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- COMPLETE SPECIFICATION - - - ..

New Phenthiazine Compounds

A, (formerly known - .

Chimiques - Rhone-_

y. Corporate, of 21, rue .

y France, "do hereby

:declare “the inven -which we pray that -

a patent may-be granted to-Us, and the method .

by: which it is to be p rformed, to be particu- o -
ibed in.and by the following'statc_— o C L -

" 77"We, RuoNe-PouL
~as Societe Des. Us
- Pouleiic); a French

~ * Jean-Goujon;— Parj

provements in or and its pharmacologically acceptable acid addi-
“useful phenthiazine tion-and quaternary ammonium salts, S
or- the production of __Pharmacolog:"cal studies of ;the NeW.. coms-
compounds, and to -pounds show that they have the same it
ons containing the cations -as 3 - chloro ~ 10 = (3 - dimethy}- - - -
divided from Appli- aminopropylphenthiazine jn the treatment of = 50" C
al’ menta] illness, that is in the treatment, which - : .. .. .
iois j-iQ-amix;oalkylphen— is essentially symptomatic, of mental ‘states - . _
g ~therapeutic pro- havxpg as chara_ct_ensnc' symptoms, anxiety, . -
ch and experimenta- tension, over-activity and agitation but that’
er, that both the size they are effective at a lower dosage rate. - Also 55"
and the nature of the since their activity upen the cardiovascular.and-. "
d by certain com- ' Vegetutive: mervous systems is of ‘the -same . |
dically be changed order as that of 3 _ chloro - 10 ~'(3 - dimethyl.
-chemical structure. aminopropyl)phenthiazine, side effects “upon
ell-known- that 3-- - these systems arc -reduced by virtue of the -
laminopropyl)phen- - _low'e}-_;___c_ig_sag_e rate. Clinical results have: been” .
nciatiire) has very great ob-tax_neq with some SIXty -cases -of serious S
edicine particularly in  psychotic states and 1t has been confirmed. - T
, that the compound of the above Structural for<- - : .
mula.in the form of its hydrochloride ‘s some: 65
tentimes- 45 -active as 3 - chloro - 10300 .
dimethylaminoprepyl)phenthiazine -~ hydro-- -
chloride in:the directions mentioned above and -
. that, at the effective desage rate, side -effects .~
it- normally observed with 10-aminoalkylphenthi=: 70
azines (disturbances of equilibrium, - cardio~: - S
vascular disturbdrice, somnolence. and' excito- o L
motor symptoms) are substantially avoided. It. o
€. ‘can thus be concluded that, as: an ‘aid jn.: -
- -peychiatric. therapy, the compounds of the 75 .
present invention provide valuable alternatives - ..
0.3 - chloro - 10 - (3 - dimethylaminopropyl)-. .
phenthiazine and its pharmacologically accept:

.- This invention -}
. relating to therapeutic
. compounds; 16 proct
nevr

- ‘tion have shown, kK
-of the: therapeutic in
therapeutic effect. ex
pounds .of this type.c:
by evén.small changes'in:
- In this Cotinection 1
chloro =.10. (3 - di
thiazine (Beilstein n

yportance i clinica




c-_'of the solid residue from ethyl acetate there is
obtained 3 - cyano - 10~ [3 - (4 - hydroxy-

1= fpiperidyl)propyl]_’f)‘l_iénﬂ_ﬁazine (68 g) as 60

- a yellow ‘crystalline  powder; m.p- 116—117°

by ¢ initial 4-piperidinol is prepared accord-
- .ing'to the method of Emmert ef dl., Ber., 48,
638 (1915). . . .. - _
“The present .invention . includes within its
. 'scope pk@nn,aceutical'i‘éo_xiqusitions comprising
37 cyano - 10 - {3 - (4 - hydroxy - 1-
_ piperidyl)propyl]phenjthiazi,n_.c, or a pharmaco- :
logically acceptable acid ‘addition or quaternary 70 3
‘amimonium  salt thereof, and 2 significant - .
- amount of 2 pharmaceutical carrier which may
i’ ejther a solid material or a liquid. . In
ical practice the compounds of the present
.* . invention will normally. be administered orally, B
in: consequence of which the preferred formula- -
ons are those of theé kind suitable for oral
. ‘ddministration. RS o
Preparations - for oral- ingestion can be ,
wids or solids or any. combination of these 80 {
rms, such as solutions, suspensions, ‘SyTups,
1-. " elixirs, emulsions, - powders or - etss—
‘Pharmaceutical preparations for administration -
the active therapeutic agents in unit-dose: TE
rm can take the form of compressed pow- )
rs (ot tablets) or of 2 .powder enclosed in (gt Y
suitable capsule of absorbable. material such .w/

elatin. Thesé - compressed powders (or
blets can take the:form of the active materials - W
mixed with suitablé; excipitents and/or .
luents such as starch, lactose, stearic acid, '
ignesium stearate or dextrin, - ‘

In yet a further ‘embodiment, the active

ateria] may, as such-or in ‘the form of 2

“diluted composition be -put up 1 powder 95
ackets and employed as.such. o
Preparations for ;'parenteral-administration s
1 may be. sterile sohitions or suspensions in :

ical properties—in ater or other liquids, with or without the  °

vitisted by side-eff ddition of soluble or insoluble diluents 100

ion. However, it may a's ployed - ar quid €

- 65

excipients. _
_The -percentage ctive ingredient in. the . !
ompositions of the- invention may ‘be varied,
t .being necessary. that it should constitute 2 -
proportion such that a suitable dosage shall be 105 -
obtained.’ Obviously several unit dosage forms .
may be administered:a
following: Exam

about the same time.

according to the inven- o
i - 110
pLE 1L S
red  tablets weighing . - |
ximatel} - and having the follow- . © .
g composition o _
- cyano - 10. 3-(4- hydroxy- . - 115
v - piperidylpropyl]phenthi-
azine ' .. 5 mg
starch . 100 mg.
colloidal silica -: 32 mg.
A - 3mg 120

; magnesium stea
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- %:hee tablets can be administered to patients, the reaction is carried out in a solvent at an 15
Afhe usual “daily dose being from 5 to- 20 mg. clevated temperature.
- WHAT WE CLAIM IS:— 4, ‘Process according t0 claim 2 or 3 sub-
‘ 13- Cyano - 10 - [3 - (4 - hydroxy - 1- stantially as described in Example I.
5  piperi yhpropyl] phenthiazine and its pharma- 5. 3 - Cyano - 10~ [3 - (4 - hydroxy - 1-
. cologi¢ally acceptable - acid addition and .pip'cridyl)propyl]phcnthiazinc when prepared *20
g~ '1ary ammonium salts. by ‘the process claimed in any one of claims
2, - Jrocess for the preparation of the phen- 2t 4. .
_ thiazine base claimed in claim 1 which com- - 6. A pharmaceutical preparation comprising
10 prises reacting 4-piperidinol with a phenthi- 3 - cyano - 10 - {3 - (4 - hydroxy - l-
azine derivative of the formula: - pipe;idyl)propyl]phentlﬁazinc,-or a pharma- 25
cologically acceptable acid additon or quater-
: .na,ry'.-ammonimn salt thereof, in association
o™ _ with a significant amount of 2 pharmaceutical
_ : ? - catrier. . : . o
sy : J. A. KEMP & CO., ‘
~ wherein Y represents the acid residue of a . Chartered Patent Agents, ~
- reactiveester. - . - = oc _ 14, South Square, Gray’s Inn,
3, Process according to claim 2 in which °7 London, W. C.1. -
Leamington Spa: Printed for Her Majesty’s Stationery Office, by the Couriet Press.——1962.
Published by The Patent Office, 25, Southampton ‘Buildings, London, W.C.2, from which
. ) . - copies may be obtained. :
.. ERRATA -
o SPECIFICATION NO. 904,208 - )
Page 2, 1ine 25, of ter' _t:'?d-mﬁ.'"Ti"§e¢:-~"-f1.t.'-..;:: .
page 2 1ine 90, for. lexclpltentél'_-r_eqd'"_ei_cﬁ!_.enfs."'w '
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the reaction is carried out in a solvent at an 15
elevated temperature.

4. Process according to claim 2 or 3 sub-
RUERY 10 -] < hy stantially as described in Example I.

eridyl)propyl] phienthiazine and its pharma. 5. 3.- Cyano - 10- [3 - (4 - hydroxy - 1-

ogi¢ally acceptable “'acid -addition and - piperidyl)propyl] phenthiazine when prepared 20
qus Jary ammoniumsalts. . . " by the process claimed in any one of claims
#Lrocess for the preparation of the phen- 204, = :

_ thiazine base claimed in claim 1 which com- ~ - 6. A pharmaceutical preparation comprising
10 prises reacting 4-piperidinol with a phenthi-- 3 . cyano - 10 - {3 - (4 - hydroxy - 1- -

azine derivative of the formula: - = ' piperidyl)propyl]phenthiazine, or a pharma- 25

S : “ . cologically acceptable acid addition or quater-
 pary ammonjum salt thereof, in association

. with a significant amount- of a pharmaceutical
carrier.

o .-I.A.KEMP&CO.,_M)
residue of 2~ Chartered Patent Agents, = -
£ ‘14, South -Square, Gray’s Inn,
T .London, W. C.1. oo
.. 7! Leamington Spa: Printed for'Her Majesty’s Stationery Office, by the Courier Press.—1962.

" -’ Published by The Patent Office, 25, Southampton Buildings, London, W.C.2, from which

T . . copies may be obtained. o

wherein Y represents the aci
reactive ester. . - - - ouE _ _
3. Process according to claim 2 in which
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