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7- Car boxynmet hoxy- Furo- (3, 4-c)-Pyri di ne-Derivatives The invention relates to
7- carboxynethoxy furo-(3,4-c)- pyridine derivatives and to a prqcess for

t heir- qeparatlon and to pharmaceutical conpositions contalnlﬁbii

|ﬂvent\+ provi des 1, 3-'di'hydro-6-nethyl -furo- 5 (3,4-c¢)- pyrldlne
/derlvat ves of the general formula I : [ery]_wherein each of [err] and
[err] independently represents a hydrogen ‘atom a straight chain saturated
or unsaturated hydrocarbon group having from1l to 5 carbon atons, a '
het erocyclic group having up to 6 ring atons, a carbonnnocycllc
group, a 10 phenyl al kyl group or a phenyl al kenyl group, each of the groups
represented by [err] and [err] being unsubstituted or being
substituted by one or mor e chl orine or quorlne atonB Lrifluoronethyl
gr oups, 7al0ayb orymmets : 3 : g HVIEFXy groups haV|ng(@
from1l to 5 carbon atoms, alkylthio 15 groups haV|ng froml to 5 carbon
atons, dial kyl am no groups in which each alkyl group has from1l to 5 carbon
at ons, dlalkylan1noalkoxy groups in which each of the two al kyl groups and
t he alkoxy group has,from1 to 5 carbon_ at ns or. [err

- (N-pyrrolidiny®hes] %%%?“5#8&p§e|1r13'6\ﬁ§cﬁ°t & cg%&pf@!e ’#asf'ﬂl’Bm(‘l"t‘o 59~
car bog ﬁ}-?ﬁaﬁﬁd &ffﬁ?leieétss a&xdﬁytbOgeprut:essmfogeuhatm:mdpremdrémblmerand
provi des™ p naceutlca acce S S c unds. 5
The coﬁﬁo? %ﬁﬁﬁﬁﬁ?ﬁg ﬂaéi?f#ﬂ% 8%%? éggg %g@%'

The invention proviaes 1,3-dihydro-6-methyl-furo-
5 (3,4-c)-pyridine derivatives of the general formula I : :

wherein each of Al and Az independently represents a hydrogen
atom, a straight chain saturated or unsaturated hydrocarbon
group havmg from 1 to 5 carbon atoms, a heterocyclic group
having up to 6 ring atoms, a carbomonocyclic group, a
10 phenylalkyl group or a phenylalkenyl group, each of the groups
represented by Ay and 'Az being unsubstituted or being
substituted by one or more <chlorine or fluorine atoms,
trifluoromethyl groups, alkyl groups having from 1 to 5 carbon
atoms, alkoxy groups having from 1 to 5 carbon atoms, alkylthio
15 groups having from 1 to 5 carbon atoms, dialkylamino groups in
which each alkyl group has from 1 to 5 carbon atoms,
dialkylaminoalkoxy groups in which each of the two alkyl ‘groups
and the alkoxy group has from 1 to 5 carbon atoms or a- or B-



‘interest for their therapeutical activity, principally in the fields of
diuresis, the |owering of ‘bl ood pressure and ki dney protection, and as

ﬂantl-hlstan1n|c agents. The invention further provides a processA
the 10’ preparation of 1, 3-di hycr @ 6= et hyl -furo-(3, 4-c) - py |\®1
deriwvatives of the general fornula | as above defined, the proces
conpri’'si ng treating a conpound of the general fornmula Il [err]

uher ei L8 bl rbilidinyalld s ey drlttigmani ngsi s crhid el kapcy henoegovas 16rom
wi th ethyl g

ronoacetate _at f
di met hyl ¥ otRam® d€aT atams ﬁ’?%gq{ tﬁ rF«?&’flttéan? ‘&sﬁﬁa\?\n tc’% sottPa9ee”
hydr oxi dgeodihe Sandt |mmopn-dsyidempﬂnrﬁmtedaiiydmemedbla ealts
"British Patent_ No 20925865. The i nvention al so' prOV|des a
phar naceef | SAFh2FOME tion conprising a .
T3« di hydro-6-net hyl -furo- (3, 4-c)- pyrdlne derivative of the general

forpula | as abo def C y ce
such a corrpound m‘g? ggWI ![%n érac?'lfltmt y Iggiﬁﬁfka:b e d| uent°f
or carri ghterest3- f&hetlht\mt tbarla‘pedttmlata&j:bylthe pslinsdpal bk adpl &

3?,”3: ﬁe%zelésd'&d59u§e§1@,l EhleliRbe /1A' R YHELE8X priddstide. 4nd) ‘kxdney

protection, and as anti-histaminic agents. .

U | " The invention further provides a process for the
10 preparation of l,3-6ihydro-G-méthyl—furo—(3,4-c)—pyridine
derivatives of the general formula I as above defined, the
process comprising treating a compound of the general
formula II :

HO Il
C
B3
{\) wherein Al, Az, and R have the meanings ascribed to them above

15 with ethyl bromoacetate at 10-70°C in the presence of
dimethylformamide and hydrolysing the resultant ester with
sodium hydroxide. a

The starting compounds 1II may be prepared as described
in our British Patent No 2092586.

The invention also’ provides a _ pharmaceutical

20 composition comprising a 1,‘3-6ihydro—s-niethyl-furo-(3,4-—c)-

pyrdine derivative of the general formula 1 as above defined or

a pharmaceutically acceptable salt of such a compound in

admixture with a pharmaceutically acceptable diluent or
carrier. .



5

stlrrlng nmeans, there was poured 300 m of dried ] _

di met h fornan1de, 4.8 g of sodium hydride, and slowy, under stirring, v

38.1 g~(0\1 nol) of 1,3-dihydro-3-ethyl-6-nethyl-7-

hydr ox ro-(3,4-c)- pyrldlne The tengerature was raised to 10- 40C and

the m e was stirred at that tenperafure for one hour. There was then

added show y, at 20C, 11.4 n (0.11 nol) of ethyl bronpacetate. Stirring

was carried out f r s X ho t ek i '

evaporated to dr t';ég gL ‘i\%\g&;&%tteﬁe Hye %%@%ﬁﬁfane sﬁed

wth water, 15 repreC|p|tated, filtered off; drled and recrystallized

frompetroleumether. Yield 21 g (79 % of a whi t e crystalline product,

el enental anal ysis of which showed good correspondence with the formula -/

C14H19hKnEgamgletbe ethyl ester of the title conpound) 20 The

ester th 1o)

with 100uf P04 .

water. atPYBi@igefor two hours ; after cooling, there was added dropmnse

under stirring, 200 nt of 10 %acetic acid and 100 Ml of water, while

mai nt.ai ni ng the 2 er T |.o ] r | I C

appegr ed was sepaf’é{ém% %‘w ‘ilQ\%aS‘#%é’éééf fl-g%%do vﬁﬁkp &?{ﬁlw Eoo&mg

and recryanéllm&mtr1mgonmeaas, Wmhered|ggg|uppgmed .@Oornm;ur@f dried

acetoni t rdkﬁéﬂﬁ#ﬂ???ham(ﬁg 5Q);8 -Frh%fﬁ %dihﬁuﬁy@?:tﬂeﬂec’eﬂ@ Qléw. dud@e¥

of a white crys I ne pro duct”, enent al i. Sj s .30 ph ? ggei good

corr espong@bhEsingrh dehd 9r f-3 [’E‘P} el k4 ggbm’ﬂfoZiZFE Y?‘ TOECOV Y.
hydroxy-furo-(3, 4-c)-pyr1dlne. The temperature was ra1sed to.

10 40°C and the mixture was stirred at that temperature for one

' hour. There was then added slowly, at 20°C, 11.4 ml (0.1l mol)
of ethyl bromoacetate; Stirring was carried out for six hours,
after which the reactlon mixture was evaporated to dryness. The

_ residue was taken up in d1chloromethane, washed with water,

15 reprecipitated, filtered off, dried and recrystallized from
petroleum ether. Yield 21 g (79 %) of a white crystalline
product, elemental analysis of which showed good correspondence
with the formula c14nlgN04 (i.e. the ethyl ester of the title
compound) . -

W,

20 The ester thus obtained - 20 g (0.74 mol) - was treated
in the same reactor with 100 ml of ethanol, 11 g (0.275 mol) of
soda tablets and 200 ml of water, at reflux for two hours
after cooling, there was added dropwise, under stirring, 200 ml
of 10 § acetic acid and 100 ml of water, while maintaining the

25 temperature below 20°C. The precipitate which appeared was
separated @ off, = washed tWiee with _water, . dried and
recrystallized from a warm dissolution in  mixture

'acetonitrile/methanol (50/50). There was thus obtained 10 g
(yield 80 %) of a white crysta111ne product, elemental analysis
30 of which showed good correspondence with the formula C12H15N04.

Into a two litre reactor fitted with marn1ng, cool ing and

Melting po1nt 212°C (Tottoli).



Exanpl e 2 1, 3-di hydro- 3-vin; 1- 3-p-thi onet hyl phenyl - 6- net hyl - 7- car boxy-

met hoxy-furo-(3,4-c) -pyridine This conpound has been prepared by

Jret hod descri-bed 5 in Exanple 1, from

1, 3-di hydr o- 3-vi nyl - 3- p- t hi onet hyl phenyl - 6-

met hyl - 7- hydroxy-furo-(3,4-c)-pyridine. gYield 42 %of a white ¢ talline

product-. el enental analysis of which showed good correspondence with the

formula [err]. Mel ti ng point 191-194[err]. 10 Exanple 3 :

1, 3- dihythgké¥g§§ny 6- net hyl - 7- car boxynet hoxy- furo (3,4-c) pyridine This
as_be I f

conpound n prepared by the net,
P ol nyar sl SR E fng) -3 5 R

e he p=me L 3 ;
67 % of méthggyéfuroﬁysgaLblnggﬁddnet elenental analy5|s of whi ch
showed good correspondence with the formula [err] Mel ti ng point 220[err]
Eeaimple 4 1, 3- di hydr o- 3- p- chl or ophenyl - 6- net hyl - 7- car boxymet hoxy- f ur o-
(3, 4-c) - pyri di ne TRhis conmponndhheshbernppsepased oy thermethn eﬁtwma*de'ﬂn
Exanpge  ljp &Qﬂbie31d' hfPéﬂ 3, ﬁ-ahhge%h@awy@wwh1%methylpheny1-s-
0

hydr oxy-furo C) - di ne. crystalline

pr oduct , M'&? ¥9§Y’5WF°MP@H"§I¥GM&‘S&0& 2c¥ieldr 4dpdndefice white
t he formﬂ: st£11line Wdautgz, penah\ea%ﬂ%ﬂyhs%mwxéh showed good

1, 3-di hydrgorrgsgclaﬁjgér?gher%.th TRe hyéorrm? y'ﬁet W% fur(hel’l:mg point
191-194°C.

e o of

10 Example 3
1, 3-dzhydro-3-pheny1-6-methzl-7-carboxymethoxy-furo-(3 4-q)—

pyridine

This compound has been prepared by the method described

in Example 1, from 1,3-dihydro-3-phenyl-6-methyl-7-hydroxy-

15 furo-(3,4-c)-pyridine. Yield 67 % of a white crystalline

product, elemental analysis of which showed good correspondence
with the formula C,gH15N0,- Melting point 220°C.

Example 4 °
\; 1,3-dihydro-3-p-chlorophenyl-6-methyl-7-carboxymethoxy-furo-
20 (3,4-c)-pyridine

This compound has been prepared by the method described
in Example 1, from 1,3-dihydro-3-p-chlorophenoxy-6-methyl-7-
hydroxy-furo-(3,4-~c)~pyridine. Yield 63 % of a white
crystalline product, elemental analysis of which showed good

25 correspondence with. the formula 015H14N04C1. Melting point
226-230°C.

Example 5
1, 3—dlhydro-34p-fluog4phe l-6-methyl- 7—carboxymethoxy—furo-
(3,4~c)~-pyridine

30 . This compound has been prepared by the method described



(3,4-c) -pyridine 30

descri bed
1, 3- dlhydr

-carboxy~"'hoxy furo-(3,4-c)- pyr|d|ne‘ﬁnis conmpound has been prepared by

t he met hod descri bed |n 10 - Exanple 1, from

1, 3-di hydrq trifl neth en | - 6- . N

“met hyL-7- Hdeginﬂﬁr ,( 1552 ¥H5°‘?FEFJLd@%ﬂﬂ“%f&&fﬁ?ﬂ%??%%alrine

product, ekapambab-&nabysssket)m@ychd$homeu1good4enrpﬁspondeﬂce with the

formula [e
1, 3-Di hydr
-nethyl-

prepargd byql,

1, 3-di hydr
- et hoxy] -p
white crys
correspond

10

-5- in Exanple 1, from

a white crystalline product, elenental analysis of which
correspondence with the formula [err]. Melting point 5 -

arrple 6 1, 3-Di hydro-3-p-trifLuoronethyl-phenyl -6-nethyl -

:grr%s{t%/l?ltlnggp?%_ductzogq ]q%al %'m' enylh}’l%c-h showed good

rr] pyrfotidiny
- carirespondence- Wun¢-¢®e4forq@wa(ﬂﬂgﬂ{ﬂﬁﬂﬁgxnﬁxﬂwmhmaﬁobeen
Jrethod described in Exanple 1, from
0- 3-{p- [[err] (N-pyrrolidinyl)- 20

henyl ) - 6- met hyL- 7- hydroxy-furo-(3,4-c)-pyridine. Yield 71%of a

exlalmipt@ Broduct, el enental anaIySis of which showed good
; %eo1hy2ro-§-p-t f%u %QUetdwﬁ #¥LJ¥Né“m£éﬁyf¥{l

—carboxxmethoxx-furo—(SLA-c)-pyr1d1ne

This compound has been prepared by the method described in
Example 1, from 1,3-dihydro=3-p-trifluoromethyl-phenyl-6~-

-methyl;T—hydrOXy-fgro-(3,4-c)-pxridine. Yield 58% of . a white

crystalline product, elemental analysis of which showed good
correspondence with the formula CqoH 14F3N04. Melting point

’ ZOOOC-

15

20

25

30

Example 7 :
1,3-Dihydro=-3-{p~[B-(N-pyrrolidinyl)-ethoxyl=phenyl}=~6-
-methyL-?-carboiymethoxy-furo-(3;4-c)-pyridinef

This compound has been prepared by the method described in
Example 1, from 1,3-dihydro-3-{p-tﬂ-(N-pyrroLidinyl)-_
-ethoxyl-phenyl}=é-methyl=-7-hydroxy=-furo=(3,4~c)-pyridine.
Yield 71X of a white crystalline producf, elemental analysis
of which showed good correspondence with the formula
CopHagNa0g. Melting point 197°C.

Example 8 o - : -
1,3=-Dihydro=-3-%~thienyl~-6-methyl~7?-carboxymethoxy-furo~

=(3,4=c)-pyridine

This compound has been prepared by the method described in
Example 1, from 1,3-dihydro-3-X-thienyl-6-methyl=7-hydroxy-
=furo=(3,4-c)-pyridine. Yield 73% of a pale beige crystalline
product, elemental analysis of which showed good
correspondence |

0- 3- p-fl uor ophenyl - 6- net hyl - 7- -hydroxy-furo-(3,4-c)-pyr|d|ne.

Thi s conpound has been prepared by the nethod

o ~
RN
-
=

e



fExaane'B 25 1, 3-Di hydro-3-[err]-thienyl -6-nmethyl -7-carboxynet hoxy- f ur o-
-(3,4-c)-pyridine This conpound has been prepared by the nethod descri bed

»ln Exanpl-e~1, from 1, 3-di hydro-3-[err]-thienyl-6-methyl-7-hydroxy

*.furo- (3,4-c)-pyridine. Yield 73% of a pale beige crystalline 30uct

el emgptal anal ysis of which showed goqQd g£orrespondence -6- Wit

formula [err]. Melting point 172-174[ err Exanple 9

1, 3-di hydr o- 3-n-pentyl -3 , 6-di net hyl - 7- carboxynethoxy furo-

(3,4-c¢)- PYEEA! 5 Thi ) papgdchy the nethod

descri bed |%ﬁ Eﬁe fprmui.a fl-ﬁgr%3mﬁ(y§ di hydro fﬁfggn?zg Mg Ccil met hyl -

hydr oxy- f ur o- ( 3; 4- c) pyri di ne. Yield 76 % of a white crystalllne'

product, Egg gtgl anal ysi s of - whi ch showed good correspondence with the

) 0

-pyr|d|negjpascgegycuﬂdnbas been prepared by the nethod descrrbed in.
Exanple 1 roml, 3 ydr o- 3- m chl or ophenyl - 3, 6- dlnethyl 7- 15
hydroxy-furo-(3,4-c)-pyridine. Yield 61 %of a %stalllne product ,
the &nalysis of wEhiA compeund dqa diten @repapeddbrcshe nethed feseriped

[err]. Meihi ngxBRble 184[efrom 1,3-dihydro-3-n-pentyl-3,6-dimethyl-7-
' hydroxy-furo-(3,4-c) -pyridine. Yield 76 % of a white

crystalline product, elemental analysis of which showed good
correspondence with the formula C16323N04. Melting point 211°C.

.10 . Example 10
1l,3-dihydro~3-m~-chlorophenyl-3,6-3dimethyl~7-carboxymethoxy-

furo~(3,4-c)-pyridine

This compound has'been prepared by the method described

in Example 1, from 1,3-dihydro-3-m-chlorophenyl-3,6-dimethyl-7-

15 hydroxy-furo-(3,4-c)-pyridine. Yield 61 $ of a crystalline

'prbduct, the analysis of which showed acceptable correspondence
with the formula c17HlGCIN°4' Melting point 184°C.

\p: Example 11
~ 1,3-dihydro-3,6-dimethyl-3-p-chlorophenyl-7~carboxymethoxy~
20 furo-(3,4-c)-pyridine

This compound has been prepared by the method described
in Example 1, from 1,3-dihydro-3,6~dimethyl-3-p-chlorophenyl-7-
hydroxy-furo-(3,4~c)-pyridine. Yield 43 $% of a white

'crystalllne ptoduct, elemental analysis of which showed good

25 co::espondence with the formula C17H16C1NO4. Melting point 201-
20 c.

Example 12

1, 3—d1hydro-3-p-fluorqphegy1-3 6-d1methxl-?-carboxymethoxz—
_furo-(3J -c) ~pyridine




"Exanpl e 11 1, 3-di hydro- 3, 6-di net hyl - 3- p- chl or ophenyl - 7- car boxynet hoxy- 20
“furo-(3,4-c) -pyridine This conpound has been prepared by the nethod

described in Exanple 1, from 1, 3-di hydro-3, 6-di net hyl - 3- p-chl or ophenyl -,7- -
hydr oxy- fur o- (3, 4-c) - pyri di ne. Yield 43 % of a white crystalline

pr oduct { ement al anal ysi s of which showed. good 25 correspondence-with

the formurad Cl7H16C NO4. N@Itlng poi nt 201- 206C. Exanple 12

1, 3-di hydro- 3- p- quorophenyI dlnethyl 7- car boxynet hoxy- furo- (3, 4- c)

-pyridi ne  Thigp RAY HEa @bbyeaha MehROhetefsd idwsk fbed
Exanple 1, from 1, 3-di hy

fl h
7- hydr oxyiﬂ uﬁ%)a'(‘Bie4Jc) p§/¥‘?’8| Re i 383 enyi/'BTgﬁ“EF?gP‘\éF‘Mlné 'rﬁ"cﬁ:l’dﬁ?th-?ﬁe
anal ysi s -pih Sy SEPred(3p468) imw.spmmess % Wiofh aherystallbine

[err] ti t 184- 86 err

15 g hycmc‘éf’ce{’ FLIS m%y . ARG Sadied achepsakls GoriesEengence
- pyrsdl newiith sttm)ntmumllaaelg %mo%oarmnbynq hpomthéalld'df&ﬁrﬂcbed 10. in
Exanple 1, froml, 3-di hydrG-3-¢€thyl-3-n-butyl -6-nethyl - '
hydr oxy- f uro- (3, 4- c) pyri di ne. Yield 78 % of a mhlte crystalline
product , Bxammle al3 anal ysi s of whi ch showed good correspondence with the

formul a GLE6R34 1h£§%&*§geEﬁyEL3l%ﬂHﬂ;ﬂl-éﬁﬁ€Ehfll4-carboxzmethoxz-furo--
{3,4-c) -pyridine

. , _ . _ ~;)
This compound has been prepared by the method described

10 in Example 1, from 1,3-dihydro-3-ethyl-3-n-butyl-6-methyl-7-
hydroxy-furo-(3,4-c) -pyridine. Yield 78 % of 'a white
crystalline product, elemental analysis of which showed good
correspondence with the formula C16323N04 Melting point 193°C.

- ggle 14 _ _
15 3-dihydro-3-ethyl-3-C -furgl—s-metny1-7-carboxgmeth0xy-furo-

13,4-cz—gzr1d1ne

- This compound has been prepared by the method desctibed

in Example 1, from 1,3-dihydro-3-ethyl-3-qa ~furyl-6-methyl-7- N
hydroxy-furo-(3,4~c) -pyridine. Yield 71 ‘% of a crystalline
20 product, elemental analysis of which showed acceptable
cofrespondence with the formula C16317N05. Melting point 169°C.

Exaggle 15
1,3-dihydro-3-vinyl-3- -meth lthiophen 1-6-meth l—7-carbox -

methoxy~furo-(3,4-c)~pyridine

25 . This compound has been prepared by the method described
in Example 13, from 1, 3~dihydro-3-vinyl-3-p-methylthiophenyl-6-
_methyl-?-hydroxy-furo-(3 4-c) -pyridine. Yield 81 & of a
crystalline product, elemental analysis of'”éhich showed
acceptable co:reépondence with the formula 019819N04S Melting

30 point 191-194°C.



“15 1, 3-di hydro-3-ethyl-3- [err] -furyl-6-nethyl-7-carboxymet hoxf uro- ,

(3,4-c)- pyri di ne Thi s. conpound has been prepared by the net ho I bed in

sExanple 1,” from 1, 3-di hydro-3-ethyl-3- [err] -furyl-6-nethyl- ®.

hydr oxy-furo-(3,4-c)-pyridine. Yield mél_ % of a crystalline 20 product,
d

el enental .- analysis of which sho accept abl e correspondence mnth
“the forrmula [err]. Melting point 169[err]. Exanple 15

1, 3- dihygro-Sgé S%I-S p- met hyl t hi ophenyl - 6- net hyl - 7- car boxy-

met hoxy- ) -Pyridine 25 Thi s conpound has been prepared
by the ngfBeditydro: hen l'Iﬁvﬁethyl- ~carboxymethoxy-furo-
1, 3- d|hy ] ;dTEt hyl t hi ophenyl - :

met hyl - 4-c) - pyri di ne. Yleld 8l % of a crystalline
product el enental anal ysis of which showed accept abl e correspondence with

the formula [errkhst@dﬁ nd) hdoibéed Préfared by theametﬁﬁﬂnaégclﬁbed

1,3 g1 hvgeows pR S e Lol pediiands NG

|n Exanmph dkoﬂyuﬁﬁ:béi3#4&@U€p§rbOEﬂyL -piedldyl 5G-netghyl oF& a white

hyd f f t |
ot oduct, © 3&%&&3&  BEGRNEES; pdnkhind, dpatuhil, of unteh CafoNER" add
forml a mmgmdamemgtlpotm foshula] czw% 1 Me tmg point 223°C

U Example 17
10 1,3-dihydro-3- a-furyl-3-p-methylthiophenyl- 6-methy;-7-carboxy-
methoxy~furo-(3,4~c)-pyridine

This compound has been prepared by-the method described
in Example 1, from 1,3-dihydro-3~ a-furyl-3-p-methylthiophenyl-
6-methyl-7-hydroxy-furo-(3,4-c)-pyridine. Yield 43 % of a

15 crystalline product,-elemental analysis'of which showed good

‘correspondence with the formula C21H19NOSS._ Melting point
139°C.

For the 4-bromo or chloro 7-carboxymethoxy derivatives,

the detailed preparations will not be repeated. Only the name

20 of each compound, the name of the corresponding starting

material, the yield, the formula and the melting point will be
given. :

Example 18

1, 3-d1hydro—3-ethzl-4—chloro-6-methyl 7-carboxymethoxy—furo-
25 (3,4-c)-pvridine

_ From 1,3-dihydro-3-ethyl-4~chloro-6-methyl-7~hydroxy-
furo-(3,4~-c)-pyridine.

Yield 55 % . Formula C,3H;gC1NO,. Melting point 181°C.



10 .1, 3-di hydro-3- [err]-furyl-3-p-nethylthiophenyl-6-nethyl-7-carboxy-
-nethoxy furo-(3 ,4-c) -pyridine This conpound has been prepared by the
nmet hod desgribed in Exanple 1, from 1, 3-di hydro- 3- '
a-furyl met hyl t hi ophenyl - 6-net hyl - 7- hydr oxy-furo-(3, 4-c) - pyrldlne
Yield % of a 15 crystalline prodgct, elenental analysis of which
showed -sed correspondence with the fornila [err]. Melting point 139[err].
For the 4-brono or chloro 7- car boxynet hoxy derivatives, the detailed

.preparatlﬁgggﬁgkllgot be repeated. Only the name 20 of each conpound,

the na : correspondlno startlng naterlal the yield, the
formul a ahg3rgdhydrom3s f=cagb ethoxy-furo-

1, 3- dlhydgg Q_gzhéhrﬁaqmeoro 6- nethyl 7- carboxynethoxy furo- 25
(3,4-¢)-p - di hydr o- 3- et hyl - 4- chl or 0- 6- net hyl - 7- hydr oxy-
furo-(3,4-c)-pyridine. Yield 55 %.. Fornula C13H16 C NO Melting point
181[err]. - 9- Example3*31hydro-3-n-buty1-4-chloro-s-methyl-g—hydroxy-
1, 3-q¢i hydrQ b t r g- 6- et hyl - 7- car boxymet hoxy-furo-- (3, 4-c

pyr i%di %e%EF8 3 g’é)hé’ﬁ(}@ n-but y X 4- chl or o- 6= ?/ret hyl ¥ hydrox - 5 :
furo (3, 4¥cklﬂyrBG|%ne thﬂuiaEﬁﬁgﬂzo¢bﬂﬁykaMFé¢ﬂP9 pelinthg
170[err].

Examg;e 20 |
1,3-dihydro-3—p4chloropheny;-4-bromo-G—methyl-?-carboxymethoxx:
furo-(3,4-c)-pyridine '

10 | From 1l 3-d1hydro—3-p-chlorophenyl-4-bromo-s—methyl-7-
hydroxy-furo-(3 4-c)-pyrldlne.
Yield 53 &%. qumula C16H13BrC1NO4, Melting point 19%4-196°C.

- Example 21
;i3—d1hydro-3-m-tr1f1uoromethylphenyl-4—bromo-G-methyl-?-

15 carboxgmethoxz-furo-(B,4-c2-Ezrldlne

From" 1,3-dihydro-3-m-trifluoromethylphenyl-4-bromo-6-
methyl-7-hydroxy-furo~(3,4~c) -pyridine.
Yield 43 %. Formula C,.H,3BrF;NO,. Mel.tlng point 207-209°C.
Example 22 :
20 1,3-dihydro-3-p-methoxyphenyl- 4-chloro-s-methyl-?—carboxy-
methoxy—-furo=(3,4-c) -pyridine

From 1 3-d1hydro-3-p-methoxyphenyl-4-bromo—G-methyl-
7-hydroxy-furo-(3, 4-c) -pyridine. _ _
Yield 48 $. Formula C,.H; CINO.. Melting point 178°C.

25 Example 23
1, 3—d1hydro-3-p—methy1th1Qpheny1-4-bromo-s-methyl 7—carboxy-
methoxy-furo-(3, 4-c)-pyrldine




iExaque 20 1, 3-di hydr o- 3- p- chl or ophenyl - 4- br ono- 6- net hyl - 7- car boxynet hoxy-

furo-(3,4-c)-pyridine .10 ° From ;
ul, 3-di hydr 6- 3- p- chl or ophenyl - 4- br ono- 6- et hyl - 7- hydr oxy-furo- (3 @
,4-c)-pyridine. Yield 53 % Formula J[err]. Melting point 194-196[er
Exanple 21-1, 3-dl hydr o- 3- n}trlfluoronethﬁbphpnyl¥4-bronn-6-nethyI-7 15
carboxynethoxy furo-(3,4-c)-pyridine Fro
1, 3-dithydro-3-mtrifl uoromnet hyl phenyl - 4- br ono- 6-
met hyl - 7- hydr oxy- f (3,44cC E.a ) ~he Lting
poi Nt 207- 209[enﬁé¥é§ ¥ §23§39w£3 3-H-SL L R 1 SR EHY B4 BELmoug
1, 3-di hydm&ﬂﬁtb@dypﬁ!nﬁﬂrmrdﬁlodm)&mmnqi car boxy-
met hoxy-f )g PYr r S. Meltin -159°C.
1, 3-di hydr o%i& %?h%x%pﬁgiri?g-lg- g:g]arlrié%rr?e?%y - 7- hlf/dgr o?(?/l?ﬁré? 15
ﬂ~c) pyridine. Yield 48 % Fornula [err]. Melting point 178[err]. 25

Exanple Zhghf‘ﬂbhzdro 3-p- nethylthlophenyl 4- br onp- 6- et hyl - 7- car boxy-
met hoxy / F1o -
1, 3- d?hydr . m - ni 1-4-ch 416-methyl-7-carboxymethox
met hyl - h@ggg;ggig:gltgzg_ﬂ}ggyr|d|ne Yleld 38 %. Formula [err].

Mel ting p0|nt 157-159[err]. Exanple 24

From 1,3-dihydro-3- a ~thienyl-4-chloro-6-methyl-7-
hydroxy-furo-(3,4-c)-pyridine.

~ Yield 35 3. Formula C14H12C1N04S. Melting point 149-151°C.
10 Example 25
l, 3-dlhydro-3L3L§-tr1methyl-4-chloro-7-carboxymethoxy-furo-
(3,4-c)-pyridine
From l,3-dihydro-3,3. 6-tr1methy1 4-chloro-7-hydroxy-
. furo-{3,4~-c)-pyridine. :
15 Yield 51 %. Formula C12H14C1NO4. Melting point 192°C.
Example 26
" 1,3-dihydro-3-phenyl-3,6-dimethyl-4-chloro-7-carboxymethoxy-
\) furo-(3,4~-c)-pyridine

From 1 3-dihydro-3-phenyl-3 6-d1methyl—4-chloro-7-
20 hydroxy-furo-(3 4-c)-pyridine. :
Yield 47 %. Formula C17 1601N04. Melting poznt 181-183°C.

Example 27 _ _
l,3-dihydro-3fp-chlorophenyl—3,6—6imethy1-4-bromo~7—carboxy-
methoxy-furo-(3,4-c)-pyridine

25 -From 1, 3-dihydro—3-g-chloropheny1-3 6-d1methyl-4-bromo-
7-hydroxy-furo-(3,4-c) ~pyridine.
Yield 46 %. Formula C17 15BrC1N04. Melting point 180-182°C.



.5 1, 3-di hydro-3- [err]- thlenyl 4- chl or o- 6- et hyl - 7- car boxynet hoxv-
furo: (3 4-c)-pyridine From1, 3-di hydro-3- a -thienyl -4-chl oro-6-nethyl -

hydroNf‘! ro-(3,4-c)-pyridine. Yield 35 % Forrula [err]. Mlting p0|nt ¥
149-1 10 Exanpl e 25

1, 3-di vro 3,3,6-trinethyl-4-chloro-7- %3Ebokynethoxy-furo- (3,4-cy

-pyrydlne From 1, 3-di hydro-3, 3, , 6-tTi‘methyl - 4- chl or o- 7- hydr oxy-

furo-(3, 4ega .pgrgdlne 15 Yield 51 % Fornula [err]. Melting point
' 6

1, 3- di hyd 3 hien 5=d i =4 — 'k;--,-carboxymetboxx—

furo- (3, 4£6io 3 dhc — Q&ﬂi dlhydro 3- phenyl 3, 6-di met hyl - 4-chl oro-7- 20

hydr oxy- furo-E% 4- ci-pyrldlne Yield 47 % Forrmula C17H 6CI NO4. Melting

poi nt 181-183[err]. ng 2 T

1, 3- dlhydro 3-p- ¢ r@mob n?thdedPﬁé¥Wﬁhiﬁﬂﬁ¥n§r§f4$ﬁﬁﬁR¥1'4‘b‘°m°'7' N

”Eth Wy arb? 4fﬁ}oPXBIQh@Q ridine. From :
gxhydr Y éﬁg

7 hydroxy gﬁiﬂ ?ghhorgghapﬁa d;igiﬁé&§ﬂéﬁ%§€¥ﬁ?apféPF]lsﬁb}tPﬁg'p0|nt.

180-182[err] . -11 - Exanple 28 1, 3-di hydro-3-  a
-thienyI-Exg-gigeﬁgyl-4-bronb-7 car boxynet hoxv-
) 1,3-dihydro-3~-ethyl-3-p—-chlorophen l-4-bromo-6-metnxl 7-
carboxymethoxy-furo-(3,4 -c)-pyrldlne ' - P,

10 From 1,3-dihydro-3-ethy1?3f2—chloropheny1-4-bromo—6-
methyl-7-hydroxy-furo-(3,4-c) -pyridine. |
Yield 38 $. Formula 018317BrC1N04. Melting point 135-138°C.
Example 30
;43—6ihydro-3-propyl-3-p-chlo;gghenyl-4-bromo-s-methy1-7-

15 carboxymethoxy-furo-(3,4-c)—pyridine

From 1, 3-d1hydro—3-propyl—B-g-chlorophenyl 4-' bromo—s-
methyl-7-hydroxy-furo—-(3,4~c)-pyridine.
Yield 41 %. Formula c19 lgBrC1N04. Melting point 130°C.

Example 31

20 1,3-dihydro-3-p-diethylaminoethoxyphenyl-3-phenyl-4-chloro=-
6-methyl-7—-carboxymethoxy-furo-(3,4-¢) -pyridine

From 1,3-dihydro~3fg-diethylaminoethoxyphenyl-B-
phenyl-4-chloro-6-methyl-7-hydroxy-furo-(3,4-c)-pyridine.
. . - om -
Yield 33 . Formula C,,H;oClN, 5-.Melt1“9.P°1nt 143 1gs.c.

25 Example 32
1, 3-d1hydro-3 3-d1(p-chlorqphenyl)-4—ch10ro—6-methy1~7—carboxgr

methoxx-furo-(3,4-c)—gxrldlne

From 1,3-dihydro-3,3-di(p-chlorophenyl)-4-chloro-6-
methyl-7-hydroxy—-furo-(3,4-c) -pyridine.
30 Yield 44 %. Formula C,, H; (C13NO, - Meltlng point 126-128°C.



ifuro (3 ,4-c) -pyridine From 1, 3-di hydro-3- a _
-t hienyl - 3, 6-di net hyl -4-brono-7- 5 hydr oxy-furo-(3,4-c)-pyridine. Yield

86 % Formula [err]. Melting point 163-165[err]. Exanple 29 -
1 3-di hydr o- 3- et hyl - 3- P-chl or ophenyl - 4- br ono- 6- net hyl - /
car boxymet hoxy-furo-(3,4-c) -pyridine 10 From

| , 3-di_hydr o- 3- et hyl - 3- p- chl or ophenyl| 12- tsr ono- 6- _
met hyl - 7- hydroxy-furo-(3,4-c) -pyridine. Yield 38 % Fornula [err]. Mlting
poi nt 135-138[err]. Exanple 30 o _

1, 3-di hydT@X3ICIAFpy| - 3- p- chl or ophenyl - 4- br ono- 6- net hyl -7 15

car boxymet hoxy-furo-(3,4-c) -pyridine From

1, 3-di hydr o- 3- pr opyl - 3- p- chl orophenyl - 4- br ono- 6-

methyl - 7- hydroxy-furo-(3,4-c)-pyridine. Yield 41 % Formula [err]. Melting
poent .130C. Exanpl e 31 20

1, 3-di hydro- 3-p-dieth noet hoxyphen n .
6- et hyl - 7- car bd&Baeet "(’?ydp ﬁty ﬁiﬁ: rd}n S - According
1, 3-di hydn@ *He (ﬁdﬁtﬂbdrft‘fﬂ naad hasy frony 0.3 to over 2 g/kg

phenyl - 4 chloro net %d dr,o fu ( 4-c)-pyridine. Yield 33 %
Formul a [ 6)tarﬂji o'|4r‘f‘[ %4 %6(9/]‘%5 %Exarrpl e 32

1, 3- dihydro 3., 3- d|(p chl orophenyl) -4-chl oro-6-nethyl -7-carboxy-

rret ho>¥ yridi ne From
yd hl or ophenyl ) - 4- chl or o- 6-

\Fm‘thyl hydroxy furo (3,4-c)-pyridine. 30 Yield 44 % Formula [err].
Mel ting point 126-128[err].

A complete pharmacological expet imentation was
conducted and the following tests are reported. '

A - Passive cutaneous anaphylaxy

This experiment was. conducted as described in Fiche
10 Technigque n°® 48 of J.Pharm. Paris 1979 10 (1) pages 69-72.

Male Sprague-Dowley rats (180-200 g). received two
intra-dermal injections of immunserum in the back ; 72 hours
i later, they received a IV (penis vein) injection of 1 ml of a
mixture of ovalbumine (5mg/ml) and Evans blue (2.5 mg/ml) :
15 this induced the formation of wheals around the places of
injection of immunserum. Wheals were taken 30 minutes after
this formation, measured then incubated for 24 hours at 65°C in
4 ml of formamide (for extracting the Evans blue). Optical
density of the supernatant was determined at 620 nm by a
20 spectrophotometer.

A first batch of 8 rats was used for control ; a
second batch (8) was used for treatment by a reference compound
(theophyliine, 25 mg/kg) and ten other batches (all of 8 rats)
were used for the treatment by 10 of the compounds of the

‘25 present invention (all at 25 mg/kg) identified by their example
number ; for these eleven batches, the'appropriate compound was



12 TOXICITY LD50 was determined per os and ip on mice. According to the
conpounds, it was from0.8 to over 2 g/kg (per os) ‘and 0.45 to 1.35 g/kg

i p. HARMACOLOGY A conplete pharmacol ogi cal . experinmentation was ¥
con 2d and the following tests are reported. A - Passive cutaneous

ana axy This experinent was conduc; d as described in Fiche 10 Techni que
nferr] 48 of J.Pharm Paris 1979 107( ?.5hges 69-72. Mal e Sprague- Dow ey

rats (180-200 g). received two intra-dermal injections of inmunserumin the
back ; 72 hours later, they received a

LV (penis gLei | N ectqi m _ ef
a m xt ur admindsses®@d nPeEnyQAfy aﬁBeEvth%‘s Iub%(f??'fn%rg‘fﬁ#) E%%%é of
i nduced I’%%W 'mgﬁ‘st \Aﬂaahgoarmim?urée ![ol'm'nes_ phfﬂdﬁtfi:ggon oif whzals
i mmunserum al s were take m nut.es er. | r i gQn,
t hen incﬁBQP&d‘-?P&r' 24£Hour-s§' ace AP inf’B. nf:ot%?’“?:or %%Edeagftmgrgcﬁ?‘:g*},_
the Evangoppae)isomiwith dtiesi cgntiolhe Thperesults vasedoteparhed i Bhe v

nm by_a 20 spectrogﬁg&&neter. A first batch of 8 rats was used for controlﬁ
;oa §§coﬁ8138VEHg( f S used for treatnent by a reference conpound

(theophylline, 25 ng/kg) -and.ten other batches (all of 8 rats) were used
for the trea f_. i&hgceqpounds of the 25 present invention (all
at 25 ng%kg):Hﬁ%uﬁ?%%éﬁ%é’%heir exanpl e nunber ; for these el even batches,
t he appropriate conpound was _ ' :
This experiment was conducted as described by Doepfner
W. and Cerletti A., Int. Arch. Allergy 12, 89 1958 and J. N,
Pharmac. and exp. Ther. (1974) 191 (2) pages 300-310.

10 Male Sprague-Dowley rats (140-160 g) were submitted to
hydric fast for 18 hours before receiving 1 ml/kg of water (for
control), 0.2 of an aqueous solution or. suspension of
experimented compounds. The volume of the left posterior paw
was 'measured by plethysmography, then 0.1 'ml of 5 & histamine

15 hydrochloride was injected. The inflammatory response was
evaluated by a subsequent volume determination one hour later.

Batches of each 8 animals were used. : one for control,
ien for tested compounds (the same as in A above) and two for
reference compounds .mequitazine and promethazine, all at the

20 dose of 25 mg/kg. The percentage of reduction of inflammatory
response was obtained by comparison with control. The results
are reported in the;following Table.

From these two experiments, it clearly appears that the
compounds of the invention present a strong anti-histaminic
25 action.

PRESENTATION ~ POSOLOGY

For human use by oral route, tablets ‘or. gelatine
capsules containing 0.25 g of a compound according -to the
invention are preferred. By IV route, phials containing the



-la adm ni stered per os, one hour before the injection of oval bum ne/ Evans
.blue® mxture. The percentage of wheals reduction, in surface and
=N colour " was determ ned by conparison with the control. The r ts
are reported in the 5 following Table. B - Anti-histamnic actio
experinment -was conducted as descri bed biﬁDoepfner W and Cerletti I nt.
Arch. Allergy 12, 89 1958 and J. -~ Phar and exp. Ther. (1974) 191 (2)
pages 300-310. 10 Mal e Sprague-Dow ey rats (140-160 g) were
submitted to hydric fast for 18 .hour s bef or, eceivin

(for cont&3me ~agounty to, be,jnject Iﬂ'tﬁtsh a,Pek ggﬁéﬂgl cé‘gfe Ofrw%amed
experi rrenm:.qonaesads nThBumultﬁeQ‘fa;I}heakef tfqomt OLR2Sr @mwW2way perass eand
by pIethyipgﬁgqphy & 01 m of 5 % histam ne 15 hydrochloride was

I njected e rﬁl nnatory response was eval uated by a subsequent

Vtume determi nation one hour |ater. Batches of each 8 animals were used :
one for control, ten for tested conpouBLE he sane as in A above) and two
for reference conmpounds nequitazine and pronethazine, all at the 20 -dose

of 25 ngy/kg. The percentage of reduction of inflammtory [£SPDONSe WAS
obt ai ned py conparison with control . The results |are re Qrteg n the
fol I owi ng| Tabl e. From t h¢s® Phowhealds; §P§t¥qncI%%§F9 Appeipduces: Qegdema
conpounds}of the inventiion present g strong antif-hi s§agEniaeammatiogn.
Compounds Surface Colour. : redﬁction

N

Theophylline - 63 - 61

x >l - 49 - 56 - - 80

Ex 3 - 61 - 62 - 58

Ex 4 - 53 - 64 - 54

BEx' 5 - 56 - 81 - 48

Ex 8 - 49 - 60 - 67
U

Ex 11 - 44 - 47 : - 77

Ex 12 - 60 - 66 . - 64

Ex 15 - =76 - 85 ©o= 37

Ex 20 - 59 - 63 - 55

Ex 27 : - 48 - 56 ' - 66

Meguitazine _ - 61

Promethazine _ - 39




PRESENTATI ON - POSCLOGY For' human wuse by oral route, tablets or
gelatln- capsules containing 0.25 g of a conpound according to the

~are preferred. By 1V route, phials containing the <14- sane ¥
Zfto be injected with a perfusion are retained. Daily doses in human
are from0.25 to 2 g per os and D525 to 1 g |IV. TABLE % of "wheal s
reduction Hi stam ne i nduced Oedena % of inflammtory Conpounds

Sur face Col our _ . reduction Theophylline - 63 - 61
Ex - 49 - 56 -80 Ex 3 o -
61 - 62CLAIMS -58 Ex ‘4 - 53 - 64

- 54 Ex 5 -56 -81 -48 Ex 8

:4%3 o 19 -6Q; | 1, 3—gahya§BJ@L@§thyl-furo—(3 A-éé-pggéﬁéﬁé7

- _I6 t / N
55 Ex 27 _Eﬁ%rzva 1v2§ of th% d%?é¥%l formula 1 agahﬁgﬁﬁqeﬂﬁﬁéned'

- 61 Promethazige a pharmaceutically acceptable salt ofsuch a

n..
$.¥.

compound.

5 2. 1,3-dihydr943-ethy1-G-méthyl-7-ca#bomeethoxy__ W,

-furo-(3,4-c)-pyridine.

3. 1,3-dihydro-35viny1-31g-thiomethy1pheny1-S-methyl-

-7-carboxymethoxy -furo-(3,4-c)-pyridine. '

4. 1,3-dihydro-3-phenyl-6-methyl -7-carboxymethoxy-

10 -furo-(3,4-c)-pyridine. |
5. 1,3-dihydro-3-p-chlorophenyl-6-methyl-7- U,
~carboxymethoxy-furo-(3,4-c)-pyridine.
6. 1,3-dihydro-3-p-fluorophenyl-6-methyl-7-
-carboxymethoxy-furo-(3,4~-c)-pyridine.

15 7. 1,3-dihydro-3-p-trifluoromethyl-phenyl-6-

-methyl-7-carboxymethoxy-furo-(3,4-c)-pjridine.

8. 1,3-dihydro-3-fp-[B-(¥-pyrrokidiriyl)-ethoxy]+phenyl }-

-6-methyl-7-carboxymethoxy-furo-(3,4-c)-pyridine.



'%LAINB 1. 1, 3-di hydro-6-nethyl -furo-(3,4-c)-pyridine derivativy

general formula | as herein defined, or.a pharnmaceutically accep ?Eﬂ Jsal t
“of /such & conpound. 5 2. _
1, 3-di hydro- 3-et hyl - 6-met hyl - 7- car boxynmet hoxy- -furo-(3,4-c)-pyri

1, 3-di hydr o- 3-vi nyl - 3- p-t hi onret hyl phenyl - 6- met hyl - -7-car boxynet hoxy

-furo-(3,4-c)-pyridine. 4. - 16 -

1,3-dihydro-3-pheny|-6-nethy|-7-carboxynetﬁoxy- 10 -furo-(3,4-c)-pyridine.

5. 1, 3-di hydr o- 3- p- chl or ophenyl - 6- net hyl - 7-

- car boxynet hoxy-furo-(3,4-c)-pyridine. 6.

1, 3-di hydr o- 3- p-fl uor ophenyl - 6- net hyl - 7-

- car boxynet hoxy-furo-(3,4-c)-pyridine. 15 7. '

1,:3-di hydro-3-p-tgifluor LAY : nYl-8- Cons e o

-hathyl-7-carboxy%éthoxy?P§r§¥%§?g$c§-p§riEpﬁgpyé.6 metfyl !

3-di hydro-3-{p-[[¢& L OL Lrst hoxyls: -

-6-nethy|-7-carboxé%%?ﬁ%gﬁé?ﬁé%g(§¥£§c}sbgrFéi32?§8X5§'16 - 9.

1, 3-di hydro-3- a -thienyl-6-nmethyl-7- '

- car boxynet hoxy-furo-(3,4-c)-pyridine. 10.

1, 3-di hydro- 3-n- peot yl - 31 f3daiRy@¥b~3~n-pentyl-3,6~dimethyl-7-

- car boxynet hoxy-furo- (3, 4-c)-pyridine.
-carboxymethoxy-furo-(3,4-c)-pyridine.

‘\‘_/'
5 11. 1,3-dihydro-3-m-chlorophenyl-3,6-dimethyl-7-~

~carboxymethoxy-furo-(3,4-c)-pyridine.

12. 1,3-dihydro-3,6-dimethyl-3-p-chlorophenyl-7-

-carboxymethoxy-furo-(3,4-c);pyridine.

13¢ 1,3-dihydro-3-p-fluorophenyl-3,6-dimethyl-7-
10 -carboxymethoxy-furo~(3,4~c)-pyridine.
o/ ' .
14. 1,3-dihydro-3-ethyl-3-p-butyl=-6-methyl-7-

~carboxymethoxy-furo-(3,4-c)-pyridine.

15. 1,3-dihydro-3—ethy1-3-_G_-furyl-ﬁ-methyl-?-

~carboxymethoxy-furo-(3,4-c)-pyridine.

15 16. 1;3-dihydro—3-vinyl—B—E—methylthiophenyi—s-

-methyl-7-carboxymethoxy-furo-(3,4-c)-pyridine.



5 11. 1, 3-di hydr o- 3- m chl or ophenyl - 3, 6- dlnethyl
- car boxynet hoxy-furo-(3,4-c)-pyridine. 12.
1, 3-dj r o- 3, 6-di net hyl - 3- p- chl or ophenyl - 7- -carboxynethoxy furo- (3 4- c)

- pyri . 13. 1, 3-di hydr o- 3- p-f |l uor ophenyl - 3, 6-di net hyl - 7- 10
-carb thoxy-furo (3,4-c)-pyridine. 147 -

1,.3-di hydr o- 3- et hyl - 3- n- but yl - 6- net hyl - '

- car boxynet hoxy-furo-(3,4-c)-pyridine. 15. 1, 3-di hydro-3-ethyl -3- a
-furyl-6-methyl-7- -carboxynet hoxy-furo-(3,4-c)-pyridine. 15 16. 1,
3-di hydr o- 3-vi nyl - 3- p- net hyl t hi ophenyl - 6-

- met hyl - 7- car boxynet hoxy- furo- (3, 4-c) - pyri di ne. - 17 - 17.

1, 3-di hydr o- 3- phkRyl - 3- p, 8eghy@roerpheiyl -3-p-tolyl-6-methyl-7-
-carboxynethoxy furo-(3,4-c)-pyridine. 18.  1,3-dihydro-3- a

-furyl - 3- p- met hytcarbpigmethexy-furo=-(3, 4-c)-pyr1d1ne.

- met hyl - 7- car boxynet hoxy-furo- (3, 4-c) - pyr|d|ne .5 19,

1, 3-di hydr o- 3- et hyl - 4- chl or o- 6- net hyl -

- car boxynet hoxy-furo-(3,4-c).-pyr.idine.

1, 3- di hydr o- 3- n- b8t yI - 41cﬁré#8yérﬁgt3ﬁy|ariury1 -3-p-methylthiophenyl-6-
-carboxynethoxy furo-(3,4-c)-pyridine.

1, 3-di hydr o- 3- p- dﬂPBPBﬁﬁ@n?PrgQEVEﬁGHQ%ﬁﬁqﬂH°'ﬁ%'4 c)-pyr;dlne.

- 7- car boxynet hoxy-furo-(3, 4-c)-pyridine. 22 .

1, 3-di hydr o- 3- n}trifluoronethylphenyl 4- br ono-

LT T PR P L 01 oS -mecy-1-

-carboxymethoxy-furo-(B 4-c)-pyridine.

20. 1,3-dihydro-3-p-butyl-4-chloro-6-methyl-7-

-carboxymethoxy~-furo—-(3,4-c)-pyridine.

21. 1,3—dihydro-31g-ch1oropheny1-4-Bromo—G-methyl-

10 | -7-carboxymethoxy-furo-(3,4¥¢)-pyridine.

22 1,3-dihydro~37m—trif1uoromethylphenyl-4-bromo-

-6-methyl-7-carboxymethoxy-furo-(3,4-c)-pyridine.

23: 1,j—dihydro-31g-methoxypheny1-4-chloro-6-methy1-

-7-carboxymethoxy-furo-(3,4-c)-pyridine.

15 24, 1,3- d1hydro-3-methy1thlophenyl 4-bromo-6-methy1-

'—7-carboxymethoxy-furo-(3 4-c)-pyr1d1ne.

25. 1,3-dihydro-3- ¢ -thienyl-4-chloro-6-methyl-

7-carboxymethoxy-furo-(3,4-c)-pyridine.

)



-7 car boxymet hoxy- furo (3,4-c)-pyridine. 15 24.

1, 3-di hydr o- 3- net hyl t hi ophenyl - 4- br onp- 6- net hyl -
¢ 7- car boxynet-hoxy-furo- (3, 4-c)-pyridine. 25. 1, 3-di hydr o- 3- éé;é;)
-t hi enyl - 4-chl oro- 6- et hyl - 7-car boxynet hoxy-furo-(3,4-c)-pyrid - 18
- 26. 1,-3-di hydro-3, 3, 6-trinethyl - 4- chloro 7-

-carboxynethoxy furo-(3,4-c)-pyridine.

1, 3-di hydr o- 3- phenyl - 3, 6-di net hyl - 4- chl ordLe7'

- car boxynet hoxy-furo-(3,4-c)-pyridine. 5 28.

1, 3-di hydr o- 3- p- chl or ophenyl - 3, 6- di net hyl -

-bronD 7- car boxymet hoxy-furo-(3, 4-c)- pyrldlne 1, 3-di hydro-3-[err]

-t hi enyl - 3, 6-di net hyl - 4- by opo;. - 7z carbo hox ufr o- 3 4-c ridine. 30.
1;31diKydro-3-ethy$33 p- cht Q&H%ﬁ@?‘g ﬁ¥€ﬁ%‘lﬁ%tg 12alantofb-Y
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- 6- nethyl 7- car boxynet hoxy-furo- (3, 4-c)-pyridine. 32. -
1, 3-di hydr o- 3- p- di et hyl am noet hoxyphenyl - 3- phenyl -4-chlro-

6- met hyl - 7- car boxyggt hoxys § 3L @i £633 &h i 08, 61@imeth §34_ h o
1, 3- di hydr o- 3, 3-di ( p- chl or opheny fﬁ ordg imethy chloro-7

6- et hyl - 7- carboxyesfﬁaxymétm&xféﬁdrﬁétpy4+don§yr1d1né9

5 28.  1,3-dihydro-3-p-chlorophenyl-3,6-dimethyl-4-

-bromo-7-~carboxymethoxy-furo-(3,4~-c)-pyridine.

29. 1,3-dihydro-3-2a -thienylf3,6-dimethy1-4-bromo-

.-7-carboxymethoxy-furo-(3,4-c)-pyridine.

30. .1,3-dihydro—3-ethy1-3fg—chloropheny1-4-bromo-

10 -G-methyl-7-carboxymethoxy?fuio-(3,4-c)-pyridine.

(o 31. 1,3-dihydro-B-propyl-3—g-chlorophenY1-4-brqmo-

-6~methyl=-7-carboxymethoxy-furo-(3,4-c)-pyridine.

32. 1,3-dihydro-3-p-diethylaminoethoxyphenyl-3-phenyl

-4ﬂﬂﬂoro-S-ﬁethyl-7-carboxymethoxy-furo-(3,4-c)-pyridine.

15 33.  1,3-dihydro-3,3-di(p-chlorophenyl)-4-chloro-

~-6-methyl-7-carboxymethoxy-furo-(3,4-c)-pyridine.



34. _ A process for the preparation of a
1, 3-di hydro-6-net hyl -furo-(3,4-c)-pyridine derivative according to claiml,

t he pp@ s conprising treating a conpound of the general fornula Il .as ¥
herei ) d&fli ned 5 wi th et'hyl bronpacetate at 10-70[err] in the presence
of di nethAyl f ormam de and hydrol ysing the resultant ester with sodi um -

hydr oxi de. 35. A phar maceuti cal. conpodi%i-on conprising a 10 '

1, 3-di hydro-6-nethyl -furo-(3,4-c)-pyridine derivative according to any of .

clains 1 to 33 or a pharnmaceutically acceptable salt of such a conpound in . "

adm xture with a pharnmaceutically acceptable diluent or carrier.

=~

34. A procéss for the preparation of a-

1,3-dihydro¥6-methy1-furo-(3,4f¢)-nyiaine derivative T
according to claim 1, the p:ocess'comprising treating
a compouhd'of the général formula.II as herein défined
5 with ethyl bromoacetate at 10-70°C in the ﬁresence of
. W,

dimethylformamide and hydrolysing the resultant ester
with sodium hydroxide. | |
35. A pharmaceutical composition comprising a

10 1,3—dihydro-6-me£hy1—furo-(3.4-c5¥pYridine derivative
according t§ any of cléimé 1 to 33 or a ﬁharmaceutically
acceptable salt of such a compound in admixture with

a pharmaceutically acceptable diluent or carrier.




