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GB 2 059 963 B 1 SPECI FI.CATI ON 2- Ani no- 3- benzoyl - phenyl acet am des a@
cycl i ¢ honol ogues 5 The' pr-esent invention is concerned with certain novel

- 2-am no- 3- benzoyl phenyl acet am des and heterocyclic 5 derivatives thereof
and pghar macol ogi cal nethods of treatnent, therapeutic conp8BRP3%963 Band ude

t hef eof and net hods of produci ng the same. The compounds are

anti - i négeaTANONY, antipyretic, anal getic and bl ood- pl at el et - aggr egat i on

i nhi biting agents which exhibit |ower undesirable side effects of gastric

i rritat#-8ming3- bemzavI-pamﬂamtmimphewﬂie@ompm'ng ani rral bodi es as corrpar ed to
amrato corrp cet i C. acr ds,

b
oot A iR e L L
bl ood-p thé%@mb sz%QﬂﬁF\ dnﬁ&t@{; @nt tlda'ﬂ

pat ent ﬂo&%t&gt ggr&j&lb n%lflhdh@&itﬂﬂﬁl&f&hlﬁ%ﬂﬁﬁad irdblel siaie Qﬁects of gastric irritation
be nzoy| @leeanydnziaistazion «d @@ngmmine bais Iae,/cohmamem@ peionaati-inBdrymabry sanfundsuent s i n

i ndef 1nj g-amie: ﬁhen@mwhwmla@eneacmqe fs apg saltsl@rreeotifavmm@t's emr'fatocv %Wewdso
di scl os® dr&'ﬂ%?'@r:ﬁgfaﬁ"@@ﬂ‘i" Bgﬂ?%ﬁ E ‘Hé%'"u gpa‘ n d] Lhe past
Z]E ]I; Ong E}Jb Etuf\ |§ defi :Eepo (rns 9%% 15(5:9 @ mg ifil %gr%d %aé;esge e%irnglel

mll’l

-ani msli§ Ieenetr .mpbu@i &rdnge.dﬂdﬂamatw&ugs v beer femdd&rwuaé 3erilisfsrie bifecls of be15
T appar engastnfbreedmgmpmumilaroofmhérrwmpﬁswmurauvmmMalsmnhthbemed fouthelr t 0 have

t he advemitiefipeniaket effaets ke prpaehty THegompavodshéthe pregsint igeegtianihave beerj founditolrave s
.observ eﬂ'em’YéﬁaQeﬁ@“ emﬂzr'swmceerwa A ggptaq iErjtatign is gbsepyed ‘f"%ﬁ‘f

to re gejo reguge H@°Tﬁiif"é'§a§'dthe
irrit & Ies“e gl‘l:':)% amm egenzoy "r??zeﬂcﬁcl tilscﬂg"%%ﬁjgn ﬂ:ly?g;iﬁm nh s b vﬁug ﬂmt ent

4,045, S%ﬁow.,,gfo, .g,ntagfo; a.present I.nvention there-is provided

2- am no- 3- benzoyl phenyl acet am des havr né; the follow ng fornul a, referred to
herein as fornula 1: 25 | I
25 [e®r] 30 CH—C—N
30 Formul a 1 wherein: R-repres la hydrobl?n atomor a | ower al kyl group;
35 [err] and [err] represent asgytawgen or a hal ogen atom a |ower alkyl,
cycl oal kyl, or phenyl group or a phgnyl = 35 group substituted by a | ower
al kylso | ower al koxy, nitro or trijluoronmethyl group, and [err] and [err}o
taken together with the adjacent paen atomis brm a heterocyclic residue;
X repres nts a hydrogen at om or Io“gen atom.or a | ower al kyl, |ower

al koxy, repr ;’}i ?ﬁ{}m/ r|9#% '{?fér esents a hydrogen or a hal ogen atom
res

ed

1
A 25

OF @ feOW dma X ¥alo bETB ey elodk VG ohehyI¥ouplal Qonefift | OYLT
al kyl OX}dIohb ij&ftutlacQWero Ry, Ritrd bRk Ioromethyl group, and R! and R? taken together
40 Am reqnhmsed]iesntampgeﬂ”mrnyfom Mrcﬁceﬂlb]e,srdﬂmt hyl am no or di nmet hyl am no group,
and n i s Xlreprese@®s p tysragen atem offt@lopevatam erla kvt. leiwet'alkoma prgrifiuorpmetiy! diewpi Nng t he
formul a !Yéfalgsewsa ByEPIethe ahalpgen at&l:l%? kawer 'h'l‘"(ﬁer alkpyyriEfupregredty '°Wa'\ﬂ"‘r‘ﬂ§""t he
fornu
repre

loxythio or lower alkyldioxythio

50 [ er r] opre; tsa rlmary amrnoi -NH thm lgoo ﬂugh%lamr gsrou éandn is 1t :fmcluslve

phar macol ogi cal propert i es and are usef ul when 55 admi ni st ered internal ly
i,n effective unts in alleviating i'nflammation, alleviating pain in an

ani meds af f | i cteedy W th pain, inhibiting blood-pl atel et aggregation and 46
conbating tenperature el evat lon in living ani mal bodies, especially

wamrel i gk ROdinBigidiol e ﬂ1e°any§ﬁ'£6Hhahngﬁ1£ﬁﬁHI5‘g fevers, but show | esser side
effects which as conpared with those of some other strong -anti-inflamuatory -
agentgp are minPrmal. Illustrative of the 60 anti-inflammatory activity agd

| oner si de ef flec S is the conpound of Exanple 3; namely, 2-amno-3-(4- 60
chl or obenzoyl )| heHyI acet am de whi ch was found to have the same potency as

i ndonmet haci n bgt exhi bited about only 1/1 00th as much irritation to the

st OWB-E;' A%e hMQ%EM@é dForhifa | @d@&e’ss Jamgﬁlam&BMQ@a?ﬁrbNe'n‘ex aliBse LSRN I at e&', n
| abor at asinBRied@RéndIGinRPechve Briduts b alidvRtingdhflabifatidry MeGatRy Ban fdh bgaeENan
Pl eur al affiictedsiitb pairhinbibiting blodsaael étiagaredatiorfand cainbaffigaénmenire elé&vstion il living.
168, 199-20ip9! bgdiey, xpgdaly mammalian bodies such as is useful in treating fevers, but show lesser side effects
65 which as compared with those of some other strong anti-inflammatory agents are minimal. lilustrative of the
60 . anti-inflammatory activity and lower side effects is the compound of Example 3; namely, 2-amino-3-{4- 60
chlorobenzoyl)phenylacetamide which was found to have the same potency as indomethacin but exhibited
about only 1/100th as much irritation to the stomach as indomethacin.
The anti-inflammatory activity was demonstrated in laboratory animals using a modification of the
Evans-Blue Carrageenan Pleural Effusion Assay of Sanc|||o, L. F., J. Pharmacol. Exp. Ther 168, 199 204
65 (1969). 65



Q GB2059963 B. - -
e conpounds of Formula | exhibit inhibition.of platelet aggregation in,
the test nmethod described by Born, J. of Phys. 162,67-68 p.- (1962) and
Evans, et ézg of Expt. Med. 128,877-894 (1968). Thetest drugs are

adm . ster %I P¥%38Bs and after two hours the rats are bled and. platelet 2 =
rich plasma obtained. Collagen was -added to the platelet rich plasm to hd

i nduce pihatehmeundsgtfioages ieafbitinkibitiagd plptelstaggregatipein thedest hethavxlescribeddynt rol and
t r e at e&ogn i P@gs 162 67 -68 p. (1962) and Evans et al., J. of Expt. Med. 728, 877-894 (1968). The test drugs are

g hpurstherats ab'eag"%maf' &eh e!gsmagb'a@f BBEOIVAEy t he
By adyk E{!ﬁ ode g; ren s&atm?%sa'atsé iR qwaaﬁmwsief'g i 8o 000
control %

( 196 5) |aét ds ﬁ.lgetg'%ﬂrmlﬁﬁ(ty tIPrB%ykm?’tlrSAr%%l&T;‘agK@)hOd

Ant i pyroerb.u@rsa.cétlawtwscofa 26322068 1985) 4D RAGdifild by 8&ndMb andiChbdngrRdaPRBI I £do7en t he *
| ower i ngAntibyrétizectivinbof tHe@om@aipdsvd Eorinala hy gepidnbteaediircthalnwertn of twé felrdarespahdecct | ng

t he rec'! 'afbe't@mpe?mm\eﬂmﬂt aﬁeﬂt'n@bh@ﬁﬂr‘lt@"mtmﬁswr Bhie fnirpals- Hypeghermicponse

pr odU@ &esp Prytang OHEE sy S’P°"i‘%bvt°§‘! @W'@“@U‘é‘r‘ﬁon‘@ by i
oral adfl'h}@ mw rgt/s ‘E?f“pmi'tﬁ's o a[ '}§’§'gﬂ' '%a" 185 TP BMBEANEL of  For mul a-

erved

and no Sth ha W finkiahd gen thd¥oFrlids RbrebraRPRNERS tHéy@pitfar SMAWVATIE theduidin hBL S 1S
observegec.flca.ot.mt&&fshminemn&wm&s@w’dﬁﬁdes in the Forrml as . hereof and where

t hey 18 ppatere 'isewtakyie ad Usedhegdirondans sttaighsand biafidhedithinio mdicall ef up &7 aight daghoe t heas

f ol | owatensandjinpeimplified by sutBgroqisas meﬁlvhethvbwepvl aﬁowpvl b&'ev' wé@%@f@mhuwbans '
strai gr?f"Vhﬁ?P"M hhﬁﬂ"‘fé |°FFV'rHHF%E'ﬁf‘§W f;}f g'l‘h %ﬁ a"“% atons and is
exenpl i I'O" Eg’;légbr a"’@fnﬁe ed 1 hREIHgARnS o8P pymine Rt B e Bt yI , sec:
bUt Yhe 'ﬁ\déﬂﬁ a’sué‘émq rem'm%%rﬂ@hc alW&Lals chﬂQiFMbﬁ%ﬂﬁlcé?EJn)é{mnsﬂ&ﬁsn@@ I By

| ower- a8 meddes sJ&ﬁ§ro’b$§Qs ByRloPiéby, cydlobufViByclopént, leyclohB&l, BrfcjgioHapdyiogen” when
r ef er r edPréferrdtid@srinis Bf Haedagclit tesiduel aramorghaling, pyr@lidily, piperiinozand piperddimee. F| uori ne,

chl or i neThapwpirationiofthe conwoynde biFormadh | nR@be actimplished by reacjiensydick jvolvethe ysed
herel2 foHowing seapercec al kyl radical s cont aining 3 to 12 carbon atons

incl @ive 20 and incl u_@fuch zas ayslg@pr opyl , cycl obutyl, %
cycl opentyl, cycl ohexyl cycl’c_)fﬁf . PmefE Kred forms of heter ocycl iC
resi due are norpholino, pyrr mii per| L.mpo and pi perazino. The
preparation of the conpou 0of Formula | nejethee digigonpl i shed by reactions
whi cl%i nvol ve the fol | owi gy seqft@ded [err] 4solution) 30
45 wherein: R [err], [e X, Y and n are as herei nabove defined, except
Y cannot be a | ower al kylA1ii o ggbup or oxides théreof and R3 is a | ower

al kyl or phenyl group. Afditio ly, conpounds V\ﬂ1ere| nYis -Salkyl are

prepased from conmpounds of stldrd  wher el n of-+S—@RE f | uori ne) by the 35
Sy
a¥ 1S | ow;@;%l oxyt hio or | ower

foll owi ng reaction seque
eg by r Booep Hii ngt_qpnpounds wherein Y is | ower

50 [err] and conpounds whe
al kyl di oxythi o may be prepareg

al kylh@ghio with 1 or 2 nples of sodi ufmFre eri odate or netachloro 65 ,,

per benzoi caci dbyt hef ol | ow acrtor ar Eequ * Formula | '

65 3 :

GB 2 059 963 B 3 [e Conpounds Forrml al wherein Amis

di met hyl am no nmay be pr epar"ed by reactind the correspondi ng 2-am no :

corrpéﬁr;,g, t h sodi um cyanoborohydri de, fornmal dehyde, acetonitrile and 45
acetic a@hd’nz Ihﬁanene@ametré.&ao@fdeﬁ.ea%&dz&dacaﬁrﬁ,tmrm@vm,&meém O5iBwkes 11 are

mor e f uhdrabf ardIREIB & ToaleRalkyl dt phn@IRRcUBLAJGIIBNHF, Gonlipundd WhGRRATIAE iyl ale Rp&red .
i Nt er nEGMab@gowdeo ferepial @berdly Y fsiF (fbrivebiaabd folpwirgesaaijpisapencat € .

2- amspobenzophenones with 25 t-butyl hypochlorite and the appropri at e 50

t hi oacetam de in the cold ([err] it © [err]) foll oVHed by addition of

triethylam ne. The internedi ajegs-@iwkdr nul a_l Jprarce-migtuced wi th Raney

ni ckel to conpounds of F al in a sol (except when Y = -S-| ower
al kylsy .such as tetrahydro mand i sol at e Dymr enovi ng the sol vent anggs30
crystal l'i zing. Conpounds of=fgor mbay-vetile prapared as illustrated in the

foregoi ng equation due to J30 interferencejof Raney Ni on -S-lower alkyl in
t he reduction step. PREP I 1 4-[2-( Lt hi oacetyl )] norpholine 35 A
m xt fe of 40.2 g (0.3 of ethyl net hloacetate and 1309(15

.ol e) of norphol | ne was heat ed at . 35 . S—iweralit .

and compounds wherein Y is lower alkyloxythio or lower alkyldioxythio may be prepared by reééﬂhg
compounds wherein Y is lower alkylthio with 1 or 2 moles of sodium metaperiodate or metachloro
65 perbenzoic acid by the following reaction sequence: 65 -



[RELY

refluxfor70 hours. Fractional distillation at reduced pressure gave45 g 13
(86% of product b.p. "104-[err]/0.05 nm Hg on second distillation. -

Anal ysis: Calcul ated for [err]: C, 47.98; H 7.48; N,
© 7.99 40 Found: _ : C, 47.55;

H, 7. 58; N, 8. 18 40 PREPARATI N2 - GB2059963 B 3

2-\bt hyl T hi o- N- met hyl'acet'am de m xture of 134 g (1.0 mol) of etrnyl

met hyl t hi oacetate and 310 g (10 I) of net hyl gm ne was heated in 45 a

bonb at [err] for 72 hours mb.;% am pe ame-c-he'sbt hanol produced were

removed by distillation 45 the rerra@g‘“thrn syrup was distilled to

give 112 g (94% of the t mconpound a Otagrl ess liquid, b.p. [err]

[err]?O rrmHg Anal ysi sggal culated for Legrr C, 40. 31;

H 7.61; N, 11. 75 50 Found: Nall,
C, 39. 78: H7.69 N 1 1.88 %) E) ARATIO\I 3 :
2- Met hyl t hi o- N, N- di net hyl tam de A m xt 7§(10m|) of ethyl

‘ret hyh@ hi oacet ate and 360 §.8q,,0,,ra ) of dgnmethylam ne was heat'ed in 551
bonb at [err] for 90 hours The excess am fie gnd the et hanol pr oduced: were

removed by distillation and 55t @i abe¥hs distilled to give 129 g
(97% of the titled compound as a r colorless liquid, b.p. [err]
-[err}g 0.5 rrmHg Anal ysi s: U,quamyl ated Aor [err] C45 08 15
H, 8. 32; N, 10. 51 60 Fetunrth—{= 0

- C, 43. 88; H, 8 41; - N, 10. 6 60 PREPARATI O\I 4

2- (2- Propyl t hi o) acet am de To a m x ofwddayl g (0.5 nole) of

2-ch|;t; § oacet amde in 200 m of abso el et hyl aI cohol was. added in a 65

sl onsfream a solution of 38.1 g (0.5 noe) of 2-propanethiol in 100 m
absol ute &hﬁllﬂnd%f@@rﬂﬁﬁa ran@le.ﬂﬁs. i€dimeth4mino mé‘v be prepared ¥y réaciIneXBRedgonding

4 50% agqueirisSordfuiindiWithssdiumcyahebordHyaridel fimaldehytia acdiaitie dnddceticatit.ux for 1
hour, t hdihe prebaraioe df intgrimediate cammuedswb@rodat@a noetidll illusicited infeehaatichs greBs ur e,
the r s iGaupsaliydeseinteamdiatag aremrepmeniy fisyi esagting HreiepRIoRilg 2epunobesrepnpRaRes S dr Ped
over ma H%%'I“(Fﬂf"s?i'ltepﬁﬁ'ﬁf'\? aPPFRRSiatHIRaGTAMIRIS teicpifl 760 de aAtC T Hiawed ivpfdiiar dhas

agai n corﬁaémi" [ AbRbs o Rbrrlianglh rzg col h&f Wé{(elli@c%h\gb\ﬁ\nzigé# M§)al|nza%glvent

Recryst qdubdpthen@m- ElcHEr AiRPRIRRY trzﬂry D ANEsotled byTert ¥ RGihe@bvanbd

pl at ebekystalidigt Comgpoands oProfreul4 llare prepared as illustrated in the foregoing equation dueto - - 30
5 Anal y $itgfere@ed of Bdr@y BidbnFDlowpraikyl]in the reductionstep.  C, 45. 08; H, 8. 32;

N, 10. 51 Found; . C, 45. 05;

10, PREPARATI ON 5

148,22 T B0 08300
0 2- L O Fhc A0S 14 i Gtk ol et b D EncPBES G HHofey F ol [BRALAL A DY
substit lr'éﬂuﬂﬂr Rhobrd ad ctlmicﬁrllﬁwﬂlrﬁydu&h ppes&Fé:Haaéfgbl(‘HG% ofprUdudcéb Br1ef pi3eydus0
t here Wasnn@aralemddn&maeong (92% of the t|tIe conpound. The white crystal S
nelted at 49.5-[err].
15 Anal gsr'ss's @ﬁrwdéqr@dﬂr'\tﬂzs ‘C5H1 NOCs: c, 47.98; 748 08; N.7.994 g 32;

_ C, 47.55; - H,7.59; C, 44 %P8 40

H 8 24 PREPARAT,HN;O 40 PREPARATI ON 6 20

2- A NO2 MRz Nmnytbbishiae a- (et hyl t hi o) phenyl acet am de

20 To a oohidtufes 134 g$100 ridl) o Bthg nethithichcdaté ShdBTdg (NId @Y!) nﬁfnethylammewas heated in

- am 0 2 Borhatd$BbonZ2dpire Theeccesp arBidOandthethand ploglicetheere lenpredhy distifatierand 45
ni t r ogefte4e ﬁaﬁ@f‘ 8Yrur s distiiied ¢p %"301@‘?%’G@BQ"‘%F@)POM“FF%?IP% eyigemi®ri t e

in 20 nmi 780 ene chloride. After an additional 15 minutes stirring

per i od, Aaa@,gsemre%r @iuNes 9 (0.055 mol ghogf; a- (MRLRYI thi 0)gepssam de in
150 nto ®bundet hyl ene chl'dride was added.. e-,gn xturmws sti rmepbgat [errko
for 25 one hour. Triethylamne (5.6 g (O. 055 nol e)) was added and the-

sol ut i oORREFARAEPNEWed to warmto room 25 terrperature The reaction m xture

was ext %’UMWM E‘O’ézﬁag;’" rtion a tat y (nd the or anr c Ia er dr'r ed
O\éer qotgrsg‘ﬂ}g xce\a')sg TahnM\:'tm 5?thege anaflqu% u ere remov ydlstrl aoinﬁaii 't O
out du [¢] F99°X | Ie%i% ﬁo%n Woﬁ L
1735[e|7vo 0.5 Hinelig] .86 g (3 Ana yS|s | cul atedfor [err]:
C, 57. 40; H 4. 52 N, 8; 37 30
Analysis: CalculatedforcsH"NOS: : ~ C,45.08; H,8.32; © N,10.51
60 Found: ' C,43.88; H,8.41; N,10.60 60

PREPARATION 4
2-(2-Propyithio)acetamide :
To a mixture of 46.7 g (0.5 mole) of 2- chloroacetamrde in 200 ml of absolute ethyl alcohol was added ina -
65 slow stream, a solution of 38.1 g (0.5 mole) of 2-propanethiol in 100 ml of absolute ethyl alcohol and40gof - 65



Fqund: | C, 57. 38; H 4.50;" °
51 PREPARATI ON 7 2- Am no- 3- benzoyl a- (et hyl t hi o) phenyl acet am de 35 To
o]

old [err] solution of 19.7 g (0.10 nole) of 2-am no-benzophenone in 300
f methylene chloride, 35 under a nitrogen atnosphere, was added a
sol ufi on oFB2959963 B( 0. 10 nol e) of 95%t - butyl hypochlorite in 30 ml of 4 u

- met hyTene chloridefolTowed aiter 10 mnutes by a solution of 10.5 g (0.1
nol e) co%ERidoyd solliMMQEbadE. The mixturd Aas isated bt réfdk foaydlF, Efet filtsted. THaGIHRIWAST at ur e

‘was nicetchtraell uatier gedutrdipessufe the Fesiue wanglissdhed in raafitlildne chigide Add titer solurien was
addi t i olvad ovspmpgngsiur girhatenhibe mixtyrewes filfersd grd|the fittate was againnonesnirateshOn enper at ur e
and t he’t F"é%% % '&P‘(g coygfallizsai Reery gaflizetion fromisopriopy) ather pRye 58 @ (8915) ¢f whie was
slurrPet ?I?{ % thyl'ene chloride and 11 g (0.11 nole) of 40 S
triet hYA:@muQ%al\éﬁéeﬁGP@ﬁ"Naé‘e m xture wascgslos red fipdasd m nulgpsy The

sol uti gRumAs washed twice with 100 ml ofcasaker andigdze or gamisphase dried
over magnesi um sul phate and concentrated under reduced pressure. The .

r esi dué’“ﬁﬂéﬁ%ﬁed with diet hyI et her and dried to yield 13.0 g (43% oftoa
li ght LRV ""d 53-

l bstitut t of 1- t f
s5 Ana%#,;';"zt RS i ot sty

N, 9. 33 H, 5. 39;
N, 9. 35 PREPARATI ON 8 50 15
2- Ami noandiy§ist-Calbdlaedbeniaonds:- a- ( phenyl t hra)t)smb;enyl aceE®m de  N,10.51

50 To d&oamd:d [err] solution of 34.6 g (0=4887n0l e) HHA.24; N,10.40

2 am no- 4' -chI orobenzophenone in 500 nl of nethylene chloridewas added 17.3
rite followed after 10 m n byasol ut

mipo- Z 9— -chior (;,h Cachtond on
of 2§%§ % Qg'm‘t’;éf :?ooﬁlﬂ@é i sy Eﬁ'ﬁisiecmsroée%némmmE&t.r.ahydrofurign
h Wash Bilorfi¥ findeét a ZQO&thn%BH wasd8edl6RYNEH5BS MbIB) MBS IRbHhRViRRGRoAt

[er r] ahl obﬁhmrdumbng Afbes&daldd'lahserﬂmteséfrhﬂg’ﬁéﬁﬂd Beuspénsior OF 508 ({0053 o) 6) 55

of tri etimethaithiolacetanddedrdide ol efmathylere aroxidewas added: Themidmd waststrtedandéstGier r esi due

par t |2§|Q?ﬁé€i"ﬁé?‘h7é@n'"9\ﬁt6@r‘° 055 molgH wasasider And the selptiop wasiallowegkip werinip rqonsm ubl2 in

ei t her 'H%%%"" E};:‘é‘lﬂe‘ﬁ eptracter with H""‘" 'ﬂ'&d’fwt;'ﬁ"gﬁwaq@ gt’hanol
produ

verma rur: E@EP% fsl sre I o to about
sol utlo%,san L b 6o ol ! B p.3: ”&3% i /%

OW PO
189-191C. Anal ysis: Calcu ated fo err 63. 55; . H, 4 32

N, 7. Q9 ; Arasis:@aladlated for C1gH15N,0,SCI: - cs74o H,452; C, 63;373; - 30
H 4. 36;Found: N, 7. 16 60 PREPARZSVISEN 9 - H4.50; N,8.51

4-[ 2-( 2- Am no 3 benzoyl phenyl ) - 2 (met hyl t hi o) acetyl ] mor pholine To a col d
[err] sgﬁ bnz ViR fet m} S et n)udeOf 2- am nobenzophenone and 8.8 g (0.05
ol kgl Jrea"ﬁ s @dfeﬁar | BF 2Bl 3 oo R, SOBH: Bk eRYioha cHidhia O Oss

&Q(ﬁm‘é rﬂa’ir’n&ﬁhéﬁ@-ﬁra SAluBEVdf $E5 gX0.10Mmole) of §6% t-butylhypochlorite in 30 m!
GBZ 05 9 Off hefBylene chloride folbwedaftst 1(Diiimﬂés by 2 8ol @iof 6f 105 g1 r8gle}of mEbfithioacetamide in

t - but y1399 mbd ketrahvidtafuram TiR(Gemperatdre yyes rhajiteines at¢ribelpv tB5°C tijring thesaradditiehdi Affeonal

hour at® Eg?q'}ma'ﬁmfa ‘iot? tﬁﬁ?“'?ﬁ‘if yas 6‘f°‘”ﬁ’ 5° ZF} q‘ﬁgg *émqjﬁa'ur&aerbfae %TFRP“PW afi xt.ur e
Was 4p| ami B&V?%P ewass Il'l'e fgﬁngnlnu %%Er LQ’BS was @g\ #0 m?e % t h
100 Bt cHah el agé/a% bd DR Abarad

: redUCGdThQFe@ﬂﬁéM’rﬂw ﬂb@vﬁtﬁ&ibﬂﬂ&h%ﬁd&i@ﬂfb%mgbﬁ % ferag %noapafldesw ca gel
elutingsBnssxt. 5 with diisopropylether and finally with 10% acetone in

di i sagropyl ether. The eluate was concentrated, the 5 residue dissolvedbin
150 m Aneheisidricyser PHeesd84St on pour ed iGA398400 mHAHEter. TH-Hndi ssol ved
solid vi&4"%ol | ected and crystallized f r Srfiddtet hyl 98t and &¥Rd. Yiel d was
12. 3 g dePRaRineel low crystals, mp. 119-[err]. 10 Analysis: Calculated =
for G%Wmmhlombenzoyl)-a-{pherﬁtlﬁébp%ilacetamideH, 5.99; N, 7. 56 50

10 FoundTo a cold (—70°C) solution of 34.6 g {0.15 mole) of 2-amino-4’-chlorobenzophgnbhe i 800 mi of methyiidnb. 99;

N, 7. 57 dRREFRARAFHdEN 17.8)g (0.15 mole) of 95% t-butylhypochlorite, followed after 10 min by a solution of 25.0

2- Ani noa(QJ%rerzrz) Phessvltbr?m%f:avw' _&m&?ﬂtfﬁrab yr gl‘Fhr"‘Yffﬂ eﬁyra B,Pﬁr%' 15  To
a COld'% g_iﬁ’le o gm wq (ﬁﬂi et conce trate t?;s ue ne %ﬁegr ph One
in 5 gﬁfcﬁﬁ' Mate mg iﬁ }'Egl I'fffﬂin S

g

u
sol uti %u&ius hé’n%lsehu i6h 48 BriddiRd Bld 8 g (61 Uilhéhty%lm%hharmbass m*@O Of _
met hyl ene chloride. After an additional 15 mnutes stirring, a solution of

17. 35 gAralsi©&8Bulated fe) C.df7NaO488k chl or opherB/A3t5hi 0) acdt4d?i de | nNg®8: i - of a

50/ 5orfiouedir e of tetrahydrofuran and nmetdf#78ne chlft3bde was Nddded. The 60
mxturePR SR sred at [err] for 2 hours, 8.72 g (0.0863 nole) of .
triethy}gm %%eﬁgygﬁlgnyl- i eég,ﬂgg);w )},4,5,;;/;'09}"§0I ution was allowed to warmto
room ten’P&J&Idl!f-&f@éﬁétuoﬁo%dr@ le)&f mﬁ&enz'l;bl%nﬁr%&ﬁ&ét@@(om?ﬁbwcﬁ 20 was

ext r agyt £@-ndtiiylihis)esseinidrptdlind (e Preparbtional i 200 df rhdlieylehE EHiviide whsaid@dd delipwesd a O VES!
magnesi um sul phate. The

[=d



was ‘added to precipitate the product which after filtration and drying

wei ghed 16.62 g (44.7% . The yellow solid nelted at 198-200C. 25 Anal ysis:
Cal cul ated for [err]: C, 58.48; - H, 3. 74; N, 6. 49

25 FoBind: C, 58. 496B 2069963 R 3 775
N \&. 67 PREPARATTON 1T

2- AN NO-s3uiMRBERYY (0.05 Mble)t S5%=tuRINgPIchIbIe M2 Aoty ctiyRhedkionBe. Aler ondadaitieidl O
(-70C) dolbrat +610|’c,51ﬂgmusMIegof(rﬁﬂ@lé&irﬂmaeadd@danatremmmeEastziﬂbﬁddb@ﬁrmph:aﬁ\one in
1 5 lit ﬁ%nnsfaturemhmtunw wasaastied iwigkavith A9l iof wiatery drigeoveprnaanesidre suiphatgasd added
‘l@g’eé‘l"’eﬁ DVB?EPX T“H HWQ&‘FP’P@‘@WGE 0 om§00.g pf sifis gp) ¢lting first

o e ’f’p%z I et K *r‘we' P aggng 0%

vol une of liquid was reduced to about 500 ml. Methyl ene chloride, 500 m ,
!

res olve

@- (pheny Ie Em'dﬂt ah&&rf‘ed Id s h’ The

mxture1mﬁ1@t|rre 1. hours. at Ierr

triethyl am ne was added and the sol ution vvas aI I ovved to vvarmto roam 35

t enpenatnslesis: FilailataldoiCinNif:81 ur e was exiCed84:ed w His-98ever al N3S6t i ons ofl0

wat er afeddhe or gam c layer was 35 drie&89br anh$d®8us sodNd#7 sul phate.

The vol %A%Aﬂ% tion was reduced in-vacuo and a yellow solid precipitated

V\/m ch \M} ,};oe 7@& O&é,fg”gg 5%%%9}, J] ; Bce\{?ﬁ a2 Yellow crystalline solid,
o%ch N2 §io oQ’f chi o%b@lzophenone in506mPotmethylene 15

H 4 32 chlonde unManiﬂ'ﬁgeﬁ tnko8pHeek wasaddedasolutlonofs 48 g (0.088 mole) of t-butyl hypochlorite in

C, 63. 6250 ml of methiylede h®ride. After an addjtignd) 8 minutes stirring, a4GlufiRIGPYXRA\§ [0DIRB3lrAole) of

2- Ami no-“34 déﬂnz nylthioagatarni mm l piehap Paeeveeﬂ%rehmqurmnﬁgtewwen hlgtidawpse of
Pr epar ata g $-08§; }mg} tn % was added and

0 S, § e
ani noB% g‘ﬂﬁ%ﬁj‘@‘%}? ? F %ﬂt‘}c‘? %; 7 ‘gftﬁﬂ.ﬁyﬁ‘d A
obt ai ne 'uﬂe i ﬁl duce %OH o dto reclpltatethe
chlori dqsrdﬂma ih stchfatratidn x.amaym rﬁ@ﬂmu uaisoik&.ael @, ysi s:
Cal cul ated for [err]: - - C,69.59; H 5.01; N 7 73 Found:
C, 69. 38 Analysis: Cal¢ylaed§or C21H1eN20:SG: 7. 76 50 C.58.48; H.3.74; N,6.49 25
50 PREPARMF ON 13 C58.49; N3.77; N.6.67

2- Am no-3= jlerr]-(methylthio)-N nethyl phenyl acetam de A solution of
29.6 ¢ G&,ﬁlﬁ@ g;,,,,;o Q,g}&g,gﬁp B N 350 M of nethylene chloride
was c@pl erdatcoid ( -73 ofition df 092410 ) BT gimisktf: 5-chiordblehispriebr- i\t sMRle Ry | acet amo de
(see pr ewshyhecdlorid) undar ritbgan atdbsphert.fwak edved SB1 D BEIMIci; ofwhstyidbsipkebloritd i 106 €
(-700 m'ktmqunashlerddé@emlw Mos@rumeeﬁ miqlttynn@‘@ 1(p.354 olf)@fo_ch mol e) of 95%

R R R B R

t errper awcﬁutmm&h%ﬁhedal%d MGtk hitrileMi a 961G HBiyEralid sufid, Alp. 198991°C (d).
concentrated and the residue crystallized when mi xed with isopropyl ether.
The. sol iAnalysss Caleudatepderdk:HiNelSEr om i sopr o@ﬁﬁ 5% cohol"4t3e give .B'I-Og 60 (65%%.
of yeﬂPthW‘i'eedl es, mp. 149.0-150.0C. N,7.0

60 Anal A%Iqul ated for [err]: C, 64. 94, ~ H5.77;

N, 8.91 i 3-benzoyl-o- (phenylth/o)phenylacetam/de ' ' C, 65. 24;

H 5. 83; FoIIowmd\ithr dure of@reparatlon 108t s 9[9% eBual molar amounts of 2-

6 PRERg\[RATHoGdzdphenone for 2-amino-5-chiorobenzophenorie the title compound was obtained in 57%vyield. . 45

2- Anmi no-RSCWZ@!WO"&H‘Eth\éqmy'l"?fiﬂe@)etﬂ\demﬂd?enmeﬁm qomeerd mebedahi88d54C.sol uti on of
9.6 ¢ (0 15 a benzophenon 350 met hy chl ori de
was coold s s Eid e B8 (0 0 ol Geogy - hedh T VAR

2- met gl thio- N, N-di net hyl acet-ani de (see preparatlon 39 ‘was ﬁded To t h&o5
m Xt ur e PRepARATIONS3added dropwi'se a solution of 17.2 ¢ (0.15 nole) of

95% - but2AnhingEDbdnkayl-a-tneethyithigoV- methplphenylacetaniiehy| ene chl ori de. The tenperature
was nai nt‘hff%eh ¢i29.69 (03B molg) !{féﬁmlnolP@FOPme@"ﬂoaﬁﬁm'PﬁeﬂhYl@eih' 'déwaSl‘EO‘ﬁﬂ)ﬂOe of

trieth : '° N‘ﬁ‘é Eﬂ‘lv:’?f ’§'°aé1"1° "8 roqy
t errperséttéﬂt a‘%igh %%Efg%h: Thef%vgb ) ﬁ‘hé%% am sg!;zfor :
y.

concent r1a.:,th @(oﬁﬁﬁub ;@uﬁwﬁm quvTr anome{o%v t he
The sol |rebnvm,péramreysd shiagied with @5ter. BRRFRARY boldibs @ktbndeftratdd\dRd B9 reidge ( 81 %
of br i glstystyléited omerlBixatwithtisab®pyl athr, Th]anhd[wes reprystallized from isopropy! alcohol to give 31 g

10 AndP ek of velipmowpiasedp149.0-188101G - C, 65. 83; H, 6. 14;
m g 2:23 Eﬁ?%%nd Bﬂﬁ&ﬁd&\licl-,ngzOzS ) C6494 H577C 65. 8%891 H; 6. 15;
u

15 2- Am no- 3 (4-f1 uorobenzoyl) [err] (n- propylthl orphenyl acet’am de



A sol ution of 21.5 g (0.1 nole) of 4'-fluoro-2-an nobenzophenone in 400 n
o[ thyl ene chloride was cooled to [err] and 11.5 g (0.1 nole) of 95%
byt yl - hypochl orite was added over a period of 15 m nutes,” keeping the

\ ratur&?%g Eerr] To this solution was added a solution of 13.3 of

2- 20 _prod VR0 B ot anide (see preparation 4) in 50 m of nethylene O

chl orlde over a 10 mnute perlod The 20 solution was stirred for 1 hour '\.J

at -65%'5?‘)”‘@? mto err] at vvhich point 10.2 g
(01rT61A | ZE% ole WA EE uf i eq irred for 10
enzop none in 3 mI ofm n as
M nut es. ;g r;nft WN—d yi9de! ﬁ‘me(ts lzt&n 3) 8&9 hf%th%ver
magness hhbﬁ&rs U—l7 Wvﬁ adﬂdtdﬂfpwﬁeﬂgdﬂﬁ'%ﬁ a1k B g (0B efRle) 6f§ I%@&er@n 30lnhl 65 I €S due
was Cr yrthglehd caedd. Tieitermeurofyd mantsindia orabadwdss"edart Shdlir, en 181 §(0g5 moRkf) of
yel | owotjcrrgtgxtla;]lnge waas|atided wppidy. Die sglrmbn[ves al]oyved to warm to.room temperature and was
2 5 An awgqegwrttwqtgru'[rﬁp@gmp splutippyvas concentrated and the gidupicrystallized vqlqerSmggd with - '
809 W ether The solid was recrystallized from isopropy! alcohol to give 39.8 g ‘8@"’6’2 bwt ye flow H 5. 58:
g

AP ENs 16A TO 16D " 30 '

30 N nRyRaRu ARG C, HING,FEN 1 N prepagabspPn 8, wHe.as; N,8.53
2- am neeudd( 2- f | uor obenzoyl ) - [ err] - ( phengleb.lr:0) phepghscet ani Hes2

2-amno-3-(4-trifluoronethyl benzoyl )-[err]-(phenylthio)phenyl acet am de,

2- aM%BB@’A{‘éﬂQNﬁ chI orobenzoyl err - phenyl t hi 0) phenyl acet am de, and185
2-ani n6‘43” 6 :

35 areopJ % gg ,et; oo

-am an:é

izfﬁ{%% cet rrrdde x
hlo te s
ing tle ot is t v ad&édas N QRS ﬁnZOP enbne1

2 anaone ylth{baceﬁﬁnﬁ&ﬂ (Q—i’e@kbﬁﬂiﬁlﬁhﬁﬁ 60VRI, of MBHyI&{3 chloride overa 10 mmute period. The 20
2- am neel@iopdVas slirrkd 00T lnlveat 26§ lwe+79f0xnd then aliowed to warm to 0°C at which point 10.2 g (0.1
40 PREPWRIGftrigkyibmine was added. The solutlon was stirred for 10 minutes and then washed with water. The

2- A 8-93"'59'1’2'8 yrasglri ‘h‘?"Gf'Ba t9rs t’W‘ sgvedhen de T
R S e et b R e

of net hyl ene chl oride 45 cool ed to-70C under an at rmsphere of nitrogen™was
added h8alf¥s: Caidulitelifor iRl R0, SH: t - but yI hypeghbnrite. nEbs 45 sokbbs on was
stirregodndr 15 mnutes and then a sol utceasof 20.8588;(0. 17INaDd e) -of

- et hyl t hi o- N- rreth Iacetam de (see preparation 2) in 100 m. of. nethyl ene
chl o?qﬁ ERREATIO sol utlon é/vas stirred at -70C for 2 hours and 28 m

of tri etM ame(ma: j WA laldidnl@s, the solution was allowed to
War m t 0 L AHB-4 @IHEbBM m.oraﬁtry@aettmaewth water and drying of

t he Orgaﬁunﬁndﬂyefdrc%fobemmﬂﬁlhddmhﬁﬂnhs \qebtahiae, addie vol une of the sol ution
was 5% demtnd 32 2liiubroddoyiHos(prettibiolpharsylagelataide, and t he sol ution placed 3%0
in a refareiRg@ﬁ&t’6Pmahe"afﬂm9t°etwd%vwfmgmh'°rﬂph@dsoI id which crystallized was

dried u %g{g} g} "% about 4 hours at [err]. The weight of the
o-

%:

product "ﬁ? ph,% the product nelted at 170-[err]. Analysis:
Cal c w 4[—@!’“& obenzophenone H 4.91; N, 8. 03 55 FOUW
C, 58. 68 13 : 55 PREPARATI ON 18

3- Benz@yEPABA'(I&Nn‘et hyI am no) - [err] (et hyl t hi o) phenyl acet am de When in
accor davevnoni-denzoytfechior @@é@ﬁé‘ryéh@‘lw-ﬂ?’é lefreay/fogiamie? - N- met hyl ani nobenzophenone

T | 8 ( | hi
ot tmg‘g o S i UL
inutes a t e aso tion o e 1 11
AN N Qe BRI (s§ e BN 001 B e ecr?h.,rrzrt e Ol &&%9&39 ;.

mo e) OH0% foa Bhduds 2hd bmmydemﬁamb AEQbRS w]une(srrra:htrmetshum)mrahlamwhmataaqmod e (see =«
65 pr eparatipamatGre folloMleddy easistioRavie watat apl elying bf the argaciclayer voth ndgiksivim of '
abs 0P sephetehEheyplume of tlgs(}:glutﬂn vm’s redg@d to abgut 400 ml, ether was added and the solution placed 50

R A B e A

to renmayg sﬁshéarcﬁﬁa%Yor'&%,ﬁ ﬁiozsé'r'he sol vent c\gss; rem)vgqg{ n vacugghp give a
yel |§BNF&.0L h when recrystallized ogbsed at 3,1315 [errfisgs). 5  ss
Anal ysi s: Calculatedfor [err]: S C, 62. 40; H, 4. 54; :

N, 9. 70 PREPARATION 18 5 Found:

C, 62. 3§ -Benzoyl-2- (N-ppe@y mo) u-(methyf({ugplyegyl%m;{ﬂ; 2 - R ' .
2- A V&?vegg}ﬁw ;ﬁfqé }y] g C%J cﬁ reparation 7, 2-N-methylaminobenzophenone is substituted in
n%(ﬁ%q minobenZophenone, the title compound is obtained. S 60 -

EXAMPLE 1
2- Ammo-3-benzoyl~5 chlorophenylacetamlde
A mixture of 21.34 g (0.0639 mole} of 2-amino- 3-benzoyl 5-chloro-a-(methylthio)- phenylacetamlde (see
65 preparation 6) and excess Raney nickel in a mixture of 900 mi of absolute ethanol and 200 ml of 65



2- armi no- 3- benzoyl -[err]-(nmethyl thi o) -phenyl acet am de (see 10 preparat
7) in 100 M of tetrahydrofuran was added 80 g of wet Raney nickel (wash
3times with water and 3 tines with tetrahydrofuran). After 10 m nutes the
m xtédre was filtered to renove Raney nickel and the filtr a%B20e9R63xRt r at et
uMemmm—Themmamm—hﬁd—m—MWmehMVe

6.0 g (J ﬁe@\ylgtmiﬁ@bé v@é@%ﬂ' (g,trtg Qte pgratu;le7f§r4§ n‘Ltﬁn{eQ.]The 1&,% ure was filtered H a,Is'gk"(;:‘.ehte

10 .To an agitated solution of 9.7 g (0.032 nole) of EB ,

nickel. The solvent waQe

15 Anal W8distered vacuoto Vi

N, 11. O2Zsolidmikich when recrystallized melted at 213.5-215.0°C (d). %

H, 5.53; "N, 11. 04 EXAMPLE 3 20 .

2- Amic hoA'!?lv g C@hﬂ‘@*ﬁ@béﬁ:’tﬁz?@enyl acet ani @@@40; H,4.54; N,9.70 5
+20 To aWuaitated solution of 28.5 g (0.9%A5%mvl e) "b‘fss . N84 '

.2 am nog ghl orobenzoyl)-a- (phenylthio)phenyl acetan de (see prepar ation
in 12)%;,;,,59_,,9,;20;,9;,5@)33@@;”9@” an was added 230 g of wet Raney ni ckel .

“( Was Red Fo dnlagfieddolutiond. 2§ (0RBEMS e)lof EAindB-béhzbyb b Adibyathiafshebcetaridb RBe 15 10

M nut espredaeation ¥ irLno@mywt setrbividtofureivaa adhet! Bleg dfiwet Raadyanick® (vesiid B ditnegwithnvebedr

reduceda BEimegwith teteah rqferanWAfl&ry)rQlan%thlen esivias filtepadyestembye Rapeyairké! dnd th

Recr yst #ir t‘F pasantsgted ﬁﬁvﬁ%ﬁr'ﬁ'ﬁ{ﬂs'daﬁ wasiseystaliizgsp fremisarrpRy! sleabphiegiva 6.9 94738 t wi ce

from ?b (‘Sf't?’f"é'e%’feﬁ'dﬁf’)l”sg%lﬁg O¥el i ow. 25 needles, mp. 212-215C. Anal ysi s

cal cd aA.‘?aﬂ,s-EQ:ralcfal%é%rc,sHMNzoz C,62.40; ¢85 H 4-1pgks; NY1%2 70 Fourld:

C, 62. 76ound: N, 9.83 30 EXAMRLE 4 Hss53  N11.04
4-[ 2- (2 Am no- 3- benzoyl phenyl ) acetyl ] nor phol i ne To an-agitated sol ution of

18. 5 g EARMIEE $pl e) of 4 2 2 am no- benzoyl phenyl) - 2- (et hyl t hi 0) acel%

nmor pi8| 'ﬂ'é'"(’ﬂé‘éc 7'1"## 3f of tetrag‘%/drofuran was added

of wet en h|o en cet m| eeprepagm‘t?ﬂgm'ﬁh]%reo tﬂrahy ranwazvavggedzaﬁi r%;gand the
filtrat oGl Wi gt%ies it Péir%ﬁf%%ﬁan)ﬁhﬂﬁ%nﬁ ] on

of the #iR%d mmwﬁem&am/ | presiuréib Giviia B9 bR “ﬂésys&uﬂeéaﬁa% of

bri gl wlylstemzaﬂds.y&i:ﬁk@;opmapoholﬁﬁoﬁed b &cu’é&@-zuﬁmbgﬁsdmbs&fab ettiardl gadle yeldw [ €251 ] :
C, 70 351eedles m.p. HZ@]W N 8 64 40 Found: '

C7 63 EXAMPLE

2- Am noA'?":pFérFfBE/'FteN°h%’f"hi"f B??ényl acet ani sol ut| ﬁe’?f 22 ﬁ%"(o 072 nol)
of 233m no-:3- benzoyl - [ err] - (nethyl t hi o) - thyI phenyl acet ant’ (see 45

prepar agpampLdd) in 400 m of tetrahydrofuran was treated with 160 g of wet
Raney né-ghshmipvasbedychehyiatyiiotonolindS Water and 3 tinmes with
t et r ahy dTodnagitaigd sblgtionlcd 188 gl0.0Ewole) Phiel21i2-arbine- &bmwlmerbwmr(mdhﬂmw)acm} filtrate
was c 3% neeRheline Eep 8:%@“?'&1"6%“%‘2?!3&9@@; I“;‘{aiweq %ﬂgje% er'a%mml tQ

[} n
gl ve af%\ﬁ tig m?%])psf ﬂE rew$§dyfﬁ% 13. %"I)a o{? %htdi @rﬁél i an 10. 4

Cal cul

50 Foun C, 71.76; H, 6. 05;
N, 10. S%EMANmaEulﬁeehMmmzeg:benzoyl N, N-ajrommst hy| phesagt acet am,ga 55 .
Asol woi Bandsf 33.0 g (0.1 nol of €,70.24; H,6.21; N863 40

2- am no- 3- benzoyl a- (et hyIth| o) N, N- di net hyl phenyl acet am de (see . 55
hydrofuran was treated with 240 g of wet

pr epar a np- -?:ana r} I\F nghen Iaceta

Faney i Larpehir i dblE b o o iR Sah AR O Ur )

for 14 Breputis 13) fﬁbéb Woﬁeﬂétﬁdr‘&ﬁn&nfvd &Ee!adwtﬁ etRhnel hidkeBtwdehsd SHéah I adsed.
he r eswaltrand\Bisma s teirbihyidi@dard) fob T0 rhiBEs; n@yduxtah waé"fmbreﬂ endghefirateivad g (96%) of
vel | ow seaceiiraied. Thn rﬁldu&@gst{rgtaﬂ]zed f®0 isopropy! alcohol to give 17.2 g {89%) of yellow needies,

60 Anal T@r@“‘&q culated for [err]: ' C, 72.32; H, 6. 43;

C 72 :
H 5 4§> Enaﬂ;s‘s Cajgplgtegfgr CrathghaOz: GB20599 Q(.;3;1§2 H601 N3|%44 . 50

8 EXAIVPLE 7 2- Am no- 3- (4- f | uor obenzoyl ) - phényl acet am de A sol' ut | on of 24.2
g (0. O7exrodrek 6 Of .
- am no2-8minpd-3iknzorolledime Wyhe@trla etamideopy| t hi 0) hen | acet ani de ( see
56 Asolution of33.0 g (0.1 mol} of 2- ammo -benzoyl-o-(methylthio)-N imethylphenylacetamide (see 56
preparation 14} in 500 m! of tetrahydrofuran was treated with 240 g of wet Raney nickel (washed 3 times with
water and 3 times with tetrahydrofuran) for 10 minutes. The mixture was filtered and the filtrate was
concentrated. The residue was crysta!llzed from'isopropyl aicohol to give 27.2 g (96%) of yellow needles,
m.p. 123 124°C, : . .
60 ' .60
Analysis: Calculated for C17H18N202 : C,72.32; H,6.43; N,9.92
Found ) C,72.34; H,6.42; . No98



ration 15) in 300 m of tetrahydrofuran was treated with 250 9 of wet
e nickel (washed 3 times with 5 water and 3,tinmes with

hydrofuran) The nixture was stirred for one hour and filtered. The
rate was__5 concentrated under vacuum and the residue was

recrygtal | i SRAOPPBHPI5% et hyl al cohol to give 14.8 g (78% of yellow 8

needl es nelting at 184-[err]. Analysis: Calculated for [err]: V
C, 66. 17EXAMPLETH, 4. 81, ‘N, 10. 29 10 Found:
C 66 322Am’"°'3-Mf/uOfWZOV”'Phe"V’RFeW' : 10 EXAMPLES 8A TO 8D In t_ he

% m 3-(4- fluorobenzoyl) -0t (n-propylthlo)phenylacetamlde (see

rati ra 25 el( hed 3 times with

2 am né) %;E éll %82:% fi E} %ﬁé{% girre or on he filtrate was B

Og cé H n%&‘f E 14. 89(7898) of
- arwarawaee{d?esﬁredh é hugi-eenzoyl pheny acetam de v§

2 am no-3-(4-trifluoromethyl benzoyl ) phenyl acet am de (Exarrpl e 8D) are

pr epar e &ndlysisnCcutptad iy Ca3H(N:0:F:uor obenzoyl Fﬁ@@f‘r] (pHényI t hi o) N.10.29

phenyl“hc?@t“&m de (see preparation 16A). 6632 “N,10.48 10

2-am no3 1|. orobenzoyl)-[err]- (phenyl t hi 0) phenyl acet am de, (see

prepar aFIthlﬂ 2 or adgifiMiNBampib 2. 4- di f1 uor obenzoyl) -[err]-(phenylthio)

pheny! acetaafitdtep-flsesenkyfihdhidcb@iidd dbmpeBA), 20

2- am - dind3-@ldisab bR bianE@smide] (EXapte@Blieny| t hi o) - phenyl acet am de,15

(see pr e[?aanar!q A, 4-88BYrobenzOXNPHehyl&etamide, (Example 8C), and

2- Anmi no- nm?e@ﬁmummwhm 'QEE) 1aa\*$ﬂ%<ﬁmdeswsrewereﬂrwe corrpound i s
he)

prepar ed IJ ﬁf’h(‘ﬂlﬁ" t de with excess,

25 Sogy r%%? @ i S am e means

ExavPiE _ I'u o .m zéaML anﬁdawlsaq,erpm 0 The tiffe

conmpound i s prepared by reactlng one no e of

2- am no€3AMALESet hyl t hi obenzoyl ) phenyl acetam de 30 wit h one nol e of SOdI um

met aper PMME”' (a-mf”’iV@’mb&t’@;d’lpd onyéagstarpibe o maa'ns EXAI\/Pe Ll ewith exce

IZSA}TI‘ 2?) g?dé Htglflt ﬁercﬁt)st!q n?e gn%n |'sa(g ?Iﬂﬁgﬂﬁlégggﬁgmya@ 3\5 fT'HE' t IH}X@ séorrpoa?]d

2- am noegafdEyet hyl t hi obenzoyl )pheny_l acetamide 35 with two nol es of sodium

met aper Rowhakd3-@aky neiiaibadzdyyprenidcabmidze means. EXAMPLE 12

2- Ami - Fhbttiezomboubdd siptepared y-reastinmydnp mele pf Zanst adriddeethyBhiobknaglinhenytageterhid@ 8 3G 3

g (0. 08IV'thﬁﬁ’%?O'o‘?fs@'JWﬁféﬂe&Dmé;ﬁPlaﬁd bwﬁum%@aomt hyl t hi o) - N- - 40

nmet hyl pt&g L&qet am de (see preparation 17) in one litre of tetrahydrofuran
S

was tre Ol 55 R RAEN e b eailge T OOM tenperature for 2 hours. The
sol ut BN 1@kel cbﬂnsarn@'g i ebsr@wo)}egald JnB mblRBE-shhifd- £t AR odRLd D pherhtRetRAREY 35
ni ckel mﬁtvdijﬁﬂmsow& péliddateaBEiksMIQ! m@dtablbe\emash liquids filtered. The
conbi ned organic filtrates were dried over magnesi um sul phate and the.

vol ume lEédMEl@dzto about 300 m . Excess et her vvas added and 45 the sol utlon

allom%i i %%ﬁ \’o'gFPg n ay_\ed by refrlgerat
overni Ogmethyl ( ee pre f)r on% j d@@(tb 3 Qey20
(85. 68%hicrHil tBrﬂgeréi re Qh . ﬁ'ﬂesolﬁf@j ceiité |§ére ﬁEJ Mark). The

C, 63. 48 Raney mckeH,eé'idlﬁgvas washed with ddetdrie ahOthe d/ash liquids filtered. The combined organic filtrates

C, 63. 44 were dried ddedmdyBesium sulphate BhdBheéNplub@ reduced to abotit 300 mi. Excess ether was added and'

50 EXMF‘]?EO'!@"CQUMM“" BLIOOP tepPprpiuee 11908 hgy folipred berehigpradonpenisitThehe 45
procedu W@loyﬁol%ﬁfﬂllécted and dried and weighed 20.94 g (85.68%) and melted at 179-180°C. :

2, 3- benmm,s'szcﬁ A= ﬁ”NQP% a- (et hyl t Rig Qliphenyl aGss. am de- N§ substituted

for 2 ahdHar 3- benzoyl - [eFr]=(net hyl t hi o) @lgggwl acet giigle, therbi | e conpound
I S obsai ned. 55 50
55 EXAI\/IEKEVIB_IAE 13- Benzoyl - 2- ( NN- di net hyl am no) phenyl acet am' de A sol ution of

- 12 @&%YG@N ?iggéammmmwwa@mo | -p gc)gt anm de i h 150 m of
t t ] r I RO e S 6 4
?8610”' srt)s"ta'fed Al %gaﬁ%ﬁﬁé}a%ﬁﬁ E%{wac Es'f“g?#a?’%e. piniA il de

wth a tﬁAmﬁque stirring period between each treatment. The m xture |s
final |y smpekboRd-(NMdmetsnthd) hayeasiniaa hydr oxi de and extracted three tines
wi th di etAwsplugioden2.7 31065 ebihesi2-aemirorsctehmylahenytacetihineid 1500 iobxdetonitile istegedsi um
sul phat @Lamesomhdemt(ﬂamw of ¥Feformatitlfedta (9- smplsb’lfa%ie'd\ dggnobesphydyide and 2 mi of

Chronﬁ?@ ca 1é§‘é‘r‘ffesp’ Pﬁ"P?)PF F% %TPbmHBWFf’IaH
corpos, i “‘ggpx'%% s ndercnt e g e ; i e FReRs ©*
pre:

i ngr edi € a@sguamdgtoln%ammeéwca Rt 5% lnggi cal Iy

acti ve invention as active ingredients. Effective quantities of any of the foregomg pharmacologically active
65 compounds may be administered to a living animal body in any one of various ways, for example, orally as 65

L4



65 conpounds may be admni-stered to a living animal body in any one of . \
various ways, for exanple, orally as 65 9 (zzi;/
GB 2 059 963 B - 91in capsules or tablets, parenterally in the formo
sterile solutions or suspensionh, and in some cases intravenously in the

fofm®f sterile solutions. In form ng the novel conpositi dffs2 e 96hBs 9

i ntentl on, the active i1ngredient 1s 1ncorporated 1Tn a Suitable Carrrer,

| ['1 ust r itchpstled/or tabiche st dhee ANy nitkedbral Etbiilg Solutiohl dr BRbéhsiBR 3hdWA 68k cades C al

carri er mradeh@Blyar the fomedfislerile SolfitdhIn foriningghe noeel cadifosiSons bfthis inddntibh) the activw ent | on

| ncl udeingtediewlis inqgaortedin a gitapleseniseillustraguely i phanmeesulichatrer. Shitbeobemaznd mal t .
Liquid’ whqstfgrsw\f'@hereaﬁ@ﬂmfgrmuw-whwomes- § ofithiginyshtiqniifciude Sa"F'hG@!FFt"r on and

t af} '8 '“ 2 goge. a8 F"I"'it é?qg'dl" sé‘ ‘I‘“" I 5
aycol "“?" A R A

L &) ”Dounglihém&r olaé?lééﬁmca&%h\%%d@rﬂw uax&ﬂndagboaslmﬁloyd@ﬁagﬁt ddbade LB tO
250 m | tol260 @iigraddis o6:@ delRRERFHNIEE S8 of thianfhal. Bor@karh g a BFe BRimal shéas e Xaspl €, a
Far geltamey@buistabletsu 509-10@megncth@ ingeedient Theiunieddsadsingdy be gifen330itab@O0mbRy ofact i v

i ngredi tmes dalee t*!i'hﬁ“? dﬂmd%@g@e wyarMéogﬁ@mS&"@mm%'ﬁ@ tﬂ%ﬁm@sramrs aPPRFSt | rres

dai |y s 8Pt e varz/ to 450 ve

28 w1 gg S i o i ! éﬁgﬁ' et e’
actives !aJWJII% SQ&QSEN $f'<!&ﬁsea|£bo‘ée Géda\é rmmu& nda:'d n%drcal%

sui t abl girefidrag b pMBiciEOS sosragerindtian. be obtai ned consistent with the dosage form
enpl oy ed Thddvdveageras of thedhvertidn mby iskasmbiesd vith ofter ptnhacalsgichly dcyvechgeragesvitvi | |, of
cour se, btf@rselmtastdﬁprnmikame¢rtjnvntgatrpma®ttiwmraaodlonefdh@aﬂlvepuqnnloFqslcquqamd@r t he
15 d| %’atﬁd"ﬂd%\h sician or yet rian. The active agents of the.
vt ol HEU ATPHERS! oGS RS B e YRt ve. agent s, of®

W t h buEmﬁ_ﬁsﬁlﬂﬁﬁlsgS or the like, for adm nistration and the proportion
of the achpsiRs¥PRH(Edample hgc\)czemaco@dahb@ H$B), ARY 5006, (EaipRAsEYoftRtiNe. ingéddient pEh e

f ol | owi pdpsdlé &re prepeigal. With e higRaTpraGunts obsrsive iogrediaht, bdjustraend mehaliecwadainttiie dnfoust

4 nven?d gflactose. 20 EXAMPLES 15A TO 15D Capsul es of 5 ng (Exanpl e 15A)25 25
ng (Exanpl e 15B)

» and 50 g (Exanpl e 15 ), of active ingredient per capsule
are prepar ed. Wl})’ﬁ‘su ?P’gher anounts of e&é"fpﬁ’/ﬁ i ngredi ent, adj ustnent nay
be.nmade in the &noan ﬁ%of | act ose.

25 Tyso cal bl end\c{.\gﬁngred.em Pesocapsul e, encapsulation .. - 3.
ng. 30 LactoséCt i ve i ngredi ent 296.7 5.0

30 Lactose Starch : '2%:07 Starch

129. 0 Magnesi um"?ﬂ@f’&l"ﬁt%’a’ate , 43 4 3 Total o

435. Oggrg. 35 'O | - @om m. .
35 Ad 'AQHiﬂJmaPéP&\Qf@rmLQﬁcmé E@e\réﬁl}%orﬂ&ﬁg ﬁ&@b&éﬁag{e%%dﬁ%ﬂn&e&ﬂdn%ﬁ%re‘%@ﬁ:ﬂ&?s. i
actlve I ngredi ent and are as 5D s '
Per capsul e, | ngxash/enps : Percapsule, 1g. 40

40 Active i ngr edigegstents ' Ps. 0 Lactose

306. 5%t ar ch | 99.2 Magnesi um stearate 49
4.3 45 Active egent 25.0 435.0 ny

45 In each case,St;t,g",l,e sel ected active i ngrég(il ent is uniformy blended with

| act ose, st arch,MmaghdiviBgars um st earate amag the blend is then encapsul at ed.

50 EX#PLE 16 Total 435.0 mg. 45

T)ThlSlsatylcaI formulation for a tablet containin 5.0rrgpf active
ifngr edi et ig’é % cted gefive ingj ﬂﬁrtéft“P'Eﬁ'imWﬁV"‘Pfé“{}E@&“feoﬁ‘a’ pEkmaghesiyt hs of

active PHYP 8’?"6‘?& ¥y IsIhpn SRRt e ght of di cal ci um phosphate. Per

tabl eso eRRMPIEI6 50

255 (1) Achisw%a Npﬁbﬁll’f@diuﬁﬂ&n for a tablet containing 5.0 mgfof Qctlve mgredlent per tablet. The formulatlon
.~ may be used for other strengths of active ingredient by adjustment of weight of dicalcium phosphate.

o : S ' : Per tablet, mg. . . .
55 : _ . _ . - BB
(1) Active ingredient 5.0
{2) Corn starch o 13.6
(3} Cornstarch(paste) - = 34
(4) Lactose 79.2
60 (5) Dicalcium phosphate 68.0 60
- {B) Caicium stearate 0.9
- 170.1 mg.

Ingredients 1, 2, 4 and 5 are uniformly blended. A 10 percent paste in water of ingredient 3 is prepared. The
65 blend is granulated with the starch paste and the wet mass is passed through an eight mesh screen. Thewet 65



(2)-.Corn starch _ '13.6 (3) Corn starch (paste) ‘

3 .‘ 4) Lactose : 60 (5) Dical cium
Yhhat e . 68.0 60 (6)
2l um st ear ate : 0.9 170. 1 nyg. Ingred| ents 1, 2,4 and 5

arelauni f o6RR 59868 ®ded. . A 10 percent paste in water of ingredi ent 3 is 10
prepared. The ©5 brend 1S granulated with the starch paste and the wet ma¥
I S pasgaisibn ot a%snﬂﬂﬂi?&ugﬁ?ﬁhlvﬁﬁfeﬂf&reeﬁl—mdfoﬁ‘dgrarﬁ:ﬁ;sareb(kﬂdedwnhtheGB 2 059

963 B calcium stearate and pressed.
10 granul at| on is dried and sized through a twel ve rresh screen. The dried

gr anul wi.th the calci pm stearate and pressed. EXAMPLE 17 5
Thi sﬁ?%;{ 'S%WHTJF' S nigstaPlR %&Tt%m‘fsé’ utobes steri | e sol uti on. ,

5 Per cc. Active |ngred| ent . Perce. 20 ng 10

Preservative, e.g.. o _ o ' .

10 chl or obut anal:twemgreduem .o wei ght/ vol une Water .for = .
Jinjaetion Preservative, e.g. g.s. The solution is prepared and clarifie® by

filtration, fi] lclaobyenslyials which ar ®-FeWtigWveltEe t hen aut ocl aved. 15
15 CLAIMB 1. A @@hﬁ?b‘ﬂ‘ﬁﬁmhaw ng the fol I%Wi ng formula referred to herein as
for mul aTtl-efso{uﬁgr{ |4 pr@% é(gﬂﬁ& gérﬂed by filtration, filled into vials which are sealed and then autoclaved.
Rgrepresents a rogen atomor a | ower T T group; Rl and R2 repr@sent
a hyarugmws atomor a |lower alkyl, cycloal kyl or phenyl group or a phenyl
group substituted by a | ower al kyI - | owner al koxy, nitro or trifluoronethyl
group of- a\chapwéhavatgé'mb'bzwwg[f%w'}’feaﬁr'itfd[%e'fe]“ apfeemule aken together with the
~adj acent nitrogen atom form a heteroc clbc resi due; 35 X represents 2

hydrzﬂgen atom or a hal ogen atomor a ljower akikyl, | ower al koxy, or
trifluoronethyl group; 35 Y rep tt—sc-aNh%/ ,drogen or a halogen atomor a
| oner al kyl, |ower al koxy, trifk net hyl ower al kyl thio, |ower
al kyl oxythi o or | ower alkyl di oxy@moup, Am represents a prinmary amno °

(- NH8), net hyl amino or di net hyl ami pe6group; and n is 1 to 3 inclusive.?40
2. 2- Am no- 3- benzoyl - 5-chl or ophencet am de. .

40 3. 2- Am no- 3- benzoyl - phenyl ace '
2- Am no- 3- (4- chl or obenzoyl ) phenyl

e C amde' 5.

4- [ Za0(@neféii:n0- 3- benzoy ! phenyl)acetl]rmr phol i ne. 6. o 30 .
2- Ami nOR Bpizemmcyydrhbematomyd "atm@lmm de 45
2- Am noB?DQBrleU entq. hp(prg phenylgraupora phenylg?udez .
45 8. szlbﬁlltﬂt%_yg &rl Eg%y g{y ogen atom; an an :

g E: ht
2- A ‘6 e)gea%%n vany 5 ace laaﬁﬁl I@\mz ﬁowmtrlftﬁoﬁﬁtmﬂﬁﬂﬁip S 35

cl a' rre Ylfe'Bre@é?uYs @I'oﬁf’haloghﬁ)& ﬁbrﬂ&ﬂerhﬁylﬂ&v&éﬁﬂkc&b Itﬂ‘f@oloﬁ’fefhﬁlmBﬂérIathid’l a
livi ngoaéuamwbxybﬁuiylomléealkyldh&ytmégmon:pound as clained in any of Cains 1 to 9
for useAmmeppssedsanrimpneamingitNHal methyjaneifid ardimedylabline@ePurBddpl at el et

aggr egatisdfe3ingusive conpound as clainmed in any of laims 1 to 9 for use
prodici Bg 2a‘?fF"a?t%tP W' %cté?mestW' °HeRidi vi ng ani mal body. 13. A therapeut] c
conposi i cgn“mlgo A cRloh a% ﬁ,{f ffa64d ve amount of a conpound as claimed in
any of {5 [« _@,m;,ng.s szgm’ﬁ 06 Rohekhaaceut i cal |y acceptable carrier

t her ef Ol‘a 2-Amino-3-benzoyl-N-methylphenylacetamide. 55 Printed for Her Majesty's

St atdsoner y2-Adhiho-8-Benztyy-NBrdiyietbyipHenylavbtamgieConpany Limi ted, Croydon, Surre$f
1983. P@bl2-Ahiect3-Ihfludieberatiphenyl@efamide; 25 Sout hanpt on Bui | di ngs, London

- { Iphany,
VIC2A 1A‘€1’b }/\Agmmﬁgﬂlﬁn%?n?gywx:ﬁg td(f@?for use |r(|jaIIeV|at|ng inflammation in a living animal -

bod
50 11y A compound as claimed in any of Clalms 1 to 9 for use in producing an inhibitory effect on blood " 50
platelet aggregation. '
12. A compound as claimed in any of Claims 1 to 9 for use in producing an analgetic effectin aliving
animal body.
13. A'therapeutic composition comprising {a) an effective amount of a compound as claimed in any of _
55 Claims 1to 9 and (b) a pharmaceutically acceptable carrier therefor. 55 .

Printed for Her Majesty’s Stationery Office, by Cr ydon Printing Company Limited, Croydon, Surrey, 1983. ]
Published by The Patent Office, 26 Southampton Buildings, London, WC2A 1AY, from which copies may be obtained.
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GB 2 059 963 B : )
10 granul ation is dried and sized through a twelve nesh screen. The dried -

I ®an exanpie of "an i nj eciable Sﬁ/f‘;‘{ ril EIHWHJHFHHFIIIIHHI‘IYP e
o CC. i basdes RAr edi ent ' 10 F,

Prese:—v-a-t_l_v-e e-—g-

10 chl b ol ol Wat er f
i nj gC i ﬁ:rg:;luﬁaon is dried and sized through agwel\c?ﬁrbes%s&'eﬁ? 4%?\/,:&"3 ggpgﬁsﬁ%ﬁengﬁ%ﬁ@ tgér) II’ fied by

d d.
filtration, s%eﬂ fega f"r?%sg vi al s whi ch are seal ed and then autocl aved. 15

15 CLAIg¥AMPLE ¥ conpound having the following fornula referred to herein as
f or mug a This if &raxhmBe ofeinénjeetakle - 2% sterile solution. 5
30 Rrepresents a hydrogen atomor a |lower alkyl group; [err] and [err]
represent a hydr ogen atomor a |ower al k§# eecycl oal kyl or phenyl group or a
phenyl group suRshi ;eggmby a lower alkylb, %jower al koxy, nitro or
trlfl1ﬂoromat hyl p,ggém,gvé)g a hal ogen atom an [err] and [err] when taken 4,
together with thema.dp.asresnt ni trogen atonpbgiveighveriRr ocyclic residue; 35
X represents a mdarbg-electahom or a hal ogensatom or a 'l ower al kyl, | ower

al koxy, or trifluoroneth roup 35 Y represents a hy drogen or a hal ogen
atom,or Fselien eges ardleaisayon FHIATIa BRI B YP ool ARt TR

| ower Lhw} xythio or |ower alkyldioxythio group; Amrepresents’ a pri mar'§
am no ( %) met hyl am no or di methylam no group; and nis 1 to 3

i ncl usi ve. A4Bmpoudd hairythd otodind@sraRia reforréalid Wr@ﬂm&wu&(Fet am de.

40 3. 2- Ami no- 3-benzoyl - phenyl acet am de. 4.

2- Ani20o- 3- (4- chl or obenzoyl ) phenyl acet amf d@. 5.4 - 20
4-[ 2- (2- Am no- 3- benzoyl phenyl)acetyl nqlﬁ anl/rluie

2- Am no- 3- benzoyl - N- et hyl phenyl g £t a)n de. 45w 7

2- Am no- 3= benzoyl - N, N- di net hyl phenyatet,am de.

45 8.252- Am no-3- (4-fl uorobenzoyl ) phgayf acet ami de. 9. _ 25
2- Am no- 3- benzoyl - 5- chl or o- N- net hyl henyl acetam de. 10. A conpound as
clainmed in any of Clains 1 to 9 fo )|n alleviating inflammtion in a
l'iving ani mal body. 50 11. A co asclalmadlnanyofdalmsltOQ
for Eutlefbir 0ducing an inhibitory effect on blood 50 platelet 30
aggregathpégresgrgs HydloQEHHRIMSH adswer hi)i gBGp;I N .any of Claims 1 to 9 for use in
produci ng aﬁﬂR'ﬁBﬂ’h@ﬁtdm‘/dﬁbéMm bria Idwelr bilgl, R AIRYIFBPhed Gipup drd.phéhyt dreupapeut | C
conposi subsitutethypraver alkyl. (aer asikoxg hiteot irifleoremesvh groed ora halogrpetend amtR' ehdii’ned i n
any of %"@ka‘rtﬁseﬂlef!véhgeeﬂme'(hb?"°ae WHE@DR"?’B%(F'P sa’e?;»e table carrier

X represents a hydrogen atom or a halogen a om or@ tn oup; 35
t her éPor i’ nts a hydr alogen om o a Iower I‘I'(YSIF I‘;m éJﬁjax flu o] %ﬁy %Ithlo,
Statlonlgfgi;( oor%@y h gt mred oo urrey,
1983. Fu SEntYY pri hEONH, 1h9@m.£5rﬁquhhm$ @BudBid di ngs London,
WC2A 1AYnisfirasmadsiveh copi es may be obt ai ned ’
40 2. 2-Amino-3-benzoyl-5-chlorophenylacetamide. ' . 40
2-Amino-3-benzoyl-phenylacetamide.
2-Amino-3-(4-chlorobenzoyl)phenylacetamide.
4-[2-(2-Amino-3-benzoylphenyllacetyllmorpholine.
2-Amino-3-benzoy!-N-methylphenylacetamide.
2-Amino-3-benzoy!l-N,N-dimethylphenylacetamide. ' 45
2-Amino-3-(4-fluorobénzoyl)phenylacetamide. '
2-Amino-3-benzoyl-5-chloro-N-methylphenylacetamide.
10 A compound as claimed in any of Claims 1 to 9 for use in alleviating inflammation in a living animal
body.
50 11. Acompoundas clalmed in any of Claims 1 to 9 for use in producing an inhibitory effect on blood 50
platelet aggregation.
12. A compound as claimed in any of Clalms 1 to 9 for use in producing an analgetlc effectin aliving
animal body.
13. Atherapeutic composition comprising (a} an effectlve amount of a compound as claimed in any of
55 Claims 1to 9 and (b) a pharmaceutically acceptable carrier therefor. 55

45
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