855, 556 The following non-limtative exanples illus-

EXAMPLE 3. 65 trate the invention:-

By the Agthodmdascri- EXAMPLE
1. coI | ecti ng the crude oily product by extraction

In the preparatlon of" 4 - (dichloroacet -N- with chloroform washing the
chl orof orm sol u- - met hyl ami do) phenyl 2-furoate, 13.7 _grans of -
tion with hal:f-normal sul phuri cgGi OUS T chl ori de
are added sl owy to a-stirred ?o&@rﬂwig @Pammggmlmﬁ\et er, dry-
70 ~sgl ation of 23.4 grams of diNOIDRARINGS 4- ing the sol ution

wi t h anhydr ous” nMegnQRdekRs: PETER OXLEW NORMAN WILLIARE hBRRITbW e JAMES OrkA sERQf
dry sul phate, renmpJOlN t-ROSINDALBDf mousm;wm GERALD- WOOLFE, . ERICT | GHARLES

wat er cool i ng bei ng-used tB’Ik&@{mﬁﬁ@MQGEQR%GLERﬁﬁtWRQONgWIMAMésr due .
from 95% 10 : Qture: bel ow 25[err] C.- The ‘reaction m x-

there are obtai neg ONQW N as-ﬂ’ Cormblete S t#ire, |(s ;%sl r'regl(ar; ofr a$§m§5b
40 minutes and 't} S\ N {ag Compiete Specijication (undagryection 0 diluted

w th 400 ni . of ] S e
met hyl ani do) pher{yf if r OO‘PH'BWODP“GWV 988y dr osul phi the. 14S8pr 0- :
y- phenoxy- but yr At § Y. 1 mphicstiok BeetiJohe 4, 1956. duct nd. 78sm8e. ect ed by

filtrati nd r & da
Iitration and rd %omﬁ te%ecifi?ﬁiaﬁﬁgllshg. Ecr}g%t”] [err]qurr]

requires C, T g ere iIs t ained 57. H,
4.8%. hﬁ (0 | oroacet - Nl ”ﬁk? Lgm do 2phq(in yl é)' 4 - AL: AZ:C21Ch: Ch
(Di chl oroacet --lidex atwoceppaneni~cfd M, %r rﬂ"g%

crystalline solid whi ch has a § ﬁag ‘gg %(fSCZS) .
mel ti ng poi nt. olntérhatignal Clpsificalion: -(!Fﬁihr@'lc,@ (Found C, - 50. H, -

Cerr]Herr]d[exr]NJ err] - 5tOMPUHTEXPECIFICATION .

C[err]H[err]CI[err]NCIerr] requires 3 res G 507 H 35%
20 H, 3.35%. ﬁ’ewjicezt'amhcﬂﬂbenvitw D chl or oacet -

- net hyl ami do) phenyl We, Boors Puke DRIIGrC%'iP NEIMETED; rgherareny phengh o the eeets ¢ Present .
2- phenoxy- benzoate

¢ o ti mg; gx:vm::mn——and %7 pfelp :
- - whlchwepr:y t&ﬁ%f %mlﬁtfgdqdm ; ji %’\%e” » ,

requires C, - to us, aédthe(:ﬁltkbhlborxﬂmat is-toNbe - n‘Eheh mnds))’qoﬂe ntloﬁ]maér be

H 3. 959 b the ioll £n Srroyt Serdt bga:?;:lon do sters J;W;lhégols

C ( Found G 54. 6 his "in eht1o atgj‘;t Egnlégr%: %{g] d is by the interaction of an alkali 40
EXAVPLE 4. o a&ﬁgﬂiﬂé £d 0 metal salt of theyparent ph &fhﬁ)roacet-
preparation of 410 uamtalnouhoﬁcaeﬁend\df disease. . d-hy &M-Iniedwhaln@twhachl‘i’s available

net hyl am do) phenyl n"é*!e it @mﬂoumémngnaff 2y name
phenoxy - acetat® m° “'%’?"Iﬁg@err] '. (Found ira fﬂ?ﬂ!?%ﬂfﬁl’c‘g& 45

r
hydr ochl ori de are added to , h R* represents aryl (except unsubsti- .

Clerr]Herr]d [err] Nd. err reqU| r/e a st i rredutecbbmnyl)omﬂ, & Hkegyl patioxy filkyl,
di chl or oacet - 30 55 P4 1% ~o. co R! a cycloaliphatic group, aryloxyalkyl, gryloxy-
4 .

hydroxy - N - nethyl anilide iny alkenyl’ loxya ﬁgﬁfe ct R 50

- met hyl am dd) phenyl dry. pyr| d| ne. After bﬁ# ng ﬁb&ﬁ&g@x hich R? is as he,e,n_
2-thenoate mp. 134- 135[err] C (Found C, nutbebmtde@ledeabxllonhmmuma i s

quenched with 95 exc%thmsuguﬁ')]Eeﬁ] % F eg:m@rqﬁmcéi’ g’s*‘tmn is cl:g
requires C, ' ce: W@t thﬁﬂgaﬁﬁlﬁ, Qém U alk§zyAlRyQ hp agehl of the arent ph « nt de” 55
3.29%. cyclogliphatic- group, aryloxykik@mptylexyt. withhay &id ﬁal 06 thebgendrd) e

a 35 (Dic W’o ?learlsl’lN a am° ) dﬁ@ﬁ in wmclys‘t aall (K] ancens Hetinbgfort
- _(dichlor Oacet %OR“ete:v(l,lze ‘ ﬁxxl;;ernar ive metEod oeh Preparation
thfi§ b tH??

121-122[err] " C. Qm b:ﬁ&lﬁlkﬂ,abﬁ a dtton of the parent phenol 60
(Found: C, 60.4; H, h r6’cy édﬁlen‘ﬁs]ﬁémm}m €7Bofamidedi with & ackd dnhydridk &F fifle

C. (Found: C, 53.4; %%Nmyhml )-phenylrr sgrabformila (R°GQ)0 in which R® repre-

3.5, N, 8.6. :Cerr} ‘g;’méa H{‘é%e?‘%;e 0::; ﬁy@ gggce t o;?;lg:l;muted pl;elzgtll)é
ino, dtkyL, 3 p, arylox loxy- 65

4 - (Dichloroacety- o
chl or Q - phenoxyacetibxs, syl rmarﬁbﬁesﬁlﬁ wgrojps in the n aeyl&lhﬂeoaythdm &lklysor _
prepared 4- f@cal( Fé‘a'hﬂlan C-R’?f@ B? f?ers@tei % er rr] NJ err]

rq Tape

(dichl oroacet - N - tion
linate mp. 130- laali;%ﬁnl& %%mﬁ%ﬁ o s, mth m‘é’%%“ the. ;’""ai 0
(Di chl oroacet - N - asfmdal,u:l&m do) phenyl 3. 7. formula R°*COOH in whlch R® represents aryl
Cerr]Herr]d [err}Nléliitll ydroxg ey rnrtéziaﬂedees foxcopt - unsubstituted/  phenyhat haralkyl,
phenoxyacetate mp. 'L 1. ir] C 3.59% . - " (Found: Cerr]56.6; H,

4. 4. C[err]H[err]CI[err] NJ err] EXAMPLE 5. '
requires C, 56.55; H, 4.459%. - - 'I'n the preparation of 4 -

(di chl oroacet - N 4 - (Dichloroacet - N - nethylam do)phenyl

met hyl am do) phenyl isonicotinate 6.4 m. of 110 (2 - nethyl -
phenoxy)propronate m p. benz,ene suI phonyl chI oride are added to a soI u-
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requires C, 41.3; H 2.5%. hydroxy - N - nethylanilide in 20
m. of dry 55 EXAVPLE 2. pyridine
is added slow.y_to the stirred solution S ieanich ed
in Exanple 1 and stirring at 90[err] C. is continued for 30 - ! but
crystallising five times fromal cohol, and ninutes. The solution. s«

cooI ed, poured into 120 once from benzene followed by -di ssol Vi ng
00 m. of ice water and ‘t\ﬁp%e grude. product is - acet one; and
dro i nG in ice-cold N NaCH j' er-ed—of-f—and Qr_ycf a--sed—tani Cﬁ from 9504

60  antkedl, fakofhlkyl) ¥ sichhliphaiatarap, farmm-%%Yamm;slthesmmhoN Tﬁ&r,e- is thus
obt alary@dya&yl, ovﬂkﬂeylomyloxyaryl 3t HEHR' Y 1;%;?2 wngasub&- 151,‘1 Hcet - N- net hyl -
acet hetemeych ‘%g E ?ns Jafuff ﬁ)@v ed or methylétdd 919 cod%"enw 4 -
msréﬁfﬂﬁ* BalnbefdRt Refindd i fheh %&uﬁsﬂi&hdgeﬂ@alﬁﬁmﬂilmﬁrcbﬁﬁar&QG 5[err] C. 125

133- bredoacelof a édﬁﬂdﬁsmg agént sdéﬂasﬁncyﬂb- Sy@onvirEing preiningheng3o @ ScHiff's Bhse3 . 3

- err]H[err]

issure and 11. 85 grans - of I WR’wafomylgmup,mwtﬂ % EXAWPLE
NErig/ | e 2‘ %rl dr ne.
I R eparak Iwﬁe&ﬁoﬁy@%&ﬁa&’ G m @ﬁ 50 biichar s Added a

Cler rh]leﬂca'qu}@dﬁ,erdi}nzw er‘?f] of the generafoapyla: Ff o 1 | [err] N[ err] o[ err]
r'equitdt 8"0@h°f1$8‘°’€éth f)d?‘ uires C, 53.1; H 3.5%-.

od’ for th
| moa ,§1 dr@%{g W tirred suspensr on of 12.9
gr anMpri} the fep of pm.&msyhe wmino gowp 1 PN=cHRE
pr opiot priamineghext] td gives0 campoundfof ghey et her - and\Fhe SR 4 -2
( Di clgfnsiabiepla:— N - et hyl am do) phenyl.. m xture is mai nt ai ned at about

20[err] C. for 2-f urby| anypidehyde] of- k1. C {Found
16 hours under N Lk? condi t i Jﬁﬁ%@o CndS‘hen4m“f}%'3?g:
n’o efr] requi re@ oumﬁcbk\ﬂgngmérﬁ febimalal 11 @0 off at 20[ err]
ed © - wiioh.thE; grddp ~3NZ%) represents the group s

{ under reduc

sol utdicRtBrogbtylldroup or (n)em ap €N phattal| The r@hmmmay o bantiedroat with gr ans,, of
d| chI anherein R? ge E!yz‘%f e methY}lnwdldel@ mfeSFn‘ﬁF rmta@iumdl chI or oacet - 4
K%’é nﬁedhﬁ 2l Folowid By ﬁ%ﬁﬁl rﬁi&‘hﬁ’
hy e skt | df iVe £ cdadund nt ;&M smjr owned i n wat er

and tohthegdmﬁhfmtnula —10 grans of - 'vﬁhemoxtye sgbu;i HN ¥hlmpreseies in i 5
collected with ether and crystal | thes SEPY ‘k/ wherein . R°5mprgy  of dry

pyridine and the reis . cri 851 ﬁmﬁ"mmygﬁ%w obt ai ned

mai nt ai ned &ic @b Nfr‘fr] C. forr d By treatBentl with s> ¢ Ne sol id 4 -

" (dichl oroacet - N The reactlmhyhmrgageﬂ |s poured into 500 m .

met hyl ani do) phenyl [err] .. pirenox gr @sried out by treat- of ice water
~and the crude product is flltereoe( ‘2: C{g 61-62[ err]
C. wherein R* and the oup Flr%jaw ‘Esh hﬁy Ed G Bl and (Found C,

5 5hefe11 e P2 r ng' methylated . product \{@vieg and i s

crys i i “°“5§“c§’n:§ie };r’%a hy% Igr ;‘;’%ﬂac- 56.55; H. 4.45%. °

| St liHgSthe bethy; p@8ucg to:ryytkltaalcdm~ne soI | d 4-- EXAMPLE 11. 20
(di clpbund daxinst the g%’-fal fﬁ@t“??y‘l'am do) phenyl \pr epar at i on of 4%-
(dichloracet- N . pﬁenox @gﬁte whi ch has a
- nel ting. point | am_do) phenyl [err] - phenoxypr opi onate,. s of
85086[errf]1c@°(?bq575 H, e dl§REPYS Chhori de
dissolved in 10 Me. 3. 6. R1&egsr%‘b§{,ee§?£é°?1 ' requrres G,

57.6; H, 4.8; m. of dry -bewenedxmfeenmilalecldd:r L N,

3. 5% - rrgfmlr dregip . ..rEd suspensi on of
MPLE & 76, %%?fﬁ‘jiggi: T sgdium [err]-
& hereinbefore ned an OfY,
90 a h;rgrogetisazgm :: a dit rgﬁﬁy 5915 dggo%ﬁd; ? Gflerhdiiv SpAk

PhenQiAP O[O Ba3d Grhesd e“Entamlde” sulphme wx&ryrst al 1ising the
‘cr udeliplooehayktitaniTy ! nie Preaﬂﬁd' t ;i ‘@ﬁﬁ@&’lﬁbr a further 90
rri 38t (Hop iscrhove iagrap i h‘g mlliﬁnoxm a §ud . gotireed

sol utgy mﬂ rﬁJﬁ:— Y represents the - E(ﬂﬁpblhﬂe SO| id 4 -

di chlggjupackfiz wh&ﬂiflzd{a ﬁanyu hmetﬂorﬁedetmem mwmaddled uens 730

N mtm QW@W lau}m? group m tecrﬂlxque is fagels o2 éﬁl ovqngg 4 c?‘ms of %

di #n ﬁ%@( resenis by Jones Anﬁa]s'%?s% ».“ ine Ghd 155{ 53[ err] C
(FOu 2},% &B&Jd: repdted Q’ itology, 1946/ myuaodlun @hicl dewl

57 4b o& @ I y@hddants pieiOfnequlajed wuhhe reactron
nrxtuéﬂﬂmxgaﬁgomnu Rﬂm%faﬁﬂﬂrdw Ommy¥mfsﬂ4ihﬁmbm4$KEFW® o

about “16 hours and is then poured into 200 nl. . : '
EXAVPLE 8. of water. The aqueous p¥ _ mashed wth

35 By the nethod described in Exanple 6 but ethei {_he ‘et her eal
extract is added to the 100 . extracting t unny'product with
ether,l sol vent phase The conblned organlc phase : mashlng the
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40 lisation of the gumry product from nethanol and the solvent is
distilled off. The residue 105 there S obtalned as a
crystalline splld/ ; o Fettre

di chl oroacet - N o7 AE
crystalline solif# 4-“*phenoxypropi onate which has a nelting point

(di chl or oacét - t hyl am do) phenyl [err]- of 61-62[err]

C. (Found: C, 56: , 4. 45 N, phenoxypropysg)glgeste whi ch has a rreltlng ps nt
3.7. C[err]H[err,U[crr e+ —Fegittt+res—C—56-55—H of —60- Oaietﬂer

4.
C. A mxed meli.nge !pocglauqnhﬁ @ﬂ.y_g@esof the drug 100 mgpfto gg . of active materi

d dosage urhts dministered preferably in
material t Oge.t her to eac ﬂ&f’ % %ﬁifed doses throughout the day e.g. 3 or 4
EXAMPLE 9.~ « fiec ﬁlna deleS Byss
t he nmet hod desc¥i b&dm‘l Bf Eaxi0 g licesBmined both micro-  The compwtﬁh@ddﬁd:@lglﬁ) the present

tion
fhere i s obtiai neel S?B“?eﬁon i ead!crECQP’eﬂ:lsb’g:gss d%‘leerl%"en I‘H?‘ctm‘é "Qﬁgﬁgg 5 prefemd
(di chl or oacet arb1 cal rage dea' i‘lhl
met hyl anmi do)’ pheny|uon AM

tiqn is per os.
eacahy m t:o ositic .ubp @eCinvedfon which 50

- phenoxy - .n -10bgioyp.ataec Emu ﬁdregﬁdedEa? s&mnngllarez Wenfor ofal dkie gyay|be Hie xhe | form
carbqdiimde is promising amoebiddals ativity W theqféﬁg F“]&l? [rer Fﬁ]ﬂéﬁen‘ d;;ffes’

of 1¢ rin t ds,
requires C addemgi %semmg ensmns The dlluents may
H 4.8, N 3.5%. effective dru the rats are completel ﬂoyed the Préphi@iidh oBthe EbmpdsZ. (55
grans of ¢ 15 of amoebae d the BiADI aria)aezeﬁought N twnsrmftthyluucnndo e yby non-toxic
di chl oroacet - 4 emngw,sts.showg@ e pre- substancenpsmpau E ‘%n d;?%:}r:l ppunds of

110

val er ate. (Found “ % ﬁi%f the r% S, 1venEsitj
120 @ﬂe&s @% 6 ot kel CORa FaRe £ dSl&tEco

the m xture is 28l exgmennthmxds’f aﬁmhteyv«mml parigdn  venient method of @mlrﬁiyenng the active

20[err] C. To 't Shﬁw%i ifr & hesapy e o5 f as °°""‘P°“nds‘l’l A the ik gicform of
m %‘5& %E% eg %{Hd &ﬁtﬁﬁds ch a i‘%lt Cﬁi nsg@ H:ggz

- methylamd
phenoxy - n. exanoeﬁnﬁ:an b Gmh telheO Ndilluéit ﬁdrhﬁlgrreefﬂloyaadn tHa @nafnifdchirat 65
i s washed with 25 acute andl-éhroﬁlc 2&m ’ﬁ{l@f ﬂ'l]lec'I[odVIﬂ}eCl eabkpm@ﬁ erprh}verfwdnthaesme:sugar

very satisfacto
99.4; H, agueous = @a%% E[Jngn " which “is conve{:iteil"‘tg'3 onleyof 5 gralnrs;5 or % )

2N SOd' um hydr oxi @1 ha ow grains total weight. There may .also
EXAMPLE 10. - dlscovered that the e df&ﬁi % dan gﬂaﬁmwus the Gagositien U 1@ 70

In the prepar ataoorgroaﬁ of} compfuhilc bl the preatt inventfign  agend amsl/wepreiert te dsetgom Aeacia Small

whi ch is diSsol VEQ"% ch has beenselected for cligig m?qlss%ﬁxpdcgu@% L%:P han;ag&t;efg:;;gcgg if

phenoxypr opi onat e m& fe’ Lc xﬂéeUiHQ?sS rPf'here may als
9.3 grans of thi onyt ael afsla e Gorth 1ﬁd£d8rﬂ[1e&€sx}'edpcol®ﬂﬁg‘ aﬂdeﬂalcmnng £

et her. The sol u85i coﬁmesilsi@@whlch mi}y bﬁmclletg}y Cured ag!@olded é&sm er é&iﬁ‘b
three hours, filtdyake adapistration of *En iquid _ co s

an oi | whi ch s diz %;3 mg/k %frrﬂﬁ o OQF%" 3%0&1 e e'ns1 Qs@rﬂﬁns—
vacuo. There is thagk re’:[éi'ab‘sl?gﬂz odg/kg/ne"h yﬂ{eaau: 01 ym psydcaﬂonnwﬂteso

a solution of 40 day, and thig|j dofg wobvcalpphedl‘m-therre@m %Igfgge potgy gadr ghe like
pyrazi noyl chl ori demy <, dzsagermylm%m%?c@%lﬁ@mo‘”m welf FrBeBE £ ur oat e
whi ch has a bhoiling point. of nl.) is'slowy added to a stirred solution of

70 . 175 C. ‘under a pressure of 0.01 mm Hg. dichloroacet -4 -
hydr oxy - N - met hyl ani | i de (Found: C, 50.8; H 4.5.
C[err]H[err]CI[err]hKIerr] (11.1 grans) |n pyridine (35 m.). Stirring
requires C, 50.6; H 4.5%. I's continued for half an
hour and the: reaction : EXAMPLE 13.

m xture is poured into water (400 ml.). The .10 In the preparation
of 4 - (dichloroacet - N gumwhich settles out is collected with chloro-
75 met hyl am do) phenyl .3-furoate 6.75 grans of formand the

chl orof orm solution i s washed di cycl ohexyl carbodiim de is added -
to a warm successively wth dilute sulphuric acid, m xture
of 3.6 granms of 3-furoic acid, 7.7 aqueous sodlun1b|carbonate and water.
The : grams of dlchloroacet - 4 - hydroxy - N- solution is dried
over anhydrous magnesi um 15 nethylanilide and 75 m ‘of nethyl ene
chloride sulphate and is evaporated to give a gum and the
mxture is allowed to stand over- which is dissolved in nethanol. The

nmet hanol - night at 20[err] C. To the mxture is added 2. nl.
solution is evaporated to give a solid which is - of glacial acetic
acid and after standing for 5 recrystallised from alcohol. There is thus

hours it is filtered, the filtrate is washed with obtained as a
crystalline solid 4-(dichloroacet- 20 ice cold 2N sodi um hydroxi de
solution, then N-nethylan do)phenyl pyrazi noat e np. 85

water, and i's dried wi th-anhydrous nmagesium 115- 117[err] C. (Found C,
49.0; H, 3. 5 N su[phate The sol vent is evaporat ed of f and
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25 line solid 4 -

4 (dlchloroacet N 90

515 K36

(Found. C,

(di chl or oacet

N -
pheny

met hyl am do)- I n the preparation of
I 3- furoate whi ch has a mel ting point
L07 C.

a squtlon of p- phenylenedloxydlacetyl chl oride
C[err]H[err]CI[err]hKIerr] requires C, 51.2; ‘H 3.35%.. (11.46 grans) in
acetone is added to a stirred In a simlar manner-are
- prepar#d the solutlon of dlchlomgﬁset - 4 - hydroxy - Né' - 30
fol | owrng esters— - et lly1 anr e 1’20 grams) in

pyridine (50 nt.).

. 95
nethylanldo)phenyl

4: 5 - dibrono - 2-fwomen1

is poured ijnto water - (F
C[err]H[er Br[err]CI[g r] errg
With _requireg|C J84. 65iH,
The : chlo 118 0 _A.' I
met hy !l ami-dy)y/phend vvaé edgy uecess? I
5 - nmethyl:- 2.-+ ,

sul phuric aci @ ar
~err]lHerk a7 ed]
requires CJ 5% 68 H
and evapor @ ed
dryness. Ehegﬁol
vaierate ( ou%d
C, 58:5; H"r 57

4 - (drchlgro

4 -

- (Di chl or oacet
~chloride (10 m.) under

pyridine and 2.4 grans of
70 dlchloroac?t

l__,_J.l o o —

-4 -

am do) - pHen

- N:- nmethy aggd

- bis ~j( rrez

r equi re% C 5% 1',‘_1‘,

C, 58.3; 2 -

5.0 (- H err

of 4 - | hi 8ro§

et hyl ani dﬁ) pBenyl

EXAMPLE 14% & ,

By the met hod ¥descr | kanpl e 1's
t hi onyl cl*qﬁorkde (5 :\ ‘that “thel
acetone m!), ta furthe; 1 of thion
addi tion.tg t{fe solutio di &hl or g
cont'i nued orﬂa : hgpr ox§2 -
further 8 The sol p 8 di s
as a crystglllne solid 4-X@} Hryneks
di ssolved 8 & chl or ogcpt——N> =
and added ? a stirred sol on of &
(Found: C, .58.3; dichloroacpt 4 -é
H,&a_qaﬂwaﬂjwﬂﬁﬂﬁw] @
pyridine (20 m.). The pro-

duct is isolated and purlfﬂed as desmr
EXAMPLE 15. Exanplwe
By the nethod descri bed |n2Exaane I@
~5-nitro- 60 but crygthllisingzfl
mp. 116-117[err] C. (Foung;|C, 125 &
solid-4 - (dichloroacet- @&5,1; H 259}
requires C, 45.0; N - netRy
H 2.7%. ' oxyIate mp. 198-
EXAMPLE 19. _ H 3.0. (errgH
2 49.0; H In the preparation of 4%+
" nmet hyl am.do) phenyl 5 - methoxycounaril at e,
855, 556 5 -

met hoxycoumarilic acid (2 grans)
N - net hyl am do) phenyl
pht hal at e,
relux for one hour and then distilled to dry-
Clerr]Herr]d [err]N[err](err]
‘acid chloride is dissolved in

m

4 -

—— g

:Illsed frd
and theru i

requires C,
52.2; H, 3.3%.
(D chl or oacet
hydr oxy -

(D chloroacet ‘N =

After stlrrrng for tun hours at. roonrtennéraf/

ergd - ture. the reactlon ntxture
3wl H 1:8. ¢ :

”f mhlch separates is- extracted
- ,Q"-chloroform
“QD.chIoroaceLr s

= N _ _ N~ -
~Wi'th “water, aqugpus: 100«
“C sodlunrhydroxm e, dilute

. H. 3.8.
'{ carbonate solutﬁ
anhydrous

fn, dri-ed over
nesi um sul phat e

hyl 4 i do) phenyl  to
(fuf--2-"yt) - n -
d as a 105
: .*‘§¥ystatﬁine solid
et f .dme.(Exchtoroacet
_ _;§§1{4;'HQ 3.7. a
- ) [egr] Nberr] g err]
£ a ,%grr];c,;(Found:
- Jq;the priepar ati on
At .-813 3
c aci d".(3 95’ gram;) is
AV e . - for 24 -hours with
) "-de is dISSO|y6d3In
/1 @hloride is 115 ' before
cefy]  added and the refluxing is
- A thylanlllde in. pyridine
| : there ‘i's dbt ai ned
the crude acid’ chlorlde is
hyl am do) i'n- i acetone
55 aldate mp. '143- 145[err] C
ydroxy - N - yl ani | i de" 120
qulres C, 58. 63% , (4.7 granp) in
60/() E_Z--.'{‘- . Lk
bed in &L s
1 and there isYfhus obtained 4-(di-
chl or oacet. nethylanldo)phenyl
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-NHR[ err] wher epmﬁ[xsemo}:mats a fornyl, acetyl—er—I1-and Rl er r].r epr esent s.a’

T




di chl oroacetyl group or (b) the group phenyl radical having a

substi tuent which -N=CHR[ err] wherein R err] represents a phenyl cannot
be esterified or nmethylated i's prepared radlmal

havi ng a substituent by converting p-am nophenol to a Schiff's 55 15 . vvhr ch
cannot be esterified or nethylated base of the general formula:- -'?-"-

foll owed by the step of esterlflcatlon to give ~a conpound of thé™

gener al {orrrula- [err] [err]
rear} on. wi:th an aldehyde of. P#@ssﬁpnpr al

y .
Zor nul a gRksTLj«phidawherein Rlerr] is ﬂ%es&hﬁﬂhg dxchloromaere-l KydB{qerNZh r\fsfés

in

efi ned |ﬁl @I-aﬁmqhbrtmrd Phemetigdnidad methdhl:ﬂrﬂh@n saltthm@dubamgtetlhe greup 60
fi I I’B 0 the step of
B-atphﬁlgl‘* - 1c acet gle m%ﬁyd <flo ﬁ&sp% ssRL %amlé:g Clann 6 é{bhh
.R[rmhro}oactes w dmah}xmmc eNthethgBfIligR, wme ﬁ@&ﬂ \miu;e of WRer ei nx a
: ound)hmm-nghttﬁxltﬁ@n@tetmzav ral Oﬁdrmc}élfmgmlaﬁé‘Cﬁéi iy WiicheB* pptsduct ~t 0
/i 1Cnioroace:! su
yi el d ‘ﬂ-qﬂl ot aNcoRgBUHEIYaviE lfﬂ&ﬂ%‘?ﬁﬁmgﬂ W@%{oﬁ;ham 3
Toup, aryloxyalkyl,
whi ch t rpne,grsaume N=Y “represents fhea heterocychc group, heterocychcalkyl hetero- .. :
group - NHF{ ér-r(]Dmhh@p@t NN wethjlaniido)q 4y Ylgtrrotllp group —RAeLOXRferr] s as
Sl Sleg bipece
groupss 1yl ﬂ-phe'ﬁyl Blﬁg:.en at ﬁ
defined i 4. @ roact rmlthgnh presenc&ﬂid&ni ﬂrbmamgtabﬁt case wher.e- E{[ err]
5 p’agf@ms Clﬂlmed iqulalm 72 which "
di chl ora ??ef‘l)[lw LEr - methylam °)' T g
A . prz@cé’sg‘o 4% @il Iﬂr COhéthyimi m:‘gm 3 g0 Claim
dapt unsubsﬂ&h&ll’ gHenyl); r eat frent i s
carried of 4w @Jltr:hlmm +N methylamldo
i odi de i ﬁh F@ MM Paf@c'ﬁyl aryl°’l‘l5’:1k°“yl’ aryl"lxy'
§,1ua,§ cl-al rred ln Y cy cgm"p’ eterocyclicalkyl or 90. "

com ting 2yE 70 | n<daim
WNEY, &
enyl),
[err]io 45 4. (Dxchlo§>§ce125N methylamiddg) arylosyakenylaryloxyaryl, 75 .
def i ned RE Sh At L anr Rl epLl, uﬁdog
Yihlogdd ®&Lrdo 1S as
is hydrm}}ml H@Uhﬁhﬂfﬂm vm th a. com ik
) 1
_ p an md anh Q*H‘i:q‘m%{r .38 8L

84 \ifh&iy e dap Iﬂmm&rrpound of the _

aralkyl aralkenyl alkoxyalkyl, a cycloaliphatic s
86. Ag5

R

” -.I':._'.-.

wher ei n t53eat n(ixhlofoscer ANt i methiyantidopi t h7ﬂ|ArpzbJse§sIas claimed in Claim 72 whigter r]

h - acting a com; ound of the general o
sul phat @ eny}f g)%@f%sg{ncgﬂhg dopotgﬁm g p g :
car bonat yibenzoate, . 87. A

epr esents the

1
as cl aor?é%yum(é o N - mbiiylaticsh t he group N:Y
a conpolphehyb3: 4tdime adte. f or nul a; - erein Z-i s a

x'a-

Ar 0CESS
“wher ei n

fornyl r55ad E Bace Tb’upmSFPﬂda“%l‘FPé' group ﬁfle” ! deti-ned indam
1lis pr ﬁ{[lplgh etylating p- .e-.. Terr] o am- nophenol
and t4¥erphidy iyeazga{ge gr ou%lm@os Rerr] CO. . - 82. A pr ocess: as

cl ai ned |58 @I-aQDmhlo&@neﬂON Avnethgdnridey-

mg%?um poeqt y
¢ ent ofe?n %’I}ne mgilﬂwmﬂru 5a
ahd the eral formula R*COX in .. -

whereinP rep; ..
group - %E ] f’@é R ﬁﬁq"é?‘?“} i ﬁh@m 71 (except msubstimured - °
in- CI ﬁl % " et L QDI RSByMnSido} | mmjl Caﬂalkenyl alkoxyalkyl a 0Or ¢
) ylmapdzliecal is net hyI El jphag group, aryloxyalkyl, afyloy | 100 :

r eat LA Ep a'%eUT E\Ia'b{nghml Céﬁ Waty 5 & heterocydlc °uP= : 88.

clicalkenyl. - or--the-

e ) ef L NQ ﬁ&ﬂ%}&@d I group-—R’——COX which. R® is alkylene, -~ .7
12, 546 henyBaetNiﬁd’c&&tﬂ t he “di. chl or Oacetlseatycloskylese, GaplanedimtydialkyD 4r A onpound
as - cl ai rre@B idn- @higploghcet 38 - metb!kmﬂw t% IFFEn%e‘“’WCIChC Easlicel and- E‘yﬁn‘hh‘%

ai s Phesi o ﬁhz'.ffé,‘ﬁ’ WrERar ed; ,erm&,%w ocesslad Slad ﬁﬁﬂﬁ

i ndi ng g P&hoxyaceta@é el ai red 1 @gprr&%aé
rocesss ass. al -a(Didlbroaddt ClNa-l mth;ﬂﬁmdcan dhyilapiide whtem il Qf Al diay
mula R*COOH in which R®’ represcn__'s"" r'y‘-

(D

phenyl phenylglyoxylate.

~ (Dichlorodcet ~ N - methylazmdo)—
phenyl cyclopropanecarboxylate
. ;. 67.4 - (Dichloroacet - N - methylamulo)-
55. phenyl 3-bromobenzoate.
. 68,4 < (Dichloroacet - N\ methylalmdo)~
phenyl cyclopenmnecarboxylate '
69. 4 - {(Dichloroacet - N - methylam1do)-
.- phenyl cyclubutanecarboxylate T
60"  70. 4 - (Dichloroacet - N - methylamldo)-
phenyl 4—ammobenzoate -
(D1chloroacet - N methylamdo)—
phenyl B—benzoylpropmnate. -
72. A'process for the. preparation of a com-
65 pound as claimed in Claim 1 which com-

(except unsubsututed phenyl), arajkyl; "ara
kenyl, alkoxyalkyl, a cycloaliphatic_ group,
aryloxyalkyl, aryloxyalkmyl arylogyaryl,
heterocyclic group, heterocyclicalkyl, heter
cyclicalkényl or the - group = R*COOH -
which R? is alkylene, arylene,’ arylenedlo
alkyl, or a divalent heterocychc radical in the
presence of a condensing agent. - ¢
77. A process as claimed “in Claim 76
which the condensmg agent is: dwyclohexy
carbodiirnide,
78. A process as ‘claimed. in - -Claim 7

i mrrmjrrrrr "

acid.



5 wherein the chloral cyanohydrin is prepared 95. A process for the
preparation of 4-(di- in situ.

chl or oacet —— : g g
clainmed in any of clainms substantially as herein described with reference
84 to 86 wherein the thus produced nmethylated to Exanples 1, 20, 41 or 42.

product having the general formula: - 96. 4 - (Dichloroacet - N -
met hyl am do) - : o : phenyl
2-furoate wheneyer prepared by a pro- 855,556 cess as clainBd

in any one of Xfains ;ZAt&ooeséis Mdimed in Claim 76 inl 68T hnich the group —N=Y represents
93 or 95 or an obvVi gHh Ci€ Ndofidhsing betallis Mimethyl- —NHCOCHCL, and thet poued¥. is as
97. A therapéutic cogmsdd; ion corrprl si ng defined in Claim 1 is prepared by dldﬂgro- 45
a conpound as cl ag 0 A pﬁﬁ%ﬁa{ %ﬁ(’: ﬁc‘fglgcflg |fﬁ%f’ %ag“af’ 1 pngl thgp ingpduc- 4
acetyl group and - DS aPi At | Oy, W lphbedds AD QTR B0 Claim 80
Rlerr] is as-.defi ne minaph omorgivaacom bﬁdry@&dﬁwmin@e&ﬂﬂomlofghemadmmhe—
Z. 98. A

O

diluent or carrier. formulaxt| ute m neral acid to renove the -grou

t herapeutic conposition as clai rred 91. A process,for _the Yepgration

of a com |hcla|m97|nv\,h|c tlvecorrpound15R CBoR é\F‘irredin
claim 1 whiéh com -is 4 - ‘{ Nﬁgcet N.- met hyl am do) ph :. . prises
reacting 4 - (dichloroacet - N=Tethyl- 2- furqat@mand_jq&mrﬁﬁes@gts | fRe Qgtoup 50
anmount bet ween mrgg)_p_ﬁenylmﬁggngﬂ £y Epid &an_nam{mmemmae@d d inaCigim
1000 ngy. per dosage-umk’* wherein (RE i€ & aorndyDr laorR[leF mqreFﬂntSvmlpbqﬂyl @F%“
repre- 99." A t hedi etmcctzl czmlpo@rtl(h)nt@s 8§¢'ﬁ| rfgﬁy radic Eﬁrm y %ﬂfd’
unsubstituted phenygl )= lm c m‘rfli o,a?s nie Schif’s 55
aral kyl, aral kenyjl, d% egy,gﬁ " estedifiédy ©OF Oddth tlb@se ocaiergmeralfmnqjarl—ses icing .
sugar. group, - alfgnbﬂaayliyl thy | st;cpaf eﬁﬁc}ﬁdnkﬁrgﬂe aryl oxy- 100. A

t her apeuti c conposi gicompound of thé memeral fggoula:— ary| | a het [ Of iC grogp',
het er ocycli cal kyl, in -any one of Clainms 97 to 99 and c N=CHR
heterocycllcalkenyl or th i ing al so starch. in

which Rierr] ‘i s al kyl ene, VF e b’l‘ nedi 0XY by reactlddlwittfad BIREGREH th€ general
conposi tion as clainmed 25 di al kyT a dival erfbrmlﬁnt B Cbleinr Reliigads abiave

in any one of d ai Miwhdin (RO isl B0deind wmm:lillsand the d?@g_p?@s e ingypduging ath¢ dgroup 60
bi ndi ng agent..  goi B umi—%=¥tseaab0ze dafiried, followede éalmed n Wn H

rcess a.
process for the pre%ﬁ%&y oft: di‘ltorgae xcept lgte ely v;h%,eﬁla Y : pour@O MGG EHieOBendl
cl ai med pound aguﬁ@s;ngqge ﬁmu dnmmlas-es |n any one of
Cains 97 to 101 and copaid deiillthe gmeﬁdll nﬁﬂi |-ng t he correspondi ng nitro

compound al so gum acacia. 30 to reduction. 93. |A prog for the 65
preparation of a com For Appl j cant s: - p%Gt?cP aiNTd i n
i e’ ' & EVERY, d a

any of clains 1 tas 71 R c@.pH subst 1y as
herein described with reference apfeer ed Pat RtuAHERt Sroup _Nt_q MseftS Ghe
of the exanpl-es. - 51/ 52, G’lancerygrduﬁn-eNHROﬂlikﬁhRW yl group,

PROVI SI ONAL  :SPEC! FlypAZ IR as defined in Claim 1 and R® is an acetyl group or a dlchl@acegyhg;@qp, and
A.D. 1958 a hydrogen atom or a dichlorodsayy mt @g#:% gggs mitliylﬁtem 10
BOOTS PURE ‘DRUG 'gﬁﬁﬁmwﬂlemm@m R ﬁsé’m’fe%ntpses a1 ca

bréif

con- 70 LIM TED, - o 2 WYaimed 1nS ofy tasmiAngroase asodmglhﬁn (ﬂainhoim

atons inclusive ° tof e b'?‘ 'ectreatrnemtlhrc igdnout wih, gpethyl
Rlerr] represents an HOS( err]-group; an ‘1‘ rX‘f*@o (‘i’&fsﬁ‘gﬂ% xt“ﬁe 75
foll owi ng state- ment: - wherein treatment 1s camed out with dimethyl
(HO[err] PO-group; a -C [eﬁ’cpg: Q A8rei N R er rshipha®5 in the pRisence pofe S@mbsium
invention relates to  an 75 iWprOvenent. |n or fef i cati on of that. des;

0

aral koxy or phenyds; gQjup and thé S6up R is as deﬁdednmtd:lﬁmsal d copendi ng EHI i cation
9

t Ikyl, hal d | Ky, | k %'
;SB{?ig?i znaNOZ Z%&% %‘ blz?ig e éclﬁlahe 5. g};@&?ﬂéﬁgﬁgo%ng 80_

there are descr|1beplrepamdrqydm19tmgmw¢engtmahe gener Rlic 0.gr¢ MeYei n X
represents oxygen. o mran%é'enf”&ﬁ‘ﬁﬁ‘ln&ﬂ‘e group
and Rlerr] represen %qgo&gggd N Catvedo

aéi! X IEEb: wherein the group —N=Y represents the
a: ty: ) - am dO] phengl oh Qh rbOEtthdn rmu1a|—9-0 group —N =CHR® wherein R* is as defined
al kyl contains one to eight carbon atoms inclu- § Ciaim 1 and R® represents a phenyl Thfé8l
whi ch have valuable pr ope,rt i es or [aCdubskituted phenyl radical is methylated 85 -
anmpebi ci des. 4 RIco-8 "b‘gen founcbymmpldwngasmaltlh@ethylaﬂngasent
present invention that compounc ing the 95 88 A process as claimed in Claim 80 or
general formfla: -

i I ||I|I [}




855, 556 17
EXAMPLE 1. 60 [err]
TE™ Tt —4-(di chl oroacet-N--—————— - ——
net hyl ani do) phenyl cinnnanate, 17.3 -grans of i
ci nnanyl chloride are added sIovrAy to a stirred
sol uti-on of 23.4 grans of dichloroacet-4-
hHydr oxy-N-nethylanilide in 50 m, of dry pyri-
rephesents aryl (except unsub¥P%¢  dine. water cooling bei nq u§ed to keep
- the g2 wherein ihe didhiofddceRAbERY b)carcR Al kil A @d’r@h&@n%l cla:ﬁ:ka&(%f)’ﬁg s#enperat ure
bel osit Bp{t@atmbde. withhublofak &y@iahyin th X <laims 1 to 71 whed prepafelf 0fla pbaisi C group or
t he th ptsmceoterrecld b;n@graf d ffr a8 ﬂgm@dwmmgnmmrgsmmm o0 5
' er @gﬁ ]ﬂﬁﬁ ‘g’f ok di | uted with
-4%) ﬂ]‘f_gm fh celrj\:/]a’fam rgras g@; d ﬁo '? '5111 pj 0@,];:emjesents t he
di chl ee. cmcpﬁtess ast adimédnig aixf)@f tiEjms ofsubsmial 3 harelti aacbpdwi 70

N- med4ty B&wheseimthe iy pr daehdearhylaqeéoto b%é, ﬂb@ué@ |s coi | ect ed” by
fi| tPraduetgpving, the genpral fopmpla: — . conparable to

Bl
or lised from @8% “alcohol. T hmyl iﬁdﬁ samy one of cmmsg;rpm' tas than t hose
of0 t he COMRRYD "NHQi)t ai ned 43 or eﬂrof:lah @bmeehenncaNeqmvﬁteithW am- do)

10 .cri-bed in_ the—above co- pendr plicat 1 on. henyl ci nnamate as a
crystalline solid which = % n]e-«. &;g %‘%‘%tsrn’srrrple
Subsih iwhich % aafomhtdrra&qmrdap aﬁkf A QT 06 b asic #iifla pha - 4uted

‘pr odRid# es dsfinet lireClaion] eceuﬁr‘;allﬁﬂ:cdf)ﬁble Idfituedt. é} carrier. -

C:[er‘f'l [ P ui ré’ 45, therapeutic - compesitio @h@lﬂmedforrmla
i At o B #"%ﬁé b ST Subst i Luen
ar O@Egs;é; lgc’SiS- &gget md ﬂl;tﬁt}l'gn lgg&aﬁg‘g prédén® intin@RGHE bl OW' 15
ni t ramido; suphite g acidl rpf t r 1 shier's: -
sent r3l, hr%u(la R°*COOH in %:g R® hr:grle)- g: thetap?%cmgong;@ﬁge Claimied oacet N -
€ 1tut 2] %i}lgl
nﬁ)t fhﬁu?ym e&ﬂ&!myas]g@: a cycloalilphznc car H@% ill"ﬁlé ﬂgb d’éner at fOI‘ mula 4
IIM@M,;( ydg&mmlﬂé Egloﬂyc;]ke%%y ldvylokgd [ ; f‘ilO(J8 ®tlgefr& Eic;tm ?ovr_ﬁpos;gbﬂ}échﬂﬁE?Ngund] to have
ver XA ogycli un chet 3 ang o ms PHjte omipriis: err
o I s " e LEOLERS, Gl €, 1410 20
. 13 t Wik erﬁ!rf 0X¥hrr% b eo?ra mt;s Sﬁ%
hyd pmeﬂhe)opherayiu bmdmg agent. Pr epig ash sRyricweihods wel 1 - knovvn |51; the art

pht haPZatAeprogess for t&eemepzeg neqf a]cor®: (1A i thei@peuh composition as cliged t he preepar at i on

el ﬁ cw“gﬁefﬁ ;‘l‘]ﬂ"y ‘geﬂf Cl&%[“é?? PHPE#dcerarERE | N[ err] O err]
rgoqurf@gcﬁg, method 'S by the interaction#h the H,
3 3O 93. A process fort]i}:r adén afa com- aci d bi ribe fig Aphabsel the 74 -,
_ dﬁL mﬁ@@? -in HY Of‘rﬁlﬂ 11atpi Ho) pherSILL, JENNQEGS B FEERY, .,su'-éﬁ;h as for
exa

e’ed7 %{F‘f l .
st A IR A e A S L

C[ err] H[ err] CI [err] th{CérIS]ONPquuSPIKﬁFIQA'IEION “is.available comrercr~a| | y under

Jh

the trade name 59.0; H, Nb. @%60 AD. 1958 - ‘Ent ani-de " vmth an acid halide
of the _ 4 - (D| chl Neqage:gtam]}hemm]vggr do) phenyl- . *  gereral
N, W 1S as_. -acetylsalrcylate 175-177[err] C

for OOTS whi -
(ﬁo%q Eb a B )
et,

o Rty t@gﬁre@%ﬁr et The LT

6 h cfe@z[ré er4 HOSOz-group Enp up ,Q
R[eyenn])mlﬁ?[eeﬂlse]i imrhe followisg eattal ogen atom - 54.®; H, Q _
(9—}5;‘ Iz;“t —gﬁ?g}f en tlonre resents t@@)@@mprﬂfﬁf COUDRp ﬁ’ |35d 4 I .
gﬁiz’ﬁfl al i de enpl oye in
the?:f1 ce;nr enz%ate alk?rli haloge‘%“?@“@[er . - t he

. genénm/ﬁmndmﬁla/ﬂ (6 N@@Q}W&)r ]alhofy, whmky & ptenigl;. or(-FouD:

“dery pay J ere are nd-X-areas herein
C[ ,{%g j"%’%w IQ:'?‘% ) ¢ general etoup o \hiwapd of gr eparati on

'S by 4 - (Dichloroacet - s %Mfd h&AP) RAHE “lower- 90 the
interaction of an_ alkal]. rretal gﬂiytcoo@mgmm babon atom fik I ate Tap.

- 140-141] err]% .'-/ DO par ent b%yeh"%.'@blifopmmw “Ent~ (Found:
C, 61.6: AN -r]H[err]CI[ gfrl“ according vvrth.an acid
hal i de". of the ger -.‘.-:I requr Tes p%sen@ haé;%@mds haw&qhe f@gr mila RCOX in
- which ‘R.i's as hereinbefore. ~ 4 gme(a!)rf@rhhler-eacet = N - nethyl am do} phenyl

defi-ned with the exceptron of the group ptoluate m p. 10251@5[err]C

(Found: C, 1oﬂulm mu“u mlﬂul]co CR[err] and X is a hal ogen. Wién R 58.0;
H 4.3. Jerr err]. requires C 58.0; S represents

t he group - R[err] oR["er] *the acid H 4.3%. " halideds of the
general: fornul a: R[err](COX)[err] in 4 - (Dichloroacet - N - -
rret h}/l am do)phenyl 4? whi ch R[err] and X are as herei nbef ere defi ned

A A=r A a1 I T

-C 56 0; H 5.7.
__Rbre defdi ned.

o o .



as for exanple "Entamde " with an acid 4 - (Dichloroacet - N -

met hyl am do) phenyl anhydri de of the general formula (RCO[err]Oin

3:4 - dinethdxybenzoate, mp. 156[err] C 50 Wiicn R15 as

her ei nbefore defined with the (Found: C, 54.3; H 4.3.

Cerr]Herr]C [err]NJerr] exception of the group - -
-Rlerr] COORerr]. requires C, 543 H 4.3%. 115

The conpounds of the invention may also %‘5& i chl oroacet - N - _

met hyl am do) phegy+— be—prepared.by m§§ s_anal ogous to those 2 17

chl or obenzoat e, p. -108-110[ oCOR descri bed mMﬁm;n co- pendi ng 6o -
application bo. (Found: @ 3.3. Jerr ethe. P@IP{H'@'I MOp-€dichloroacet-N55
34934/ 57 (Serial No. 850, 3&&) M‘e pre-  req nna’l“PtesSWQO ams « Of
paration of esters of " Ent amiltle ™ and rel ated soluti of Fggﬁ,ﬁ%é%gﬁ' om

met hyl am do) phenyl 120 conpounds. hydroxy—N—methylamhdemSOml ofdrypyn- .65
3 - met hoxybenzoat ¥k 1[1) TERISSEnLs) 215 quyTePtlk@“u'f;“‘ dine, water Thpiing heiwg tied o ikeep the
illustrated by the ]Ll enyl), ara 0@ (a:?ogsmﬁj ep(:sas e bel;;w Zs;u?th lee reaction mix-
Clerr]Herr] C.[ esr |:NYGDOR where R reprébis &, ENRLDAES 100 . of Tommr and
requires C, 55.4; Hr aqle_n_q_%d R® represents the dxchloroacet- tamihB 100 mg. of sodium hydrosulphite. The 70
855, 556 N-methylami poggss uﬁ% enlectrd pp lomgiin sall civoll.

There is thus obt ai g ickia &%%ﬁlesr °-°mpm IRl Q‘réﬁcél Bvizisy 17376“e 58&}?

compounds des-
(Found: C, acet r:bedmﬁt ihyb.&iﬁ: dﬁ-))ﬁﬂﬂﬁlﬂydpplﬂ:amnC herly tinnamate as a crysmlh

4.0. Cerr]Herr] C:I”I[herm‘]e ow rasd @&m Jin lsulas- Gjas bmamﬂ@ﬁtﬁltaﬁl(ﬂ—ClOZ"SCQ%‘w e 75
solid with a mel ¢i rjffed products of 59.55, H, 4.2. C,H,,CL,NO, requires C,

poi nt of 98.5-100[ CELLE Sii"(ﬁé‘ﬁ“&b‘f“‘ °ﬁ - ﬁg@‘?“:ﬁiﬂgﬁm

EXAMPLE 2. * 15 nitro, alkyl and 3k didﬁl%lﬁr}ﬂ iheEste er rnfr aree%]reLnggh € &)llow-
51.6; H, 70 sented by RFoI I OWI ng a 5| m I ar react(mldnerm@cedwh&hﬂm&pgg@y 80
that described in %‘?F@mé“d; bgaY?P v%’ (F nhethoxybenzoateEmprlEg_gulo _

i sol ation procedurq,r@g{mréssdn{bgn e st Ol S 9 afiHnCeNO,

e lllI'CS

4- (di chl or oadet -3 ~ The compounds oﬁﬂie\&hﬂa@ohhﬂaycweudm maﬂ&gayéﬂgg} n&ﬁ‘yla‘ﬂﬁﬁ%ﬂ&h
in nmethyl am do) ph@FPyIreMbEmeév@sbeﬂlzlmmnemarhelam lphthalate, m.p. 1187—433P 0C.0 '

washi ng the ¢hl oroff?fcgfpﬁ Ret.P 1 tﬁﬁriirfe%m Gk, @iN-O, reqmresc,szz

3.
4- chl or obenzoi.c 7$resence of an acid b, agElﬁ‘ ﬁf‘ %r mﬂl %él:l‘ﬂ&& CI\PCI usl
anhydri de and 4.28 @uredtspherfol elick b ddrcasmdle dichloro- -phenylpr}choﬁ :

sol ution and, wat er j2cetir ¢i-rigdroxwdN oxy;thylamhdewimhh » 08195 i et.4. scllmzal&nbl Bquitts C, 90
the solution wth é&ﬁ]géﬁ gg'wmm ; gglﬁrﬂ‘aj‘?%ﬁ el %ﬁtgg /130 70 C for 3 -
a.

hours. The . _gmeral @lls RO

5

m xture i s then sor yla’elﬁiefores&dneﬁrvmmtﬂe&xcebu@rbfmd @ rogat 3g$| 1 ° C‘Tﬁ
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vap rod ck <plls
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D 195G xampre 4.0 . : . EXAMPLE ;New Acet an| i de <
i valr Meﬁrquuon BCOT @i chIE’ddRE: IDRUGIn onhéfs 4le¢hbkdad:eﬂg- p@p nt * of
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dry_pyndme At the end of this time ' mixture is mamtame Wér ST
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met hyl ami do) phenyIPrg:ﬂfélrba)a?@hOdﬂBdV WaL TS th?fafbhF@Ho O reatingy CoA7-Gi Hh4 89%).
hal f - nor mal  Sul- ghuff &’ﬁi’“m‘:&fﬁa@“ yf‘t@ﬁeﬂ agd 3’°%°F:9}47£ Yol yﬁ‘gﬁo"'f“édss
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2- faor |taC(md:hRi'<ﬁcem - deliyla (llphmyl | PBpich iéoas:rddm 50 fnd. ofi shiy Lither |a%§ Qs n{ ai ned at
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