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R oxazolyilacetate o s
N 28 . _ -

2-[2-n-butyl-6-(2-furyl)-
_4—oxazolyllace_tic acid - ' 32 . 22

Ethyl 2-{2-(4-chiorophenyi)- o _ , .
30 .. 5-(3-fury)-4-oxazolyl)- L 25 42
acetate : .t .

Ethyl 2-[2-(3,4-dichloro- . o _ .
_ phienyl)-5-(3-furyl)}-4- _ S 19 49
35 oxazolyllacetate - '

Ethyl 2-[2-{4-fluorophenyl)-
5-(3-furyl)-4-oxazolyl]- : Ny 30 26
acetate ’ ' :

2-[2-{4-chlorophenyi)- R S
5-(3-furyl)-d4-oxazolyl}- - : 23 T 42
acetic acid S . .

I ~ 2-[2-(3,4-dichiorophenyl)- , : _
. 5-{3-furyl)-4-oxazolyi)- ' 19 ' © 60
acetic acid _ S :

_ - 2-[2-{4-fluorophenyl)- ' _ .
50 5-(3-furyl)-4-oxazolyl}- S _ 38
acetic acid : :

" (Positive control) I ' :
Clofibrate. = . T | R

SR ' - T " Experiment2 -
. (Platelet aggregation-inhibiting activity) S
o Blood was collected from the abdominal aorta of male SD rats (body weight: 250-—300 g) which were
s0 . anaesthetized with ether. Nine volumes of said blood were mixed with one volume of an aqueous 38% (Wl
v) trisodium citrate solution; and the mixture.was. centrifuged at 500 X g for 5 minutes to give platelet-rich
plasma (hereinafter. réferred to as “PRP") as the supernatant solution. The bottom ‘layer was further
centrifuged at 1000 x g for 10-minutes to give platelet-poor plasma (hereinafter referred to as. “PPP") asthe
_ . supernatant solution. PRP was diluted with PPP so that the blood platelet count was 8—10-x 105/mm?."
- 8 Then, a mixture of 200 ul of said diluted PRP and 25 ul of a test-compound solution (final concentration: -~

&



aceta{e ‘40 2:2-(4-chl orophenyl) 5-(3-furyl)-4-oxazol yl | -

23 i 42 acetlc acid 2-(2-( W rophenyl ) -

5-(3- furyl) 4- oxazol % %é) 60 acetic acid
2-[2-4-f1 uor O introducted into a glsss g9 nco Inc., Morrison, Colo. Model
23 r the gtur a\é ﬁ-ﬁ? r I of a collagen solution
=T (pl‘epar éeﬁ's th d in 254(1969)) was added
150~ - ' - thereto,L&nhd Qﬁél‘cm% uan %fQIﬂla%%@ﬂaﬁ Was chlEU ddébrdance with the

acti vi ty) Bl &dfd!iamersg foaﬁdhattdmctheﬁeom fohthe mlatkietiaggrbgatian ivﬁiclOfvaiT&hﬁlatSDbV 8b%'s method
(body ‘wei ght : . Detgre3 {9 rage 047 (138Mer e anaest heti zed Wit h ether. N ne vol unmes
of said bl ood -were nixed with onegvol ume of an aquegiH
citrate solution, and the m xturej}jwas Q?&‘H?PM‘Q!_@!d at '00 x g-for 5 nminutes
to give plat®l et-rich plasma (herg¢ina f;g: 3 fred th-as -"PRP") as the
supernatant sol ution. Tﬁefcﬁ‘(tﬁgFom Jaye ad‘\_ﬁﬁéte %,tn aaCeptrifuged at 1000 X
g:for 10 minutei.to glv éfea:- poo .nf tevoor.eferred to
as."PPP") as the supern atl§,p| ufli’ on.DegePofvaatelati | ut efi Wit h"PPP so that the
bl ood pl atel st count was 10 x 145/ m‘FBQ'e@SmWHe'hW“a I xture of 200 ul of
said diluted PRP and 25 ul of a tgst ;9;"1?35 u&lo “(final -
concentration: 6 0 087 782 1004, was ik rod' téd- into a gl ass ceII
of SI ENCO aggregeneter DP- 247- Dé _Aft-er
The Tt o e b SR SR B o A
col | agen- sol utdejIht(mra@Méﬂ n; (pr ﬁﬁe@stscomﬁ th\@ ot h\ﬂg tHah 1 Qﬁmbuﬁ%n of platelet
Bi ophys. ' Act a, aggmgation86, page 254 (1969)) was added thereto, and the .

per centage i.nh eﬁﬁﬂl on of platelet"- aggregatlon ‘wascal cul‘ated'i n -accordance - -

with the 5 Al J,tgrgusm”g Q?%fglpev(del% g of 't he pl atel et "aggregation

‘Whheh: was esti nat ed orn 194, page ‘927 (1969)). Degree
of ‘platelet 10 ' : TABLEZ aggregati on whi ch

Percent age " was ' i ound -
pl atel et =1x100 aggregati i on :  Degree ofi rﬂlmlelaaregaggr-egat i on whi ch

was esti mat ea wi t hout . addi ng test cORFbepmpaumEsr t her iPhikitingstiviusi s of sai d
percentage I nhibition c | et aggregatlon I nhibiting
20 acti.vity of the test%h%%'qhagdsa&q’yeprestraggn‘}gat?%g If the test conpound
showed.'| ess than 10% i nm[bmdwafbpaénymb-atel et. aggregat | on; or (+) if the test
corrpound sho’\ﬂ/ed not | esdzhlid-oxaehilnhi bition of platel et aggregation. |

acetic acid-

Ethyl (2-[2-(4-fluorophenyl}- o : : .
5-(2-furyl)-4-oxazolyl]-' o _ +
acetate _ o : :

Ethyl 2- [2-(4-chlorophenyl) & R }
(Z-furvl)-4-oxazolyll- T o
acetate : : : .

. Ethyl 2-[2-{4-chlorophenyl)-5- o
' (3-furyl)-4-oxazolyl]- : +
~acetate - ' ST

Ethyl 2-[2-(4-ﬂuorophenyl)i o )
5-(3-furyl)-4-oxazolyl}- ' ' Sy
acetate _ :

. 2-[2-(4-chlorophenyl)-5- . o
(3-fury|)-4-oxazolyll- S R
: acetlcactd ' B T

2-[2- (4-ﬂuorophenyl)-5- | , : .
" (3-furyl}-4-oxazolyl]- . _ B
. acstic acid . : e

"(Posmve control) - . L T
Clofibrate S

‘3. 8% (w v) trisodium

(



-:( Results) 25 ‘The results are shown in the foll ow ng Table 2. TABLE 2

Pl at el et aggregation- 30 Test conpounds
inhibiting activity (The conpounds of H8? pggsent i nventi on) @
2-[2- (4-chl orophenyl ) -5- (2 furyl)- 4 oxazol +

acetic aci d Et hyI 2- [2 uor Johatd-ah éfgl%h]ﬁlﬁom of
+ geetat e o é ‘[‘ § w a(ret‘za? on:ﬁ s:ﬁ e {oﬂ 'roomltemperature,

+ acetate’ h;{,lmi .s[?éﬂ B-unlier- |MhyIA)te|4the)eamohyd dompleted, the
+ acetate Wure is poured intéCiceyateR - Theac(uéelfﬂ rumu ¥ aevira ze(5w |35Cfd bisarbpnate Ang)then | -
+ acetate 2xtfated Mh letbvlop«m,twh e’5=a swrsm i h\aat i St charcoal and
L acetic a é‘?eﬂ eva tﬂd 41 Ig gr{é. tallized with diisopropy

; vi é gg oLt l)~4-oxazol I]acetate
+.acetic a qu g "(af“\é P A e 1 37
g of ethyp F oro enzoyl am I no) 3 (2 furyl car bonyl ) pr opi onate are

di ssolved in M mw Cchl oroform 64.9 g of phosphorus oxychloride are

“added dr opwi é@" E&?JF?“on ‘at - roomterrperature and the mxture is
refluxed at 60to [err] for 8 hours: undegasbi’ i Ng. “After the reaction is

conpl et ed,; theeQ Bi %inyr 8-abetyldRns-£-fuffcstboryBprafibmite, 0 6fUAGIIBIMTI 26HUAB g oF
neut ral i zedphobghbrus exichiorideiamareltediia the samemanmenesarscribeditinekkample fi. The tryde predurtibus.
‘“The ext r actobraineddssiveified tivstiicagel ehormategranhy (spiven digorfprylethaschip ‘Ché’r whegpby
and t hen ev}ﬁ)i%f 'B(’HZB V" %fﬂ'c‘!@‘d"’b‘?zg'g Gptate ats aPlaingd as A9 ERE: SO 1 esi due

is crystg iz i i sopropyl ether, and then recrystalli zed from

et hanol . “30 g of ethyl 2-[2-(4-chlor ophaaay\br)e 35{2-furyl)-4-oxazol yl | acetate
ar e t her eby olrbaissiethn ofb.0 ¢ of &byl S9%erténoylamino-3-(2-furylcarbonyl)propionate in 50 mi of methylene
_ chloride is added a mixture of 10 g of phosphorus pentoxide and 10 g of diatomaceous earth. The mixture
' v is refluxed for 6 haurs under stirring. After the reaction is compieted, the mixture is treated in the same
25 manner as described in Example 2. 4.0 g of ethyl 2-[2-n-butyl- 5-(2-furyl)-4-exazo|yl]acetate are thereby
obtamed as an oil. Yield: 85 1%

IR viim {em™T): 3120 1735

30 : Example 4 ,
To a solution of 10 g of ethyl 3-(4-methoxybenzoylammo)-3-(2-furcharbonyl)proplonate in 60 mi of
chioroform are dropwise added 15 mi of thionyl chloride at room temperature. The mixture is refluxed at
. 80° to 70°C for 6 hours under stirring. After the reaction is completed, the mixture is treated in the same
-manner as described in Example 1. 3.0 g of ethyl 2-[2-{4-methoxyphenyl)-5-{2-furyl}-4-oxazolyl]acetate are
35 thereby obtained. Yield: 31 G%
"~ M.p. 64—66°C
IR vauie!l (em~"}: 3130, 1730

Exampie 5
40 4.0g of ethyl 3-benzoy|am|no-3-(2-furylcarbonyl)proplonete, 20 ml of chloroform and 9.7g of
phosphorus oxychloride are treated in the same manner as described in Example 1. 3.0 g of ethyl 2-{2-
phenyl-6-{2-furyl)-4-oxazolyi]acetate are thereby obtained. Yield: 78.9%
M.p. 79°—80°C
IR viuie! (em~1): 3130, 1735

45

Example 6 '
P 20 g of ethyl 3-(4-ﬂuorobenzoylammo)—3-(2—furylcerbonyl)propronate, 100 mi of chloroform and 368 9.
i of phosphorus oxychloride are treated in the same manner as described in Example 1. 15 g of ethyl 2-{2-(4-
i fluorophenyl)-5-(2-furyl}-4-oxazolyllacetate are thereby obtained. Yield: 78.9% .
50 M.p. 110°~111°C
IR vauie! (em~'):- 3110, 1725

: Example 7
s 10 g of ethyl 3-(4-methylbenzoylem|no)-3-(2-furylcarbonyl)propronate, 40 ml of chloroform and 23.3 g
.~ = 66 of phosphorus oxychioride are treated in the same mannsr as described in Exemple 1.409g of ethyl 2-[2-(4- -
' methylphenyl)-S-(Z-furyl)-4-oxazolyllacetate are thereby obtamed Yield: 42.3% . _
M.p. 84°—85°C _ _ D
IR viul! (em™): 3110 1725

. 60 : Example 8 : '
20g of ethyl 3-benzovlammo—3—(3-furylcarbonvl)propronate, 15 ml of chloroform -and’ 49 g of'
phosphorus oxychloride are treated in the same manner as described in ‘Example 1. 1 5 g of ethyl 2-{2-
phenyl-5-(3-furyl}-4-oxazolyilacetate are’ thereby obtalned Yield: 79.0%
_ M.p. 84°—85°C
65 - IRvRk'(em™): 3140, 1718




Mp. 105 “IRlerr](cm 1723, 1600 Exanple 2 15 1.6 g of ethyl

3- acet yl:@¥no-4- (2-f ur yl car bonyl ) pr opi onapegg#0 gh of chloroform and 4.8 g
of phosj ~us. oxychl ori de are treated |n the sane manner as described in
Exanpl e

_ he cr uskeg SetLEa-nldibSen ?51(3 E?fl ed by Si I | ca gel
cher mat ogr-aphy eewsbaeus dxydhlicsiodire By ede lsam&

escnb eﬂe E’ﬂ@bfym]_a 2?
ofwet hyl: 2= [:2: nByds heedt(sza funyiyd-gxaziytiacatay dréiiheﬂ'e&} 'n eak 58r9 ohpthy! 2-(2-(4-
Yield: ‘'80:0%FfR [ ,]“j,’” W 1735 20 Exanple 3 To a soI ut|on of 5.0 g of
ethyl 3-=pent anoyl AmH6T (23181939 ¥Mony| ) propi onate in 50 M of methyl ene
chloridé:is added a m xture of 10 g of pho&ohorug pentoxi de and 10 g of
[o]

di at onaceous eart 8.5 gldfiethisxa-tHictobehzdyREnind irri

After the.redft Z’f@h0ﬁpbore ¢*mrl9dare1trh¢2edﬁh nﬁﬁsﬁEﬁ%:&eFmon%{L ﬁ}ml o; ?g;fae:: 1,3‘?29

manner .as descr 5 & prgl)-9-oxagoigflagetaté aneftiieydby obtained. Yield: 85.5% e

2-[2- nbutyl 5-(24 EL yl |l acetate arethereby obtai ned as an 0|I

Yi el d: - 85. 1%IR[err"]'yE 20, W%%

Exanpl. e 4 ' Toa so%%ggygfg 10 g of- et hyl Example 1 o

3- 14net hoxybenzqyl {-ﬂ&obmyrmajmwbanw:);mam) rfatel Bo AP

chl orof orm are éﬁém‘gém ey i3 ?}t"?ﬁeddﬁ the [serpm bnr@hfse‘?e‘;dmecah Eﬁzi{ﬁ%!l‘ioggft?)r?gagf effyf;? [gf

tenperature. The rﬁgat...qgne. 13%’@@3;}2@&%1"9 B‘G'°Pb°'[t@t‘9d]a=faoml it @9.2% under

stirring. Afeer the "Teacti on i conpl eted, the mixture is treated in the

same manner as descr| bed i n-Exanple 1. 3. OEga,,QJep}hyl

2-[ 2-(4- et hOXY%hé"q f-Bhyt 2-cialo M“Mtwmﬁﬁd» -¥- tz}mﬁ&%fﬁl)ﬁ%ﬁo&a 3B &4 P Yhioroform and

“obt ai néd. Yi el d, 3[2 1 WP“% °6‘l91‘ de G'Fﬁtepe;frth sanf T{iner be dédcribed MEx@mele £3.3 g of ethyl
p

4.0 g of ethyd 32‘" 'BFSAR &t srRPY Phisioss wreatol, Yia@ 1040%of
chi\e’roform and 9. 7 g o osphorus oxychloride are treated in the same -
nanner, as descri b)eu.dmgl ns(ExarrpI e 1. 3.0 g of ggdkpyd 132-1 2- -

phenyl =5-(2-furyl o eilszlaﬁtt aereﬂeezoara&mtohﬁrse&Mcé} IS¥6tonattl 89 Hf of LR _
‘M p.  790- [erjo] ﬁig'};l XY_E %45” [thee sﬁmQﬁalg\etQ d@égﬁg dd in Example 1. :ﬁ)?;?‘eta;ﬂ
3- (4-ftluor obenzo envlSy ety ?"fﬁﬂ?"@rﬂ Berehveobtalr@g. Yidld:@#6.5% _
chl oroform and 36IR8/"m‘z:'(aﬁ-'phmphorus oxychloride are treated in the same
‘manner'+as described in Exarrple 1. 15 g of ethyl 2-[2-(4-

fl uorophenyls)5 5- (K fur oxazoI yl | acet aE:eanarreeMt her eby obt ai ned. Vi eI d: _
78. 9% so Mg ,omﬁ ‘i" f ;ijj qujlnethindl@s gided toetdyy bf ethyl, 2-[2-(4-
3-(4- et hyl benmyrkameﬁl, i ! @tﬁbﬁ W GoThamittrs isgtired at gfomvbhowralienomo.
|and 23.3 g :55 poesahivoE {21 ocm:ﬁoméwt (QJ'fd "gt?,, of .,Tﬁé’ s ;‘Q‘ﬁﬁﬁ@* 085 of
descri: bed in, Exa e 8 of ethy o
‘et hyI"phenyI‘)a 5- ( "f"ﬁrﬁﬂ’)’/i‘?} azol yl | acet ateé are t her eby obt ai ned Yi el d: |
42 306 M xample 15 -

'p. 84- 850688 Rof &otarsl.um%;kz% m% fury
B arrpl -8 2. 0 epndfthecdolusion i3-abiaiigd wik fﬁﬁ?d fe%d’f'ﬂt) &ﬁa w :ﬁ@imlgldgﬁ%‘gﬂ 1 rgt,IrT fmta;:;_ '
of ‘chl’or of or D rastalizel fomfetngs phvy ws 2<m<wehb»ebn a)-a(zeurt,lli-e.a ylla@et ggﬁ#‘ereby
rranner as descrqbﬁgﬁdhé‘f le 1..1.5 9 of et hyI 242-- '
. , _ decomp.). '
3 IR v""'°‘ (cm™%): 1720- ' : : :
- 5o 3. 5 g ef ethyl 2-[2-phenyi{-5- (2-furyl)-4;oxathEl);la]':e’)elteaat1esare drseolved in a mixtu f 50 I '.
and 1 of water, and 1.2 g of sodium hydroxide are added thereto. The mlx:r(; is sr::ﬂ:;m;tt:::;l

temperature for 10 .hours. After the reaction.is completed, the mixture is conden
pressure to remove methanol. Water is added to the residue, and the aqueous mmt:res lesdagj'zrds:;dr:: :‘:ieg
- 31 conc. hydrochloric acid, and then. extracted with ethyl acetate. The extract is washed with water, dried
¥ and then evaporated under reduced pressure to remove solvent. The residus is recrystallized from ethanol B
: whereby 25gof 2-[2-phenyl-5~(2—furyI)-4-oxazolyl]aeet|c acid are obtalned Yleld 78 1% et P
M.p. 175177°C. :
‘IR v",..“.‘:‘ (cm“) 3100, 1680 ' . '

o Example 17 . ' e
5 0 g of ethyl 2-[2-(4-ﬂuorophenyl) 5-(2-furyl)-4-oxazolyl]acetate 70 m of meth

| anol 10 mt of w. :

1. 5 g of sodium hydroxide are treated: in the same manner. as described in Example 16 40 g ofa;?{rza-?:-

fluorophenyi)- 5-(2-furyl)-4-oxazoly!]acetac acid are thereby obtalned Yleld 87 7%

__ M.p. 212°—214°C . :
65 IR viuo {em™"): 3080, 1700



phenyl - 5- (3-furyl)-4-oxazo| yl | acetate are thereby obtained. Yield: 79.0%

et hyl 3-(4fl uorobenzoyl am no)-3-(3-§ scpgponyl propiona 40 m of

Mp. 84-[err] 65 IR [err]: 3140, 17188 0 087 782 Exarrple98.090f@

chl orof orm and 20 g of phosphorus oxyc or| e are treat ed iin the sane

maRner as de crr 402 (45
-[2- - eta miof me hanol 10 mi fwa
fILuorOpheQ M%" Mo %Ng s FokEa AL Aot il
65. 8% M eﬁ.rvr ry)%%}onyrjazaﬁ,am&%&h&&erm aﬁre Criefi: 55.¢ e%0f eth

3-{4- chForobmpz m"oo -3-(3-furylcarbonyl)propionate, 50 m of chloroform
and 18.6 g tlﬁthmd?sbﬁpﬂw oxychloride are treated in the sane manner as
described in Exanple 1. 6.93 g of ethé/ é E

(4-chl or ophesiyd e e 312 imlnbiybnéhs %} Ly zg‘%ﬁ'ac@t'ét% 307 o7 étnald, 2 e water

Yi el d: 85ak0. dl)fb&éisiurﬂ Hyd{oRiEié dre t nner as described in Example 16. 1.5 g of 2-
Exanpl e 112-@Metho ménv%hgfiunla4r<8abuﬂ§ceﬁmm@erélﬁf-dbtmsabc\arlw@ﬂy%) pr opi onat e,

60 m of chl Pgﬂ %%3% g of phosphorus oxychloride are treated in the |

same manner 'BYmEdeRy # Exanple 2. 10.0 g of ethyl 2-12-

i sopropl - 5-(2- furyl) 4- oxazol yl ) acet alampfal20 t her eby obtai ned as an oi l .

Yi el d: 89. 2%$¢6ﬂ‘e}hy32l:[3@-chlo?&ﬁer3ﬂ) 5E3-fungil-4coxdadlyHadatatp, 4 midf mgthanol, 5 mi of water and

3-cycl ohex Itm&pd!tm nchwinaxjd@aré gedtadkiy the serhe $ g!

and 16.0 § Bﬁp 'é‘“‘eﬁ?!m"ﬁ"f’d"éd&?é“ef ¥ apraned- Nie{d,87€% e manner as

describgd ing g of ‘et hyl

2- [2 cycl ohexyl" ryI) oxazol yl Jacetate are thereby obtained as an

-0|I Yield: 70. 0% 25 'R [ err 316amp240 Exanple 13 10.0 g of ethyl
(3, 4-di chl B9 mbmbgrtza@ﬁ ﬂ'ei)lorspt(e!BV'f%BﬂmM 'fmt%? i7® mhefanetimnoly] mpgf water

crﬁaerof r Y E};Sﬁi‘!’ﬁ f fha“aapk
franner as I?%éﬁ-q grﬁzh ‘p- = A nga _xLaz yl}fﬁe ch ret er?b r@gr &

Adi chl orophemy,h‘y(énﬂﬁﬁzaryl ) - 4- oxazol yI )acet at e are thereby .obt ai ned.
Xield: 46. 5%IR[err] 1730 Exarrple 14 35 A sol ution of 04gof
pot assi ym hydr oxj T e nog q'é %d
At gtm&t&w e R LGSR R e
mxture i reci |tates
are col | ecte ;byosf—r-iovcatlon vvashed with et her and then dr| ed. 0 85 g of
pot assi um 2- RaxEeratll: 8130ptiehy| ) - 5- (2-furyl)-4-oxazol yl )acetate is obtained.

Yield: ¥0.2%Mp. >[err] 40 IR[XE 1810 Exanpl e 15 0.85 g of
‘--pot assi um 2- £ g2 CAainb. 3 tﬂ’i‘fL BRI ARG viteFing 395 Y €d
in.20 m Q;ffp ﬁﬁﬁ%ﬂ ad rrffvéﬁ(fn?e&am?ﬁaehmegwkﬁy racm'mf&gﬁ?z:.smmg :

;'T he pr ecr m(tzmmmryﬂadehmtdeade htyauiﬁedl Ynalatamm and t hen
i M.p. 108°—109°C.
T - IR VRl (cm") 3110, 1730 - '

' Example 24 . :
_ - 33gof ethyl 2-[2-cyclohexyl -5-(2-furyl)-4-oxazolyllacetate, 50 mi of methanol 5 ml of water and 1.2 g
- 48 of potassrum hydroxide are treated in the same manner as described in Example 16. The crude product is
g-».a‘ recrystallized from dusopropyl ether whereby 2 4 g of 2-[2- cyclohexyt -5- (2-fury|) 4-0xazulvl]acat|c acid are
obtained. Yield: 80% ,
© . M.p. 99°—100°C ..
IR v",,.“.':‘ {cm~1):-3100, 1730

Example 25.

5
P
B

-+ - potassium hydroxide are treated in the same manner as described in Example 16.3.0 g of 2- [Z-n butyl-5-(2- _
S e furyl)-d-oxazolyllacetrc acrd are therebv obtamed Yreld 833% R _ . .
88 Mip. 62°-83°C . . P
SR v""“' (cm“) 3100 1720

e AR

- Example 26 ' _
con 6 30g of ethvt 2-[2-(4-ﬂuoropheny|)-5-(3—furyl)-¢oxazolvl]acetate 70 ml of methanol 7 ml of water and _
. 69z 1.5g of sodium hydroxide are treated in the same manner as descnbed in’ Example 16 4. 88 g of 2-[2—(4» .

.-'ﬂuoroohenyl)-5-(3-furyl)-4~oxazolyl]acet|c acld are obtamed Yleld 85% : _ -
M.p. 208°—209°C-". _ ;
IR vm‘.‘:' (cm“; 3140 1710

. 68

10

Mhert'e Exapipiel 160Y-2 @ ol 2d2-F or m

7 a0 g of ethyl 2-[2-n-butyl-5-(2- furyl)-4~oxazolvl]acetate 50 mi of methanol 5 mi of water and 4 75 g of = .~ |

e (T



tallized fromethanol. 0.69 g of

4-chl or ophenyl ) :-5-(2-furyl)-4-ox #) tic acid is thereby 45 @

$ned. Yield: 90 9% M p. [err](deco%% err] 720 Exanple 16 50

& of ethyl 2- henEI - 2- fur I) 4 @%mﬂ@li’yl I acet ate are d| ssol ved in
iSO

' h ridinium

am §t ure of |50 i a? gﬂ nol re tssoved n 3%?@ tétr éfofuran,iq: @waﬁ‘fa'm n:ls
frydr 6xi de ar e g Grophiit taldt ﬁﬁe.xmrx Uhdkod 2t rodh thih et toGhe
' _§1~ur s. Akt arxuirlaema @RGhicals mkuedB BVapbratdd uhdee redliost Weesuréstoeﬂme wnd&r The
r educed pr essaslud i exteiced withethyl acecite, antheextrae isowhsdiod With at hwemaszn%wenc Rivdolttom,

' aqueﬂﬁus m xt uPe 39'!?0% mdcqﬂa? splutjgnt 3pd whter. mﬁ%‘@m Bhencthy ekirpct ig sijed padithen
extract ed w t G rg S R (TRl n e o
" and- then ev,q,por e oVe soI resi due

is recrystallized vﬁ.g'com-e)t hﬂo,dbzs vvher eby 2. 5 g of
. 2-12Zxphenyl -5(2-furyl) - 4 oxazol yI]actlc acid are obtai ned. Yield: 78. 1%

B e AT s g e

~'m - of wat <SHined a mnb WA AT A waar&azaﬁm%tep&e
: described in hbwaimpd. &ield577.4%0 g of 22 4 f1 uorophenyl ]

“(2-furyl)- 4oxazoMy’L L eITE ac) d are thereby obtained. Yield: 87.7% Mp. -
[err] 65 | R [BMm “’36‘88"501‘7% 9 0 087 782 Exanple 18 4.0 g of ethyl

" 2-[ 2- (4-metfyl phenyl ) - 5- (2-furyl ) - 4- oxazokyllacet ate, 60 m of . nethanol,

.10 M of water argla soidtiod ofd.0 $&FBLRHB RIEHPRIYNLE- (menwoeabmhcmm atiB & DPRF EAGHEBFmM
«.as descri bed |are ddrei gof tiionylkh®ride gfoopn @pe(ralure The mixture is refluxed for 3 hours under stirring.

et hyl phen °'f“e-r E)Qflle‘,Q@PZ@I el"é&: £ Mixtusg 'u!sa\d@'rtweﬁé d@b@&i“rﬁ%@e’aﬂ"efﬂ
:-‘_Yl\g% d: 55. 6 ? v sudalj?? e;t"z;? th:c:'t'a’?euég the gg jﬁ e%%o

g ot - et hyl aﬁé ue&vmwaee R the S %Qfafﬂ ced
-.met hanol 3 M pré3furs\it refhoveGso uge renpﬁtaﬁ&@d fristh Byt oo)w ﬂb\&T Bg lof ﬁ&itﬁd-[ﬁ-

“the “same man n@hlomhm&&t&fbqumzﬂxlm#te are@btaiped YipldyB2.3%

~(2- (4 met ho??yphe 91;? égdr,%a 4- oxazol yl l acetic acid are thereby

‘obt ai ned. Yield: Q'Z“ds p] [err] IR [err]: 3100, 1700 15

“Exanple 20 1.5 9 of ethyl Example 30

22-[ 2=.(4- chl or oph®ay kgiuton (cB1 Suroyh)&(kmuramhyl—ﬁ-aemla&exazd:ﬂ]aeﬂnc adid aret g of n-hdpty!
~m  of: wat er 3sarkiomid&ing@s gt ovbmasdioummwip dsopyise agdded P.p2.g ptirethylamineatgegre temmenature.
g descrl bed ITl‘fe q@s tll‘ at 0° ;f" tﬁo u%sa n, the mixture is poured into water, and the aqueous
: i e ﬁihe

s ham: and eth Iacetate The extra t:s treated in the same
rchl orophenyl) Ea i‘,ﬁ ra(ﬁi Wt i? "Eldr AI %&c A% (2-f 4
.&Yl el dv." 87. 6% Mxgeolyll @515 .Q&ta.'ned : 1 15 Exaén'% l'e g o_f ukrlyy)l .
, 4- deachl oMap z 5- (3- furyl) 4 oxazolyllacetate 70 rri of
-QI 7 n of“\%’ét‘é‘f’ ﬁ@ﬁ°217§5g of potassi'um hydroxide are treated in the

nner as. descrl bed |n Exarrpl e 16 5.25.g of .2-.

: Preparanon 1 o

45 (1) To a mixture of 10 g of (2-furylcarbonyl)-methylamme hydrochloride, 12.5 g of sodnum bicarbonate,

: 200 mi of ethyl acetate and 100 mi of water are dropwise added to 12.0 g of 4-chlorobenzoyl chloride at-a .
temperature below 10°C under stirring. The mixture is stirred at room temperature for 3 hours: Then, the
ethyl acetate layer is collected, washed with water and dried. Said ethyl acetate layer is evaporated under

- ‘reduced pressure to remove solvent 16 0 g of N-(Mhlorobenzoyl)—(z-furylcarbonyi)methylamnne are

'50 thereby obtained. Yield: 98.2% _

o M.p. 138°—139°C - a '

iR vruiol (cm") 3400, 1680, 1660 1595

: (2)Toa solutlon of 40 g of N- (bchlorobenzoyl)-(Z-furvlcarbonyl)methylamlne in 160 ml of dlmethyl-
86 formamide are added 7.2 g of 61% sodium hydride at <§0°C to —40°C under stirring. The mixture is further - -
. stirred at the same temperature for 6 minutes. 27.9 g of sthyl bromoacstate are added to the mixture'at” -
*  ~50° to ~40°C, and said mixture is stirred at the same temperature for one hour and further stirred atabout . -~
0°C for one hour. After the reaction is completed the mixture is neutrallized with acetic acid. Then, wateris -

. added to the mixture and said mixture is extracted with ethyl acetate. The extract is washed with an

- 60 aqueous sodium bicarbonate solution and water, successively. Said extract is dried and then evaporated .
) under reduced pressure to remove solvent. The residue is crystallized with a mixture of isopropyl ether and
""" n-hexane, whereby 37 0 g ef ethyl 3-(4—ch!orobenzoyiammo)-s-(z-furylcarbonyl)propronate are obtamed
. Yield; 70% -

M.p. 100°~102°C - e N
65 IR Vil (em~): 33,00, 3100, 1738 1680 1630 1595
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12- ('3, 4 dlchlorophenyl) 5-(3-furyl)-4- oxazolyllacetlc acid are thereby
a| ned Yield: 81.0% M p. 222-223C IR [err] 1725 Exanple 22 30 1.1 g of
2-[ 2- rrethyl 5-(2-furyl)-4-oxazol , 20 m of nmethanol, 5 m @
vvat er and O. 'g of pot assi um hydroxr de are eat ed in the sane manner as
pCr i bed i n Ex 1 bS ts iu -butoxi of grofyr hyl a-
i) sogg R et e’é b 5:g af’ze’%z il e g g
r]: 3130, 4 at cL IE IIIV| chioride are added dropwise to the mixture at
2-i sopr pr-l- 3erfstir|riylb )anésaﬁd&i&ﬁ]ry is]f&‘tﬂﬁ'f airRd fofQ HolrsOAfter Bl taddtidn is Coripleted, the
ter and 3 reofa ted tosa nhirof Bitpd mhamcmd@ndﬂ\eae\edoramd Grivier reduted pressure to rerpove

Lcri bed i n rep@ugrs the extract is washed with water and an aqueous
5-fur yI ) tign, srg gaggi?% e\? léj[ edl..rced Prasg eto
i lerr] bR di&ﬁ%%ﬁ? s@ggb‘i ﬁr ér, tf eg oﬂiﬁ\‘ma (3 furyl)oxa

] 2- cycl ohexyl Mp ( M l) - 4- oxazol yI | acetate, 50 m of met hanol, 5 m of
fer and 1.2 g'MV&‘%RM"p@ﬂ%éﬁsém hydrOX| de are treated in the sane manner

gg;?{)lp)tﬁsd eiIL R éé):‘é‘ I % %% (2fu i xa rboxy gt(e: tané Zg 6g fC8§5¥ Sptotaésslum Eydroxrd% are dissolved -

: is stirred at room temperatur overm Then,
| 2- cycl ohexyiheure is %vafpura )underQ&ﬁrZ&Jt fhisareas rdmové kélvert, And J ] m%?

N——~0 O DON

t 2- n- but yl -%ie thsmfﬁr%fw!emzwwhmetvatdere theyey obtefinedeXielgyB8i7%. 5 ml  of

.er and Lot ? Y. xide are treated in the sane manner as
scri bed |n Exan%'l“"e %6 t)ng%B 1(géd)[z n-butyl -5-(2- furyl-4-oxazolyljacetic
E d are ther ebys) alniairders.o d(difﬁl(ﬂfur\&&as&’eﬁ&rboxyhc%lﬂ and 59/l bf il\ﬂfyﬂn]ocl&é’r&riﬂh f sthiPed
30 g of et hatl40°2o 5C°C fat-6f5| hsnorso e ynn@r Bcbnd@yée Aindax aetioted| prassies, ahe the FEsiduk is
ot hanol sI‘Fl"'zﬂ*"" ?‘é?""& G"'!!"‘!S ’§( ?Pg e B @KF‘G’G wihesebyr22:q %fd3'f‘W" :
. same ndhn Fb{ég dd"’ﬂ"ﬁ?&ﬁﬁ? PBEYG of 2-[2-(4 |
Orophenyl) 5 qnﬁrurc},ﬁl-: ﬁm(agaglﬁhd acetlc acid are obtained. Yield: 85%

p. [err] IR [err]: 3140, .1710 65. 0 ©~ 0 087 782 Exanple 27 1.0 g of _

{ 2 (4- chl or opldaglof (3%ury l@rtﬁqnvljm Mm&oyﬂlqrweaﬂgﬁo&gmdncamm&t nd$.0 g of 4-chloro-
i hl oro 13?19?%;4 "e e i twgg ezhty peserbeﬁ r A% 1—H)- 8.2 of Y f-ghiero-
130 m of t&fe 2l 'Egﬁ' ﬁa'@'"garﬁt?ﬁ' PPBPAY Y s added dropwi se
iereto. The mmwre(chgq@aw sRd, @5, hegBMsheTper at ur e for 10 hours. Water is

i ded to t he :

{5) 8.3 g of N-(4-chiorobenoyl)-{3-furyicarbonyl)imethylamine, 1.5 g of 61% sodium hydride and 5.8 g of
ethyl bromoacetate are treated in the same manner as described in Preparation 1—(2). 8.5 g of ethyi 3-(4-
chlorobenzoylamlno)-3-(3-furylcarbony|)propronate are therebv abtained. Yield: 77.3%

M.p. 93°—95°C (decomp.)

IR vio! (cm") 3340, 3100, 1705, 1670, 1640

Preparatron 3 '
(1) 349 of (2-furylcarbonyl)methylamme hydrochioride, 4.4 g of sodrum bicarbonate and 33g of
benzoyl chioride are treated in the same manner as described in Preparatron 1—-(1) 4.0 g of N-benzoyl (2~
: -furylcarbonyl)methylamme are thereby obtained. Yleld 83.3% - .
45 M.p. 132°~-133°C . .
. IR v:.‘:'.’:' {cm™"); 3400, 3100 1675 1600

(2) 4.0 g of N-benzoyl-(z—furylcarbonvl)methylamme, 0. 8 g of 61% sodium hydnde and 3 2g of ethyi.
bromoacetate are treated in the same manner as described in Preparation 1-—{2). 409 of ethyi 3-
50 benzoylamino-3-(2-furylcarbonyi)propionate are thereby obtamed Yreld 72.7%
M.p. 75°—76°C .
IR v:‘.:".:' (cm"‘) 3300 1715, 1680, 1640 -

Preparatron 4

. ﬂuorobenzoyl chioride are treated in the same manner as described in Preparatron 1—-(1) 24 0 9 of N-(4- .

. ﬂuorobenzoyl)-(z-furylcarbonyl)methylamme are thereby obtamed Yield: 66. 8% . -
' M. p 163°—15856°C - _ _ _

IR vids sl (cm") 3410, 3100 1680 1655

@ 24.09 of N-(4-ﬂuorobenzoyt)-(2-fury|carbonyl)methylam|ne, 47 g of 61% sodlum hydnde and'
18 4 g of ethyl bromoacetate are treated in the same manner as described in Preparatron 1—4{2). 21.0g'of |
ethyl 344-ﬂuorobenzoylammo)—3-(2—furylcarbonyt)propronate are thereby obtamed . Yield: 64. 8%
o M.p. 95.5°—97°C - : - R .
‘68 IR v;“.‘:’ (cm") 3300, 1725, 1690, 1640 1600

12

b. [err] [ ehvdiochi@icOidid. Tha3Decipitatig mﬁlearﬂiolieéte&) by filrbtiont hydhed wrth cold water and then

65 : (1)23.4 g of (2-furyicarbonyl)methvlamme hydrochloride, 23 3g of sod:um brcarbonate and 23. 0 g of4- S



ire,. and the aqueous mi xture is evaporated under reduced pressure to
etrahydrofuran. The residue is e&ar?ac’hd with ethyl acetate, and
ract is washed with an aqueous acid solution, an aqueous

bi carbonate solution and water, sees#@mheely. Then, the extract is

nd t hen evap@roatzefdrvmrdmvl)madﬂmde Blaride, !Q;ﬁqdrswenbmbmeme anfi@ g of 4-

NG+ o e e

to M pr'v e(cF,J-qI ig{db]15391151|0 1725 Exanple 28 2.0 g of
4-chl orophenyl ) -5-(2-furyl)-4-oxazol yl]acetic acid, 2.02 g of '
¥ o- 1 rret hyl) ﬂrodrQirmmnmvlbemhodéﬂiurwarlgpwlvmﬂ l hal2@@mﬂ61%180§@ hygfide and

as déscri bed ! ,ég %F'b ag"ngf gZ- ch{ wprﬁgﬂﬁié"z T@gﬁmﬁzﬁaﬁdﬁﬂﬁ%ﬂéf

.. 2-12:(4-chl oropmw}mﬁﬁ 3%06 Wisg) 1716} ausoz By ircet at e, are obtained. Yield:
CT17. 4%Mp 69.5-[Terr] IR[err]: 3050, 1735 20 Exanple 29 To a sol ution of

. 2.0 g of 2- LZ 14- chl orophenyl) 5 [ 2- furyI - 4- oxazol yllacetic acid in 20 rr1

of chl orof O 216 88445 Rl G i or.o@%t& 5O BERE AU [ E101
mixture is refbd eﬁ e SLrbe trbrtAGr as! ). om-u, -
n-butanol is med birﬁoﬂl)hﬁfumlééiwﬁs&)me&ﬂdmﬁﬁlaeb ther¥tyLbeairied. \edid: rsseei at room
. tenperature for B 164°hO¥G. After the reactionis conpleted, the mxture is -

evapor at ed #finder® v@d(seed: 1% 31H0r 1899, 363enpve sol vent. The residue is

“extracted with t | Wiy SRS de and
. sodi .um bi car bpg q%:gi %méﬁhngﬁi‘mii tha éa%% ﬁ/ﬁ%ﬁ?ﬂ des rEB@B‘m‘;E @:a%&t i—ag g?g ot:

-;drr ed and theahﬂ\zapoétawdemmkarmd)eammQd:anpbmambienétearédmbeoszeuhwemem Tm

“resi due i s ?fecr yo.d04 =208 f rom et hanol , whereby 1.5 g of n-butyl 2-12-(4-
-'.--ch orophenyl) 5-IR yeaf' {5y [) 3380, d&’éz@?‘}tl’f:’éc&‘%te are obtained. Yield 62.3%30"
“Mp. 98-[err] [err]: 3050, 1730 Exanpl e 30 To a solution.of 1.5 g of

:2- (2(4- chl or ophenyl ]-- 5- (2- furyl) 4- oxazplepdrhtagt ic acid and 1.0 9 of :
2n-heptyl 380 branitde mnnurasfarﬂgoﬂz -fdtyicartobnyiinethptaming bydrechigri Wrs'eofa@dwh@dfwa'g!

sof triethyl anbhel qte%basme ?3? edmum%ﬁeﬁ"éﬂrg?afgﬁ‘?ﬁwﬂ ﬂatg ﬁlc% m J‘Jthe
“for 4.hours. ‘f:ﬁ X ?e ’

J's extracted Wy aceta ? lsxw co&ﬁﬁte %&pvﬁéﬂ Y @-G@Toaﬂ-%ce&yllﬂf)uylc; &nyl)-
‘extract isat reﬁtherdmrnaaie taﬁﬁmrdlﬂiﬂlile% as escri bed | n Exanpl e 27, whereby

-0.85:g of n- hept b. 124°{-24a°er chl orophenyl ).-6-(2-furyl)-4- oxazol yl. I acetate-is
vobt ai ned. Vi el d:!R Xz fom 03380, 3°?9lb‘g [’é%gr [err] 3050, 1735 Preparation 1 45

(1) To a mixtur {j %;ﬁw Wj\g £E ¥t 849 DR ARG A" o ethyi
12.5:¢ of sed, %%ﬂgeg%? oy i Gﬁﬁﬂ ¥ d tie P&Bd-ati&%{—mlz) afs gvﬁaﬁyi ;
: opwr se- Wuﬁ@-&&urﬁcajbmr)pﬂepmdihmracdleerzmdbtahhhoﬁemw‘at a tenperature ,
0C under Mpi82 m xture i's-stirred-at roomtenperature for -3
“Then, theR&bR{Im” c@?sgt%w‘? A9 188 col | ected, washed with water and”

__drr ed. .Sai gs.ethyl acetate |ayer is evaporated under reduced ‘pressure to
renmove solvent. 16.0 g of N-(4-chl or obenpaypbrtidad f.ur yl car bonyl ) met hyl ami ne-
ar e\‘g “t her eby dmturom@d(z-m/tetrdow%etﬁ%mlhphvdlc&BIoﬁthD § @ofrshdiuB HBerboriaGBnd 11.4 g of

§9me manner as described in Preparation 1=—(1}. 1309 of N-

1660,::1595 (-2|ohusy gr?q rﬁg _

N- (4-chl or gpelf? ?(% ? égfbea‘ﬂ’ﬁt?ﬂ\ﬁ"ﬁ“ CRTURYAE AR 8 di et hyl - 55

formapi de are a dm? 19 380, $13001880018400 hydr [ de at [ er r] to -[err] under

str rr| ng The mixture is further

SN (2) 13.0 g of N-isobutyryl- (2-furylcarbonyl)methylamme. 3 1g of 61% sodlum hydnde and 12.2 g of

"~ . ethyl bromoacetate are treated in the same manner as described.in Preparation 1——{2) 120¢g of ethyl 3-
|sobutyrylammo-3-t2-furv|carbonyl)propronate are thereby obtamed Yleld 642% o

M.p. 65°—67°C : ; X . i Tl e

IR Vit (cm“) 3270 1730 1660 1650

' L Preparatlon 9 ... '

{1) 5.0g of (2—furylcarbonyl)methylamme hydrochloride, 76 g of soduum bicarbonate and 489 of
cyclohexylcarbonyl chloride are treated in the same manner as described in Preparation 1—(1). 6.5 g of N-
cyclohexylcarbonyl-(z-furylcarbonyl)methylamme are thereby obtamed Yield: 91.5%

M.p. 110°—111°C : .

lR vmie! {em™"): 3250, 3080, 1690, 1640
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tlrred at the sane tenperature for 5 mnutes. 27.9 g of ethyl bronpacetate
are added to the mixture at -50 to -40C, and said mixture is stirred at the
same tenperature for one hour and furigh@gzstyg2 ed at about [err]for one @
hour. After the reaction is conpleted, the mxture |s neutralllzed

acetic acid, ﬂ%\eﬁf et é'rcvt'@!‘eé\d‘t!w"t!' t“ﬁ’é’aﬂ‘PSka\t”rgteB‘ %é les Pﬁe &7 ‘6""23‘;";
eXLracted th%he tt*l 5‘?%?%:?.'}“ Farbathiforss 6 BASLY o E’ﬂss‘& ods
sodi um bi- carcY) successively Said ext ract is dried
and then e,vapoma,mdnuncmso Bmdmw1msetaamnmoto renove solvent. The residue
s crystallized W|th a m xture of |sopropyl et her and n- hexane V\/nereby

;t g.l gegf %[cgi/ % ((y?l i Obeéf i ;::erefﬁg?ﬁ.é%éd] ratlax (1) %{ggﬁ %ﬁ oyl-(2

3
0
1830, 15860 furyl , g@ﬁﬁ,@ﬁa{e@noa&(@)y fald 77930,9 pot assiumtert. -butoxid
af
|

e dissolved mmp. 66—s8cof tetrahydrofuran, and 4.4 g of nethyl a- . _
I socyanoacet at@vﬁ'ﬁecradtié&%fawpwﬁ%‘ﬂﬁemo at -[err] under stirring. The

mxture is st Lhe biYiSmin 5 619 Wodiurh G S %@w % ethyi
& met lami 6 i ethy
3¢t uryl carpopyled 5}35%»2@%&%? A N S S 0 S
stirring, an2aaishridn pﬁmhtsafel_tﬁarktﬁrob&tnwm frau%2 . hour s. After th e _
reaction is comu.etrediCthe m xture is adjusted to a pHof 3 to 4 with
acetic acid ant!*‘t"ﬁéw'évé?%or%?‘bdluﬂnﬂéﬁ 167%8d1%¢@d pressure to renove sol vent.
The residyg is extracted with ethyl ace{at&iofld the extract is washed with
water and ‘an agyiggySs BAGH i yERERRhEN cHlt:h&rlv 8 § E SRR biebonateahdle.a g of 4-
eXxtract i s dHuoeteradyl crrdritie QFexteatdd e samesatetlagdessibed id Preparadorol-el1l 85 gaifiN-(4-
;The residue fhsrg&ewm& fuintidartioninretiylpminstarrctherehvabitainieg. eld; 93.4%f et hy|
5:i%3-furyl) oxaM: _‘g are obtained. Yield: 75.4% Mp . [err]
_[err] 3120, “‘2’}“‘ ggﬁpﬁe{ﬁk& E":‘? {aiofuryl ) oxazol e- 4- car boxyl at e and
2.6 g of 85% p%a%wmbmﬂtmzdﬁ) @hfyIkirson vt iakiing, Ne §0P619 soafum Fylifidenuab 6.3 g
',aﬂtd the sol usfiethidl brindatetdté el tredtediDsdnadP@hartas descdheginitredabtionThd?). 8.0 df ethyl 3-(4-
feaction g;g xfqur@enzgvlw Sridfuatcathaoidipropispate a9 thareby obfeined- Sield % sol vent ,
and the r |du % drochloric acid. The precipi tat ed
cilystals are c "té’tﬁ"ed’ B%Ji@?'n& H% 1\h“$/a}ghed with cold water and then
diied. 2.6 9 of 5-(3-furyl )oxazol e- 4 Cardpamyibd 2 aci d are thereby obtained.
Yilel d: 93.7% M)[Lﬁ0dGfl‘(B}urﬂﬁrbonyl[nmthy]amtf@ll'ﬂvﬁl’ocﬂ.m-,75.6@0“{‘@)’“ Bicarbortater and %7 o0
of 5~ (3-Fubepravtotieris are easertin e Fmtma'an "ﬂgﬂ ifPreggration WHT’cﬁ:Qﬂfat’trBEZ%lte(Pd
stirred aft‘wfnﬁ'ibf"g’”f“@ 3545'0'691’?? eb£¥°ﬁ8l?F 8 ®the mixture i s condensed
ider reduced meﬁsw:neg) 3406 3E&b9163851ls£§J¢61b5 crystallized with acetone. The
ecipitated crystals are coIIected by filtration, whereby-2.2. of -
-furyl - @5 caZtl?@mydf)‘thtq»yll-(&mrv\@r Hopyl Imethylagrined b6 apé61dﬂ)%°§iune‘twd"4€ aghyl

p.. 196- [er ear dl t Qyme g %3%0 Preparation 1—(2) 9.2gofe thyl3 enzoyl-
~furyl carb §'° o‘tfﬁf S?GFH ot i 0% m bi carbonate and

0 g of 4-chl q,ﬁoma egéggM zgplq%ﬁwsgba are treat ed |n t he, s_arre manner as
scri bed 4sn Preparatlon 1-(1). 8.2 g of N-(4-chloro-
n’&eryl) 3- furi/l car bony meth | ani ne a'?r@aﬁ#evéfb ob ai.ne 0%

) f( thyt iorl dlum l déﬁ% of34- :
p.. 152- [er l]:h| éro g :’m 'Q;n "‘5601{ bt% 1131)2 N(34-
(4- chl orobgig,q ap;g,gbe,o b‘gdgf, % % sodi um -
dri de ansb 5. rormacet ate are treated in the sarre manner as

déiscri bed in Prt&pm'mm bn34J.60(3§l)‘0 3805160, 460cTRY | 3- (4-

(2)76g. of N-{3.4-dichlorobenzoyl)-(3- furylcarbonyl)methylamme, 1 29 of 61% sodtum hydnde and N
4.7 g of ethyl bromoacetate are treated in the same:manner as described.in Preparation 1—(2). 9.0 g of ethvl o
‘56 3-(3, Mnchlorobenzoylamtno)-3-(3-furyleerbonyl)proplonate are thereby obtamed Yuetd 91 9% -
© . M.p. 127°—129°C (decomp.)} . E
IR vouiol (cm") 3330, 3180, 1715 1690 1640 1590

e
E

-l

Ly

65

14




chl ogobenzoyl am no) - 3- (3-furyl car bonyl )prop| onate are thereby obtai ned.
. 77.3% M p. 93-[err] (deconp) [err 3340 3100, 1705, 1670, 1640@'

| Prep':_i':“";ljat|on 3 (1) 3.4 g of (2-furyl carbo ¢3f| am ne hydrochl ori de
gsodi um bi chinisdmuecmudctﬁgfstagesoesbnnzoglsaahtlmuste are treated in th

saneifranner as described in Preparatlon 1-(1). 4.0 g of N benzoyl-(2-

- #urylcar bonyl | met’h§eyRrayad gitke foBY!&hy obt ai ned. Yiel d: 83. 3% 45- M p.
<6rr'f [err]:, 3400, 3100, 1675, 16 4.0 g of |
- N-bebzoyl - (2> furyl car bonyl ) met hyl i mif ousqeeer&ii um hydride and 3.3,

g ofgethyl bronmpacetate are treatebdhg the sage. manner as described in
- Prepgration 1-(2). 4.0 9 of ethyl 3- so )‘7 S _
: benzpyl ami no; 3- (2-furyl carbonyl ) propi onate dye thereby obtained. Yield:

- 72. 7@6h4p 78-76C [err]: 3300, 1715, 1680, 640 Preparation 4 55 (1) 23A
g (2 furyl caiduoghgonisesutiydiip BdcBRabiy/ shit @fehdod WheRin A2 % cBloﬂ)pﬁényﬁﬂ&Br&Hﬁbnyl dichlorophenyl
b| c rbonate anor 23y, agd 81 is dydrbden or alky nzanglto 4 bdrbaniattensar e treated in the sane
min fer as descri t;eﬂxqqqmpqn@ 8f Gairph mlwI(l R‘ |5241cmpr%f> nyl, N_f@qr.ophenyl ‘or 34-dichlorophenyl.
11 ubrobenzoyf) z( 2 ¥ I oﬁ% %2" 8?1%}?'7%9'{’?1&'/‘!% i &-ctipePhandr Eiprashen Hdd: dioplophenyl. and

~ 66. 8% Mp. [err] 4P bam%llqpelthllﬁtﬁ\g’of &@ime 18Rkoligh) 3, %%@ch%’qghydrogen '

N (45 uorobenoyls)A@Rarﬁaudeyﬁdaw&eu@ blersait Bth@eBnBundelalméll 9 TIabM 40 SOdi UM

~ hydri-de and 18. 4 &gTiefcompéun HODCIansiwtcaisemarr 2(2t{4-cradrephenyl)-&-(A-durg Pbrexarmiviiaetata s
: descrl bed i R° Pr e% g%tqo@ﬁo@_d Ian |c ispt i f~ch|oro)5(3 -furyl)-4-oxazolyljacetate.

: 3-14:f1 uor obenzo C,’Q ﬁ B %g%é of ‘E&%ﬁ”“eﬁ'e

obtaigned. Yield: 14 "gﬁﬁ@g sm S which gg%f E‘i?,’afﬁ gEo et 2t 00

LR i 0 087 782 Rnepakebpound bf ¢ |5i 38wac|g|saf{2 (32-d‘|duro pﬁﬁ'ﬁ/ YorHlacoiR acid.

- #thl ori @&, 1026A ghaghaceeigallyractsptoble sdlieiite eamdm@dziagne@fm ﬂ'a"m%ﬂhyll BYenzoyl

4 de are tredPeliPrst R6PERtY AarReTUnd of the BEPY!Bed i n Preparation 1-(1):

2 10. Og'.of N-(4 rret hyI benzoyl) (2-f ar bonyl)rret hyl am ne are thereby

1 [ ' _efrdoor8300, 3140, 1690, :

gl ' I car onyl ) met hyl amine, 2.3 g

SOdI um hydri de and-9. 1 g of ethyl -gx?nacet ate are treated in the

anner as described in Preparation 1-(3). 13.9 g of 10 ethyl

(et hyl benzoyl am no) - 3- (2- furyl car bonyl )'*propl onate are thereby

i'med. Ybeld; 85 5%-I\/l : 83 5-[err] [err]:. 3300, 3250, 1710, 1680, 1640,

;1610 £ epar at i Yhergn 1 g; gefi ?'PGLV’I‘ béf‘BBn‘?laﬁ‘Y\‘é‘fﬂ'&ﬂ‘&ﬁl"ﬂ@°’hif€ff‘%d‘f’i'f°5f"?’ﬁ!§'ses
d- of sodi TR CBB'H%H aﬁ& % § of 4- nmethoxybenzoyl chloride are-

n the same manner as descri bed in Preparation. 1-(1). 11.0 g of ’

o | - u . CO~CH~CHCOOR"
- _ o o’ _ ..

e REIET 1 e

' _NHcon"

wherein R' and R“ are the same as defmed above, to dehydrative cychzatlon
14. A process for preparing a compound of the formula :

4 CH ,cooH
QO/ =1 72
0 /N |

' wherem R' is the same as def' ned in Clalm 1. or a phatmaceutlcally accaptable salt thereof, whlc‘h
compnses hydrolyzmg a compound of the formula s

I P cmzccsos-'«3 SR

A A



met hoxybenzoyl ).- (2-furyl car bonyl ) net hyl am ne are thereby obtained. Yield:
85.3% M p. 11l4-[err] 20 IR err]: 3310, 3150, 1690, 1635. (2) 11.0 g of
N- (4- met hoxybenzoyl ) - (2-furyl car bonylgnggpyrgai ne, 2.0 g of 61% sodi um
hydride and 7.8 g of ethyl bronpacetate are treated in the same manner as
descri bed i whﬁalepavsmrsm Mﬁr)ed ag_qye,',angR’ j$ thas as defined in Claim 13, and if required, further
3-(4- net hox?%ﬁi‘@%ihamqu‘)“@q Bhal"ﬂ? t@r Fﬁggg #phesdt e are thereby

obtained. Yi el°u® PPP5es8dRr pepparing aopop R [err]: 3300, 1715, 1680,
1635, 161@ Preparation 7 30 (1) To a mxture of 3.2 g of
‘(2-furyl carbonyl ) met hyl ami ne hypr ehlori &Hgd:om4 acetic anhydride and

50 nml of ethyl acetate is dropw e/addéd agy aqueous sodi um bi car bonat e
'solution at roomtenperature under sti rw']ﬂg until said m xture becones

-al kal i ne. jofThe m xture is further stirred]for one hour. Then, the ethyl
-acetate layer is col | ected, - washed with ter dried and evaporated under
reduced pressure renove solvent. The |fs vvashe%gvmth Iﬁ“‘@' r%
‘et her , vvheré’f}? atTng 's h%ﬁ“"‘@-ﬁé%%m "f‘l]'ra)?f’ alsb" 'ﬁf"e'§§ carpae AVPIEME cgrprises

obt ai ned Yre err] IR [err]: 3380, 3090, 1670, 1655 (2)

2.6 g of N—acetyl (2-furylcarb met hyl am-ne, 0. 74g of 61% sodi um hydri de
and 2.9 g of ethyl 40 bronoac 1.at : é’tﬂ FRCH he same manner as
‘described in Preparation 1-(2). g & emhyl 3- "

‘dcetyl ami 3-(2-furyl carbonyl )pr opi onat§7ar e thereby obtained. Yield: 41%
‘M p. [err?C IR [err]: 3280, 3100, 1680, 2§50 45 Preparation 8 (1) 16.0 g of °
(j2- furyl car bonyl ).net hyl am ne hydrochl.ori @e 20.5 g of .sodi um bi carbonat e
‘and 11 A g oherbia B sty sane @k Befinkdigbose, @o éstetifi¢ation.i N t he same manner as

"'Q§£r| bed.in quebmagm;egqmcg_lsgm?osntrggw(ycgcqﬂfpnp@satherapeutlcally effective amount of a compound
ilsobut yryP2 eRthe F9YiRar bonyl ) net hyI am ne are thereby obtained. Yield: 67.0%

‘50 Mp. 78-80C IR [err] 3: 3130, .1680 16403(2) 13.0 g of
N i sobutyryi -(2-furyl carbonyl) an e ;?chci‘ﬂ 61% sodi um hydri de and

42.2 g of ethyl bronvpacetate ar 0 reate\c‘i)jé t he sane manner as described in

Areparati ¢h 1(2) 12.0 g of ethys- 3- 5
‘ilsobut yryl am no- 3- (2-furyl carbonyl ) propi ghate are thereby obt ai ned. Vi el d:
64.2% M p. [err] [err] 3270, 1730, 1660, 1650 Preparation 9 (1) 5.0 g of
(2- f uryl car bbergin)Rtes el saniens dsjidecoibhClaim tend R® & e Ghms Gdlidefineliic Atdboriat encand
4' 8 g of e&yeham Cé'évris'?ﬁﬁ P'eeﬁr'errthmfoere treated in the same manner as
escri bed | %b% ?CBI.HIC c?r_ni_sosrtlsn ghl@h Wpl\fesatherapeutncally effective amount ofacompound
“cycl ohexyrcar onyl - ('2-furyl car panyl ) net hyl am ne are thereby obt ai ned.
“Mield: 91.5% M p. 110-[err] : 2“r SOPO— ecl-rcmmo 13 0 087 782 (2) .
59 of Nexycl ohexyl car bonyl 6:4’1 yl cgr bolgyl ) rret hyI am ne, 1.3 g of 61%
_'_'odl um hydrlde and’ - IR AR

dl
c
-G,

wherein R‘ is the same as det" ned in Clalm 1, ora pharmaceutlcally acceptable salt thereof and a
pharmaceutically acceptable carrier therefor T

50 '
Claims for the Contracting State: AT

1. A prqceSs f_or preparing a compqu'nd of the formula:

u\o/ : . :

65 atoms, which comprises sublectmg a compound of the formula

16

R

wherem R! is chliorophenyl, ﬂuorophenyl dlchlorophenyl or n-butyl, and R" is alkyl wrth 1 to 4 carbon _



f ethyl bronpacetate are treated in the sane manner as described in

ation 1-{2). 5.0 g ethyl 3-
iexyl car bonyl ani no- 3- (2-furyl car bcﬁny(m?)rmonate are thereby obtain
56.2% Mp. 58-[err] 5 IR [err]: 3330, 3280, 3120, 1725, 1680,

164G Preparation 10 (1) 5.0 g o@_&g&l&g_cpp E({L% hyl am ne '

hyd hloride, 6.6 g of sodium@ic onate g of n- caproyl chloride -
- aee eat ed |n t he sanme manner asPdescri bedm@oﬁieparatl on-1-(1). 5.0 9 of

N- n&apr oyl - %(2- 10 furyl car bonyl ) met hyl am ne are thereby obtained. Yield:

77, Ile 64-[err] [err]: 3320, 3100, 1690, 1675, 1630 (2) 5 g of -
Nn--caproyl ( urotainyH GA FQIY I SR 4| @A Bbovd, 13 dhyafatdsldeisarhum hydride and
T4, 459 of ethyl 18& Aqprowedeairetagnga eripoent @oheformtuke sane nanner as descri bed
inligreparatibn 1-(2). 5.0 g of ethyl 3-n-caproyl- 0 are thereby obtained.

Yi Ed .70.4% M p. 50-[err] IR [er 280, 3120, o3 7y 1725, 1675, 1640 20
. §arat|on 11 (1) 6.0 g of {3-fu I ir bohyT ] ﬁyq'am ne hydrochl oride, 7.8

-9 f"sodi um bi carbonate .and 6. 4 g of” 4- f‘P ge®benzoyl chloride are treated .

‘‘injthe sanemanner as.described in PreparatYon 1-(1). 8.5 g of N-(4- _

“ifl uér obenzoyl ) - (3- furyl car bonyl ) et hyl am negtre thereby obt ai ned. Yiel d:

©'92.4% M p. 142-[err] 25 IR [err] 3370,’ 3110, 1670, 1640, 1610 (2) 8.5 9 of

£*N- (4= T | uor obenwmeiinig? (samfsbfhé'és@aﬂirhem)éla)moh)bh&mamtlcally aﬁ:c@tabfe sﬁﬂi‘%rﬁdfdﬂﬂiimcomprlses _

.“hydri de and a6 .hgdrglyairig mombudyroom&emate are treated in the same manner as

‘‘described in Prepaation 1-(2). 8.0g f et hyl.  3- (4-

fl uo§t.:obenzoyl am no) - 3-(3-furyl car ony _ﬁ;@fl-&-tﬁﬂ aooR? hereby obt ai ned:

Yi e 69. 6% 30 Mp. [err] (de IR [err]: 3290, 3120,

1725%,. 1670, 24635 Preparation 12 (1) 6 0 '?3 furyl carbonyl ) methyl am ne

-hy\d-r-,_,chl oride, 7.8 g of -sodium bicar bonate nd 5.7 g of 35 benzoyl chloride
.r-eated in the same manner as describedin Preparatl on 1-(1). 7.8 g of

.are t e .
oA <E o ﬁ*ﬁﬁ’ﬁﬁm L ol A g b orcbber it

N-be -0y - f ur g.lacmedass Tyl gropatiny & evifipoend df te fOrmufa: 61 % sodi um hydr| de and
6.3 "f et hyI bronpacetate are treated in the sane nmanner as described in
Prep tion 1-(2). 9.2 g. of ethy|y 34penzoyl: _ 4. coor*

OOR
- (3-fyryl car bonyl ) propi ona le gre ‘thereby oftained. Yield: 86.0% M p.
0C (decomp) IR [err]: 3290, %725 q?\: 1635 Preparation 13 45

(1) ‘g of (3-furyl _carbo-nyl)_rret hyl am ne hfdrochloride, 6.5 9 of sodium

bi ca nate and 6.8 9 of 3,4 dichlorobenzoy! chloride are treated |nthe
sane s-described-in Preparation 1-(1). 7.6.g of N-+(3,4-

di chl ggobenz oth)ere(rBR'fmthy lsaree dsodesihedre tiliyl A andR? inatey! wivet edaslcadmnammdwhllxh @h@ﬂses

M gybjeqiBg a t@M@QuUN ol the fofmul84160, 3360, 3130, 1680, 1650, 1580 )

. N (3, 4-dical or obenzoyl )3-_furyl car bany) net hylanine 1.2 g of 61%
godi ul dride and:4.7. g ‘of. ethyl |{br mar:f'.La.Lfar@q icooat ed in the
same- ganner *&s described in Pr epaua'léybn U2l 9.@ gof ethyl 55 3--

3, 4~ orobenzoyl am no) 3(3 furyl Car bon opi onate are thereby
obt al ~Yield: 91. 9% : )

H’

wherein R’ is the same as defined in claim T, to estenf' cat:oo '
4. A process for preparing a pharmaceutical compasition which compnses combmmg a therapeutlcally

effective amount ofa compound of the formula
l I CH2000R3 UL ST s
- No” | ' g
_ 0" / R
Al

whereiin R and R® ara the same as definad in claim 1, and & pharmaceutically acceptable carrier therefor.

17 _ - ——
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Mp: [err](deconp.) IR [err]: 3330, 3180, 1715, 1690, 1640, 1590. 60 65 14
Z Gainms for the Contracting States: BECHDEFR G IT UNL SE 1. A
conpound of the fornula: and a phar g |1g§Iy acceptabl e salt thereof,

wher ei n [err i s chl orophenyl, fl uoro$en¥ di chl or ophenyl or n-butyl, and
[err]is ateptiaserishe Gy dig Vedtraasstpatep: BECHDE FRABMSE > The. compound of @

Chaim1, in enyl, 4-fl uorophenyl or

3%1 di chl oromgﬁilhd['ﬁd’énlép&(ﬂng%eogﬁgri'rpound of CAaim1l, in which Rerr]"

4- chl or ophenyl,. 4-fl uoropheny) 3,4 d| chl or ophen¥l and R2 is hydr ogen or
ethyl. 4. The corrpound cl ai me et ”fCQORAIi s 1 t hr ough 3, .
which R2 is hydrogen. 5. A ph oﬁ‘ceut cal y acceptable salt df the corrpound
claimed in Caim4. 6. The conpound of aim 3, .which is'ethyl

2-[2-(4-ohl orophenyl) -5-(2-furyl)-4-oxa plyllacetate 20 7. The
conpound of Claim 3 whi ch i s et hyl '

ahion 45(} B fro e mf‘rﬁﬁ“ e Rl ry.rfé’yi%% CRRBIRM, bl brFTﬁe

COWpoundl V’drlm! sdrﬁch 1 dadurch gekennzeichnet, dass R' 4-Chlorphenyl, 4-Fluorphenyl oder
2-[2- (4- chs.eDowbre Ivl)da&te@fz furyI ) - 4- oxazol yl lacetic acid. 10. The conpound

of daim3 \ﬁhYQ!‘H ugg 23 fmu%ﬂ}@ﬂdé 9'9“‘ 3 dgs6 RY4-Shlorebsoyly dFiyerphgouigder
"aCI d. 11. % © f;\er hi:.r he :elt:s 3, dadurch gekennzeichnet, dags R?
2-{2-{3, 4 ﬂh& fo a‘i) ury -oxa%o yllacetrc ac?é.. Zichnet A5 ™ A
fphar maceut i cal #mrmmp&ha&ahemmaies sai dérlverbmnwndssmreprnada in CI aim9, 10 or

11, 13. A r@c@!m-zﬂ toenh arrvﬂ Miaedtat{heforrrula ) 0 35

awherein [err]7 E‘EY' r?apha &F?ﬁ‘l and R3 is aI kyl of one to
4 ‘car bon,zat oo QW 15‘;1 Btacforrpound of the fornula: 40
[ er r] whereinp) -[2 ﬂ'e ﬁj’@(;gﬂhﬁ)&a,fgo faed above, to dehydrative '
.cyclization. 114-{248, @moms&nﬁm (3pﬁre|p&bxazgylaesagﬁpaund of the fornmula: [err]
Wwherein [err]12|%\amusmnw"@€¢‘$ Prizder Mef@hwmmnacbﬁnﬁiﬁ;ﬁhaﬂﬁ?ﬁ@w‘t‘l cally

‘accept ab] e sdPtVeripepnzyr Heririuog etogiysrainduas prisAshSrsideg s ¥onpound of the -
formula I5 ~ 0 087 782 wherei rr] is the sarre as defined above, and R
is the sane as defined in d ai@—ﬁd_&%_n ¥¢ . further converting the
‘product into a pharmaceuticall cepflabl @ salt thereof. 15. ‘A process for
‘prepari ng a conmpound of ‘the fornul a: \f _ : : '
i | _ | Ul

warin R' die im Anspruch 1 angegebene Bedeutung hat, und R® Alkyl mit 1 bis 4 Kohlenstoffatomen
40 darstelit, dadurch gekennzeichnet, dass man eme Verbmdung der Formel

lL | CO—~CH~CHaCOOR’
~ NHCOR'

. 56 worin R und R? die vorstehend angebenen Bedeutungen haben einer dehydratlslerenden Cyclrsuerung

unterwirft. :
" 14. Verfahren zur Herstellung einer Verblndung geméss der Formel
B “\ 1"‘"F CH,CO0H
. : : - 1
60 - ' : o ' R

i 'worm R' dle im Anspruch 1. angegebene Bedeutung hat oder emes pharmazeutlseh annehmbaren Salzes
e dersalben. gekennzelchnet durch Hvdrolysleren elner Verbmdung der Formel _

.66

A



erein-[err] is the sanme as defined in Claiml1, and [err] is al kyl of

0 4 carbon atons, which conprisea ﬁ§9 Zﬁélng a conpound. of the '

ax 15 [err] 20 wherein [err] is as defined above, to

fication. 16. A pharnaceutgeajy conposition whi gh conprises a - @

apeutically effective armuntl!of T FFp@i[{[IUCE‘éCQﬁRthe formul a: 30 [er :

ein [err]is the sane as definmed in aijml and R3 is the sane as

hed ingCaim13, and a 35 pharnaceut | |y acceptable carrier therefor.

A pharnmaceutical conposition which cogprises a therapeutically

ctive anount of a conpound of the fornula: [err] 45 45 wherein [err] is

sane as ‘(ﬁ?‘lﬂ’lé@ vprstetBrdiangebebane Bedeptung walR? uitel imainbpruch(10 epdegidiece BaleGtung hat,

eof , ap nnel'P are S.’.? @Fi‘."ﬂsf'}? VﬁES’C'E‘pY"SiE?F%UE‘a’PFq"&Q das firedulstes ir5@in Gihatnpgeutiesh
Cont r a&t% ng r conpound of the

fekmul a: [err] 560 wherein perr &E'R&%ﬁ"nd% %m%FsaJefFuo?'ophenyl

~diehl orophenyl or n-butyl, and H{Tr is alkyl 2$}h 14004 carbon-65 at ons,

ou

1:ch conprlses subjectlng a co ptPeR 16 0 087 782
“wherein [€fr] and R3 are the sanmeQfS defd nemi above, to dehydrative
.cyclization. 'A process for preparing a C ound of the fornmula: i [err]
wherein [err] is the sane as defined in:caim1 or a pharmaceutically
~acceptabl e salt thereof, which conprises 20 hydrolyzing a conpound of the

~formul a: viletdink [ il ARBHL

gqm red, f ufatskent dmﬁwgﬁaﬁ‘ﬁﬁﬁ Edﬁﬁ%&éﬁzﬁvﬁ ﬁdé‘nﬁfﬁﬁﬁﬁu& Ce“ é{ff‘ PS}Sto“atome"
-ageept abI e salt-thereof. . A process for preparing ai donmpound.. of - t he
fornula: wherein R is the sane efined in claiml. and R is alkyl with
“I\teo 4 car®Bon atons, which conp : €] hpound of the formula:
“wherein [err] is. the same as def™@&d i nocl gm 1, to esterification. 4. A
pridcess for preparing a pharmaceutical .c osition which conprises

(gnébl ning a therapeutlcal l'y effective anognt of a corrpound of the forrrul a:

worin R’ die vorstehend angebene Bedeutung hat einer Veresterungsreaktmn untenmrft
16. Pharmazeutische Zubereitung, gekennzeichnet durch eine therapeutisch wirksame Menge einer
Verbmdung gemass der Formel:

[ 3
| ———7— CH,COOR"
| Lo?- N

gl

35

worin R’ dieim Anspruch 1 angagebene und R® die im Anspruch 13 angegebene Bedeutung hat. und ginem
. pharmazeutisch annehmbaren Triger derselben.

" 48 - - 17. Pharmazeutische Zuberentung, gekennzerchnet durch eine therapeutlsch wnrksame Menge einer
Verbmdung der Formel ST :

o R 1~ H— ——r—CH,_COOH -

55 worm R' due |m Anspruch 1 angegebene Bedeutung hat oder eines pharmazeunsch annehmbaren Salzes- :
derselben, und einem pharmazeutlsch annehmbaren Tréger derselhen L o

LAY A \!Il




wherein [err] are the same as defined in claim1, and a peharmaceutically
acceptable carrier therefor. [err] 0 087 782 Patentanspruche fur die
Vertragsstaaten: BE CH DE FR GB I T Ng 9871782¢er bi ndung entsprechend der
Fornel: [e une _ei nes harnaze ti sch annehmbaren Sal zes dersel ben,

jworl n Rl Céﬂ“l?ﬁ?ﬂgﬂwm’l‘—*ﬁ&% chl orphenyl oder n-Butyl bedeutet, und
B2 Visser st off agdion Al sl eanebvgfb.ﬂddsgrag%%affatonen darstellt. 15 2.
Oﬁfblndung nach Anspruch 1, a urch gekennzei chnet, dass R 4-Chl orphenyl,

f4 Fl uor phenyl oder 3, 4- Exchlor darstellb akwblndung nach Anspruch
1, dadurch gekennzei chnet, ,rrj|¢-€ﬂ|o b& I, 4-Fl uor phenyl oder
3, 4-Di chl or phenyl bedeutet, Orérr] rstoff oder Ethyl darstellt.-4.

Ver bi ndung nach ei nem oder nehreren der YAnspruche 1 bis 3, dadurch
gekennzei’®hnet, dass[err] 20 Wasserstof fgidarstellt. 5. Pharnazeutlsch
annehnbares Sal z der Verbi ndung gemass Anspruch 4. 6.

“Et hyl -2- [ 2-wofin @nlchlopghemY,| PlactpHeryif DichbrphehyD @t 0-Butl -badeditett und. R®* Alkyl mit 1 bis 4
_Et hyl - 2- 12 KoHlershiffatomle bededtets ddidrch gekehizeidhrey; dass|man jeing Yetbindungdier Formel:

-Et hyl - 2- [12- (4- El uor phenyl )-5-(3-furyl)-4-oxazolyl]-acetat. 25 9.

2[ 2- (4-Chl or phenyl )-5-(2-furylg= xal yl | - essi gsaurg. 10.
j2-[2-(4-ChIorphenyl)m5-(3-fury|)- CPIH-CerGOgBaure. 11.
2-[2-(3, 4-Di chl or phenyl ) - 5- ( 3- ) - 4- oxal

zol yl! - essi gsaure. 12.
‘Phar mazeus i sch annehnbar es Sal z der Vérblﬁﬁﬁﬁébn nach Anspruch 9, 10 oder
#11." 13. Verfahren zur Herstellung einer verbindung ent sprechend der. Fornel:

=30 [err] 35 . worin R die imAnspruch 1 ange ebene Bedeutung hat, und
Terr] A kylw°ﬁi‘tR pndhRisdig veramhesd anefoebang Badeuiine dahest @'I‘?"t"eh‘ﬂ'a’&ﬁP'EPf’e" ‘Cyclisierung -

‘gakennzei.s MAES", 'qﬁ%rif Epﬂgbmqé,m yg;,l%g, nP,gQ&gepo, 8( mel : 50 wonn [err] die -

vor st ehend ange ene eutun en ha el ner dehydrati si erenden

Cyclisierung unterwirft. 14. ren zur Herstellung ei ner Verbindung
‘germass . der Fornmel: worin R d%ﬁﬁ‘f‘%&@ﬂebene Bedeut ung hat oder
ei nes phgg mazeuti sch annehnbar eTOGai z N sel ben, gekennzei chnet durch
Hydr ol ysi eren ei ner Verbi ndung def'Fo?ﬁ§F§F65 18 .0 087 782 0. 5

R

35 worin R die im Anspruch 1 angegebene Bedeutung hat, oder eines pharmazeutisch annehmbaren Salzes
derselben, gekennzeichnet durch Hydrolysieren einer Verbindung der Formel:

| "\0/

AoR3
| CH,COOR

—
% /

R1'

T 45 worin R* und R? die im Anspruch 1 angegebene Bedeutung haben, und — sofern dles gewunscht wnrd —
" weiters Umwandeln des Produktes in ein pharmazeutisch annehmbares Saiz derselben.’ o

\” : © 3. Verfahren einer Verbindung der Formel:
: ’ ' _ | . e CHéCOOB"‘
50 S o~ | [ <

r!

. :"'worin R’ die‘im Anspruch 1 angegebane Bedeutung ‘hat, ‘'und R* Alkvr mi’t 1 bis 4 Kohlenstaffatoman:'
' darstellt dadurch gekennzelchnet dass man-eine Verbmdung der Formel o

Sy

CH2000H :

worin R die im Anspruch 1 angegebene Bedeutung hat, einer Veresterungsreaktion unterwirft.

20
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Ve
[er

vVor

Cyglisierung unterwirft. 2. Verfahr

ans

d eng

AOT]
i g
Mer

in. [err] «di e vorstehend angegebene Bedeutung und R3 die i m Anspruch
egebehe Bedeutung hat, und - sofern dies gewnscht wird - weitere

U ﬁ‘fdl ung des Produktes in sin phar nazOuoa'zcmznnehnbares Sal z dessel ben..
15. ;hVerfahren zygr mass d Ferre
[er."] die i mﬂéﬂ‘ﬁ@féﬁ%&ﬁ%& Qﬁgrggﬁéng eﬂﬁislép je':ea #‘ g,Fe em]zelﬂfnlg ‘f”"‘}lﬁ%m\ﬁplﬂeg
@;hl enstof fatonmen darstelt, da gekennzel chnet, _dass nman eine

®i ndung der Fornel: 25 R 30 }i Qﬂtmglend angebeneBedeutung
hat§ einer Veresterungsreaktion Unbefwirgt. 46. Phar mazeut i sche
.Zubgrei tung, gekennzei chnet durch eine th peuti sch wirksanme Menge ei ner
Verpi ndung gemass der Formel: 35 [[err] WOﬂ [err] die imAnspruch 1
angpgebene und R3 d| e |mAnspruch 13 angegBbene Bedeutung hat, und ei dem
phdf mazeut i ¥c Mol ‘e flieTim A\apprepsr & cdnpraebeng SBedeutun7 habPhaunt gicest phariezeutisch
‘Zuller ei tung, §¥EaR i’%’? ﬁ?Féstd‘tﬁﬁ? €% eine therapeuti-'sch wirksame Menge ei ner
Vefibi ndung  de ReJsnéibdtlonspoulié Bralakoftkateahid! SIS DE il ab AL @EDENE Bedeut ung

:, oder eines pharnmazeutisch annehnban Sai zes Pat ent anspruche fur den
tragsstaaft ATF Campogédé fdvmele: zur Herstel | ung ei ner Verbi ndung der Fornel:

' r] worin [err] Chlorphenyl, go phenyl mgg’gﬁinyl oder n-Butyl .
‘bedeutet, und [err] Alkyl mt 1 is ofert n bedeutet, dadurchgi)
i'gekennzel chnet, dass man ei ne Ver

/ndungJ desM Fornmel : 15 worin R und R3 die
st ehend zmgegebene Bedeutung haben, ei Nér ‘dehydrati si erenden
zur Fbrstellung einer

Ve bi ndung deL,t FOI’ arm%g uti uement acc tabl {ui-ci, d | IR t . hl\l 3I§é 1
AMOREN [ err] di RudrdpnbWyid) Bikkibro e, FraEr el Oty B e DT $‘§ °p§ alkyl de 1 8 4
_.ph%ar nazeutlasch:oauasn h&N a zes dersef ben, gekennzei chhet durch

‘Hy lfol ysi eren e|meqmweéblm@hmgndianoFbldmlquuélaf est urturdlh'vemmwrnpl{eevle.]mih@obhtnyle ou

ruch 1 an@ @'ﬁ@“eBlé' tun pfern dies gewnscht wird -

& e C t|o 1 d u orophényile,
er s Urrwanq\;f/s ritf RS g i, o ey B o 3%.?{.“9%3’*:'5%7 [y Ser
3t ﬁHeq {518 hM&QBv cat OQE dan§ legddi A2 esérﬁ atomed'hrdrongéne
] n[ err] d| e s Bil,ﬁﬁa'plécbﬁlhq mamGe@elania @u Benisidé sang i avendidiibn[aer 1 | Al
¥ Kohi enst of§ &p®mResd sdlan 42 edverdicatitmdd rqshegd}k‘émz-ehlm’hmwl)-Haﬁsvlhaoxamlvﬂecetate
§ ndung def’éﬁb'f’nel
4 . lCmmposé selon la revendication 3, qui est le 2-[2-(4-chlorophényl)- 5-(3-furvl)-4-0xazolyl]acetate
: 35 d'éthyle
#6 h8 IComposé selon la revendication 3, qui est le 2-[2- (4-fluorophényl) 5—(3-furyl)-4-oxazo|y|]acetate
'éthyle
éts Composé selon la revendvcatlon 3, qui est I'acide 2-[2-(4-chlorophényl)- 5-(2-furyl)-4—oxazolyl-
acétique. :

40 10.. Composé selon la revendication 3, qui est I’actde 2-{2- (4-ch|orophényl) 5-(3-furyl)-4-oxazolyl]-_
acétique.

'oét" Composé selon la revendication 3, quu est I’aclde 2-[2-(3, 4~d|chlorophényl) 5-(3-furyl)-4-oxazolyl]-
acétique. .

12. Sel pharmaceuthuement acceptable du composé revendlqué dans une des revendlcatlons 9,100u
.45 11

13. Procédé.de préparatlon d’un composé_ da formul_e.___ .

o E —T= '“ CH,COOR®
50 o : - o” '

0]

R‘

‘55 dans laquelle R est el que déﬁm dans la revandlcatlon 1, et R’ est un groupe alkyle de 1 é 4 atomes de o
" carbone, qui consvste é soumettre un composé de formule _ . : S

| L [ CO-CH-CHgCOOR
. 60 /

: NHCOR

. 65 dans Ia&ua"l‘!:é"ﬁ‘:;’*éfﬂ“ sont tels .qt‘ie"dlé'fi'hié ci-_d_és@s} a une cyclisation p?r'dﬁs_hydréiétidn. s

Y

* c L " s *
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rr] .65 worin [err] die imAnspruch 1 angegebene Bedeutung hat, einer
resterungsreaktion unterwirft. 20 I 111111 11111 111211 L S 0

7 782 4. Verfahren zur Fbrstellung«% mazeut i schen Zuber ei tung,
kennzei chnet durch Kombi ni eren einer t erapeutlsch W rksanen Menge ein
rbi ndung der 1drovadé dekPépaatiomd iresanpgsfode formule: di e | m Anspruch 1 angegebene

*deut ung haben, und ei nes phar ti sch annehnbaren Tragers dersel ben.
jvendi cati ons pour les Etats CEE?EFe+aT£&=TBEC dOB FR GB IT LI NL SE 15
'Cbnposegde formule: 20 [err] R§ ungsel ypharaceut i quenent accept abl e
‘celui-ci, dans lequel [err] est un gr e chl orophenyl e, fluorophenyle,
chl orophenyl e, ou n-butyle, et R2 est uh atone d' hydrogene ou un groupe
kyl de 1 a 4 de carbone. 2. Conpose sel®n |a revendication 1, dans |equel
rr] est . Nadhs 1 e fir Sshle%% I%Qﬁrﬂuén% ia révet\bll:lﬂ bR P& & %h Sel QHarmaceuthuement acceptable de
4- dlchloroamﬂay @cm3$mqnwmgggﬂgakgﬂpsadgﬁmﬁm I cation 1, dans |equel [err]
t- un groups 4-chl orophenyl e, 4-fluorophenyle, Qu 3,4- dlchlorophenyle,et
' [err] est un atone d' hydrogefje un_grou Sc RKe. 30 4. Conpose
lon |’ un quel conque des reveRdi gati oS 1la 3,2dans | equel [err] est un

one d' hydrogene. 5. Sel pharnacQuthu%ﬁfpw accept abl e du conpose selon | a

vendi cation 4. 6. Cbnpose selon la revefpdication 3, qui est Is

[2 (4- chlorophenyl) 5-(2-furyl)-4-oxaz Vl]acetate d' ethyle. 7. Cbnpose
lon | a revendlca

3 défini dans evgndication 13, et i nécessaire
[ 2- (4 Ctho tlﬂziﬁlcdesu g1R" e ue 4 P& tg re,
2 (& crP Tl &335 il Shae R
[2 (4- quorophenyI) (3 furyl) 4-oxazol yl |l acetate d' ethyle. 9, Conpose -
n la revendication 3, qui e AﬂaC|de oor? o _ :

2- (4- cHfor ophenyl ) - 5-( 2- furyt oxajoryl- "G ique. 40 - 10. Cbnposee
|l on Ia revendication 3, qui estor‘aC|

[ 2- (4- chl or ophenyl ) - 5-( 3- furyl) 4- oxaQBTVT] acethue 11. Cbnpose sel on
revendi cation 3, .qui est |'acide’ 1

[2-(3, 4-@|chlorophenyl) 5-( 3- furyl -4- oxazonII- acethue 12. Sel. :
ar maceut i qa¥siaquellg R egﬁﬂBP%dQﬁn' devendieatiemtl ietftiestimrasoupna elkdede 1 & 4 atomes de
endi cat i oﬁ’ébqé‘e' aYiHeogEsta 8 squmettieun qomBoss A8 FrRYISt epar ati on d' un conpose de

rnule [err] 55 dans Iaquelseige;i]est tel que defini dans |la
ge’

endi catsson 1, et R3 est un g —ar- CizCabHt ones - de car bohe', qui
ni siste A ounmettre un conpose for LEN_[ery] NHCOR - o

40 R"

dans laguelte R! est tel que déf‘ ini ci-dessus; 3 une’ esténf'catlon S , '
186. Composmon pharmaceutique comprenant une quantné thérapeuthuement efﬂcace d un eomposé

. ' de formule: o . _ .
s R | e CH,C00R” - "
B - o o N L
50 | _ o | R1

| dans laquelle R! est tel que défini dans la revendication 1 et R® est tel que défini dans la revendication 13, et
un vecteur pharmaceutiquement acceptable.

o 56 'composé de formule:

°/

60
n‘ |
dans Iaqualle R est tel - que déﬁm dans Ia revendlcatuon 1, ouun sel pharmaceuthuement acceptable da
" g5 celul-gi, et un vecteur pharmaceutuquement acceptablo ’ . . .

22
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wquel e [err] et [err] sont tels que definis ci-dessus, a une
ati‘an par deshydraitation. 21 1111 111 11111 111111 0 087 782
oc6de de prepar ation d'un corrposﬂ 087fP82ul e: CH COOH to dans ?

|l e [erm% ms {l'Egtﬁ ram i | a revendi cation 1, ou d'un sel

ph ceuthuerren e ce -Cci, qui consiste A hydrol yser u
_cohBose de fornumcédzeeaaasfaroamrcmp&desarmmer que defini ci-dessus, et R3
165 el que defini dans |la revendication 13, et si necessai re a convertir

en

iite | efproduit en un sel phafjirag uthuerrentc'_gréggagabl e de celui-ci. 15. .-~
Prdcede de preparation d' un conp se’de fprm] e: :
[er] 30 dans |aquelle [err] est 1@l queo; def¥ ni dans |a revendication 1,
Pr] est .un groupe alkyle de 1 A4 atonesyde carbone, qui consists a _
sonettre tn conpose de formule: 35 40 darpp Iaquelfe R est tel quo defini .
i fdess a une esterification. nposi ti on phar maceut [ que conprenant .
: quant i tef’?é@r'a%q@lﬂq&;é;ﬁr?rﬂ“p% 'fé‘?'g%ﬂ?é"‘ﬂ ﬂﬂ?f°§'lgﬁ£6é’l{( dghii ?"b%"f@ r‘f“é’b
dahs l-aquel | oppe 29 o aafs e revend: cat |%°n PSSt tel. o
- gquye definidons |a revendr cation 13 et un vect eur pharmaceuti quenent R
~ acceptable. 17. Conposition pharffCefjti que %EHB nant .une quantite "

- thérapeuti quenent efficace d' un coppose ’6 [err] 60 dans

:_ Iaquel le [err] est uo defni dans @7 evendi c hcy¥R1L, ou un sel

~ pHar maceut pguenent acceptable de 65 celul-ci, et un vecteur .
. p ar maceut i quer nent acceptable. 22 0 087 782 Revendi cations pour |'Etat . :
© Ot r act ant : déwk lshuellBTRO 6 o QeI PLRURNIMS &ABssCE, B AN QOO pdeda‘swdr&unen [err] 10 .-

s | aquel | e R. Progddé deprjpwative diinlcompesk@atdrmylef | uor ophenyl e, -~

,. ' Iorophgsnyl e, ou n-butyle, et_RB3 est Un groupe alkyle de 1. A 4 atones de

- Cagdone, ~qui consists A sourrettr* 0. H‘OOOHI e 15 '
0 N .

. R1

dans laquelle R' est tel que défini dans fa revendlcatron 1, ou bien un sel pharmaceuthuement acceptable
de celui-ci, qui consiste 3 hydrolyser un composé de formule:

. ——e CH,COOR
uo/ | I .2.

' dans laquelle R' st R? sont tels que définis dans la revendication 1, et si nécessaure, 3 convertir ensuite Ie '
" produit en un sel pharmaceutiquement acceptable de celui-ci. :
. 3. Procadé de préparation d‘un composé de formule:

Lo'/ o

: - 4
' CH_ZCOO_R'
R1

dans Iaquelle R est tel que défini dans la revendlcatron 1, et R‘ est un groupe alkyle de 1 5 4 atomes de
C carbone, quu conslste 3 soumettre un composé de formule - . .

. dans laquelle R‘ est tel que défml dans la revendrcatron 1 é une esténf' catlon :
o - 4. Procédé de préparation d’une composition pharmaceuthuement qun consrste é 1omdre une quantrté .
65 thérapeutrquement eﬁ' icace- d'un. composé de formule .
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?{err]'NHCOR,ZO'dans | aquel l e [err]R3 sont tels que defi-nis ci-dessus, A une
cyclisation par deshydratation. 2. Proced6 de preparation d un conpose-de
formul‘e: 25 [err] 30 dans | aquell e[ qgrogrt7zg2! defini dans | a revendication

1, ou bien un sel pharnmaceuti quenent acceptable de celui-ci, qui consists
hydrolyser un conpose de for e: ]mﬂeogﬁhs laquel l e [err] at
’ err]jtels que definis dans la di cat | 1, %et si necessaire, A

{SBnvertir ensuite le produit en un. sel® maceut i quenent accept abl e de
?ceLU| ci 5 3. Procede de preparation d' urf conpose de formule: [err] O dans
laquelle R est tel que defini dans la mdvendication 1, et R4 est un groupe

-_é?gr%ﬁéde Ia alhsol{ree Ru eomc & {s[%éqg %? %uda{wg ﬁq‘@eﬁél%tl?ph e&'ggbéé qur ph élﬁ%n |ca |on
e

1, a uneiesterl latio 4 Procede de preparation d' une conposition
fpharnaceuthuenent qui consiste a joindre une quantite 66 th rapeuthuenent
zefficace d' un conpose de fornule: 23 . 0 087 782 [err] 0.5 dans |aquelle
[err] et [err] sont tels que definis dans |a revendication 1, et un vecteur
-phar macewt i quenent acceptable. 15 35 40 50 65 24 '
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