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and their use as pharmaceuticals in the treatment of gas-
trointestinal disorders, ‘caicli_oy’aggp,l_gg__ disorders and CNS
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' ' 1
CONDENSED INDOLE DERIVATIVES AS
SHT, -RECEPTOR ANTAGOGNISTS

This is a continuation-in-part of U.S. Ser. No. 08/302,
784, filed Scp. 12, 1994, now abandoned which is a §371
application of PCT/GB93/00506, filed Mar. 10, 1993.

This invention relates to novel compounds having phar-
macological activity, to a process for their preparation and to
their use as pharmaceuticals.

This is a continuation-in-part application of U.S. Ser. No.
08/302,784, filed Sep. 12, 1994. U.S. Ser. No.

EP-A-429984 (Nisshin Flour Milling Co., Ltd.) describes
indole derivatives having 5-HT; receptor antagonist activity.

European Journal of Pharmacology 146 (1988),
187-188, and Naunyn-Schmiedeberg’s Arch. Pharmacol.
(1989) 340:403-410, describe a non classical
5-hydroxytryptamine receptor, now designated the 5-HT,
receptor, and that ICS 205-930, which is also a 5-HT,
receptor antagonist, acts as an antagonist at this recepior.

WO 91/16045 (SmithKline and French Laboratories
Limited) describes the use of cardiac 5-HT, receptor antago-
nists in the treatment of atrial arrhythmias and stroke.

EP-A-501322 (Glaxo Group Limited) describes indole
derivatives having 5-HT, antagonist activity.

A class of novel, structurally distinet compounds has
now been discovered, which compounds are indole deriva-
tives 1,2-disubstituted by alkyleneoxy, with an azacyclic,
fused azabicyclic or aminoalkyl moietv. These compounds
have 5-HT, rcceptor antagonist activity. .

Accordingly, the present invention provides a compound
of formwla (I), or a pharmaceutically aczeptable salt thereof:

o
Ry cO—Y—72

A N
7 ». 7\

wherein

X is O, §, SO, SO,, CH,, CH or NR wherein R is
hydrogen, N or C, 4 alkyl;

A is a saturated or unsaturated polymethylene chain of
2—4 carbon atoms;

R, and R, arc hydrogen or C,_; alkyl;

R; is hydrogen, halo, C, ¢ alkyl, amino, nitro or C, ¢
alkoxy;

R, is hydrogen, halo, C,_¢ alkyl or C,_4 alkoxy;

Y is O or NH;

Z is of sub-formula (a), (b) or (¢):

—-—(CHz)ni\/ CHZ)\)Rs g

i
N.,
R
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-continued
)
(CHy) R
/\(CH2)m
~—=(CHa)@—7~ \)
L~
()
Rg
/
-_ (CHz),?—N\
Ry

wherein

n'is1,2,30r4;n%is0,1,2,30r4;n%is 2,3, 4or 5

qis0,1,20r3;pis0,1o0or2; mis 0,1 or 2;

R is hydrogen, C, _,, alkyl, aralkyl or Ry is (CH,),—R,,

wherein z is 2 or 3 and

R,, is sclected from cyano, hydroxyl, C, , alkoxy,
phenoxy, C(O)C, ¢ alkyl,

COC.H,, -CONR,,R,,, NR;;COR,,, SO,NR,;R,, or
NR,,SO,R,,

wherein R;; and R, are hydrogen or C, ¢ alkyl; and

R, R, and R, are independently hydrogen or C, _; alkyl;

and

R, is hydrogen or C,_,q alkyl;

or a compound of formula (I} wherein the CO—Y linkage

is replaced by a heterocyclic bioisostere;

having 5-HT, receptor antagonist activity.

Examples of alkyl or alkyl containing groups include C,,
C,, Cs, Cy, Cs, Cgy €5, Cg, Cq, Cygs Cyy or Cy; branched,
straight chained or cyclic alkyl, as appropriate. C,_, alkyl
groups include methyl, cthyl, n- and 1so-propyl, n-, iso-, scc-
and tert-butyl. Cyclic alkyl includes cyclopropyl,
cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl and
cyclooctyl.

Aryl includes phenyl and naphthyl optionally substituted
by one or more substitucnts selected from halo, C,_¢ alkyl
and C, ¢ alkoxy.

Halo includes fluoro, chloro, bromo and iodo.,

A suitable bioisostere for the amide or ester linkage
containing Y in formula (I), is of formula (d):

(d)
He=7]
ye
N //U\

wherein the dotted circle represents one or two double bonds
in any posilion in the 5S-membered ring; 1, T and I indepen-
dently represent oxygen, sulphur, nitrogen or carbon, pro-
vided that at least one of H, J and 1 is other than carbon; U
represents nitrogen or carbon.

Suitable examples of (d) are as described for X, Y and Z
in EP-A-328200 (Merck Sharp & Dohme Ltd.), such as an
oxadiazole moiety.

X is often O.

Values for A include —CH,—(CH,),—CH,— whercin r
is 0, 1 or 2; —CH,—CH=CH~; —C(CH,}==CH— or
when X is CH or N, A may be —(CH,),—CH=or
—CH=CH—CH=. Other examples of A are as described
in the examples hereinafter.

R, and R, are often hydrogen or R; and R, are gem-

dimethyl.

r is often 1.
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R, is preferably hydrogen.

R, is preferably hydrogen or halo, such as fluoro.

Y is preferably O or NIT.

When Z is of sub-formula (a), n' is preferably 2, 3 or 4
when the azacycle is attached at the nitrogen atom and n' is
preferably 1 when the azacycle is attachec at a carbon atom,
such as the 4-position when g is 2.

When Z is of sub-formula (b), n® is preferably such that
the number of carbon atoms between the ester or amide
linkage is from 2 to 4 carbon atoms.

Suitable values for p and m include p=m=1; p=0, m=1,
p=1, m=2, p=2, m=1.

When Z is of sub-formula (c), n® is preferably 2, 3 or 4.

Rg and R, are preferably both alkyl, especially one of Ry
and R, i1s C, or larger alkyl.

Specific vatues of Z of particular interest are as follows:

®
@
(it)

\/Chr
@iv)

/\/ NMe"Bu
v)
(vi)
N

(vi)

The invention also provides novel compounds within
formula (I) with side chains (1), (if), (iii), (iv), (v), (vi) or
(vii). In a further aspect, the piperidire ring in (i), (if) or (iii)
may be replaced by pyrrolidinyl or azetidinyl, and/or the
N-substituent in (i) or (ii) may be replaced by C; or larger
alkyl or optionally substitutcd benzyl.

The present invention provides a compound of formula (I)
whercin Ry is 3-phenoxypropyl, in particular a compound of
formula analogous to E3 described hereafter wherein the
n-butyl R substituent is repliced by phenoxypropyl.

Inan alternatwe aspect, the N-substitucnt in formula @)or
(it) may be replaced by (Cl1,),R" as defined in formula (1)
of EP-A-501322 and in relation to the specific examples of
EP-A-501322.

The pharmacceutically acceptable salts of the compounds ..
of the formula (1) include e acid addition salts with conver-

tional acids suchas hydrochloric, hydrobromic, boric,

S
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phosphoric, sulphuric ac1ds and pharmaceutically aceept-

able 01gamc aclds such as acetic, tartaric, malcic, CItric,

suceinic, benzoic, ascorbic, methanesulphonic, a-keto™

glutaric, a-glyccrophosphoric, and glucose—l-phospho,rjcf

acids.

”mﬁxamples of pharmaceutically acceptable salts include
quaternary derivatives of the compounds of formula (1) such
as the compounds quaternised by compounds R -T wherein
R, is C, ¢ alkyl, phenyl-C, ¢ alkyl or Cs_, cycloalkyl, and T
is a radical corresponding to an anion of an acid. Suitable
cxamples of R, include methyl, ethyl and n- and iso-propyl;
and benzyl and phenethyl. Suitable examples of T include
halide such as chloride, bromide and iodide.

- Examples of pharmaceutically acceptable salts also
include internal salts such as N-oxides.

The compounds of the formula (1), their pharmaceutically
acceptable salts, (including quaternary derivatives and
N-oxides) may also form pharmaceutically acceplable
solvates, such as hydrates, which are included wherever a
compound of formula (1) or a salt thereof is herein referred
to.

It will also be realised that the (CH,),2 moiety in com-
pounds of formula (I) wherein Z is (b), may adopt an & or
f or configuration with respect to the fused d/al)lLyLllc
moiety.

The compounds of formula (I) may be prepared by
conventional coupling of the indole moiety with Z. Suitable
methods are as described in GB 2125398A (Sandoz
Limited), GB 1593146A and EP-A-36269 (Beecham Group
pl.c.), EP-A-429984 (Nisshin Flour Milling Co.) and EP-A-
328200 (Merck Sharp & Dohme Limited). Reference is also
made to EP-A-501322 (Glaxo Group Limited). It will be
appreciated that the (CH,),—O containing ring or R4/R,
introduction/modification may be carried out before or after
coupling.

Aza(bi)cyclic side chain intermediates are known com-
pounds or may be prepared according to the methods

described in WO 93/03725 and WO 93/05040 (SmithKline

Beecham p.l.c.).

The compounds of the present invention are 5-HT, recep-
tor antagonists and it is thus believed may generally be used
in the treatment or prophylaxis of gastrointestinal disorders,
cardiovascular disorders and CNS disorders.

They are of potential interest in the treatment of irritable
bowel syndrome (IBS), in particular the diarrhoea aspects of
IBS, i.e., these compounds block the ability of 5-HT to
stimulate gut motility via activation of enteric neurones. In
animal models of IBS, this can be conveniently mcasured as
a reduction of the rate of defaecation. They are also of
potential usc in the treatment of urinary incontinence which
1s often associated with IBS.

They may also be of potential use in other gastrointeslinal
disorders, such as those associated with upper gut motility,
and as antiemetics. In particular, they are of potential use in
the trcatment of the nausca and gastric symptoms of gastro-
oesophageal reflux disease and dyspepsia. Antiemetic activ-
ity is determined in known animal models of cytotoxic-
agentlradiation induced emesis.

Specific cardiac 5-HT, receptor antagonists which pre-
vent atrial fibrillation and other atrial arrhythmias associated
with 5-HT, would also be expected to reduce occurrence of
stroke (see A. J. Kaumann 1990, Naumyn-Schmiedeberg’s
Arch. Pharmacol. 342, 619-622, for appropriate animal test
method).

Anxiolytic activity is likely to be effected via the hippoc-
ampus (Dumuis et al 1988, Mol Pharmacol., 34, 880-887).
Activity can be demonstrated in standard animal models, the
social interaction test and the X-maze test.
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Migraine sufferers often undergo situations of anxiety and
cmotional stress that precede the appearance of headache
(Sachs, 1985, Migraine, Pan Books, Lordon). It has also
been obscrved that during and within 48 hours of a migraine
attack, cyclic AMP levels are considerably increased in the
cerebrospinal fluid (Welch et al.,, 1975, Headache 16,
160-167). It is believed that a migraine, including the
prodomal phase and the associated increased levels of cyclic
AMP are related to stimulation of 5-HT, receptors, and

hence that administration of a 5-HT, antazonist is of poten-

tial benefit in relicving a migraine attack.

Other CNS disorders of interest include schizophrenia,
Parkinson’s discasc and Huntingdon’s chorca.

The invention also_proyides a p_llggmaceuncal composi-

lioh o coanqm, a compound of formuia (1A), of a r a pharma;.

ceutically accepfab'le salt thereol, and a pharmaceutlcally
acceptablc carrier,

~Such™ compomllons are prepared by admixture and are
usually adapted for enteral such as oral, nasal or rectal, or
parenteral administration, and as such may be in the form of

tablets, capsules, oral liquid preparations, powders,
granules, lozenges, reconstitutable powders, nasal sprays,

suppositories, injectable and infusable solutions or suspen-
sions. Orally administrable compositions are preferred,
since they are more convenient for general use.

Tablets and capsules for oral administration are usually :

pfésented 1n  unif dose, and contain Conventional excipients
such as binding agents, fillers, diluéfts, tabletting agents,
‘ubricants, disintegrants, colourants, flavourings, and wet-
ling agents. The tablets may be coated according to well

known methods in the art, for example with an enteric

coating.

- Suitable fillers for usc include cellulose, mannitel, lactose

and other_similar agents. Suitable d151ntegrants include
starch, polyvinylpolypyrrolidone and starch derivatives such
as sodium starch. glycollate Suitable lubricants include, for
cxample, magnesium stearate,,

Suitable pharmaceutlcﬂlv acceptable wetting agents
include sodium lauryl sulphate. Oral liquid preparations may
be in the form of, for example, aqueous or oily suspensions,
solutions, emulsions, syrups, or elixirs, or may be presented
as a dry product for reconstitution with water or other
suitable vehicle before use. Such liquid preparations may
contain conventional additives such as suspending agents,
for example sorbitol, svrup, methyl cellulose, gelatin,
hydroxyethylecllulose, carboxymethyleellulose, aluminium
stearate gel or hydrogenated edible fats, emulsifying agents,
for cxample lecithin, sorbitan monooleate, or acacia; non-
aqueous vehicles (which may include edible oils), for
example, almond oil, fractionated coconut oil, oily esters
such as esters of glycerine, propylene glycol, or ethyl
alcobol; preservatives, for example methyl or propyl
p-hydroxybenzoate or sorbic acid, and if desired conven-
tional flavouring or colouring agents.

Oral liquid preparations are usually in the form of aque-
ous or oily suspensions, soluticns, emulsions, syrups, or
clixirs or are presented as a dry product for reconstitution
with water or other suitable vehicle before use. Such liquid
preparations may contain conventional additives such as
suspending agents, emulsifying agents, non-aqueous
vehicles (which may inctude edible oils), preservatives, and
flavouring or colouring agents.

The oral compositions may be prepared by conventional

methods of blending, filling or tabletting. Repeated blending.
operations _may_be used to_distribute the active agenf.

'T_]fwﬁtggx_u_mme wmposmons employing large quanulleb

of Tillers. Such operations are, of course, LOI‘]VCHYIOH&I in the
arl
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For parenteral administration, fluid unit dose forms are
prepared containing a compound of the present invention
and a sterile vehicle. The compound, depending on the
vehicle and the concentration, can be either suspended or
dissolved. Parenteral solutions are normally prepared by
dissolving the compound in a vehicle and filter sterilising
before filling into a suitable vial or ampoule and sealing.
Advantageously, adjuvants such as a local anaesthetic, pre-
servatives and buffering agents are also dissolved in the
vehicle. To enhance the stability, the composition can be
frozen after filling into the vial and the water removed under
vacuum.

Parenteral suspensions are prepared in substantially the
same manncr except that the compound is suspended in the
vehicle instead of being dissolved and sterilised by exposure
of ethylene oxide before suspending in the sterile vehicle.
Advantageously, a surfactant or wetting agent is included in
the composition to facilitate uniform distribution of the
compound of the invention.

The invention further provides a method of treatment or
prophylaxis of irritable bowel syndrome, dyspepsia, atrial
arrhythmias and stroke, anxiety and/or migraine in
mammals, such as bumans, which comprises the adminis-
tration of an effective amount of a compound of the formula
(I) or a pharmaccutically acceptable salt thereof.

An amount effective to treat the disorders hereinbefore
described depends on the relative cfficacies of the com-
pounds of the invention, the nature and severity of the
disorder being treated and the weight of the mammal.

However, a unit dose for a 70 kg adult w111 normally contain
0.05 to 1(‘00 mg, for example 055 to 500” m e

, of the
compound Bt the mvention. Unit dbses 1 may be administercd

A
once or more than once a day, for example, 2, 3 or 4 times

a day, more usually 1 to 3 times a day, that is in the range
of approximately 0.0001 to 50 mg/kg/day, more usually
0.0002 to 25 me/ke/dayims

No adverse toxicological effects are 1nd1cated within the
aforementioned dosage ranges.

The invention also provides a compound of formula (I) or
a pharmaceutically acceptable salt thereof for use as an
active therapeutic substance, in particular for use in the
treatment of irritable bowel syndrome, gastro-oesophageal
reflux disease, dvspepsxa atrial arrhythmias and stroke,
anxiety and/or migraine.

The following LExample illustrates the preparation of
compounds of formula (I), the following Descriptions relate
to the preparation of intermediates.

_Examples

R, R, T Ry R, X Y z
E1 H H 1 H H o O [0)
12 H H 1 H H [¢] o] (vi)
E3 H H 1 H H (o] NH 6]
134 H H 1 H H O o} (iif)
ES H H 1 H H (o] NH (iit)
E6 H H 0 H H o] o] )
E7 3-(Cla), 1 51 H ¢} e} 6]
B8 H H 1 H H § O {
9 H H 2 H H (0] 0] @
E10 H H 1 H H CI, O @)
E11 H H 0 H H CH, O [6h)
El2 H 1 2 H H CH O @
E13 H H 0 H H CH, NH @)
E14 H H o] H H O NH 6]
E18 H H 1 H H O (0] Bzppm
El6 H H 1 H H SO (o] 6]
E17 — A — H H CH [¢] )

J

-
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-continued
Examples
R, R, r R, Ry X Y Z

E18 — T — H H CH O 0]
E1¢ H H 1 H H 3 NH 6]
E20 H H 1 H H O NH Bzppm
E21 H H 1 H H O NH ppm
E22 H H 1 H H (5] NH nCgH, sppm
E23 H H 1 H H O NH (it)
E24 H H 1 H H (o] NH Etppm
E25 H H 1 H H D NH MeSO,aEtppm
E26 H H 1 H H O NH (vi)
E27 H H 1 8F H o) 0] &)
E28 H H 1 8F H O NH ®
E29 H H 1 H H NMe O (D)
E3d — a — H H S (0] (i)
E31 H H 0 H H S (0] ®
E32 — 8 — H H S (0] @)
E33 — A — H H N [0) @)
E34 H H 0 H H S NH @
Ei5 — 8 - H H S NH @)
E36 H H 1 H H NH O ®
E37 H H 0 H H (0] o] (vi)
E38 H H 2 H H O NH 0]
E3 H H r H H N 0] (6]
E40 H H 0 H H S o] (vi)
E41 H H 0 H H S NH (vi)
E42 — 6 — H H S 0] (vi)
E43 — 0 —_ H H S NH (vi)
E44 H H 1 H H S o) (vi)
E45 — T — H H N NH (&)
E46 H H 1 H H NH NH ®
E47 H H 1 H H o NH Phprppm
E48 H H 1 H H O NH Meppm

A - AR,R; is —(CH,),—CH=

I - ARyR, is —CH=CH—CH=

n - AR;R, is —C(CH;)=CH—

6 - AR,R; is —CH=CH—

A - AR{R; is —C(CH3)=CH—C(CH,)=

Bz - benzy!

ppm - 4-piperidylmethyl

aBt - aminoethyl

Phy- 3-phenoxypropyl

EXAMPLE 1

(1-"Butyl-4-piperidyl)methyl-3,4-dihydro-2H-[1,3]

oxazino[ 3,2-ajindole-10-carboxylate (E1)
a) A suspension of indole-3-carboxylic acid (500 mg, 0.003
mole) in dichloromethane (50 mly was treated with oxalyl
chloride (0.635 g, 0.005 mole) and two drops of dimethyl-
formamide. The mixture was stirred at room temperature for
one and a half hours then the solvent was removed in vacuo
to leave the acid chloride.

A solution of 1-butyl-4-piperidinemethanol, D6, (513 mg,
0.003 mole) in dry THF (10 ml} under an atmosphere of
nitrogen, was cooled in an ice bath. n-Butyllithium (1.88 m!
of 1.6M solution in hexane, 0.0G3 mole) was added drop-
wise and the resulting solution stirred at 0° C. for 15
minutes.

The acid chloride was dissolved in dry THF (20 ml) and
the solution added dropwise to the solution of the lithium
alkoxide at 0° C.

The reaction mixture was allowed to warm to room
temperature and was stirred for 3 hours. The solvent was
removed in vacuo and the residue partitioned between
chloroform and water. The chloroform was separated,
washed several times with water, dried and concentrated to
give (1-butyl-4-piperidyl)methyl-1H-indole-3-carboxylate
as a pale brown gum.

'H NMR (250 MHz) CDCl; & 9.90 (br s, 1H), 8.10-8.18
(m, 1H), 7.78 (d, 1H), 7.37-7.46 (m, 1H), 7.16-7.28 (m,
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2H), 4.19 (d, 2H), 3.05-3.15 (br d, 2H), 2.40-2.49 (m, 2H),
0.90 (t, 3H), 1.20-2.18 (m, 11H).

b) A suspension of N-chlorosuccinimide (57 mg, 0.48
mmole) in chloroform (2 ml) was treated with a solution of
(1-"butyl-4-piperidyl)methyl indole-3-carboxylate (100 mg,
0.32 mmole) in chloroform (2 ml) and the mixture stirred at
room temperature for 2 h. The pale yellow solution was
treated with 3-bromo-1-propanol (0.03 ml, 0.32 mmole),
stirred at room temperature for 16 h; then basified with 10%
Na,CO, solution and extracted with chloroform. The extract
was dried and concentrated to leave a yellow gum, which
was dissolved in acetone (6 ml), treated with anhydrous
potassium carbonate (130 mg, 0.94 mmole) and stirred at
room temperature for 18 h. The mixture was treated with
10% Na,CO, solution and extracted with ethyl acetate. The
extract was dried and concentrated to leave a brown oil,
which was chromatographed, first on silica gel eluting with
chloroform/methanol (97:3), then on basic alumina eluting
with ethyl acetate to give a colourless oil. This was crys-
tallised from ether/pentane to afford the title compound (E1)
as a white solid (11 mg) mp 117-119° C.

*H NMR (CDCl,); 87.97 (d,1H), 7.10-7.30 (m,3H), 4.55
(t,2H), 4.20 (d,2H), 4.11 (t,2H), 2.90-3.03 (m,2H),
2.25-2.40 (m,4H), 1.75-2.00 (m,5H), 1.22-1.55 (m,6H),
0.91 (t,3H); MS (ED) M* 370

EXAMPLE 2

eq-Quinolizidin-2-ylmethyl-3,4-dihydro-2H-{1,3]
oxazinof 3,2-a)indole-10-carboxylate (E2)
a) eq-2-Hydroxymethylquinolizidine (N. J. Leonard et al., J.
Org. Chem., 1957, 22, 1445) was reacted with indole-3-
carboxylic acid chloride using the method described in
Example 1 a to afford eq-quinolizidin-2-ylmethyl 1-H-
indole-3-carboxylate mp 154-157° C.

*H NMR (CDCl,); 8: 9.40 (brss,1H), 8.10-8.20 (m,1H),

7.87 (d,1H), 7.35-7.45 (m,1H), 7.20-7.30 (m,2H), 4.20
(d,2H), 2.80-2.97 (m,2H), 1.43-2.20 (m,11H), 1.10-1.40
(m,3H).
b) eq-Quinolizidin-2-ylmethyl 1H-indole-3-carboxylate was
treated initially with N-chlorosuccinimide (1.5 equivalents)
for 2 h, then with 3-bromo-1-propanol (2 equivalents) for 16
h, followed by anhydrous potassium carbonate in acetone,
using the method described in Example 1b. The crude
product was purified using the same chromatography con-
ditions as in Example 1b to afford the title compound as a
colourless oil (51%). This was converted to its hydrochlo-
ride salt and crystallised from acetone mp 164-167° C.

*H NMR (HCl salt) (d°DMS0Y); 8: 10.35 (br.s,1H), 7.85
(d,1H), 7.32 (d,1H), 7.07-7.20 (m,2H), 4.54 (t2H), 4.13
(t,2H), 4.05 (d,2H), 3.25-3.43 (m,2H), 2.74-3.15 (m,3H),
2.20-2.33 (m,2H), 2.00-2.15 (m,1H), 1.35-1.95 (m,10H).

EXAMPLE 3
———————D

' N-[(1-"Butyl-4-piperidyl)methyl]-3,4-dihydro-2H-
[1,3]oxazinof3,2-a}indole-10-carboxamide (E3, SB
207266)

Method 1:

A stirred solution of N-chlorosuccinimide (57 mg, 0.48
mmole) in chloroform (3 ml) was treated with a solution of
N-[(1-"butyl-4-piperidyl)methyl] indole-3-carboxamide,
D1, (100 mg, 0.32 mmole) in chloroform (8 mi) and kept at
room temperature for 2 h, then treated with 3-bromo-1-
propanol (0.03 ml, 0.32 mmole). After stirring for 16 h, more
3-bromo-1-propanol (0.03 ml, 0.32 mmole) was added. The
mixture was stirred at room temperature for a further 3 h,
then treated with excese, 10% Na,CO, solution and
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R, R, r R, Ry X Y 4 # = AR R, is —C(CH,)=CH— aEt—aminoethyl
v = ARyR, is —CH=CH— Phpr—3-phenoxypropyl
B — T — H H NH NH ) A = AR}R, is —C(CH,)=CH—C(CH,)=
E46 H H 1 H H N NH @ 5
E47 H H 1 H H NH Phprppm
and wherein r is such that A is —CH,—(CH,),—CH,—,
and where r is such that A is —CH,—(CH,),—CH,—, and and the point of attachment of Z when containing
. 2 r 2 7 4-piperidylmethyl is through the methyl.
the point of attachment of Z when containing e .
4-piperidylmethy] is through the menthyl. 10 14. A method of treating irritable bowel syndrome which

11. A compound which is: N-3,4-dihydro-2H-oxazino comprises administering an effective amount of a compound
indole-10-carboxamide. according to claim 1. . i . . .

12. A pharmaceutical compositicn comprising a com- 15. A method of treating urinary incontinence which
pound according to claim 1, and a ptarmaceutically accept- _ comprises administering an effective amount of 2 compound
able carrier, 15 according to claim 1.

13. A pharmaceutical formulaticn comprising a com- 16. A method of treating atrial arrhythmia which com-
pound according to claim 11 and a pharmaceutically accept- prises administering an effective amount of a compound
able carrier. according to claim 1.
wherein the variables are defined as follows: 20 17. A method of treating stroke which comprises admin-

istering an effective amount of a compound according to
. claim 1.
® 18. A method of treating irritable bowel syndrome which
N"Fu comprises administering an effective amount of a compound
55 according to claim 11.
) 19. A method of treating urinary incontinence which
(i) comprises administering an effective amount of a compound
N/\< according to claim 11.
20. A method of treating atrial arrhythmia which com-
30 prises administering an effective amount of a compound
/-—— (iii) according to claim 11.
\/\N 21. A method of treating stroke which comprises admin-
\ _ istering an effective amount of a compound according to
A = AR,R, is —(CH,),—CH— Bz—benzyl 25 claim 11.
I = ARR; {s —CH=CH—CH= ppm—4-piperidylmethyl
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