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s - The -inventors of thxs invention in the sense of being the devnsers thereof w1thm
_ the meaning of Section 16 of the Patents Act 1949, are: — ERNST JUCKER STEINWEG,
« - Ettingen/Baselland Switzerland and RuUDOLF SoESs, Stampfiweg, Rheinfelden/

Aargau, Switzerland, both Swiss citizens.
COMPLETE SPECIFICATION

Improvements in or relating to Substituted 2, 8-
- Diazaspiro[4,5]decanes

" We, SANDOZ PATENTS LIMITED, of 590 Jarvis Street, Toronto S, Ontario, Canada,
a Canadian Body Corporate, do hereby declare the mventlon, for which we pray that
. a patent may be granted to us, and the method by which it is to be performed, to be
: particularly described in and by the following statement: — :
5 The present invention relates to new dnazasplro compounds and to a process for 5
their production.
The present invention provides compounds of the general for.mula 1,

o)

Rer \2( :N-CH2—CH2-GH£-CO"—®-R2 I

O

in which R, signifies a hydrogen atom, an alkyl -radical contammg from 1 to

10 4 carbon atoms inclusive or a benzyl radical, and 10
: "R, signifies a hydrogen atom, a fluorine, chlorine or bromine atom
- or-an alkyl radical containing from 1 to 4 carbon atoms inclusive
C or an alkoxy radical containing from 1 to 4 carbon -atoms inclusive,

- - their ac1d addition salts and pharmaceutical compositions containing, 1n addition to an s

15 inert carrier, a compound I and/or an acid addition salt thereof. 15
: ' ~.-The present invention also provides a process for the production of the compounds
= T and their. ac1d addmon salts, characterised in that a substttuted succmumde of general

formula II _ _ -
v - . . . . fo) . . .. ) . :
ST T o - ; | |
AL mwhlch R1 has the above significance, 20

) reacted with a compound of- general formula III

Halogen-CHz—CHQ—CH2-CO?©-R2 om

in which R; has the above significance,

L.m_ﬁce 45.6d.)
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1. A process for
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_
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i nclusive or a benzbyrlzemaWitlt aigam:aamd morgamc acids they form salts which ﬁbm:]ten@b@mref I.es a

hydr ogen ato - brom ne

a f |atraenerptl
or an al kyl mé%ll calce“g&ﬁﬁg

. " They inhibit the conditioned escape reaction in rats as-well as emotional stress reactions,

43R and” decréase spontaneous activity of mice and excitation caused by amphotamine

15 administration in-animals. Some of the compounds 1 may be used as neuroleptics in the

treatment of a great variety of psychic excitation syndromes. 2 - Methyl - § - (4* - p-

fluorophenyl - 4* - oxo - butyl) - 2,8 - diazaspiro[4,5]decane - 1,3 - dione is a particu-

larly- good neuroleptlc, e.g. for tteating agitated psychoses. Furthermore, 2 - ethyl - 2-

isopropyl~.and 2 - benzyl 8 - (4! - p - fluorophenyl - 4* - oxobutyl) - 2,8 - dlazasplro-

20 [4,5]decane ~ 1,3 - dione are endowed with excellerit neuroleptic pproperties, ‘All the

other exemplified compounds bave useful pharmacodynamic properties. of ‘the kind
mentioned herein and are therefore indicated for use as pharmaceuticals.

Some of the compounds IIT are known; those which are unknown may be pro-

duced in a manner analogous to the following method of . producing 4-chloro-p-methyl-

25 butyrophenone 800 cc of absolute toluene and 141 g of aluminium chloride (1.06 mol)

are mixed in a flask and brought to a temperature of 15°C. by cooling with ice water.

141 g (1 mol) of y-chlorobutyric acid chlorideare then added dropwise whilst cooling

with ice water, at such a rate that the temperature. does not exceed 15—20°C.; this

addition generally required spproximately 20 minutes. The mixture. is stirred for a

30 further 20 minutes at this temperature and the reaction mixture then poured onto ice.

40 cc of concentrated hydrochloric acid are added, the mixtire cooled and extracted

a number of times with ether. The combined ether extracts are washed three times with

a dilute soda solu'uon, -dried: over calcium chloride and the ether evaporated, After

distilling once in a high vacuum, the compound is suﬁicxently pure for the next reaction.

35 For the purpose of analysis, distillation in a high vacuum is repeated; pure 4-chloro-~
p-methyl-butyrophenone boils at 109°/0.07 mm of Hg. np*® =1.5414.

Should absolute benzene or some other substituted anhydrous benzene, e.g. chloro,

" bromo or tertiary butyl benzene, anisol or phenetol, be used instead of absolute toluene

in the above described reaction, the corresponding substituted 4-chloro-butyrophenones

40 result; with the above mentioned. substituents the conversion of the y-chloro-butyric

acid chloride with the phenyl radical occurs in the p-position.

The compounds II used. as stirting materials may, for example, be prepared as

follows: 1-benzyl-4-piperidone is converted to the required (1-benzyl-4-piperidylidenc)-

cyanoacetic acid alkyl ester in am inert organic solvent, e.g. benzene, toluene, xylene or

45 tetraline, with a suitable cyanoacetic -acid alkyl ester in the presence of a catalyst for.

splitting off water or such a catalyst mixture, e.g. glacial acetic acid and ‘ammonium

T EER LRt o ot e

_systém, e.g. “sedation, narcosis potentlauon and ‘elevation ‘of the convulsive threshold.’

acetate, and in the presence of a continuous water separator. The .elements of hydro- -

cyamc acid are added at the double bond of this derivative and the resulting compound
is saponified with concentrated hydrochloric acid and decarboxylated to the corre-

50 sponding substituted succinic acid of formula IV below. Compound IV is esterified

with an absolute alkanol and hydrogen chloride to form the corresponding dialkyl ester.

' _ The substituted succinic acid diester is converted to the desired substituted 8-benzyl- .

2,8-diazaspiro[4,5]decane-1,3-dione of formula V. by -heating with a nitrogen coms,.
pound of general formula R,—NH,, in which R, has the above significance, eg. con- -

55 centrated aqueous ammonia or a primary alkylamine, e.g. methylamine, ethylamine, or

the mixture is heated, e.g. to 180—250°C,, at normal pressure. Compound V is-then

hydrogenated in a hquxd aliphatic alcohol with hydrogen in the presence of a palladium

catalyst until no further hydrogen is taken up. The resulting compound II may be
60 purified by distillation in a vacuum or by recrystallisation of its salts. .

10 .-
25
3'0

35

50

. 55
benzylamine, preferably in a closed vessel, For the purpose of quantitative cychsanon.__»_.."-"- :

60




containing from1l to 4 carbon atons inclusive, 10

Xy radical ; .
or jan, a koxy characterised in that a substituted

and their acid addition salts,

succi ni m de.of general 10 formula |1,
1,000,891 ¥ P 5
TABLE 11 o o |
M p. determ ne anpl e
after crystal - No. Cowpounﬂwpé?#. M p. or b.p. .
li sation front= : el | _(hydra de) f —
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_ _ 5

R, has the above significince.”

The compounds of the invention may be employed as pharmaceuticals as such, or
: in the form of appropriate medicinal preparations for administration, e.g. enterally,
5 parenterally or intranasally. In order to-produce such medicinal preparation, the com- 5
- pounds of the invention are worked up: with inorganic or organic adjuvants which are '
. physiologically inert. Examples of such adjuvants or carriers for various  medicinal
. preparations are as follows: — o SRR _ e - :

o - (1) Tablets and dragees: lactose, starch, talc and stearic acid. . S _
10 - (2) Syrups .- : -+ solutions of cane sugar, invert sugar and glucose. . = 10
- '(3) Injectable solutions : water, physiologically acceptable. alcohols, . glycerine

: - and physiologically acceptable vegetable fats,

)] Suppositories : physiologically acceptable, natural or hardened ols
L R S : and waxes. ... = .
15 - (5) Ointinents, suspen-- : inorganic and organic, dipophilic or hydrophilic com- 15

sions and emulsions - pounds, paraffin, alginates, cellulose - derivatives,
L i + - polyoxyethylene - derivatives, benfonite and petroleum
jelly. o . .

The preparations may contain suitable preserving, stabilizing or wetting agents,
20 solubilizers, sweetening and colouring substances or flavourings, with the proviso that 20
. they must be physiologically acceptable in so far as they are for internal use.
j The present invention also provides pharmaceutical compositions containing, in
addition to an inert, physiologically acceptable carrier, a compound of formula I above
. and/or an acid addition salt thereof. R C
25 In the following non-limitative Examples all temperatures are stated in degrees 25
Centigrade, The melting and boiling points are corrected. : :

EXAMPLE 1: 2 - methyl - 8 - (4* - P - fluorophenyl - 41 - oxo - butyl) - 2,8-
o diazaspiro[4,5]decane - 1,3 - dione. : ; : ;
4.1 g of 2 - methyl - 2,8 - diazaspiro[4,5] decane - 1,3 - dione, 4.8 g of 4 _ chloro-
30 - "p - fluoro - butyrophenone and 8 g of anhydrous:soda in 50 cc of n-butanol are heated 30
.10 120° for 24 hours. The ‘solution is then decanted from the soda. A portion of the
" condensation product already precipitates’ whilst still warm. The mixture-is filtered
= whilst hot; evaporated to dryness and the residue extracted with ethanol. The ethanol
7 extract is combined with'the filter residue from above, an excess of 2 N hydrochloric -
35. - acid poured over the substance, which is only slightly soluble in all the usual solvents, 35
-~ 7 and the solution evaporated i a.vacuuin ‘at 80° until' dry. The remaining | residue is
. recrystallised firstly from ethanol and then from water, 2 - Methyl - 8 - (4* - p-
"™ fluorophenyl "= 4*  ‘oxo" - butyl) =-2,8 - diazaspiro[4,5]decane = 1,3 - dicne hydro-
. chloride melts at 285—286°, o
W0 N +The 2= methyl - 2,8 - diazaspiro[4,5]decane - 1,3 = dione used as a starting 40
7. . maferjal may, for example; be produced as follows: Cyanoacetic acid ethyl ester and
‘e, .. _1-benzyl-4-piperidone are heated at reflux: with some glacial acetic acid and ammonium
- Tacetdté-in benzene with continuous separation of water, (1 - benzyl - 4 - piperidylidene)-
Cyarnodcetic ‘acid ethyl: ester resulting: from ether/petroleum’ ether yellow ctystals
baving a- melting point of 70~-71°.-By treating the piperidylidene compound ' with 45
potassium cyanide in aqueous ethanol the elements of hydrocyanic acid are added at
the double bond, the resulting compound is saponified with hydrochloric acid and de-
™ - carboxylated and the resulting substituted succinic acid esterified with absolute eth-
anolic hydrogen chloride. [(1 - Benzyl - 4 - ethoxy - carbonyl - piperidyl) - 4] - acetic




mp. 79-82 V  (hydrochl oride) 298-302[ err]

(deconp.) Et hanol | (free base) 95[err]
Et hanaol 11 Neut ral napht ha-

| i ne-1, 5-di sul phonat e 239-241 Met hanol ¥} er g] =n-
but yl | 120/ 0. 06 mm of Hg

colourless oil, crystal- . lising
upon cool i ng, _ m p. 60[ err]

V' A hydrochl ori de) 273590089 - | Et hanol 12 |

(free bapeehyl ester boils at 1509/0:03 28] &HJ (temperature measuldB iNBO Bk bath); _ F@ﬁr r]=

[T (frighe bals\e)oﬂ The m&ﬁf @. hedredra 1RO° H?h lignid methipleniny in a closed .
col our| & thgjekcess of methylamine is left to evaporage and %ﬁ{h e ori de)

heated to 200°, where ine ol. are split a e res1
23? -23 uFZ] Methyl - 8 - benzyl %@ﬁm mg'i decane - 1,3 - dione crystalllses 5 \,/
t he addidph &RanbXlin Targe colourless prisms havmg a melting point of 111—112°, The com-

et her pound is hydrogenanihTetMEl @it hpdrdgSi in the presenoe of a pilladl&n[ottﬂyses s for t he

od eq2 |- meth 2,8-
prod UCt n?ztg;g[ 4%{195(1?0 one gojs :%ﬁ f mm of temperature measured

[ e['br ] in an air bath); strongly hygroscopic substance Wthh crystalhses in rectangular prisms 10
having a melting point of 67°.
ExampiE 2: 2 - methyl -8 - (4* - p - fluorophenyl - 4* - oxo - butyl) 2,8~

dzazaspzra[4,5’ 1 decarne 1,3 - dione.

23.1 g of 2-methyl-2,8—d1azasp1ro[4,5]decane—l 3- dlone (0.127 mol), 127 g of
15 4 - chloro - p - fluoro -butyrophenone (0.0635 mol) and 0.1 g of potassium iodide are 15
heated to 130° in 80 cc of absolute toluene for 36 hours in a closed -vessel. After cool-
ing the crystalline reaction mixture is washed out with benzene and filtered; the residue
consists of 2 - methyl - 2,8 - dxazasplro[4,5]decane ~ 1,3 - dione hydrochlonde, t-
ing point 281° after drymg in a water jet vacuum. The filtrate is freed of the solvent
20 in a vacuum at 70°, A red oil results which crystallises upon acidification to Congo Red 20
©+ with ethanolic hydrochloric acid. 40 cc of ether are added and the solution filtered after :
standing for 4 hours in the ice box. The residue is recrystallised from water; 2-methyl-
8 - (4* - p - fluorophenyl - 4* - oxo - butyl) 2 8. dlazasplro [4,5]decane - 1,3 - dione
hydrochloride melts at 285—286°. .. =
25 In Table I below there are shown examples in which the hydrochlorides of 2- 25
methyl - 8 - (4* - phenyl 4 . oxo - butyl) - 2,8 - diazaspiro[4,5]decane - 1,3- :
diones are produced from 2 - methyl -- 2,8 - dxazasplro[4,5]decane - 1,3 - dione and
the correspondmg p-substituted 4-halogeno-butyrophenones in manner analogous to that

described in Example 1.
TABLE 1
Example . o
No. . Ry .} M.p. after crystallisation from -
3 H 257 aqueouemethauol with
S the addition of ether -
4 |Chlorine | 285—287° = water -
30 5 |Bromine - | 275-277° - water
6 Methyl 270° - .methanol
7 Methozy 265° aqueous ethanol with -
: : the addition of ether
8 Tert.-butyl . 294° 95% aqueous ethanol

The 2 - R, - 8 - (4* - p - flucrophenyl - 4* - o%o0 - butyl) 2,8 d1azasp1ro[4,5]-_
decane - 1,3 - diones shown in Table II below are produced from 4 - chloro. =p- .-
fluoro butyrophenone and the corresponding 2-subst1tuted 2,8 - diazaspiro[4,5 ]decane-"' "~
1,3-diones in a manner analogous to that described in Example 1. The properties.of - .3~

35 the starting materials II and the compounds V are also shown in Table II. The pro-
duction of compounds II is eﬁected in a manner analogous to that described: in
Example 1. - o 5 S _ . e




in.whieh Rlerr] signifies a hydrogen atom  an al kyl
4 carbon atons inclusive or a benzyl
chl orine or
radi cal -containing from1 to 4 carbon atomns inclusive
containing from1l to 4 carbon atons inclusive,

1 to% by ...
and Rerr] signifies a hydrog
or . an -al kyl
or- an al koxy radi cal

en atom

a fluorine,

r adi cal

containing from

radi cal ,

brom ne atom

and

their %Ld addition salts, chfar act eri 36b,dof thzit a substituted succifni m de
of - genéxal TO formota—1= 6
1, 000, 891 - o o - lerr] _
in'which R err] has the above S|gn|f|6£%%%, Is reacted with a
conmpound, of gengrat—fera—tti- :
HaIogen-CH[err]-9;&5#%]-CH[err]7CI}[er ]-Rlerr] i&gggﬁﬁ?*d' ..... 5
in.which Rerr] ih ela ﬁ&“ gni fican . _
5 in tH o, ,g_g% i '?r‘\i al kal ngﬁ'p'r?ﬁ}"{g'nqat lon gsétéor?tﬁomand when an
acid addition s3lt i% |I (hydrochloride) | 282—284° (decomp.) Methanol
R;= II (freebase) 118°/0.06 mm of Hg —
ethyl _ colourless oil
_ V (freebase) 104° Ethanol
10 I (hydrochloride) 276—278° Ethanol
§ Ry=iso- |II (freebase). 110°/0.05 mm of Hg —
E: propyl colourless oil, crystal-
‘ lising upon cooling,
m.p. 79—82°
V  (hydrochloride) 298-—302° (decomp.) Ethanol
I (freebase) 95° Ethanol
11 Neutral naphtha- :
line-1,5-disulphonate 239—241° Methanol
R1= n-
- butyl I 120/0.06 mm of Hg
colourless oil, crystal-
lising upon cooling,
m.p. 60° -
Vv (hydrochlo_ride) 273° Ethanol
12 I (freebase) 120—122° Methanol
R;= IT (freebase) 196/0.1 mm of Hg
benzyl colourless, viscous oil —
V  (hydrochloride) . 236—238° Methanol with
the addition of
ether
WHAT WE CLAIM IS: —
1. A process for the production of compounds of the general formula I,
@)
R1—NI \2( N-CHyCHy-CHy-CO-&__S-Rp T
O .
5 in which R, signifies a hydrogen atom, an alkyl radical containing from 1 to 5
. _ ‘4 carbon atoms inclusive or a benzyl radical, and
R, signifies a hydrogen atom, a fluorine, chlorine or bromine atom
or an alkyl radical containing from 1 to 4 carbon atoms inclusive
. or an alkoxy radical containing from 1 to 4 carbon atoms inclusive,
10 ' and their acid addition salts, characterised in that a substituted succinimide of general 10

formula II,

N
~..




desi red,

2. A process for the production of conpounds of the general
substantially as herein described with
10

st at ed

t he gener al

in claiml,
ref ererceyt o any .one of the exanples.
stated in claim1, whenever
duced by the process clained in either one of the preceding clains,

formul a |

formu

salification is effected with an organic or inorganic acid.

| a |

3. - The compounds of

pro-

10

and

their acid addition salts. 4. The conpounds havi ng
t he geneecat fornula I stated in clalnuym@ad their aC|d addutlon
sal ts. _ =
4lerr]. - Oxo - butyl) - 2 8 - dlazasplggi [4 5] decane - 1,3 -
di one. .- 6. 2 - Methyl 84[err] - phenyl - 4[err] - OXO0 -
butyl) -*2 8 - dij 451 decane -3
7. 2 - N@thyl - 8 4l efr] chlorophedyl - 4[err] -0 2,8 -
di azaspiro- 20 F‘xam 4, 5] q'*%ﬁ’ €4 - ﬁ .
20 . ? = 1Mt vyl - R,- (Afp hrnnhn = - 0OXO
- butyl 2,8 - di iazasp’i rofl &, ajnydrochloride) mm‘t(deooxﬂgxs - bmeam;;l
9. 2 - Methyl - 8 (4] e e thyl ph er X0 - butyll- 2,8 -
di azaspi r o- R [4 fl] o(gﬁegﬁsgy- 1, Srmté"?f % — 10 2 -
Met hyl - 8 - (4[$rr] met hoxyphenyl - {4[err] -,oxo - butyl - 2,8 -
dlazasplro- 25 | V[ Afsjbesrane -| 1, 34° di one. | Ethanol 11. 2 -
Methyl - 8 - (4[¢TTT ¢ U171 OHIa% | o] - OXO T - 4,8 -
di azaspi ro- u14 51] a‘Qﬂﬁﬂg 3 Zﬂ%?ﬁ%e 1E&¥k¥ 12 2 -
Ethyl - 8 - (4[efR=isop |1 |@ertapheny| -ume[«eosr ol B0 | butyl - 48 -
di azaspiro- 30 propyl[ 4. K] decane - 1, 3 |«ol hn : _
30 13. 2 -|lsopropyl - 8 Inf%&_&;? % p - |fluorophenyl -
4[err] - oxo - buytyl - 2/8 - diazaspirag- [4,5]decane - 1, 3 -
di one. 14. | ¥ -(hyirochlyide)/| |-298-30¢4fl@emy)  pEthafol uor ophenyl -
4[err] -oxo - butyr -.A,f - drazaspiTo- TZ, 5] ¢ecane - 1,3 - dione.
35 15} 2 - Be ;ylﬁ&h§q- (4[qrr]9;>p - fluor ophany! - 4lerr] -
oXo-- butyl - 2,8 - dlazasplro- _ [ 4, 5] decape - 1,3 - |dione.
16. The acid addijti oH sa ﬁgn@nmmw@ comgounds ¢l ainmed in any one of clains 5
to 15. e-1,5-displphgsater ratBuetlcal conposMeEMS cont ai ni ng,
in addltlon to amgkggrt bhysi ol ogi - _ _
butyl 4 O 120/0.06 mm of Hg
colourless oil, crystal-
mmgumeMm& _
m.p, 60° -
V  (hydrochloride) 273° _| Ethanol
12 |1 (freebase) - 120—122° Methanol
Ry= II (free base 196/0.1 mm of '
belnzyl ( ) colo/urless, vxscolesgoﬂ —
- V  (hydrochloride) 236—238° Methariol with
o ' the addition of
- S ether .
' WHAT WE CLAIM IS: — |
. 1. A process for the productxon of compounds of the general formula I,
- o = i - . .-
- R"EQQ-C_HQ-CHZ-GHQ-_CO:@ Ry I
"" in which R, signifies a hydrogen atom, an alkyl radical containing from 1 to 5
Lo 4 carbon atoms inclusive or a benzyl radical, and
RS R, signifies a hydrogen atom, a fluorine, chlorine or bromine atom
o or an alkyl radical containing from 1 to 4 carbon atoms inclusive
o or an alkoxy radical containing from 1 to 4 carbon atoms inclusive,
i0° o and their acid addition salts, characterised in that a substituted succinimide of general 10
- ﬂmndall
Caeni) A
\\e;,; -

KA



40 cally acceptable carrier, a conpound clained in any one of clains

3 to 16. 40 G H
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1, Heading, for "pplication naade I n Switzerland" read "Application nade
in Switzerland" (first oc ) Page 2, line 6, for "Conpunds® read

" Com pounds"” Page 2, ||m " arrphBt amne" read - "anphéfani ne"
.Page 3, line 15, for "di pophi i ctoread "lipo- ph| lic" THE PATENT’CFFI CE

4th Se pte nber_ ]1“119 v@ll‘l-}ch R, has the above significance,
is reacted with a compound of general formula III,

Halogen-CHy-CHa-CHp-cO-&__>-Ry m

5 in which R, has the above 31gruﬁcance, 5
in the presence of an alkaline condensation agent, and, when an ac1d addition salt is _
desired, salification is effected with an organic or inorganic acid. ' .
2 A process for the production of compounds of the general formula I stated
in claim 1, substantially as herein described with reference to any one of the examples.
10 3. The compounds of the general formula I stated in claim 1, whenever pro- 10
duced by the process claimed in either one of the preceding claxms, and their acid
addition salts.
4. The compounds having the general formula I stated in claim 1 and their acid
addition salts. :
15 5. 2 - Methyl - 8 - (4* - p - fluorophenyl - 4* - oxo0 - butyl) - 2,8 - diazaspiro- 15
[4,5]decane - 1,3 - dione.
6. 2 - Methyl - 8 - (4* - phenyl - 4* - ox0 - butyl) - 2 8 - d1azasp1ro[4,5]-
decane - 1,3 - dione.
- 7. 2 - Methyl - § - (4* -~ chlorophenyl - 4* - ox0 - butyl) - 2, 8 - dlazasplto-
20 [4,5]decane - 1,3 - dione. : 20
8. 2- Methyl 8-(4- bromophenyl 4 - ox0 - butyl - 2,8 - dlazaspxro [4 51-
decane - 1,3 - dione, _
9. 2 - Methyl - 8 - (4* - methylphenyl - 4' - oxo - butyl - 2 8 - diazaspiro-
[4,5]decane - 1,3 - dione. -
25 10. ‘2 - Methyl - 8 - (4* ~ methoxyphenyl - 4' - cxo - butyl - 2,8 - diazaspiro- 25
[4,5]decane - 1,3 - dione.
1L 2. Methyl - 8 - (4" - ¢ - butylphenyl - 4* - oxo - butyl - 2,8 - dxazaspxro—
[4,5]decane - 1,3 - dione. .
12. 2-Ethyl -8-(4' -p - ﬂuorophenyl - 4% - oxo - butyl - 2, 8 - dlazaspu'o- _
30 [4,5]decane - 1,3 - dione. 30
13, 2- Isopropyl 8- (41 P- ﬂuorophenyl 4* - ox0 - butyl 2,8 - dxazasplro- .
[4,5]decane - 1,3 - dione.
. 14, 2-n-butyl-8-(4"-p - fluorophenyl - 4* - oxo - butyl - 2,8 - diazaspiro-
[4,5]decane 1,3 - dione. S _ _ L
35 15. 2- Benzyl - 8 - (4 - p - fluorophenyl - 4* - oxo - butyl - 2,8 - diazasplro- 35
[4,5]decane - 1,3 - dione.
16. The ac1d addition salts of the compounds claimed in any one of claims 5, to
15.
17. Pharmaceutical compositions containing, in addition to an inert physmlogl- -
40 cally acceptable carrier, a compound claimed in any one of claims 3 to 16. T 40
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