zyloxy)phenyl}-2,3-dihydroimidazof2,1-alisoquinoline ydcocb!oride. mon-
5- (4" ?-VB’Giey'F‘ﬁﬁé [Ofdegdich| or0- 2, 3, 5. 6- t et r ahydr oi mi dazo[ 2, 1- a']2| soqw nol in-5
-ol; § @A335t PRERGIPRNGnYER; 7 fitysiropmidazgia tAlisogigline o hyrres
-aj i SO

ccyi o 5 {’ é £ %@mzlhg*vp%wzw@tvmwﬂﬁe SRR glEpaunen eeBlopdn o i daz

4% ig%k S fiferiphyRloy BBz, s-syarcimidess (2 afsoquiplne pysfogiaide. P o o
~m dazo ('5 4'55tﬁlﬂélh&%ﬂenﬂeﬁhﬁbhem'/’lﬁ§ Qﬁ&iwd}/o%tuazolas-amm&ﬁe %y&: Qéhﬁoﬂﬁlg :
essentgeal- ait8e procedure of using 1'n place of e corrpound
of;s Exagplsga: md'mam&ubﬁahbﬁyiﬁn@wb efd.hpmmmmppummmomﬁx AYER AR )m.b.NT oug h
4C), raoapeadscely, there are obtained: 30

5-(4' -ty Sat-@ingdtreryphdnyityhihernyie z-nmyaiolmadiom m]dmoirﬁ Hydroeidriae,cnpetd-ce

hydr ochl ori de, mp.>250 C, B)

5- (4" - SHiri4yrhaiirosyiehnaylicy)piveny - 2)3-@ihBiraimidgadi2galis@minging Rydrechipriden oupi-1250 1Ge

(hydr och|5d# i(tﬂﬁdimﬂhplb@ggomph@)ylle 3-dihydroimidazo[2,1-alisoquinoline hydrochloride, m.p.>270°C
5-(4'-t-butyl phenyl)-9-nethyl -2, 3-di h¥dr0| m dazo [ 2, 1-a]isoqui noline

hydr ocfl Wréé 5-trm1Mecglprqul)phenyl]—2 3-dihydroimidazo(2, 1-a]usoqumolme hydrochloride, m.p.

i zzg:ﬁ» it mwm%%f"%bgﬁa%ﬁggS%E%S%'Jaé’ﬂﬁ”églqu%on@;’Ly“avo%g.‘ar':m ol e
. i :

2 1- ai Q% (3-m Lo -4- htWBhen@%tFﬁ)lpn |¥ 9 §. ,m)égﬁ) @’ye%% '#p%" 3 é‘Ylfi'of!*rq @f i {iZO[

cssentel il ‘?rg?&r%%‘l 5 g aﬁmp&o.;..aa%ogwoun (B SO 358, O he

et hyl - g Iuor enzoat e rate ere are
ol a;eg&guve@) 5-(4'-(3,4,5-tri rret hoxybenzyl oxynet hyl ) phenyl | -
2,3,5,6-tetrahydroi mi dazo[ 2, 1-a] i soqui hol i n-5-0l ; B)

5- [ 4chaitagd- di met hoxybenzyl oxy) phenyl ] - 2, 3, 5,

6- t eClaiws/OF tetbitad] ContradlingSiites P AlF) BE, Empbs, PRBGB, IT, L)LY, NL, SE

-[3-(3,4,5-trinmet hoxybenzyl oxy) phenyl]-2, 3,5, 6-tetrahydroi m dazo
35 11.a]Uss otpicanmpbind-dbfoohyla D) 5-[ 2' - (3, 4, 5- trimet hoxybenzyl oxy) phenyl ]
2,3,5,6-tetrahydroi m dazo [2, 1-a]isoqui nolin-5-0l; E)
-[4'-(3,4,5-trinmethoxyphenyl et hyl)phenyl]2 3,5, 6-tetrahydroi mdazo
21a]|squ|noI|n50I F) Ry

-[3'-(3,4,5-tri mathox;i{)hen | ¢ 11-2,3,5, 6-tetrahydroim dazo
¥ 1-a]i soqui nolin-5-0l"1 G & -Nli met hoxyphehyl et hyl ) phenyl ] 2, 3,5

-tetrahydroi m dazo[ 2, 1- a] i soqui 5-0 50 H)

-[4' - (2- met hoxyphenyl et hyl ) phenyl ] - R

-tetrahydroi m dazo[ 2, 1- a] i soqui nol i n-5-ol ; &)
o4 - (4-met hoxybenzyl oxy) phenyl ]-2, 3, 5,
-t Et r megﬂ héﬂ lﬂi ﬁ%adel\ﬂﬁ]s 'h§ %L %PJn%atﬂg@f 94 in 8=]3r 9 posmcﬁm ac?d represents hydrogen,
-[4 |Crresta @nzy oxy phenyl -tetr rorm dazo

, 1- ald, s%bmpihtenyn Sugi or a group

<
()

RO
wherein each Ro represents independently hydrogen, fluoro, chlioro, Ci-1oalkyl or Ci-10alkoxy or one

Ro is hydrogen and the other represents
a) tri-(C1 -salkyl)sityl, triftuoromethy or phenyl;

55
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K) 5-[4'-(3,4,5-trimethoxyphenyl propyl)phenylj-2,3,5,

- b6-tet rahydr0| m dazo[ 2, 1--al i soqui noI | n-5-ol; L) ”","”"I"""”,m","’
5[4-(234tr|nethoxybenzyloxy gg] 235

6-t et r ahydr oi ni dazo[ 2, 1- a] i so§Bi

5-[4' - (3- met hoxy- 4- pent oxyphenyl et hyI )phenyl] 2 3,5, 6-tetrahydroi m dazo[2 1
-a]lsoqw@%é"p 5-o0l; and N) 5-[4"-(3,4,5-trinet hoxybenzyl)phenyl] 2,3,5,

6-t etrahydr mpdazo[2 1-a] i soqui nol i n- 5- ol ; respectively. Exanple 7 14

EP 0 258 175 Bl Foll ow ng essentially the procedure of Exanple |b and usi ng

in place of the conpound of Exanple 1 a), a guitable anmount of the

cogpounds of Exanpl es 6A) through 6N) BST ively, there are obtained:. A
5-[4-(3,4,5-trimethoxybenzyl oxymeXhy ) yl ] -2, 3-di hydroi m dazo[ 2, 1-a] i soq
ui noline hydrochloride, mp. >240 C(\d=x/); B)

- 5-[4'-(3, 4-di met hoxybenzyl oxy) phenyl ] - 2, 3-di hydr oi m dazo[ 2, 1- a] i soqui nol | ne
hydrochl oride, non- ohydrate, mp.>239 C(dec ); O
5- (63" - ( 3, whebeint earnB4 fepr3sbis indpieosteniiphudregér, citoro; fluoro C1-salkyl or Gy-salkoxy and
3-di hydr oXrepeesants| 2, 1- a] i soqui ol i ne hydrochloride, mp. 230 * C, D)
5-12'- (3, &Hsl-tﬂcﬁm%xyﬁ%h%mkﬂphenyl] 2, -
3-di hydro‘i)mgﬂ’&ﬂo[ 2, 1-a] i soqui nol i ne hydrochl oride, mp. 10 252-C, E) .
- (3,4, 5-tri met hoxyphenyl et hyl ) phenyl ] - 2, 3-di hydr oi m dazo
[ 2, 51 al i soqui nol i ne hydrochloride, mp. 243} ,- 2450 ; F)
5-[3"-(3,4,5-trimet hoxyphenyl et hyl ) phga
3-di hydr oi n1 dazo[ 2, 1- al i soqui ngl iyne_J
G 5-14'-(3, 4-di net hoxyphenyl et hyl ) pN Ry f
3-_di hydr oi m dazo[ 2, 1-a] i soqui nol i ne hydroci.oride, mp. 263 - 265-C H)
' - (2- et hoxyphenyl et hyl ) phenyl ] 2, 3-di hyc?r oi m dazo[ 2, 1-a] i soqui nol i ne
hydrochl oride, mp>270 C;
5- [ 4' - ( 4-\iRRtonassstR Fapleeorud) iRiapebty 2 Jaldixilr of i dazo[ 2, 1 - aj i soqui nol i ne
hydr ochl or iepi@sent®-@CHAPQ-, GCBL —¢- ordGH,OCH,- ; or
S5-464" - (3, d}adiaupt hyl benzyl oxy) phenyl ] -2, 3-di hydr oi-mi dazo[ 2, 1 -a]i soqui nol ne
hydrochl oride, mp.>270 C K) 5-[4"-(3, 4 5-trinmet hoxyphenyl propyl ) phenyi]-2,
3-di hydroi m dazo[ 2, 1-a] i soqui nol i ne hydrochl oride, mp. 2420- 244 *C, L):
5-[4'-(2, 3, 4-trimet hoxybenzyl oxy) pg%n 483,
3-di hydr oi m dazo[ 2, 1- a] i soqui nol i ne™Rydx chI oride, mp. 25 >240 C, M.
5-P4' - ( 3- net hoxy- 4- pent oxyphenyl et hyl ) phedyl ] - 2, :
S/dl hydr0| m dazo[ 2, 1- - ai soqui nol i ne hydrochl ori de m p. 260 C(dec. ); and
4,5-tri met hoxy enz :
3 di hydr emqg gl ey anepms e 5o
? it PSR RO RE P P¥f§° i Qe ‘}i"r BE

r espect i \}
cH’

. DE, o‘{s?t; ‘adj ent n |gj&ams %n%éetl?ylené@&y (ulth %heC&QUPéMF!ﬂ V\fﬂgn Lrp ﬁgniél a l

other than chloro, fluoro, methyl or methoxy it may only be in a meta or para position or a

pharmaceutically acceptable acid addition salt thereof in the manufacture of a medicament for use in
. inhibiting PAF mediated bronchoconstriction and extravasation and PAF mediated endotoxin induced
Py lung injury

d¢hloride, mp. 260- 261 C is

R

2. The use according to claim 1 whereby in formula | each R is hydrogen, R, is as defined in claim 1 and
one Ro is hydrogen and the other is in meta- or para-position and is as defined under b) or c) in claim
1. .

3. Use of a compound of formula Ib

50 R

55
wherein R and R; are as defined in claim 1 and
R2" represents thienyl, furyl or a group
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(err) 45 wherein each R independently is hydrogen or nethyl Rl is in 8 or

9-position and represents hydrogen, chloro, or Cl -3alkyl andummﬂ "ﬁﬁﬂ,ﬁ”m

thienyl, furyl or a group 50 (errh Ro 55 wherein each Ro repr

i ndependent |y hydrogen, fluoro,BtRi28} 875 BY-10 alkyl or C1-10 al koxy ‘or "on® *

Ro is hydrogen and the other represents a) tri-(Cl -sal kyl)silyl,

trifluoronmethy or phenyl; 15 (err) EP 0 258 175 B1 Fol | owi ng essentlally

the procedure of Exanple Ib and usi ng.in plaqgvof the conpound of Exanple

la), a suitable amount of the conpou " BRanpl es 6A) through 6N),

respectively, there are obtained: A :

5-145-(3,4,5-trimet hoxybenzyl oxynet h ‘ fo-Z 3-di hydr oi m dazo[ 2. 1-a]iso

qgui nol i ne hydrochl oride, mp. >240 C(dec.); 5 B)

5-[4' - (3, whethinnaatiBot\rogresaits tndypepdeathy/dhjora? fibraiér IOy ciatmyi it ozl 2 hiddgensand thenol i ne

hydr ochl oothed®,is inmmeta @ ipwrel ipediten armd 1epre$dBE 'C, Laikhg Cri-C; ~@kylsilyl, phenyl, or is as defined

5- (3" - (3, ubdd-b) orl grintdeipx Y beiszy| oxy) phenyl | - 2,

3-dithydr oi si'da@rwe, [ 2, 1-a] i soqul ol i ne hydrochloride, mp. 230" C, D)

5-f2'-(3,4,5-tri met hoxybenzyl oxy) phenyl ] -2,

3 dlhydr0|n1dazo[2 1-a] i soqui noline- hydrochlorlde mp. 10 252' C, E)
5-[4'-(3,4,5- tr|methoxyphenylethyl._):ﬁ]2 Nyt 4 '3- di hydr oi m dazo

P2’1 al i soqui nol i ne hydrochl ori de, § 243 4 245 C, F)

5-(3°-(3, 4, 5- tri met hoxyphenyl et hyl ) phenyl ] - ;

3-di hydr 0| m dazo[ 2, 1-a] i soqui nol i ne hydrochl or| de, mp. 260'- 261 - C 15

9 5- ﬁ:%iéﬁmﬂ){é %W*Qt@ y Jvulh mtro en atom to w VQt('hey ar

3- d hydr OI | E-BJ’ h(%]'ﬁgo Eﬁ en R %frgot

>[4 (2”‘%%%8 ﬂ&b\‘d%ﬁ i i &'azra Aaﬁmuauea'ne
| or iagi@3ptatid Ricacld ak, in the manufacture of a medicament for use m treating tumors.

5 [ (4 nethoxybenzyloxy)pheny di hydroi m dazo[ 2,1 -a]i soqui noli ne:

hydr OChl Othb @ adtofaing 38 claim]3 whereby in formula b R and Ry are as defmed in claim 1 and Ry™

5-[4" - ( 3,réprebonte thieyy Tamizoy  groyp phenyl | - 2, 3- di hydr oi m dazo[ 2,1 -a]i soqui nol ine
hydeochl ori de, mp.>270 C K) 5-(4'-(3, 4 5- tr|nethoxyphenylpropyl)phenyl].2
3- dlhydr0|n1dazo[2 1-a]isoquinoline hydrochworlde mp. 242'-244*C ; L)
5-14'-(2, 3, 4- tr|nethoxybenzyloxy)p'"" - Ro !
3-di hydr oi m dazo[ 2, 1-a] i soqui nol ¢ yrochl oride, mp. 25 >2402 C M.
5-(4' - (3-nmet hoxy- 4- pent oxyphenyl et W=yphenyl ] - 2, :

3- di*hydr oi m dazo[ 2, 1- a] i soqui nol i ne hydrochl oride, mp. 260" C(dec.); and
v i

wherein Ro¥ is in meta or para position and represents Cz—galkyl, tri(Ci-zalkyl)silyl, phenyl, is as
defined under b) or ¢) in claim 1 or represents
d)" a group
36
R n
~ 4
—CHZ-N

. — . R4 n

40

wherein each R, " is allyl or the two R+ "'s together with the nitrogen atom to which they are attached
represent pyrrolidinyl or piperidyl.

45 8. A compound of formula la

. L}
) A RZ
R
50
—1
. R
55 wherein R and R, are as defined in claim 1 and
Rz' represents thienyl, furyl or a group

17



N). 5-[4' -(3, 4,5-trinmet hoxybenzyl ) phenyl]-2,

3-di hydr oi m dazo[ 2, 1-a] i soqui nol i ne hydrochl oride, mp. 2380- ““ml MH"!HIIIII“"I
respectively. Cains dains fOE Hb% f?L vvi ng Contracting St

CH "DE, FR &B, IT, U LU, NL, B0 258 11¢ e of a corrpound of formula I

40 (err) 45 wherein each R independently is
hydrogen or nethyl R is in 8- or 9-position and represents hydrogen, :
chloro, or C, -3alkyl and R2 represgatg thjgnyl, furyl or a group 50 (err)
(err) 55 wherein each Ro represenig pendently hydr ogen, fluoro, chloro,
C - 10al kyl or Cl-10al koxy or one wgen and the other represents;
a) sri-(G -3alkyl)silyl, trifluoromethy or phenyl; 15 (err) EP O 268
175 B1 b) a group R 3 R3 10 wherein each R3 represents independently
hydr ogenwhendirl omeoRo"f ik hpdrageChnd thaldthet represddis triBalskibytysilyl rod phénylep rie seddfised CH20- |
- OCH2-, wr@pi2b), c)-atidP @HIaim 1owhereDy ﬁot)ubatitgqnbupnyltﬁly(hyrin yneR axiperacpositinacdr aR3'
represenp@fm'aqeiéiaﬁ,“nd@nmwe «id adgmnkse&wera@fd represents -(OCHZ)l -5-, (CHZ)l
-6-0or -CH20CH2- ; or err% -CH2N 3

4 wherSei i coBRMNG2Ccordipg E’s“é’ﬂ@ "1“?!68 é“r’i‘gcéﬁthV?PQsﬂl 4%1!“1@99“'“@91'%%?&"8@191137%

al 1yl orcgadApf R mprepaqts thighyl. fury! 8“’9'°“P

N/

A4 wherein Ro™ is in meta or para position and represents tri-(C1 -galkyl)silyl or is as defined under b), ¢)
or d) in claim 1.

7. A compound of formula la according to claim 5 which is 5[4'-piperidinomsthyiphenyl]}-2,3-
dihydroimidazo[2,1-alisoquinoline; or a pharmaceutically acceptaple addition salt thereofT
25 _ :
8. A compound of formula la according to claim 5§ which is 5-[4"-(3,4,5-trimethoxyphenylethyl)phenyl}-2,3-
dihydroimidazo[2,1-al-isoquinoline; or a pharmaceutically acceptable acid addition salt thereof.

9. A compound of formula | as defined in claim 1 or of formula Ib as defined in claim 3 which 5-(4'-t-
30 butylphenyl)-2,3-dihydroimidazo[2,1-alisoquinoline; or a pharmaceutically acceptable acid addition sailt
Ny thereof.

10. The use according to claim 1 or 3 of a compound according fo claim 9

36 11. A pharmaceutical composition comprising a compound according to any one of claims 5 to 9 together
with a pharmaceutically acceptable diluent or carrier.

12. A compound according to any one of claims 5 to 9 for use as a pharmaceutical.
40 13. A process for preparing a compound fo formula la as whersin R and Ry are as defined in claim 1 and

Rz’ is as defined in claim 5 or a pharmaceutically acceptable acid addition sait thereof which comprises
dehydrating the corresponding compound of formula V

50

wherein R and Ry are as defined in claim 1 and Rz has the significance indicated in claim & for Rz' and
recovering the compound obtained in free form or in the form of a pharmaceutically acceptable acid
addition salt.
55
14. A compound of formula Va

18



~ ———

together with the nrtrogen atomto which they are attached ent
pyrrolidinyl, piperidyl, 35 m)rphol i nyl or thionorphog nmm lmm
Ro's on adj acent carbon atons %9 ;EPES enedl oxy, with the I””I
when an Ro is other than chlorEf? et hyl or nethoxy it rray onf y b

in a neta or para position or a phar rraceuti cally acceptable acid additi ;on
salt thereof in the manufacture of a nedicanent for use in inhibiting PAF
nmedi at ed bronchoconstricti on and extravasakda®on and PAF nedi at ed endot oxin

i nduced 40 lung injury 2. The use ac'ordi ng to claim1l whereby inj
formula | each Ris hydrogen, Rl is as ¢gg

hydg ogen and the other is in neta- or p§ psition and is as defined under
b) or ¢) inclaiml. 45 3, Use g emmd of formMaa | b 50

(err) g @Hr) 55 wherein R and Rl are a$
defined in claim1 and R§T s .hienyl, furyl or a group (err)
EP 0 258 175 B1 (8~or 9-) (err) (err) (err) 5

whewein each Ro'v represents indepengently chloro, fluoro or C -6 al kyI or
one Ro'v is hydrogen and the other i3 HA-MReta or para position and
represents C2-6al kyl, tri-Cl -.sal kyl)silyk, phenyl, or is as defined under
b) or ¢c) inclaiml or is 10 d)’ agroup CHN(err) wher ei n each

R4 |s al | ogen atomto vvhlchthey

ar é®at t a¥R éﬂ‘ é)%'}?r':ggaéﬁtﬂvéodﬁ{}lﬁé& ﬁ'ﬁ'ﬂ'ﬁ llngop NS C{]etfﬂ?p '""r%%’%hol inyl,
;PLSP%"E’FQH E%Ifrm‘{l%&gﬁﬁgﬁ%n$t§tgst9§tanmhen Roiv is other than chl or o,

y In meta- or para- position or a :
phar rmc eNE, tfymaﬁfaaafe 3P Fre@&dridnireidish mrm.mb tpaF i3dibBE baRdRbdoRstictbEandl @

orlJa?n@ AR nebiiad biliBtokik FRERd vty inj rﬁb‘ﬁ%ﬁﬁd&@i fbding a‘%:&n;?ohﬁ’d M3
V\)nereby foimula@rmula I|b R and R, are as e?rned inclaiml and :

represents thienyl, furyl or a group 25 V 30 wherein Rov is |n nmeta or para
position and represents C2-6alkyl, tri(Cl-galkyl)silyl, phenyl, is as
defined under b) or c) in clai s@

25 R

30

wherein each R independently is hydrogen or methyl Rs is in 8- or 9-posrtton and represents hydrogen,
chioro, or Cy-salkyl and
Rz represents thienyl, furyl or a group

35

Q m
s ~ Ro

40
whersein each Ro represents independently hydrogen, fiuoro, chioro, C; ~1calkyl or C1-1oalkoxy or
one Ro is hydrogen and the other represents
a) tri-(C1 -aalkyl)silyl, trifluoromethy! or phenyl;
45 b} a group
R
3
- X
50 R3
wherein each Rs represents independently hydrogen, chloro, fluoro Ci -+ alkyl or Ci-salkoxy and
X represents
55 -CH>20-~, -OCHz-~, -CHz-, -CH2CH3~, or -O-~;

C) a group

19



d)." a group 35 (err) -CH2-N R' (err) 40 wherein each RF4 is allyl or the

two R4 "'s together with 'the nitrogen atomto which they are ﬂﬂmlm("mm""l“l
represent pyrrolidinyl or pi peé"g,%"ﬁ é? § A conpound of for

wherein R and Rl are as defl ne "B R'1 and R represents thiényl, "

furyl or a group 17 C MS * EP O 258 175 Bl (err) (err) 6 wherein

one Ro" |Is hydrogen and the ot her represents tri-Cl -3al kyl)-silyl or

phenyl or is as defined under b), c) or d)_iR3‘claim1 whereby Ro"
substituents may only be in nmeta or pgfasRositions, or a pharmaceuti caIIy
acceptabl e acid addition salt t rerfe @ RA-corrpound according to cl ai:m
5 wherein each Ris hydrogen, Rl is iNn=8 S|t3| on and is as defined in
claiml1l and R2 represents thienyl, furyl ong group wherein Ro"' is in neta
or para position and represents tri-(ClL -3alkyl)silyl or is as defined
under b), c) or d) inclaiml. 7. A conpound of fornula | a according to
claim 5 wibeigh eaeh F!?% m?ﬁ"ﬁé’@@ﬁ"ﬁ%ﬁﬁ?h‘g lopepnd | - 2, 3-

di W9 dr oi miYaaereyepts HOGH)ser ciCHai-5 18 -CraPCHe-pprar maceuti cal |y accept apl e :
addi ti on SAP@°hereof. 25 8 A conpound of fornmula la according to claim5
which is 5-[4"-(3,4,5-trinmethoxyphenyl et hyl)phenyl]-2,3- dihydroi mdazo[2,1
-a]-isoquinoline; or a pharmaceutically acgeptable acid addition salt
thereof. 9. A conpound of formula I,@Qp{%&ned inclaiml or of formula I'b
as aeflnedln claim3 which 5-(4'-t- ~ :

but yl phenyl) -2, 3-di hydr oi m dazo[ 2, 1-a] i soqdl nol i ne; or a pharmaceuti call y
accept abl e aci d addition salt thereof 10. The use according to claim1 or

3 of a conpeendadhanab béaﬁts tnee;fsh&hm & Syt &5, §cBRIR, T Btieh AR br ROWRGRIst | ON
COQPr i Si NGogdth6r0 Wi £ Go twhich NHeyO B8 atfacrﬁhafb,srsse B bfrofidyROfigen&yi, Wi th a
phar rraceutmdz,ﬂ.bdnymamt inﬂ diluent or carrier. A conpound according ‘to

any one Ofor G40aRdS orbadjdteit chdbn BtS@As RFm memaﬁmﬁuﬁth %| provit0 tHeB wheh g RERSS f or
pr epari Ng otheCtbanublorecifidom, inethylot @ethdxy & snaylosly Bé i alhetendt pbth pasitenas defined in-
cl ai m 1 arda pharmaceutically acceptable acid addition salt thereof, with a pharmaceutically acceptable

25 carrier or diluent.

2. A process of manufacture of a medicament for use in treating tumors which comprises mixing a
compound of formula Ib

30

'v‘
Ib
36
wherein R and R1 are as defined in claim 1 and
N R2"™ represents thienyl, furyl or a group wherein each Ro" represents independently chloro, fluoro or
40 Cy-salkyl or one Ro" is hydrogen and the other is Ca—galkyl, tri-(Cy-3alkyl)silyl, phenyl, or is as
defined under b) or ¢) in claim 1 or is
d)' a group
R
45
~CH,N 4
]
R
4
50 wherein each Rs' is allyl or the two Rs"s together with the nitrogen atom to which they dre aitached

represent pyrrolidinyl, piperidyl, morpholinyl or thiomorpholinyl, Ro" is other than, with the proviso
that when Ro" is other than chloro, fluoro or methyl it may be only in meta- or para- position or a
pharmacseutically acceptable acid addition salt thereof, with a pharmaceutically acceptable carrier or
diluent.
]
3. A process of manufacture of a medicament which comprises mixing a compound of formula la

20



R2' is as defined in claim5 or a pharmaceutically acceptab
salt thereof which conprises dehydrating the corresponding m u ill
formula V (err) err) OH 50 wherein

defined in claim1 and R2 has FROZBJAFBIcance indicated in claims for R
and recovering the conpound obtained in free formor in the formof a -
phar maceutical ly acceptable acid addl tion salt 55 14. A conpound of
formula Va 18 (err) EP 0258
(err) (err) (err) (err) (ﬁrr)
claiml and Ro" is as defi&eo
Congracting States: ES, GR 1. S manuf actBre of a nedi canent for
use in inhibiting PAF nedi ated bronc iRtion and 20 extravasat | on
and PAF nedi at ed endotoxin i nduced lung i nNfR&ry whi ch conprises mxing a.

- conpound of formula | (err) (err) 25 R (err) 30
wher ei n wierdin Ranchideque arcdsfinedyn ¢iaimHyadd ogen or nmethyl Rl is in 8- or

O- ptsi t i Bal repregentipieeyd dunyl or igrdvrogen, chloro, or Cl -3al kyl and R2 represents
thienyl, furyl or a group 35 (err) 40 wherein each Ro represents

| ndependent |y hydrogen, fluoro, chlaoro Cl | oal kyl or Cl-10 oal koxy or : one
'Ro is hydrogen and the other repres# )‘irl-(C -3al kyl)silyl, \
+fifluoronethyl or phanyl; 45 a group 50 :
(er?) wherein each R3 represents i n¥&pend 'Ty hydr ogen, chloro, fluoroiCl
-4al kyl or Cl -sal koxy and :

C ai ms fﬁr the foll ow ng

wherein one Ro" is hydrogen and the other represents tri-(C1-salkyl)-silyl or phenyl or is as defined
under b), ¢} or d) in claim 1 whereby Ro" substifuents may only be in meta or para positions,

20 or a pharmaceutically acceptable acid addition salt thereof, with a pharmaceutically acceptable carrier
or diluent.

4. A process for the preparation of a compound of formula Ia as defined in claim 3 or a pharmaceutically

accoptable acid addition salt thereof which comprises dehydrating the corresponding compound of

25 formula V wherein R and R; are as defined in claim 1 and R; has the significance indicated in claim 3
for Ry’

30

35
wherein R and R, are as defined in claim 1 and Rz has the significance indicated in claim 3 for Rz’ and
recovering the compound obtained in free form or in the form of a pharmaceutically acceptable acid
addition salt.

40 5. A process according to claim 1, 3 or 4 wherein the compound is 5-[4'-piperidinomethylphenyi}-2,3-
dihydroimidazo[2,1-alisoquinoline or a pharmaceutically acceptable acid addition salt thereof.

6. A process according to claim 1, 3 or 4 wherein the compound is 5-[4'-(3,4,5-trimethoxyphenylethyl)-
phenyl]-2,3-dihydroimidazof2,1-a}-isoquinoline or a pharmaceutically acceptable acid addition salt there-
45 of.

7. A process according to claim 1 or 2 wherein the compound is 5-{4'-t-butylphenyl}-2,3-dihydroimidazo-
[2,1-a]isoquinoline or a pharmaceutically acceptable acid addition salt thereof.

60 Revendications
Revendications pour les Etats contractants sulvants : AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE

1. L'utilfisation d'un composé de formule |

55

21



X, represents 55 -CH2O-, -OCH2-, -CH2l-, -CH2CH2-, or -0- c". a gr grou

(12”) ﬁe?eizﬁseézg) g;-. répresents |nde£endéntly C1l (g;”(og(s M‘“”ﬂﬂ"ﬁ”’ﬂ,mm

represents -(OCH2)1 -5- - (CH2)BP 085®i7aBipoc- ; or d) a group 15"
-CH 2N R 4 wherein each R4 represents |ndependently Cl1 -4alkyl, C5
-7cycl oal kyl, allyl or benzyl; or the two R4's together with the nltrogen
atomto vvhichthey are attach sgnt_@yrrol i di nyl, piperidyl, :
nor phol i nyl or thi onor phol i nyl” vvo\o S on adj acent car bon at ons form
met hyl enedi oxy, with theRyp 9
o a nmeta or para p03|t|on or a.
Ionsltthereof with a .

flupro, nmethyl or methoxy it RN
phar maceutical |y acceptabl e acid addit

pharmaceutical ly acceptable 25 urrier @r diluent. 2. A process of :
manuf acture of a medi canent for use in treatihg tunors which conprises

‘m xi ng a conpound of fornmula Ib 30 (err) N 36 wherein R and R are as

defto ned dams ledqualem 1 and R2"' represents thienyl, furyl or a group wherein:
each Rol v chagpe Bs e rsignifid indipprdacioant|hydidapnsray, unfriéthgeo or 40 Cl-6al kyl or
one Roiv ifs hydr ogewnmwmwéu@teh@préﬁ@fe@x%wéwle chipfejou U alie R'Wv%q tyl ,
phenyl , ofels as MSH@QUMWG@PWY'&rfWM’?WH"%‘PWm 1 or is d)' a group (err)
(verr) 4 50 wherein each R4' is allyl or the two R4"s together with
thé®nitrogen atomto which they are attached represent pyrrolidinyl, :
pi peridyl, norpholinyl or thionorphplift ™@Rol' is other than, with the
provi so that when Row is other tt ‘ﬁw fluoro or nethyl it nmay be only
in nmeta- or para- position or a phaxms Rocal | y acceptable acid additi on
saLL thereof, with a pharmaceutically acceptable carrier or diluent.

ol chaque Ro représente indépendamment I'hydrogéne, le fluor, le chlore, un alkyle en G1-Cio ou un
alcoxy en C1-Cio, ou bien un Ro signifie I'hydrogéne et I'autre représente

a) un groupe tri-(alkyl en C1-Cs )silyle, trifluorométhyle ou phényle,

b) un groupe

25

30
v
ol chaque Rz représente mdépendamment I‘hydrogéne, le chiore, le fluor, un alkyle en 01 -Cs Ou un :
alcoxy en C1-Cs et :
X représente -CH20-, -OCHz-, ~CHaz-, -CH2CHz-, ou -O-, ;
35 C) un groupe
' :
R 3 ;
\z‘ - Y R ]
40 3
]
R,

ol chaque Ra’ représente indépendamment un alcoxy en C1-Cs et
45 Y représente -(OCHz)1-s-, -(CHz2)1 -6~ ou -CH2 OCHz- ou
d) un groupe

_R
50 ~CH,N T 4
Ry

) ou ‘chaque Rs représente indépendamment un groupe alkyle en C:-Cs , cycloalkyle en Cs-GCy, allyle
55 ou benzyle, ou bien les deux Rs: représentent ensemble, avec I'atome d'azote auquel ils sont fixés,
un groupe pyrrolidinyle, pipéridyle, morpholinyle ou thiomorpholinyle;
ou bien les deux Ro sur des atomes de carbone adjacents forment un groupe méthyiénedioxy,
avec la condition que lorsque un Ro a une signification autre que le chiore, le fluor, méthyle ou

22



55.3. A process of manufacture of a medi canent which conprises
compound of formula la 20  (err) C L M S * EP 0 258 &E‘l‘gﬂlﬁlﬂu \“‘
wherein R and Rl are as defi nedEbrb 5'331'7?311 and 10 re

thienyl, furyl or a group Ro 15
(err) wherein one Row is hydrogen and the other represents tr|-(C1

- 32l kY1) - Sisinly, Phe gRESHe filon bosits m@elol pgd under b), c) or d) inclaiml
wher eby  Royys b FlaliditR dlaidd BNarHRboliqRmeht hcbBplaBle Q6 o bbb bir idptparatibh dun  OF @
phar maceums@igdnent @B ARb& 18 BloRchasbstidioN eiSiBkiiavisaith GRfvoqudbd fr ® PAF et les
phar mac eutgkiem! dubhondes Ptids Far A6W dnbigibxinds pdlirhiePidiaire’du PAFPr ocess for the
preparation of a conpound of fornmula la as defined in claim3 or a

phar mace ututliadtibly selac peadaticatione it dcafadBridso Gin @aqus, tidneri€ edrmité)il,cdhagie M sigaifs |
dehydr at i FydtopimecRir est $b que défigi C lmpeodiaitianf 1 &%un Ro signbie thydeogbhendt aierssFerand © R,
are as debpisiieniméta og baa ph et talrnie Bffinhaes ) lve csi igmevbndicatood. | ndi cated in cl ai m'3
for R2" 30 (err)

36 wierdei Kutiisaiiprid'me compeséde fermplpibed in claim 1 and R2 has the signifi cance
indicated in claim3 for R and recovering the conpound obtained in free
formor in the formof a phar 3 GGeptable acid addition salt. : 40
3. A process accordi ng tm 4 Rherein the corrpound S .
5\‘[’4 pi peridi nomet hyl pher?yl ]- droi m dazo[ 2, 1-x4 | soqui nol i ne or a-
phar Raceuti cal | y acceptabl e aci [t salt thereof. 6. A process
according to claim1l1, 3 or 4 wherei & the aor@ound S

5-14'-(3,4,5-trinet hoxyphenyl et hyl) - R

phenyl ] - 2, 3-di hydr oi m dazo[ 2, 1-al -i soqui noline or a pharmaceutically :
accept abl &nafah&iauaﬂcut Rl 9ht ®R! due WBHRISEr 1a AendicatioR f1- et R, ™ fopRsaMLiISgraps MidhyiBg t o

clafrm 1 Ofuryid o0huRgRUFL t he conpound is
5 [4-t-Dbutyl phenyl]-2, 3-di hydroi m dazo- [2,1 -a]isoqulnoline or a

pharmaceutically acceptable acid addi t i on sgdHt her eof . 50 Revendlicatl ons

Revendl catl ons pour |ea Etats contra ants: AT, BE, CH DE, FIR,
GB, T, Li, LU N, SE 1. L' uti l+=a d) un conpose de forrrul al 55 21~
RS

. ol _

30 chaque Ro™ représente indépendamment le chlore, le fluor ou un alkyle en Cy-Cs, ou bien un Ro"

N signifie 'hydrogéne et I'autre est en position méta ou para et représente un groupe alkyle en C»-Cs, tri-
(alkyl en C;-Cg)silyle, phényle ou est tel que défini sous b) ou c) 2 la revendication 1, ou signifie
d)' un groupe .
35 R‘ .
-CH_N
4
40

ou
chaque R:' signifie un groupe allyle ou bien les deux Rs' représentent ensemble, avec I'atome
d'azote auquel ils sont fixds, un groupe pyrrolidinyle, pipéridyle, morpholinyle, thiomorpholinyle,
avec la condition que lorsque Ro" a une signification autre que le chiore, le fluor ou méthyle, il ne
45 puisse &tre qu'en position méta ou para,
ou un sel d'addition pharmaceutiquement acceptable de ce composé, pour la préparation d'un
médicament destiné au traitement des tumeurs.

4. |'utilisation selon la revendication 3, caractérisée en ce que, dans la formule tb, R et Ry sont tels que
60 définis 2 la revendication 1 et Ro™ représente un groupe thiényle, furyle ou un groupe

_ - ro”

ol Ro' est en position méta ou para et représente un groupe alkyle en C2-Cs, tri(alkyl en C-Cs)silyle,
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11111121 111111 11w 111181 11 111 EP 0258 175B1

?ndeteﬁga%;;~rraga;§§br[?lelgu cans Iaquel '€ chaqueeSRt en M!,w M!”ummm

th
et repr~sente |' hydrogbne, %P?ﬁ%‘éﬁhn alkyle en G -Ca et R2
- represente un groupe thi dnyI e furyle ou un groupe 15 Ro ou chaque Ro :
repr6senﬁh@ny‘!é"gstWW%US'%WQM%@%@CJM&“}LHQErése*vFed‘f‘}Un% oUn alkyle en .G
Cao ou un alcoxy en C ou bien un Ro signi hy rogbne et |’ aut_re
repr6sente a) un groupe tri-(alkyl en G -Ca )silyle, trifluorondthyle ou
phényl e, b) un groupe 25 R3 30 0O chaque Rgﬂreprdsente I nd~pendanmmrent :
| ' hgydrogene, le chlore, le fl uor_gnun a‘lfﬁyl en C, -C4 ou un alcoxy en G :
OCH

-Cs et X represente -CH20-. GRR-, -CH2CH2-, ou -0-, 35 O -un
groupe R 403 Y, 3 ou chaque Ra' represenB@ i nd~ pendam*rent un al coxy en G
-Ca et 45 Y represente -(OCH2)1-5 -, -(CH2)1 -6- ou -CH2 OCH2- ou d)
un groupe 50 - 0C12N 4 4 o0:;

chague R dhaque-Rs2pigeifie il oenecalivienen thien fesgdevu Be” wbRsantentcansaible, @dec, 'atome

cycl oal kiazele ayauetdls gont fogp.|up jgeupsspyrrolidinle gupipénidylyl e, ou bien | es deux' Rs ;
repr esent ent ensenbl e, avec |'atone d' azote auquel Us sont fixes, un groupe
pyr r ofi dinfigmaose IS'PE%’P?EVI e, norpholinyle ou thionorpholinyle; ou bien les:
dedx Ro sur des atones de carbone adj acents fornent un groupe

rrdtﬁyl bnedi oxy, avec | a condi {JzOR I r&g’ue un Plo a une significati on
hyI et ou 22 EP0258 175B1* net hoxy, il;

autre que le chlore, le &

ne pui sse 8tre qu' en posi i para, ou unggel d'addition d' acide’
phar maceut i quenent acceptabl e d€ pour | a preparation d' un
medi canment destin6 A inhiber |la bron tRiction et |'extravasation

pr%ﬁoqudes par |le PAF et |es

dans laquelle
R et R1 sont tels que définis & la revendication 1 et
25 Rz’ représente un groupe thiényle, furyle ou un groupe
Rol
30 m.
ol.un Ro" signifie I'hydrogéne et I'autre représente un groupe tri-{alkyl en C1-Cs)silyle ou phényle ou
est tel que défini sous b), ¢) ou d) 3 la revendication 1, les substituants Ro"” ne pouvant étre qu'sn

35 position méta ou para, ou un sel d"addition d’acide pharmaceutiquement acceptable de ce composé.

6. Un composé selon la revendication 5, dans lequel chaque R signifie I'hydrogéne, R est en position 8
ot est tel que défini & la revendication 1 et Rz représente un groupe thiényle, furyle ou un groupe

o

o0l Ro™ est en position méta ou para et représente un groupe tri(alkyl en Ci-Cs)silyle ou est tel que
défini sous b), ¢) ou d) & la revendication 1.

45

7. Un composé de formule la selon la revendication 5, qui est la 5-[4'-pipéridinométhylphényl]-2,3-
50 dihydro-imidazo{2,1-alisoquinoléine, ou un sel d'addition d’acide pharmaceutiquement acceptable de ce
composé.

8. Un composé de formule la selon ia revendication 5, qui est la 5-[4'-(3,4,5-friméthoxyphényléthyi)- .
phényli]-2,3-dihydro-imidazo[2,1-a]-isoquinoléine, ou un sel d'addition d'acide pharmaceutiquement ac-
65 ceptable de ce composé.

9. Un composé de formule | tel que défini & la revendication 1 ou de formule Ib tel que défini & la
revendication 3, qui est la 5-[4'-tert.-butylphényl)-2,3-dihydro-imidazo[2,1-a]isoquinoléine, ou un sel
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| si ons pul nonai res induites par des endotoxines par |'inter rml PAF -
5 2. L'utilisation selon |a revendication 1, car act6risee en Wlfﬂﬂ I””"I
la formule 1, chaque R signifie Mydrogbne, est tol que ddftnle

revendi cation 1 et un Ro signi fER0 % %r% bne et |'autre est en position
mta ou para et est tel que d~fini sous b) ou c) a | a revendication 1. 70

3. L' uti l@ﬁﬁi&%‘ac%e%ﬁarﬁ?@t%ﬁgn&wa S’JAM Flaorm)osé AR T\ » 0 dan:s

| aquel be ue derimi’s a revendi cation 1 et R2

repr dse@t@uuhgaﬂa.rseum rédah&mclnea, oul 3t h BmPas Ylorbih ANEHRIcRloN 925

R . chaque Ro'v repr~sente Tnd6pendamment |e chlore, le fluor ou

un ad ky+ QJrﬁfborgpostﬁphaﬂhhc&m&Ib Edpribint h @6thgob& sdionNYkl QEREIRUE des! redhdidaflor@St 0N

posi ti on 81 ensemiblp aved uft tilva L Ol Phafifa@itRuétientddsstiablieon C2- C6, tri- (al kyl

en G -Cs)silyle, phenyle ou est tel que d~fini sous b) ouc) Ala '

r evendiiz ain compdss selon King nueldomyuel Jiss ravendjcations$ 336 péd 'villsabien @h&qmﬁdi&ﬁhensi gnifie

un groupe allyle ou bien | es deux R4' representent ensenble, avec |'atone

d' azot 83.dingoretéds |de wématatién e comprsérde Uprwigylaradl R cit (| sont eisp@ei déjitie 2 la

mor phol i rigyeadication dnér ficast | e deic2 |l revenditRidnon @udub gels diaeditico: djecige une.

signifi cdihP'm‘ic%lﬁH“P'@e’lﬁ @eceplabie; Ae e eOMPPE. AYi GIPPIeNG IRrEdshyrratation du epmpRss corres-p i sse

Clre qu' dngspidetiormmle¥st a ou para, ou un sel d' addition pharmacouti quenent
%)t abl e de ce conmpos4, pour la preparation d' un nedicanent destin6 au.

tralenont des tuneurs. 4. L'utilj spiRy | a revendi cation 3,

caract6ri soe on ce quo, dags la -0 et R 3ont tels que 50 :

ddfinis A la revendication 2 resqnie un groups thienyle, furyle ou

un groupe 56 _O &RoV 55 (BuoR®y es sitifon mta ou para et represente

un gy oupe al kyle en C2-C6, tri(alkyl eny Klyle, 23 EP0258 175B1
~"L M phi nyI e, est tel que d~fini sous b) u c) Ala revendication 1 ou
repr65ente d)" un groupe R43 4 -2R R4w 10 ob chaque R4" -signifie un .

groupe aldayd iIRquatie RieER; ke tefbeds dBithis ¥ RIEveRdIGtaNT oleMSE AtbigaificaidtRdiGuéa aae
d' azot e aevghkdiatidrii 5 pcid RY', étilx ABypétaBondduOoMPosdytbtond sdis fythe lité! o bgue Forely lian®

25 sel d'addition d'acide pharmaceutiquement acceptable.

14. Un composé de formule Va

30

N
va
35 '
(8 ou 9)
o
40
dans laquelle R et Ri sont tels que définis & la revendication 1 et Ro" est tel que défini & la
revendication 5.
45
Revendications pour les Etats contractants sulvants : ES, GR
1. Un procédé de préparation d'un médicament destiné & inhiber la bronchoconstriction et I'extravasation
provoquées par le PAF et les Iésions pulmonaires induites par des endotoxines par I'mtermédualre du
50 PAF, qui comprend le mélange d'un composé de formule |
65
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5, Un conposWde formule la 15 R dans laquelle Ret R sont tels que 7~

dMinis a la revendication 1 et 25 R2' repr~sente un grou "i I
furyle.ou un groupe 30 _ me HIW ﬁﬂ"lll"llll
Ro" signifie i'hydrogbne et I'%Pu??@a?-@p?ﬂsente un groupe tri-(al kgl en € s«
-C3)silyle ou phdnyle ou est tel que ddfini sous b), c¢) oud) ala ,
revendi cation 1, |l es substituants Ro" ne pouvant Ore qu'en 36 posi tion
nmeta ou para, ou un sel d'additlon d'acide_pharmaceuti quenent acceptabl e :de
ca conpos4. 6. Un conpos4 sel of ks sqet&ati on 5, dans | oquel chaque R:
signife |' hydrogbnoe, eat d obitidn 8 et est tel quo d6fini &la
revendi cation 1 et R2 repl6senglg gr gdbe thifnylel furyle ou un groupe 40
45 ou Ro"' est en position ndta 01 pa|= et mepr6sente un groupe tri(al kyl.
en C-C3)silyle ou est tel que difini Rc) ou d) a la revendication
1. 7. Un conposd de formule la selon ld revelglication 5, qui est la :
5-[4' - pi p6ri di nondt hyl phenyl ]-2, 3- 50

di hgdr o-i m dazo[ 2, 1- al i soqui nol ei ne, ou un sel d' addition d' acide ;
phar macelgesigaveitent accept abl e de ce conpos6. 8. Un conpos4 de formulo |a.
sel on | a FRadENA ca'loni%mﬁpe'g’aﬁ"me@t"hwdé?gylega'un thyles5_ t r i ndt hoxyphdnylithyl):
phényl | - 2Bs- di hydeg-enppiites §1ov 9 pt représastsd iyRgPp: [9ehiog pu yp alkle enCiGrftt j on
d-aci de pﬁér mac eutiOfiRRgipuPy idnyg, furyle ol ugrapP e de ce conpos6. 9. Un conpos6
deornmuls | tel quo dMini & la revendication 1 ou de fornule Ib tel quo
défini a la revendication 3, qui es 2 . Ro . '
5-14'-tort.-butyl ph~nyl)-2, 3-di hydrg-i B{dazo[ 2, 1- a] | soqui nol di ne, ou un sel
24 EP 0 258 175 Bi d'addition d\aci d¢ 8harnaceutiquenent acceptabl e de
ce conmposd. 10. L'utilisatlon selon™Ma‘re Bndi cation 1 ou 3 d'un conpose
solon | a revendication 9. 5 11. Une conposition pharnaceutique, conprenant
Un CONPQERh&yas BB rdprdébifte RtdPedAMAIGR IHiRFoge Ry RIbLIC Rl dhRRS ubaikyiPerPGSE Gl @navec " un
di | uant aRuxy\erlt; O, Qu P8R LATRE OgHifle RIoIBie A LaePtspbante 12. Un conpos6 sel on -

| ' une gquebomyupe gigskyl &VERCH)sIAS, itdNGohéteylOou ghénide, | ' Ut i | i sati on comme

nmeds camend) un@rdp& Un proc~dd de preparation d' un conpose de fornmule la ob R
et Rl sont tels que ddfinis a la revendication 1 et R2' est tel que defin

h la revendication 5 ou d un sel d' addition d' acide pharnaceuti quenent
accept abl e de ce conpos6, qui conprend.la dgshydratati on du conpose corres-
pondant de fornule V 15 - 37 R (8 '"ou 9 dans | aquekle
R & Rl sont tels que dMinis &.I§ IR G tion 1 et R ala signification
iAdi quee a la revendication 5 pour R2=T%et '@ r~cup6ration du conpos6 :
obtenu sous forme |ibre ou sous fornme d' un 25 sel d'addition d' acide

phar maceug& c %Sﬁt re;?rgs%r‘?tg t|n%Q;le(l?’u.iam:Ir‘n49'nt I'lfggdrgg%m), ?es&log? Iefffacr)rrr%l a(?ky}éaen C1-Cs Ou un
35 alcoxy en C1-Cs et
X représente -CH20-, -OCHz-, -CHz~, -CH2CH2-, ou -O-,
€) un groupe

40 R3'
S 4

[}

R,

45
ol chaque Rs' représente indépendamment un alcoxy en C;-Cs et
Y représente -(OCHz)1 —s-, «(CH2)1 —s- ou -CH2OCH:- ou

d) un groupe
&0

55

ol chaque Rs: représente indépendamment un groupe alkyle en C:-C4 , cycloalkyle en Cs-C;, allyle
ou benzyle, ou bien les deux R. représentent ensemble, avec I'atome d'azote auquel ils sont fixés,
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-Ro 30 > ~RoO Va 35 - - : , ,
RI _ 40 dans laquelle Ret RL sont tels quo fwu”m"“mﬂll””"l
revendication 1 et Ro" est tel que defini a |la revendication 5

Revendbcat | ons pour les Etats cBMPREBAEBY sulvants ES, GR 1. un pfoctdd' dé *
pr~paration d' un medi cament destine a inhiber |a bronchoconstriction et

| Pextrava Xﬁ?ﬂv s Ediohdie, S ﬁé})ﬁ Shu %gaogpho%);p s pul nonai res i ndui te'é
par - des e&&w ' va e aiaRaim end |
nE' ange davU@laQ:QrQﬂ@§ﬂu &siu@ 'HEW JRe leg autre 4o I:Q:h% fZé l%é’ RO, :

trel}:lu% position mé 5para,

~~~g RI du unZelNdabiitichadsRidb PREARACeRiqGdMRALR cdBtable dS icg BnkgdBs, | nddpendament
| Phydr oghgvgc eHiébiBulsTa diydne phalhaceutiquement a8SshtaBle. POSi tion 8 ou 9 et reprdsente
| hydrogbne, I e chlore ou un alkyle en C1 -C3 et R2 signifie un -

gr oupe 2t hirepigbéelg doUpr§pamtionud’un m@dicanpet Adur Y'utilisation BéDs e traitement-des turfduesh q@haque
Ro r epr es@mpend lowizagaddiomenpodé' deyaimdglbne, | e fluor, le chlore, un alkyle’en
Cl -G@20 ou un alcoxy en C, -C, O ou bien un Ro S|gn|f|e | hydrogbne et -

| "autre repr~sente a) un groupg al kyh eh C, -Cs)silyle,
trifluoronethyle ou phenyle, g D) UR groupe 30

3 R3'B ob ) Ra represent e i BA6pendanment :
Mydrogbne, l e chlore, le flud#, ¢ ¥+ e en C1 -C4 ou un 35 al coxy
en (1 -Cs et X reprdsente -CH20-, - g§gCH2-, IQ—Q -CH2CH2-, ou -0-, c) un.
groupe 40 R R 3 45 ;

thyle ou méthoxy, il

~—~——

dans laquelle R et Ry sont tels que définis & la revendication 1 et R>" représente un groupe thiényle,

20 furyle ou un groupe
e
25 Ro
ol
chague Ro™ représente mdépendamment le chiore, le fluor ou un alkyle en C1-Cg, ou bien un RoV
30 signifie I'hydrogéne et I'autre signifie un groupe alkyle en C2-Cs, tri(alkyl en C1-Cs)silyle, phényle, ou
Y, ost tel que défini sous b) ou ¢) & la revendication 1 ou signifie
d)' un groupe
R ]
35 -
~CH,N 4
2 ~— R (]
4
40 ol

chaque Ry’ signifie un groupe allyle ou bien les deux R:' représentent ensemble, avec ['atome
d'azote auquel ils sont fixés, un groupe pyrrolidinyle, pipéridyle, morpholinyle ou thiomorpholinyle,
avec la condition que lorsque Ro" a une signification autre que le chlore, le fluor ou méthyle, il ne
puisse étre qu'en position méta ou para,
45 ou un sel d'addition pharmaceutiquement acceptable de ce composé,
avec un véhicule ou diluant pharmaceutiquement acceptable.

3. Un procédé de préparation d'un médicament, qui comprend le mélange d'un composé de formule la

50
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ob chaque A3' represente i.ndépendanment un alcoxy en G -GCs et’u'

-(0CH2)1-5 -, -(CH2)1 -6- QU -CH20CH2- ou d) un groupe 50 -CH N I'ﬁ”ﬂgﬂﬂ’@””m
chaque ‘R4 reprb6sente independa%;rgg% %ggoupe alkyle en G -4, *cytl oa *
en GG -C7, allyle ou benzyle, % deux R4 repr6sentent ensenbl e,

avec |'atome d' azote auquel ils sont fixds, 26 EP 0 258 175 B1

C' " UndbQMRe pyrrolidinyle, pip6ridyle, norpholinyle ou

thi omor ghel kNbheiels Qe héfﬁ@ 3l 18 SovBhRbstidRO awz dpr8senio AUNEouHE ticAID Al %dJuacent S

forment guypgr oupe ndt hyl enedi oxy, avec la condition que |orsque Ro a une:

S|gn|f|cat|on autre que le chlore, le fluor, nbthyle ou nethoxy, il ne
puisse 8tre gqu' en position mta ou para, 6 QU un sel d'addltion d' aciide
phar maceut i quenent acceptable de c aset avec un vehicul e ou diluant .
phar maceut i quenent accept abl e. oc~d6 de preparation d' un nedi canent
pour lutilisation dans le traitene Romeurs, qui conprend le nﬁlange
d' un conpos6 de fornmule Ib .10 |1 5 f
~~#-~~~N 15 dans | a ueIIe R et RL sont tels que définis | la revendlcatlon

1 et R2"ohupder eigaifip i ;3? eljsutre; mapriigpnte, un Bpupe trif(glky preCotis)elivle gy phimkle 98

Ro 00 cesigaleauraifini éﬁ!ﬁ«% d%[fé?iﬂ!&‘#\?@ﬂt lop gukefipasiscRo”|ng va\te@rétrsmuaﬁ al kyl e

en Cl - (gsitio (A qu paian RoNv 30 gnifie |’ hydroghne et |'autre si gnifie
Qrouﬁé“‘éf‘?{ ad"’é’ﬁ(‘;ﬁ? amfat"?‘pﬁ‘f" 8‘?‘?” '9633% g ph6ny|e ou est tel

qué® def i1 U SERcUls)ou Pharmagou PR 1 ou signifie d)' un groupe 35

N 4océ prépaltion d 0ss e G UEte R el oo M&M?U&ﬁuﬁLiy' e ou
bi en Fedfarssotitoss 1@ s ':Ea%% 'ﬁ' °§f"?a A weabpuauiial s
sont fixgy osb'@orﬂ»&&H@a%t aavfam I nyle er| ;

t hi onor pho?l nyl e,” avec )a condltlon quo Iorsque Rdv a une Si gnlflcatlon
autre que le chlore, le fluor ou pBth |hzne pul sse etre qu' en position

nmeta ou para, R, oH

(8 ou 9) "1
25 lN 2
- R

dans laquelle R et R; sont tels que définis & la revendication 1 et Rz. a la signification indiquée & la
30 revendication 3 pour Rz', et la récupération du composé obtenu sous forme libre ou sous forme d'un
D sel d'addition d'acide pharmaceutiquement acceptable.

6. Un procédé selon la revendication 1, 3 ou 4, dans lequel le cdmposé oest la 5-[4-
pipéridinométhylphényl}-2,3-dihydro-imidazof2,1-alisoquinoléine, ou un sel d'addition d'acide pharma-
35 ceutiquement acceptable de ce composé.

6. Un procédé selon la revendication 1, 3 ou 4, dans lequel le composé est la 5-[4"-(3,4,5-triméthoxyphé-
nyléthyl)phényl}-2,3-dihydro-imidazo[2, 1-aJisoquinoléine, ou un sel d'addition d'acide pharmaceutique-
ment acceptable de ce composé.

7. Un procédé selon la revendication 1 ou 2, dans lequel lo composé est la 5-[4'-tert.-butylphényl}-2,3-
dihydro-imidazo[2,1-ajisoquinoléine, ou un sel d'addition d'acide pharmaceutiquement acceptable de ce
composé.

45 Patentanspriiche
Patentansprilche fiir folgende Vertragsstaaten : AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE

1 Verwendung einer Verbindung der Formel |
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45 . ou un sel d'additi,on pharmacouti quenent acceptable d 6

‘avec un v6hicul e ou diluant pharnmacouti quenent acceptabl e. gl"m@mgm(”ﬂ"ﬁ"l
preparation d' un nedi canent, q% corg){ end | e ndl ange d'un corpos i
formule la 50 R4 Y-~~~ la S5 OHSIT58Y 170 |1} 11111111811 t1I EP 0

2587175 Bl dans laquelle Ret Rl sont tels quo definls Ala revendlcation 1

et R2 reWoﬁ?%eH'ﬁ Lty WhMsEBUH Suer Si MélhfireQtstUn groupe 5 \-Kyo" 10 ou :un
Ro™ si gnid, lifs-lohy @t Gst Gihd WasBbtSib ohﬁpade._smhawmgugmdmt wi@l kyl en G
-CB)S|IyIFgembhm?ws@FQg,egs;derte%%defl ni sous b), c) oud) Ala \

es Su

revendi cation 1, stituants Ro" ne pouvant 6tre qu' en position rmltﬁa
ou para, ou un sel d'additfon d'acide pharnacoutiquenent acceptable de ce

conpose, 15 avec un vehicul e ouZTT N2 phar maceut i quenent accept abl‘e.
4. Un procedd de prdparation d'u @

de formule la tel que defini a la
revendi cation 3 ou d' un sel d'additNgg_famrbde pharnaceuti quenent :
accept abl e de ce conpose, qui conprend | a deshydratation du conpos6 ;
correspondant de formule V -- ' VR2 R - |OH (8 -ou
9) bedeutet, worin jedqr Rgst dervgatihirgigc\Vasserslofs tFlupy, Chiern einancr<Cropllyliierter Gi-Gio- | |'a
revendi c &kpxyrpstbedeutalodes wprin ein %‘?ﬂ‘f‘? Wagsprsiaff isherdflaesndee | a 30 revendi cat i.on
3 pour R2' @ eien (G Lelidisiit DRvmeBY ISP RRePewsts forme |ibre ou sous
forme d' unP)88e QUPRAdi ti on d' aci de phar macouti quenent acceptable. 5. Un
prof6dM selon la revendication 1, 3 ou 4, dans |oquel |e conpose est 1la

5-[4' - piperidinonot hyl phenyl ] -2, 3-di hydro-i mdazo[ 2, 1-a] i soqui nol ei ne, ou

un sel d'addition d'acide pharma- 36 Y2 Bguen”ent acceptabl e de ce
conpose. 6. Un proced6 sel on Ia-r.ex/on 1, 3 ou 4, dans loquel le:
conppse est la 5-[4'-(3,4,5-trimet hoxy\ohe R

nyl-et hyl ) ph~nyl ] -2, 3-di hydro-i m dazo[ 2, 1-a] i soaui nol ei ne, ou un sel :
d' addi tion d' aci de pharnmaceuti que- nent acceptable de ce conpos6. 7. Un:
procMi6 sebgaButbtpwdria jeaBIORe3R] GHabhbinglyl Wassef @A SCHIGE (RILRE, einén COCHABE cdetCiiGe-
5-[4' -t ert Alkdxyrbst Ibpdeatet/dnd-XC-CB-0-CHOBK Y -OHi-MACHZOH2| @Heil -Ca bedwoli Nol ei ne, ou un
sol 250" addi ¢)ieta GHlippei de phar maceuti quenent acceptable de co conposé.

*

t
Ry
30 - Y R []
o 3
t
Ry
35 bedeutet, worin jeder Rest Rs’ unabhingig einen Ci-Cs-Alkoxyrest bedeutet und Y ~(OCHz) -s-,
=(CHz)1 -5~ oder ~CH2 OCHz-bedsutet; oder
d) eine Gruppe
N0 —R
* ~cH N~ 4
2 \R
4
45 bedeutet, warin jeder Rest R« unabhéingig einen C:-Ci-Alkyl-, Cs-C7-Cycloalkyl-, Allyl- oder Benzyl-

rest bedsutet oder worin die zwei Reste Ry zusammen mit dem Stickstoffatom, an das sie gebunden
sind, eine Pyrrolidinyl-, Piperidyl-, Morpholinyl-oder Thiomorpholinylgruppe darstellen oder worin
zwei Reste Ro an benachbarten Kohlenstoffatomen einen Methylendioxyrest bilden, mit dem
Vorbehalt, daB dann, wenn ein Rest Ro etwas anderes als Chlor, Fluor, einen Methyl- oder
60 Methoxyrest bedeutet, ar nur In meta~ oder para-Stellung sein kann, '
oder ein pharmazeutisch annehmbares Siureadditionssalz davon zur Herstellung eines Arzneimitiels
zur Verwendung zur Hemmung von durch PAF vermittelte Bronchienverengerung und Exiravasation
und durch PAF vermittelte endoloxininduzierte Lungenschadigung.

s6 2. Verwendung nach Anspruch 1, wobei in Formel | jeder Rest R Wasserstoff ist, R wie in Anspruch 1

definiert ist und einer der Reste Ro Wasserstoff ist und der andere sich in meta- oder para-Steliung
befindet und wie unter b) oder c) in Anspruch 1 definiert ist.
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46 Pat ent anspr Uche Pat entansprUche fUr fol gende Vertragssta
Ci DE FR GB, IT. Li, LU NL, SE'1. Verwendung ei ner Verbi mﬂmmﬂﬁ@!" |||
Fornmel..1 50 8 L
N - EP 0 258 175 B1 ;28 11111111122 111 fIf
Il 111 1111 EP 0 258 175 Bl worin jeder Rest R unabhgngi g Wasserstoff oder
ein Q{Et%yvl,erng,ﬁ,gehg,t\,e,ﬁh AdUePF "ng,{; 9-stellung ist und Wasserstoff, Chlor -
oder einen G “-Ca-Al y rest outot und R2 einen Thienylrest, Furyl r est:
oder eine Gruppe 5 R 0~~R Ro 10 bedeutet, worin jeder Rest Ro unabhingig
Wasserstoff, Fluor, Chlor, g oRAI-I(yI- odor Ci -G o- Al koxyrest -
begeut et oder worin e V\as erstdff ist und der andere a) einen:
Tri-(CG -Ce-al kyI )sil y]t orr‘rﬁt hyl - oder Phen’}*Prest bedeutet; b) €ine
G uppe 15 ~~~~- JO ~~~~~mm~ ?
R3 bedeutet, worin jeder Rest Rs unabh~ ig) Wasserstoff, Chlor, Fluor,
einen G -C4-A kyl- oder C -Cs- Al koxyrwest bedeutet und X - CH20-, -OCHZ- ;
-@2-, -CH2CH2- oder -0- bedeutet; 25 C) eine Guppe R3 35
- bedoutet, worn jeder Rest Ra' unabhanglg el nen G - Ce- Al koxyr est bedeut et
und Y - °€'JCPI ‘155“"9'“’?: pghy 1 definierhgislund CH2 0CH2- bodout et ; odor d) ei ne Gruppe
40 _R - (a3 eiqeminionyirest, Furyirgsioder ginet GruRgg i n j eder Rest R4 unabhangi g ei nen Gi
~A- Al kyI , Cs -Cr7-Cycloal kyl-, Alyl- oder Benzyl- rest bedeutet oder

fin die zwei Reste R4 zusammen ni R0 §ogt¥kst of fat om an das sie
gebunden sind, eine Pyrrolidi+y idyl -, Morpholinyl-oder '
Thi onor phol i nyI gruppe darstellen .- ¥eriiwwei Reste Ro an benachbarten
Kohl enst of f at omen ei nen Met hyl endl oxyr est | den, mt dem Vorbehalt, dan
dann, wenn ein Rest Ro etwas anderes als Chlor, Fluor, eonen Methyl- odor
60 bedeulde WaA idR Rbst 1@ GhibRingig Shiof) Fﬁxorloﬂerrgﬁ%@& @Qﬂk;,@s’% lb@dedeodetélbr S€I N -
kann, QrEeResd MuVWAREGTAFHOM Ung abr dABSIE BBDR Mt Siidl baraSliing Bafaa ukd SRMOG,- ZUr
Her st eld; wngi-, STriEes-CAEIRyN &Iy cdérePdnylrest bedeutet oder wie unter b) oder ¢) in Anspruch 1

definiert ist oder
26 d)'sine Gruppe

—cry =
2 \a.
30 4

bedeutet, worin jeder Rest R4 ein Allylrest ist oder worin die zwei Reste Rs' zusammen mit dem
Stickstoffatom, an das sie gebunden sind, eine Pyrrolidinyl-, Piperidyl-, Morpholinyl-, Thiomorpholi-
365 nyigruppe darstellen, mit dem Vorbehait, da8 dann, wenn Ro' etwas anderes als Chior, Fluor oder _
eine Methylgruppe ist, es nur in meta- oder para-Stellung sein kann,
oder ein pharmazeutisch annehmbares S#Hureadditionssalz zur Herstellung eines Arzneimittels zur
Verwendung zur Behandlung von Tumoren.

w4 Verwendung nach Anspruch 3, worin in Formel Ib R und R, wie in Anspruch 1 definiert sind und Rz'"
einen Thienylrest, Furylrest oder eine Gruppe

- Ro
45 O

60 darstelit, worin Ro¥ in meta~- oder para-Steliung ist und einen Cz-Gg-Alkyl-, Tri~{C1~Cz-alkyi)silyl-,
Phenylrest bedeutet, wie unter b) oder c¢) in Anspruch 1 definiert ist oder
d)"sine Gruppe

v
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zur Verwendung zur Henmmung von durch PAF vermttelte Bronchi
und Extravasathon und durch PAF vermittelte endotoxini nduzi eﬁmm}l"”mm”m
Lungenschadi gung. 56 2. Verwendu % nach Anspruch 1, wobei
Rest R Wasserstoff !st, R we F% fUBh 1 definiert ist und einer der
Rest’s Ro Wasserstoff ist und der andere sich in neta- oder para-Stellung:
befi ndet und wie unter b) oder c¢) in Anspruch 1 definiert ist. 29 EP O
258 17581 . Re"c1 M S *3 "
Vervvendung ei ner Verbi ndung der FofBgkNI {N 4 10 worin Rund R. wie in
Anspruch 1 definiert sind und R2" einen i ﬁnyl rest, Furylrest oder eine:
G uppe 15 v .
RO. V bedeutet, worin jeder Rest Roll unabhangl g Chlor, Fluor oder einen C
-C6 -Alkylrest bedeutet oder einer der Reste Ro'v Wasserstoff ist und der
ander e Si Clbsdeutetranodn jedatcRestp” ®inShlighdsuistopdiyeidrin dit zweinBbstel M & RusaBdmehit Aoy | -
Tri-(G - CHlihsloffatyms,iah gbs- sicogsbundpingindy b-neetrrohrbwélqda;tPlpsntMgrunpedamﬂlleu b) oder - c)
in Aaspruch 1 definiert ist odor 25 d)'eine Guppe R -CHN '
4 30 8 Verbindung der Formel la R bedeut et ,
worln jeder Rest Rs' ein Allylrest i'st oder worin die zwei Reste R4
zusammen mt dem Stickstoffato gas Sig.gebunden sind, eine .
Ryrrolidinyl-, Piperidyl+ 1 yIs Th?om)rphol | - 36 nyl gr uppe
dardfellen, nit dem Vorbé wenn Ro~v gtwas anderes als Chlor,
Fl uor oder eine Methylgruppe i meta- ol® para-Stellung sein
kann, oder ein pharmazeuti sch anneh : rRaddi ti onssal z zur
Her st el | ung eines Arzneinmttels zur. Verwendg zur Behandl ung von Tum)ren
4. \grwendung nach Anspruch 3, worin in Fornel Ib Rund RlL wie In Anspruch
1 -def i ni efdrin fiuRE RHWE ifRnspruél 1GdRnidi &R VARG Sdinen EHEer&s@?EryPéi%de%lﬁHaG@déppe 46
50 darstelit, worin E{ov I n nmeta- odor para-Stellung ist und eonen )
C2- Cc- Al kyl -, TH-(C,-CS al kyl)silyl-, Phenylrest bedeutet, wie unter b)’
oder c) in Anspruch 1 definiert ist Ro™ ne G uppe 55 30 EP 0258.
175 2Bi 1 -1 -'

m'

bedeutet, worin ein Rest Ro" Wasserstoff ist und der andere einen Tri-(C1-Cs-alkyl)silyl- oder Phenyl-
30 rest bedeutet oder wie unter b), ¢) oder d) in Anspruch 1 definiert ist, wobei sich die Ro"-Substituenten
nur in meta- oder para-Stellung befinden k&nnen,

oder ein pharmazeutisch annehmbares Sﬁureadditionssalz davon.
6. Verbindung nach Anspruch 5, worin joder Rest R Wasserstoff ist, Ry sich in 8-Stellung befindet und wie
35 in Anspruch 1 definiert ist und Rz einen Thienylrest, Furylrest oder eine Gruppe :
6 - RO"'
‘.\ "40

bedeutet, worin Ro'" sich in meta- oder para-Stellung befindet und einen Tri~(Ci-Cs-alkyl)silylrest
bedeutet oder wie unter b), ¢) oder d) in Anspruch 1 definiert ist.

45 7. Verbindung der Formel la nach Anspruch 5, die 5-[4'-Piperidinomethylphenyl}-2,3-dihydroimidazo[2,1-~
alisochinolin oder ein pharmazeutisch annehmbares Sdureadditionssalz davon ist.

8. Verbindung der Formel la nach Anspruch 5, die 5-[4'-(3,4,5-Trimethoxyphenylethyl)phenyi}-2,3-
dihydroimidazo[2,1-ajisochinolin oder ein pharmazeutisch annehmbares SAureadditionssaiz davon ist.
50 '
9. Verbindung der Formel | wie in Anspruch 1 definiert oder der Formel Ib wie in Anspruch 3 definiert, die
5-(4'-t-Butylphenyl)-2,3-dihydroimidazo[2,1-alisochinolin oder ein pharmazeutisch annehmbares S#iure-
additionssalz davon ist.

56 10. Verwendung nach Anspruch 1 oder 3 einer Verbindung nach Anspruch 9.

11. Pharmazeutische Zusammensetzung enthaltend eine Verbindung nach einem der Ansprliche 5 bis 9
zusammen mit einem pharmazeutisch annehmbaren Verdinnungsmittel oder Tréger.
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R* /" ~~4 (2N bedeutet, worin jeder Rest Rs" ein Alylrest |st

di e zvvel Reste R4" zusammen nit dem Stickstoffatom an das si llﬂ‘ﬂmg!‘" II'I"IIII
sind, eine Pyrrolidinyl- oder eri ruppe darstellen. 10 5. Ver Mngs *
der. Formel la R~A 20 worin R LFchPD Wr¥’@q| n Anspruch 1 definiert sind und

R2' ‘ei nen Thienylrest, Furyirest oder eine G uppe 26 bedeutet, worin ein:

Rest T vghass rngéh%t.;fergiecgi DAY AP U SR W eyl 2 kyl)si 1yl - oder

rest eutet oder we unte or d) in Anspruch 1
def ' ”lse Wbridhfoh zur¥RiPRdIIusy &iter YorBindiRg et idmhd! tabl GEHNEH urdLs, Wl@ inEbSuchOSdiniert

par a- St ghé URORP N i HRElch B R nierOiS e Coinbs PRANIRABEH indiitbarn SALVERAKIS-

Saiyr eadgiiies QBOR,AkmiasSEAY Qas mBn d.b/eﬁtéur&déma VEBiRdung\a& Fotenv S, wori n j eder Rest R
Wasserstoff ist, Rl sich in 8-Stellung befindet und wie 35 in Anspruch

1 definiert ist und R2 ei nen Thi enyl rest, Furyirest odor eine G uppe -40
bedeutet, worin Ro'" sich i n met araRpt el | ung befi ndet und ei nen
Tri-(G - C3a|kyI)S|IyIres reOHnt er c) oder d) In
Angpruch 1 definiert ¢4 Jﬁ der Formav | a nach Anspruch 5,
die 5-[4'-Piperidi norret hyI p

! rhydr i m dazo[ 2, 1- a]isochinolin :
UK i gnssal z davon ist. & :
Ver bi ndung der Fornel |a nach Anspruch 5, di :

oder ein pharmazeuti sch annehnbar es Sa
8-1{4'-(3,4,5-Trinet hoxyphenyl et hyl ) phenyl ] - 2, 3-

di Rydr oi md zo 1 a] OChI g_ger el eut | sng nehnbar :
1 WI Spru IO m nspr an ege

fagr ?adgecf%nu pI( re: r E o% Jr'ag 8 tisc ﬁA‘nSpr UCh

5-(4" -t ad Agl ,aazo[ 2, 1- a] i SOChI noI | n odor ein '

phar rqazq%,haﬁgd@,rpgm,ar es SI ure- additionssalz davon ist. 66 10.
Verwendung nach Anspruch 1 oder 3 einer Verbindung nach Anspruch 9. 11.

Phar mazeut i sche Zusammenset zung ent hal t end ei ne Ver bi ndung nach ei nem der
AnsprUche 5 bis 9 zusamen nit ei nem pharQ@zeutl sch annehnbar en :
Verdt nnungsm ttel oder Trager. 31 O Y I T e I A A I O Y B B Y B @
L2 MS* EP O 258 175 Bl 12. Verbi ndungrmch gémem der Ansprtche 5 bis 9
zur Verwendung al s Pharnmazeuti kum 13. § ghren zur -Herstellung el ner
Ver bi ndung der Fornel la, worin R und R € in Anspygch 1 deflniert sind
und R wie in Anspruch 5 def iz i i :
annehnbaren S| ureaddi g .

en¥spr echende Ver bi n?yﬁsge

N

35
worin R und Ry wie in Anspruch 1 definiert sind und Ro" wie in Anspruch 5 definiert ist.

o Patentanspruche flir folgende Vertragsstaaten : ES, GR
\__"d"
1. Verfahren zur Herstellung eines Arzneimittels zur Verwendung zur Hommung von durch PAF vermittel-
ter Bronchienverengerung und Extravasation und PAF vermittelter endotoxininduzierter Lungenschiidi-
gung, umfassend, daB man eine Verbindung der Formel |

50

worin jeder Rest R unabhiingig Wasserstoff oder ein Methylrest ist,
66 R1 in 8- oder 9-Stellung ist und Wasserstoff, Chlor oder einen C1-Cz-Alkylrest bedsutet und
Rz einen Thienylrest, Furylrest oder eine Gruppe :
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\]/‘moe in Anspruch 1 deflni ert sind und R2 diein AnspE-lIJ-cﬁ éSf\lAJ? mm""w"mm””"’

angegebene Bedeutung hat, dehydé'%é nd die in freler Forrh oflert

Form ei nes pharmazeuti sch anneh eaddl tionssal zes erhal tene

Ver bi ndung gewi nnt. 14. Ver bi ndung der For mel Va Ro R Va 30

(8-or 9-) N 35 worin RundR wie in Anspruch 1 definiert sind und
Ro" wie in Anspruch 5 definiert |st efepRanspr Uche f U fol gende -
Vertragsstaaten: ES, GR 1. Verfa Herstel lung eines Arzneimttels:
zur Verwendung zur Henmung von durc rmttel- ter :

Bronghi enver engerung und Extravasation und AF vermttel ter

endot oxi ni nduzi erter Lungenschl di - gung, unfassend, daB nan ei ne Ver bi ndung
der For nmetledéutet, wosin jeder Rest Ro unabhiingig Wasserstoff, Fludr, Ghlor,isinep €ctS1o-ARy toddR Git€abhi ngi g
Wasser st ofMkoxyrelst bedaiitat diert weyih pie SestiRotWasstoff ist ulR] darandsre oder 9- Stel lung i st
und asser i ejfien TricGd-CGa-alkyliellyl-, drifluermeldyl- Gider Phduyltesicdotieutsdeut et und R2 ei nen
Thi €nayl restb)elPQuGWPFreest oder eine G uppe 32 * CL MEP 0 2568 175 B1.
RO-R 5 bedeutet, worn jeder Rest Ro unabhangi g Wasserstoff, Fluor, Chlor;
einen G -G o-Akyl- oder C, -G o- Al koxyrest bedeutet oder worin ein Rest
Ro Wasserstoff ist und der andere a) ejpaeQ TR, (C -C3-al kyl)silyl-

Tei fl uornethyl - oder Phenylrest bedeui {0 3 b) eine G uppe ~~ ~R 15
-X ™ 3 R3 bedoutet, worin jeder Rest v :

H| ngi g Wasserstoff, Chlor,
Fl uor, einen CO-C4 -Alkyl- odor Cl-Cs -—20 3 Al koxyrest bedeut ot und X

-CH20-, -OCH2-, -CH2-, -CH2CH2- oder -0- bedeutet; c) eine Guppe Rt3 26.30

bedeut et , \Waiduldt, WBAHEbdeRAB nB%na @Ehﬁm@oﬁm&nn&, eireR ONCKANYI 6ot chedeut et
und gy - (mmxyre'sfsbedeutétgﬁ?*:‘cﬂz z, - 86 deLdeBéutet,0der d) eine

G-uppe ¢) eine Gruppe
1
Ry
25 ¥
— L]
R
L}
Ry
30
U bedeutet, worin jeder Rest Rz' unabhiéingig einen C; ~C3-Alkoxyrest bedeutet und Y ~(OCHx) ~5-,

~(CHz)1 —¢- oder -CH2OCH.- bedeutet; oder
d) sine Gruppe

35

—Ry

S
Ry

-CHZN

40
' bedeutet, worin jeder Rest R4 unabh#ngig einen C:-C;-Alkyl-, Cs-C;-Cycloalkyl~, Allyl- oder Benzyl-
rest bedeutet oder worin die zwei Reste R+ zusammen mit dem Stickstoffatom, an das sie gebunden
sind, eine Pyrrolidinyl-, Piperidyl-, Morpholinyl- oder Thiomorpholinylgruppe darstellen oder worin
zwei Reste Ro an benachbarten Kohlenstoffatomen einen Methylendioxyrest bilden, mit dem
45 Vorbehalt, daB dann, wenn ein Rest Ro etwas anderes als Chior, Fluor, einen Methyl- oder
Methoxyrest bedeutet, er nur in meta- oder para-Stellung sein kann,
oder ein pharmazeutisch annehmbares S&ureadditionssaiz davon mit einem pharmazeutisch annehmba-
ren Tréger oder Verdinnungsmittel vermischt.

50 2. Verfahren zur Herstellung eines Arzneimittels zur Verwendung zur Behandlung von Tumoren, umfas-
send, daB man eine Verbindung der Formel Ib

56

33



35 -R4 -CH N 2, '-i40 bedoutet, worin jeder Rest R4 unabhm ; ' .
-C4- Al kyl -, C5-C7-Cycl oal kyl,-, Allyl- oder Benzyl- rest bed Iwmmmm .
die zwei Reste R zusammen Eqd%l,ﬁgl kstof fatom an das sie' gebumdem s | aal
si.nd, eine Pyrrolidinyl-, Pimﬁ r |- rphol i nyl - oder ]
Thi‘onmor phol i nyl gruppe darstellen oder worin zwei Reste Ro an benachbarte
‘Kohl enst of f at onen ei nen Met hyl endi oxyrost bilden, mit dom 46 :
Vor behal t, daB] dann, wenn grR _Resy _Bo gimas anderes als Chlor, Fluor, .
ei nen Met hyl - odor Mg 2er nur in meta- oder par a- Stel | ung
sei n kann, odor ein pharna nnehnbar es Sdufkadditi onssal z davon: ni t
elsnem phar mazeuti sch anneh r oder Verdfnnungsnittel verm scht.
so 2. Verfahren zur Herstellung Ni gneimttels zur Verwendung zur,
Behandl ung von Tunoren, unfas- send, dalR nman el ne Verbi ndung der Fornol |Db
56 33 o L #l EP0258175B19R 5 10 worin Rund R wie in Anspruch 1
definiert sind und R2'" einen Thienylrest, Furylrest oder eine G uppe ROV
1% worin R und Ry wie in Anspruch 1 definiert sind und R2"" einen Thienylrest, Furylresbg@éalp%{il:up rin '
j eder . Rest Roav unabhangig Chlor, Fluor oder einen G -C6 -Al kylrest :
bedeut et oder einer der Reste Rol ser wff ist und der andere einen:

-

s

- C2-Cs-Alkyl-, Tri-(CG -C3-all oder  Phenyl rest bedeutet odor w e
nter b) oder c) in Anspruch 1 def t 18 odor d)'eine Guppe 25 R4 -
b&eutet, worin jeder Rest R4' ein yl t ist oder worin die zwei Reste
R4' zusammen mt dem 30 Stickstoffatom an das sle gebunden sind,:
ei ne PY, Jegiei, %.W,L or F:%‘OR hefd Aﬁhgig YRR AR 0B leinePE L& -AIkyirestBédautet babi sk gr uppe
dar st e'dtr%stefﬂofv v&f@é& , rg‘a o ande@Binefl 8110, -AKBIFi-BPICY-aRfINRS o0ast beE@Bestl S

Chl or, pEdeuief oddFhAb bt oddR b)Y hESpHIBIP € détinert isesdenUr | N et a- oder. para- Stel L ung
sei'n kangyeird@Rippei N phar mazeuti sch annehnbares Saureadditionssalz davon mt

ei nem phar nazeuti sch annehnba- ren Trager oder VerdOnnungsmittel verm scht.
35 3 Verfahren zur Herstellung elnes Arzneinittels, unfassend, daR man
ei ne Verbi ndung der Formel |la 45 wori anRm'd RL wie in Anspruch 1 definiert
sknd und R2' einen Thienylrest, 'I@rz," r.qstR o.der ei ne G uppe Ro -‘

4

bedeutet, worin jeder Rest Rs' ein Allylrest ist oder worin die zwei Reste R:' zusammen mit dem
30 Stickstoffatom, an das sie gebunden sind, eine Pyrrolidinyl-, Piperidyl-, Morpholinyl- oder Thiomorp-
holinylgruppe darstellen, mit dem Vorbehalt, da8 dann, wenn Ro" etwas anderes als Chlor, Fluor
oder eine Methylgruppe ist, es nur in meta- oder para-Stellung sein kann,
oder ein pharmazeutisch annehmbares SHureadditionssalz davon mit einem pharmazeutisch annshmba-
ren Triger oder Verdlinnungsmittel vermischt.

35
3. Verfahren zur Herstellung eines Arzneimittels, umfassend, daB man eine Verbindung der Formel la

' S Rz "
3 ~.,d I\
: Ia
| R
e

45
worin R und R; wie in Anspruch 1 definiert sind und Rz' einen Thienylrest, Furylrest oder sine Gruppe

G-
50
Ro.

bedeutst, worin ein Rest Ro™ Wasserstoff ist und der andere einen Tri-(C1-Cs-alkyl)silyl- oder Phenyl-

66 rest bedeutet oder wie unter b), ¢) oder d) in Anspruch 1 definiert ist, wobei die Ro"-Substituenten nur -
in meta- oder para-Stellung sein k&nnen, oder ein pharmazeutisch annehmbares SHureadditionssalz
davon mit einem pharmazeutisch annehmbaren Tréiger oder Verdlnnungsmittel vermischt.
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bedeutet, worin ein Rest Ro" Wasserstoff i.st und der andere ei nen

5). ). odor ) | n*AnSpruon 1 Ggluert gt vibel i o %ﬂMlIIﬂIIﬂMIﬁHIIIJMIII
in nmeta- oder para-Stellung seE °E§ﬁﬂéﬁ oder ei n phar mazeuti’scH .
annehnbar es Sl ureadditionssalz davon mt einem pharmazoutisch annehmbaren

Tr ~gery, OP&Hanrdf 2 REHIORRG ohbrVerdifhuid 96 Formeida wie in: Anspruch 3 definiert oder eines
~~~~~~~~ phafazeutisch annehmbaren Shureadditionsdalzbd Lavbr, Jlﬂfgslzéndl‘ilgﬂlﬂaarl dio Johisplethehde2 68 176

Bi 3N C  vérbindung der Formel V . Verfahren zur .
Herstel | ung el ner Verbindung der Formel la wie in Anspruch 3 definiert oder
ei ngs pharnmazeuti sch annehnbaren Saureadditi onssai zes davon, unfassend, :dal
man di e entsprechende Verbi ndung \RH R -ON 10 W WOri n
Rund Rl wie in Anspruch 1 ® die in Anspruch 3 die fUr
R2' angegebene i6 Bcdeutygp tislert u¥d die In freler Form
oder in Form ei nes pharnmazeuti’sch Saur eaddi ti onssal zes
srhdl t ene Verbi ndung gewi nnt. 5. VErfahhen n chgﬁnspruch 1, 3 oder 4, worin
di e Verbi ndung 5-[4'-Pi peridi nonet hyl phenyl ] 2R,

di hydr oi m dazo[ 2, 1- a]isochinolin oder ein phar mazeuti sch annehnbares

Saureaqdltl SS z davan ren n i pruch 1 3 6der
1 RS R e,

?M'VErfahren nach Anspruch 1 oder 2,

wor i n gdi @myﬁsrb'n U ARspnic 4r % %uéryhp s‘rmyh.L fartiddhd b PidtlidliaRingionsn }.z 3-

i sochi no&.ﬁ %[wa].se Miih Stfebin26U8 ﬁsare%asm ﬁgsapaa% ¢ davon
i Sty 30 3 ---4 .

.~ 6. Verfahren nach Anspruch 1, 3 oder 4, worin die Verbindung 5-[4'-(3,4,5-Trimethoxyphenyiethyl)phenyl}-
2,3-dihydroimidazof2,1-aJisochinolin oder ein pharmazeutisch annehmbares S3ureadditionssalz davon
ist.

25 7. Verfahren nach Anspruch 1 oder 2, worin die Verbindung 5-[4'-t-Butyiphenyl]-2,3-dihydroimidazo[2,1-a]-
isochinolin oder ein pharmazeutisch annehmbares S3ureadditionssalz davon ist.
- 30
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