EP 0 212 868 Bl Description The present invention relates to a method of
preparing 2-acyl -3, 4-di al koxyagil1. . Ihe 2-acyl - 3; 4-di al koxyani |l i nes
whi ch are the subject of this Ehv£2§i5“§¥§3e the following fornula: [err
10 wherein [err] and R3 are |ower alkyl ‘having 1-5 carbon atons and R2
RB/@henkeamea1together are met hyl enedi oxy. The preparation of the
‘2-acyl -3, 4- dlalkoxyanlllnes Is Lllustrated by the foIIomAng schematic

di agr am ;"'ézg’ ] 4@ | E‘ of greparing 2-aevE3 +-diellkaxyagii havi n 1 5 carbon
atons and 8F ¥ Wé?f'“ﬁ’%&@ TRYB YRR oM IRENHRY NBY A W‘"&r‘ﬂ.’f" .
n-butyl, s-butyl or t-butyl. In each of fhe steps-in the process, the
pl’Odl.fCtS are isol ated where |nd|§at’e angl gharacterized by techniques known
to those skilled in the art As BdR seer from the above di agram the
first step in the synthesis of the yl -3, 4- 40 di al koxyani |'i nes invol ves
the reaction of a 3, 4-dial koxyani | R i th a pivalic acid halide or
anhygride such as pivaloyl chloride, pivaloyl bromde, pivaloyl fluoride,

or pi Valnbréin FROdndHg drdd loWél diRyiPhading 4-5-cibsd Koty and?R2and I F ViR Rkl bede
(2). Thetwemabiyon i s carried out I1n a suitable solvent, such as, for

exanpl e, Thstrmphieine of i Gracyk8 4dialkoxganiingsyisl ilestratechipy, the faliawing sme@sfermﬁsramf a

sui t gbl e base such as sodi um hydroxi de, potassi um hydroxi de or

triethyl am neg The reaction2gay be carried out at tenpgiaturges betvveen 5C

and 45 rogm Rdhperature,a Thelanilide (2) szn regcte
~ | for exanwp%-e-,—&—bo W P

organor i BhP g_e_n_t_,slhg

t-butylli to for i tu the cbrregponding ¢ o internedi ate
vth is the Fed with dw alfratizsal d to foNw Mg cc.@rdr}eﬁzoondl ng
al cohol (3). The reaction isj,carrped out in a suitable golv
tetrahydrofuran or diethyl ether. The reaction wth the—organolrthr um
conpound is carried out at a tenperature between about [err] and [err] The
al detsyde is added to the 50 reaction mixture at a tenperature between [err]
and [err] and the m xRyre is all oned to warm t g2, oorg tenperature. The

al cohol (3) is thgd,o 1 di z&d ¥vrth an oxi di gdgg _ggen sku:h as, for exanple,
0

chromc acrd or y™M cRAl orochronate._to
-agyl -3, 4 -di §i ko

2-di al kyl propi oafi | i ¢ The oxi dation reaction
is carried out |nas ab ‘

NeC-S@sdgt such as, D ¥Mympl e, nethyl ene
chloride or chloroform aaoterrperature betweenS about OC and 50 C. The

anilide (4) is then hyérolyzed with acid 55 to formthe

2- a3l herdin H, o) ké??éyﬁ‘ i St %havr H-E%QA»& Q@hﬁ%ﬁ ) 4ol FF%exﬁEke%WU e
i ncl ud e,,eg.ME AekdfokyCa naqq ric er’e nof erw s I cat ed
her ei n, | mveath atl thiy lste o pOcESs, alie pro@:btkydra igoiddedwiGenhdicated e d bhatamddchy

at ons. téﬁhequeikravyht@ﬁstilleallmnm l i nes are useful as | ntermedr at es i n t he

pr epar %ch? th"&l m%%"g & Aok -3hi ch
ar € 10h hlo ;@m:d ivag m Igi@hé £ t ter
of “hhi @T’Maﬁqnbreﬁérn i Vi ert ﬂ e o R Yor dxainiay| - 2( 1
H) - qui mabhgbdenchiutide of th fan,ai tﬁﬁlbdabéhbﬂ f @ s’ﬁmm&se guch as sodlum hydroxlde,
potassium hydroxide or triethylamine. The reaction may be carried out at temperatures between 5 °C and
45 room temperature. The anilide (2) is then reacted with an organolithium reagent such as, for example, n-
butyllithium, s-butyllithium or t-butyllithium, to .form in situ the corresponding dilithio intermediate which
is then reacted with an aliphatic aldehyde to form the corresponding alcohol (3). The reaction is carried
out in a suitable solvent such as tetrahydrofuran or diethyl ether. The reaction with the organolithium
compound is carried out at a temperature between about 0°C and 10°C. The aldehyde is added to the
50 reaction mixture at a temperature between — 60°C and — 78 °C and the mixture is allowed to warm to
room temperature. The alcohol (3) is then oxidized with an oxidizing agent such as, for example, chromic
-acid or pyridinium chiorochromate to give the 2-acyl-3',4'-dialkoxy-2,2-dialkylpropicanilide (4). The
oxidation reaction is carried out in a suitable solvent such as, for example, methylene chioride or
chloroform, at a temperature between about 0°C and 50 °C. The anilide (4) is then hydrolyzed with acid
55 to form the 2-acyl-3,4-dialkoxyaniline (5). Suitable acids which can be employed include sulfuric acid and
~ hydrochloric acid.
Where not otherwise- indicated herein, lower alkyl shall mean an alkyl group containing 1-4 carbon
atoms.
The 2-acyl-3,4-dialkoxyanilines are useful as intermediates in the preparation of the 5,6-dialkoxy-4-
60 alkyl-2(1H)-quinazolinones which are the subject of U.S. Patent No. 4480 374, the pertinent subject
matter of which is incorporated herein by reference. The 5,6-dialkoxy-4-atkyl-2(1H)-quinazolinones are
useful as cardiotonic agents.
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r EPO 212 868 Bl The process of th| S |nvent|on el imnates the regioisoner .
probl ens associ‘at ‘ed wWith the prepEP&2t2868Bhe quinazoiinediones disclosed

in U.S. Patent No. 4 490 374 while shortening the overall synt hesis. Sone
of the | nt er MedArgeessof (i é% éﬁ"w ?"W'"?fh%thsé?ﬂ.'%@?fspf‘éﬂeﬂls rpgsociated with the Pfepa’at'é’" of

rt n I e
s T e A e e e |
present 'Q¥ f the pre nI ?-m er'a

processsare Al sfh:ﬁé s mag/vmaﬁmseémﬁdysa o the %c&se ai‘éﬁaﬁ’lbrl M:oWﬁdﬁteﬁiIQm KdnObNreadily -
nat eri al s mage towekdih inaedals by dnbiskilad tn. theTire f ol | owi ng exanpl es descri be the

i nvention i ﬂ%‘rgfe'amec exampies deskribe theyinvartin Ay greaten partieitadty aod Be indengleg/lodp a way of
i |1 ust rat MHFEGOURst iniingiths ipvgrtioRe” i nvent i on. 10

Exanpl g,1 3', 4' - Di net hoxy- 2, 2-di et hylgp ,,3,quan| lide (2) A solution of 368 g
(2.4 nmol) of 3, 4-di methoxyanlllne inl4 L of methyl ene chi ori de was
prepared I5-BimethbxyeRtdimbthylotopioddiidec@) at [err] for 20 mnutes. After filtering
through a Hyflo bed 1 320 nlL of 2N SOdI um hy dI’OXI de was added and t he

reactio 35é@dF 0[) &f th l?e@h
added 01‘%6 §%& 3 uﬁe E % %—m T8 g ﬁl-zgs mL)
el

addi ti Ona d velr QQHﬁr SHAPRE Fbddlicd- mi edil@eoc m rﬁVQBurVﬁsroom
separ at ed tenléramd. Whé [nelipigie shidiige Jaybr aiesepaﬁdd Dexie@ Owith .asgnwhm Thifate] afdl Dot
nmet hyl ene tredtddo thejeswunatfwhnmnhesawm was hqarreﬂ u« r w (4 °Giragd 1 S8QOL 1of_hepfane

ggpt Sgér"ré %@ d&% f?{'& ‘1"°8'ﬁd Wa%" h%E lﬁaﬁt viea '"dqgt?]:; of

Flltratlo |red pro err
1.'80 [err]) 3 3(5 3H, [err]) 3.87 (s 3H [err]) 680(m 2H,
ArH) 7227(br s, 1 H NH, 7.42 (m 1HExavgled 25

(3)"A Sof gt HhravHa S Grelen 3 gy spoenies 15

3", 4- di met hox \epigtioR - d#uwghba&@rms O&N: Ll dilfetoy-2, Mmé%raneamde ds aﬁ Yin3f3omL of dry
tetr ahyadr etralyarbfutan Svap pajparee Undén deritrogenatinbsplded and BadRP 6 DEC.amButdiiiiune (b ZIOOnL-
[err] n- B&4. ymtnpltdil 16M) Was @ddetl -keépihg hartemberatiire bel6® 1VJC vering decasiditidoe e regetip

t enper at ul”és érﬂf toQJ?‘iCn ng en seedlpd o 79 1% “Féa't“PPo‘PT E“-s@?f*?‘@ﬁ)ﬁ]
hr at [ er so onﬁo rE o rgr} wﬁo?f%nypr ﬁ: as dl ter §mﬁ
acet al Cbgh r‘év;: ‘PTﬂ rI 9& pe 3-4 w1th

t enper at urremhaiecahao «er(e deagarg%ﬁl llHyérQ mremﬁ.e:ab eawa&me.om \&ifate, Darcé OOM
t enper at utreatesin dnd/vampm‘atbdmcedu ‘ni whictd asrrysidllizedh from B0 @dl @ Setty eketatertekdne {1 5t85).

sol ut i on. Fiiaton| ang crvingyusees ‘@e{mr%tﬁédﬂ%éavﬁl’ﬂesgaéféé'dlﬁ goplpl (3)viar 1125 6.
W th rre4chyI ene chloride (2 x 25 nlL).©OHThe conbi ned organic | ayers were dried
OVer MEQNEICIS $.28 {sasht C-RH:C 050 (deaH, cil—CHak3.65 WP U, BHIS.TD(s 20K, GCHhAO, 3has
crystallized from 30 nmowf ethyl acetate-hexane (15 :85). Filtration and
dryi ng unOEHs)VEE o Hit—GHeCHs), 629 @, 84,6 ~g10(HE3AM), 700 (dahig,aholo Hz3AH), 9160 [z sr 1H, NVR

\v[err“L NE)-28 (s, 9H, [err]) 1.50 (d, 3H, [err]) 3.15 (d, 1H, O4), 3.77
(s [err]) 3.80 (, 3H, OH[err] 5E27r“§n§ 1 H [err]) 6.73 (d, 1H, J =
10Hz ArH, 7.90 (d, 1 H J =10 Hz

2'-Acetyl-3'-4"-dimethoxy-2,2-dimethylpropioanilide (4)

2, 2-di et hyl - propi oani | i de

9.80 (br s, 1 H NH).

50 A solution of 80.0 g (284 mmol) of 2-(1-hydroxyethyl)-3"-4"-dimethoxy-2,2-dimethylpropioanilide (3) in
200 mL of methylene chioride was prepared and cooled to 10°C. Chromic acid reagent (322mL —
prepared by slowly adding 136 g of concentrated sulfuric acid to 100 g of sodium dichromate in 100 mL of
water and diluting to 500 mL) was added and the reaction was refluxed at 40 °C for 1 hour. The reaction
was cooled, an additional 322 mL of chromic acid reagent was added, and the reaction was refluxed for

55 another hour. The reaction was cooled to room temperature and Darco treated. The Darco residue was
washed with 100 mL of water and 500 mL of methylene chioride. The reaction mixture was extracted with
3 x 1L of methylene chioride, dried over magnesium sulfate, and Darco treated. Evaporation gave 60.5g
(77 %) of the product.

60 NMR (CDCl) 5 1.28 (s, 9H, C—CHy), 2.62 (s, 3H, 5—0 Ha), 3.88 (s, 6H, OCH,), 7.02 (d, 1H, J = 9 Hz,
ArH) 8.07 (d. 1H, J = 9 Hz, ArH), 9.88 (s, 1H, NH). .

Example 4

65 2-Acetyl-3,4-dimethoxyaniline (5)




‘Exanpl e 3 2' - Acet yl - 3' - 4" - di met hoxy- 2, 2- di met hyl pr.opi oani | i de (4)- 50
-sol uti-on of 80:0 g (284 mol) ' . e :
2' - (I-hydroxyethyl)-3"-4'-dine &";/!- 8580?1met hyl propi oanilide (3) in 2007

of met hyl en& &hlPrinde WARET SPLELINAGRARMEY 2 lithehGbbaioadiicO) Gr 861l of €age @
(322l 9, Qaflflé‘:ﬁaECc’f‘dﬁ:M%z(ﬁhIOQP .g(etﬁgﬁ%% 3o s ey Q?}Eéﬂaﬁll%?ﬁu%.eﬁ fddEioR vagi 0 tO

100 g @boledodirbum Gimpératoapdikted Wit Q60 Ml ofokateticdn Ithed Nisitradiell Wiith NGO thiD obMEthyEng Was
addeg ah;&h;e.h@&r@gﬂpu; t%vermls ramdj;d%dd%g ot q‘.;Jqﬁnd [?alapt]addflvm 100 iﬁ;tnll:-’o@f_rrr.let';mileee cl'gvm’dtt- iTos was |
cool €d metpengd '} @{ytion ws PVEE 5P surae| e d; ‘o he
o G R e L e R T o)
tenperaty rgpa?dﬁ ré‘dﬂn?ﬂfo' ﬁﬂhyl— B %ﬂ\oﬁ'@gnhi@-a_ éi-&@é&ﬁ‘éilin [ th 100 nL of ,
wat er and 500 ni of -met hyl ene chloride. The reaction m xture was extracted '
Wi t h7o3 5:6-Dimdthogf-4-mthyr2(18)apinaiviirenée Hedrochlvride tlydrater nmagnesi um sul fate, and Darco
treated. Evaporation gave 60.5 g é?? % of the ,groduct. 60 _ Nng&err] 8 -
1.28 (S 2&:@?9 %%ﬁl e;?o ﬁ:" ?sgg%&’g'- h}-, r"f°| e'"8'§t Sas sE‘P i u Hr trythlénw%'sr H J =
2 Hz, g%:go & Adirs, Hia p it w}z g a%nﬁedmh (100E) Bl Godlor>

2- ACRt Y100 faLfrarid| ARG 0B B <bIR Q1A e, 745%) 7 The okl wasCudBbbndbd S-ONARr (178 mf, whmida g ( 14
mMol ) af 704C- anaabiydentiiited Hydrodhiand &tk (i 72mi3) - wehis rasidedy Ther 1oppepaune wasl eaised Yo 118°Q5 ]

of *  upth compiei¢ Selvtior ogauired. ddat] filtpaiony] sulbsquentt ¢paling |to iR EC %fe iging dang rfirationf 9f yx e d

for 20 Moigpulting Fresipitate; proyi ditie- gomngynd; s yel Y 'gé",“'; N e h 100 |
e T e e

aqueous and extracted with 100 nL of nethyl ene
chloride. This 5 nethylene chloride solution was dried over sodiumsulfate}
and~tectims i zed with charcoal . Evaporation gave 2.4 g (85 % of the product
as a brown solid. NWR erﬂr_?]o 2.60ﬂgst, 3H, [err]) 3.80 (s, 3H, [err]) 3.87
(s, BH, [bripsthes ferpreraring s gompoupd phthesfomula 11 "3 = 8 Hz, ArH), 6.90 (d,

1H, J = 8 Hz, ArH). Preparation of gtzg-diaret hoxy- 4-nmet hyl -2(1

H) - qui nazol i none from a 2-acyl - 3,3-di &l ko% aniline. 10

5, 6- Di net hoxy- 4- met hyl - 2( 1H) - qui iEvar i drochl ori de Hydrate

2- Ac¥®t yl - 3, 4-di net hoxyani | i ne (15. OR 0. 077 nmole) in acetic acid (375 nl)
was treated with potas- siumisocyanad g) portionw se over 1-3 hours.
The m xture was stirred unter nitrogen atnosphere at 25-35 C for 16 hours.
The pr Qpick bdnphises \Wasting Al sutituRE afihe bi thé forhion, washed with water (100 ml) and
acetsmne 15 (100 nL) and air dried to give a solid (12.6 g, 74 %9 ? The
solid was suspended in water (175 nmL}, warned to 70C and concentrated
hydrochloric acid (175 nL) was ﬁdge&. The tenperature was raised to 110C
until conplete solution occurred. Nt ThIltration, subsequent cooling to 15C
W thgstirring and filtration of thg |ting precipitate provided the
title conpound as yellow crystals. \ehiftg with 6N hydrochloric acid (30
m.) and acetone (120 nlL) and drying gave 12.68 g (71 %9 of the hydrate of

5,6 di mith ppivglic acid g theJqmulgy) - qui nazol i none hydrochl-oride, np 203-[err]
Galgs 25 1. A nethod for preparingﬁcorrpound of the formula [err] ;
to form an anilide of the formula '
50 2
R
%0
{
55 ?‘ﬁ ~C(CH,) 4
EO
reacting the anilide first with an organolithium compound of the formula \
60
R—Li
and reacting the product formed with an aldehyde of the formula
65 R—CHO

4




whi ch conpri ses react'i,‘ng‘a s'ubst_i.tut ed aniline of the formula 35 [err]. 40
with a pivalic acid conpound of th %ggléﬁazlﬁ [err] to form'an anilide of
the formila 50 [e]rr] reacting the anl gt wi th an organolithium

conpound-of nfolbdl W8 £ Fihby U12-LBSL Bihehls LAk G O Wotly o

al de‘hyde Obs 484l #hd555 mi of methanol was prepared and refluxed for 20 hours. The rea

A sol ut i oncdeled4o an@x {eﬂnﬂerﬁm dilued with 100 mL of water and then extracted with 100 mL of methylene
2' - acet yl - Bloride.-Tie raaqeh@(?yez v@s ddwmdhylpﬂmomdcaamcted Chéth (149 mL rof Rﬁthyténeodhloﬁtﬁ his
sul furic? aE’P’GY‘gﬁdc"? d?

al. Dfeyapanatiors
e her! SEL R mmgpﬁ%&iﬂfﬁf il ga?g%fééiﬁim% i

adjusted to pH 9 and extracted W th m_ of met hyl ene chl orlde This 5
nmet hyl ere 6HDWGIM&V-GIDW-E(OH)MSZOHHOHQElydmbblbndedﬁdtam sul fate and decol ori zed

W th charcoal Eva oratlon ave 2 i ch%hip {S?dugtwas"a ro

sol id. 'B‘Im( 3

oty S ZP%E‘Q % e”%ia %’%T et é"“
v5 i

Il
Hz, ArHyss Bbeﬁﬂ;raaa la® Brigd(to i H!?iz?;@(w 7 lld .naata} (msme; maaa

2- acyl - 3, 4twdioaC lepat woredtiatee .hydéthibridcadia mdnux»yaséladum Myé tefpéralureqursiaizal -fononec
Hydr ochl or Pfgb iten salution oecumred, Hgt ﬁl"‘aipllm;: F‘!lif’lmetc(ﬁBCOt@thgstlmog E&d] fllﬁrgo;l%%)rcl:f
in acetic : \%? ‘i o Taﬁs 5’@%‘%?9 c
porti onyj, sk Jrg %ﬁg‘% rgr‘gél " 2'9 ﬁ?oﬁf thoxy-4-
atosphere at” 25- ours e preC| pitate was collected by

friﬁ“ra‘._l.on washed with vvater (100 rrL) and acetone 15 (100 nL) and air
dri€d to gﬁlﬂmsa solid (12.6 g, 74 % ? The solid was suspended in water

(175 m) d to [err] and conc tr drochloric acid (175 nlL) was
added. The te dpeti ﬂl[f'ﬁp "Pﬁl"g@%"”f"g %rgﬁm” til conplete solution
occurred. Hot filtration, subsequent coq{ang po [err] with stirring and

filtration of the resultlng pr eci pltill pJ the title conpound as

yel l ow crystals. Washing with 6N hydro @ acid (30 nL) and acetone (120
Qe

nmet hyl - 2(1 H) - qui nazol i none hydrochl ori dey

m.) and¥rying gave 12.68 g (71 % of t d%e of 5, 6-di net hoxy-4- 20
nmet hod for preparing a conmpound of the formJIa [err] -30

3-[err] Cains 25 1. A
which comprises reacting a substituted aniline of the formula .

35
3 32
R70
40
i with a pivalic acid compound of the formula
to form an anilide of the formula
50 2
R
=0
55 Nl «C 'CH.,}
i 33
HO

reacting the anilide first with an 'organolithium compound of the formula
&0
R~—Li

and reacting the product formed with an aldehyde of the formula

Co
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th conpri ses reactrng a substrtuted anrlrne of the fornmula 35 40 mnth a
alic acid conmpound of the fofnEP® 2e28e8tB1forman anilide of the -
f@grmil a reacting the anivl i de first with an organolithium conpound of the
formul a 66 Brmlan anide sfelechbimmig the product forned with an al dehyde of 'the
fornwka 65 . - [err] 4 EP0212868B
i forman anilide of the fornulagL@r 15“reacting.the anilideewith an |
i di zigg agent to forman anili *oiriul a [err] 20 and hydrol yzi ng
the anilide with acid, wherein [er d [err] are lower alkyl, R2 and R3
mﬁen t aken together are nethyl enedi O a butyl, s-butyl or t-butyl
d Xis chloro, brono, fluoro or [err] 2' Qh $8cess of claim1l wherein .
t he aC|d hal i de i's pival oyl chloride. 25 3. The process of claim1.
wher ei n'% t 4. The process of
claim1l mb%@f,%%ﬁ}%ﬁ.& \P{g%ﬁ‘yggﬁgoéé@ﬂe% E’Fﬁaﬁgﬂl& L‘?m?@ process of claim1l
wherein the oxidizing agent is chr ogt acmd 6. The process of claim1l
erein the acid is sulfuric acigh dqpqund of the formula 30 [err] 40
erern’[err] and ‘R3 are | ower al THe conpound of claim?7 which

onpound is 2'-(1-hydroxyethyl)-3', gﬁ %u Zkgrn?trrl
B rstellung einer

7

ropl oani | i de. 45 Pat ent anspr Cche 1f\v
er bi ndung der Fornel: R20 50
» 0 55 20

3 R

and hydrolyzing the anilide with acid, wherein Ry, R, and Rz are lower alkyl, R; and R; when taken
together are methylenedioxy and R is n-butyl, s-butyl or t-butyl and X is chloro, bromo, fluoro or
w OCOC(CHjs)s.
2. The process of claim 1 wherein the acid halide is pivaloyl chioride.
25 3. The process of claim 1 wherein the organolithium compound is n-butyllithium.
4. The process of claim 1 wherein the aldehyde is acetaldehyde.
5. The process of claim 1 wherein the oxidizing agent is chromic acid.
6. The process of claim 1 wherein the acid is sulfuric acid.
7. A compound of the formula

30
RZO OH
R30 Rl
35
[
RO

40 wherein Ry, R, and Ry are lower alkyl.
8. The compound of claim 7 which compound is 2-(1-hydroxyethyl)-3',4'-dimethoxy-2,2-dimethyl-
propioanilide.
45 Patentanspriche

1. Verfahren zur Hersteliung einer Verbindung der Formel :

2
R°0 o
50 3 H 1
R O -R
MR,
55 .
welches das Umsetzen eines substituierten Anilins der Formel :
3 ,_2
60 R“0
65 mit einer Pivalinsaureverbindung der Formei :
_—
5

A




wel ches das Unset ze€n ei nes sUbstituierien Ani |l i ns der Fornel 2 3 60

R30 a 65 mt einer Plvallnsgureverblndgﬁg der Formel: 5 I ilil111111 HIl
Hl 111111111 L SM ~EP021206% ) t- C X 5 unter Bi | dung ei nes -
Anilids der Fornel R2 0-C .CH3) 3 E 0 15 das Unrsetzen des Anilids zuerst =~

nit ~ether - Organol i t hi unver bi ndung der For@e R-Li 20 und das Unrsetzen des /A

ent st andenen Produktes mt elnem;Ncﬂzﬁgn eX Fornel R1-CHO unter Bildung /,

eines Anilids der Formel: 25 J10 -

-C (CH a 0 das Umsei zen des Anilids mt einem Oxidationsmttel unter

Bi'| dung urgnRildungyeines Andlidsider FPamehrel : 35 0 40 :

-C (CH3)3 und das Hydrolysieren des,Anilids mt einer Saure unfaSt, wobel

R, R2 und Rs Niedrigal kyl sind, RR%nd 45 R3 zusanmmengenonmen

Met hyjeendi oxy sind, und R n-Bumﬁb 2 -Butyl oder tert.-Butyl ist, und X

Chlor, Brom Fluor oder OCOC(CH3) 3 2. Verfahren nach Anspruch 1, worin

das SAurehangenld Pi val oyl chl ori d ferfighren nach Anspruch 1, worin

di e Organolithiunverbi hdung n- Butylllthhpg1|st 4. Verfahren nach Anspruch

1, wogin der Aldehyd Acetal dehyd ist. 50 5. Verfahren nach Anspruch 1,

vori N dags Getia LANHIR duke FlRABRMAdRnbuorifBung3F FaRgen nach Anspruch 1,

worin die Saure Schwefel sAure ist.” 7. Ei ne Verbi ndung der Fornel: :
R—Li i

20 und das Umsetzen des entstandenen Produktes mit einem Aldehyd der Formel

(] . R;—CHO
unter Bildung eines Anilids der Formel :
ad 2
R0 QH
23y !
%0 N Nwc < (cH
1 h ()5
g0
das Umsetzen des Anilids mit einem Oxidationsmittel unter Bildung eines Anilids der Formel :
35
2 N9 8
R
~ l]'
40
l'l-ﬁ-c (CHB) 3
B
—

und das Hydrolysieren des Anilids mit einer S&ure umfaBt, wobei Ry, R; und Ry Niedrigalkyl sind, Ry und

45 R; zusammengenommen Methylendioxy sind, und R n-Butyl, sec.-Butyl oder tert.-Butyl ist, und X Chior,
Brom, Fluor oder OCOC(CHs); ist.

. Verfahren nach Anspruch 1, worin das Sdurehalogenid Pivaloyichlorid ist.

. Verfahren nach Anspruch 1, worin die Organolithiumverbihdung n-Butyllithium ist.

. Vertahren nach Anspruch 1, worin der Aldehyd Acetaldehyd ist.

. Verfahren nach Anspruch 1, worin das Oxidationsmittei Chroms&ure ist.

. Verfahren nach Anspruch 1, worin die Saure Schwefelséure ist.

. Eine Verbindung der Formei :

2
3.
4
50 5
6.
7

worin Ry, R; und R, Niedrigalkyl sind.
8. Verbindung nach Anspruch 7, welche Verbindung 2'-(1-Hydroxyethyl)-3',4-dimethoxy-2,2-di-
65 methylpropioanilid ist.

-—(':‘-C (CHB) 3

8 T
_ g g




R20 _ (CH3)3 60 . o

Oworin-R, R2’und R3. Nledrlgalkyl sind. 8. Verbindung nach "Anspruch 7,

wel cHe Ver bi ndung 2'-(1- FNdroxyethyI)-S',4'-dineth0xy-2,2-di- 65

met hyl propioanilid ist. 6 ME/IIliiii Il ~ - E 0 212 868 1. |
Revendi cati ons 1. Procede pour pr6parer un cERfd232@6&BInule R20 00 R3 | @

qui conprend la reaction d une aniline substituee de fornule 15°
R30 20 avec un deri veieyendisatiRnspi val i que de formul e 25
(RBCSBS)S 3C- G- X pour for el prbdkad Qc;ulr pr pearecri%n ]::ongpose do formge 1 g ) la
reaction de lanilige d abord avec un conpose organqllthlen de fornmule R-U
40 et la r6action du prodU|t forme avec un aldepydb del'%ﬁnule R1- CHO und
, Thul ord, 45 pour former un R4 ormul e 120 500
OH 50 S~~~- C (CH3) 3 a o 55 1la r6action de lanil Hvec un agent oxydant
pour former un aniljde de fornmule R 2 0 60 NH,

R3

qui comprend la réaction d'une aniline substituée de formule
' 2
: &
15
&-30

avec un dérivé d'acide pivalique de formule
25 (CH3)3C-C-X

pour former un anilide de formule

30 R3 o

N~C -C (CH,)
'u“ 3°3

35 0

la réaction de ['anilide d'abord avec un composé organolithieri de formule
R—Li
[\ et la réaction du produit formé avec un aldéhyde de formule
R—CHO

» und o
Shior 45 pour former un anilide de formule
< ’

50

-C(<:H3)3

ia réaction 'de I'anilide avec un agent oxydant pour former un anilide de formule

60 . R3 ~.1

o AR |



:C(CH3 3651 1%11 11 II1IIH 111111D 111 1 ¢ L . 'S EP 0O 212 868
Bl et |'hydrolysé de |'.anilide avec un acide, ou RI, R2 et R3 sont un

al kyl.e inferieur, R2 et- R3, |on I pris ensenble, sont un

met hyl enedi oxy et R est un n- buEEwPé %nége'ﬁg butyle ou un tert-butyle et” X
-est: ;. un chloro, brono, fluoro ou OCOC(CHB)S 5 2. Proced6 selon la

r eVENdi Gahjcrdlysd: de Ao hvadl Uk lacibd, laalapggrw RE séht 8% bidfe ARtieut, &, N RY MK IS Sont

pi val oypr.ensemble emme die mélyi@iadiba ot @vesndn adbtyienunlsec-tays ol e teettbutyie ec AMIsDEE

or ganol ¢hidm, & nme,sﬂuorbeum@G hlthl um 4. Pr ocede soI on Ia revendl cation 1,

dans fequé Py 'aéeversdtca °" gé nye dieg disp loyle.
revendi cat l 5 %nggvgﬁgs only’ f gg'th'm p %‘ﬁyhﬁg\aHUe.
Procde selso 1j-dz-m§l aﬁ Bxyd e%ﬁl’émlhu@(:' de :
sul furi que, Prlaaédé selon Vi rdvertieatn 10@né Qaﬁwiaa.d Iac:des l
R30 10 7. Composé de foymu€ - C (CH 3 )3, it H O 20 dans Iaquel le RI, R2 et R3
sont un al kyle inférieur. 8. Conpos6 salon |a revendication 7. qU| est le

-(1- hydroxyet hyl)-3', 4" - di nbt hoxyzoZ 2- g 6t hyl pro- pioanilide. 25 30 35

_i‘&

40 45 50 55 60 65 1130 R]‘

15
N-C =C (CH,)
b0 373
HO

20

. dans laquelle Ry, R, et Rz sont un alkyle inférieur.

N’ 8. Composé selon la revendication 7, qui est le 2'-(1-hydroxyéthyl)-3',4"-diméthoxy-2,2-diméthylpro-
pioanilide.

25

30

35

40

50

55
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