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i ncor pon-ﬁ’ed | n the%ggtﬁy ggyﬁg"fg;gé’%pﬁ’ t:'a- o€ 8ivs for

which 5 we pray that sm SRERXTYCeeido8 N\ ,
whi ch it 1 s@RpThanRatsr&f Mfinvénfod tﬁ@&&h&bﬂ&ﬁg&hﬁ&éﬁ‘dﬁ: > 1

fol I owi g st at devisérithereck!Withinl thy @Bk of iSSctioR 16 Bf 1he Patbhtk N - whi:ch have
val uabl e phar naepiodgiic BUGENBMICHARL. GRIVSKY bf KibdeaRoalihe i nventi on concerns
ci nnamani des, (P®. Box 2571)eChapely Hill) dicth, quﬁﬁﬁrMSBﬁJUSA,ah preparations

cont ai ni ng themmeanﬂthlemted Stetes bhAméiranredi ci-ne. It has.-been- f.ound that the
ci nnamani des.-of fornula(l), as defined bel ow, have anti-convul'sant acti vi ty
in marmals as i's shown by their effects upon'nmi ce when adm nlstered to t hem
in established phar maé# ES, THEIR PBEPABATION AND. 15 - - 1.

Maxi mal - El ect r oshoBHARMA! m¢w&@10¥comammemﬁrl bed by 15

Woodbury- and Davenag}rt Arch i nt. Pharnmacodyn. Ther. 92. P. “97:107 (1952).

2. Metrazol Sei(? em ;géﬁi-LCﬁMﬁ &FO Eﬁ?"p{}? E@'fﬁgé‘e%’g%%/\n n?/ﬁrcr

Brown and Goo
formula (1) 203030 Cornwallis Road, Research Tnangle Carolina 27709, Xis

chlorinepb bromnmpqratetimdhﬂ&tatemﬁﬂomi(‘&rm %& _ H,Ch_,_vslwgc to 3

car bon -at ons. ‘Y‘P%{ ;ﬁ‘ﬂ%ﬂ iuonifle gl
preferred, anop i Gave Bérled™ with @

out st andi ng- arnharmacolngmdl sapertiag ln pamgularnthbmvlmtphaommlcm ,"_' middsest s
descri bel@ abovleir &%F‘*@&WM"@@"’Z‘B’“’PW‘“"H conghigieg e, afd Hiels Wi scope of

formula (1) i n%fdei‘a%as been _found that the. cmnamamldgéoﬁro&tﬁmp% ARy b@bﬂnamm de
3- Br ono- N- n- prkquhn:n-cmautm gitivigy idrmanpmdls as y thelrre, mmupte mice :

3- Cht oro- l\l—etHyhPP Wr,ogﬁmiﬂeﬂabh*ihed ﬂliﬁ;ts 9 X i de
3-.Chl or dSN- n- A I ey ofh el tS Wﬁ t E be rmsde by
any met hod knewn 2 4 P SePnitE ’al(p[ inChnie8, ae"'beam gi@ua structure.
For exanple thwwm G@ gpirﬁham ﬁepaiﬂlytaaiwé.rﬁl&f—'s‘w\(l .ne [err]
(wherein Ris hy(}FS éﬁl ) al Kyl S haV| ng I to 3 ca,rbon atoms) by the
correspondlng acid of fornula (II) Ce T L

20 - | ﬁ }—c H-cn-r:'(:“' (I) '- |

Xi is chlorme, bromine-or 1odme, and Ris hydrogen or alkyl havmg l to 3 carbon
atoms. The trans eonfiguratlon of the compounds of Tormula () is preferred and
the. compound ‘wherein R is- ethyl and X:is bromine has outs ndmg anti-
.. rconvulsant activity in both pharma,cologrcaltests described above her examples
25 .of corn ounds within the scope of formula. (I) mclude T _ ,
romo-N-methylcinnamamide ~ .
- 3-Bromo-N-n-propylcmnamanude '
. 3-Bromo-N—rsoproFylcrnnamamlde
.. 3-Chloro-N-methylcinnamamide oA C o
30 - 3 Chloro-N-ethylcmnamamrde . e S L - 30
o ~. 3-Chloro-N-n-propylcinnamamide . . ' ' ' ; ' :
-+ ‘The/compounds .of formula (I) may be made by any method known for the
: -.synthesrs of cinnamamides of analogous structure. For example they may be -
o .,_.ﬁre pared by the acylation of an amine. RNH, (wherein R is hydrogen or alkyl' 35
35 i avmg 1 to 3 carbon atoms) by the correspondmg acid of formula II)
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2 1,519, 762
2 [err] (wherein X has the neaning given for formula (1)) or a reactive
derivative thereof such as a thioester _or an ester (e.qg. an alkyl ester or

al kyl thioester where the alkyl has e.g. 1 to 4 carbon atoms),an am de, an .
acid halide (e.g. an acid chloride) or an acid anhydride. A wide variety of

reaction ditions may be enployed depending 5 - - upon: t he nat ure .of
t he acyl g agent, but in general the meactants may be refluxed together,
preferab in an inert liquid.mediumsuch ‘as et her, benzene, tol uene or

cycl ohexang.: ‘A:npst ~conveni ent et hod- a51%m6Rt hesi s-i s-:to-react - the amg
chloride with the appropri ate am e. P r ne equrval e of —the—

hal i de should be; used_vv| th - 9’ f)l?éﬁ aﬂé&’eloeqw val ent s*of+.t he am:ney
but the rol ar- ex@’ EsinoX hasithe: mmnmgwayfoloeormﬁﬁ l))aﬁlaaé‘aedvetaén?dﬂﬁéth%feopase ‘such
as-tri et hyl. am' ' eﬁu gfit OQ%I’I' olg:% Yi@Ste?mT lﬂaeesteuwhe'ré tlﬁQﬁdy T
carbonate.. AW d&xd\/aahidiﬁy ide r{% ?" iderararhe. used

i ncl udi ng. %at er, ngthmohtgresefcdheaSy em bm gﬁéﬂ “’T‘iﬁf e@ﬂ g“e

di oxane, behzeney) o ﬁ‘éylmm me mrs;uch:

t et r ahydr of .ur-a; -;:'._-_;%Qcﬂg,; ikt ﬂ} g; ech or d Wlde range Of
15 terrperature mnld»ptnate)ammmyre ﬁnb@(ﬁi%& éaln& 0?.}:?% tO the
reflux te eratt{ °b1"‘°feh°8“1r"@!a% % pighe. nmmb,mutethe'ﬁtmremmwﬂ .

b 0
may be.further &%’3? o B wé? i trisehylamisie; exristined tla'landilnexloror A
al dehyde of formdya:e(xieh AR A rg %'ﬁanoﬂ“é?‘g edigy 100C.
20 [err]’ ere| l%a‘g‘?s bteheematr?iluegu rxyimnwear &y, ]}H’t h the .
appr.opri a 0 n rtetuk:blon rAxnwﬂie mdead”r | nerfs
| iquid medi um S erﬁ&eg&ﬁnfﬁm ’efﬂbe"a’t“élﬁfraﬁydpo@ o the refiwa
petrol eum hydrocar Bbe corifuandsoofyf may 86 MHRr bleparl®¥irdy gade by the
reaction ? 3° 9(5‘?°h910?fm!¢eé!y Mf omwmrfa ile'o la:r f&gg‘;ﬁ?e : _
her ei nbefore de Ined afid Wis a | eaving group, for exanple -COH(a -

f or mani de), - CO. al kyl ; where t'he ;-I'_kyt has eg'- 1 'to 4-.carbon atons (an

am de), [err] (urea; - COO:ab'kyl .€ uret hangghavi _._tn’-lcucca(fbon atons ‘in the alkyl
group), with an aC|d of -for mue (11) or. a-rpettive 30" derlvatlve t-her eof ,
for_exanpl e the acid anhydrl de-or (HBI i-de stich: agivhe aci.d ¢hl oride. Wen

t he: ‘anhydride is used a cat al ytic. amount -of - sul phur| C aC| d IS Fref erably
i ncluded. The r ggmz_,"ﬂ ioemila (). b Eeaetipnt uid .
medi uft I'n a fume [et]fEE Biand ¢ Qétrdl Pand o LB, M a water, a

hydrogen 3% hafhedm nndsp ffaﬁ@nﬁlda con@gund
of *formul a (V|)°f M aémmls

hal ogeno or one% ﬁn- ' '

hydr.ogen; and Xca-bah Etohﬁ\ie thehdkytmdm "_gmgi‘iﬁﬁclurbf @I) 1% M@ FOF

exanpl e, ‘8he el Ak VF’%. replh aﬁuéﬁ}*!iezydnﬂ g or baild enqh &shydaady 40 30
conmpounds of fao y r%{ uses, giratayt V@f gd'Fatlng
agent 40 such a&eaul;- ase (eg.” aqueoustssodl un- yggg’gﬂﬁl orerérbea(f, ?rat ed

sul phuricor pol hblsﬁhnhqrmeﬂmd@rniﬁkag hdofi fotmeda Bowatéres hydaogee treated
with a bad3® (egXBﬁBPés'?MWF%W%&FSCFé' tediram peempauadh of fosayla YD ner el y 35
heated to rel ease the hydrogen halide. The dihalo internediates may be
reduced, f.or exanple with zinc 4% .--c“atep cmlhanol or converted to the

di i.odo corrpounds by treat nment. w tYa=potiassi um 45 iodide with subsequent
rel ease of nol ecul'ar-iodine. They nt efmedi at €VBci ds of for nul a(ll) may be

made by classi c, Lergyl aﬂld%%’g tha.entleI agldrergthh%afogenoorone ofAhand gkalggesgmt hesi's, .. -

t he Refor mat Sk)’of yardxy Qb e hydrogén, and X'and' R have the meaning given in --
formula (d) ‘above, ‘For example, the elimination of water from the a- or B-hydroxy .-
- 40 " compounds of formula (VI) may;be effected: by reaction with-a déhydrating agent - - 40
.- such as a base (eg. agueous sodium hydroxide) or concentrateg' sulphuricor: ..

- polyphosphoric acid. The monohalo intermediates may be treated with a base (eg.
yotassium hydroxide or N,N-dimethyla. or merely heated to rélease the R
: _hydrogen halide. The dihalo intermediates’ ‘may be reduced, for exaniple with zinc -~ .~ -
. 45 “and ethanol or converted to the diiodo’compduinds:by: treatment w1th potassmm' .48
- iodide with subsequent release of moleculat-iodiné. - - CoaE
.. .. The intermediate acids-of formula: {If)’ ‘may bé: made b classjcal orgame LT
» Izrl:thetle methods such as the Perkm sy esls, the Reformats y reactlon and the '
o Knoevenagel ¢ondensation: - ' - o
50 The. compounds of formula (I) may -used for the treatment or prophylaxls o 50
of convulsions of mammals such as mlce, dogs dnd ¢ats;-and more i ortantly.of ~ - .-~
man, In partlcular they may be used in the treatment of grand maF petit mal,




Knoevenagel condensation. 50 The conpounds of fornula(l) may be used
for the treatnment or prophylaxis 50 of convul sions of mammal s such as
m-ce, dogs and cats, and nore | nport ant | Vi of nman ln _part icul ar ThPy nay

be used in the treatnent of grand nal. petit mal . 3
1,519, 762 3 psychonotor epil epsy anEjO
/H

focal sei zures at- a ‘dose of 2 to 200. ng/ kg of body wei ght per day. Th

opti mum dose of course will vary wth'the nature of the conmpound. t he
condition of the patient and the: route of administration, but the preferred
dose’i's Bn the range ‘of 20 to.60 ny/ld§7enst conveni: pntlv 30 ta 50 #y/kg
body wei ght'. BsychomotorlRfilepsiad fodaliEtiniresak atibse br 2tb 26018/ bé@dvegm I'y dose is
prefe‘fabl y |nptrmagd'hd|ovmrdmddohe$9mur£0ﬁll expwph the nemrevd theampbwidns of

adni ni strati ofheic e"gﬂ!é’f % hﬂf%‘@ﬁf@lﬂmlﬁqt égwhlgkmef edS@@f my of .a
COTTpOUﬂ Of fgg Azgnilﬁrstra dgﬁdrﬁgirgzrﬁés u::: é formul a (I)
may be admi ni géses, r&‘iarﬁ)lﬂLUoﬁvdﬁ ﬁfTTdr‘;ﬁ Hﬂmiﬂl’sﬁat[blhei ﬁc&bdaweﬂareeaent ed With an
acceptabl e cannlt%tFm& fremd6q toa$00an oS t ion. .The carrier

nust be of co c%ﬁ&%ﬁg mﬁ%‘q E& 'Qp?f?‘?f\ Hle with the
ot her ifygredi tnaada B¢ ifricd Rthist Halof ¢ dbﬁuﬁ o the

reci pi ent” of enge afbeipgSompatible vithehc:ethcn lmre d:feheaw&mbsmbnmndaoi I qui Por a
m-xt ure of sof"r'%li:%fr’rgﬂ 9 ?hq%g“dpl‘g‘lﬁ Eéggs“&ﬁdT esc fulated with a
Corpouna o "R U I S P PRV 2 {aler

15 ~¢tRpsul eapsule araadhet fof aril admaxlnst dfl b Suppesitogloraéctl as:uia;aﬁaiohor y f

rectal adnini theml}agmacequqﬂnya P‘Ra%“ g8 tayalsoybe pees¢ny @mvgsl may aI so be
present in co ﬁsiﬁ 1, ar[.n pm&gﬁm %‘gdﬁs%‘ ﬁ,’;“%f} nposi ti on
K—dsge ¢ '

nmay be fornul & 8 Ghpdrelial 4 uﬁmfcsmcy
clonsi. st'2hg ba@ldcaf J. yonyﬁmadin cpmama efmpousl ofdmoied) ib. anlgmiountcio $ige

conpositi ons, ™Pé Brafh PEeLal, U Bal Bl Bf Ban Al The Lifldu00 42 Avia.
), CONVeNidanil ueRbiml dhpe MG uhbe GLivE LRl ohd ey b Sedmedgiount in the
range 100 to Saﬁughym ﬁa;ter ariak sgaipd xmcs;tsnlasompheismehepdryvstmresarMangr anul es of

t he conpbunds? Jeraquegus &hen §pws ﬁifactlvgq

agent s, ana BRI A PRSI 1
capsul.es or caeh pSorlam binebr ] asda&t-/eﬂ &Iinulsfbnaﬁ'h ﬂavourm iG&ehgOr )
non-agueous s 111 é‘HCk #ft beri b@n!ﬂ?ﬁcl uded; in

t abl et 30 pr ef " 'iﬁ mg'n‘f t%&méﬁ i °ﬁ5§?r ﬁtoh&gf ot withea
di‘'l uent;- by CRhEPs h@ind#ibe th- gﬁgs&talﬁyﬁ ih uspension in

water or a syeu mﬁqums ombctvn solutigns\vathielr /nmylcoetml aitio gamhdmffédsavourl ng,

pr eser vi gg,. ] tﬁﬁ;‘;’ sf’wegopggﬁl{‘s E’ﬁﬁ w?%fgﬁ" g‘fﬁgc o3| so be

_L\

i ncl uded Theaggﬁ@- ncluded; exth n&aa ATt e

t ablets may bea;dmomaddfroﬁerenpepbwmctre abestw‘tMmmycé 3in titen@muscul ar . or

i ntraperiton #P‘El{sﬁ‘ﬁ and B °a°t3€a$°ﬁ b’é%b%ﬂﬂdﬂbnm be presented in unit
dose or ggul ti - Aoy gﬁgf%j; ZpUs. or hon- aqueous i-nj-ection sol utions
whi ch may contain ant|OX| dants, buf ers, bacterl ostats and solutes wbich

render -t he conpounds i'sotonic-w'
non-aqueous suspen5|ons when sus : _
al so be included; exténparaneous/ jectiOnWSO
may be nade fron1sterlle _powder &, .-gr anul es .or tablets mhlch_nay contain
di l'uents, di spRér&ih s alild'n&ubrbm onidine @nd Rg mgerborrauwﬂtavmaditd ibricants.

: the bI pd; or 35 i n. aqueous or

The i nvent i oncarbmraéms.@x 1@9 Xl loride R is othgy th Bnd of the fornula
(l1a) [ r] where )r%gg"g%%& hﬁ@“ﬁﬁhe "8 ??8 is. hydroggn. or
al-kyl* V' ng ouﬂﬁfﬁ?ﬁmfahﬁ byhh@mnd(vﬂ rﬁetﬁdiﬂ adiide R i s ot her

t han hydr ogenparbo)ula@« thm em eaﬁcaﬂh deﬁnbmﬂbave(ﬂnd inciugi nepgtiop Phins
conf i gur at, | onan acid m—X—PhCH=CHCO,H or a reactive derivative thereo w1t ‘a compoun
of the formula RNH.W wherein W is a leavmg group and R and X have the
50 meamng in formula (Ia). 50
T e)A phatmaceutnca] composltlon com nslr_lg acompound of formula )] and a
' '-pharmaceutlcally acceptable carrier theréfor.
' "A method for the treatment or-prophylaxis of convulslons of a: mammal
" other than human comprising the' administration to the mammal-of an .anti-
55 ‘convulsant effective, non-toxic- amount - of a compound of formula (I). 55
o ' g) A niethod for preparing a composition defined in (e) comprising admlxture _
-of the components thereof followed, where appropnate, by disposition of the bulk
' com osition into-unit-doses thereof.
lin formula (I) as above defined all compounds are believed to be novel with



45 c) 3-Brono- N et hyl ci nnamam de.

45 d) The synthesis of a conmpound of formula (la) by any known net hod and
in particular the nethod specifically described above and including the.
reaction of an acid an—PhCHz[err] or a reactive derivative thereof with a
conmpound of the formula R NH. Wwherein Wis a Ieavrng group and R and X

have th 0 ~nmeaning in fornula (la).
50 e) ﬁ@ar maceut i cal conposition conprirsing a corrpound of forrrul a (I) and
a phar gtrcally accept abI e carrier- ltglgﬁ@j or. f) A nethod for the _4

tr eat ment -er—prophytaxrs—of cunvurarunb RIS nbllmbll Ot Ner._rnan uman

conprising the dnrpmpgwreﬁtmw qde ﬁg%n 8 Campoun; ) '
convul sant effe ‘fﬁm gggp&h otgg&%l F‘T thm) N

55 g) A nethod afwt reparr ng -a corrposrtron defi ne _corrprtsr ng .-

admi xture of the c§ h@nnssEitalmee ftOiQ)Mdoeré 20 il t@ @ i 11§‘°“by 5

di sposi tion of gtgggr St gtr:tt Y gonsfiaiee ¢/ IR Bl O o 2 (1~
as above defl nedin anﬁ §eraﬁ in & st@-,l nove Wi't-h : 4 s..J

1,519, 762 . 3513&? 4 "the exceptron of. that wher ei n

X is chl onpne andRrs hydr _Thr GO ight - inthe literajgre:
(Chem Absb 1970, 7rdemd 3cb8§%1ml l°'-° ﬂg ﬁﬁ% M)swmesalts of . id’

derr vatives theg abzuthehasmmmfe lsfethbn;ﬂs:__:__jn&e

amn maenzannﬂimgﬂ)oms act.i.vi ty
iy, The A WPIﬁE‘P‘i‘a}Yh’é t he :
et .oan% ,qunst Ry ng .
e@at he3 m‘).eparsalhum oﬁfthtl”ﬁe known .

: ‘l-- Jpwisg with diengtapsi us.

: The fa@ielﬂ@m__, L 4rate
present i nyent i gmen mt% ux It
alimtation th ndiloyl €
conpound 3-chl o tfr;mcm}an%%r&miféu?f e ‘g ﬂﬁe
EX&ITp' e 1 10 - -solution of is % e _|- [g{ﬁrmm de o
10 Trans- %bronﬁ%md atmomtemgéffmngr' "'fbiﬂcrj Y nd¥; lﬁé’?ﬁﬂé Zs‘iurmvhe\mﬁieheat egpto”
reflux and then raxdm: whatrigarapéd with vater] filleradoand d@?(smﬂlzg)fmmethﬂsol-w ne (50 '

oonal

n )was added- at it‘éh trang:3 N %ﬁ%l Sﬁ?eactlon
m xture was heal%li 'I“P ?“dl sqle‘ fjf{ er eﬁ’e addrtron of

thi onyl chloride: The 15. sol vent’ Exradpm?cess thr onyI chlorideé*were.then

renoved uBider reduced res ur Erapg;3-by Y c chl o25i de -
(ca. 12.3 g). A(lsﬁéh E fs "i %cm - %g ra%ﬂ?ghg{%l uene 815;) |
&omi ne g

m) was added dieghe oﬁtteuiﬁem@et'rhéamﬁbmnm
er at LII" e

in ether (200 mnope ht'ﬁheandeaetsqlmt # Amifg then a!noad
for one ndr angri e e tnggrr‘r.ig T el

and excess' am NeheEgsthifh e

r@a{s%ﬂ Hd’ﬂeme-ﬁfwalﬁlyﬁdwere 20
residue was tri tcunststendwirtﬁtlte amgmd,stniqturer ed and recr yst al'li zed from .

et hanol -water to give white,. crystallﬂ,‘uglles

trans- 3- be®no- N-i-sopr opyl ci nnm gpomdjm_ﬁth l@ﬁm{ﬁn{l‘h, EI errent aI anaI ySi §5
NMR and | R spectramnsarbimdmﬂaﬁheacidj LY ethdnot a3y behdcconc@tagil e 2.725

Tr ans- 3- br onmo- Nsulfi |agldmf§mﬁ mbined and eated at reflux'for 15 hours A utlon of
trans- 3- br omci AR ghBgEAtEl A n;i‘ and e ,;gggmtna TSR0 ) ves.
added sl oWy Wi thydrokité ahd)@xtiadted vithl bthgleneOdhl ml)( Tﬁegombmddry ejper - -
(100 ) at- r oommetiyigpe chiptidecextrttcwas E%E -akher ef | ux for.

e
one hour, and tti’@t%‘a es:{l %% %“ﬁ{‘é a@%‘ﬁtﬁ‘ﬁgﬁsf Am’é% reduced. '
30 - pr essur gelj P rdotly.rtaﬁ ere SRR

recrystal lggzed frormm handl-bromdpmnametegti ),teﬂ!ahmilll@ (ﬁflahnnqthae %g&%l)nnarram de Lo

m 89-[err lchlae 1§11| ted ‘ R
aspel erreErt al ] an%ﬁgﬂ %ﬁﬁ,{ %E?Sﬁ as. we

concentrated hydroehlonc acid (12 mi). The sieves were. removed filtratlon Ice
50 ‘water was added to the filtrate to precipitate. trans-3-bromo-N-eth cmnamamlde, ' 50
' m, p 89-—90°C (after recrystalhzatlon rom ethanol/water) S - .

Exam le 4 ,
. ' Tram-3-bromo-N-meth lcmnamannde . - -
: A solutlon of tram-S-bromocmna chloride (5 gt) in dry benzene (100 ml) ) :
55 was added with stirring to an ethereal (2 ml) solution of methylamine (3g). After .~ 55
the addition was complete, a slow stream of methylamine gas was bubbled through e
the reaction mixture at room temperature for-one hour. Solvent and excess amine .
were removed under reduced pressure. The crude product was triturated with
© .water, filtered, and recrystallized from. ethanol-water to give trans-3-bromo-N- o _—
60 methylcmnamamxde, m.p. 147—147.5°C. NMR IR and elemental analysls were . 60 - . .
. cons1stent with this structure. . v _ _ B

woa




35 Exanpl e 3. Trans- 3- Brono- N- et hyl ci nnamam de

35 Trans-m bronoci nnam ¢ acid (14.8 g), ethanol (173 ml) and concentrated
sulfuric acid (0.4 mM) were conbined and heated at reflux_for. 15 hours.
About 150 ml of the ethanol was distilled-off, and the remaining solution
Was, poured into ice/ water (140 mi). The cold m xture was made strongly

al kali-ne’with . [err] w v sodium-40 hydr oxi de and extracted wth,

met hy| ene. chloride (4 x '60 m). The. eorrbr ned net hyl'éne chl-oride ext

was dried over anhydrous potassium carbonate. The potassi um carbonat € was
r\ermv_edjy filtration and the sol vehB!%i62i pped of f under reduced préssure.
Ef hyl trans-3- bronoci nnamat e, ‘was g4 lpgzd as a partially solidified oil.

(ARYspect rum yas, cor sr tentTmnst3Fchtoko-N- ghhide 45 . Et hyl

t r.ans- 3- br onog; ‘g:;‘@gg‘ ‘%ﬁ" (éﬂ‘hgh 36b671 r(75nm hasrwbw(cﬂ8 n ) and 4A
> mol-eculsar srﬁu&am(eof d m”r"% \3 élie 1/ 2 hour .

The m xture velainedoisich ttmdaiimat IRSGndimi luﬁﬁl J&dit *y0) added. The
mxture. gfras t YA Uffeat ed at ref | ux g 2hour then cooled. 1t was
acidifiéd with concentratedmd N 2 m ). The sreves wer e
removediby fil trm&moddoﬁﬁaﬁﬂyl cﬁhl%?ld alrpcrl %mam s -foﬁ@ rate to

preci pitate t3¢ thSt andasd mcﬂmm mphfmmn E&&n el %ltllag#";de

recrystall i Zaj?gg%g g it 7%;% dewith stirring to a solution
Tr ans- 3- br ome&é?ﬂaétdﬂ (glbrwé %u J)fﬁ ﬁ‘l}‘mgﬁ% i nnaroy!

chlori d® (5 |aﬁ° b@nzFe(ﬁ'epl 1@0t<m 6155tmns-m-i6&$N s id Lirri to an
et hereal (20 jﬂ ﬁWBIFe'ﬁﬁfStﬁl!nlthml @Mg;lkaﬁﬂtbmentﬁanﬂm addi U1 on was
“conpl ete, a s ow s Tean o 'H P%nhi ne gas was bubbl ed through-the reaction
xture at roomterrper ature for gpandladuyr—11Sol vent and excess amine were -
enoved under. edure dfrﬁ;ampladethprfcdklwmg tmohipbﬁddﬁ atRd With water,
frlteré’ﬁ ancﬁfjp tvqulé ‘c‘iT&%éle pental l\vasqonérrmd3 br og-N- 60
et hyl ci nnamam varhﬁ ht dm%lFé ental analysis were -

60 consi st ent vvrth thr sEamplectur}é R 519. 7&3. Eepnpl e 5.

Trans- 3-chl or o- N-et hyl. c‘l‘n'rga'n'a Tran_ chl oreet+-ananoyl chloride (4. 4 9)
in dry benzene (75 m) was all oﬁd %é_'l?ict WIH?P excess of ethylamne in
dry ether (75 ) accordisg to tde 5CH,CH,CH{ oce;@u.r7§e of Exanple 2.

Trans- 3 hl or o-N-et hyl ci nnamam de,. m 87-lerr was 5 obt ai ned,_whi ch
had NI\/RZ | R, and el enent al” apal y¥Si s 2SHent h this structure. 25Exarrpl e
6. Trans-3-iodo-N-ethyl cipnanampde 10 g 10}'rq@§ ‘m i odoci nnanoyl

chl oride was prepared fromtrans-m'iodocinnamc -  10-acid according to

the standard procedure ekenplifi®d in Blanple Bl—¥%he acid chloride (6.6 g)'
in dry tol ueme.£.2000, 7b)2166%5 added with stirring to a solution of ethylam ne
(3.0 g) in dry ether. (300 m) at roomterrperature The reaction mxture was

heat ed ,at refl'u dEx ked 15 - . up ‘accordin to
Exanpl é’@ 2 to y‘|2§e{‘p3’°sl Orya‘H%s fléi"i“@ ‘Bttz;:%' ?W‘fﬂ%’r?ﬁ'f?f”ﬁ%‘s - 15 m pg3
116-[err] as.a whi te;ramykﬁoaiolﬂ-aﬁylﬂﬁi&fahﬂe NVR, bda,@gnd elemental anal ysis
wer e consi stent- with ¢hi structure. Exanples 7-1 1. Follow ng the
procedure of Exanpl e acoy gefol | owi ng trans corrp@@ﬂ?d@ were 20 pr epar ed

(in'all cases the NWR and I R specg,raa, @, el enent al . anal ysi- S confr rrred 20
_ A shoft gelatin capsule was filled w1th the followmg mgredlents _

35" "trans-3- qumo-N-ethylcmnamamld_e T 300mg .' ' 35
Laeteeé." ' S 7Smg .
Starch,corn T R - 20mg
" Fused silfczi_ o - _ . 2nrg |
Magnesiumlsteérete' | L 3 mg ,
40 R ' " Example 14. | 40
syrup suspensmn was. prepared from the. followmg mgredlents; :
trans-3 Bromo-N-ethylc1nnamam1de 300 mg |
Sodium carboxymethylcellulose ' B 20 mg

. "Microcrystalline cellulose " 100 ﬁlg |



the structure) in which X and R have the values in fornmula (1):- Exanple

X. R mp. (O 7 d [err] 124-125 8 d
[err] 78-79 25 9 . Br [err] 84-85

25 10 - Br - H - 7 107-108 11 * C1 H .

81-82 * C.A 1970, 72, 21696 Exanple 12. 30 . . A suppository was .

fornmul.atedsfromthe foll ow ng ingredients: 300 . - T
trans- 3- no- N- et hyl ci nnamamni de - 300 ng Coaco butter .

2000 ngy npl e'- 13. A shoft gelatin capsule was filled with the follow ng
ingredient$ 35 -~ trans:3SERn- Neethyl cinnamanide . 6
300 ng Lactoseé: = - Glycerin o e, 15 mpggfgarch, corn L
2Ny Maglnesi um st ear ate™

20 ny Fused silica . R L

3 ny 40 ... . Polysorbate80.. .. pyayplei1g T 10mlTeo T

40 A syrup suspensi on waslapsusiR@sgsk. f rom the follow ng iggredients:

trans- 3- Bromp- N-et hyl ci npapanmide - - .. 300 ng Sodium .- . .

car boxymet hyl cel [ ul ose = Preservingagent 20 ng M crocrystal | P4% celi ul ose Rt

100 ng = 6 - ‘Sucrosesyrup . - -+ . . 1919, 78F to5m - TS

6 dycerin - s Exa 1501(s)mgj Pol*ysorbate: 80 - o

016 5T 9 MO W bompresnsg sabiet g propared from the foldwing: | ' |G & 10 5 i

5 Exanpl e 15. A conpr esSgeghsBBibigs-WesldreRahaed f rom t e fol | owing: '

t rans- 3- Brono- N- et hyl ci ngamani:de..- - - : 300 m ‘Gorn starch® -~ =~ -~ =~ .
50ng 10 o Camatarshr ystal i ne ccel | ul ose: " O0mg - 50 ng -
.10 Stearite acid . Microcrystalline cellulose - 4 gy Magpggi um stearate g o

1 ng Fused silica

. i ... 1 my Exanple 16. -15 :
I n the MES phar nacol ogi c#paricasid ref erred:to:her ei nbef of@g: trans- 3- br omo-N-
15 et hyl ci:nnamani.de hadggREah sle&ide]l 1Nt he nouse and;pat of . 80 -my/ kg and
26 ny/ kg respectively. Exanpl'e 17. Anticonvul sant activiTy was determ ned
in mce using the Maxi nafFusgggsilica E| ectroshock Test: (NVE@Sg per for med
according to the nethod-of -Wodbury gnd. 0- Davenport, supra, wth

! _ ample 16.~ -~~~ " - '
corneal " el#ct r odes Latmd m%ﬂ&&o&khﬂk@ﬁ&&ﬁ 06 Kersthbetdtk abams-3-Modln-E 15
(manuf act ured bythmnalnam@e hagsanomalERY, ir0be mo@eiand landf@0 Mighky and Mnipfkg) .~
Tr ans- 3- br onp- NT&PFI"EY nnamani de was suspended i n 0. 5% aquéous net hyl =

T S - " Example 17. : o .
. Anticonvulsant . activity was determined..in mice  using the Maximal -
20 Electroshock Test (MES) performed according to the method of Woodbury and 20
.. .. Davenport, supra, with corneal electrodes and a Wahlquist Electroshock’ oo
P IS}t_l;nl_lu)lat,or Model E (manufactured by Walilquist Instrument-Co., Salt Lake City,
.. Trans-3-bromo-N-ethylcinnamamide was suspended in 0.59) aqueous methyl- - .
25  cellulose by homogenation in a tissue homogenization grinder to give a particle © = .25
.. - size'size such that greater than 51%; was less than 5-microns and greaterthan 879 - /%
was less than 20° microns t6 give concentrations of 5, 7.5, 10, 15 and 20 mg of
compound per ml of methylcellulose solution;. The mice, male; ICR Blue Spruce
" of 22 g average weight, were divided into six groups of ten mice each. The trans-3- _
30: bromo-N-ethglc_l_qnamqnyde_suspensions were administered-one hour prior to test 30
. orally (p.o.) by direct injection into the stomachs of the mice. The. control mice .
:‘ecte_n;ed ah equivalent volume of p,0. aqueous 0.57 methylcellulose one hour prior -
o test. L : S RO
: - "~ A current of 50 ma was applied to the cornea of the mice for 0.2 second ana ~ - B
35 . the time elapsed between application of the. electric. shock and hind limb extensor 35
_seizure (convulsive éxtension of the hind legs) measured and recorded as latency "
of hind limb extension. Animals were considered protected (p) if the hind lim
extensor component of the convulsion was blocked. An increase over the control
in mean latencies is also indicative of anti-convulsant activity.- T _
40 The results are shown in the following Table. - . _ T -. 40



25 cel l ul ose by honpbgenation in a tissue honogeni zation grinder to
give a particle 25 size size such that greater than 5 1% was |ess than 5
m crons and greater than 87% was | ess than 20 microns to give
concentrations of 5, 7.5, 10, 15 and 20 ng of conpound per m of

met hyl cel | ul ose solution. The mce, male, | CR Blue Spruce of 22 g average
wei ght , *were divided into six groups of ten m ce each. The trans-3- 3(
bronmo- N- et hyl ci.nnamam de suspensi ons :wer e -adnmini stered one hour pri o
test .30 orally (p 0.) by direct injection into the stanachs of. the Ce
The. corrtrol m ce received an-equi vaslensz vol une .of .p..0. aqueous. 0. 57

met hyl celTul ose one ‘hour prior to tegs A current of. 50 ‘ma was applied to

ti e~eornea. of the mice for:0.2 Qﬂmn ﬂmd 35 - -the tine elapsed between

application of the. el gctric. shaeﬂcyahﬂmhl.mb Biitevbiog Xteemd®r 35 sdi zure

(convul si ve—extenstomrqgf—ttre—tmd— EUF) TETsuT ard—TEToT | at enc of

hind li.mb EReSEnSFEE . Arfi galos wer ePcongi déred p]roﬁt ejt_e (p) |$bot hg hind linb
. ontrol) . .

ext ensor cpnponent of -tih | sion jncrepse qvdr the

cont r ol ™ n| mRaim GeiEenci esrduﬁla Sfoup B ld Givhp ¥ ofou,amti 6apyu| seRpsdctivity.

40 ThC ”results aI’C Shu s lII $ IG—fﬁ}‘lruv'ﬂ .“‘.g " -a-lﬁ'lrc._ .

40 7 1 NIRRT e B9, e P -

7. TABLE Laj ency of " Hing L| Ekt SI oh {,secdnd se;, g/ <g 0

50 " s 2 100 2ﬂ&3 8;] -.23880 (oﬁ)ntrm) Mcelin & dup

Goup | [roup3z Grdup135 ' Grciup 4 3@oyp .. qérou:p 6 ﬁ p

1.8 . p oopd % BRI A .. 2.0

o . l28% alsg 18 p18 __ '“pi%z "18-_ P43

O s P4 12 '1-_83:.2'3 p18 e BB 2.2

P 6 . .6 1.2 121 P 1.2 . pp e pee op 7

1.2 . P 118 - - 11.8 o 1 P8 | 1.8

1.2 bg T ol 12 |p? . ”F B 4 1.2

p p .8 P | 18 p 110 28 pLlL$ p 2. 3 - p

1.5 b ~ p.Y%protected- . Q- -1 - 30} 40

50 " J100% - 1go 08 | lBo| P 40 ¢ |- B0 | B 100 100

Mean Latengy .49 . 1:61 ig 12(5‘21 o 2.-;66 2._-_-0- A ‘The

above test rpunt S (% hr-ot ect ef) ¢ strat és thar frans:3A-hronop-f N-

et hyl ci-nnammochetedl s e fewtl vel i rmpmerml ng Cdnvul si veohind 1bo ext ensi on

due to el eftrieat—shock—tnr—m L,E |.—_aL,|| goup—Cot ot 10 mice. A

different | Era%ﬁ“g usgd- fidp chFdsalgez“B iindi?cdt ¢s protelct ed adai nst.

elrectrl cal shock Exanpl es 18 and 19. Follow ng the procedure of Exanples |
and 4 respecti vélrhp aboes teg teslmss(/u?»pnomdmd) &mamgslthﬁhtlrm-sdmmd-m fol'l ow ng
trans corrpourfq iyt q:aﬁ( psa_effeepveppm\{eg%ng)eoa\n@xvg@nd limb extpstomge the vaI ues in

1mn' mice

form'”%(l) ... Each grou arrpl X

p compnsed 10 mice. A different group was used for ich; do%% g?(
R.- . m p. mdn{;ﬁésrﬁr otedtéd against eleckrical shock.€r rf SS i
H R 134-135 I n each case IR nd UV s ectra ‘and -el ement al anal yS| S
conti rmod 1 Lalouing 3 gﬁ%}%ﬁ 1%&. pe%mew g ShEsioaLe af ter
recrystalli Zadulrﬁﬁho 1chil nds were prepared in whlcthnd

0 R have the. values in formula {a): E T T 10
' Example X R" -'.,f.mp,(°C) -
18 .1  CH(CH), " 109—110
19 1 *H' E134—135

_ In each case IR and UV J)ectra and. elemental analysis confirmed the
15 structure. The melting pomts hste are after recrystalhzatlon from ethanol-water _ 15

' Example 20 ' o
. Investlgauon ‘of the- campound trans-3-bromo-N-ethylcmnamamxde
(Examples 2 and 3) using the. techniques of differential scanning calorimetry and
_ hot. staagle microscopy (for melting point behaviour) revealed the existence of two
.20 - - physically different crystalline forms (polymorphs), for convenience identified as 20
L Form I and Form Il respectively. Form II melted in the range 86—87°Cand could :
be converted by grmdmg to Form I whxch melted in the range 88°-—90°C



Exanpl e 20. Investigation of the conpound

trans- 3- bromo- N-et hyl ci nnamam de (Exanples 2 and 3) using the techniques
ofdifferential scanning calorinetry and hot stage mcroscopy (for nelting .
poi nt_ behavi our) reveal ed the exi'stence of two 20 physical ly

different crystalline forns (polynDrphs) for convenience |dent|f|ed as ZG\
Forn1lqi2§ Form |l respectively. FormlIl nelted i-n the rarge-86-[err}“and -

coul d q onverted by grinding to Form | «which melted in the range
88-[err 8 1,519, 762
8 WHAT WVE BLAIMIS - 1 A pbarnaceut r;1p§19a7:§2mn':| tion conprising a\

of formula (1) [errWHMGWEI(ILAXM B:chl ori ne; bromi ne. or i odi ne and Ris
hydrogen or al kyl Hawi phgrofacewicd ®mp°s1tlonc@mgmaa! eempound ef fosmuleiR ) a =
pharmaceutically acceptable carrier ther ef Of -, : . 5 2. A :
conposi tion according to claim1l-wherein, in the conpound of formula (1), X"'
is chlorine, ‘brom ne or |od| ne and 'tﬂ_atﬂk aw@g 1.to 3 carbon atons. 3.

A conposi tion accordi ng-to-claiml/RHerei n |"|H* ‘the conpound. of. fornuka> (I)

X is bromine or iodine and Ris h dr-ogen. 4. A conposition .- -
according to.cl a| erein- the comn. nd f 0"
3- br ono- N- thyI ‘hg;}hs onn lgftmneo gt"ljingean% a"&%%ﬁéo('hﬂ(lhﬁ vin, rt°?3 clains 1 -
to 4 wher e| n the. cammum onfawomihgato(cla)m hmmeinemtthampomd‘of jormwlai on. 6. A -

conposi ti on acch)an?cltl@rm poRine Wo cialm MegMe eompoundgéa:'t!f?gg0 %13,( ! ) is. 15

trans- 3- br omo- N- gt y fﬁ% ﬁhgﬁgan R is hydrogen. -

15 7. A COofgPosI t | Ofl Al@ tiof) adcOrdig)to claiim mmmebmnlﬁ)uma‘rfmlat(l‘j& car rier

is a solid.” 8. m-ln'o tMltolma dln tocgm%%ﬁ amsthlt06¥\/nre|nthe
carrier is a li qur g?g‘;ﬁl‘:fg e on oh ° c"fhe'fbﬁ"% & SHPRSYFE P .
according to clal Mg A composition accordmg to cl lherdin the OoFsVaLd bﬂ!&nﬁl{a?(l)liﬁl ng to

any of cI a15ms 1 trans-3-BronweiV-thykiendngamided i ni.siratj on by the oral - rect & N
rout e. Eg A eompatitics agraTding & anyof slains Liofw rqig, the(pagrier tfr‘?i t-dose '
form 12 A co N

n%SQﬁHnddc@&dﬁlE t&hR INclbims ot wikePeim theQdartek % o ngest I. bI e W

tablet. 25 =  ig md 3 uni t - dose corrp05|t|on accord| ng to either of

clains 11 amd 12 terids; injestably ¢REDY g e () amotht - ‘.
calre 11 md, 12 WS .ﬁﬁ}“%.i%igfﬁwég]'fﬁf‘s’b et o (b el BP0
to 6. \Wich ' conpri 9@sA @ofapssiion Siceviding mflofxmmniu-kiese(fdar)n in an - '

orally ingestible Ilnq@mmwmnecrcordmto llh@dch A soletn - of
conposi ti o#s accof dgﬁg“tﬁ%‘gﬁg % rﬁ?ﬁ g;mﬁﬁi ‘Pgﬁ)w hi xt usé of *
t he conponent's’ t‘hermoﬂ aﬁ wnmﬂpr |tase;vmd31ycdin;3ipa&lt|on of =

t he bul k corrpo&@spammmdsfcnwm un&)defsrmdlnaﬁbmfancﬂr ly ipges erf ormul a (1), \

as defined in ei EB E@F‘eﬁl%f%h@f‘ém tion oreeo ‘ﬁg‘g ﬁa namarg, de.
18. 3- Br ond® N- :Ew es ad, Fﬁn‘% Wﬁﬂﬁi&gm m r};b
35 20. 3-1odo- N-ethy! mcbmpmmOMormmh (I)&s@laﬁ:adon bitlreebﬁylhmsrzmdém de. 22 o

24ChI30Ir30 N-n- propyl, ?g&mo_ -methy cmnamwmamlde d- N- n- pr opyl Ci nnamam.de | 42 57
rompci nnama Chloro-N-ethylc1nnamam1de _ : ' 035
3-1 odo- N- I %-‘bpr opyl CZOMIR‘HIBJN élBylcinnamamide. ' _
-Chloro-N-methylcmnamannde
" 22.- ‘3-Chloro-N-n-propylcinnamanmide. .
- 23, 3—Bromo-N-n-propylcmnamamlde C . . _ . o :
40 24. 3-Bromocinnamamide. - S 40 .
25. 3-Iodo-N-xsopropylcmnamamlde © C Sy
26. 3-Iodocinnamamide. ' o C _ SIS
27. 3-Bromo-N-ethylc1nnamanude S
- 28. The trans isomer of a compound accordmg to any of clalms 16 to 27. o .
: 29. Trans-3-bromo-N-ethylcinnamamide. o 45 =
45 30. A method for the preparation of a compound accordmg to any of claims = LN
16 to29 wh1ch compnses reaction of an amine R.NH, with an acid of formula any: : o

 m—X—PhCH.CHCOH . -~ - IR

_tgr a rclaac(tll;/e denvatlve thereof wherem R and X have the meanmgs defmed in
ormula Lo

50 *31. A method according to clalm 30 wherem the reactive’ denvanve oftheacid = 50 o

- of formula (II) is selected from an. amide, an-acid halide, the acid anhydride, and T
an-alkyl ester or alkyl thloester where in each case the alkyl has 1 to 4. carbon : o

_ ' atoms. -

. 32, A method accordmg to clalm 31 wherem the ac1d hahde ls the acld--_ o

55 : chlonde . 55

© 33A method accordmg to clalm 30 for the preparatxon of trans-3-bromo-N C R

* ¢ L MS -k




26. 3-1odoci nnamam de. 27. 3-Brono- N-ethyl ci nnanmam de. 28. The trans isoner
of a conpound according to any of clains 16 to 27. 29. .
Trans- 3- bromo- N-et hyl ci nnamam de. 30. A-ethod for the preparation of a
conpound according to any of clainms 16-%+*2% which conprises reaction of an
amne.R NH with an agid of formula (11) [err] or. a reacti ve deri vat I ve
t hereof, wherein’R and X have the meani.ngs defined in formuia (1). 50 ‘
3% A method according to clai m30°whérein the reactive derivative of
acid. 50_of formula (f1)is selected from an ‘ani:de, an acid halide, thg
anhydri d.&_.a,nd_a,n__arl_kyl pster nr-a_l.k-!ﬁf'lgtﬁﬁ}l?ogfes.t_er wher eotnlﬂ,n Eacﬁgiss\ﬁ!’erl N
has | 't ethyicivadnimiiden tvBiok .comprised rédRf ARAS B rdnRciah :
?Lgy%a d hali Héz"pﬂm@_e cid.: _5-'._C%I_Qr.-i= de. 33. Aﬁneﬁo% a_ccor’gﬁl ng to claim30
for the pr epaumidibatt S HaE fE e B or e roosion of ooy
1,519, 7683 wtigl_.gthylanune,. o TR Thaction of irdng S RFYRACRAROK MRS whi ch
conpri ses r'ea?g_ti Ag!‘et tthtpm@aﬂoMGMiﬁpmgmgmiﬂg-;ﬁ%ﬁmdim ne. 34.. A..
et hod aegor dpfydss &§E§% IV e c i &M, with apfalcohelosaldetipdoro- N- -
et hyl ci nnarrani.de whi.ch’ conpri spe_s__, o . ...cinmoychleride 5 |
with ethylanine. 35.. A nmethoef or the prepegation of. a conpound according
to any of ¢lains 16 to 29 @ LECHmPH Se ¢ Ro0 of-l an am ne [elrr] “WwWith
an al cohol or ‘al dehyde of fgrm | (! \%’)-respec'tl vel Y, [err] 10
wherein R and X have 't he. n#ani n§¥Ddef i ne® in fi8mula (1), in the presence
i'qui d. medi um at -a tenperature bel ow

of .10 mckél_wmgmx' 4  d a _in-erI.;I‘eﬁ(‘}E i - _
[err]. 36. A mkﬁ'@dko ﬁg%;h‘uaé: eﬁ'ﬂ%ﬁe I‘;Eﬁt“‘%gm@ the prasenseg to mmy of

Lai M5 16 .to 29 MaiAchethaitor the @EephiRfsH 6fA toRboiad Lo By of @iy @ (V)@
QR’IK:—{”BW with aﬁ5.§c2f P’h’cﬁh cQ fﬁﬁﬁfgf:gm of:a CQGpo‘:mE%f formula (V): R.I\?H.Vg' with an [err]
] ’ : acid of, 1o ¢

15 or a reacttve dorryadille thereof, wherein R.and.X have the meanings
definedisin fornula (1) and Wi m—X-Lepelrgrebgypr: 37. A nmethod. accordl_ng to
clai m-36 wherein_the |.eaviing group Wis sel ected from._-CO. H, -.[err]l_S o
~C0. Al kyl 'énd?&%@%‘%ﬁﬁg‘%ﬁ@m@%&ﬂ&wAa\feyhe @eanings defirad il to 4 car bon
atoms. 98. A Ietiof maniucioing @ dliaietnalia Bl 3008 Wipdfeder o0 Che
reactive 20 fomi+GO.Hye-QINH;he CaoAlkylaid. iy A 49 dpﬁeist@ﬁi.%;lda}‘ rom the

et < thon . cToasTa
ORI TN Y SR L
wherein the agdridfativelor -abﬂgf m?_i( )g%elected fr?me acxﬁsanhyéigi ﬁ.Bn an whi ch

pr epar at-i on odcidghatidapound according to any of- clal 29 ic
conpriges eligh orlfl%g fofiethed peserdinigctoesitin 16f whendie the. i ydido gethehid de or e
mol ecul“ar hal 09%Aﬂﬁﬂﬁﬁ?&%&f&‘hﬁoﬁ% na -cgnﬁéun_ .oft for me:lI a s(. Vld) .i.e;r].
wherei n° A andiéBo 29 @hitk ontpis®s BN aﬂ&?&thesellf%gn& c@@:e@ﬁh , %haaﬁia” e
hal ogeno 30 Wrmaledlanhalogendastapproptidierfrdns a bymcage B foadidla (VIRN have the
meanings'defi'ne_dinforrmla(l). : L :

' cu’—;l‘:uj-ii:om_m'.'
Lo

30 wherein A and B are the same and each is halogeno or one of A and B is halogeno 30
o -fqr hydlroa;; and the other is hydrogen, and R and X have the meanings defined in '
- formula (I). - : C
- ~.41. A method according to claim 40 wherein one of A and B is hydroxy and
. - the other is hydrogen and the compound of formula (VI) is reacted with a
~— .35 . dehydrating agent. - : ' :
S - ~ - -~ 42. A method according to claim 40 wherein one of A and B is halogeno and
:-lhe ft(liaer-ls hydrogen and the compound of formula (VI)is treated with a base or is.
o S eated. : . _ o o -
P 43, A method according to claim 40 wherein A and B are the same and each is
T 40 halogeno and the compound of formula (VI) is treated with a reducing agent or, 40
o ‘where A and B are other than iodo, the compound of formula (V1) is converted to
P ..~ the corresponding diiodo compotund by treatment with potassium iodide with -
AT *  subsequent release of molecular iodine to yield the compound of formula (I).
o 44, A c_:omé)ound according to any of claims 16 to 29 when prepared by a
45 - method claimed in any of claims 30 to 43. g N . :
' : . :45. Trans-3-bromo-N-ethylcinnamamide when prepared by a method claimed
in either of claims 33 and 34. - ' ; i
46. A method for the treatment of prophylaxis of convulsions of a mammal
. . other than human comprising the administration to the mammal of an anti-
- 50 . convulsant effective, non-toxic amount of a compound defined in any of claims 1

T

————

35

45

S0




41. A nethod according to claim40 wherein one of A and B is hydroxy and
the other is hydrogen and the conpound of formula (VI) is reacted with a 35
dehvdratl ng agent 42 A net hn_rl according-to claimd40 wherein one of A and
B i s hal ogeno “and the other is hydr ogen and t he conmpound of forrmula (M) is
treated with a base or is heated. 43. A nethod according to claim40
wherein A and B are the sane and each is 40 hal ogeno and-t he corrpound
of for@a (M) is treated with a reducirng agent or, -where A and B are.

ot her n i odo, the conpound of formula (VI)*is converted to the

corres diteg diiodo conpound by treat: métﬂﬂtm th potassi um iodide wth 10

subsequent “Telease pf il tgsgécﬂpg:mﬁsia Yhielt &J&nm@gpemggaf&f&&prwla -

(1). 44. A CO”DO#-HHH MBIC PE hadtoP pne o3 a8 f n .- prepared by
45 met hod cl ai48ed maﬂmdra comdmg:ﬁoauthe' of Claimy 46 8nd 47 5vherein the compound '

-3-br 18 A sy : '
Trans- 3. brgmo- mﬁmiﬁ ol T R o0 PrBh BRlosbSlSe (0 5

of convuIS|ons of - asormmmah barding a‘nyfuﬂﬁmfmsmé 49whangntﬂee:omdmnldustra‘yon
to the mamal ofa‘b'ﬂnl& fl at g dosg

Comoun | el S LR B o eés*@zigfé e s R

1, 519, 762 _any o clalms 16 to 29. - A net hod accord |n

cl ai m 46 wherein tHa. aﬁonha!msw@h@l &pmptg%‘; ed#ﬁflqdo ddmllls t rral
psychonot or epi | Spstgntigliypshereinbelos;dsser efergniep B‘p f’ﬂiff‘?'\'gx1 o eit her
of clains 46 and 47 wherein. the corrnpldeNgm@Im ni stered by the oral route.
5 49. A nethod accordi ng. tAgestsjorahe Abphcm;s,46 to 48 wherein the
conpound is 5 trans-.3-brono-N-ett crednBatertAgent- 50. A net hod accor di ng to

any of claims 46:t0-49 wherein. the corrpound i s-admini stered at-a dose of 2

to 200 ng/ kg NMenEgdtedroiier Wajeith stR€dnerd dthce ﬁhe&uﬁetp‘@ﬁmmm@ @by as
her ei nbef ore desEviigediby e FhtepteIRer.ch Sout %Buﬂdlngs.quplw.kluﬂofrm and .18

and 19, for the preparation of a conp% 'a Ve BF I'mg to 10 any of. clains 16
to 29 52. A pharmaceutical conposition as definedin any of clains | to 14
substantial ly as hereinbefore described with reference toExanples 12 to 15
and 17. L. D. JENKINS, -Agents for ‘the. Appl i cants, Chartered Patent Agent:
Printed for Her l\/aj esty s Stationery Office by the- Courier Press; :
Leani ngt on Spa, “1978. Pubfi shed by the Patent. O fice, 25 Sout harrpton .
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