
0 042 544' Description This invention relates to novel antihistamines, to
processes for their preparation and to pharmaceutical compositions
comprising the novel compounds. United States Patent Nos. 3,464,983 and
3,491,103 and Helvetica Chimica Acta 49, No. 1, 1966 pages 214-234 name
various 4H - benzol4.5Jcycloheptal1,2 - bjthiophenes and their 9,10-dihydro
derivatives and 6-chloro derivatives having esterified carboxy
aminoalkylidene or N-esterified carboxy piperidylidene groups attached at
the 4-position, a typical compound being 4 - (3 - methyl - 3 -
ethoxycarbonylaminopropYlidene)-':' 9,10 - dihydro - 4H -
benzo[4,5Icyclohepta[1,2 - bithiophene. 10. Such compounds are mentioned as
intermediates in the production of derivatives in which the esterifned
carboxy function is r4Ilaced by hydrogen or alkyl, the resulting
derivatives being antidepressants (3,464,983), or are ahitistamines
(3,491,103 and Helvetica Chimica ActsI, United' States Patent No. 3,326,924
describes'i@hou5 aza-dibenzo[a,blcycloheptenes, and 9,10 derivatives,
typically 4 - aza - 5 - (N - methy[ ;- *r4lpiperidylidene) - 10,11 -
dihydro - 5H - dibenzolaidcyclo- 15  heptene: such compounds are
characterized by their antihistamic, antiserotonin and antianaphylafctic
action. United States Patents
No.3,264,342,3,435,073,3,513,201,3,786,095,3,91 7,669,3,952,017 and
3.763,169 describe various 5H-dibenzo[adicycloheptenes or 10,11 -dihydro
derivatives thereof u_,  bearing a side chain in the 5-position which is
typically 3-N-methyl-N-carboethoxy aminopropyl. Such 20  compounds are
described as intermediates in the formation of derivatives in which for
instance the carboethoxy function is replaced by hydrogen or an alkyl
group, the derivatives being variously described as having gastric
antisecretory properties (3,763,169 and 3,435,073), antidepressant
properties (3,952,017, 3,786,095, 3,917,669, 3,513,201) and antihistaminic
properties (3,264,342). The compounds of this invention are of the general
formula I 25 Ra-C-(CH2)p-N 35 wherein A represents the group of atoms
required for completing a fused aromatic 5- or 6-membered heterocyclic ring
or a fused benzene 'ring; B represents the group of atoms required for
completing a fused pyridine, benzene or X- substituted benzene ring wherein
X is halogen, with the proviso that, when A defines a nitrogen- containing
heterocyclic ring, then B defines a fused benzene or X-substituted benzene
ring; Z represents a single bond -or a substituted or unsubstituted
methylene or ethylene group, the substituent being an oxo or hydroxy group,
or Z represents vinylene; 'R21epresents hydrogen or an alkyl group having 1
to 3 carbon atoms and R3 represents hydrogen, or R2 and:R3 form together a
second bond; R,, represents hydrogen and R. rp'resents an alkyl group
having :1 to 6 carbon atoms, or R. and R4 form togethers second bridge
-(CH2)2- between the carbon atom and the nitrogen 50  atom to which they
are attached; p represents 1 or 2; and Y represents either of- the: groups
-COOR, and -SO2R8 wherein R7 represents alkyli cycloalkyl, cycloalkylalkyl,
alkenyl; phenyl, phenylloweralkyl or 2-, 3- or 4- us  piperidyl and R,
represents alkyl, cycloalkyl, cycloalkylalkyl, alkenyl, phenyl or
phenylloweralkyl, whereby the alkyl, cycloalkyl, cycloalkylalkyl and
alkenyl groups represented by R. may optionally be substituted by the group



60 -N 65                                               Re 2    ,
~~~~~ 042 544 wherein Rs and Rl, each represents hydrogen or an alkyl group
having 1 toe 6abnaosth  iei groups represented by RY may be substituted at
the nitrogen atom by a lower alkyl grouphang1t4 carbon atoms, and whereby
the Pheny  rusadtePey   oeyo  h  PhebnyMMlowe alprldgrup represented   by
Fl, and/or  R ,                halo      losubs1itot4 5 subject to the
V hmaabogSbstiutedg Igenor                      4 that wh
furthernproviso5:                         alkyl having I o4carbon atoms,
(I)2.- tH a t   w h   A i a g r u o f t ms   re q u ire d   to   fo rm   a
fu s e d   ii1 ,2 -b ]   rin ,    Is CJ. is Ha                   P or -rHu
of  atpmist2   and   eithertho            en 1) rm u a droupl bofd atm
required toform a fused benzenern 21      B      )2   e b n ,F4  is
hydrogen   and    R1  is   C1-24  aorF2  andi  F3  are   both hy r g n o 2)
'"n X                                'ubstituted bnzene ring,4RaandRI3 form
hdodble.nbon substituted benzener R ad F1 frmthe second bridge t0 hen R,a~o
be C1-c4 alkyl or Phenyl (i-C4 alkyl); .           4i  yrgen and Ft, is Me;
Aii    and .   reprnean                                             usdo
subst tt...rn  hnrsent respectPvly a fuse~d be.ne~- -ring ada f
ensedeb Is   atom  and   nitrogen   atom   to  W hianh     they   aor e  t
a h d-- H ...    e w e   h   a b The Ilkl a    whih theyor m together a
second bridge -                 Gzeeo Th  ly    nd  alkenyl groups  in
th2b v   eiiin    o    r  u h h vn     up eto w1 crbn  athe oms, m ost
Preferably   up   to   6  c r o a toms    and   te  d Oe rafinr
upiintetinonseaky  ro p )  r such   havi ng      o4c ab nao s T ecyba yfg
up  h ve3t  7  and  the    cc akya yjgroups) 4to 12  carbonao   s Al
owrbo    atelkdth       o eakl   ru s(nth            pt i4traight  or
brnhed   chains  yl  aklcn aknyoro parfrrdtoI   te        abov  de  intio
un s m yb In a preferred aspectheabvedeintinsre4t et yAn othr  prnye nerre
go p rs n un bttt    o substituted  ethylene, Preferably  UnSubstituted
AnthePeerpre ferd  grinto up of compounds  are  thoe w eenR  n   l    ogt e
o m as c n   o d 25 T-(H)  reeeddfntoof R, and R4 is that R
2 and R 3 toget her form a second brdeothformul df~~ti~    aromat roc   rn
s defined   by   A, th  sufr o    nto e     c ontaiin   frings ar
Preferred. Most   Orefenblyringh  the sulfu atommay be in either of the two
poope                                    1 may be n any  f   ably th  f
hetewoy poss inge iosathiophne or PYridine ring. in the thiohn rn  h maying
bhe  inrnyefe thed-e    4 Possible. Positions   sil Po Itios  and  in  the
pyridine  ring  the  nitrogen  atom Th  reerdefntion Of B is the one which
Provides a fused benzene Or X-substituted benzene rn.Amost Preferred group
of compounds may be defined by the following formula II 45
'I wherein the dOtted lIne represents an optional double bond and X and Y
are as here-inabov. eie  o f o r u l a I.P r e f e r a b ly   Y   r e P re
s e n t s   a n   a lk o x y   c a r b o n y l   o r   a lk O x Y s u lf o
n y 1    g r o p w e e   l e a k l m i t has; 1    to    12,  Prefera~b y
i   th     6    .Carb n a o s  h   l y   r u s m y b   s d fn d a o e , sr
i h so   branched  rrcc~~  hymybeontaigtors brnhedhascotingaylimoy
adfndition th   ly    ortycfl 0    lo yaro y   go p   alylb  grubstitute
by an    ami rno  group, ylmoet ashereiabove Lo def hed      a    esr-ayb
sdfl 50  The  pres nt  inventio   ~aso  pro ides   nove b r manched ichai
c m oii nsc m rsn ab o mpounda formua  I  b   4he~- mpouthe o   flox ar
mbandfied ab v  a ond thosen  co p u d  excluded   f sromht 



The  505* ~     ~    ~     -u~  aybes The    C~ PO~flS (i)    nd  {ii  admu
ewith      accepable    arrieror aedipi ont gruein
na i o      r   ? 60   The   presen   of in e t hionaso in venio (icuigtee
e cu e fr m te d in in of or  ua   b chose   erromp oc s    c  mpi   es r
oeain   Pa rmcmp undol t e ge ea    fr ulal -1h;-C M~ u d   o   o mua1   sd
fi e  a o ean     ho e c co pibny    c r 3~~~~~~~~~~~~~~~    0 042 544 z A
B R3C-C(CH2)p44X !s wherein A. B. Z. R. R2, R3, R4 and p are as defined for
formula I and Y' represents a replaceable group, ' ith a compound of
formula IV TY                                 (IV), wherein Y is as defined
for formula I and T represents a group capable of being eliminated together
with Y'. Preferably, one of T and YV is a reactive in organic or organic
ester or ether group, and the other is either hydrogen or methyl. 20
Thus, for the preparation of compounds of general formula I or, in
particular, of formula 11 wherein Y represents COOR, with R7 being as
defined above, a compound wherein V' represents methyl may be reacted with
a compound of the formula TCOOR7 wherein T represents halogen, preferably
chlorine. The reaction is conveniently carried out by heating the starting
materials in an inert solvent,. preferably at reflux temperature. Typical
representatives of inert solvents are benzene, toluene, tetra- 25
hydrofuran. chloroform etc. In a further embodiment of the general process
outlined above, a compound of formula Ill wherein VY represents H is
reacted with a compound of formula TCOOR, wherein T represents OR7, whereby
R. is as defined above, preferably, however, t-butyl. The compounds of
formula I wherein Y represents S02R. are preferably prepared by reacting a
30  compound of formula Ill wherein Y' represents H with a compound of
formula IV wherein T represents halogen, preferably chlorine, and Y
represents S02R.. The reaction is preferably carried out at room
temperature in an inert solvent such as benzene and toluene in the presence
of a base such as K2CO3, Na2CO3, NaH, NaOH, triethylamine or other strong
organic bases. The inorganic bases are preferred. As is apparent from the
nature of the group Y in the compounds of formula 1, certain ester 35
groups obtained according to the procedures outlined above may be
transformed into other ester groups by transesterification. Thus for
example a compound wherein Y represents -COO Q may be reacted with NaOR7 to
give a compound wherein Y represents COOR7 (R. being different from
phenyl). The starting compounds of formula Ill are partly known compounds
which are available on the 40   market, e.g. azatadine: 45            I'
$1 50;                                        N
i CH3 3 55       Other starting compounds of formula Ill may be prepared
according to methods described in the literat4re, e.g. in U.S. Patent
3.326.924 and Belgian Patent 647.043 or according to analogous methods. As
is obvious from the chemical structure, compounds of this invention have
assymetric centers 



(e.g. position 11 in formula 11). 60 v     In the preparatio', a mixture of
thewoItical isomers (d and I), is obtained which can be sedqated - by
methods well known in the art.                                    J; The
following examples illustrate the process variations described above: 65 4
0042 544 Example 1 A. 1 1 -(N-Carboethoxy-4-piperidYlidene)-6 71
-dihydro-5H-benzo[5,6Jcyclohepta[1,2-bJpyridine To a solution of 10.9 g
(0.1 mole) of ethylchloroformate in 300 ml of anhydrous benzene is added
dropwise. with stirring at room temperature, a solution of 14.5 g (0.05M)
of 11 - (N - methyl - 4 - 5  piperidylidene) - 6.11 - dihydro - 5H -
benzo[5,6]cyclohepta[1,2 - blpyridine (hereinafter referred to as Compound
IIA) in 200 ml of benzene. The solution is stirred and is heated under
reflux overnight (1 6-20 hrs.). The mixture is cooled and is poured into
ice water and the organic layer is separated, washed with water, dried, and
then concentrated to dryness. The residue is triturated with petroleum
ether and a white solid having a melting point of 106-1071C is
recrystallized from isopropyl ether 0  after decolorization with
decolorizing carbon. B. 11
-(N-Cvbrethoxy-4-piperidylidene)-8-chloro-6,11-dihydro-5H-benzo[5,6lcyclohe
ptal1,2-bI- pyridine
-m :. .n ire - Using the procedure of Example 1 A, react 16.2 g of the
8-chloro derivative of Compound IIA and 15 10.9 g (0.1 mole) of
ethylchloroformate to prepare the title compound, having a melting point of
1128-130oC. The 7-, 9- and 10-chloro analogues are similarly prepared. C. I
1-(N-Carbomethoxy-4-piperidylidene)-6, 11
-dihydro-5H-benzo(5,6Jcyclohepta[1,2-bJpyridine Using the procedure of
Example 1A, react 14.5 g of Compound IlA and 9.4 g of methylchloro- I20
'formate to prepare the title compound, having a melting point of 116-1 1
80C. D. 11-(j3-N-Methyl-N-carboethoxy)ethyl-8-chloro-6,
11-dihydro-5H-benzol5,6lcycloheptaj7,2-bi- pyridine Using the procedure of
Example 1A react a solution of 15.1 g (0.05 mole) of 11 - (A - dimethyl- 25
aminoethyl) - 8 - chloro - 6,11 - dihydro - 5H - benzo[5,6]cyclohepta[1.2 -
bipyridine in 300 ml of anhydrous benzene with 10.9 g of ethylchloroformate
at room temperature to prepare the title compound. E.
71-(/3-N-Methyl-N-carboethoxyJethylidene-6,17-dihydro-[5H]-benzo[5,6lcycloh
epta[1,2-blpyridine 30       Prepare the title compound by the procedure of
Example 1A using 14.9g of dimethylamino ethylidene - 6,11 - dihydro - [5H]
- benzo[5,6ecyclohepta[1,2 - bipyridine and 10.9g of ethyl- chloroformate
at room temperature in benzene. F.
4-(N-Carboethoxy-piperidylidene)4H-benzo[4,5]cyclohepta[1,2-blthiophene- 1
O(9H)-one 35       Using the procedure of Example 1A, react 21.3 g of N -
methylpiperidylidene - 4H - benzo[4,5lcyclohepta[1,2 - bithiophene - 10(9H)
- one In 300 ml of benzene with a solution of 10.9 g of ethylchloroformate
in 300 ml benzene to prepare the title compound. Example 2 40   11
-(N-Carbophenoxy-4-piperidylidene)-6, 71 -dihydro-5H-benzo[5,6Jcycloheptaf
l,2-blpjyridine i (Compound UIB) To a solution of 29.1 g (0.1 mole) of
Compound IIA in 150 ml of anhydrous carbon tetrachloride is added 17 g of
phenylchloroformate in an equal volume of anhydrous carbon tetrachloride.
Heat under. reflux for 15 minutes with stirring and pour into water.
Separate and wash the organic layer with water 45   and remove solvent.
Extract the residue with ether. filter off the insoluble material and
remove the ether. The residue is recrystallized from isopropyl ether to
yield the title compound having a melting 



point of 127-1300C. Similarly, prepare the 7-, 8-, 9- or 1O-chloro
derivatives of the title compound using this procedure. so                I
Example 3 11-(N-Carbofsopropoxy-4-piperidylidene-6, 11
-dihydro-5H-benzo[5,6Jcyclohepta[l,2-blpyridine , , Dissolve 0.5 g sodium
metal in 50 ml isopropanol and add 7.9 g of Compound IIB from Example 2.
Heat with stirring for 5 hours on the steam bath at 90-95 and allow to cool
overnight.    .., .Add ice water to precipitate the product and extract 3
times with ether and once with chloroform..- ss - Wash with. water, distill
off solvents, triturate with hexane and recrystallize from isopropylether.
The melting point is 147-1480C. Using this-procedure, and replacing the
isopropanol with n-butannI, cyclopentanol, allyl alcohol,
cyclopropylmethanol, .benzylalcohol, p-chlorobenzylalcohol,
phenethylalcohol,- dimethylaminoethyl- alcohol or
N-methyl-4-hydroxy-piperidine prepare the corresponding esters. Similarly,
using the 7-, 8-, 60   9- and 10-chloro derivatives of Compound 111 and the
sodium salts offthe aforementioned alcohols, prepare the ,corfesponding 7-,
8-, 9- and 10-chloro compounds. 65 5    .  042 544 ;         ~~~Example 4
tJ 7   ~ ~ ~ ~ ~ ~~   ~~1-dihydro-5H-beflzo[5,6Jcyclohepta[1,2-bip yr/dine
1 1 -(N-Csrbo-t-butoxy-4-piperidylidene-6 1                  -
5yr-Elonorw/yrHet1 ,- ben r~in Dissolve 13.8 g of 11 - (4 - piperidylidene)
- 6,11 - dihydro - 5H - benzol5,6]cyclohepta [1.2 - bipyridine (Compound
IIC), prepared according to the method of Villani et al., J. Med. Chem. 15,
5  750(1972), in 250 ml of dry tetrahydrofuran. With stirring, add 12 g of
di-butyl carbonate and stir at room temperature overnight. The mixture is
poured into water, is extracted with ether and is washed with water and the
solvent is removed. Recrystallize the residue from isopropyl ether. The
melting point. is 144-1450C. to
Example 5 N-Methanesuffonyl/4-piperidylidenef6, 1 1
-flydro-5H-benzo[5,6Jcyclohepta[1,2-bipyridine '- To 10 9 of compound IIC
in 200 ml of dry~toluene add 13 g of anhydrous potassium carbonate.'5 After
several minutes of stirring at room tempeeitare, add dropwise a solution of
6 g of methane- l sulfonyl chloride in 20 ml of toluene. Contirid"4tiffring
for 16 to 20 hours and then filter. Recrystallize 15  the solid material
from ethanol. The melti4 -Oif'iis 223-224eC. Using this procedure and
adjusting the -eight of the requisite sulfonyl chloride so that 0.04 moles
of said alkanesulfonyl chloride are used, the ethanesulfonyl,
n-propylsulfonyl, n-butylsulfonyl, cyclopropylsulfonyl, heptylsulfonyl,
dodecylsulfonyl, phenylsulfonyl, p-methylphenyl-sulfonyl, p-fluoro-
phenylsulfonyl, p-chlorophenylsulfonyl, benzylsulfonyl,
p-chlorobenzylsulfonyl, p-tertbutylphenyl- sulfonyl'and cyclopentylsulfonyl
compounds of formula I wherein Y is SO2R are obtained. Similarly, prepare
the tricyclic ring substituted chloro derivatives. Substituting the
appropriate starting material having a double bond between the 5 and 6
positions of the ring system, and using the procedures set forth in
Examples 1 to 5 above (which show the preparation of the 6,11 -dihydro
compounds), the corresponding 6,11 -dehydro compounds are 25  prepared.
Also, by substituting an appropriate bromo or other halo analogue for the
7-, 8-, 9- or 1 O-chloro- substituted starting material mentioned above,
other desired halo compounds of the formula I may be prepared. Typical
representatives of compounds from the preferred group having the general
formula 11 30 



,     X~~~~ 35_ N -. are listed in the table below: 45 50 55 60 65 6    0
042 544 Compound No.           X                Y                    m.p. 1
H      COOC2 H5                     106-1 070C - 2         H
COOCH2CCI3                   1470C 3           H      COo
127-1300C 4 .  r.,*.   H     COOCH(CH3)2                  147-148C *-;i
H       COO(CH2)2.N(CH3)2           84-87C 6          . H     COOCH3
116-1180C 7           H      COO(CH2)CH3                  84-890C 8
H4     COOC(CH3)3                   144-145C 9           H      COOC NCH3
158-160C 10i          H       COOCH2....(                 106-1 08C :11
8-ClI    COOC2H5                      128-130C 712. H
COO(CH2CH2                   88-910C 13           H      COOCH3)C3
131-1340C - .          H      COO( CH2)2  -                101-1040C
t~~~~~~~~~~~ ,1!     -    H       COOCH2                       126-1270C
.~~~~~~ 2 .16          H      COOC ..                      162-1340C 1 17
H      SO2-O   CH3                  197-199C 7 7    0 042 544 Compound
mp No.          XY 5            ~~~18        8-C     S0       e    OH3
185~187oC                 -: 10 19  '  "a      0-F
~~~~~~188-187oC 19           H 15                 20          1l
SO2CH3                       223-224OC 21           H      S02(CH2)2CH3
183-1B4oC 



022          H      SO2CH2CH3                   173-1740C 23           H
SO2(CH2)3CH3                185-1880C 25                 24           H
S2-CH2       e               185i 25           H      S2
157-158CC 35 The compounds of the present invention (including those
excluded from the definition of formula I by provisos (i) and (ii)) are
useful as non-sedating antihistamines. Such compounds act as anti-allergic
agents in the treatment of such conditions as perennia and seasonal
allergic rhinitis and chronic L  ax   urticaria, and can be administered in
pharmaceutical formulations comprising the compound in admixture with a
pharmaceutical carrier suitable for enteral or parenteral administration.
The formulations may be in solid form, as for example tablets and capsules,
or in liquid form as for example 'yrups, -elixirs, emulsions, and
injectables. In the formulation of pharmaceutical dosage forms there
generally -isutilized excipients; for example, water, gelatin, lactose,
starches, magnesium stearate, talc;- 45  vegetable dus, benzyl alcoholl
gums, p061alkylene4 glycols, and petroleum jelly. Preferred formulations
are more -fully illustrated in Example 6.:; Althoogh the required dosage
will besdetermined by such factors as the patient's age, sex, weight -and
the severity of the allergic reaction to be treated, the preferred human
dosage range is likely to be 4 to 50 mg of the effective compound 1 to 3
times per day. The preferred dosage ranges for other 50  animals can
readily be determined by-using standard testing methods. The following tata
show the pliarmaceutical effect of the compounds of this invention. (The
data were elaborated with th- compound 8 - chloro -6,1 1 - dihydro - 11 -
(1 - carboethoxy - 4 - piperidylidene) - 5' - /t 6'-
tnzo(5,6]cyclohepta[1,2 - bipyridine). Oral ED50 for preventing histamin'e
induced lethality in guinea pigs is 0.19 mg/kg. The acute 55  toxicity is
very low (e.g. >320 mgkg in mice; >60 mg/kg in dogs etc.). Oral ED50 for
preventing - - histamine-induced paw edema in mice is 1.3 mg/kg. -  The'
compound showed'very little or no CNS activity in mice, rats, dogs or
monkeys, eg. no-,.. physostigmine lethality in mice at doses up to 320
mg/kg; no overt behavioral or neurologic or    - autonomic effects in mice
or rats after doses of 10-300 mg/kg, in dogs after doses of 15-60 mg/kg 60
or in monkeys at doses of 30-90 mg/kg. The following example''' are
illustrative  of 'fte aforementioned pharmaceutical compositions: Example 6
A syrup comprising a compound of the present invention (Active Compound),
e.g. 11 - (N - 65. carboethoxy - 4 - piperidylidene) - 8 - chloro - 6,11 -
dihydro - 5H - benzo[5,6Jcycloheptal1,2 - 8    0.042 544 bipyridine.  11 -
(N -  methanesulfonyl - 4 -  piperidylidene) -  6,11 - dihydro - 5H -
benzo[5,61cycloheptaf1i2 - bipyridine, 11 - (N - carboethoxy - 4 -
piperidylidene) - 6,11 - dihydro - 5H - benzo[5, 6cycloheptatl,2 -
blpyridine, 11 - (N - carbomethoxy - 4 - piperidyl- idene) - 6,11 - dihydro
- 5H - benzol5,61cyclohepta[1.,2 - bipyridine or 11 - (N - carbophenoxy - 5
4 - piperidylidene) - 6,11 - dihydro - 5H - benzo[5.6]cyclohepta[1,2 -
bipyridine.-Jis prepared from the following ingredients: per ml Active
Compound                        0.100 mg Sucrose
600      mg Sorbitol                             140      mg. 15 Propylene
Glycol                      20.0    mg 



Methylparaben                          1.00   mg 20
Propylparaben                          0.200 mg F.D. B C. Yellow No. 6
0.225 mg Alcohol USP                            0.0021 ml 25 Imitation
Black Currant Flavor         0.001 ml Purified Water USP
* q.s. 30                       u                                     1.0
ml The syrup is prepared by combining the above ingredients according to
standard techniques. Example 7 A tablet comprising a compound of the
present invention (Active Compound) is prepared by a spray-dry process from
the following ingredients: Tablet I        Tablet II Component I
(mg/tablet)    (mg/tablet) Active Compound*                            1.00
10.00 Lactose, Hydrous USP (Impalpable Powder)  212             180.00 ..45
Povidone NF                                10.0 Corn Starch (Food Grade)
15.0             6.0 Purified Water USP (Evaporates)             0.1C2 iid
0.1 50           Additional Components Corn Starch (Food Grade)
1 1.5:           6.0 55           Magnesium Stearate USP
0.500           1.2 Gelatine
2.5 The materials of Component I are cqrpbined and :spray dried by standard
techniques. The resulting spray dried material is combined with the
additional components listed above and processed 60   to form tablets. *)
e.g. 11 - (N - carboethoxy - 4 - piperidylidene) - 8 - chloro - 6,11 -
dihydro - 5H - benzol5,6]cyclohepta[1,2 - bipyridine. 65 9 1-    0 042 544
I    c  L   M   SII 1 Claims for the Contracting States: BE Cl DE FR GB IT
Li LU NL SE 1. Compounds of the general formula I 5 A (I)~       ' is
Wherein A represents the group of atoms required for completing a fused
aromatic 5- or 6-membered heterocyclic ring or a fused benzene ring, B
represents the group of atom required for completing a fused pyridine,
benzene or X-substituted K)benzene ring wherein X is halogen, with the
proviso that, when A defines a nitrogen-containinlg 20  heterocyclic ring,
then B defines a fused benzene or X-substituted benzene ring; Z represents
a single bond or a substituted or unsubstituted methylene or ethylene
group, the substituent being an oxo or hydroxy group, or Z represents
vinylene;. R2represents hydrogen or an alkyl group having 1 to 3 carbon
atoms and R3 represents hydrogen, or 



25       R2 and R3 form together a second bond; Rs represents hydrogen and
R, representsan alkyl group having 1 to 6 carbon atoms, or R, and R, form
together a second bridge -(CH2)92-between the carborf atom and the nitrogen
atom to which they are attached; 30       prepresents 1 or 2; and Y
represents either of the groups -COORef and -Sc 2Rr wherein R7 represents
alkyl, cycloalkylt cycloalkylalkylr alkenyl, phenya , phenylloweralkyl or
2-. 3- or 4- piperidyl and 3i   ez    represen a     chcloalkyl,
cycloalkylalkyl, alkenyl, phenyl or phenylloweralkyle whereby the alkyl.
cycloalkyl, cycloalkylalkyl and alkenyl groups represented by R7 may
optionally be substituted by the group -N 45 sttun bein  an tx or cydrbon
atoup,                                          the pirprsetsddyl
wherein-'&.and % each represent hydrogen or an alkyl group having  1  to
6 carbon atoms , tp groups representebe substituted at the  trogen atom bya
lowe-ralkyy group having 1 to 4 carbon     s, and whereby the phenyl
-groups and the phenyl moiety of the phenylloweralkyl groups Rorepresenidts
hydorogen maynd s * Represrensedty R an     R8 may bsustituted by halogen
or lower alkyl haVinj 1 to 4 carbon atoms. subject to the following further
provisds: so3 0i)-'hat when A is a group of atoms required to form a
fuseda[nd,2-l1 thiophene ring, Z is -CH rpee- or         of      p is 2 and
aeither 1)  B i  group of atoms required to form a fused benzene ring, R2
and R3 are both hydrogen or form a deprble bond. R is hydrogen and R, is C
--C  alkyl or R4 and: R, form the 2-cond-tbr4dge -);or o2)B is an X
subldtituted benzene ring, R2 and R3 form a double. bond-i R4 is hydrogen
and .R is'Me;. 36   Rrerethen R., cannot be C1-cC4 alkyl or phenyl (C--C,
alkyl); and (ii when A and B represent respectively a fused benzene r~ing
and a fused benzene or. X: subsitued  erizne ingthenR1 nd  4 formn togeter
a second bridge -4-CHiA between the. carbon atom: and nitrogen atom to
which they are attached: a and Wherein, in 'f the alkyl and alkenyl groups
have uprtoe  2 carbon atoms;pthe loweralkyl groups (inby
the-'tphenyllowerdikyl groups) have' 1 to 4 carbon atoms, the bycloalkyl
gro'ups have 3 to 7 carbon th    an~d tedcoly -ator~. nd teycakyalkyl
groups have 4 to 12 carbon atoms. -t'2. -Compounds according to claim 1,
wherein Z represents an ethylene. or vinylene group. '?3. Compounds
according to'claim 1 or 2, wherein R2 and R 'together form a second bond.
. 65 10 .
.~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~N    0 042        ~ ~~I
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Compounds according to any one of claims 1 to 3, wherein R, and R4 together
form a bridge of the formula -(CH2)2-. 5. Compounds according to any one of
claims 1 to 4, wherein the ring defined by A is a thiophene or pyridine
ring. 5       6. Compounds according to any one of claims i to 5,
wherein-the ring defined by B is a fused 



benzene or X-substituted benzene ring with X being as defined in claim 1.
7. Compounds according to any one of claims 1 to 6 having the general
formula 11 to 15 N . I 20 wherein the dotted line represents an optional
double bond and X and Y are as defined in claim 1. 8. Compounds according
to any one of claims 1 to 7, wherein there is a single bond between the 5
and 6-positions. 9. Compounds according to any one of claims 1 to 8,
wherein X represents hydrogen, 8-chlorine 25or 8-bromine. 10. Compounds
according-to any one of claims 1 to 9, said compounds being I
1-(N-carboethoxy-4-piperidy1idene)-8-chloro-6,1
1-dihydro-5H-benzof5,6]cycloheptafl1,2-bpyridine: 1
1-(N-methanesuffonyl-4-piperidylidene)-6,1
1-dihydro-5H-benzo[5,6]cyclohepta[1,2-blpyridine; 11
-(N-carboethoxy-4-piperidylidene)-6, 1 1 -dihydro-SH-benzo[5,6]cycloheptaf
1 ,2-blpyridine; 30  1 1 -(N-carbomethoxy-4-piperidylidene)-6,1 1
-dihydro-5H-benzo[5,6]cycloheptaf1 2-blpyridine; or 11
-(N-carbophenoxy-4-piperidylidene)-6, 1 1 -dihydro-5H-benzo[5,6scyclohepta[
1 2-bipyridine. 11. Pharmaceutical compositions comprising as an active
ingredient a compound chosen from compounds of formula I as defined in
claim 1 and those compounds excluded from claim 1 by provisos (i) and (ii)
therein, in admixture with a pharmaceutically acceptable carrier or
excipient. 35       12. Process for preparing compounds of formula I as
defined in claim 1, characterized in that a, compound of the general
formula IlIl z 40. 45!2                                                 .
\Y :-: wherein A, B, Z. R, R2, A3, R4 anpare as defined in claim 1 and Y'
represents a replaceable gro p.with;-. 50 a: -c-ompound of formulaI TY
(IV), wherein Y is-as delnfed in claim I and T represents a group capable
of being eliminated together with Y',.. 55   and that, if desired, -a.so
obtained compound of formula I is transferred into another compound of
formula I by transesterification of the group Y. 13. The compounds of
formula I as defined in claim 1 and those excluded from claim 1 by.
provisos (i) and (ii). thereinfor use as antihistamines. 60 65 1 1    Y
,           ~~~~~0 042 344               I~I:I>0I,>tt{l011 Claims for the
Contracting State: AT 0 01 1. Process for the preparation of compounds of
the general formula I 5 A R --CH )-N 15 wherein A represents the group of
atoms required for completing a fused aromatic 5- or 6-membered
heterocyclic ring or a fused benzene ring; B represents the group of atoms
required for completing a fused pyridine, benzene or X- 



4J substituted benzene ring wherein X is halogen, with the proviso that,
when A defines a nitrogen- 20 containing heterocyclic ring, then B defines
a fused benzene or X-substituted benzene ring; Z represents a single bond
or a substituted or unsubstituted methylene or ethylene group, the
substituent being an oxo or hydroxy group, or Z represents vinylene; R2
represents hydrogen or an alkyl group having 1 to 3 carbon atoms and R3
represents hydrogen, or 25      R2 and R3 form together a second bond; Rt
represents hydrogen and RI represents an alkyl group having 1 to 6 carbon
atoms, or R. and R4 form together a second bridge -(CH2)2- between the
carbon atom and the nitrogen atom to which they are attached; 30      p
represents 1 or 2; and Y represents either of the groups -COOR7 and -S02R,
wherein R7 represents alkyl, cycloalkyl, cycloalkylalkyl, alkenyl, phenyl,
phenylloweralkyl or 2-, 3- or 4- piperidyl and R. represents alkyl,
cycloalkyl, cycloalkylalkyl, alkenyl, phenyl or phenylloweralkyl, whereby
the 35  alkyl, cycloalkyl, cycloalkylalkyl and alkenyl groups represented
by R. may optionally be substituted by the group Rs -N Re wherein R, and Rs
each represent hydrogen or an alkyl group having 1 to 6 carbon atoms, the
piperidyl *s  groups represented by R. may be substituted at the nitrogen
atom by a lower alkyl group having 1 to 4 carbon atoms, and whereby the
phenyl groups and the phenyl moiety of the phenylloweralkyl groups
represented by R, and/or .R. may be substituted by halogen or lower alkyl
having 1 to 4 carbon atoms, subject to the following %urther provisos: (i)
that when A is a group of atoms required to form a fused [1.2-bI thiophede
ring, Z is so -CH2-CH2- or -CH=CH-, p is 2 and either 1)  B is a group of
atoms required to form a fused benzene ring, R2 and R3 are both hydrogen or
form a double bond, R4 is hydrogen and R, is C1-C4 alkyl or R4 and R1 form
the second bridge (C   Y26; or 2)  B is an X substituted benzene ring, R2
and R3 form a double bond, R4 is hydrogen and Ri-is Me; S6      then R7
cannot be C1-C4 alkyl or phenyl (Ca-Cd alkyl); and                - (ii)
when A and B represent respectively a fused benzene ring and a fused
benzene or X substituted benzene ring then R, and R4 form together a second
bridge +CH242 between the carbon atom and nitrogen atom to which they are
attached; and wherein, in Y, the alkyl and alkenyl groups have up to 12
carbon atoms, the lowerqlkyl groups (in 60  the phenylloweralkyl groups)
have 1 to 4 carbon atoms, the cycloalkyl groups have 3 to 7 carbon atoms,
and the cycloalkylalkyl groups have 4 to 12 carbon atoms, characterised in
that a compound of the general formula .III S5 12 *~~~~~~~~~~ In    Ye  .
'                        *  Is  ~~~~~~~ ~~~~~~~~~~~~~L  r 0 042 544 A JB R3
CC2)p~ 



* 10 wherein A, B, Z, R., R22, 2, R. and p are as defined in claim 1 and Y'
represents a replaceable group, with 8acompound of formula IV TY
(IV), 15  wherein Y is as defined in claim 1 and T represents a group
capable of being eliminated together with Y', and that, if desired, a so
obtained compound of formula I is transferred into another compound of
formula I by transesterification of the group Y. 2. Process according to
claim 1, characterized in that a compound of formula III wherein Y' is
methyl is reacted with a compound of the formula T COOR7 with T being
halogen, preferably chlorine, and R7 being as defined in claim 1. 3.
Process according to claim 1, characterized in that a compound of formula
Ill wherein Y' is 25  hydrogen is reacted with a compound of the formula. T
COOR, with T representing the group OR7 and R7 being as defined in claim 1.
30.      4. Process according to claim 1, characterized in that a compound
of formula Ill wherein Y' represents hydrogen is reacted with a compound of
formula IV wherein T represents halogen, preferably chlorine, and Y
represents the group S02R. with R8 being as defined in claim 1. 5. Process
according to any one of claims 1 to 4. characterized in that as a starting
compound is used a compound of the formula iW' 3A i~~~~~~~~ .
N                   :II') 45     !                            ' wherein X
is as defined in claim 1   -and Y' is as defined in any one, of claims 1 to
4. 6. Process according to claim 5, characterized: in that a compound of
formnula II'; w,.rin X a;.8 represents hydrogen or 8-chlorine is reacted
with a compound of the formula TCOOC2H5 whereby Y' and T are as defined in
any one of claims 1 to 4. J5        7. A process for making a
pharmaceutical composition which comprises mixing a compound chosen from
the compounds of formula 1 as defined in .c1.im 1 -nd those compounds
excluded from claim 1 by provisos. 1) and (11) therein-, in admixture
-with,4 pharmaceutically acceptable carrier or excipient.
i  a p               a         c 65 13    0 04
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Patentansprflche fOr die Vertragsstaaten: BE CH DE FR GB IT Li LU NL SE 1.
Verbindungen der aligemeinen Formel I 5 AB to. /F~~~~~~~~~~~~~~~~I :
.,~~~ R3-C-(CH2) - '5 in der A die zur Vervollstindigung eines anellierten
aromatischen 5- odor 6-gliedrigen heterocyclischen Rings oder eines
anellierten Benzol-Rings erforderliche Gruppe von Atomen bezeichnet 



B die zur Vervollstindigung eines anellierten Pyridin-, Benzol- oder
X-substituierten Benzol-Rings, 20   worn X Halogen ist, erforderliche
Gruppe von Atomen bezeichnet, mit der MaBgabe, dae B einen an- ellierten
Benzol- oder X-substituierten Benzol-Ring darstelk, wenn A fOr einen
stickstoffhaltigen hetero- cyclischen Ring steht, Z eine Einfach-Bindung
oder eine substituierte oder unsubstituierte Methylen- oder Ethylen- Gruppe
bezeichnet, worin der Substituent eine Oxo- oder Hydroxy-Gruppe ist, oder Z
Vinylen be- 25   zeichnet, R2 Wasserstoff oder eine Alkyl-Gruppe mit 1 bis
3 Kohlenstoff-Atomen bezeichnet und R3 Wasserstoff bezeichnet odor R2 und
R3 gemeinsam eine zweite Bindung bilden, R4 Wasserstoff bezeichnet und 30
R. eine Alkyl-Gruppe mit 1 bis 6 Kohlenstoff-Atomen bezeichnet oder R1 und
R4 gemeinsam sine zweite BrOcke -(CH22- zwischen dem Kohlenstoff-Atom und
dem Stickstoff-Atom, an die sie jeweils gebunden sind, bilden, p fOr 1 odor
2 steht, Y eine der Gruppen --COOR7 und -S02R. bezeichnet, worin 35
R, for Alkyl, Cycloalkyl, Cycloalkylalkyl, Alkenyl, Phenyl,
Phenylniederalkyl oder 2-, 3- oder 4- Piperidyl steht und R8 fOr Alkyl,
Cycloalkyl, Cycloalkylalkyl, Alkenyl, Phenyl oder Phenylniederalkyl steht,
wobei die durch R. dargestellten Alkyl-, Cycloalkyl-, Cycloalkylalkyl- odor
Alkenyl-Gruppen gegebenen- falls substituiert sein konnen durch die Gruppe
-RS / -N 45                                                 R in der Rs und
Rs jeweils f(r Wasserstoff odor efne Alkyl-Gruppe mit 1 bis
61Koh~enstoff-Atomen stehen, wobel die durch R7 dargestelite
:Piperidyl-jruppe an dem Stickstoff-AtormWdurch eine niedere:Alkyl- Gruppe
mit 1 bis 4 Kohlenstoff-Abom-en ;substituiert sein kann und wobbie die
durch R7 und/oder Ra 50  dargestellten Phenyl-Gruppen und
idPhenyl-Struktureinheiteh -der Pheqlylniederatkyl-Gruppen durch Halogen
oder Niederalkyl mit 1 bis 4 Kohleinstoff-Atomen -substituie*, sein konnen,
mit den weiteren Maggaben, daB, (i) wenn A sine zur Bildung eines
aneili-erten I1,2-b 'Tliophen-Ainos erforderliche Gruppe ist, Z -CH2-CH2-
oder--CH=CH- ist, p . ist und entweder 55  1)  B eine zur Bildung sines
anellierten Benzol-Rings erfo'diii" heGruppe von Atomen ist, R2 undR3 beide
Wasserstoff sind oder sine Doppelbindung bilden, RiWaiserstoff ist und R,
C,-C4-Alkyl ist oder R4 und R1 die zweite Brucke (i:-CH2 -2 bilden oder 2)
B sine X-substituierter Benizol-Rihgist, R2 und R3 sine Doppelbindung
bilden, R4 Wasserstoff ist und R1 Me ist, *60 dann R7 nicht Cj-C4`Alkyl
oder Phenyl {C,-Q,-alkyl) sein kenn, und (ii) wenn A und B jeweils eirien
anellierten Benzol-Ring und einn anellierten Benzol- odor X- substituierten
Benzol-Ring bezeichnen, dann R, und R4 zusammen eine zweite Brucke (-CHi-)2
zwdschen dern Kohlenstoff-Atom und derm Stickstoff-Atom, an die sie jeweils
gebunden sind, bilden, 65 und worin in Y die Alkyl- und Alkenyl-Gruppen bis
zu 12 Kdhlenstoftitome, die Niederalkyl-Gruppen 14    042
Ilill1lci  111|C   L 11 I1ltS 11 l1lt ~~~~~ ~~~0 042 544' cLMS* 



(in den Phenyiniederalkyl-Gruppen) 1 bis 4 Kohlenstoff-Atome, die
Cyclosikyl-Gruppen 3 bis 7 Kohlen- stoff-Atome und Cycloalkylalkyl-Gruppen
4 bis 12 Kohlenstoff-Atome aufweisen. 2. Verbindung nach Anspruch 1,
dadurch gekennzeichnet, daB eine Ethylen- oder Vinylen- Gruppe bezeichnet.
s       3. Verbindungen nach Anspruch 1 oder 2. dadurch gekennzeichnet. dal
R2 und R3 zusammen eine zweiteZ8indung bilden. 4. Verbindungen nach
irgendeinem der Anspruche I bis 3, dadurch gekennzeichnet, cam R, und R4
zusammen eine BrOcke der Formel -(CH2)2-bilden. 5. Verbindungen nach
irgendeinem der AnsprOche 1 bis 4, dadurch gekennzeichnet, dal der 10
durch A bezeichnete Ring eine Thiophen- oder Pyridin-Ring ist. 6.
Verbindungen nach irgendeinem der Anspruch.l. bis 6, dadurch
gekennzeichnet, daB ,der durch 8 bezeichoete Ring ein anellierter 8enzol-
oder X-substituiertes Benzol-Ring ist, wobei X die in;Anspruch 1 angegebene
Bedeutung hat. 7. Verbindungen nach irgendeinem der Anspreche A bis .6 mit
der allgemeinen Formel II '5 20 25
N Y in der 30 die gestrichelte Linie eine wahlweise Doppelbindung
bezeichnet und X und Y die in Anspruch 1 an- gegebenen Bedeutungen haben.
8. Verbindungen nach irgendeinem der Anspruche 1 bis 7, dadurch
gekennzeichnet, daB sich zwischen der 5- und der 6-Steliung eine
Einfach-Bindung befindet. 9. Verbindungen nach irgendeinem der AnsprOche 1
bis 8, dadurch gekennzeichnet, dam X fur 3S Wasserstoff, 8-Chlor oder
8-Brom steht. 10. Verbindungen nach irgendeinem der Anspruche 1 bis 9,
namlich 11 -(N-Carboethoxy-4-piperidyliden)-8-chloro-6, 1
-dihydro-SH-benzo[5,6]cyclohepta[1 2-bipyridin, 1 1
-(N-Methansulfonyl4-piperidyliden)-6. 11 -dihydro-5H-benzo[5,6]cyclohepta
|1 ,2-bjpyridin, 1 1 -(N-Carboethoxy4-piperidyliden)-6,1 1
-dihydro-5H-benzo[5,6]cyclohepta[ 1 ,2-blpyridin, '40  11
-(N-Carbomethoxy-4-piperidyliden)-6,1 1 -dihydro-5H-benzo[5,6lcyclohepta [1
,2-bipyridin oder 11 -(N-Carbophenoxy-4-piperidyliden)-6,1 1
-dihydro-5H-benzo[5,6lcycloheptal 1,2-bjpyridin. 11. Pharmazeutische
Zusammensetzungen, enthaltend als Wirkstoff eine Verbindung ausgewahit ays
Verbindungen der Formel I wie in Anspruch 1 definiert und solchen
Verbindungen, die durch die in Anspruch 1 genannten Malgaben (i) und (ii)
ausgeschlossen sind, im Gemisch mit einem pharmazeu- 45  tisch
unbedenklichen -TrAger- odor .Streckmittel. 12. Verfahren zur Herstellung
von Verbindungen der Formel I nach Anspruch 1, dadurch ae- kennzeichnet,
daB eine: Verbindung der Formel III .50 A ~~/R1 55R3CCH)N- in der A, 8, Z,
R1, Rz. R2,. R4 and p die in Anspruch 1 Jangegebenen Bedeutungen haben und
Y' eine 60  ersetzbare Gruppe bezeichnet; mit einer Verbindung der Formel
IV 7Y  '                               (IV), in der Y die in Anspruch 1
angegebene Bedeutling hat und T eine Gruppe bezeichnet, die sich zu- 65
sammen mit Y' eliminieren -lat, umgesetzt wird und daB gewOnschtenfalls
eine so erhaltene Verbin-    ,~~~~~~~~~~~~~~~ ~~~~~~I 1111111 111111 11111
111l11 111111F 



0 042 544 dung der Formel I durch Umesterung der Gruppe Y in eine andere
Verbindung der Formel I umge- wandelt wird. 13. Verwendung der Verbindungen
der Formel I nach Anspruch 1 und solcher Verbindungen, die durch die in
Anspruch 1 genannten MaGgaben (i) und (ii) ausgeschlossen sind, als
Antihistamine. Patentansprfiche fir den Vertragsstaat: AT 1. Verfahren zur
Herstellung von Verbindungen der allgemeinen Formel I to s-   . 15
R2 t/R4 R3C(CH2)P-N \y 20 in der A die zur Vervolistindigung eines
anellierten aromatischen 5- oder 6-gliedrigen heterocyclischen Rings oder
sines anellierten Benzol-Rings erforderliche Gruppe von Atomen bezeichnet,
B die zur Vervollstandigung eines anellierten Pyridin-, Benzol- oder
X-substituierten Benzol-Rings, worin X Halogen ist, erforderliche Gruppe
von Atomen bezeichnet, mit der Mafggabe, daB B einen an- 25 ellierten
Benzol- oder X-substituierten Benzol-Ring darstellt, wenn A fur einen
stickstoffhaltigen hetero- cyclischen Ring steht, Z sine Einfach-Bindung
oder sine substituierte oder unsubstituierte Methylen- oder Ethylen- Gruppe
bezeichnet, worin der Substituent dine Oxo- odor Hydroxy-Gruppe ist, oder Z
Vinylen be- zeichnet, 30       R2 Wasserstoff oder eine Alkyl-Gruppe mit 1
bis 3 Kohlenstoff-Atomen bezeichnet und R3 Wasserstoff bezeichnet oder R2
und R3 gemeinsam eine zweite Bindung bilden, R4 Wasserstoff bezeichnet und
R1 eine Alkyl-Gruppe mit 1 bis 6 Kohlenstoff-Atomen bezeichnet oder 35
R, und R4 gemeinsam zweite Brucke -(CH2)2- zwischen dem Kohlenstoff-Atom
und dem Stick- stoff-Atom, an die sie jeweils gebunden sind, bilden, p fur
1 oder 2 steht, Y dine der Gruppen -COOR,' und -S02R. bezeichnet, worin R7
fur Alkyl, Cycloalkyl, Cycloalkylalkyl, Alkenyl, Phenyl, Phenyiniederalkyl
oder 2-, 3- oder 4- *0 Piperidyl steht und K-        ' R8 fOr Alkyl,
Cycloalkyl, Cycloalkylalkyl, Alkenyl, Phenyl oder Phenyiniederalkyl steht,
wobei die durch R7 dargesteliten Alkyl-, Cycloalkyl-, Cycloalkylalkyl- oder
Alkenyl-Gruppen gegebenen- falls substituiert sein ko'nnen durch die Gruppe
45~                        ~~                R 45~~~~~~~~~~~~~~~~~~~~~~ ,/
,                         . -N -Re 50 in der R5 und R. jeweils fur
Wasserstoff odo,' eine Alkyl-Gruppe miti1 bis 6 Kohlenstoff-Atomen stehen,
wobei die durch R7 dargesteIlte Piperidyl-Gruppe an dem Stickstoff-Atom
durch sine niedere Alkyl- Gruppe mit- 1 bis 4 Kohlenstbff-Atomen'
substituiert sein kann und wobei die durch R. und/oder R. dargestellten
Phenyl-Grup'p'en lud die Phenyl-Struktureinheiten der
Phenylniederalkyl-Gruppen durch 55 Halogen oder Niederalkyl: 'itt 1
bis,4'Kohlenstoff-Atomen substituiert sein konnen, mit den weiteren
Mafigaben, daB: (i) wenn A edie zur Bildung vines anellierten
[1,2-b]-Thiophen-Rings erforderliche Gruppe ist, Z -C -C-H 2-  oder -CH=CH
ist, p 2 ist und entweder 



1)  B eine zur Bildung sines anellierten Benzol-Rings erforderliche Gruppe
von Atdmsenist, R2 und R3 60      -beide Wasserstoff sind oder sine
Doppelbindung bilden, R4 Wasserstoff ist und'R, C1-C4-Alkyl ist oder R4 und
R, die zweite Briucke (-CH2-)2 bilden oder 2)  B sin X-substituierter
Benzol-Ring fst, R2 und R3 sine Doppelbindung bilden, R4 Wasserstoff ist
und R. Me ist, dann R7 nich C,-C4-Alkyl odor Phenyl (C--C4-alkyl) sein
kann, und 65 16    I1111111 1 -'2ME 11111 11111 lIIi 0 042 544    * w
(ii)~~~0 wenn A und B jeweils einen anellierten 8enzol-Ring und einen
anellierten Benzol- oder X- :.         ~~~substituierten Benzol-Ring
bezeichnen, '6  dann R. und R4 zusammen eie zweite Brucke (CH2-)2 zwischen
dem Kohlenstoff-Atom und dem Stickstoff-Atom, an die sie jeweils gebunden
sind, bilden, und worin in Y die Alkyl- und Alkenyl-Gruppen bis zu 12
Kohlenstoff-Atome, die Niederalkyl-Gruppen (in den
Phenyiniederalkyl-Gruppen) 1 bis 4 Kohlenstoff-Atome, die
Cycloalkyl-Gruppen 3 bis 7 Kohlen- stoff-Atome und Cycloalkylalkyl-Gruppen
4 bis 12 Kohlenstoff-Atome aufweisen, dadurch gekennzeichnet, daB eine
Verbindung der Formel III Rn-  -5\  -N I      ,
K 2~20  in der A, 8, Z. RI, R2 R3, R4 und p die oben angegebenen
Bedeutungen haben und Y' eine ersetzbare - ~~Gruppe bezeichnet, mit einer
Verbindlung der.Formel IV '                              ~~~~~~~~~~~~~TY
(IV), 26  in der Y die oben angegebene Bedeutung hat und T eine Gruppe
bezeichnet, die sich zusammen mit Y' eliminieren laBt, umgesetzt wird und
daB gewunschtenfalls eine so erhaltene Verbindung der'Formel I durch
Umesterung der Gruppe Y in eine andere Verbindung der Formal I umgewandelt
wird. 2. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB eine
Verbindung der Formel IIl, in der Y' Methyl ist, mit einer Verbindung der
Formel a     ~~30; 3-                      'TCOOR7 umgesetzt wird, in der T
Halogen, vorzugsweise Chlor, ist und R. die in Anspruch 1 angegebene
Bedeutung hat. .35       3. Verfahren nach Anspruch 1, dadurch
gekennzeichnet, daB eine Verbindung der Formel 1II, in der Y' Wasserstoff
ist, mit einer Verbindung der Formel TCOOR7 40   umgesetzt wird, in der T
fur'die Gruppe OR7 steht und R7 die in Anspruch 1 angegebene Bedeutung
hat.- 4. Verfahren nach Anspruchl1,.dadurch gekennzeichnet, daB sine
Verbindung der Formel-ili,.in der Y' Wasserstoff ist, mit einer Verbindung
der Formel IV umgesetzt wird, in der T Halogen, vorzugsweise Chlor,
bezeichnet und Y fur die Gruppe SO2R8 steht, in der R. die in Anspruch 1
angegebene Bedeutung hat. 45 45. Verfahren. -nach . irgendeinem der
AnsprOche 1 bis 4, dadurch gekennzeichnet, daB als Ausgangs-Verbindung eine
Verbindung der Formal 11' 50 55 N 60 J,            'eingesetzt wird, in der
X die in Anspru-h 1 arnegebene Bedeutung hat und Y' die in irgendeinem der
Anspruche 1 bis 4 angegebene Bedeutung hat. 



e. Verfahren nach Anspruch 5, dadurch geIkgnnzeichnet, daR eine Verbindung
der Formel II', in der 65    X fOr Wasserstoff oder 8-Chlor steht.'mit
eineri"erbindung der Formel 17    0 042 544                       I11 N!
111111 TCOOC2H5 umgesetzt wird, in der Y' und T die in irgendeinem der
Anspruche 1 bis 4 angeaebanen Bedeutungen haben. 5         7. Verfahren zur
Herstellung einer pharmazeutischen Zusammensetzung. dadurch gekennzeichnet'
dae eine Verbindung, die ausgewdhIt ist aus den Verbindungen der Formel I
nach Anspruch 1 und solchen Verbindurigen, die in Anspruch 1 durch die dort
genannten Masgaben (i) und (ii aus- geschlossen sind, mit einem
pharmazeutisch unbedenklichen Triger oder Streckmittel vemischt wird. 10
Revendications pour lfs Etats contractants: BE CHI DE MR GB IT LI LU NL SE
1. Composhs caract~ris6s en ce qduJi se'ht repr6sentis par Ia formule
gan6rale I '5. ,*          R3-I>2)P-N 25 dans laquelle A represente le
groups d'atomes requis pour former un anneau condense aromatique
het6rocyclique A 5 ou 6 membres ou un anneau benzene condens6; B repr6sente
le groups d'atomes requis pour former un anneau condens6 pyridine, benzene
ou benzene X-substitue dans leques X est un halogene, avec la condition que
B repr6sente un anneau 30  condense benzene ou benzene X-substitue quand A
represente un anneau het6rocyclique contenant de l'azote;
j Z repr6sente unrs liaison simple ou un groups m6thylene ou 6thylene
substitu6 ou non-substitue, Is substituant etant un groups oxo ou hydroxy,
ou bien Z repr6sente un vinyline; R2 repr6sente lhydrogene ou un groupe
alkyle ayant 1 A 3 atomes de carbons; 35      R3 repr6sente lhydrogene, ou
R2 et R3 forment ensemble une seconds liaison; R4 represente I'hydrogine;
R, represente un groupe alkyle ayant 1 A 6 atomes de carbons, ou R1 et R4
forment ensemble un second pont -(CH2)2- entre I'atome de carbone et
l'atome 4r  d'azote auxquels'ils-sont fixes; O* represente 1 ou 2; Y
represente lun des groupes -COOR, ou -SO2R. dans lesquels R. represents un
groups alkyle, cycloalkyle, cycloalkylalkyle, alkenyle, phenyle,
phenylalkyle inferieu'r' odW2  3- ou 4- piperidyle et 45      R8 reprssente
un groups alkyle, cycloalkyle, cycloalkylalkyle, alkenyle, phinyls ou
phenylalkyle inferieur, dans lequel les groupes alkyles, cycloalkyles,
cycloalkylalkyles et alk6nyles representes par R. peuvent etre
iventuellement substitues par le groups 50                      .7. R -N Re
55  dans lequel Rf et Rs repr6sente'nt 'h'acun lbhydrogene'ou un groups
alkyle ayant 1 a 6 atomes de carbone, les groupes piperidyles representes
par R7 pewvent Otre substitues sur l'atome d'azote par un *
groupsealyle i~flrieurayant 1 A 4 atomres de carbone; et les groupes
phenyles et la partie phenyle des groupes phdnylalkyles inferieurs:
representds par R. et/ou R8 peuvent etre substitues par un halogene ou  -
un alkyle-inferrieur ayant 1 A 4 atomes de carbons:.
.: 6a  la formuls etant sourise aux conditions' iOmpl6mentaires suivantes:
' 



{i) quand A est un groups dcatomes requis pour former un anneau condense [1
,2-b]thiophPne -Z' est -CH2-CH2 ou -CH=CH-, p est 2, et soit: 1 )  B~est un
groupe.d'atomes requis pdTo former un anneau benzene condense, R2 et R3
sont tous deuxl'hydrogene ou forment une doujble liaison, R4 est
l'hydrogene et R1 est un alkyle C1-C4 ou 65       R4 et R1 forment le
second pont ("CH2-)2; OU 18 IL    0 042 544           *           N L 2)
B est un anneau benzene X-substituC, R2 et R3 forment une double liaison,
R4 est I'hydrogene et R, est Me; alors R., ne peut etre un groups alkyle
C,-C4 ou phenyle (alkyle C1-C4); :::   *    (ii) quand A. et B repr6sentent
respectivement un anneau benzbne condense et un benzene condens6 ou un
anneau benzbne X-substitu6, alors R, et R4 forment ensemble un second pont
S   (-CH2-)2 entre l'atome de carbone et l'atome d'azote auxquels ils sont
fix6s; et, dans lea definitions de Y ci-dessus, les groupes alkyles et
alkenyles possedent jusqu'A 12 atomes de carbone, les groupes alkyles
inferieurs (dans les groupes ph6nylalkyles inferieurs) possedent 1 A 4
atomes de carbons, Ies groupes cycloalkyles possedent 3 a 7:fatomes de
carbone et les groupes cycloalkylalkyles ont 4 A 12 atomes de carbone. to
10  , 2. Composes suivant la revendication 1, caracterises en ce que Z
represente un groupe 6thylene ou :vnylene. 3. Compos6s suivarit la
revendication 1 ou 2, caract6ris6s en ce qiie'A2 et R3 forment ensemble une
seconde liaison. IfgZ               . 4. Composes suivant n'importe
laquelle des revendications 1 a3, caracterises en ce que R, et R, 5
forment ensemble un pont de formule -(CH2)2-. 5. Compos6s suivant nOimporte
laquelle des revendicationrs 1 A 4, caracteris6s en ce que l'anneau defini
par A est un anneau thiophene ou pyridine. 6. Composes suivant nimporte
laquelle des revendications 1 A 5, caracterisbs en ce qua l'anneau '20,
defini par B est un anneau benzene condens6 ou benzene X-substitue, X etant
comma d6fini dans la 20    vendication 1. 7. Compos6s suivant nimporte
laquelle des revendications 1 A 6, caract6ris6s en ce qu'ils sont
repr6sentes par la formula gen6rale 11 3      ~~25 x                   (I
30 N y 35 ;dans laquelle la ligne pointillee represente une double liaison
facultative et X et Y sont comma d6finis dans la revendication 1. -.
8. Compos6s suivant nWimporte laquelle des revendications 1 A 7,
caracteris~s en ce qu'il existe une simple liaison entre [as positions 5 et
6. 40        9. Composes suivant nOimporte laquelle-des revendications1 a
8, caracteriss erice que X represente l'hydrogene, le chlore-8 et le
brome-8. 10. Composes suivant nWimporte laquelle des revendications 1 A 9,
caract6ris6s en ce qu'ils sont 1 1
-(N-carbo6thoxy-4-pip6ridylidene)..8.rchloro-6, 1 1
-dihydro-5H-benzo[5,6]cyclohepta [1 ,2-blpyridine;
11-(N-m6thanesulfonyl-4-pip6ridylidine):6.11
1-dihydro-5H-benzo[5,6]cyclohepta[1 2-blpyridine; 45   1
l.-(N-ca~bo6thoxy-4-piperidylidene)-6,1'Pdihydro-5H-benzo[5,6]cyclohepta[1
,2-blpyridine; 11 -(N-carbomethoxy-4-piperidylid-neJ)6 -1
t-.dihydro-5H-benzo[5,6cyclohepta[1 ,2-blpyridine; ou 



1 1 -(N-carbopht.-noxy-4-pipdridylidene)-6,1 1;
-dihydro-5H-benzo[5,6]cyclohepta| ,2-bJpyridine. .1.1. Compositions
pharmaceutiques caract6ris6es en ce quelles contiennent comme ingredient
actif un compose choisi parmi les composes de formula I suivant la
revendication 1,.eatles composes 50 . exclus de la revendication 1 par les
conditions (i) et (ii), en m6langei:avec un agent ou excipient A.
pharmaceutiquement acceptable. 12. Proced6 de fabrication de composes de
formule.l :suivant la revendication 1, caracterise en ce qu'un compose de
formula generale ll 55 A - 1 ' :. . .
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~(Ill) 60                    .4
/R' R -CHCH2) -N 65 19 I..|    _                              -   .
I ~~~~~~~~~~~~~~~~~~111111!11111111111 11111 11    - liii;'    : 0 042 544:
dans laquelle A, B, Z, RI, R2, R3, R4 et p sont comme definis dans ia
revendication 1, Qt Y' represente un; groups remplacable, est soumis A
reaction avec un composs de formule IV TY
(IV) 5 dans laquelle Y est cotrhne dMfini dans la revwndication 1 et T
represente un groups pouvant etre * limine en meme temps que Y', et, si on
le ddsire, le composed de formule I ainsi obtenu peut etre transformb en un
autre composs de formule I par une transest6rification du groupe Y. 13.
Composes de formule I definis dans la revendication 1 et ceux exclus de la
revendication 1 par 0o les conditions (i) et (ii), caracterises en ce
qu'ils sont utilises comme antihistaminiques. Revendications pour I'Etat
contraCtant: AT 1. Procede de fabrication de cornposes de formule generale
I 15 wi  0                       X~~A y D
(I) R3-C-(CH2)pN\ 25
.4 - dana laquelle. A represente Is groups d'atomes roquis pour former un
anneau. condense aromatique . heterocyclique a 5 ou 6 membres ou un anneau
benzene condense:- ;. 30       B represente lo groups d'atornes requis pour
former un anneau condonse pyridine, benzene ou   ' benzbne X-substitue dans
lequel X eat un halogene, avoc la condition quo BG represente un anneau
condonse benzene ou benzene X-substitue quand A represente un anneau
heterocyclique contenant de - Z represente uno liaison simple ou un groups
methylene ou dthylane substitue ou non-substitue. Is: Jc substituant btant
un groups oxo ou hydroxy, ou bien Z represente un vinylbno; fl2 representeL
l'hydrogbneU ou unl groupeJ ahkyle ayantI 1 a 3 atomes do carbone; R3
represente l'hydrogene, ou *R2 et R3 torment ensemble une seconds liaison;
*  *R4 represente l'hydrogene;                                . 40      .R,
represente un groups alkylo ayant 1 a 6 atomes do carbons, ou- R. et R4
forment ensemble un second pont -(CH2)2- entre l'atome do carbons et
l'atome-; 'U  dazote auxquele  is sont fixes; 



p represente 1 ou 2;.. V reprdsente l'un des groupes -COOR7 ou -So2R8 dana
lesquels 4C       R. represente un groups alkyle, cycloaikylte.
ccloalkylalkyle, alkenyle, phenyle, phenylpalkyle   . * inferiur ou 2-, 3-
ou 4 piperidyle et      . ub   c R3 represente un groupe alkyle,
cycloarkeqeu cpr 6orrkylalkyne, alkenyle, phdnyletdU phenylalkyls  :I ;
inferieur,.dans lequel lee groupes alkyles, cycloalkygiee, ec oalkylacknlis
et alkenyles repsentes par R.: *-   peuvent tre Oventuellement substitues
par Ie groups:'       !.           .                      . -N dana loquel
R5 St R representent chacun 'hydrognnee-ou un group  alkyle ayant 1 a 6
atomes de 2carbone, ls groupes piperidyles representes p  R7 peuvent 8tre
sub ituda sur l'atome d'azote par un groups alkyls inferisur ayant 1 a 4
atome's do carbons'^et los groupes phenyles et Ia partie phenyle des   . 60
groupes phenylalkyles infdrieurs representes par R7 eto-u Ra peuvent etre
substitues par un halogene ou un alkyle inferieur ayant 1-  4 atomes do
carbons:        .: Ia formule etant soumise aux conditions complementaires
suivantes:        ^       . . ea (i) quand A set un groups d'atomes requis
pour former un anneau condone -[1 ,2-b| thiophne. Z set -CH2   CH2 ou
H=CH-, p set 2, et soit:.- 65  1)  B est un groups d'atomes requis pour
former un anneau benzene condense, R2 et R3 sont tous 20    - ' I
~~~~~~~~~~~~~~~~~~~~~1!111111 111111 11111 111l!11 111111 0 042 544 deux
i'hydrogbne ou forment une double liaison, R4 est Ilhydrogsne et R; est un
alkyle C,-C4 ou R4 et R. forment le second pont (-CH2-)2; OU 2)  B est un
anneau benzene X-substitue. R2 et R3 forment une double liaison, R4 est
l'hydrogine et RI est Me; alors R7 ne peut etre un groupe alkyle C1-C4 ou
phenyle (alkyle C,-C4); 6       (i i) quand A et B repr6sentent
respectivement un anneau benzene condense et un benzene condens6 ou un
anneau benzene X-substitue, alors R. at R4 forment ensemble un second pont
(-CH2-7 )2 entre l'atome de carbone et l'atome d'azote auxquels Us sont
fix6s, et, dans les definitions de Y ci-dessus, les groupes alkyles et
alkenyles possedent jusqu'A 12 atomes de carbone, lea groupes alkyles
inf6rieurs (dans les groupes ph6nylalkyles inf6rieurs) pbssdent 1 A 4 .10
atomes de carbone, les groupes cycloalkyles possedent 3 A 7 atomes de
carbone et lea groupes cycloalkylalftles ont 4 A 12 atomes de carbons,
caract6ris6 en ce qu'on fait reagir urr 'compos6 de *  'formula generale
IlIl '5 .*               A so;                                     R - m |
+CH   -N 5  !           AD                  .
~~~~~~~~~~~~~~~~~~~~~(Ill)'. L  0
y  R  Ri .
.~~~~~~~~~~~~. dans laquelle A, B, Z, RI, R2, R3, R4 et p sont comme
definis dans la revendication 1, at Y' represente un 25 groupe remplacable,
avec un compos6 de formula IV TY                                   (IV)
dans laquelle Y est comcne defini dans la revendication 1 et T repr6sente
un groupe pouvant etre 30  elimin6 en meme temps que Y', et, si on le
desire, le compose de formule I ainsi obtenu peut etre transforme en un
autre compose de formule I par une transesterification du groupe Y. 2.
Procede suivant la revendication 1, caracterise en ce qu'on fait r6agir un
compose de formula Ill dans laquelle Y' est m6thyle, avec un compose de
formule 35                                          T COOR, 



dahs laquelle T est un halogene, de preference le chlore, et R7 east comme
defini dans ia revendication 1. *'       3. Procede suivant la
revendication 1, caracterise en ce qu'on fait reagir un compose de formule
generale IlIl dans laquelle Y' est l'hydrogene, avec un compose de formule
40 T COOR7 dans laquelle T represente le groupe ORP, R7 etant comme d6fini
dans la revendication 1. 4. Procede suivant la revendication 1, caracterise
en ce qu'o.nxfait reagir un compose de formule IlIl 45!  dans laquelle Y'
reprdsente l'hydrogene, avec un compose de formule IV dans laquelle T
reprdsente un ~..sha logene, de pref~rence le chlore.-et .Y represente le
groupa SOJ.2J Ra etant comme defini dune, Ia revendication 1 .-  . 5.
Procede suivant n-importe laquelle des revendicatibns 1- 4, caracterise en
ce qu'on Ltilise *  comme compos6 de depart, un compose de formule 11' 50
55
(II') N .60 Y dans laquelle X est comme defini dans.la revendication 1 et
Y' est comme defini comrn6:dans 65  nimporte laquelle des revendications 1
A 4. 21    0 042 544                Ii111ilillIlIllliii 6. Proced6 suivant
la revendication 5, caracteris6 en ce qu'on fait r6agir un composs de
formule I' dans laquelle X represente I'hydrogqne ou le chlore-8, avec un
compos6 de formule TCOOC2H. 5 Y' et T 6tant comme dMfinis dans nimporte
laquelle des revendications 1 a 4. 7. Proced6 de fabrication d'une
composition pharmaceutique, caracteris6 en ce qu'on m6lange un compose
choisi parmi Ies compos6s de formule 1 comme dMfinis dans la revendication
1 et ceux exclus de la revendication 1 par les conditions (i) et (ii), avec
un aient ou oxcipient pharmaceutiquement :to acceptable. '5 25 30 35 45
. . .t .  1 501 55 .60 65 22 \ *
l,:.~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~    


