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.. ~i.,t;~ :;~~~i~~ .. ti:-Zl~ · &.c"""'"c:r- ··•.···.·•·• ... ,.:_'.).: ;" · by:: .. \Vhidi it is to be performed, to be panicu- · ·-· -=··-·•. '-. ·· ·Jarly described in and by the following state ~--,~.)jb&;c.c,,,:-.~,;.J:: . . <tf~Yi~ _,rt,). invention .~c,J};~~ents in .: and ;., phamraroiogkally acceptable ~cid ~ddi,C · 4$ · · · ' ._., .... ·:···. ,,., relating to therapCµti~Uy'·-useful phenthiazine · tion and quateman; ammoniwn salts. · . · . ·. . . 

·~:~~m·11 e5t~s=,~ ~~?.:'?°f~~~'h·~ ~-i..it· .. ;;(<L•.15. · sa~e/· This applicatimfis.'divided from Appli- aminoprnpyl)phenthiazine in the tre~trrient of" so· 

~ .· 

· f:~~i(>;-_;;,. ca¥~1s~~~!!0~~5~~~~~!~~t~~~!~~fJiien- -~1:~~!:~fi~; s;~~;~d1~tf~e !e~:i:r~~t~~- ·. ·':'>::;;. '· · thiazines possess irit¢~~1lg --tlierapeutic pro- having as characteristic· symptoms, . anxiety~ k> ·_.;. · .: · perti.e.s. ~xtensive ,.#s¢~ ~nd experimenta- tension, over-activity and agitation but that · ~{_::; :•20' .tion<.l)ave shown, oowever, dult both the size they are effective at a lower dosage rate; . AI~o ·55 · · -. ~:. ,.> J . of the)hetapeutic itid~ic, .. and ·the nature of the since their activity upon the cardiovas~lar and vegerutive · nervous systems is of ·the · same .. · ·· order as th.at of 3 - chloro - 10 ·- (3 - dim~thyL · . :::·:.:,-_ aminoprop:rt)phenthiazine, side effects µpori_. . .. .. . these sy~tems are . reduced by . vinue of' the . 60 · .. <~ /; .. · lo\ver· dcsage rate; Clinical results t1ave been · · · · .. _,.,., obtained· with some sixty cases ·of .. seriou8 · · psyc~otic states and fr_ has been confirmed.: .. ·. that the coII)pound of the above scrucrunil.for...; · .. · 
mula: in the fo.nn of its hydrochlorid.e:i~ some:· 65 . . t~If UJllCS a~ ·a_~VC as 3 - ~hl_oro - l0 :_ "(3~: . ' ,. '· ~- . · ....-.. , ".h~j)1iosfs and·: 'with0~~·.:lo$s. of respons~ to. _dtme~'yl~m~nop~J>Yl)phenth1a~1rie hy~ro< . · 

f ~t~'~Jii~~!; ~~fi~~w;§im "·' · ·. ·ty:, : . : •"l!11o~JP~entJU~i~J>t1t ·with ~-added . motor symptoms) are substan_tially avQi~d. ~t , · «{.- .. : ... _a«:fVlliltage:C>f. effi~cy··a:r,_.: lower dosage -ra~. can thus be concluded that, as an ·aid in_ -, , Ji'.~~:'.j> _;·:~~!!1:{~~~ti:.~~5~n~ -c~1- ~ · :;~~~t~~e~J:P::o!f3e :~i.:1!e::i~ti~ '
75 

•· ; -::.~.,;~ .. __ .. ·. _. ~xy · - 1 ·,. .pipe~dyl)pi"opyl] phenthiazine to. 3 - cf>Joro - 10 - (3 - dimethylaminopropyJ)- · .... ·-<<, · of'thC conventionaHormula:-: . phenthiazine ai:i<;I its_pfo~rmacologically acc:,ept'."'' 
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~tii~&lE~~~J] ~~~~?~1 ~ 
·:.::;d:~'iS;;ipctjdyl)prppyl]ph~~a

zine is. -~d t>Y =J'he initial 4-p1pen~_l1:l()l 1s prepared accord-

"~;:i'.(~;'.phcnmm~. deriwtive~~;{Oi" •.•. !,~;;~~
 . 65 

.. ;_.,· ... ;-· ,._(()}CN :· · ~~a;~;~p:i~phc!~i;z!~,-orh~~~c~ 

: ');_!fr·\~_;·.::·; > ':·~,,. . . . . 1 
. >;_S:\" .-:.- =>> . . lo~cally acceptable acid '~dition or Q';1atc;mary_ 70 

.· It~:~~~·.1- ~~:~}~g·~f iiJ.hf~t;1d~· 75 

. ·::,\/='' ,rea,cµve. este~:i:·SU,ch as a halogen°ata:m 9r.Jl . in: consequence of which.the preferred formula-

.SO 

~~. \;.:<- l>y oqiploy.u>g dlO ~·~@"": :ders (or tablets) o;,.of O'powdcr enclosed tn ~j 
•)> +tJi~~r~i>il'a;ti)'l·;~~yative wiµi subsC~¥~tht~to-. ::~:suitabl~ capsule. ~f ,~~bable. material such ~;-

;''i:.~_,,'.··.>)Y,st(pfJ¥-r~~onptodu
ct. ·· ·:·(:\.:··<·::'.~~·gelatin. T~ese;_c:~µipressed powders _(or .• 

·~ . :~: .:=y_ ·;:c;FQt· tJler?pe\ltlC. pl,lI'pOSCS, 3~n();;:10..{3-,(4:" r:t~blets can take theJorm of the active matenals a.• n • .: I; .i'Jli; 

t~:·~25 <:h.y~~Y;A~':":pi~idyl)propy
l]p~~fazi~¢.::. iS. . ~~dmixed with s~itabte; txcipitents and/or~·-~ 

95 

' ;/'' 3S ;:;~:.a~ ·::-1ot vio~ted by side-~~.: :as,cr:i~~·~· ~- .. ~dd1uon of soluble or insoluble diluents 100 

105· 

110 

.~PLE II. 
are tablets weighing 

· ,,, ... ' . ,_.alkaliii. ... "'th 4N 500· h~de- (20 )· 1 . . "'d 1) . . · l] he hi 
S mg. 

··•100 mg. 
32 mg. 
. _3 mg. 

115 

120 . 
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.-J;Ji$: ~~lets can be administered to patients, 

~·µsU:J~·daily dose being from S to· 20 mg. 

· WHAT WE CLAIM. IS:-
1. 3 - Cyano - 10 -·· c3 - (4 - hydroxy_ t-

5 piperidyl)propyl]phenthiazine and its pharma.. 

colqgi~ly acceptable · acid addit~on · and 

~-:iary a~onium salts. 
• 2 .. jroccss for the preparation of the phen­

thiizioe base claimed in claim 1 which cum.:. 

10 prises reacting 4-piperidinol -\\ith a phenthi-

azinc derivative of the formula: · 

(CX)_,N_ 
I 

{CHz)rY· 

the reaction is carried out in a solvent at an 15 

elevated temperature. · 
4~ • Prci:e5s according to claim 2 or 3 sub-

stantially as described in Example I. . 

. 5. 3 - Cyano - 10 - [3 - (4 - hydroxy - _1-

pipCridyl)propyl)pbenthiazine when prepared -:'20 

by the process claimed in any one of claims 

2 to4. . 
· 6. A pharmaceutical preparation comprising 

3 - cyar.o - 10 - [3 - (4 - hydroxy - 1- . 

pipeiidyl)propyl]phenthiazine, or a pharma- 2S 

coIOgically acceptable acid addition or quater­

.n~· ammoni:um salt thereof, in association 

. with a. significant amount of a pharmaceutical 

~ier. . ·-··:~~ ~· ····. - .. 

J. A. KEMP & CO., ~ , 

wherein Y represents the acid residue of ·a Chartered Patent Agents, . · 
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_1;b8e; tablets. can be admiriisten:d to patients, 
:~. u.su!il~>daily dose being fi'Qni;;S to 20 mg. 

.. 'WHAT:WECLAIMIS:- • . 
. J;: 3 '.,(Cyano - 10 :..~' [3 - (4 .>.hydroxy - 1-

5 pi~yl)propyl_] plienthiazi~e a~4 i~. phanna­
colQgif:ally acceptable ' ·acid · a(fdn~on and 
qui:' ·· :iary am,µionium salts. · . 

<V.roccss for. the p~para_tion '.of t!te phen".' 
th1azme base claimed m claim l which com-

10 pti5¢5 reacting 4-piperidinol .\\ith a phenthi:. 
az~~ derivative of the formula: .. ' · 

. (()()_,~:. ;· .. 

: I . .',;..:. 
(CHzl.f-Y · .· . . ''. ·::; 

.. ···'·"'· 

wherein Y · represents the acid.~ resi~ue of a 
reactive ester. · ·. ·- . · :. ·:: 

3. r Process according to clai111' .i in which 

the reaction is carried out in a solvent at an IS 
elevated temperature~ 

4. Process according to claim 2 or 3 sub­
stantially as described in_Eicample I. 

S. 3 - Cyano - 10 - (3 - (4 _ hydroxy - 1-
pipCridyl)propyl]phenthiazine when prepared 20 
)?y the · process claimed in any one of claims 
2'io 4; . 
· 6. A pharmaceutkal preparation comprising 

3 - cyano - 10 - {3 ... (4 - hydroxy - 1-
piperidyl)propyl]phenthiazine, or a pharma- 25 

· cologically ·acceptable acid addition or quater­
nary aromoniµm salt thereof, in association 

. with a significant' amount of a . pharmaceutical 
carrier. 
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