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that a patdnt. may be granted M&S8AW) MD326VMD3 I%qa]:ﬁ Qﬁ_gzﬁs ar rlwpz% foup
5 to us, -dnd tﬁmomccwﬁmngn@wb%}z@ 9®/3§an exist in optlcal Iy
active forgs; the present ' erformed, to be partlcul arly
descri-bed i§n and invention i ncI uge%ﬂll‘ﬁg‘Eoﬁ’tﬁ %W%t ive isomers. . :: ’
by the fol -_ovm ng statemnent: (3'Benzoy1phenym)AﬂhahoR9m,‘iﬂélds and racerrat es
t her gof . ' We RHoNE- or | nvent ion relates to new therapeutically
According §o a bembdnd %ﬁg b°45'hélydeY group, and salts therth® Ghridxahite -
- benzoyphepyl ) aFkampdci: herétg ?é%% mmmam$MMm
formula | § h we pray tipr acpmsmteﬁayfuar nge ei b aforesaid - :
wher&in R "-r_eprto h F‘.‘Rul 9‘7’!@ tlgi.tab&eplgﬁrexxsaﬂl opticall regresext};sana]kyl S igal

o : A arl Ya ive forms; the esent
conposi ti opns COKytﬂ&é RiI6Ein, Elgt ent: ﬁ?ﬂ inppd ¢ maeh;des dpbicalp Bdoiké
hydr o- i This mvenuon M@Eﬂeﬁ%%&lmy pr® &lc%’o H;W'E‘}ﬁtap‘b racemaltne mreof yZI ng
and decar goxyg %nzlslél pheoylalbiveiay beids, to (3-benzoy1ohe1? i oﬁ c,ds ‘V}
new (3- Henzoyhph s% osmo 3 a@naﬂ\ddphdmarvavhmiﬂ °§’f
15al kanoi ¢ aci dsA&E»rdtn DE%T n;:i: o s fa’ed by the prooess’Lﬁhxch Compnses
@) proviged rtﬂ& n:eR (3I’.€bEH @E% {@ggjjm dgf g ®»p bemoyl -e| n
R has tHe saﬁB‘a@ng#ﬂdﬁ iof shecgsneadl fhizhula3’ erivative, ph be seperglformula:

cont ai ni n_' 1to4 carbon atoms, as her ei nbef ore defi ned ot represents a

met h- a hydrogen atzy\ yI"-  oxy group,

15 )
' ? / < 0 “@?ft
R, and R&fare.the sane f n grrg

to 4 carbpn atonms; and each r&présents an-al kyl group con A ¥ ng

aining 1

20. and R2}represents a hydrogen atom of a 1 to 4 car bon atoms angg RL is

|
has the same significance as R, -
re defined or represents a methf »

as. her el n} B whcrem R representL ErHy&Gge)] %tomq; an( Zv?lp 2e]n Ry’

group containing 1 to 4 carbon atoms, as hereinbefo

R1 represents a hydrogen atom or an alk
_ kyl-  oxy group, R, and R, are the sa

20 am{i) %r:)uf; pclg:za:gmf 111 3(;04 cart;on atoms, and each ;epresents an atkyl grﬁx%ozoﬁlgmgt
Price 55 bp (25“1 hydrogen a om. or 2 -1 to4 carbon atoms, and R, is as herein-
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2 before defi ned, by nethods known per se for nethylbenzophenones of
t he .gereimtmfeftfirim—o0 ' tire——fhy-e-ot-ysts=rra— T
decarboxyl ation of cyano- - ‘acetic acid esters, the
net hod fand ‘condi tions ‘ : - -enpl oyed being such-that when
Rlerr] ,is a : 5 '‘nmethoxy group that group is hydrolyzed con-
tlngentfy to the hyglr oxy group. The process _ .1's preferab

g 1164’58" lng material of y23 2

carried Qut by heat¥ng-the start-
fornul.a I | 730 wat er beforandefined, by methods known' parsgacm dnaslqlbvaﬁ;ﬂmnofx@ rof @beagedra formula: 5;__;

et hanol*; =| Methe ° the nyﬂmlys’s and '-1"9“1’ 1@5&9 yaaf- a base, such as pptassium

or . V\/Hb-r‘el n R[err] agf lf’{f“as{l gé‘if re de-  —~ sodifim

hydr oxu—rde or an a;r 51 gmup repfeseny

(prefers b : tlngently 0 tpénhu'dmy @mu ptamisageousl y, It ’

ably: brom ne). atom @E'f Trmg the start- an |nert *
at m)sph:er;e such as g b \nl YA n(Sl;heconvertl ng. a hal ogenated V

derivatj ye to 5510 presence of a base such Ps t sxum of  wherein R, and R '
> are as. hercinbefore de-
the cork es pondi ng ni sadiuke hydfdxiley aat add sich Breal- - fined a,;ﬁHal resents a halogen (prefer-

Benzoyl phenyl acet i ¢ BRyrig agidr A ‘at’tPSF%l!fleoF is ffsqiedniny ablyr brongiok) Gurtm, (hg | mghoda known :
al kally ,]roret ary cy- - 23inert “““°spg°‘e’ suc fb?’ﬁfﬁe%ia‘f“f’s'caf %zsecownas méqllo ated denvauvep:; 55
1tr

he reaction is pre-

phere nding n
al kyl ati on of . anilsle” 30 BakopsHdfidsic Qe Adbivario@ s U E‘ﬁﬁ 1o o
a cyanoacet ic acid déxmnlail wa af ohdired (e retkylation dfhanzggg ,{c ea u%g?gaﬁaﬂjﬁﬁfh etamcét .
m xture. i acy pqqﬁqcaacml derivative of the general  the reflux temperature of the3mixture.

3 - Halomethylbenzophenones of formulaV g
Hal onet hyl benzophenoff’gg if formula V. 60 can be obiained from 3-methylbenzoplgpones

can be ‘obt-ained from 3-neth Ibenzoptq,eng,nes [err] £ th al §
t he gen,eial formula: @«Qm o e gener %ulav\,herel n the

vari ous: $ynbol s are -as here bef ofe def’r ned by reactron vmth / reactrve
ester of the fornmula Rlerr]-X.. vvhereln R[err] Fs as /e .
R[err] {are as her ei nbef or e ‘de- S i | ' .

repre}sents t-he acr d “fined, by rret hods knlbwn per se for haI ogen- 65 :
resi duei of ‘a reac®® gefore dgﬁed o) reacuon Pg 2% °§f"i’ng the si de chains of - VI-

ar onat i t derrvatrves atomoin the pre ' -

ester of the formula R —X, fwherei hereir ax@ sh o
an alkal ine It i'S pokhiei by AR & e & memodsﬁ’mwn e for hﬁiggﬁi 65

condensi g agent Suctsids efoali reagtiveoestep ofon Sxamplsr ®miatigy ABGidé Ghadid OF atofatid dedRatives.
organi ¢; ol vent % halogen atom, In ‘:‘e preseiicg ff o [#lE3IMBle It |is_pagiculatiyapdvanjegous oo employ
prepare ;such as et hm@ ey el 1 é‘%@im, B & GhdphX tE ine and to p Faq &l gipjc solvent
d as ethylene or de a e T

al kal i - et al “deri vatanmenyofantdnah BEIABGTAVOTof L 18 Hhttalll & éﬂ% 2

70 cya@zwamagetdeovaam of cfe,rmulaailfvef Glftra-fvlbfet’mélﬂ.

ul tra= \rr ol ot |i gh?o :;:fhtt;’e‘ ‘r‘:a‘:ﬁav% t:‘e a form f 0 fRa¢H 1y %%ﬁ) alids of

deri vati ye operatin, iﬁu&"h@ efhErfte Hﬁé %&feﬁf f6hn h%(efeﬁﬂe* '
The (3 &3 benzoyl phenbblllih@.h tuee tCthél Solvair. _ hydrogen @y mlmamd] agcording to a

sol vent: such as. et handhe gyanpdqesic éﬁrazhtl% thra Ff““h@mféftbﬁe (9f fhe %@t@d’alﬂ' (-]

boi | i ng 1 enper at up® m‘:yﬁ[fe‘:icﬁf: a,uv from fhe ?géﬂiﬂ tgg eny%fcett;:
accordi, ng to a ' cf‘ oac ebiefhodmdn ﬁwkevﬁi EonOeptingla nitrile -

for-~ further feature of “the:invention, by hydr ol zhe c@ﬁspondmg amd the m@hod and |
thgtWhenkz 80

nmula |11z can be obtained fr nzoyl- " ing ‘H}d‘
benzoy! phenyl acet 0- —Q— -cypheny| acefnogi ﬁﬁ‘ﬂl F‘y flrr‘;‘;l; .
t he gener al - n|tr|1 e der| vatTve of neral fornulgaup.V yc hydroly313 is' advantageously

fornula:; S rret hodsarmdmmb beatingethé gqetonitrile deriva-
convert i ﬂg ‘a nitri | e tive of formula IV in water or an organic 85
solvent, for example ethanol, in the presence

to the correspondin h%&inq{ aLch LJHEQ nﬂ&tqe deﬁned of a base, such as sodium or potassium hy- -
condi tions énpl oygy th&ﬁ)dﬂdﬁ aif 1ﬁg dfdkide, or an acid such as sulphuric acid. .

in faormula IV is a rm'llw)cgntagmngjpx bdnind h gggp atom.  Advantageously, it is effected in an inert

qu% out using atmosphere such as a nitrogen. atmosphere. 90
i S hydr OlI_KZEﬂ gonlt I ggggglyoéa%% tatwgoaxg Y The D- and L-isomers of the (3-benzoyl- .
group. € nhydroly Pa . phenyDalkanoic acids of general formula I,
carried out by heating the RCU-0001-0-LK, deriva- wherein R represents an alkyl group, and R, -

IV . tive of fornula IVin vvat er or an or ganr c. a@b5R. represent hydrogen atoms, and also
‘the corresponding racemic are 9

SR[Ole:—/:??t an]:jorR[ :?(?-] al’péesgg%j?()% con e sxgriré ]a$ent sglclh I%Itfmedbaccorg:ll @zomm::&fﬁnhe
or potassiumhy- 3. Ben_,oylphenyl mt y daratieeel 8f (B()M\lkn@ﬁmersﬂallfamfc acid of the: general
car bal koxylating drfoxuble]V em bn obteined Eort? -delosufophdesi ¢ aci d. _

nitrites: containing an-acti ve hydrogen atom Advantageously, i t is.

effected in an inert The reaction is preferably carried
out ;using atnosphere such as a nitrogen- atnosphere. . go S .
an al kyf carbonate of the. f or mul a . The D and L-isoners of the

(3 benzoyl
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3 The phenyl al kanoi ¢ aci ds of formula X can

be e—tretorr——of pULaooIUIIICLIIyI‘

[err] xaqt hate on a di azoni- um salt of an am ne of

the generdl flormul a: : Y [err]

45 \M]ereln R[err] IS as herelnbefore def i ned Wmch _ is3
opti onaf | y2 optical3ly active, by nethods 1,164,585 '

45

kno mRb S5 for—The oxi dation of a nethylene 5 maghaaylilﬁhnaca@dsMMulg P

Pr e% erapl y,. thl S V\,herel g err i s as her ei nbebosteimé by mtecﬁctmgwdemsm ehyl-
carried outbly neahs. of Yot/ gﬁ‘@‘f’ﬁg’”am nes of xanthate, g?eﬂPﬁPm‘f"bF%‘f gmgminegh
si um. ®ermanganate i-n al kal'i ne difum at be o] .' the met hod - .
descri bed by . 20[érr]C ' CH-coqe x del and

L. Fischer, Her 87 217 (1954). The (3 - benzyl phenyl YAk og,c aci ds of "
The (3w benz y % s an@iherﬁ;Ia@foqs :gmd ®Ech O formul a Vi can be obtgi ned
by desul phur & ge 10 rted into nmetal tion of "a .

het ekl i ¢ cony "Eﬁ. b b e omgz%gﬁréfé‘m ; tﬂﬁdwhdrammad fsSheitinbdforani Idéﬂnecgenous

bas%ge eél- f Of mJ| a’ oxidation is mmed out by means of potas-  Thoymimepbfi thegdnerpl S

knom;qaétb 8. Thus sut:hmmaganqtg ic gfkalipe ‘p?déﬁﬁ’araéd bt} H:g l%y th(ﬂfthod descnbe by@

[ eredis pre- * ; kal,L Jefa Of3

pot g‘)gtg‘ EYm or ’l i t m uﬁﬂe |3§mﬁb§,hé§:2?3k E@lgh&la- general t{)rmula I can be-converted inthagd,
rmﬁé“ or am ne, ntJﬂQ lnGerodychid compound of the gen- salts or addition salts with nitrogenous bases’

by application of methods known per se. -
{/ﬂ gﬂfﬁ;nkgl ?an apmrﬂ;iomtae sol vent such as Thuys, these salts can be prepared by the action

a b any ohol , “an et her, cﬁ etone or wat er of LRCslkali metal (for example, sodium,
salt" fornmed ifs pr eci pi tat Wary after potﬁﬁum or lithium) or alkaline earth metal .
wherein Rerrf

sol ution, an
acti ve, by
per se.. Pref

accorrpanyl ng-
term ."nethot

is separated M = . 15fq“§;1‘ﬂqiﬂf‘P e@gﬂ?ﬁg&fﬁéﬁﬁ
hods by filtrati on or decarwgt o@ﬁt ff,‘r’med is precipitated, if n

Fabl y- fiabedn ﬁtﬂs muﬁx&tdr@aeﬁned kwhiich t hbn‘éen&ﬁt&ﬁlo?r the adlation, anamdseparated
I's. ef f @ Cdpei nbvhsetmdesémﬁbramn Radgeaptationt ai ns t he

ds kno ePﬁf HT‘“ﬁ% _',ng’-'
meatfarendst hods here%%ﬁ néo‘l‘v gﬁﬁlﬁ ﬁm:l%l Cﬁ%scﬁﬁﬂ Eg%:é%&%% gtggsg;

of f’QL a®5in the ¢ LHde - of Eormdth | Eharthé&ﬁcan _
r €SOle opn -of: a -20 VIE aamvbe( a:tamebebyz lp.thaen | 3al k’&nomw @clhiazoﬂ @f%amlc acids

pr o@uselvenof - f o mul a tperic B‘yd cp oy fprmulyy &)‘TYnﬁﬁP“o?‘l o m%&:& é“s;‘:t“} o
usefty temr on of an o ghjae 5& :Fls ggiﬂsswe b S -

pr Op@fschésm ey ar é‘mibafcut ® X&Exﬁ IISBJ ' leth i %eﬁﬁﬁﬂwidnﬁlﬁstdrsl gmmvabmwed_
ticul arl ef? ul z@.Saﬁm or-LFl @n anti-inflammatory activity in d qpsr n -
out % ans of D - lh%lz ‘;S obaum %‘5‘9 twem%ﬁ%rnk

exhi E"eg o ion dhBusl ﬂﬁﬂrﬂ the?rhave

ant aydrdlyz+ amgrat ory ag h;agt tﬁenge qsmiaa vve upomxlﬁﬂﬁedlaombrandkinﬁhamvn .9n  the

L. Ber. 87,.217 19
dtrﬁenyl Rﬂiolémscx of 50 .

55

is ds herei _5 fined, whi clhasecaomomint ontaming. of filhéﬂd of

70

75

desinylegdtot 0 obt ai n. 5 and 50. ng/ kg. in.the gwgnle%% pigginadipsesi pptwepre 0015 and 1 -

co OW - of ﬂforrmla VI %w@s@@ bet ween! i o
r at hod) qg. ned by ®he cycl@ ka di phenyl - ﬁ%%d&l‘%? u@ﬂkaﬁbﬁg"{iﬁ&g__

admivhinsR.er gl § t hey have 75 sdl phi de of the)geneplqéd {tsommuloa in the form of pharma- .

exhid Bltotﬂd an antl br adyki nin acti vity in t hel¥gui reeigic cpiableqra ﬁﬁf‘ ﬁ%&?l th;;f :
0. Ola 1 [err] déﬁgéqu; ﬁ%ﬁ Sr:ﬁﬁ? tal, o
(3- Baaway! phenyl ) - Zbgehdlio ol S0 e 30&1 R Fafea MromoR i) bedy @6

£
as sugmiorss n. the fondh rllf;%ﬁms Xand nmﬂu cal Isyltsaccept able salts, |
sal tEeseet ch- ay e non- tOXI c to the ani mal ggam sﬂ'hel ?ﬂOWﬁéFﬁ“mP%hé‘Pﬁﬁaﬁ‘N’%‘FP'].

s iﬁﬁre' nbef Org %lﬁ fpé% acngﬁ-"i{ formpla At WPre sal ts,paugh @s al kal i
et gh, indfRans of F? | VARG 1Q%midRat i Ng at A" nakiad| of (FBbeaylpheniiRitddtmitrile
ampherem  gondi ami ne. 85 a terrper ature between 8Q§(bgp,]commdrataa[ﬂehqr i @cid (60 cc.)
sal t?nghe fof | owi'ng. Exanpl. es il a%sctgoF/at e the inv@ Wa“i'% 50 c\%&dﬂq X é%d

llﬂ

l-l

of f ta IX can tion. 35 Ppe' P ned by reac‘t‘fgjﬁ 8)stysh nges’a% h is
EXA o W t'h an acid of tl'ﬁe-nér al formul a: :epam?:?l by&l%?ﬁkl&fﬁfd@aﬁfed with water.

(3- bénzawlgmenyl )acetotnitrile 90 (30 g ) X:ono(mtmat’sdresué @4 acbfts PO

cc. )e bE wat er (60 c is he ted hi olved in d1ethyl ether (150 -
o 1o e R R Rk o s s
crystallises,i whighg Ion 0I5 bt delt evdidufifing Dbrcosl
(100 cc.). Thfere are obt ai ned 24 g of a pro- duct which is dissolved |n :

di et hyl et herE(lSO wherein Rlerr] i's as hereinbefore defined, in the cc.).:

The ethereal olution is extracted with N presence of an al kaI I ne
condensi ng. agent and sodi um hydroxi de (200 cc.) and-the allkaline
40 copper powder as cat aI yst oL - solution is treated with -

decokouri-si-agThareoat 88— mr—r- S S -

8.

95

T
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(1g.) and then aci d|f|ed vmth concentrat ed under reduced pressure (20 mm

Hg) to give .a...65.. e yruettort e et~ 25—ee-———An—ail—
separa’res.brown oi | (33 8 g.). : out, ' .
wi t hnet hyl ene chloride This oil .is dissolved in benzene (100 cc.)

(450 c;:.), ‘washed with water (100 cc.) and and chronat ographed through
sili ca (430 g.9. © 5 dried over anhydrous sodl um sul phate
The -iAfter elutidon.with et hyI acet at e, theri@;’gg col - o 2% 4
proda ct.. |s\_‘pncen rat sUTo UryEssS—under—rett-ed—a—fracti-on—of—21 litres -

whi cH {5 COR- .~ 704y ) ong e aczls‘ﬁed with crnzsam% cte wguced Pre@rer(20 g Hg) oo giee &

white §centrated (suQ B RO E E‘:@O‘[‘ é{!ﬂl Qil (33.3 ). _
crystal line r esr d(&@ (:cl)8 vrgsh)d wmlpvaxtl;ﬂflfbo gdrl chr {isﬁlve%ﬁgubﬂw (203% )

cryst a; line reg | rdus sodmm sulphate The After ehhioﬁ, ith &th&ﬁé‘c&}(ﬁ,t a;

from B nixture ressu 2 iy ‘Ffss @T r Iserech e cfragtinint of Zlehtte&,()@hxdcw)coﬁ-ndzo '
10 “dene’ (120 ce. c}ys@m AT m,é)b"ﬁﬁ 5"“"'} fRRSC O

94[eEr] C., 'is Obt‘dIIQhe:drecrystall:sed from a mixture of b 1s¥é li ﬁﬁ} %e Fitﬁ') C
acid;(s17. 3 g. )10 déatﬁ‘e’,bsﬂlnélphtml athRr tlr30m) aa prodid [ B5. 40§ % BEP- 94065 is obtained.

mp.. 11 4- 115[ err] ng:g1u4_nsooylphenylacenc acid (17.3 g), @eng:r;(s@msa@m romrn:l mbetre Qif e 75

et her. (200 CC.), - (3 - Benzoylphenyl 1 1 e qf|(¥0@ CC),-
enmpl oyed as thersertxng nfategig fn Y)acetommeuaés ean3 ﬁg‘% %{1‘9 bgm 2-@ -

( 3ptten cid (13.5
starti.ng ‘mat er¥al gﬁma "g(%oelsndno(lbog@mdxs- p eny? r),@myqpa { lpaga,[yg ,iéce%te _
g.), mip. 94[err]g:'1 d.‘:n( o cg),l solunsn 3| ttigopitetd ie 5. )80
is dis-  Ethyl reidad (e ml an@%‘i" '
sol ved in. di ox an fr(ranﬁbuspan)i theanﬁatad ® a!efcuaﬂs 0 phcﬁaﬂgﬁngg ‘Fil!il bf,nz‘m'
mat erifal i s pr p%‘llgsl 1 819 g)smdl mnaaythnmde ok, e)rmrdn( ﬁnﬂ

follows: - lene °h1°nd= ari x@ifr ) lssadldealndckhulﬂdﬁﬁrene '
The  $ddi um’ deri Qﬁ‘g’iﬁ?gﬂ“ ;“ ﬁryﬂ" g’ fl c‘s’: ;nat:; :eﬂ“x for 22. h°“rs, ‘and @gfyen 30 ltmur sss'
and tHen treat edundet fed Qfeﬁhk&lm-mmphgﬁ& 2 “‘jedm Siure (10 N
di ssolived in 25 a brown oil (119 20) ksalwmoml c@ﬂ:ﬁdeg@ -m S
an hydrﬁous et’hano ‘zgfﬂrfﬂpg (30 g aCldlﬁed' with 4N hydrochlonc 9%
chl ot iide (800 ccej ud b s g‘?ﬁ d Hdmmxrsuc@ntecs' o
heated 85 . collected- a fracuon of chdn@,rw &1 th 'a ,%Y,gﬁ %q o
under irefl ux Bfr ccpate dmesaandext hiélmed)m‘tﬁs&rﬂ- cBlGxddeLhBhﬁdt yuf:: L
conceatrated to % “H" EHbengoyigh Yibs%o-ur?elemmaachhmeﬂ pflsoesy.rem[uL %5
undef:reduced presbdor mbm "EE?“@ ” W“"W‘F@W@@’dﬂ@(ﬁéﬂfk-ﬁm -Up-

i n-iethyl ene. - follows: . 25" a br oW 0| ?/ﬂg’l?ﬁ b‘%"ﬂ Teduss -
chloyide (900 3%c )3 -Meiby1 6@8 g:)::s)dxmdd benzoylphenyl)cyanoace ){J"tﬁ -
chl or  de (300 CChel ﬂg’me andBaccl a’éﬂ?E‘EQn nhoxld,N hydrochI orre aci m{h@o

%i?%

c.'

cc.)it90 . . (79 g)methylen al ti OfEthurh€3r-hanzoyls
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. n n uc]
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1, by ‘et hods oo e CpltoldalT silica TTERTHE 50 ng. "

knovvn per se for the hydrol ysi S land decar b- Ivagne5| um

e e 1 . - Y I N 1 o, M
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"SFiEid ng & ‘cor responding: 3- 40 specifizal ih Qa1 SibbddiRly as herein
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g/agbt(ig&gg:ﬁ;z_%;r Shg |, I kanoi ¢ acr"ds of rr;JIhg - ( oyiphe eids of the.
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