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-1- 1 TITLE: 6-Anm nonet hyl - Fur@i-\('l’?élté’g
)-Pyridine Derivatives DESCRI PTION. The invention relates to :
6- am nonet hyl -furo-(3, 4-c)--pyridine derivatives,.to a process for the|r
pr epar on and to pharnaceuti cal conposi tions containing them The
I nventi provi des the 1, 3-di hydro-6-am nonethyl-7 5
hydr oxy- f ur o (3, 4-c) - pyrldlne derivatives of t he general formula |
[err] wherein each of [err] and [err] independently represents a hydrogen ,
atom a straight chain saturated or un§aturated hydrocarbon group having {
from1l to 5 carbon atons, a heterocyclic group 10 having up to 6 ring >
atons, a cycl oal kyl group, a phenyl group or a phenyl al kyl group, each of
t he groups represented by Al and A2 bei ng unsubstituted or being
substi t ut one or nore chlorine or fluorine atons, trifl uoronethyl
groups, alekmidEHeshPaviFug d-+ 03] 4-£¢pyra@iiee Bé@HatakkaXy groups having
15 from 1l _to 5 carbon atons, alkylthio groups having from1l to 5 carbon
at ons, d|£ﬁ¥¥ﬂ$¥E££—§roups i n which each al kyl group has from1l to 5 carbon

atons, dial kyl am paal kqmé;i@wﬁ | fedlitels eaeh @FanindmeOtBYRAHEUr®HPS, ake) -

th |k h Ltob5 b t
e ol ko PAIR Mo LIGTL IS B 00T QDT LBl Ly preparation and
fron11 totd paaltwaceutidal compositions containing them.

The invention provides the 1,3-dihydro-6-aminomethyl-7{+
5 hydroxy-furo-(3,4-c)-pyridine derivatives of the (general
formula I

N

-

wherein each of A, and A, independently represents a hydrogei
L atom, a straight chain saturated or unsaturated hydrocarbon’
group having from 1 to 5 carbon atoms, a heterocyclic group

«

10 having up to 6 ring atoms, a cycloalkyl group, a phenyl group
or a phenylalkyl group, each of the groups represented by Al
and A, 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

15 from 1 to 5 carbon atoms, alkylthio 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 orX-or p-(N-pyrroliéinyl}-alkoxy

20 groups in which the alkoxy group has from 1 to 5 carbon



atons ; and further provides pharmaceutically acceptable salts of such
conpdunds. The conpounds according to the invention are of interest for
their therapeutical ,activity; principally in the 5 field of antiallergic
action. The invention also provides & #rocess for the prepar afi tn
of the " above nentioned conpounds, the process conprising rea*h’g
t he 6-for #-%—hydrqﬁyffur - 3,4-cé1 pyridi ne derivatives of the germeral
formuka 1| %'g PP vhe?Rf ntRE MBr PRI deEh Pharmacerbhradd ywiadreptable salts
stoiQgionetofcsauhu@bmﬁo&u@soxylanine in water, under basic conditions,

and catal ytically hydrogenating the resultant oxinme. The reaction of the
conmpound Il with hydroxylam ne is preferably carried out in aqueous sodi um

hydr oxi de sol ution ﬂheammampoummyerabwuzdﬂﬂqaogbneﬂﬁéprgﬁgggwﬂbn re. of
hydrogenatefi?ﬁér ggngtgnqﬁiatur under orq?ﬁﬁgressure, in acetic aci%, by
hydrogen in"the %res §&e OIS 4 pHrEr 2RENE G t Y o&¥ss prdingipalint éd lhe

t he fol 150w fijeldacifi antadicherg N8t ion. ' : Hlerr] - 3 -
The 6- fornyl -7 -hydroxy- furo- (3,4-c) -pyridi derivatives Il may be
obt ai ned from correspondi ng 6-net hyl -7- hydroxy-furo-(3,4-c)-pyridine
derivatives of the Bkeerainventibdn |ldlso provides a process for the

preparation of the above mentioned compounds, the process
comprising = Treacting the 6—formyl-7—hydroxy-furo-(3,4-c)4
- pyridine derivatives of the general formula II

[
I
: , N
ORC or M= CHO
wherein Al and A2 have the above meanings with a stoichiometric
) amount of hydroxylamine in water, under basic conditions, and
¥~f_ catalytically hydrogenating the resultant oxime. The reaction

of the compognd IT with hydroxylamine is preferably carried

out in aqueous sodium hydroxide solution at ambient temperature.
The oxime is preferably hydrogenated at room temperature, under
normal pressure, in acetic acid, by hydrogen in the presence
of a PA/C catalyst. The process is illustrated by the following
reaction scheme:

nnzon ' Hz
M= CHO ~—=—weseely Me= CH = N = OH =———memeud ]
Pd/cC



O'[err] 5 wherein [err] and [err] have the above meanings by the follow ng
sequence of reactions : [err] -4- [err] The conpounds Il are
di.isclosed in our Patent No. 2 092 586 and Patent Application No. 84
07083 (2137618) The preparation of one only of the starting corrpounds

1, 3- ydr o- 3- p- chl or ophenyl - 6-f or nyl -¥-Bydr oxy-furo- (3, 4-c) - pyridi ne,
is nOM/described in detail, other starting materials being obtalned by the
"sane way. a) Into a ope litre reactor fitted with stirring, warmng and

cool i ng nmeans, 2Xhe g of~1 EREMNY drd- 3=hydmosys: furo- (3,4-c) . ~pyridi,j
phenyl - 6a§&tirv\étfv@§dmym£ I ¢5d 3o ri 7=
[err], | n 19 senc g é %%Q}r'rgtaﬁy %ﬁd?%ﬁf%??%ﬁa%ﬁ[d é_ x&%étiyl ?

-~ per oxyb&¥: a ?H°' PdﬂF?" ine af {Qgrivakiveg ovefni gbheat general
t enper at Gozmilwererpere added 150 M of 10 % sodium sul phate, sol ution.
After stirring and decantation, the nethylene dichloride phase was washed
with 15 the sane amount of sodi um sul phate sol-ution, .twice with 150 m of
sodi um bi carbonate solution and three times with 100 m of water, and then
dried over anhydrous sodiums On evaporation to dryness, there was.
obtained a beige precipitate S;Hfshed_mﬁth petrol eum et her

filtered and dri ed. ' -

HO III

g,c’ N | W

5 wherein Al and A, have the above meanings by the following
sequence of reactions : '

m~chloro peroxybenzoic
acid

> <

(CF3 coy, o




-5 Yield 22.9 g (96 %9 of 1, 3-di hydro-3-p-chl orophenyl - 6-net hyl

7- hydroxy furo- (3 4-c)-pyr idine-Noxide. b) In the sanme reactor as
apove, the 22.9 g of t'he conpound obtained in the previous step were
treated at [err] 5 in the presence of 1#54r=-of nethylene dichlorid wﬁ%h
4.3 m of trifluoroacetic anhydride added dropw se under stirring. i
m xture was stirred overnight et roomtenperature, and then cool ed and
treated dropwi se with 95 of gmet hanol . After evaporation to dryness, the
resifdue was taken up in 3p0 m jo Q@ chloroform washed twice with 75 m
of ibf96sod|un1b|carbona on and three ti with 100 ml of water and
dried on anhydr ousGs pate. The chl or of or mewas evaporated off and
“the residue was washed}with ié&ﬂyl et her and=em=es=hnder reduced pressure.
Yield 21.3 g (93 ¢ di*hydr o- 3-p- 15

chl or ophenyl” ﬁb-ﬁqé -7-hydroxy-furo-(3,4-c)-pyridine. c) In a 2
litre reactor 2.3 g of the conpound obtained in the previous step
were treated with 27 g of manganese dioxide in the presence of 0.9 litre of
chloroformat 28-[err], under stirring for 3 hours. After separation, 20
fitration, washing wth "chloroform and then wth ethyl acetate, the
sol ution was evaporated to 8ss and the paste treated with isopropyl

oxi de then with pentane. There us obtained 20.1 g (95 % of

1, 3-di hydr o- 3- p- chl or opheny! - 6- -7-hydroxy-furo-(3,4-c)-pyridine. 25
The ~invention fﬁgthe I des a pharnmaceutica

v

OHC

The compounds III are disclosed in our Patent
No. 2 092 586 and Patent Application No. 84 07082. (2137618)

The preparation of one only of the starting compounds,
1,3-dihydzro-3-p-chlorophenyl-6é-formyl-7-hydroxy-furo-(3,4-c)-

5 pyridine, is now described in detail, other .starting materials
being obtained by the same way.

a) Into a one 1litre reactor fitted ‘with -stirring,
warming and cooling means, 22.3 g of 1,3-dihydro-3-p-chloro-
phenyl-6-methyl-7-hydroxy-furo-(3,4-c)-pyridine were treated
10 at 0°C, in the presence of 300 ml of methylene dichloride,
with 18.2 g of  mx-peroxybenzoic acid, slowly added. After

stirring overnight at room temperature, there were added 150

ml of 10 & sodium sulphate; solution. After stirring and
decantation, the methylene dichloride phase was washed with
15 the same amount of sodium sulphate solution, twice with 150 ml
of sodium bicarbonate solution and three times with 100 ml of
water, and then dried over anhydrous sodium sulphate. On
‘evaporation to drymess, there was obtained a beige precipitate
which was washed with petroleum ether, filtered and dried.



conposition conprising a |, 3-di hydro-6-am nonet hyl - 7- hydr oxy-
furo=(3,4-c)-pyridine derivative of the general formula I as above defl ned
or a pharnmaceutically acceptable salt thereof in adm xture. with .

phar eutically acceptable diluent or 30 carrier. The inventi on [ S

Il luss&ated by the followng exanpless 5 -- 6 - Exanple 1

1, 3-di hydr o- 3- met hyl - 6- am nonet hyl - 7- hydr oxy-furo-(3,4-c)- pyridine Into a
2 litre reactor, at roomtenperature, were 5 poured 71.2 g (0.4 nol) of

1, 3- dlOI hydield ra2 hy1g6- {96 Mi)- 7of h&dBeﬂ}lﬂylm-(sa-g—chlpxbpd»e;glgmﬁb%ym
1N50|u n stirring, 7 g

nol ) f%%&&%ﬁyd%‘ﬁgg Fé/d?ogllul gly%%\gf}fﬁ sso'ggiig *in 200 nm  of water.
Stirring was numintained for 10 hours and the reacting m'xture 10 was
filtered, to giv af k er s er ng, . 6 9 he
correspondi ng 6-§ |rr%ﬁderk¥€a?|a@% W#%gc%tr 3? d%t%%ébm dgrzl('%at'ﬁvé’cg/\eélée
t hen poucedlpm'mﬂd oobthined oin athei prm:d:umtstapclvm traated fatt teeSUCE h

5
scceots A ML PRRTRE g o157 a8. CEBUTALR SEEMLD 1047 B 4.2 m

m xture @a&s ttlfi@@rﬁamtméﬁkﬂe vadded rdrepvisenyandesn skl ing.
under nogRR RISERYES vy Sclioved Benighd rald oBosh !OénpERatLRd, and
m xture, 1t was evaporated to dryness he resi due was treat f ol Uene
then cooled and treated dropwise with 95 ml of methanol. After
evaporation to dryness, the residue was’ taken up in 300 ml of
10 chloroform, washed twice with 75 ml of 10 % sodium bicarbonatéw/
solution and three times with 100 ml of water and dried on
anhydrous sodium sulphate. The chloroform was évaporated off
and the residue was washed with diethyl ether and dried under
reduced pressure. Yield 21.3 g (93 %) of 1,3-dihydro-3-p-

15 chlorophenyl-6~hydroxyme thyl—?-:hyd:oxy—fﬁro'— (3,4~c) -pyridine.

¢) In a 2 litre reactor, the 21.3 g of the compouhd
obtained in the previous step were treated ‘with 27 g of
manganese dioxide in the presence of 0.9 litre of chloroform
at 28-30°C, under stirring for 3 hours. After separation,
20 fitration, washing with - chloroform and then with ethyl
acetate, the solution was evaporated to dryness and the pasté:p
treated with isopropyl oxide then with pentane. There was thus
obtained 20.1 g (95 %) of 1, 3-d1hydro-3-g-chlorophenyl-G—
formyl-7-hydroxy-furo-(3,4-c)~-pyridine.

- 25 . The invention further provides a - pharmaceutical
) composition comprising a 1,3~-dihydro-6~aminomethyl-7-hydroxy-
- furo-(3,4-c)-pyridine derivative of the general formula I as
above defined or a pharmaceutically acceptable salt thereof in
admixture with a pharméceutically acceptable diluent or

30 carrier. '

The invention is illustrated by the following examples.



20 and ‘then with nethanol fromwhich were .recrystallized 70 g (76 % of
‘the acetate of 1, 3-di hydro-3-nethyl -6-ani nonet hyl -
h¥droxy furo-(3,4-c)-pyridine, a beige product nelting at [err]
ottoli), the analysis of which showed a good correspond e with
the formula [err]. This 25 conpound waséinsoluble in water. As the safe
route was used for all the synthetized conpounds, operative details wll
not be repeated in the follow ng exanples. The corresponding bases
(mnrggut the acetic noiety) and other salts of said bases are obtained as
ual . :

%#fgaﬁple 2
1, 3- dlhydr ) -6-an1nonethy| 7 hydroxg-&uro (3,4-c)- pyrldlne

Starting wiks b dE oxy—-furo-(3,4-c) -

furo-(3, 4- PYdiféene, there was obt ai ned (yleld 77 % a pal e beige
product, nmelfting at [err] (Tottoli), insoluble in water, the analysis of
whi ch showed a good correspondence with the formula [err] Exanple 3 10
1, 3-di hvdro-3-(3" ,4" ,5 -trimethoxvphenyl)-ethyl-6-am nonet hyl -

P byt Lgiﬁi(ghﬁwﬁeg i oEHERE) | 1A oy A b U kRS, £ONOGRAFRFRe, Were
there wags QPowieed71(2 egd 0.% ,mok) Woft &, Prdilvgdro-Geheithyl-6xformyl-7-
hydroxy-furo-(3,4-c)-pyridine, 270 ml of 1N sodium hydroxide

and - then, dropwise under stirring, 27.8 g (0.4 mol) of

Lo hydroxylamine hydrochloride dissolved in 200 ml of water.
Stirring'was_maintained for 10  hours and the reacting mixture

10 was filtered, to give, after washing with water and drying, 74
g (96 %) of the corresponding 6-oxime derivative.

- The 74 g of the 6-~-oxime derivative were then poured

with 0.9 litre of acetic acid into a closed reactor fitted

_ with gaseous circulation means ; after circulating nitrogen
15 15 g of Palladium on Carbon catalyst were placed in the
reactor and the mixture was stirred at room temperature with a
measured hydrogen addition under normal pressure, for 4 hours.

After flltratxon of the reacting mixture, it was
evaporated to dryness. The residue was treated with toluene
20 and then with methanol from which were recrystallized 70 g
(76 %) of the acetate of 1,3-dihydro-3-methyl-6-aminomethyl-7-
hydroxy-furo-(3,4~c) -pyridine, a beige product melting at
167°C (Tottoli), the analysis of which showed a good
correspondence with the formula CgH,,N,0,, C,H,0, . This

25 compound was insoluble in water.

As the same route was used for all the synthetized
compounds, opérative details will not be repeated in the
following examples. The corresponding bases (without the
acetic moiety) and other salts of said bases are obtained as

30 usual. '



15 140-[err]. (Tottoli), insoluble in water, the analysis of which showed
a 'good correspondence wth t he formula [err] Exanple 4

1, 'hydro-3-cyc|ohexy|-6-aninonethyl-7-hydroxy-ﬂuro;(3,4—c) pyridine 20
St a ‘with 1, 3-di hydr o- 3-cycl ohexyl - 6-fornyl - 7-

hydrexy- furo (3,4-c)-pyridine, there wag ebtained (yield 67 %9 a white
product nelting at 173-[err] (Tottoli), insoluble in water, the analysi's
of which showed a good correspondence with the fornmul a [err] 25 Exanple 5
1, 3- di hvEgamBlea2-t hi enyl - 6- am nonet hyl - 7- hydroxy furo (3, 4- c) pyrrdrng‘r

Startrng tg.
hydr oxy- - _
yel | owi s neltlng at [err] (Tottoll) i nsol ubl e in water, the
anal ysi s of which showed a good correspondence with the fornula [err]
Exanple 6 5 1, 3- di hydr o- 3- phenyl - 6- am_nonet hyl - 7- hydr oxy- f uro- (3, 4-c) -
pyrrdrne Startrn%taFthng1¥kﬁhnkkQrélbﬁéﬁ9r3ﬁgﬁﬂﬂﬁﬂ -G~ foumpiy7 -hydroxy—-
fur - Wl ixdi Re, wa [ |54 bgi g

3 g bRy R e é’r%‘fff’iﬁ?forsﬁ él0ed Qi théd glmaﬁ £€)9% pale

pr o uct I NSO
beige product, ting a '187°C (Tottoli), insoluble in water,
‘the analysis of which showed a good correspondence with the

fo:mula c11H16 2 2. C2H402.

¥

Example 3 : o | o
10 1,3-dihydro-3- (3'.4',5'-trlmethoxvphengl)-eg_zl 6-am1nomethyl-
7-hydroxy-furo-(3, 4-c)tpyr1d1ne .

Starting with 1,3-dihydro-3~(3',4',5'-trimethoxy-
phenyl) —ethyl-6-formyl-7-hydroxy-furo-(3,4-c) -pyridine, ‘there
was obtained (yield 61 %), a white product, melting at

15 . 140-144°C (Tottoli), insoluble in water, the analysis of which
showed = a good correspondence with the = formula

C1oHa4Ny05. CyH,0,.

Example 4

1, 3-d1hydro-3-cyclohexyl-ﬁ-am1nomethyl 7—hydrox23furo—(3j4—c)- ,
gyrldlne
20 - - ‘Starting with ' '1,3-dihydro-3-cyclohexyl-6~formyl~7-

‘hydroxy-furo-{3,4-c) -pyridine, there was obtained (yield 67 %)
a white product, melting at 173-177°C (Tottoli), insoluble in
water, the analysis of which showed a good correspondence with
the formula C14520N2°2‘ C2H402.
-.25 - Example 5.
1,3~dihydro-3- a -thlenzl-s-am1nomethzl-?-hzdroxy-furo—(3 4-c) -
pyridine

Starting with 1,3-dihydro-3- a ~-thienyl-6-formyl-7-
hydroxy~furo-(3,4-c) -pyridine, there was obtained (yield 58 %)



10 * t he anal ysi s of which showed a good correspondence with the fornula
[err] Exanpleé 7 1, 3-di hydro-3-p-chl orophenyl - 6-am nomet hyl - 7- hydr oxy-f uro
(3 4-c)-pyridine 15 : - Starting with P
T, 3- di hydr o- 3- p- chl or ophenyl - 6- f or nyl - 7- hédroxy-furo-(B,4-c)-pyridi 4
there was obtained (yield 86 %9 a pale ~b®ige product, nelting aa§3
204-2060C (Tottoli), insoluble in water, the analysis of which

showed a good correspondence with the formul a 2rr], 20  Exanple 8 )
1, 3=dT hydr & yedlowisly redBekenWmolising,: iSrrél“%yl_Q 7{FQ8kEekd) , insoluble in
fur ¥(3 4(ﬁa&B¥JdtHé %ﬁalygms BEt lvh ibh3-gHoWéll 0a3g634d correspondence with
, 3" - dlchlor (EQS%Pf Eor I- hydrog¥ furo-(3,4- c? pyridine, there was
obt ai ned 2§: f? 1 o8 38 groduct melting at 193-[err]
(Tottoli), |nsoluble in meter the anaIyS|s of which showed a good
correspondence wth_.the fornula [err]. - 9 - Exanmple 9 1,
3-dihvdro-§£§§¥$g5+gphenyl 6- an1nonethv| 7- hydroxy furo- (3 ,4-c) -pyridine
Startigg Wl g ' o

hydr oxy- f ur o- 934 C -pyrlolne t ere was o-talneo .d 6 -
bei ge - prodder———melting at 183- [err] (Tottoli), |nsoluble I n

the analysis of which 'showed a good

wat er ,

Starting with 1,3-dihydro-3-phenyl-6- formyl 7-hydroxy—
furo-(3,4-c)-pyridine, there was obtained (yield 82 %) a pale
beige product, melting at 188°C (Tottoli), insoluble in water,

10 the analysis of which showed a good correspondence with the
formula C14H14N202. C2H402.
xample 7
1, 3-d1bzdro—3—p-chloroghenyl 6-am1nomethyl-7 hydroxy-furo-
(3,4-c)-pyridine .
15 Starting with 1,3-dihydro-3-p-chlorophenyl~6-formyl-7-
hydroxy-furo-(3,4-c) -pyridine, there was obtained (yield 86 %)
a pale beige product, melting at 204-206°C (Tottoli),
, insoluble in water, the analysis of which showed a good
.\\/! $
~correspondence with the formula Cl4H13C1N202. C2H402.

20 Examgle 8
1, -dlhgdro—B—gZ',3'-d1chlorophenxl)-6 aminomethyl-7-hydroxy-
furo-{(3,4-c)-pyridine -

Starting with 1,3-dihydro-3-(2',3'¥dichloropheny1)-6-
formyl-7-hydroxy-furo-(3,4-c) -pyridine, there was obtained

25 (yield 72 %) a pale yellow product, melting at 193-196°C
(Tottoli), insoluble in water, the analysis of which showed a

good correspondence with the formula C14 12c12N202 c23402.



correspondence with the fornula [err] Exanple 10 10 |, 3-di hvdro-3-P-tol yI
- 6-am nonet hyl - 7- hydroxy-furo-(3,4-c)- pyr idine Startlng with
zdi hydro-3-p- tolyl -6-fornyl-7-hydroxy -furo-(3,4-c)-pyridine, there
btained (yield 78 % a pale beige preduct, nelting at 158-160C
(Tottoli), insoluble in 15 water,, the analysis of which showed a gbod
correspondence with the fornmula [err] Exanple 11 1, 3-d

|hydro~Ei§gmg§EngyPheyl 6- am nonet hyl - 7- hydr oxy-furo (3 4 -c) -pyr| di ne.2 20

]

Startimg _wtn 1, 3-di hydro- 3- p-.net hoxyphenyl - 6- Or

7- hydr dxa3: 25 h 'Ea e b 5 G 05 aﬁd-
pal e gi ﬂecﬁi’#&idiﬂgl ting at 144- [err] (Tottoli), i insol ubl e i n water,
the a Tch showed a good correspondence with the fornul a
[err] 25 Exanple 12 1 ,3-dihydro-3- (3 .4" .5 -trinmethoxy)

- phenyl - 6- ani nos%%ﬁrﬂ Ménoay 3f-lHi?h§€§ro43 mdrag 1+egfomyt1h-7-
13d|hydro3(3 § tri met hox

, phenyl - 6-formyl - 7-b furo

mamwe-fur%éae‘l-m/a@pynglne tHers Masc ﬁbé}%“i%é )ig'a} tQé
product g & 14d8a ttoI tiAgo! uhke |m3\ag_g|7 d he (eadlesis ,
of whic n%é g a go}%gcorresp%&; encerh%\nlthﬁ?he forrrul a, ler L ¢ ﬁ

1nsoluble in water, the analysis which showed a good

correspondence with the formula Cl4313FN202. C,H,0,.

- Example 10 _ : S . u
10 1,3-dihydro=3-p-toly] -G-ammomethyl-?-hyaroxy-furo-—(3 4-c) -

pyridine

Starting w1th 1 3~-dihydro-3-p- tolyl —6—formy1-7—hydroxy
-furo-(3,4-c) -pyr:.ﬂ:.ne, there was obtained (yield 78 %) a pale

' beige product, melting at 158-160°C (Tottoli), insoluble in

15 water, the analysis of which showed a good correspondence with

the formula C]_sﬁlsllzo2 C21-1402

Example 11

l1,3~-dihydro-3- '#méthox phenyl-6-aminomethyl-7-hydroxy-furo- -
13,4-c1-gxridi'n'e o - <
20 : Starting with 1, 3—61hydro-3-p-methoxyphenyl—G-formyl-

7-hydroxy~-furo~-(3,4-c) -pyridine, there -was obta:.ned (yield
62 %) a pale beige product, melting at 144-149°c (Tottoli),
insoluble in water, the *analysm of wh:.ch showed a good
correspondence with_ the formula c15316N2°3'. C2H402.

25 _Examgle 12

5° -"t'r ime thbxy) :-'gheny 1_—6-amino__méthg]-.-7-.
hydroxy-furo—(3,4-c) -pyridine | | '

Starting with 1l,3-dihydro-3-(3',4',5'-trimethoxy) -~
phenyl-G-formyl-'l-hy‘_droxy-—furo- (3,4-c)-pyridine, there was



Example 13 5 : _

1, 3-di hvdr o- 3- n}trlfluoronethylphenyl 6- am nonet hyl - 7- hydr oxy- _
furo-(3, 4-c)-pyridine Starting wth . d§> =
T, 3-di hydro-3-mtrifl uoronet hyl phenyl - hind
6-f ornyl - 7- hydroxy-furo- (3, 4-c)-pyridiner 10here was obtained (yield 84
9 of a white product, nekting at 197-[err] 10 (Tottoli),

i nsoluble in water, the analysis of which showed a good correspondence with
the~4&drnmula [err]. Exanple 14

1, 3-% hydr%@t&tﬁéaﬁt(@ném nget h@xyé)h#m‘ciﬁha'iir'&iﬁi@y'mé%ung at 137-141°C

hydr oxy- f ur o- ridine Startin t

1y3 d|Kyd“)?é%ﬁg}ﬁ%phyQ§ﬁ;ﬁkiﬁO}y water, the é%aly51s of which showed a
phenyl - S - c?oBYéE syidletice (Wi th CtheyEbgnd2a C }mer:e weg_ ahbal ned
(yield 46 a pale ye Iom1product, mel ting at 1603 45%:%T%tto?|f

insoluble in water, the analysis of which showed a good

correspondence with  the formula 20 [err] Exanple 15

|, 3-di hydraq; 3-net hyl -3-[err] -thienyl-6-am nonet hyl - 7- hydr oxv-

furo (3, 4—d§i%$ﬂiahig Starting with 1, 3-dihydro-3-nethyl-3- a

-thi eng - 6- ;._gp—aiﬁ Hyb~3-hytroxg i omé Badiph ~G-4n i nohdiEh¢ droxy=-
obt ai ned (ygeld |te product, nelting at

(Tottoli), water, the analysis of which showed a
good correspondence W th t he formula [err] :

W _Starting with 1, 3-dlhydro-3—m-tr1fluoromethylphenyl—
6-formyl-7-hydroxy—-furo-(3,4-c) -pyridine, there was obtained

(yield 84 %) of a white product, melting at 197-203°C

10 (Tottoli), insoluble in water, the -analysis of which showed a

good correspondence with the formula C15H13F3N202 C2H4O2

Example 14
1,3-dihydro-3-p-dimethylaminoethoxyphenyl=-6-aminomethyl-7-
hvdroxy-furo-(3,4-c)-pyridine

15 Starting with 1,3-dihydro-3-p~dimethylamincethoxy-
phenyl—s-fdrmyl-7-hydroxy—furo-(3,4-c)—pyridine, ~ there was
obtained (yield 46 %) a pale yellow product, melting at
160-164°C (Tottoli), insoluble in water, the analysis of which
showed a good correspondence - with the formula

20 C19H23N302. CZH4O2

\HJ

Example 15 -
1,3-dihydro~-3-methyl-3-g ~thienyl-6-aminomethyl-7-hydroxy-
furo-(3,4-c) -pyridine

Starting with 1,3-dihydro-3-methyl-3- o =~thienyl-6-

25 formyl-7-hydroxy-furo-(3,4-c)-pyridine, there was obtained
(yield 66 %) a white product, melting at 206~208°C
(Tottoli), poorly soluble in water, the analysis of which
showed a  good correspondence with  the formula

C) 3H) 4N0,8.CoH,0,.



Exanpl e 16 1, 3-di hydr,o- 3- et hyl - 3- phenyl - 6- am nonet hyl - 7- hydr oxy- f ur o-,
(3,4-c) -pyr idine Starting with |, 3-di hydro-3-ethyl -3-phenyl -6-fornyl - 5.
7- roxy-furo-(3,4-c)-pyridine, there hs-obtained (yi'eld, 80 % a 'white
pr ct; nelting at 207C (Tottoli), insoluble in water, the analysis of
whi ch showed a good correspondence with the fornula [err] Exanple 17 10 1
. 3- dlhtﬂﬂﬂmﬂlghkﬁyl-3 p-trifluoromnethyl phenyl - 6-am nonet hyl -
7- hydr gx -fu O- (:3.4- _fo dine.Stardi .
1, 3- di Fyef O TeER AR T Kadhsm ;3
,4-c)q@§g¢hmgrgzrndmnea. was obtalned (yleld 65 %9 a white: produc
melting at 2211C 15, (Tottoli), -insoluble in water, the analysis of which
showed a good correspondence with the formula C(Jerr] Exanple 18 1,

3- dlhydro 3- p- Sthp;un@|uﬁtU¢nPBhdihydﬂUﬁwtf6h§m43¥§iéh91-6 formyl-
tartin

iﬁ&ﬁ%éOY%%ﬂﬁﬂ g#yé—ﬁ rﬁ&ﬁﬁﬂ&&e' there wa \gbéglned (yield 80
phenyl 1@ f ar gt i fehypradyge tyir md&ﬂng) ayrRonte  (teteoiad) pb‘iﬁisﬁﬂ(ixlilé eif

419% a yell ow roduct nelt at 12 Totfoli I nsolyble in
wat er ’%l *eeﬁhai?%qo aﬁ?iﬁl &cg (fgtfbi%% % gﬁ %t 'l‘f?é‘q%r%ﬂa |
C19H23|\ﬁ£é3 %rmh&er] NEO 9 3 ydro- 3, 3-d _ )
i - p-fluorophenyl - ﬁﬁﬁ%ﬂg ﬁ & 7- dE%Q - furo (3 4 c) -pvridine Starting
W th 1, 3- dlhydro 3 ,3-di-p- quorophenyI
_ Example 17 _ _
10 1,3-dihydro-3-phenyl-3- -tr1fluoromethylphenvl-s-amlnomethyl- (W
' f7-hgdroxz-furo-§3,4-c)-ggr161ne -

Starting with 1,3-dihydro-3-phenyl-3-p-trifluoromethyl-
phenyl-6~formyl-7-hydroxy-furo-(3,4-c) -pyridine, there was
obtained (yield 65 %) a white product, melting at 221°C

15 (Tottoli), insoluble in water, the analysis of which showed a
gooa-cOtrespondence with the férmula C21317F3N202. C,H,0,.
Example 18

1,3-dihydro-=3 -p-(N—Dyrrolldlnylmethoxy)-Dhenvl 6-am1nomethy1-
-7- hydroxy furo-(3 A—c)-pyrldlne

o | o
20 Starting with 1, 3-dihydro-3-p-{N~-pyrrolidinylmethoxy)-

phenyl-6-formyl-7-hydroxy-furo-(3,4-c)~-pyridine, there was
obtained (yield 41%) a yellowish product, melting'at 129-

132°C (Tottoli), insoluble in water, the analysis of which
showed - a good correspondence with the formula c19H23 303

25 CoH,a0,

_Examgle 19

1,3-di g ro—3 3-61:g-fluoroghengl-ﬁ-amlnomethyl-7-hzdroxg-
furo—gB,d-c}-Bzr;dlne o

|  Starting w’ith 1, 3-dmyaro-3 3—61-p-fluorophenyl-6-
formyl-7-hydroxy—fnro-(3 4—c)-pyrzdlne,_ there was_ obtained



fornyl-? ‘hydroxy-furo-(3 ,4-c)-pyridine, there was obtained - 12 -
(yield 81 9% a pale yellom/ product, nelting at J[err] (Totto
|nsoluble in water, the analysis of which showed a good corresponden mntg
the formul a C20H16F2N202. C2H402. Exanple 20 5 1, 3-di hydro-3-[err]

-furyl - 3- p-thi onet hyl phenyl - 6- am nomet hy =~ 1.2 hydroxy furo-(3,4-c)-pyridine
Starting with 1, 3-di hydro-3- a -furyl 3-p-thionet hyl -

phenyl - 6-f or nyl - 7- hydr oxy- f uro- (3, 4-c) - pyri di ne, there was obtained
(yietd 63 %yadedditi&h pkdbdua, pelei nyeddows3-pydned, (TMelitning, at 214°C

i nsol*tibl e i t hey shqwed opfge n ha
the formul ar(‘%%h%ﬁﬁdss ﬁ%g‘h_.ﬁglé %xn Wtieg’éi @P% dﬁhg'gfglg % err]ﬁﬁo%ﬁ
-furyl - 6- anBREAe espandenge fyikh e, formula F,N 0 . C ing
wi th 1, 3-di hydro- 3 3 di- [err]-furyl-6-fornyl-7- fﬁﬁi& 27272 éﬁéﬂi
hydr oxy-furo-(3,4-c)-pyridine, there was obtained (yield 72 %9 a white
.product, nelting at [err] (Tottoli), insoluble in water, the analysis of

whi ch showeflyamg@@d 2@or respondence with the fornula [err] 20 Exanple 22
1,3-dih droTBT%ngﬁﬁﬁkyl-B-(Z . 3! ,-dlchlqro - phenyl - 6- an_no-
nethyl - hy a - lphenyi-6-aminome thyl-7-~

1, 3- di hydr ohgdews - f=-c) 3pvyridiall orophenyl)-6- fornyl -7-hydroxy-
furo -(3,4-0;-pyr|g|ne,

| Starting with 1,3-dihydro-3- a -furyl-3-p-thiomethyl~-

U phgnyl—s-formyl—7-hydroxy-furo-(3,4—c)-pyridine, there was
obtained (yield 63 %) a whitish product, melting at 153-157°C

10 (Tottoli), insoluble in water, the analysis of which showed a

good correspondence with the formula C19H18N203S. C2H402.

Example 21
1,3-dihydro-3,3-di-q ~furyl-6-aminomethyl-7-hyvdroxy—-furo-
(3,4-c) -pyridine

15 _ Starting with 1,3-dihydro-3,3~di- a-furyl-6-formyl-7-

hydroxy-furo-(3,4-c) -pyridine, there was obtained (yield 72 &)
a white product, melting at 178°C (Tottoli), insoluble _in -
water, the analysis of which showed a good correspondence with
the formula C16H14N204. CZH4O2
.20 Example 22
1,3~dihydro-3-cyclohexyl-3=(2',3',-dichloro) -phenyl-6~amino—
methyl-7-hydroxy—furo-(3,4-c) -pyridine

Starting with 1,3-dihydro-3-cyclohexyl=-3-(2*',3'-
dichlorophenyl)-6- formyl -7-hydroxy-~ furo =-(3,4-c)-pyridine,

25 there was obtained (yield 59 %) a yellow product, melting at
213°C (Tottoli), insoluble in water, the analysis of which
showed a ' good correspondence with the formula



25 there was obtained (yield 59 %9 a yellow product, nelting at 213C
(Tottoli), insoluble in water, the analysis of which showed a good *
co spondence with = the formula [err] - 13" - Exanple 23

1, 3di hydr o- 3-vi nyl - 3- p-t hi orret hyl phenyl - 6- am nonet hyl - 7-

hydr oxy-furo-(3,4-c) -pyridine Starti®aglgi th -

1, 3-di hydr o- 3- vi nyl - 3- p-t hi onet hyl phenyl - 5

6-fornyl - 7-hydroxy-furo-(3,4-c)-pyridine, there was obtained (yield- 66

%W a be Led@gt; nelting at 155C (Tottoli), insoluble in water
the ang y: El dinflgS- Yo S £ 8RE GIESSSRAVIENGE: WL b o il &
1, 3- di hyhlydrSxui-fairioH (3nd4rez -yt i8ipechl or ophenyl - 6- ani no- -

met hyl - 7- hydr oxy-furo-(3,4-c)-pyridine Starting wth

1, 3-di hydr o- 3- di net hyl am nopr opyl - 3- p-
chl or ophenyl - 6- f$taykiaghwditbx \-,fArdikBdzeoc}-pinydi-3ep-th idms echydgheny 1~

obt @i ned. _ £V] 479 whi Ledugt o\ 0.l b 1 5 . (Jot |

ins Iubﬁ% #%*@gﬂe?,ﬁﬁ§5§§¥h§§?§ g?'gthgsgk&%g.'d gg%%g%%rr%é%oﬁggﬁéénﬁfth
the forny&eldrr§6 TN Clarybedas produsiter nivedding ad akB5PL offatteli),
Accordin co u | t C ' b -t 2,4

o per nig1abaer 0 Mine) | 1y LULIGMG OO A | ensin 2at 5080

correspondence with the formula C17318N2028. C,H8,0,.

Example 24 : ' S - \/
10 1,3-dihydro-3-dimethylaminopropyl-3-p-chlorophenyl-6-amino~-
methyl-7-hydroxy—furo-(3,4-c)-pyridine -

Starting with 1,3-dihydro-3-dimethylaminopropyl-3-p-
chlorophenyl-6~formyl-7-hydroxy-furo-(3,4-c) -pyridine, there
was obtained (yield 47 %) a white product, melting at 169°C

15 (Tottoli), insoluble in water, the analysis of which showed a

good correspondence with the formula C19H24C1'N302. C2H402.

TOXICITY

- . o
DLSO was determined per os and IP on mice. According to
the compounds, it was comprised between 0.7 to over 2.4 g/Kg

20 (per os) and' 0.6 to 1.65 g/Kg IP.

- PHARMACOLOGY -

A complete pharmacological experimentation was
conducted and the following tests are reported below.

A - Passive cutaneous anaphylaxy

- 25 - This experiment was conducted as described in Fiche
Technique n° 48 of J.Pharm. Paris 1979 10 (1) pages 69-72.
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A" conplete phar macol ogi cal experinmentation was conducted and 't he
following tests are reported below. 'A - Passive cutaneous anaphyl 25
Thi.s experiment was conducted as described in Fiche Technique n 4@f .
J Pharm Paris 1979 10 (1) pages 69-72. - 14 - Mal e Sprague-Dawtey rats
(180-200 g) received two intra-dermal injections of immunserumin the back

; 72 hours later, they received a |V (peniddvein) injection of 1 m of a

m xture of oval bumine (5 nmg/mM) and Evans blue (2.5 ng/m) : 5 this induced

t he #6rmati on of wheals around the places of injection of immunserum

Wheal were taken SMaﬂimuthraguePDahﬂ.eyf ometts on(18@a200 edg) hereicedwasl edkwo
for 24 hour e cti.ng e.Ev e

Opt i cal. den?'l q{/ragf% @agumegg%é(%ﬁ@mmsﬁde Ii‘?&r#%é%ﬁlgt 16{21 tEQ I;c@ lﬂ )hours
spect r ophot dradiest,. bheyrstemmoa Evra(tp;m \as@u)fc;mm:cm qafals@dorccf a

l;g} &g)(g%d ter#%flﬂ%rsga mfﬁf'?gof 8 ?ﬁ‘;p\i/:arrg@zgggﬁg (&:‘n'ﬁé)pbtrea’?lﬁ\{mtas

by 10 of 5t h&hddhpdmdne ormaetsim dfhveheadis eaoundyt thes phgres) of
i dentified it»ﬁeé@faﬁ @tar%ﬂun@.um WhEQ'ls t@sfe e&awﬁ wcﬂfﬁuteéh%uez
appropriate conpound adm ni stered  per one _hour fore the

inj ection ofthv&l Seﬁf“ﬁél’-ﬂﬂansm%#ﬁﬁrﬁﬁxt’iﬂ%“ ?ﬁ@ubért@@ntﬁ‘aé &t VM'&F§ at 65°C
reduction, ijm wrmce;zarfbmaﬁmeur(ﬂ&s é@éﬁ@tﬂﬁg B e? BvLEsPBLLEPY \UPtical

the control . e-g]seléfs% ree rs%%%rr:tneadt:aonni: w%s determined at 620 nm by a
W 10 spectrophotometer.

A first batch of 8 rats was used for control ; a second
batch (8) was used for treatment by a reference compound
(theophylline, 25 mg/Kg) and ten other batches (all of 8 rats)

- were used fb: the treatment by 10 of the compounds of the
15 present invention (all at 25 mg/Kg) identified by their
examble number ; for these eleven batcﬁes, the appropriate
compound was administered per os, .one hour before the
1n3ectlon of ovalbumine/Evans blue mixture. The percentage of
wheals reduct.lon, in surface and in colour was determined by
20 comparison with the control. The results are reported on the
left part of the following table.

B ~ Anti-histaminic action

This experiment was conducted as described by Doepfner
W. and Cerletti A., Int..Arch. Allergy 12, 89 1958 and J.
25 Pharmac. and exp. Ther. (1974) 191 (2) pages 300-310.

Male Sprague-Dawley 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
experimerited compounds. The volume of the left posterior paw

30 was measured by plethysmography, then 0.1 ml of 5 % histamine
hydrochloride was injected. The inflammatory response was
evaluated by a subsequent volume determination one hour later.



left 'part of the following table. B - Anti-histaninic action Thi s
ex i ment was conducted as descri bed by Doepfner W and Cerletti

A:, | nt .

Ar&¥ Allergy 12, 89 1958 and J. 25 Pharnmac. and-exp.” Ther. (1974) 191

(2) pages 300-310. Male Sprague-Dawl ey rats (140-160 g) were subm

tted to

hydric fast for 18 hours before receivipng L m/Kg of water (for contrdl),

0.2 of an aqueous solution or suspension of experinented conpounds.

The

vol une of the left posterior paw 30 was neasured by pl et hysnography, then
0.1 mM of 5 %hipdtrhee b¥drexdh o8i dninadls rryecéedseﬁwe ldrfé appRt Gbﬁtrou

response.
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POSOLOGY For human use by oral route, tablets or gelatine

at the

LRANLRYS

ngsudlilse.
of the

capsul es

containing - 2z g ofn8e8ORNRH kAL AIEA DY, | 26! BRI e dE 6 BRSECHERS

By IV route, phials_containin
compounds of the 1nventlon present a strong antl-hls

action.

10 PRESENTATION - POSOLOGY

For human use by oral route, tablets or g
capsules containing 0.20 g of a compound according

taminic

)
elatine
to the

invention are preferred. By IV route, phials containing the

. same amount, to be injected with a perfuéion_are re
15 Deaily doses in human therapy are from 0.20 to 2 g per
'0.20 to 1 g, IV. '

tained.
os and

L



same anount, to be injected with a perfusion are retained. 15 Daily

doses tn humén therapy are from0.20 to 2 g per os and 0.20 to 1 g, LV.
-.16 - % of wheals reduction Hi stam ne induced Cedema % of infla

Conpounds Sur f ace’ Col our reducti on Theophyl |

- 60 : - 62 Ex 1 - 7+ 16 -~ - 86 - 48

Ex 2 - 58 - 60 - 77 Ex 4 | -

61 . - 66 - 59 Ex 5 - -49 -60

- 68Ex 6 -75 - 84 - 79 Ex 9

-68 > - 72 . . - 83 Ex10 - 68 - 72

- 66 Ex 14 Y - 81 ) ~ - DI EX 10

-53 - 59 : % of whgalsyreduction jHistamgime inducedgQedema

-62 Mequit gzi ne P P '

- 41 -1% CLAIMS. 1. A €& ﬁEﬂE&Rﬁ%bQ%

1, 3- di hydr - OmRPHRGR hy| -|7- HHeF Bagef U oCedomre) - reduction
Theophylline - 60 - 62
Ex 1 - 77 - 86 - 48

U Ex 2 - 58 - 60 - 77 l
Ex 4 - 61 - 66 - - 59
Ex 5 - 49 -'60 ' - 68
Ex 6 - 75 - 84 ' - 79
Ex 9 - 68 - 72 ~ 83
Bx 10 - 68 - 72 : - 66
U Ex 14 - 71 - 81 o - 51_

Ex 16 - 53 - 59 - 54 I
Ex 18 - 65 ' - 69 - 62 J
Mequitazine - ; - 60 _ 'I
Promethazine E - 41 ]




pyridi ne derivative having the general fornula |I as herein defined. 5

2 1, 3- di hydr o- 3- met hyl - 6- arii nonet hyl - 7- hydr oxy-furo- -(3, 4-c)-pyridine.*
3. +: di hydro- 3- propyl - 6- am nonet hyl -y, bydr oxy-furo- - (3, 4-c) - pyri di ne.
4, -di hydro-3-(3',4"',5 -trinmethoxyp enyl) et hyl -6- 10
- am nonet hyl - 7- hydr oxy- furo (3,4-c)-pyridine. 5. )
1, 3-di hydr opga6¢d ohexyl - 6- am nonet hyl - 7- hydr oxy- -furo-(3,4-c)-pyridine.
6. 1, 3- dlhgdru—3‘[§h%A t hi enyl - 6- am nonet hyl - 7- hydr oxy- -
-furo-(3,4 Py i ok ihgdyo-$-aminomethyl-7-hydroxy-furo-(3,4-c)- i;:
3-di hydro- 3~ 16%56%9993E3We'BHB@H%XHhEUQQheﬂéﬁ4f8}mﬁlr'@'H% Kerein
1,3 di hydr o- -p chlorophenyl am nonet hy roxy- .
-furo- (3, 4- 8pEIAE% ne. 0.
1, 3-di hydro-3-(2', 3" - dlchlorophenyl) 6- an1nonethy| .20
- 7- hydr oxy- furo c)-pyridine.
1 3- di hydr 043- p#d%cﬁ%@ﬁﬂ Gm%hafdrreﬁmmomm(lw hydroxy-furo-
-furo- (3, 4- CXBPW“é”‘E%fﬂélne _ _
1, 3-di hydro- 3-p-tol am nonet hyl - 7-hydroxyffuro- - (3, 4 C)- pyr|d|ne 25
12. 1, 3-di hydr o- 3- p- net hoxyphenyl - 6- am nonet hyl - 7- hydroxy-
furo- (3, 4-ck- pym(BJEah dré33-propyl-6- amlnomethyl 7-hydroxy-furo-
1, 3- dlhydro -(3, 5'-t Lnet oxy) - phenyl - 6- am no-
met hyl - 7- hy @it TQﬁcP¥ 1BF-pyri di ne.

4. 1,3-dihydro-3-(3',4',5'-trimethoxyphenyl)-ethyl-6- o/

10 -aminomethyl—7-hydroxy-furo-(3,4—c)—pyridine.

5. 1,3-dihydro-3-cyclohexyl-6- am1nomethy1 -7- hydroxy—
-furo-(3,4-c)-pyridine.

6. 1,3- dlhydro—B—d—thlenyl 6- amlnomethyl ~7- hydroxy—.
-furo-(3,4-c)~-pyridine. :

15 7. 1,3-dihydro-~-3-phenyl-6- am1nomethy1 7- hydroxy-furo-
-{3,4-c)-pyridine.

8. 1,3-dihydro—B-Q-chlorophenyl—6—aminomethy1—7-hydfoxy— </

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

9. 1,3-dihydro-3- (2',3'-d1chlorophenyl) 6-am1nomethyl-
20 -7-hydroxy-furo-(3,4- c)-pyrldlne.

10. 1,3-dihydro-3 -g—fluorophenyl -6~ amlnomethyl 7-hydroxy—
-furo-(3,4~c)-pyridine. '

11. l,3—dihydro-3-p-tolyi-6—aminomethy1-7—hydroxy—furo-

-(3,4-c)-pyridine.

25 12. 1,3-dihydro~3-p-methoxyphenyl-6-aminomethyl~7~hydroxy
furo-(3,4~c)-pyridine.

I

h



1, 3- di hydro-3-mtrifluoronet hylphenyl - 6- am nonet hyl -
-hydroxy furo-(3,4-c)-pyridine. 5 15.
3-di hydr o- 3- p- di net hyl am noet hoxyphenykFl@-am no- éZQQ
t hyl - 7- hydr oxy-f uro- (3, 4) - pyri di ne. '16. )
3-di hydro-3-nethyl-3-[err]-thienyl- 6-aninonethy|-
ydr oxy- f ur o3 4-L) 3pddhgidre~37(3' ,4',5'-trimethoxy)~-phenyl-6-amino-
3-di hydr o- 3, X: hyl_- 0 10
UEG: (3, 4- c) %%9? n39R§§§o§§‘¥EP@”?E Y- )'B§¥1é¥ne
13\ﬁ hydr o- 3 phenyl 3-p- tr|fluoronethylphenyl 6-
m nonet hyl ydy o
1, 3-di hydr o- 3641§§b§¥?é |nyI E£§?h§ﬁ§%ﬁé¥%ylpbenyl -6-aminomethyl -
- 6- amrmmethW*IhhydroxyﬁmnnD{EBA4€¢)ppymmdnne15 20.
1, 3-di hydro- 3, 3-di - p-f | uor ophenyl - 6- am nonet hyl - 7-
-hydroxy furo-(3,4-c)-pyridine. 21.
3-
t
3

4.
-7
L
me
1
-h
1
-f
1
-a

di hy8iro- 3-J%rrl, Budyhyﬁqbi3ﬂgm@im¢thbdmm1ﬂbemhosypheny1 6-amino-

“Ginyaro-o ST PR o dia o 20

furo (3,4-c)- pyrldlne

o am nomet nyi L4 855%9@5304(%-%%&E'-?-r-?-}@*"e%l-ﬁ-mnomethyl-7-
1, 3-di hydr o- 3-ﬁhy@teﬁypﬁﬂnaﬁﬁﬂkw&phpyyhd&namlnonethy
25. 1,

-7 hydr oxy-furo-(3, 4-c)- pyrldlne -19- .
3-dihydr o- 3- di et hyl am nopr opy! - 3- p- chl or ophenyl -

- 6- am nomet hyl} 7. hydB3exyi-hydme<B;dthyl pPrphiersy 1 -26-ani pomettsy ¥-o7-hpdroxy-
preparathgn of_&; 46319, WU Srigine:

1,
ne
1,

18. 1,3-dihydro-3-phenyl-3-p-trifluoromethylphenyl-6-
-aminomethyl-~7-~hydroxy-furo-(3,4-c)-pyridine.

19. 1,3-dihydro-3-p~(N-pyrrolidinylmsthoxy)-phenyl-
~6-aminomethyl-7-hydroxy-furo-(3,4-c)-pyridine.

15 20. 1,3-dihydro-3,3-di-p-fluorophenyl-6-aminomethyl-7-
-hydroxy~-furo-(3,4-c)-pyridine.

21. 1,3—dihydr6—3ﬂx-fury1-3-gfthiomethy1phenyl-G-amino-
- methyl-7-hydroxy-furo-(3,4-c)-pyridine.

22. 1,3-dihydro—-3,3~did-furyl-6—aminomethyl-7-hydroxy-
20 -furo-(3,4-c)-pyridine.

23. 1,3-dihydro~3-cyclohexyl-3-(2',3',~dichloro)-phenyl
-6-aminomethyl-7-hydroxy-furo-(3,4-c)-pyridine.

24. 1,3~-dihydro-3~vinyl-3-p-thiomethylphenyl-6-aminomethyl-
-7-hydgoxy-furo-(3,4-c)-pyridine.

/
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-am nonet hyl - 7- hydr oxy-furo(3, 4-c)-pyridine derivative 5 havi ng the -
general fornmula | as herein defined, the process conprising reacting a

6-f or -7-hydroxy-furo-(3,4-c)- pyridine derivative having the general

for Il as herein defined with a stotkdonetric anmount of hydroxyl - _
am ne 1 n water under basic-conditions, and catalytically 10 hydr ogenati ng
the resultant §)ne 27 A process according to claim26-in which the.
reaction of Qﬁe(ﬁy3wdth@rpr3wﬁumahhﬁkﬁqdnmpnePYé-6aBﬂQh1Qnmphenmhueous

sodi um hydr oxj ﬁ¥% L7a ﬁifgﬁ?a.yr@_ 2p drocess
according.to 06?1% %}ﬁ a| m 27 in~-whic Le oxF}re i's glélso'l ved in aceh}c

acid and hydrogenated under normal pressure at .anbi-ent tenperature in the

presence of gl 3%&&@&9& fa&b%ecei:%p/ﬁatz&n%eracqse-fdarnﬁ&eo -6-
preparation of a1 dr o- 6-..

-an1nonethy|‘ﬁmﬂﬁﬁ%ﬁﬁhY T~ PgdiQﬁwﬁﬂHFQﬁ3mﬁd€PlPXF#@éﬂﬁnﬁﬁﬁﬂYﬁﬁlﬁénera

formul asl as H’a&fﬁicj‘ €ied | @éﬂerhﬂe fl?fr&ﬁﬁ%s iaeaeghéyashaaeﬁdéa astl@ésﬁi'béégs
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27!’A_procéss'according to claim 26 in which the reaction
of the derivative II with hydroxylamine is$ carried out in
aqueous sodium hydroxide solution at ambient temperature.

15 28{/A process acéording.tb claim 26 or claim 27 in which
the oxime is dissolved in acetic acid and hydrogenated
under normal pressure at ambient temperature in the
presence of a palladium-on-carbon catalyst.

- 297A process for the preparation of a 1,3-dihydro-€-

20 -aminomethyl-7-hydroxy-furo-(3,4-c)-pvridine derivative
having the general formula I as herein defined, the W,
process being substantially as described herein with
reference to any of the Examples.

30.’i-pharmaceutical composition comprising a 1,3-dihydro-
25 —6-aminomethy1-7-hydro§y-furo-(3,4-c)—pyridine derivative

according to any of claims 1 to 25 in admixture with a

pharmaceutically acceptable diluent or carrier.
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