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3 - (3 - chloro-10-phenthi azi nyl)propanol (14.6 nmelts at 220[err] (inst.).
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is concentrated on the 75 hours and is then washed in the presence of
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obt ai ned mizgwmmds :(4;5 D ylprepy me (3.4 g.) with theo-

10- (3-4ferr Y. E‘F ,-thC1 %}m Frdtcttsh&(lrﬁ)cc),ZBS
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cc.). The gé tm—@ﬂ‘ -meshyl- m?pe)‘azinﬁl—héeﬂe@(fn&r) (ﬂn:lshatpr)s mxture |s
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in Exanpte X

rrefiy “?’ﬁ“?%’ form
115 100 (3 e Qe ey s BROLA Bl “‘ééatﬁ’rﬁh@. E%]cqy@
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rrencr ng vvrth 3 chI or o- 10 (2 chI oropropyl) 120 10 -

o o I T L o~ N Y



| ayer is treated with N hydrochloric acid (90 iodide, which nelts at
262[err] (inst.). cc.) and 10-[3-4[err]-(2-phenylallyl)-1[err]-pi perazinyl -
EXAMPLE XXI'I'I 5 propyl]phenthiazi ne hydrochl oride precipitates

—3- Ehterophenthi-azine(+—¢g—)—s—converted—to—+70—as an oil. It is converted
to the base by adding the sodiumderivative with sodan1de (1.4 g.) sodium
hydroxide (d = 1.33, 10 cc.) and in xylene (50 cc.).
1-(2-Chl oroethyl)-4-butyl - ethanol (25 cc.) and the base is extracted W th
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1.19, 40 pigerjzrinylbing)pbecfauzine (15e5ye4), ib:p s evirshrated aBBthe deSides mﬂlechd the dily
base wid c%ﬂ%{ § %%l;g gg%ﬂ 2ipeg é’;"ﬁé’?p{ énﬁﬁ%whﬁsa‘%‘at t{h
extracted Qgg‘é] I ne vm
aqueous 1&&10195?&_ . %EW g&r)‘:ﬂﬁn sogdl S’m hydr oxi de
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et hyl pipefmined et | g;ﬁ%,w £ SRR SR A0 5 Y
met hyl - 1[ err] - pi per azi nyl propyl )phent hi- 115 EXAI\/PLE XXI I

azine di-theobronine acetate (15.5 ¢g.) is ob- Proceeding as in Exanple Xl |

but com tained which is soluble in water and nelts at nencing with
3 chI orophenth| a2| ne and 1- (2- about 130 C. (inst.).
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780, 193 7 is conpleted, heating is

continued for 3 hours. in 55% vyield. Its dihydrochloride nelts at After
cooling, the mixture is treated with water 200-202 C. (250 cc.) and is
made acid to Congo Red with EXAMPLE XXI X hydroc =
1.19, 30 cc.). The tolu- Proceeding as in Exanple XXVI but com 5 ene

| ayer is separated and the aqueous |ayer is nencing wth
1- chl or ophent hi azi ne, 1-chloro- 70 washed with ether (250 cc.) and is then
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phen0| pht hal e-'—ﬁ—-w—t h—s-eeum “ azne 236=-245 C /0. 4 mm I-Jf'l \ i‘'s_ob-
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3-net hyl - 10- Iwhéh\mrveh as; efeftingmurgnibl G thel @ref d mnﬁng&ﬁ;hsizﬁeﬂms tl(m'im~(234g)
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2-brono-2[grr]-am no-4[err]-chloro- dinaleate (8.1 g.), mp. 160 C, which
may di phernyl’ sul phide ih xylene solution in the be recrystallised from
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EXAMPLE | . atoms, R represents a quyjtorp @S‘W‘stqlf W%lq? splﬁf)m In
10 (2err]- “%é‘ﬁiﬂ»’l'giﬁébé g‘:::*’ ) FERR L P dy et e
di val ent sat urzdneer 2 lowdaliiyl, @lko syl 2 @a allRec ﬁﬁi@d% a]ranmwso Beyns under

hydr ocar boni15 roxsligwap, preforably (mahesqaaeaf hin theor giver @] -ui-Niethiylpiperadingl-cthybighede {

Th ige €8 29> BHAHBAS *hethy|
Lodi éle |sed|e?s(tcis§}c§§ ﬁdﬂrséﬁtﬁ? E@ﬁ"é’@ %EP{Q "Feghesents a hydrogen )

atomor a resdigl? &hdinﬁaiqh\tmdspeaﬁcaﬁdneﬁmﬁslo (The byse ofl Beanfp| IW-of f8: daidviaior al Kyl
or an aryl 20 aralykgloup conpningnept Yoore thamrf | Spetifiatiancwhen trehted With c:haiol afd | t er ed

and gnd Y[err]? rpéﬁfefaé’ g@?ﬁ?’%@g‘f&/‘t‘he ;‘ﬁgﬂ?’&ﬁgenww Qagegﬁsﬁo e‘lt(m v8tuo
at 20ferr]. T re tﬁzfl)/h ffm% ocrider Y| -

recrystalli sedy Eaemg &% cdaip o of (t gemeral mEl& 31520 ocxy(ugtr)oup, pref erably: (in
the case of 25v)fotnmlehe give 10 -y (2[err]-N-ethyl pi FEasete @l - et hyl phen- 1-
or 3- position. The pipergzjny._ Qucl eus maythlﬁ:m ﬁaﬁﬁ? H’Fﬁ%‘gp 8859 ),

which nmelts at 75 al so be swstituted by Ig\g/e,r P ,sg,r,ﬁﬂms
(inst.). shoul #dbe under st ood that the terpiperazldylamﬁl}phemh;azme (8 g), whxch

I'l. alkyl " when used IW—GI |f|cat|o¢°¥reemﬁ§vvlth carfal ¥y IeIV
of the said prior 20 an roup conta E y ter E’I"
Speci #ication when treated t h et hanol er %h an 4

carbop atons. et hereal hydrogen chl ori de g| ves theEdeh dVo 80 Accordl ng .

to a ﬁ eature Ofndd'g, Vol Rsﬁlaahd:efnbefoﬁrahmm d gsmrhel@r(gf roeshlipbiest ¢ %5”
absol:ut e veBo i @, P dri@ saatdmn@'wt me% &511 '?j 25
c.c.). The di hsrelnmtryl equ %Eﬁgm AR ael ts
at 220 C. (i nsﬁ o &he compound of mixture of dlmethylformamde and water (I

EXAMPLE 111. Cﬂﬁmmwgsm ﬂx&eoi,O-((hQ[;ﬁdScEs]s-xs:hlgoP"é?Pwa er))’blﬁl‘l%‘ﬁ‘-‘llofg_ e p‘fpelﬁ 100
thi azi'ne (53 25h@en)afta:nt¢feN€d)en o thyl)phenthiazine monohydroch]onde

(15.5 g.) ther®y <« ﬁ?’l'slenﬁige f LiE belﬂﬁy;gtamed melts at 245° C. (inst.).

pi perazi nyl et h)-{-wéé’ i S [err]EXAMPLEV
then fw eated wth Q;h sﬂphinetdsmb exalwhiqudr . ée‘FPl‘E‘P?Fbé h%h‘?’ﬁ“egp\ge% P]ems

chl omb dese %wmm W“g% O T R G e Hont) e a7 P

i ‘g Ifi\x. THE eisbureis théh @redtdd vathdisRiedr € : &5 ;. “dy
%bef ore d ﬂngae ese rmera Ehﬁ'xewl&uhbﬂ.o @{@W}Cb@ﬂ@lwﬁoﬁy[ >plﬂ@|q-c)30a ?wf /
and P and Q ar @eagh re@dtan&tvﬂuhlogwmhppsa splvént h :

Hater e
N- pheny! pi pdﬁazmdn desired, Hp thej D g{ e cglﬁnoo;cg ﬁ z%lt' dm' no -
(16.29.) a nmon§ %“%ﬁﬂf& W% '3,0 fprnieawhelﬁrsﬁltetddto aﬁmecran er and
i sol ating obt gy d}ﬁg{ dléohdldie) and &ﬁfe}pﬁ:t-alftomswﬂﬁlr@ a,erfﬁﬂm)ttheswp &t i o
mxture t he corimm:r WGhodsim hygrosidsr @ sedamdlr:rre )ﬁ(gr AL n m;&a
or a salt oherdssgrdin fﬂhef Fhﬁfc@%t%fm andd a‘g er: aqqg,gs B ; b

and 10 35  her &VERSpRcpost o RS préiBt hested with. agBypus St bjdrodieetd) . The
10- (2 err] - N- ph@pYidheRdpared. at@lkﬂmfpl]é3 PO0eisy) andpehdosciorm (4 xgP s

azi nyl - et hyl )phent hi azi ne m)nohydrochl oride -A-Z (Z representing a

residue of a reac- thus obtained nelts at 245[err](inst.). tive ester such
as a - hal ogen atom or a residue EXAMPLE V.




of a sul phuric or sul phonic ester) in which
10-(2[ err]-Chl oroet hyl ) phenthiazine (78.5 g.), 40 case Q represents a
hydrogen atom Con- anhydrous piperazine (76 g.) and nethanol 105

versely,” P may TEPresent a hydrogen atom and (/5 C.C.) are heated for four

(;%o . and1 ck{l2 or !?%4 h gxy— g with 3-chlorophenthiazine at:ﬁ 1-(2'-
om correspondin, : e
0,158 %ﬁ Iﬁw&&ﬁ%mmﬁmm@@m

- et hyl pigp e“
~ethyl )pheﬂ} eﬁzéh[bﬁd

. met hyl dOdbd?eeA

hours under re- Qa chain -A-Z, Z being as hereinbefore flux. The mxture
is then treated with distilled defined. These reactions are carried out by
wat er (100 c.c.) and chloroform (2 x 100 c.c.). heating the reactants‘with
or without a solvent The decant ed;ﬁ oroformis washed with water 45 and,
if desicted, _in the presence of an #9 i ne (2 x 50 c.c. ) and is shaken
With 2N hpdicilorofbid isGIn dE&iSind Gonsgeanid, ,gpe@zmywm)ﬂﬁahmazmetdﬁydmmnwI oric acid
(150 c..c. z)v vaghio 3P egmeplot(a‘tl&p(pin@mfyleglyly- d(éfﬁ\satla then otiined bf tisustel geatt he

hydr oxi deRde ﬂégef% dn a{;ﬁvm Eed e mg&l}wawfgeqrgeﬁeédtm rc;ﬂh}g hydri des,
am des sor hor Nhebab- milh Ah HEGINOE y%&h crE-) o
gl...\é.e 1: stams‘eu f2dm Y0% htm(hngd pexisde Q2 o ﬂ)%-methylﬁ'ib di-

t hi aca.)nyoklestan $60° €1 (est.a 7 | ne d| Sifydrochlofide or.m 265§ Q. Ginsd), islobtainst featur‘g

P

{(hiey shid  hydr ochi BEAMIEE Vi 3l shleride upgn 5@
ﬁgs b gajﬁgéqg?ﬁ"mgﬁﬁ% s G

@nsggem&ﬁenamm. dnd Qlie ;&6@}:« group Exesteck. W th agueous sodi um
hydr g¥t demed @itk lmutlpm epag%@f alPlogdeditg on i Exampdd kY| tawe coi- 33; 100

pi per az' ny tpﬁeﬂi& bl Nveichd vy 1 lQﬁth el NdiHy@eddRlorlde, JwwhiEh. . =¥
10-(2' =N\ ex:azqu h)ZN h§d10$hl§rwg I)KEIISEat 228e+23@°bCa(me)d by t he % LE| 7t reat -

phent hi azﬁ‘lfe( ! i 1 : L.
recr ysf»aﬁ' Y ﬁfﬁﬁﬁi&ﬁﬁ 9.9 r ks ;{E

et hanol ta ed &&Eﬂ 0£ré at |fdﬁ'5h under
di hydroc moqzlrmlmmmymmw as mlei tsﬂuxt TRéB:EC&S&neﬂiyl {oilirks fs. Jistilled

70 cryst afitied dy %ﬁw etbh I’lOll and ¢ r so obtamed is dissolved in
1 Gl e b Pt ST S

inst.), is obtained by [tyed hati6 b iiche!, de’d |1sﬂz$$rys JallisddFronDt ai ned
EXAI\/PLE oride upon 1- (2‘-hydroxyethy1)—4 b?-h e8€6/&: tthamnl @3 c.¢-)io givy B-cldbrb-dP(26 ubon A

1-(2[err ]bcn@h @0 Ipgjd x azi -%r.lpy phenth1azme duneth-
hydr oxygth eL)l %’g@ @/9%2[{1 0 ‘°¥ 'Eq’ P i vat i vg by

treat ment‘,lJ Jei¥ ofide w1th 1- Proceeding as in Example IX but “m{2.25 g.) in

xyl ene’ (7érbcbenzyl)oxmctazl¢¢en lgmldmtt mencing w1th l-Ebmmﬂb@x%me emhiitised with a
solution in éyk : cEXAMPLE V oceedi pg & °qu&1‘ @hyllp}@e'%‘ﬂ? N@‘Gﬁﬁ s _ (2lerr]-
chl orogh Hn-Bu R‘f;% ﬁgam % glje aﬁ;@ t Renhba [zipe and
1-(2' - aﬁs aih (romng) bda dfhrlﬁest@ sﬂg4o Cd:tl(mstget hyI) -4 -

- et hyl pl»p&!tlﬁidlr’(@() ctc.hateheateg szs ﬁvehthtsochl or| de EleM )XIIL.

~ obt ai ned ungerefl xaBB‘eB tl“’e%ft’@ent of t
sol Ut ' W ax%ﬁ)i‘%t"éj"ha r%ﬁt Eé e %glg:;o %g bl azind it £ Hof 100. K g
2 ( )’

XJ,l,l_%a ny@mcmu:f& x2y CtchC'hﬁcOrgpandnﬁ &y@{per Gheré liSt . ). a
(2 x 50 Cacid;. 19yer i meratmemwmmdqouaqu@muwbmmed 3-chloro-10- (31-N-@@mlst§zml- sodu umes

hydr oxi dehyd@wéer %% ?39 rﬁﬂécmm el nﬂroxyl)phem o(15 81 ), - the
auu ch L}itg qg 1250° %r q%‘
g;@ o- uirml-hy msg tal ne directl e sane

di hydrocmlmamdﬁ ethff))phé njlﬁhzme drenhlgn@ea e for fEmmﬂnd(Ws under

d |
10-(2[er r(]"jm')’p‘f’wrf%?ﬁﬁ ggn ’fﬁ:?hent hi a3i-nehle %pd@ (3re(§‘i6 g%le m@r'excess

thiazine
PaL LRRdid N thanol (2.5 s,
and t he 2ot 3pesi Pt é:Sm %ﬁ; abv ﬂeg fo, )and [ anogg 5&)

car bobrenzczi @mybemyl)painﬂﬁaz@QO(sas c g aﬁﬂheMsmzinum Sax. )|asd t,vate:a(clewd: )vmt ther25

r
O

S trea

-o)«:

of f

B e e i e
20[ err 1, BRERTHR 07 PG videsin 0867 Y 51 al TTRE ook i B0k B5dotiftes od

1-(2[erf]- l‘ydpﬁxtysef §Base4m(=18l’dﬁ(228 8.0 %n@ tthenergskals( b filtered. off, Mshgi\mi\
3-chl oro- (ip@tv)( 2[err] benzg;l oxypi per azm@n}&g@# oL wr 19 give)arebl

R

N-eth ' > I‘Fg ;prl ayl) -
Ty e e T

pi pera2| rm, 1khe Q75 2‘8)61‘28&0 it condensddg. , ExampLE XV. EXAMPLE XI I .

-

- 95 obt ai rw;dh b&l’@l@wd@nﬁﬂ % (Soxfée Gltlorp) -110 - (3‘Pr ceedilpi (gf"as in
th

Exanpl et ,?fl Pﬁm ) is b nci ng
wi th 1gs h?f)’é r’(E?%hen *hi a2|?1r‘é s % "hours under 130°

chl oroethyl) - 4 - ethylplpera2|ne there
10- (2[ err] - N-pi perazi nyl et hyl ) phent hi azi ne (6 2 obtained 1 - chlorq -. 10

L - (2 - N- et hyl- 35 g_.),_n-bu_tyl p- toluenesulphonate (6 9 g)

L



g.), which nelts at 226[err] (inst.). 3 - Chloro - 10 - (3[err] -
N - nmet hyl pi per- EXAMPLE VIII. azi nyl - propyl ) phent hi azi ne
(1.6 g.), 8-chloro- 50 Proceeding as in Exanple | of the aforesaid

t heophyTTine (0 8 g.) and nethanol (2.5 cc.) 115 prior specification but

» aray,
‘w.'

comenci ng Tafe heated for one hour under reflux.
(2[err% “chl @ he thiazine (5.25 g.) and Methanol (5 c.c.) and
water (& c.{ e\.;t hen F1:2: 3: 5: 6- pent anet hyl pi perazine (15.6 g.),_ added

and the mi xf re is "belted for half an’8A% e is obtained 10-[2[err(1[err]:

2[err] :3[eTT erlle i hQ e & 'Yk B imifdutelioRch, hked with WREOV €
i nsol ubl e 55 ’eﬁép;{@ T e %fggﬁeé%ﬁfﬁdmwﬁermm ec.)ydod acidifiet with hydrochiedid @k
120 phent hi azi Rred 6102c.9Q). )Onasolag,va sxysdhsner |1r19=4°°03 ma-tnecdweq @P‘z'g“%t i on

crystallises porlug @bt Bhi 0 t‘ po L dot he

crystals aPe SR gétam e(d133 50c.c)andexxraotedwnth

eth drre @Hp laxég,gld -I@ﬁl oartlm-( | Ehe |efiereal extract is dried -
31 - st(r d_)pl pera2| nyI - propyl ff%@'“ms‘ﬂ@“ FhG ﬁ‘t; ne (9.3

s converted herfxhizz ¥3. 8- chl.or ot%ﬁgdl@]m tg,t he

sodi §m der 1ovat Progeds I i Mok 85730), 6. zisr ms/anim Hg], xyl ene
(75 cc.). The‘m P6 f;ﬁ“‘m“é't’ﬂq%’ “g;j and the hydroch AR X0 21 200R-210

1-(2[ err] -;¢hl 0 1e&aﬂah lbepmipera@rine( . 3[err]- N
- et hyl pi pér g) t}\ere fis sbﬂueﬂdl HhX-45-ed3 1] 1 '(mor mp '4’{?6%&},1]’&[%%&3[ 80
azi nyl - pr opy| Y pAgH e[\EE"F 21427 g"t" by aﬁﬁn Déhldro-y  Brombgtgetic on
3- Chi or o- 10- (ZEEpHE" at 1584 (1ﬁ£)hyl i hlfl’e(ﬂ@@ for two hours
under 130 %% 193" Bxamers XVIL 'ﬁm E"amﬁ“ illustrate SP“”ﬁ
17 reflux. The 3+ﬁhlotopheethtaenq:6ra:)eht¢?ﬂa élf‘bn 1mFe peﬁef,&g,, rherdns 85

2}“@ hg )ndbéfdite desesbed. m‘lntsaExmd»ler EXdilsssol ved
faye B ll)) et

(300" o i VA,
c.C an Gf i opo
cooling, a cryst @ggz dnnilteiﬂjd tﬂé) gﬁgﬁﬁdﬁ 2\ é}‘%at ed

prodyct (1.5 gh)atadsfoobbra#m@der rm:gh%eg he,mdrg-r ' T Ye ayepo i s
washgd with@se ent; m &@r%ssbrhamml eff by cgtalytid
(200! CCWI) m%ﬁ%ﬁgﬂ_& %&%‘E&S (I'qﬁn SYESO die g é@ talyt rﬁ[ err]-

et hy Roi per azi nyﬁ -2+ h roatiyt)e {db llsﬁ‘tvaEE) , a?ggﬁ@n;fzﬁml of
pr opy1) phent hdﬁydmmomﬁeetmp oéd#de C( 0(“8t ﬂmm)resaxcgéit&at foréhifd, Bilt i) whidl R 9
et her eal e>30ra'm Sbyqé ot ogjd ?“gllg ; now represenn:s the grouping CO.Z (Z bcmg over
sodi um sul phat‘ Gbxybely Y vapar @{,@1 [Srepp| or a primary, secondary or g

the residue ig j b egsyioe /mgnn% Bl @rqys,s ungfogpgggﬁmﬁdé’dhmxanpl e

| of the afor ebtameztoby b@pur rI}T(RHlﬁirt’ L‘ ) of 7®0s ai d
prior speci3fi eRerens Bt at‘g‘rrﬁrgh o ‘ﬁ’, ¢ athqafﬁ@ yﬁ apnwtebkm cl 2

mm Hg., 10- Z%Ej Qrg@[ugp%dqq € Ndnhi d"z'ﬂrﬁ@m(a‘sh )m&’hd t he
hydrochl ori dedq &l digitliag. 200- 210[err

1- et hyExARPLEXX
6-t et { amet hyl p erazi rﬁ;AMP EK‘MH nk%‘&g?@ﬁ Yl-ethyl)phenﬁn
do-[3ferr %] %ﬁ el Sl e

phent Hi azi ne, e,rerp}o-- (pSmral%rpanadﬂﬂalae I ;: andpatopyl | -
b p. ~-82- 83[errﬁb ,wunay(s‘bﬂoppemé}"ed Péz | By apon
Vi scous r esi n.ethylpigerading g by dis2tie T—ﬁhlmﬁl ?;Q j Wen y-‘q‘ Qioe of

this base Ml tfsﬂuéf?iﬁ‘@“‘t mgg‘ s A R mqtdauag@a@zsbamnmw %M do

The fol | owi ng sma & shd adubous P tsr CobB: wlith jether (4ex

converted to ¢ bed m@ﬁndr&mﬂtdcwlﬂreheto'l‘hec 'ﬁmﬁ’ﬂﬂs fo ffw
. g'.}

derivative w tethesddarr E‘,ggé‘g ?:111 eé ﬁnt o A

herei n- 85 ¥ 12 ﬁré“‘}]
descr Yped. Th%0 i Ius 23131.1-123':1 pllpélrsa'zfiﬁQeC(Gnsg)) in xyl ene (30 cc)
is trjates /(m’ﬁﬂaﬁgl,tthodih}(deoddmﬁp ofuvideh of the theﬁmﬂae%mover 10 m nut es
and tHe ni xturraeltsﬁlroz%%ﬂ her ef nbef or lé‘ﬁ‘g‘; ?"‘ rﬁ@t ed
for 2Jhour s3%ung b3 1@ "Yi}dﬂ%’éy Sreparld BE E’fa&sw& ik h&h&er

conpounds in acrn [b}o-S-MbﬁJ);ﬁ‘@aneo'ﬁN- C irofideq(250 gl Per ditré; AS c.e.). fIFhesoWﬁbeh R
represents a twry@peragﬁ@up, th|s reduc- 90 Is concentrated and treated with water (5 C~C-)

but yl pi perazi nyl - eth ‘-' 2|ne ey g éﬁ{mﬁf g9t ed
by catalytlﬁoha/ éf fg b hopri de
(11.9 g.), mp.. IaB&E10°C andl en Mlmulrmnmmmnatlve

met hod 1- (2[er51:]10rop(£3plylmr4)endd3ylp)pemz1nb G7 gtiy | F Selmssy nrodur.e in which
a starting thnlmtl‘@Fd "G“F gij‘% '.‘;- ﬁ;n'ﬁhg_ t136

af oresai d géﬁtet’%‘tg% ' ' y" the "action of
t hi onyl chl-oride now represents the grouping CO Z (Z being upon the
hydroxy compound in chloroform an alkoxy group or a prinary, secondary or
1 - (2[err]- Hydroxyethyl) - 4 - butyl- tertiary am no group),

i s subjected to hydro- piperazi ne, b.p. 98 100[err]/1 mm Hg., is lysis~..---

PN~ I I



duct is condensed with 1-(3'-chloropropyl)-4- atnospheric pressure. The
hydr ogenation is ethyl pi perazine (22.9 g.) by heating under conplete after
2 hours. After filtering and 45 reflux for 3 hours. The mixture is treated
with washing with water nmade al kaline with concen- 110 water, the xylene
layer is extracted with 2N  trated aqueous sodLUn1hydroxide, t he base so
hydrochl oric acid and the aqueous |layer is_  obtained is extracted with
ether (4 x 10 cc.). made al kaline and extracted with ether. The Treatment
of the bae with etherea hydrogen78%H§real extract is dried, the ether

is chlor LS erkiDimink ap ated and
t he remdw&ﬂ&ﬁ' ipetarifié) 3leg oe ' ph %@WW ,85r2 g.)

whi ch, 11& 195°- C.rupd iy treatidgthe W lmrlammipmquel(mﬁlgr)ydrShomit er
recr yst al Py 39 iSﬁ)faP‘@b 2x 2@6‘% g;ﬂ.fan 2000

233_ 23 % WlthC azimen | E I

whi ch sodium hydro

Ids TEQRLN- Alinst ;é 244 c ' o 0
pipeps berhwpmn@@rml nyTheefoigwing Gerivatives may - also be’ 4
1- (3[er‘§](l Igé’r‘& Bpit $o: ot hyl pi per a Jn p sigiilar mRag ¢
heat ed : i thzifeyt echy T Mt Yie B§dsh 3
reflux w T d?ﬁimg)lmhei'tbﬂ“ t;h@nsaptl on of 1-chl oro-3- br onopr opane
on N drfwxﬁ@lém Qﬁﬂde refipe with jhydrechlodd ¢ 10~ 2‘-NFm:y@eﬂbmwmaemﬂythw perazi ne.

is conge d’“" )y Wit do 1 e oph O0A N (4 g
and et er%ﬁt %F Wﬁﬁ;&@nﬂg é*a"m"“:': Y 8.8 7.) is

10 - (2[ ee

added to a:rdsga&uhh sohwm(d It?};zkcongen Cl’HeOﬂdwdeo middshefc& @ enan} - N- pi per -
125 3- chl Betngien rvithichisioferm (24200c.5); finy- t G)‘P%PFE Idtfsﬂmml)“bhen i azi ne
di hydr%h’pmmg _ (b d 25t = 4Hb I&Lmand 1- (3] g.)
whi ch, ~af {iels 1EQF-X Henthla 15@m et hanoly, A me@py ) -4 § TT
gradual | y

met hyI pi pehhyaizoclﬂmc(e Sg)'hmmmkdcsrsmt 260 er%%l’aﬁ tﬁghesa ad

over 40 “ﬁ'@?ﬁ’ melts at1260 C}ﬁgﬁ Helegr=z Ty - et hyl )
65 being %%W ¥r§nut es under™“Phent'hi azi ne may be

obt ai ned byeahﬁﬂtui b : POnted BOHer Mdj8ty’s Stationery Office, by the Courier Press,—1957. '
780, 193 ( 2[Puhliskpd ethFhyr Raésnh PRdep Ple Seutheap ‘i“ﬁ@“'gillﬁs’ Joggon, WLCEhIe "highent hi azi ne
may be obtained by heating 10"""?’5’“‘&Y 8e8r bonyl pi prazine (31.6 g.) for 4
hours (2[err]-chloroethyl)phenthiazine (5.2 g.) with N- at 195[err] and
then treating the mxture with diethyl carbanyl pi perazine (18.5 g.) for 5
hours. water (30 c.c.) and ether (2 x 20 c.c.). The at 200 C. The usual
treatnent yields 10-(2[err]- 5 ethereal solution is shaken with 10% hydro-
N - di et hyl car banyl pi perazi nyl - et hyl ) phenthi- chloric acid (35 c.c.), and
treatment with azine hydrochloride (6 g.), mp. 182-184 C. 30 sodium
hydroxi de and ether yields 10-(2[err]-N- (inst.).

et hoxycar bonyl pi pera2| nyl- - ethyl)phenthiazine The fol I ow ng deriatives,
may also be (16.5 g.), mp. 95[err](inst.). - treated in a sim}ar
manner :” 10 - EXAVPLE XXI-1. 10 - (2[err] -

dlnethylcarbanylplpera2|nyI 10-(2[err]-N-Di ethylcarbanylplpera2|nyl ethyl)
et hyl ) phent hi azi ne hydrochl oride, mp. 215 35 phenthiazi ne hydr-ochl or i~de
(0.3 g.).is heated C. (inst.). for 30 hours under reflux w th hydrochloric
10 - (2'-N phenyl car banyl pi perazi nyl - et hyl) - acid (d 1.19; 7 cc.). Water
(20 c.c) is then. phenthiazine, mp. 160[err](inst.). 15 added, a snmal
gquantity of insoluble matter is = 10 - _

(2[err]- N—carban1yp|pera2|nyl et.-hyl ) phen- flltered of f and the aqueous
solution is treated thiazine hydrochl ori de, mp. 180[err] (inst.). 40;

w th sodi um hydroxi de solution (d 1.33; 8 c.c.). . The new conpounds §
her ei nbefore nmen- Extraction with chloroform (2 x 20 c.c.), dry- tione
are useful not only as anti-epileptics but ing over sodium sul phate,
concentration and al so as anti-enetics. 20 treatnent with. ethereal hd
hydr ogen chloride . ' For the Applicants, yields - .

10¥(2[ err] - N: pi perazi nyl - et hyl ) phent hi azi ne J. A KEWP & CO
d|hydrochlor|de (0.15 g.) which after recrystal- ' Chartered
Pat ent “Agents, lisation fromethanol, nelts at .260.C (inst.). _Bank -
Chanber, 329 Hi gh Hol born, 10-(2[err]-N—D ethylcarbanylpiperazinyl-ethyl)
London, WC. 1. Leamington Spa: Printed for Her Mijesty's Stationery -

O fice, by the Courier Press.-1957. Published at The Patent O fice, 25,

Sout hanpt on Bui | di ngs, - London, W C.2, fromwhich copies may be “obtai ned.



