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.984-7 (1981) and in J. Med.- Chegpg 821 601 BP24-6 (1964) as internediates or
-as -5 - conpounds havi ng pl ant growth Inhibitory and vitamin K activity. In
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___‘__‘_Iowerr ng and- pl-ant - pr ot ective agents. In U S. Patent No. 4,518,602 there.
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~wherein: Ris hydrogen, [err]alkyl, trifluoronethyl, Ar or Ar([err]al kyl);

- wherein Ar is phenyl, naphthal enyl, pyridinyl, pyri m' dinyl, furanyl or

- .thienyl, said phenyl an@t hal enylgare each optionally substituted with

up 40 3 substituents beilfg ga dently, [err]al kyl, [err]al kyl oxy,
rmn%- and di([err]alkylo g%_*)f}ﬂi@ 91[ ery’fal kyl car bonyl am no,

. car boxyl , fornyl hal o, hydroRy nitro or trifluoronmethyl; 35 [err] is
“*hydrogen-or- [err] al kyl; and Alk is a [err] al kanediyl radical; provided
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- :hydr ocarMbl§ aCGactio @lipnediviredisahg from 1 to 10 carbon atoms; and "[err]
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oxy radical and the -COOR! radical are separated by at least 3 and at most 6 carbon atoms.
50 Particularly preferred compounds are those preferred compounds whersein R is Ar or Ar(Cy.q4alkyl).
More particularly preferred compounds are those particularly preferred compounds wherein R! is
gzg;z?uet:dandthﬂ is t;‘))heznyl gr naphthalenyl wherein said pheny! and naphthalenyl are each optionally
with u substituents
oty formut halg or tfoorometnt being each independently Cqalkyl, Cigalkyloxy, di(Cy.salkyloxy)-
66  Especially preferred compounds within the Invention are those more particularly preferred compounds

‘wherein -the pyridine ring and the -O-Alk-COOR' substituents on th
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<~hydrogen-and' R i s phenyl or naphthal enyl wherein said phenyl and
+-napht hal enyl - are each optionally substituted with up to 2 substituents
“'bei ng :eachi.ndependent I'y [err] al gplo.22l gb§ B3! ky! oxy, di ([err]al kyl oxy) -
nmethyl, fornyl, halo or trifluoronethyl. 55 ~  Especially preferred
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o cor @R alkali metal 30 hydroxide, e.g., sodium hydroxide, potassium
- hydroxide and the like, and to use thereafter said netal salt formin the

reaction w@}I_II). The conpounds of fornmula (1) can al so be prepared by

© geacting ap allflehyde or ketone of forngla ﬁl\/) or its Noxide with

(Ani o) oxy Rerd GrR est er of *f d,NtP-hlkxg-0-8F preferably an aqix addition
salt formthereob; or where [err] is hydrogen, the alkalinmétal salt form of
(V) may conveniently be used. E(ERR] 0 45 The reaction of (IV) with
(V) may be conducted in a suitable ¥hction-i nert solvent such as, for
exanpl e, water; a |lower alkanol, e.g. nethanol, ethanol, 1-butanol and the

|i kes o redcher of () @ith Mnﬁ‘y(ﬂb%@ﬂ d #vallsu-"ab?g(%%ﬂsel g"?g > tetrahydrofuran and
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of an b 32%23?;@ a?::fﬂﬁs ::e:a;ﬂ hr;:a&es of such solvents. The addition. of an appropriste base such as.

' ¢ I metal hydroxide, carbonate or hydrogen carbonate or an organic bas \ :

60 example, a tertiary amine, e.g., N,N-diethyl ni -(1-m gantc base such as, for
pyridine may be preferre, g M,N-diethylethanamine, N-(1 _methylethyl)-z-propanamme and the like or
Compounds of formula (I can also be prepared by transoximation of an aldehyde or ketone of formula

(IV) or its N-oxide and an oxime of formula (V). s imation reac
P 4 . Said transoximatio - .
 out by stirfing and, if desired, heating the reactants to et n reaction may conveniently be carried

. 86 or ketone of formula (VIl) is preferably removed from the reacti
such as, for example, by fractional destillation and the like.




-;ff.-or exarrpl e, an alkali netal hydroxide, carbonate or hydrogen car bonate or
___.__..."an organi c- base such as, for 50 exanple, a tertrary am ne, e.dqg.
~UNNEdi et hyl et hanani ne, N-(1 nep By B1 - 2- propanani ne and the like or
- pyri.dine may be preferred. Conpounds of formula (1) can al so be prepared by
. transoxi mation of an al dehyde or ketone of formul'a (1V) or its N oxide and
. an’oxi e of fornula (VI). Said transoximation reaction may conveniently be
- carried out by sti rirz ng and, if degr red, heating the rq;’?g}ants together in
- #aR, aci digyysol vent Wﬁh&b& Idehyde 55, or (ket ¢ne ofgdprrmula (VII1) is
\fgrwef erabﬂ/ rerrf;ved §3r'0m the reaction mxture fol I(o)\?\n ng g?r‘f knovvn pr ocedur es
_ ,.__su&h as; for exanple, by fractronal destillation and the I(Y{f) EP O
."'"_'221 601 Bl [ERR] Said [eWI] and [err] in formula (M) and 1) are each .
L ndependently hydrogen or [err]alkyl. 10 The corrpounds of formula (I)
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f'or mul acdnipburid@ 6t dEmuta @i Halifg & ARG, 5AROK)HBHhI hbsBilGiE irlal 16 MeaddBlized & REAGRL al | zed
. t0 Yyicokedpdnbing ahy graRp.rSiddpadetaizition idysécondudiedl foll@msyiradetured witsly Kidyin e
-~ cond et aetcbudhods| fONDngplﬂlemchnbm startil@ impteliatoi/an haidid dvpedus medidh as, for
o exanpl eSaidotprmiye grovp may bé turtiier akitatethintoheccorradpanding camomgrdun:wrmcpneappmprlamdr um 35
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or e"ﬂé uithblé 3 are, for example, water, Iower alkanols, e.g. methanol sthanol, propanol butanol and
' the like, hydrocarbons, e.g. benzene, methylbenzene, dimethylbenzene and the like, ketones, e.g. 2-
propanone; 2-butanone and the like, halogenated hydrocarbons, e.g. dichloromethane, trichloromethane and-
the like, and mixturés of such solvents. In order 1o enhance the reaction rate, it may be appropriate to heat
. the reaction mixture.
. 60 In all of the foregoing and the following preparations, the reaction products may be isolated from the
- reaction mixture and, if necessary, further purified according to methodologies generally known in the art.
From formula (1) it is evident that the compounds of this invention may be present as E- or Z-forms, this
- E and .Z notation being in correspondence with the rules described in "International Union of Pure and
- - Applied Chemistry: Tentative Rules for the Nomenclature of Orgaric Chemistry. Section E. Fundamental
55 Stereochemistry” in.J. Org. Chem., 35, 2849-2867 (1970).
' Depending on the nature of the substituents on the oxime moiety it may be advantageous to subject a
_ .given mixture of E- and Z-isomers to an isomerization reaction before separation of the pure geometric
.isomers Said rsomenzatron reactlon is an equilibrium reaction which is generally coriducted in the presence
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tal perOX| de e. g. sodi um peroxide, potassium peroxide, “barium peroxide
.“and the' ike; approprlate organic. perOX|des may conprise peroxy acids such
“for exanpl e, benzenecarboper gp@ig @i B10r hal e..substit uted
;benzenecarboperox0|c acid, eg. 3- chIorobenzenecarboperox0|c acid.and the
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- 3-phenyl - Qropenoic, a- 15 hydroxybenzeneacetic, 2-hydroxybenzoic,
4- am no- 2{fiydjoxybenzoic and the |ike acids.: Conversely the salt formcan

" be conver tr eat ment with alkali into the free base form The
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- = (13- pyr redidinyWs-slirmddl ittp VA ThéASqudous 8ItdHEwere conbinel.Sth Iﬁ asaﬁgred : w%?ﬁ ne
i Xt ur ewitt waéh. dhd 22r-bxybiggrodade ridr dribdl #HOVaERE [R%+ & AN 19 (r(#e gﬁ%e‘% HI0Ne,

~8. 3~ par msthyiphehy)X(B-xidinglimetende,oximBysl. 9671/ (infnedfite’ zpar ts

i car.bonat e Iiemeimilag apnar there ebreaish arepredras stirred for 24 hours at reflux _.
tC .2$:2P2&w%¢fmmwggmmm@ (3-pytdinymethanpi,cim@imp 14120 (rishfiodidid 43pTaRgl Of f (set

- asi de) . &tdHRdimetonmethyinberl (3-o7tidinytnbibavohe dximeenp 888 C GiermBaisaegd and the
S E e Ml i residue was al so washed with water, -conbi ned W t_h the first

o racfS oRPMREIR was set aside (see above) and crystalli zed from 120 parts of
. A-met .h'ylé%rg.enta 2 The rioguct was filtered off and dried, yielding 20

" onethylipheny]]1(3-pysidigyfimethan 98y bdrts of Hydrox-
Hethanol WT%% fg'“fg}faqutw@ :g‘? W) n?mmmq s gtined
X!

mixture 0 i
parts bl !
et hanages hQid % X Remphy? e ethanol lay orsted. The precipitated product was filtered
- wer el GO whth&PalcSilsive waﬁe . 2-DIop; Iar;\%;'s-_ yRisprppane and dried, yielding 7.6 parts (81%) E+7
- 1 soner i¢ 4 SWisifiuoromethylyphBiyi] £Nxﬁﬁn Mimethanons, )Ime:- £188* G (intermediate 25). 164. 4 12
© 151. 0 11. in ZsirhiRF fnhrmer there was also prepared: > : Q%QJ&,Q?J.@&' '
- 4= F- [ er(El2)-(3-pyridinyl) [2-(trifluoromethylphenylime Qxime B idue (i diate 26).
4 F- [erEkzr@-py ¥1 [2-tofluoromethy )ohenyiir ﬁ{tﬂa er%jﬁs , ate 26)

B+ a _ E+Z 15
L A4S eqor [Example 11 | E+Z 218 16 3.4-[err]- o
"jfE+%"flf'" T 151.1 17 3-thienyl E+Z 40 Exanpl e

AT xt ur eA@lixiie ot pagts of 2-fhebyd-1 ipyridinglisthinoie, P08 DAY 1-tidinoReidl; 25 p&Hs of 2-
'Qﬁy-d:r" '-ox.va-herowgfemsm it and® 80 pgiarof Slintekhyp SUiGHadel Wid hirsdd fon 2t I%u@rﬁ réﬁp
par t's, emRoratie, yndey,aitrogen | atmasphefes The ploduct wasibxtiactbd Wit bIBFTT2E6t. UTH - extPict Wb
“avapBr JEN9H with a giiyled sogium hyerpgen @arhonatersokivon kirled, tfiterdd&1d eRdpbiated Ofhe Vebias wad_t he
SRR 'ﬁ.-O-d-uct:a%Ep g'tgx‘% Bt othanoband;32 me? ﬁhédmﬂzgitn@ bydroph(gl:;g;ibmac:dwth:gi ﬁlﬁrhm The

© ‘combi ned™ ct re 0 p s e ethyl acstate. The e

: .Co_rr'-b-l n%\%hs %r)rgz ) %Eere%h m%m%t:tse%@hf E:sigue wad; girified by column chromatography over silica gel
e \_¢ - - using trichloromethane as eluent. The pure fractions were collected and the eluent was evaporated, vieiding -
. 40 78pars (13%) of (E + Z)-2-phenyl-1-(3-pyridinyl)-1-octanone, oxime as a residue (intermediate 27).

B. PREPARATION OF FINAL GOMPOUNDS.

Example 12

To a stirred ‘mixture of 5 parts of (E)-3-pyridinecarboxaldehyds, oxime and 90 parts of N,N-dimethylfor-
. mamide were added portionwise 4.02 parts of a sodium hydride dispersion 50% at room temperature. Upon
completion, stirring was continued at 40° C {ill hydrogen gas evolution had ceased. After cooling, a solution
- .of:8.3 parts of 8-bromohexanoic acid in 13.5 parts of N,N-dimethylformamide was added dropwise at 15°C.
.. 80 After. complete_addition, the reaction- mixture was sfirred for 30 minutes. It was poured into water and
acidified with hydrochioric acid till pH = 5. The precipitated product was filtered off and crystallized from a
mixture of water and 2-propanol, yielding 6.37 parts (65.9%) of (E)-B-[[[(s-_ pyridinyl)methylen]aminojoxy}-
hexanoic acid; mp. 117.1*C (compound 1).
“In a similar manner there were also prepared: . :
. 66 (E)-S'-[[[.(3-pyridinyl)methyleri]amino]bxy]peritanOie acid; mp. 126.3°C {compound 2); and
: (E_)-3-[[[(3-pyridinyl)methylen]'amino]oxy]propanoic acid; mp. 155.5° C (compound 3).

xture was filtered over silica gel and the filtrate was filtered ‘-

."I‘:"("3’-""'p‘y'r?“i'-._d-i'-"n"y'l ) met hanone (i nternediate 6). In a sinl‘a manner there was also. . .




- (3-RY

.-f'-'f50 yr eI dr ng 68 5 parts (91.6% of 1-(3- pyri di nyI) 1- nonanone, oxi e as a
“residue (r ntermediate 18). In a simlar nmanner there were-al so prepared:
1= (8- pyri.dinyl) - 1- hept anoneoxi P @S2reg1sf due (internediate 19); and
(E+Z) - 2- phenyl 1- (3-pyridinyl)-1- propanoneoxi ne. (r nternmedi ate 20). 55
"‘Exanple 8 To a stirred mixture of 43 parts of (4-nethoxyphenyl)
©(3- pyrPaMmagi$et hanone, 1.53 parts of hydrox- ylani ne hydrochl oride and 80
_,;_;_'_-parts of et hanol were added dropwi se 2.1 parts of N, N-diethyl et hanam ne at
' To igi:’éﬁd“@‘"m% dBGMS B Ertgphendidpuidiny rmethardpe oxime rend ¢Q8cpsstsldi NjNon,
eg Yr? ;WTH%Y“% lion. #fing,ies confipuad 1] hqrpoe.gempvoliinn hed Sedsed: Araglutiomitoe -
urp..
as: |

Wdopationee 40 pasts|dia sasfupe hysride @lisidveion &0fetat goommi xture

bl A F “\ﬂd Héd’aﬁ ?frﬂmrar@rhvwwﬁwaﬂdeapm gavonf i rst

om. ¢ it was .-.i;el t@ c:’hi re%rd i alg aats%rr ,,%gg::gpma% 8$q}tq t:%ed
,Qv M'ﬂrﬂ'%diﬂc cpégﬁ s%mE‘ ggfa il "'.”' of : &R ﬁ?%‘g: b?gught eHe at
(3 By § o BHORRed OFle Beicud T )4 "8 9 To a

. r 0 rrﬁltc ov
st r.rafixitie)st thiorSthetiile anQﬁJtﬁaﬁolQéazz vgi% &Qﬂﬂ&{? fehone,
25 2 1108 biger®ivas Bbotaod. Ohe rdbils WEE BIHAIPA M ﬁwg 2y {i $ J] vere
- -added rafdus: wassiired of a Mpalire StydtaiThddRitd 3H 2B By BisArsHane. Sﬂ\é B%&J&gwggafﬁte &
oversnifijtate ves seicdsidelx whsheD@iho2, 2Hokybisprogand bREHRH ifaBsd #FeD! iard}ﬁ@% fi E écgéned Of f
- (the fdf B8rpate(36,8%) SfdE + ZBS-lliphenyl(3chytidirylmehylenfamikdioRyIpenthhdic gd
“-get--aditgie. yhjghowastrot/ asjdevias everpmtedaTrecresidus avas @BédOihl 9acob St vl CJ ir&éﬂnd QE&oNr‘ﬁt er
" The a Ji3eiion sofs@f Lrarte 6%k 10k (E bk Hprbnyi(Bipgridiny hrdetinienmtoloky Idebfafidic @bil:, mpashed
. fef (campound 4). oxybi spropane and dried in vacuo at [err], yielding 52.1

:”f_-__pé‘r‘{"s % W?:%d?a" %} Yeze alpgpreparedheny| ) (3- pyri di nyl ) net hanone, oxi ne: np.
)

B err] methylpnlamiriojoxylautangie asids Mpt. PR3 € (eampeurdl Sk @ngr epar ed:
(E)-[ 2 THRaNAmnolos Ihessnolg japidk mrdR4Hs Fdermprind®). np. 124.2 C

eCiint e% 23) and (E + Z) [ 3- (di met hoxynet hyl ) phenyl ] -
met hanone, oxi ne; - np. [err] (1 ntermedi ate 24). 20 Exarrple 10 A

t oy e
En 3Xp;rmidrf?rfa§d%)"9% AP ﬁﬁgda%t' 'py" Oro é/ s 'MT’W"M"?" 2.46

- parts nidbtur @el ﬁi%@ﬂﬁéoﬁ{pﬂte r e sp r s
Stirred pa#as ob elA@Le- ﬁo@&paﬁtﬁf&ﬁ&&@%& %Fdd\'& tﬁerm c ccg:ging) :
.evespOIUabrecbmp'Eh@l Btindngi vidls coritifsbd fér A8 WhrkutedASpo re

' SuCC esartion Imjxtund twits evatobtad add WEIOHRIES @hdea r uc‘t QKsV rﬁﬂd%ﬂ% '
- yi-el diexgetaved dpied, fitergdSih@ieveapbrafed., The lbésii(é W ﬁtﬂf%’d(lﬁ% dh LR M{?Ahy over srlr

. { 3 py epldising p ymduré: sitdehinoniethane and. metidol @5i8 By iR isAd@nt2 Pe purd radtiohk We ar

" _mannefoliedled andydhe elvest wps eymmoretd. Yididing Z)7 (partsyeoisek) v ledhyl (E)-5-[f[1-(3-pyridiny!
ez 8 Py idendangiorlaxmipentannaie g9 4 residusdcropeyndX).me as a resi due (inter rre:j:né%‘ e 26).
- 30.. Exanple 11 A mixture of 40 parts of 2-phenyl-1-(3-pyridinyl)ethanone,

'36.8 parts of 1-bronohexane, 25 parts of 2- methyl-2-propanol, potassium
salt and 200 parts of dinmethyl sulfoxide was stirred for 2 hours at room
ot erature under nitrogen atnosphere. The product was extracted with ethyl
acet ate. The extract was 35 washed with a diluted sodi um hydrogen

~..car bonat e solution, dried, filtered and evaporated. The residue was taken
"up in 160 parts of ethanol and 32 parts of hydroxyl am ne hydrochl ori de were

added. After stirring for 1 hour at [err], the m xture was evaporated and
t hes product was extracted with ethyl acetate. The extract was dried,
filtered and evaporated. The residue was purified by col um chromat-ography
over ‘silica gel using trichloronmethane as eluent. The pure fractions were
- collected and the eluent was evaporated, yielding

50

-56

10

o ——



1730 7.8 parts (13% of (E + 2)-2-phenyl
“ias-a‘residue (internediate 27).

-1-(3- 'p'yr"i'di nyl ) - 1- oct anone,
B. PREPARATI'ON OF FI NAL COVPOUNDS. Exanpl e

oxi me

" 12 45 To a stirred nmixture of gEp past eotoht (E) - 3- pyri di necar boxal dehyde,

- oxime-and 90 parts of N, N-di methylfor-
.. parts .of .a sodi um hydride ‘di spersi on 50% at .r oom-t enper at ur e.
conpl et |llmﬂ8im3mmammg|ema@re@dmmreﬂm at [err] till-
‘céased. After cooling,
57135~ parts of- ‘N, N- di met hyl f or mam de was added dropw se at 15 C
.'\eorrpl ete addit the reactio
_pod‘r ed into nd acidifie

twth hydrochloric acid till pH =

"'-‘-pyrl «di'nyl ) met hyt en] am noJ oxy] - hexanoic acid; np. [err]
lar manner there were also prepared: 55
(E) - 5- [[[(3 pyridi nyl ) net hyI en] ani noj oxy] pent anoi ¢ acid; np.
'(COITpOU cr ) =10y C OO e
_ [ er . @corrpound 3) EP.0 2 GmomxiExanp#kt/B TapalR)
' of 8 parts of (E+Z)-phenyl (3-pyridinyl) fgﬂlhanonebasgxl me and 1
N, Ns di nethylformam de were added portlonvvl se 4.0 parts of a s
di sper sj-er-50346
-continued till

irof 5 brrmp

3 ntanoic acid in 18 part N-di met byl f or
. dropwi s at %r oom tenperature After ionp e addit. , n@‘%di
Wwage st i PBred heat ed overnight, a& [errd. The shﬂsaent was ev
.-'residue Sl n up in-a sodi um hygrogen, carbon olutign i
© extract lii"Vat hﬁg% times with dichl oro‘rjret hanrhe The Si}fsoe? t he sepaf
- aqueousfNaHCgHs aSe was brought 10fto 5Bith a kH§Reochl Mic. a
- The progct \Aeme)g uact ed with di chi oronE+gane. Théseextract wa
__-.-fllfer %‘@8 ed. The residug was _purlfled?] columa ch
.. over si ?ca g%'( Pﬁg a mixture of trichi’oronet haM®®and han
vol une) 14s ei-qusa The pure fracti ohs werB#Zcol | echas# and athe e
evapor aj h5d. 41, ﬁl_due was ‘'t aken i N ZzRropanohagand the d at
~evapor af ed. T e résédue was stirred in a mxture of ethyl acet
2,27 - oxh®i sIrB = The product wastfiltd*&d off -Ra%e is filt
- asi-de), 1wasfleﬁaputhb1&y2 - oxybi spropgne argtgdri ed,pdgevacuo at [
y|eId|n a first fraction of 4.3 parts (35.8% of (E +
D) -5-[ [} EBhedyt 'C%“ngrl di nyl ) met hyl en ami ndj oxy] penP38foi ¢ acid;
 Thesfilfteat @-thifengh was set aside, #as ewsgor at edbas'Ehe reskdue
~ -vacuo agq 604 _yielding a second fractio Qf 0. 8 ( §/<)
LD A5 pheny3(3 pyri di nyl ) met hyl en fam norﬁ oxy] pen an0| c acid;
- (conpouRl 4p-naphthalenyh a sinmilar nrhinner BHfere webaseal so prepa
\z/) dgp[ [ Qheqyﬁ 3.cpur4 d| nyl ) met hyl enf am ngde@xy] but ggial ¢ aci d;
c ouj
" 2)-6-[[} ?)he

(corrpoud h-cfiganpl e 14 25 To a st4rred gvext ure.bdset. 08 parts
(E) 1- (B PyLL

wer,g add®d 85 |oa§)/\2€é"ga§5q'g4 IOoxi mo€nd 45 parts of N, N-di net hy

arts a sodi um hydrl e di spersi
room t ef@per rCHLCHfe nixture was stirred®@il| cobyfecte reacti
for a v +,Ie3l.[1(&ﬂw§1

]..@a;h at 40~[grr]. gAlgt er copldend.
28 2~ cva-cen‘ 4 E+2Z
29 2[(OCH)CHICH 4 E+Z
30

L 'y
CGHS- | 4 B+Z

-

.base
50

oil

.base

.base

m xture was stirred for 30 m nutes.

hydr ogen gas evoI ut| on had ceased A sol ut| on of

.

ﬁyf‘( §°ﬂy z’d’aﬂ;ﬂ ) met hyl en} am nd{¥8xy] hex®®i ¢ aci @ np.

mam de were added portionw se 4.02

Upon . . . R
hydr ogen gas evol ution had
a solution of 8.3 parts of '6-bronmohexanoic acid in -

50 After
It was
='5. The -

: N ct‘,”\”ﬁ?‘ﬁ‘%@'ﬂe’@' 4Cgnd crystallized froma mxture of
wat er and 2- propanolg yi-elding 6.37 parts (65.9% of (E)-6-[[[(3- _
(conpound 1)."In

a

[err]

panoi ¢ aci d;
rred m xture
D8 parts of
bdi um hydri de
Fring was

8.3 parts
has added

ion m xture
hpor at ed. The
N wat er and
at ed

5 dried,

omat ogr aphy
| (98:2 by
uent was

er was '

ht e and

fate was set

brr],

————

p. [err].
bf (E +
[err]
(E +
[err]

ed:
D.

[err]

of

for- mam de
bn 50% at

fn .and heat ed

55
- In a similar manner there are also prepared:
-, ethyl 5-{[{(2-furanyl)(3-pyridinyl)methylen]aminojoxylpentanoate (compound 31);
. -ethyl 5-[[[(4-methoxy-1-naphthalenyl)(3-pyridinyl)methylenjaminojoxyJpentanoate {compound 32);.

11

Li.d solution. -

was dried in




~6.9 parts of ethyl 5-bromopentanoate were added dropwi se at room

' Eégrﬁrfpgr-.at;:ureﬁ'f(exo%/'her mc reaction). 30 Upon conpletion, stirring was e
"~ continued for 10 minutes. Upon g @psh @ @y erni ght at room tenperature, _
“.reaction.mxture was evapor.ated and water vvas.ad_d_.__e_,:g:;;::; The product was
extracted with met hyl benzene.” The extract was dri ed filtered and .

- eyapor Q‘.-[[[Q'Hﬂid!"é'g -BufEnidipymethyianiamind lokylpentahaatercamipoariaeeBgr aphy over silica
Tgel usPRg =G f'l'q:@’a'fphq"vl?(%nwrewmmmemiamkylpemama:e (copaundahy vol une) as
L akuent ¥l gme PUBHrnephalen I predindinetarlenartioojad bantinoata fcompeuna 38f; ed, |
. ;efan““fffg% QAL 1S -ﬁg_é%% of ethél (E)-5-[[[1-(3-pyridinyl)- 34 o
-.-"5-'|:'i'%§’r'i%5‘m -K'cﬁ?‘ﬁ{%?f’é W3 opmetayl henyimeliyien rerisnicanedtaiopte (¢Hnpddnas). 55  EP
0 1@941 _'g%]_h-a. simlar manner there were al so prepared: [ERR] No: R o
“m - i somerte salt/ " nmp [err] form base 15 8 H

R 3,

s 4
g
. . base had ceased. 1125 Parts dr St 6bromopentanoate were added dropwise

. | j
R '__--Eo'.a stirred mixturt'gr 10.2 parts%??E ﬁ@e@;‘? '%igfp (&tt‘l&&lSrJiethanone.oxime and 67.5.paris of 4
* w10. N,Nkimethylformamidd@8f8 added_portionvii i4y|; rEs a sodium_hydride -dispersion 50% at room
-~ iemperaté 86ing -2 period of 15 inutes. Upoh completion, stinring was continued tifl- hydrogen evolyj
1.11: _ %urin'g aB)%%%d of 10 minytes.

o= 13 " 'Upda pymplets rigdition, stiring was continued for 48 hours at room temperature. After. pva q\gation H’I_ lerr]-
T4 - [veguo] the residue was stirred in water afld the proﬁéthas extractef ' ichlor'ometééne. IBhe extract '
"4 T15 waEdifed, filtered an asgporated. The residt@ was pirfied twite byl Blu “chromatography over ziiica o Exy

"4 - gelusing a mixturp gktrchloromethane and Bthyl abetatd 01D BY G‘cmhl.e) as eluent. The first fraction ' was

-~ Dase collected and the gluent vas lavagergtisd in vacuo, yielding 5.5 parts (33.0%) of ethyl (E)-5-{[[(3-pyridinyly base

T 3 5e_'3-(.3-(;tl@9nYl)ﬁigthylpnlgpigq]oxy]pentanOate as a residue (coipound 37)EThé second fractiol @¥8€collected - 20
: an

2
g

L [err] @ the-eluent was.evaporated in vacuo, gielding 5 paiis-80.0%) of ethyb (Z3-6-{[[(3-pyridin}l) @Xhienyl)-
3 eﬂ%ﬂe%] ipoloxylpentanoate as a residup (compoureh3a). " base . - 22 4-lerr]-
p - igasim lar manngy there were also prepargd: 3,4-[err]- : 4

E+Z . base 4 n-[err]- _ 4 - E+Z _ .Zg-ase
.25 2-[err] 4 E . . base -
- 3-Legrr]- N 4 %z ~ .base - 27 3-[err]
A 3 : @-C‘“’O"fmyza( M#Jdié . base ' 4 ‘ E+Z
.. E+Z- base _ - 5{) 29€ ®*2-Terr i ciy bacs
... base _ - 30 [err] & : 4 .
~“oil 55 In a sinilar manner there are al so prepared: -

B INO R . isomeric form

39  3-cr -c_H,-

l-naphthalenyl

VN bW

3764 g

40 2-thienyl 2

- 4l 3-cHy-CoH - z
N e B ¥ B
o 3.5-(CF,) ,~CoH,~ z
3.5~(CF,) ,~CyH,- E

32

B

l1-naphthalenyl

" 's0 Example 18

- A mixture of 7 parts of 2-phenyl-1-(3-pyridinyl)sthanone, oxime, 8.7 parts of ethyl 8-bromohexanoate, 10

“parts of potassium carbonate and 45 parts of N,N-dimethylformamide - was stirred 'ovemight at room

temperature. After evaporation, thé residue was taken up in ethyl acetate. The organic phase was washed

66" with as- diluted sodium hydrogen carbonate solution in water, dried, filtered and evaporated. The residue

.. was purified by column chromatography over silica gel using trichloromethane as eliient. The pure fractions

- . were. collected and the eluent was evaporated, yielding 12 parts (95%) of ethyl (E)-B-[[[Z_-phenyl-1-‘(3-
: pyri:_i_in_yl)ethylid'en]amirpo]oxy]he_xanoate. as a residue (compound 47). _ '

12




-f'[ [ [ (2- fur anyI )(3 pyr| d| nyl) rret hyl en] ani nol oxy] pent anoat e (corrpound

", '[_[ (4 net hoxy 1- napht haI enyI )éﬁorﬁq '651 gyl ) met hyI en] am no] oxy] pent anoat e
conmpeund: 32); EP 0 221 601 B1 et hyl
[(3 pyridi nyl )(5 pyrim di-nyl ) net hyl en] am ho] oxy] pent anoat e (conpound -
- et hyth a similar manner there were also prepared:
-_[ [ [-(3,:4i 5-trimet hoxyphenyl )(3 pyrl di nyI ) met hyl en] am no] oxy] pent anoat e
'onrp@und 34); et
BoATT2 (i et Hoxynigt h
ta‘no'{at e (conpound 357 and 5  étMyl
‘2:methyl -5-[[[(3- pyri di rﬁll )[3-(tri fI uor onet hyl ) phenyl ] net hyl en].ani no] oxy] pe .
nt'arioat e {conmpound 36). Exanple 15 To a stirred mxture of 10.2 parts of (E-
&) -{3-pyridinyl) -(3-thi enyI)rret hanone, oxi me and 67.5 parts of 10 - '
N_‘-"dl met- hyI froermerde—mere—aduEd-poTt T oMW SE 2. 24~ parts or. 4 sodi um hydr| de
p8rsi'on- 5(86.at Rr oom - t enperature durihg AseeerisomBi(°ed i nut es. * Upon -

esi-5o@, haio%aytdz(-angyrl dbawsl ) met hyl en] afii io] Xyl pen”

conpl etion, ~gtirring was continued till hydrogegegvol uti on{had ceased.”'12.5 -

~Parts of eth | 5-bronopent anoate were added dropW| se during a period of 10
‘mnutes.- Upo GRP-et-e-—aekd O Re—ras—eoRtaed—eff 18 hours at
roon;stenperatme cﬁ\fter evaporatl on in vacuo, the resitue as stirred in
wat er and th f t was extracted Wlthatl‘l chl Eronetgﬁn The extract 15
“Was dried, f and evaporated. The residue was puri fi dd twice by
“col.um chro smgra 1Trer silica gel using a nBxture of tr}i chl or onet hane
~and et hyl ace @: 0 by volune) as elguent. ghe first frlaction was

“col/l®ct ed -anc he PeTaiddt was evaporated i_n vacuo, Yyi el {il ng |5.5 parts
(33.0% of ety pEgHyT[[(3-pyridinyl) &

(3-t'hi enyl") mdéqyl gnd-q.m Ao] oxy] pent anoat e s a resi due tcongound 37). The
" second fl’aCtI?{I was, S lected and the el uyent wag evaporated in vacuo,

S

y|eId|ng 5 ps “of ethyl (2)-5-[T[(3-pyridinyl) (3-t'hi'eny|)- 20
- met Wil .en] ami bﬁoxy]-q:@qganoate as"a resid® (conpound 38). .ljn a simlar
“manner there §p_prepared [ ERR] Ngy Rg -
- isomeric for Nerr] 2-t hi enyl : ' Z.
'_41 3[err]57 n-CyH, .~ % 42 B 3[erf]- 43- 3,5-[err]-
Z 4 4 3,5- [958] - (3- py:mnyn(ca ) c- a4 ES 1-napht hal enyl

Lz 45 | enyl _ E 50
------ Exanpl e 16 A Fr?xtd?e“ffm’inydgi ) ? 2- phenyl - 1- (3- pyri di nyl )t hanone, - oxi e,
8.7 parts. of enhyltsepmdmmxarp Ce, 10 farts of potassiumiarbonate and 45
.. parts of N, N- 1} net(ngQHIBiegde was stirregd overmghght at room tenperature.
Aftes evapor ' on ue was taken up in ethyl acetatf. The organic
phase was wasted s-0i-bHR-hdogen—car-Berat e solution in
swater, dri ed f||tered and evaporat ed The residue was pur|f| ed by colum
. -chr. omat ogr aphy over silica gel using trichloromethane as eluent. The pure
i fyactions were collected and the eluent was evaporat ed, yielding 12 parts

(959 el (E)-6-[[[ 2- phenyl - 1- (3-
.pyril_dl nyl )«er;[thXre geﬂ)] pggsno] (%{(..%E' ?t(en{r"l a(&-pyr%ﬁtyl?bo orgel,Jeoxi‘n ,O ggo;leaqg o?gh'yl %-2

bromohexanoate, 10 parts of potassium carbonate and 100 parts of dimethyl sulfoxide was stirred overnight
at room temperature. The product was extracted with 1,1-oxybisethane. The extract was washed with water,
' 45 dried, filtered and evaporated. The residue was purified by column chromatography over silica gel using
' trichloromethane as eluent. The pure fractions were collected and the eluent was evaporated, yielding 10
parts (68%) of ethyl (E+2Z)-8-[[[2-phenyl-1-(3-pyridinyDoctyliden]amino]oxylhexanoate as a residue

- -(compound .62).

- 50 -~ Example 18

A mixture of 4.3 parts of. ethyl (E)-5-l[[(3-pyridinyl) [3-(trifluoromethyl)phenylimethylenJaminojoxy}-
pentanoate, 25 parts of a sodium hydroxide solution 1N and 20 parts of sthanol was stirred for 2.5 hours at

: room temperature. 25 Parts of a. hydrochloric acid solution 1N were added and the ethanol layer was
...56 _ evaporated. The product was extracted with dichloromethane. The exiract was dried, filtered and evap-
: ‘orated. The residue was purified by column chromatography over silica gel using a mixture of frich-
~ loromethane and methanol (98:2 by volume) as eluent. The pure fractions were collected and the eluent was

~ evaporated. The residue was crystallized from a mixture of 2,2"-oxybispropane and hexane (2:1 by volume).

13



2160181 In a simlar manner there were also prepared: 0 [ERR] No.

L

SARCE e o m isomeric rrp [err] form15 . .
.48 [err] .. EP0221601 8% - 49 [err]
3 E coil 50 [err] : B | E
51 [err] 3 E g - 52 [err]
g The pduct was fitersil joff B6d dried yieldifig 1.7 parts (42.2%) of (E)-6-[[[(3-pyridiny))[3-(triflucfomethyl)  E
avem B4 ph?ry[]rp?thylen]ammo]oxy]pentanouc acid; mp. 70.33C (compound 68). - 25 55
-Iha snmllar manner there were also prepa@d - : - 56 [ er I ] - .
e B8 (3 pyrrdrn y rr] o 4 - -.59 - .
3_pyr|d|nyl)[err] S 3 _ - - 60
CSE(8-pyridinyl)[er rr c N o-(%) !:-—OH - - 35 61
- Lerr] R 5 E+Z - - 40 Exanple 17 A

m Xfpure of. 10 parts of (E+Z)-2-phenyl-1-(3-pyridinyl)-1-octanone, oxinme,

“n7.5 parts of ethyl 6- bronohexanoate, 10 parts of pot assi um car bonat e and
;100 parts_of dinethyl sulfoxide was stirred overnight at roomterrperat.ure.

' _'parts (P8~ ofernyr—(E ~

-_,.'_.-jThe profuct ghas extracted wth 1,1" - oxybl se hane g extra s washed _
n -r 45 dried, filtered andmev d_ fﬁ resrdﬂ’e purified by
3 'colvurm hromat ography over silica gel usfamyt tri chbaseonmet hane ag el uent. The

Y- 61 -2 pr‘nyI 1- (3-pyridinyl)oct¥li der® ani no] okﬁhexan’c?&t .2

" (conpougs 50 Exanpl e 18 A mixjure o 4.3 papage Of enhyb
(BT %(3% idinyl) [3-(trifl uorgrret hyl ) phenyl ] net hyl e o] oxy] -
~pent-ancH 5parts of a sodi um hydr oxi o2 sol ut i*BA®®N an arts of
et -hanol j6®a trred for 2.5 hours as8 roongtenper abase. 25103a5t' of a
, '_hydroch r| cid, solution 1N were gdded and the nol er jlwas 55
- “evapor a gd Ccﬁ %ﬂoduct was- extractgd wi th dichlor ogrr%t han.;egm -extract was
“dri‘ed, PPl t drBEHgigHgvap- orated. The resktfue wasbpigifi By ¢ol um
- chr omat gr.a.p.hy-mLe.r.-s;.l_l.ca..g.eL-w.ng.a._mx.t.l.me..oi__tu.c.h--l.am t hane and

- methanol (98:2 by volunme) as eluent. The pure fractions were collected and
=..the el uent. was evaporated. The residue was crystal l'ized froma m xture of
2, 2;0 oxybi spropane and hexane (2:1 by vol une). EP 0221 601 Bl The
-:-=--z-,-:----product was .filtered off and dried, yielding 1. 7 parts (42.2% of

""-f":_'_;(E) 5-T[[(3-pyridi nyI)[3 (trlfluororTEthyl)

__f,;.phenyl ] rret hyI en] am no] oxy] pent ani oi ¢ aci d; rrp [er r] (conpound 63).

55
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na5|mlar manner there were al so prepared:

60

66

[ERR] 10 No. R

2

|sorrer| ¢ - salt/ m [err] 15
m . base 64 H - . Epo221601B1 3 E
:.128.2 65 [err] 4 E
.114:3 66 [err] 4 z
S At 2ok i atn oL oty ol Y : - - ~4 E
JRREN PP, [err] - base. 84 E :
e .. 79_ #gggl _ 1 69 4-[er rI- - _'b”_e _ 84.7 ( E+Z
2T - 9gCh-CGlleA0 45 50 55 14 EP (5221 601b#e 70 8137pylidinyl . .
' 4-Ci-cubase 84.7 74 4A-dsrrl- .pbase = 83.4 - 4
..ggsea.. 64 81.772 4-[er]- . 4
8Lty 83.4 73 4- F-{err]--_"-"z -base 3.1 1 4
{74 . hensphthaleng?. 1 74 1- napht halssgy| .base: 115.1 | 4 _
lae S Ba ~115.1 10 75, 2-thjenyl 195 " 4
.._75.b222ﬁ°“1 121.9 76  2-thi enylm -base 1219 7
|76 9=-thimnyl [err] 4 z .base 4 95.1 Fi7
|77 5@p2-78  2-naphthal enyl 4 B+Z .bash - 58.2 E}Z
1.0 10835 79  4-NH -C H - . . =
|78 1§gpgpt§ea_1-eny[ler r] 4 E+Z | .base 108.5 E
{19 8Q-fm reu;-[err] 4 E+Z .base 4 139.4 E}Z
- 93.9 20°8 3,4-[err] : ' _ E+Z
._1_%5'.?5 " 3-thienyl 3 & base , Bos |
. [81 9@-§o 61'14'3-1; hi enyl 4 -  B¥Z. ._.base 4 93.9 7 _
g2 99, 8- )8 n 3-[err]- 4 B+Z .base 102.% | VA
. 84.7 863 2nB[¥rr] , =
83 SQ'E‘IWYI 2-[err]- 4 B _.base 4 98.6 E
184 132tRiengl 3-[err]- 4 b4 .base 40.5 Z
* lae 8Q.B.30 89 3-[err] ) o . 4 E+Z
5 o3 §P3986§4.3-[err]- 4z -base  82.7 E
86 ga-e Myt 3, 5-[err]- 4 B -(COOH),, £9.2 Z
dar 1 ' - -
87 1201toen,) cHl-c g, 4 E .(cooH) , 132.2
88 ,3-CH3-_-C6H4- 4 4 .base 80.8
|89 __.3—CK3—_C6H4-_- 4 E+Z .base 62.0
190 " 3-cH-C H,- 4 E .base 99.6
: 91. | -3.5—_(CF3)_2-06H3-,- 4 4 | .base -110.0
92 - 3,5-(cR,) ~CH - 4 B .base 115.5
|93 . l-naphthalenyl 4 B .base 128.8
94 2-cry-C H,- ' B+Z .base 83.3
95 1-naphthalenyl 4 4 .base 118.6

in ajsimilar manner there are also prepared:
5-{[[(2-furany!)(3-pyridinyl)methylenJaminoJoxyJpentanoic acid (compound 96);
5-{[[(4-methoxy-1-naphthalenyl)(3-pyridinyl)methylen]aminojoxylpentanoic acid (compound 97);

Example 19

. 2-methy'i-5-[[[(3-pyridinyl)[3-(triﬂuoror_nethyl)phenyl]mefhylen]amino]o'xy]pentanbic acid (compound 98);
- 5-{{I(3-pyridinyl}(5-pyrimidinyl)methylenjaminojoxy]pentanoic acid {compound 99); and
-5-[[[(3.4,5-trimethoxyphenyl)3-pyridinyl)methylenlamino]oxylpentanoic acid (compound 100).

A mixture of 6 parts of ethyl 5-[[[2-methyl-1,2-di(3-pyridinyl)-propyliden]aminoJoxy]pentanoate and 80
parts of a sodium hydroxide solution 3N was stirred for 12 hours at room temperature. The reaction mixture
was -acidified with a hydrochloric acid- solution 3N. After evaporation to dry, the residue was taken up in
methanol and the precipitate was filtered off. The filirate was evaporated and the residue was purified by
column chromatography over silica gel using a mixture of trichloromethans, methanol and formic acid
{90:1 0:1 _- by volume) as eluent. The pure fractions were collected and the eluent was evaporated. The

15



.f§5;925 . base |

_ _ 3 5 [err] 4
1155 9,3 1- napht hal enyI 4 E _base
128, 8¢ 94 - 2-lerr]- EP 0 221 501 B1 4 E+Z . base
.. 83.3-40 ﬂ 95 1- napht hal enyl 4 Z . base
.118 .6 In a simlar manner there are al so prepared: .45 '
b= [ | He@dudetwas ieohvbitesi- ity thechtepédiaatet daly imp&tw«ﬁ]zm(gphmqammatbanabm fatapound

| , 5.5.'_ -j96) filtered off and dried;, yielding 4.2 parts (50%) of 5-[[[2-methyl-1 2-d|(3-pyr|d|nyl) propylidenjaminojoxy]-
R-f LI QWWEMHE%@P%W@ C3coppeynditBY) ) met hyl en] ani no] oxy] pent anoi c

ci-d:.
“i¥et

;';.;:..-.,99)

(AR
hyl -

Jand

wLlntanoi ¢ aC| d (co
- Be [[[(3 pyrl din 1’

-there were also. prepared

und 98);

5|- pyrim d| nyl) n?et hyI en] ani noj oxy] pent anoi ¢ acid (corrpound
C=N-0-(CH,) ~C-OH e

' [[[(3'. ‘pyridinyl)[3-(trifluoronethyl)phenyl ] et hyl en] ami noj oxy] pe. o

et Byl [(3 “4.:5-tri met hoxﬁohenyl )(3-pyridinyl)net hyI en] am no] oxy] pent-anoi c acid -
--'--’-(conpound 100). 60 Exanple 19 A-mixture of 6 parts of ethyl :

[[ 2- et hyI 1, 2-di (3-pyridinyl)propyliden] am no] oxy] pent anoat e and 80 _
12 hourss at room

2 0
parts of a SOdI um hydr oxi de solution 3N was stirred for

t enpe - s—acrdrred—wtiTa fydrochl ori c
acigl el utk on 3N. After evapor ati ®Bn tisosesic tst/esi due waP { eh up in
met hanol and the precipitate was filtegggy Of f.patae filtrate was pvaporated
~and the residue was purified by col um chronatography over S|I|ca gel using
Lam X : | by vol une)
-as el t.culhe pure fract i ons werg collected amiet he el uemﬁ Was Pvapor at ed.
The 1% |3 0 221 601 Bl residue, was anverte& gt 0 the eitogagled oate salt
inan '°>?t “of 2-propanone and m3t hanof. The S8Rt was filtered off and
driedomi ctedl gfg,d. 2 parts (50% of B ]_..(coou)z 109.3
5. L ,__2 di (3 pyridinyl) -propylki den] agégeg) Oxy] - paat gnof c aci d
et han -cldg’(ga'{;I (GTI . [err] (corrpound t1!01) In a %?m | ar Iqnl?r_me,r there were
‘al %o | pam‘&gﬂl{'ERR] 15 No. - (COOH) m114-0 i komeric
salt/ bocacaea ' : R s i o s o Lo 0 base-1022! [err]
BT . base- 95.1 103 [Jerr]
R LI E- . base 105.3 104 n-[err]
v Bigg E: .Jerr] 109.3 105 n-Jerr]-
e rae I S [err] 113.1 26 106 n-[err]- o
5 -__...'_‘-10'7 En=CgH, 5~ [[er]r] 4%13 ® 30 10100¢i!)[err] '93.0
4 E, err n-
e TR 108 - hoCe1a” [err] 1(%8 11 [( err]2 108.1
3oes (109 @CHMy= 1 172 [err] - 3117 £35 116 1/2 [(epe) , 117.4
g - -uoEcﬁut.,—cu2 Fase] 573 0glll base[g”] N [73 .0
err i ny -
3 L =Celya™ 2 [err] 1 9 1% 6%@nnyl)[efﬁ'}' 5
vw 112, xa&pﬂip&myl])(mia)zc-lag. 6 3 2 (coon),, 121.9
R § (3-pyridiny1)(CH,)C 5 - 1172 (coom2 139.6
Juq 'lf(ceﬂs)-rn-heptyl 5 E+Z .base 90.4

Example 20

A mixture of 7.4 parts of (E + Z)-5-[[[(3-pyridinyl)[3-(rifluoromethyl)phenylJmethylen]amino]oxy Jpentanoic
acid, 2.16 parts of sulfuric acid, 80 parts of methanol and 21.3 parts of 2,2-dimethoxypropane was stirred for
1 hour at reflux temperature. After concentration, crushed ice was added to the concentrate, followed by the
addition of ammonium hydroxide. The product was extracted with dichloromethane. The exiract was dried,
filtered and concentrated. The residue was purified twice by column chromatography over silica gel using a
mixture. of trichloromethane and acetonitrile (80:20 and 85:15 by volume) as eluents. The. pure fractions

- were collected and the eluent was evaporated, yielding 4.7 parts (61%) of methyl (E)-5-[[[(3-pyridinyl)[3-
'(triﬂuq|jo_methyl)phenyl]meth_yIen]amino]oxy_]penta_noate as a residue (compound 115).

50
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~.-added.

41[er t]-n-heptyl = 5 E+z -.:'ba'.s'_é-'.' |
©90.4 45 Exanple 20 50 -~ A mixture of 7.4 parts of (E +

2y +5=T[[(3-pyridinyl)[3-(trifluoepesdide) @heny! ] met hyl en] ani no] oxy] pent anoi ~~ -

:c acid, 2.16 parts of sulfuric acid, 80 parts of methanol and 21.3 parts of
2.2, 2-di opane was- stirred for 1 hour at reffux tenperature. After
._.,5,_-_'.(:';oniéeﬁngfé(__:,m./?{c_rushed ice was added to the concentrate, followed by the
~.addi tion of m&i yn dfr oxi de.. The product was extracted with . o
- diehl or QERiRARE: :fng? B Phetwt (EW&’;?*EH?{'émethp*m@vlmder&md-pwwmﬁaﬁﬁﬁg- 3

r es-i':dy'e%g\@sa't Wfﬁ&rﬁ& o'La hzgﬁ'ﬂ ic agidl §apiop N ont1 139 paproyteomnroﬁ.iahime@sﬂgﬁ%% ng a

e

[
55 7 Xotld BydRhibrc! sl <Qil: TR LHARLadion : the tamparaturs rpss t¢ 80" .G2(Anatheét pBtionldt 18 Yarts
~ vol u-ne).ﬁa&%wa{".ﬁﬁy g d e@rus?"; f; %%ﬁf RIS Yoot . e colits s, 300
. evapor al aqusb@ phaad Aﬂexpﬁ;’gswi D oDt e 180 the tetyahpirgifrpr Byqpynas vaportipd. 3-
(trifl uevaporatsd)yThs paQds! WAkEbiHdL ?T:é@?%it t YBRGISt BYQiswas dried.i itered and
- ( compounidhidtgthans andhehad? ;9036 by Fi )aggpl‘.’uen%ﬁfﬂy AVt ifca ast usings & roirtins asf
“ethyl - eluent was evaporated. The residue was allowed - tallize.ét 'e..pure frachttms ‘were collected and the
| (EvZ)- 50 B q @0 ofctyoostn il 3 PBEBYrbae Pope oI T ETRD o Prasich sk -
" pent-anoRWeispramang endt driedin eaciy alreded] yididisg @4H Shrs e )(%fy g?f&lfwﬂ%wﬁ’a??s of
~._t et r-ahyRHdRimatyiapiemisloxy lperdarbio facid: nép. 1@@5‘@;(&;,“;,5%9% e ffp et ZUHPLoPERemAEY i ¢
reacfs 0#1' In: 3 simifap mannexthere.is also pepdred:[ er-r|). Anot her B'ortion of 15 parts of a
* *hydroch ’@%‘8’"%1'E?P@fb#lwIx@gyrmmylmynaalaﬁmﬂaxyypsmafo:cta@idr(& g an were added.
i After _:'c&n;glleég'reacti on, 30 parts of a sodi um hydroxide solution 1N were
: } afe—HREh- the tetrahydrofuran | ayer was evaporated. The aqueous phase
_ Wah:f £xt raﬂw’g::ﬁioﬁggdpk hlf)for'?yrlr?égggtem«;‘r{le organic layer was-dried, filtered
- .and. evaRqRal 6Csodili it firerhety) (@-ofridmpredityRARIASHARAHaRLE!
Csilica tagiermg Rty b ;g:f;ﬁﬁ%y;s £H P3040 B5 Paes baweter avas! simsd harvoﬁﬁfgggzriﬁ by
VOl UMe)wafh wid 4438 and e BHE vav‘f P fheomitutpayas aflawel de stard avardighth aftep lbutporbiionas
. evapor abentratbhCTHe oh 'Ht%té"@és ﬁii-ieﬁ?ﬁ' "f"B.d@P?@mamﬂezB\eawdraobma drisgTinerad bice. The
" prodmciricia®mbisand RetihoP(olh ¥y Wi b ot [y{omateererly oversiic2ga using b i@ prRNE
 The' pr osueiaponsied, yiekiing h.2 Gar ( 1)4)6:,7;'&;@3 6“zf'_T by fragtions, werp collecterbanetiss etliented i N
- “vacuo -gxyldestandate ay ia@dsidiué @o Qp S5d i),%;_t S { .) 4~ me@enyI)(3-_pyndinyl)methylen]a_mino]-

o +Z)-..-.5-.|.[ [ (3-fornyl phenyl) (3- pyridinyl)nethyl en]am no]oxy] pentanoi c acid;
. _{.e Aple@onpound 116). 15 In a simlar manner there Is al so prepared:
5-[' (2-fornyl - 1- napht hal enyl ) (3- pyri di nyl ) met hyl en] ani no] oxy] pent anoi ¢
. acid (corfotiflred] pjutiorEetimyl mn220f2(9_+z).5.ﬁ[(4:g',ﬁ1,§dﬁ5§,ylpf(3_- ﬂzmgir&ﬁ?%f ethyl (E
C, id

" +2)<'5- PIEAC id In3iRenags of tet@hympotirah wiré hdted Bibiasd 6 ARaRley 1 3
coparts OfeUR °[ZFH’9:I_iUPPn mqe@,.-adamoémmmmh%aﬁfgﬁu t Rdlt m'er:‘aﬁg was
stigge xt" a5 aliowad 1o stand pyas weakentlat reatuismpetailrs. BhérloVapBrafiin YRS siGud a% E','if, f). The

i X g omn, gt raply aven, silicacapk peigyin Mixtud bETCHIOIGHMHaRS b L Elea s, added
. and thﬁl‘:ﬁ?g U&°' e - aXte fRctieng warer wﬂent@mw-rtm@amm :ﬁbaﬁa&?ms{%@gdn ed,
Tl erea mi Tl s %g fogg:zggmg;xmw oreus (TS Rhnip WoBodes
. chrone - y , _ ing s (67.5% B+ PPEfRane an
1t hgﬁg?@g 95: %h%yﬁ(\égfdu r?t&. °gg81aﬂl?ﬂ]9¥y]p?ﬂ‘é"°ﬁﬂﬂ°@: mp.a(tm‘cmsorm;nm(ﬂeil ec[ttagd and

“the elBxenple S evaporated, yielding 1.7 parts (33.1% of ethyl (E +
- 2)-5-[[T4-am nophenyl ) ( 3- pyri di nyl ) met hyl en] ami no] - oxy] pent anoate as a
resi due A oonpe Nt bddd) of oRYOER!ZR6-4B-oRehi Rt Sk [ ed sol ution of 1.7 parts of

(£ +" 100 ol 14 docum ooy IO SOy P o epokplanogie mdano ¢

acifl iMKge v8s pwniratized! withe b raBEHIE WodN sdURGE 3 P 4%7'%9@“{5‘?-5 e seaction of

~ acet i CoNgentgtod ang thei odecenitate wadNGissGEAAH, Q-tpl-b'b&,onﬁﬁﬂgﬁng ﬁ,P' ?; goeglion; hdure, wast i rring

was  c 13t fitriRctest dsied. itterod eust evapdratscd Thd FeRRUC WA plkifisd b1 e T X qul%%?qdomd to

. stan dfsrlgqggg:l xgegqé Sgg:;gp :f tgm'btoeamefeaénu féthyl detalS (05 %fﬁm‘)& '..2?&" 3 .:';"*‘%Z?;f ue was
.pursbf IF’a 18- of sodium in methanol. :ﬂe uent was evaporated. The residue was dissolved in a solution of 0.56

ts of or evaporation to dry, the residue
. during 1 hour. The product was filtered off and dried in vacuo, yield

. B {[2-phenyl-1 -(3-p_yrldinyl)propylid_en]amino]oxy]hexanoat_e; mp. 190.

6 was suspended in 1,1"-oxybissthane
ing 2.8 parts (38%) of sodium (E + 2)-6-
| 7*C {compound 120).

- Example 25 |
e ac;;;eic: :glut;?tr; off 1 part. of (E)-S_-[[[(3-pyr|d|nyl)[3-‘(triﬂ'uoromethyl)phenyl]methylen]amino]o' T
e o i parts. of methanol were added 2.94 parts of a sodium methoxide solution in m"ethé:l‘tlzl

The. re was evaporated. The precipi_t_ated product was filtered off and dried &t 60°C ' y'ielding-
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by col urm chrorrat ography over silica gel using a m xture of
St chI or onet hane and met hanol (90: 10 by vol une) as el uent. The pure
fractions.were collected: and. t hep glogfBgr wps evaporated. The residue was
Lostirred. |n 100 parts of a mxture of nethyl benzene:and 2, 2' - oxybi spropane

';"'_-"(25 75 hy vol urre The product was filtered off, washed with
. Fg% §-°8 A»hef mnu(E}éﬂ[(a-yunemraa@ﬂam&nqmomn;(uﬁ.zm%]anqrﬁo]&ﬁaaanéaﬂ [[4-
_;_f:(acety

32‘|byr| di nyl') net hyl en] am no] oxy] pent anoi ¢ aci d; np.
[eaisaprepared; A ni xture.of 7.6 parts of ethyl

yridinyhmsthylg tanedten M 53c GXaohipauna d 100
)6d maﬁV§’ E‘X’?‘gg’"gtﬂt’w QW legﬂmmmvgé@rmgnﬁ:d tazgm o

_i'par t S .-

-_-“terrperatwgs,m n%% on 45 m xture was neutralized with a hydrochloric
srackd: sg&dmnl en X t|on m xture was concentrated and the
“concent rate was sso i "}S’P’ tenlamipeloxyipgpignente dcomapund 18@r.e filtered

. of fianekampig 26 | trate vvas dr| ed, fi I tered and evaporated. The residue was
puri i €d by col um chr onmat ography over silica geI using a m xture of

-t ri chl or Goretsiredsolaivd ot part of &SR ent The pure -
" fractilois paeret wmmbbﬁahad%ﬁhhﬁpggm;e@gg py}‘&’ 2 ){%S:zen ﬁiﬁ o
~ di 5502 805 I0h.Uporemmplbisciditdn, fle RRCtHA MR s éil T ﬁr&m 't er '
- -evalfor et eyaporationd ith redidue waes ysthiiRed ¥aleo fibts BENG é':l'h ﬁr@ ring 1
“Chotir T Wit @thgk aselete tand\@.8"-dbcy tispepand and tiricanslvadid 8o+ 6) y}éﬁﬁ,ﬂ% 64)55,% ?e'ﬁar ts
7 (.38% [E(t""%@?Bm')(@vndnﬁr))m&hylen]ammoloxy]pentano-c acid,N-oxide; mp. 165.6°C (oompoun 125
- [[[2- en I - (3 pyridi nyl) propyliden] am no]T)xy] hexanoat e; 1 t
20) . Exarrple 25 To a stirred solution of 1 part of
(%;rp [[“'13 ) 3-(trifluoronethyl)phenyl]net hyl-en] am no] oxy] -
- pen ta ' 'V ('b?x'dﬁe'tormnepf watar.cB3zdeof ehalol am&65$ar&fof8[[5§(@-d| um
- met ho>gé raﬁ;? Tyég' "V]Pﬂéa"f"'éaé't’ i ptimedl star Ur wunetss sovapht aleadbd The
'..'..pr ecipltat e B odu gxy Yt?’ty BRiCepyrdinghimetani endoie ecidsorthound t2B)li ng 17 EP

0 221 SParfiboloid (56.5% of sodium
oo ( )'5' 1 :
¢ oate; Exgmpid @ r] (compound 121). In a simlar manner theéere were al'so

ﬁ;_prepar_d_%dl um (E)-5-[[[ phenyl (3- pyri di nyl ) met hyl en] ani no] oxy] pent anoat e;
’ [ Elatelet fralarapRIYde IMIZA) production. SO UM

( E)305 L[] (1-naphtharenyt)(3=pyrTi di nyI ) met hyl en] am no] oxy] pent anoat e; np.

T “sodi uﬁ\raluated spectrofiuvometrically: 0.4 ‘ml of citrated platelet-rich plasma’ (25 x 103

7771720 CMRAopmdustiah By BibteleBNA plddma &1 &H IndEatdFeuR B! thfoltBhiand R %Iosy,,t,gg,sepvgiarsed
o lots/u
5= [ [ [ Eofessehepivent (dimsiylsalfosicly b Rt Bermusibeling bR way b oy eoat e
. '-( corrptﬂﬁ'rfhﬁnl%ﬂ nged with B% +hqs|CaCi2 6 Mfim?'gdnbdrtrﬁtﬁn s sotfr % (ﬂ 'pé‘g.ﬁ’..,g
e Fantration. {fier 8 EirestyA7) C.(18e eactionliway keymindtéty bycthb aaaurta]opmurb?% 3y acid
°‘Brec'ﬁrﬁfﬁh'ﬁwpm§ttMembsachdmﬂ:gam bl 32019 @0 b B3 ﬂiib%%ﬁ:/\zf o
: chl etsfszfmee ugig ecidthyd®lyzest 1,],3,3tdpemethRiRdpahe e Gahdal the
ﬂ{eof UOre: Qn
- &eﬁctéagg,atgg,gf % °6We€!53tft5n pites okeitation at S10Ie wat momBuey.cIBirgliks wekp  Af t er
 eVaPoloah, ee t 9‘6@%"‘ %tverﬁ [SKpyRsgect agjacrerchntapirribiigh pre@édibyethe The
pr Odue%er%ﬁts ﬁ' t@'P’H P slimuletion dn Atred sdlveRt. Fo jbiis@r opane
and diiugd cslo.l"}aMé%% rrﬁ faj"th O\Zfe ° t & "}5‘!9!*'9’5‘” palcglatyd yofsug Ep-sBivent
[[[(lFona.pJ%rga,!,gﬁw ,bpwi s&% et anoi ¢ aci d, N- oxi de;
liwaie® with (e th

rut.o ’° Bloo sampling tsty weird ver (| )
. OX!Edel;aluEd)oqmmHSmtﬁfthé/\aﬁ@ﬁt wél oRideled &3 the® ]o' h'@“ afP'P%Ved? the _NIDA ( 3-
P u

f or mydefohaimal by (sEobyaniiybisnSHid 102)- muegea@@asp .seéxs bﬁ&? ‘M Tttt ed for

compoun s of formula (1)

-1 houwe dapicted Srotine Wdbist beve Vit FpbUABPR 1S MbIB afeTho
3- [ (aevies BomginsoxyJo sl st GredotBEAARA o o AL IR 126).

he scope. of formula ().
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5" €. "Phar macol ogi cal Exanpl es Exanple 28 Pl at el et mal ondi al dehyde ( VDA)
r.oduct i-:on... MDA production by platelets in plasm, as an indicator of the
o h’-rorrboxane [err] biosynthesis, gpapamvephgat ed spectrof luometrically; 0.4 m
“of citrated platelet-rich pllasma (250 x [err] platel ets/[err]) in the '
‘prresence of-sol vent . (di net hyl sul f oxi de 0.2% or conpound sol uti on was
. pre-incubated for (10 mn at [err] and then challenged with 50 [err] of

' [err] 1 Tlnal concentration and 50 Jerfr] or tronbin 20 NT.H1Un final
.35 cofCOBROYnd Ngn, Af MR PSRdyRtiond t MDA RERIUFEIPN AR ¥ il nated by
the addltl on of 1 m ofc.lOvaides/ ¥ uw i chl_oro éwamsscln wgliey i §ol ation of
the §upg¢rnatant by centrifugation at'3209f ?F thethlobrblturlc"""‘
aci'd regqction for MDA was performed usi ng aC| et %/z :
1133 etranpthoxynropane .as 2 anda) . . 0 .0 e SaITp|ES o

A T553 iy aft er excma@,rlq,n at "'510 nm was rreawbggl; The results T e

'..,_..Cal."'(:;bl afed as. nM MDA/ [err] platelets/30 mn and were expressed ag . a ..

T per cent ¢ e i nhi bi tion fdduced by the 40 conpdunds relative to §he

‘formatl o of MDA aftergigesonbi n stinul ati on igjoafe sol vent. For iln vitro
sexperi. P human pl a ed_,st's in plasma were gis_ﬁd. Per cent age i nhilbiti on was
.cal cula d versus t he StlVent value. [err]-vdl'lUes were determ ned as those
- cdosem if6Ferr] causingddf 50% i nhibition. For.L@m vivo experinmentg mal e
~W:star igfs were fasteg ygvernight. 2 Hours bq_fgre bl ood sanpling{they were
treat ed{wth the test conpound sol ution/suspension or the sol venﬂ. A 50%
Cinhi bitifth relative to@t¥e MDA 46 val ues obt®aPAkd with the sol vént was
_consi’ ‘detgx as the critegrgzen of i nhibitory act, gi2y. [err]-values|were
det/e?"m ed by probit Qa%}ysrs Said [err]-val ugg and [err]-val ueg of a
_nunber I~ conpounds of mula (1) are depi ct%d% n the table bel dw. The
conpoun A n.this table.@8e not given for th®.pe3pose of linmting the
“tnventi-pp-t-heret o ‘but gnly to exenplify the % g&!! pharmacol ogi cdl
propertles of all the corrpounds within the sCope of formula (I). |50 55

“EP 0%22]7%01 B1 Conmpoufic¥No. MDA prod®Pf®n in vitro MDA
productlgzm in vivo [erdj]nval ues in [err] 0.056 lerrj]- ‘val ues |in ng/ kg S
Tpody weilght 4 0. 10 L 0. 059 |10 9
- <0.1 65 & 0dloes 0.17 0. 045 68
. .0.-07H |86 0.063 1.0 15 69  >0.16 0.1
:0.17 70|g~- Gk ' 1.2 72
@ 1 2 87 v 0 b2k 0.041 63 >0.16 0. 022 .
<0, 012 2b_1.2?3- 0.081 0. 30 <0.16 - 0.20 74
°0..023 -[gg: - 0.043 0.023 76 0.02 0.12
':_j-f:.O_,;Oa'az-.z,ESQ. 78 ... - 0.24 _ . _ 0. 044 82
S a2 0.033 . 0.01
"-'.%,,_/~; 116 - 0.1 : -
4 o3 0.010 | 0.014
' 94 | 0.032 ' | - -
123 . 0.018 -
. 45 (121 0.014 -0.015

. g0 D.COMPOSITION EXAMPLES

The following formulations exemplify typical pharmaceutical. compositions in dosage unit form suitable
for systemic administration to animal and human subjects ih accordance with the instant invention.
"Active ingredient” (A.l) as used throughout these examples relates to a compound of formula {Hor
~ ‘65 pharmaceutically acceptable acid addition salt thereof.
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0,063 >0. 16 87 0. 024

.>0.16°122 *. . 0.081 gp 0221 601 BY <0. 16 89
'105043 o s 0.02 90 . “a.. 0.024
0.013 92 . _ 0.633 ©E 0,01 116
0.1 4(Exam329 : ORAL DROPS 0.010 : : 0.014 94
©0.0327123 7 —0.018 45 121 : .. 0.014
0\915 50600, Gra@mPOBP LIONaESistoneED 05 ditefsodf| Hwidioypfapaneis| asidi ad st % jtensf itifey
t'y pi- c@plypsmdanareaiveelt 4t @B+80¢ Byles icedling & Jar4Qrdk e wam added 3 litery efapsivethylene |
sysferﬁ!@'aﬁ!}mtm giju was stred el riien dhete Lﬂ:)FQ?é‘P% of h7530QfﬂF§jafn?,®‘“m t h the

| v i
iﬁgﬁtw pesm"mmmm fﬂsﬂi‘fm?a'f"f°“t“’ﬁ%f"!§6f"‘° su'tagépf

"0" Q was dissolved In 0.5 liters of

_ hyd and 1.5 liters of the polyethyl ene gI ycoI at

--p yeq. @rrb%... R?& &%ﬁzgfstmmﬁ.y t.\me aisrsafo:‘;% @‘% o yar'éwas e
added yButabibik 'a&@a tthZ r 8 GHems O théR HéNafér SN 'Was béh rre?m ing

:purisf ipBil o¥Rd Rrmet361utiR 1ahe® 15 ftbrs 1 1213CbrdpBifriRl AMAIAliteREI6HRG DIl B0%k |s§l@tfoﬁ wafe @602

- f.1 avornerdis} WGF%Wwdﬁﬁﬁa@JhﬁﬁG}erébné%olvddQn 0.5 Wier's 0N atéd fandd milliliteR of rasbledy bridi Ny an

“or.al. @rimiter® biljobsdBerEsFREntEWeIg adtiSd. Thé laited s6iiidon @hs domBindd With thetornivr, lwatel wiser . The

~resul taideg ¢oltoita aiumsast 0 ktbre (raviding an Liirdl abilition oinpiEing E20Smilligyams fox amepdctive30:

ORAL  $Qediht(@ier Baspoamiud (5arilliftes)THe rebultingisobisiontves fiieeitiresultabib chniginersn of pr opy!

- A>hpdr oxybenzoate were dissolved in 4 liters of boiling purified water. In

3 I t Exampid 3t HGAPSUASUt | on were dissolved first 10 grams of 2, 3-di hydr ox-

ybut anedi oi c acid and thereafter 20 grans of the A |l. The Iatter sol ution
was - comAh@amgiof the e Grasams sodiue lauy! splige 5%9faf“ﬁémfcﬁr T’ﬁaﬂ"a@ﬂaﬁ'@?%ﬁseﬁﬁﬂ"slz

it er-golioidg! sﬁ'cﬁ?ﬂ‘ﬂ e‘E'}dl‘cﬁ grafp magnesiyrg, steargle wergvigprously sfirved togethar Tha resiling added

t heﬁ”et"&"‘“’ﬂd"? gﬂﬁ"u\'ﬂ"sh‘@& [F4itaole GREgened seieing \AapeuleR ePmMBriTing: 838 7 wat er

"and 2 "MigreTs f’l?ragt'VSf"gFe ®Mberry and 2 milliliters of gooseberry essence were

added-aéﬂib‘?e thiSh-c ﬂl tAg s conbined with the former, water was added
q Wm—gﬁs providing an oral solution conprising 20 .
m |Jol gﬂ@gﬁt,dafof{agaoggt i ve ingredient per teaspoonful (5 mlliliters). The

- resul ttmg s filled in suitable containers. Exanple 31: CAPSULES
:20. Gransa’ @f.xtarb@f £o0 gram$ o0 the ., S rdiks lidtesd/ bndS200f dres stibh GBS RTed Wall By 56
gr aNs thetaié HamidRedwET 2BGIutIGObA Divsiid scaiuli doBstyCEuRae 82, 10@Rshs poRviBIEYBIdERONES| UM
- st'ear qKdtidorK @0®) i @beut 200/ mélliiiers ¢f vatef) b wet powlremixmbUds | sibged? driednany tsivhedl WS

su bsqudmt’ﬂhw thixre | veag abideid 0100 @faths Swidrbcysiattind) eetidiesaclvigpt) ahd 1) gramp Sydrednated

.conpr ivegetallecd (Sterd®x 19i).| Thie gvhalersvas Mixbd welbaridi comprosagd dnth wbiéts, givingmEloeo Bflets,

FI LM eaBmRininBl ETiigd®s oRthegdivedtgretienbf t abl et core A mixture of 100 grans

of the A 1., 570 grans | actose and 200 grans starch was m xed well and
RN Coating - .
- 40

To a solution of 10 grams methyl cellulose (Methocel 60 HG®) in 75 milliliters of denaturated ethanol
there was added a solution of 5 grams of ethyl cellulose (Ethocel 22 cps ®) in 150 milliliters of
dichloromethane. Then there were added 75 milliliters of dichloromethane and 2.5 miilliliters 1,2,3-pro-
panetriol. 10 Grams of polyethylene glycol was molten and dissolved in 75 milliliters of dichloromsthane.
" 45 The latter solution was added to the former and then there were added 2.5 grams of magnesium
octadecanoate, 5 grams of polyvinylpyrrolidone and 30 milhllters of concenirated colour suspension
(Ospaspray K-1-2109®) and the whole was homogenated.

‘The tablet cores were coated with the thus obtained mixture in a coating apparatus.

s0 “Example 33 : INJECTABLE SOLUTION

1.8 Grams methyl 4-hydroxybenzoate and 0.2 grams propy} 4-hydroxybenzoate were dissolved in about

-0.5 liters of boiling water for injection. After cooling to about 50° C there were added while stirring 4 grams

Iactic acid, 0.05 grams propylene glycol and 4 grams of the Al. The solution was cooled to room

‘56 temperature and .supplemented with water for injection q.s. ad 1 liter volume, giving a solution of 4

- milligrams A.l. per milliliters. The solution was sterillzed by filtration (U.S. P XVIl p. 811) and filled in sterile
o contamers

2
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'rfeafter hum d|f|ed wrth a solution of 5 grams sodi um dodecyl sul-fate and
--._';',_'10 grans. pol yvinyl pyrrolidone (Kollidon-K 90[err]) in about 200 mlliliters
~of water, The wet powder mxtureEpvmgmsgoq\md dried and sieved 35 again.
“"Then thére was added 100 grams mcrocrystalline cellulose (Avicel[err]) and
.15 grams. hydrogenat ed vegetabl e oil (St erotex [err]) The whol e was m xed
_'.weII angkample 3t e8YRROSITARIES abl et s, gi vi ng 10. 000 t abl ets, each containing 10
milligrans of the active | ngredl ent. Coating:[40 To a solution of 10 grans -
" mephyl cePlQrps AL(wastdiseled B salgfley &g 3 oterss 2o-diyiionbhtensrlsiooridde Airuiliered
. .et hanol Paivetbylanasglycoh e 42 Lrams swripciant (IPANS)) pndhiialygeridas{Mitersel| 355 R)sts- @B Ccel
--'..;,;-.;-22 0[55 %e‘r*w e mltenciopeiiier. |The faftes mixtyse wap 'B‘ﬁ?do <pith the fermorrgolution: g thus ghialned, e
5. T‘ﬁ” 6“’ ey 6 RAPREYA 4 3-8 " Gl fem 1908tRpogitodes pagy e"tarsma? riol..
0-'Gran’§ g5 81 PtdtyA et ycol was nol ten and dissolved in 75 millili ters
-:_:_'élg{ grethane. 45 The l'atter solution was added to the fornmer-and:
5 ___;h;ere "wer e, added 2.5 gram; of magnesi um oct adecanoate, 5. grams .of -
=repolyvinyl @cngi |ters of concentrated col our suspension
i*"-.*---(@pasgfaw‘%&u'g%f '69 "Jn#e whol e was honobgenated. The tablet cores
. were coated with the thus obt ained mxture in a coating apparatus. 50

~.grangs propyl- 4- hydroxybenzo re di ssoloved In about 0.5 liters of .
. boiling water for injection \Af 5@9151 _bonhbougnso C there were added
aci S

;F@whlle stlrrrng 4 grams. | acti granms propyl ene glycol and 4 grans
~--of -the A l-.:- The solution was cooRed to room 56 tenperature and

_-suppl errented with water for injection g.s. ad 1 liter volune, giving a
. sokued on @f N-gxide fomh, cir ahw“ﬂelﬂlca"g@cemablblaplﬂ@@dﬂ@n- mfel g camirei syhstitutien satepr ¢i zed
by filt ratPPﬁr‘?'e(s@mBO’Pm'cx'M ipomsric gpnm thergefgwiferain: ed in steril e contai ners.

"~ EP 0 221 601R Elhvr_lsea Cer08iad, @mrvrmroesr@ r@“%ﬂhswhAfel" Arvr&ghqev'sgaeh%wvr n a

‘solution BY’“!:"V Wii‘)d' 'é“’ y_hg' eyl g "r'ﬁ'wcmﬁwq“ ts tituted
- pol yet hyl &8 ﬁ 6‘1 r m [a E ‘S}‘B‘é’rl des
~ (Witépsol " a 4 a amg?lﬁa oxy é"’ﬂ*ﬂlr mg YEUPREYE The | atter

om Xture was’ |ane e forrrer sol ution.. The thus obtai ned m xture

T was. poured ! " 0
" Supposi t og @gif,l,’a% & p °" RS I8Y khg e £0CHBR A o
~ Caigs 1. A chem cal corrpound having the fornmula [ERR] 20 a N-oxide form -
.. & phar naceudnemrhil Ympsia@ BERRING 16 Bihikk- ARkl M5 {[(Wyl)ﬂéthmmowpmca%a on . . .
osalt, or  ahePOOOREdiceb e baRRIE Bl @Pibdsy3 ArfuTbt reof, wherein: Ris
j_hydrogen [err]alkyl, trifluoromethyl, Ar or Ar([err]alkyl); wherein Ar is
" "phenyl, . na\mnbrhaélemyﬂopnqjgccordnmplc;ampg/wmm:rdnlsyAr,or AGiaamyl).- or thienyl, said
"..pheng . and napht hal enyl are each optionally substituted with up to 3

- - subst i t4edtehebichirgmpaint atoarding dndeimt 3 yheraiy R] lhigrbgen[and R]is bkepliox paphirelen! and
. -di ([ err.] aMeepipepifl phargl and naphihaleny arexerch gptiofally sibstitited willr boieyd substitusnts baingoxy | |
~for, nyl h&R<Y,indepReperly Credikyly & o8 V'Q‘Y-rdﬁq:iuéikydﬂ’fﬁﬁ‘ﬁ ¥i; formy}; pglo ?"st"ﬂ'a‘?d'r“@l@én or [er r]

atkyl ; %A&q | err] al kanedl%r adi gral thgr ovi ded é h(a : -
. Lgfjﬁ:py?l llﬁ ??Etoﬁpwem ﬁﬁ?ﬁmﬂ%‘}éxﬂpaﬂ o?r acﬁid or H:‘(%E) E%rg hethﬁlﬁ; [%(s-pj:r
. methylen]aminoJoxy]pentanoic acnd

6. A pharmaceutical composition comprising a suitable pharmaceutical carrier and as active ingredient a
45 ~ therapeutically effective amount of a compound as claimed in any one of claims 1 to 5.

7. A pharmaceutical composition effective.in inhibiting thromboxane biosynthesis comprising a suitable
pharmacsutical carrier and as active ingredient an amount effective in inhibltmg thromboxane biosyn-
thesis of a compound as claimed in any one of claims 1 to 5.
. ..50
8. A method of preparing a pharmaceutical composition, charactenzed in that a therapeutically effective
amount of a compound as defined in any of claims 1 to 5 is mtimately mixed W|th suitable
pharmaceutical carriers.

. 8 9. Acompound as claimed in-any one of claims 1 to 5 for use as a medicine.

10. A compound as claimed ‘in ‘any one of claims 1 to 5 for use as a "medicine effectrve in inhibiting
thromboxane biosynthesis.
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to the same carbon atom 30 2. A cheni cal compound according to claim1 '
wherein the [[(3-pyridinyl)nethylen]am no]oxy radical and the [err di cal
.are separated by.at |least 3 and at nost 6 carbon chemi cal

conpound according to claim2 gmgnei sofRis Ar or---Ar(
chem cal conmpound according to claim3 wherein [e_r_:r] Wﬁﬂ“\ml? i's
phenyl or napht hal enyl wherein said phenyl and nap’ht L ame éach

opt i oframple 34 (IBURRASITARIESV t h up to 2 substituents being each i ndependently

[err]alkyl, [err]alkyl o di ([err al kyl ox ynethyl, fornyl, halo or
trifluoBdiranh!. Wi?Od'SSB"’e %P@ﬁma 3 @5#po "MQ!@@!P jole cig| imy 2 mitllitgrpe r ei n

the ¢ HYiaRe glgco 0. 42 38 )3and triglycerides (thepsol 555 @) g.s. ad 300
(i fe ?B?FBFW%H | ;’%ﬂ m&%ﬁ ﬁ@ht“%&sm - Gio thus optained

(E) - Bobr i AR A NI A\ e R P SYRPR B?ff%‘e?ﬂ’?m}?g aci d.
6. A p Fraceut rea rrp05| tion conprising a suitable pharnmaceuti cal
carrigg@nd as active ingredient a 45  therapeutically effective anount
of ,a conpound as clainmed in any one of claims 1 to 5. 7. A phar nmaceut i cal
conpogi taA PBmeh cEhpdulEndving bkl Ng -t hr omboxane bi osynt hesis conprising a
sui tabl e pharmaceutical carrier and as active ingredient an anmount
effective in i nhi bi ting thronmboxane biosyn- thesis of a compound as clained
in any one of clains 1 to 5y 50 8. A nethod of preparing a pharnaceutical
composition, characterize@i njthat a thePapeutically effective anmount of a
conpound as defined in an@:@m@.ﬂw -&-gls ingdymately mixed with

sui tabl e pharnmaceutical car¥erd. 55 9. A conpound as clained in any one
of claims 1 to 5 for use as a nddi ci ne. 10. A, conpound as clainmed in any
one of claims'1 to 5 for use as a nedicine effective in inhi biting

t h*%nboRaliexies E’%n‘! n@agmgceutgglly a°°E1”b€? mademn' B‘lef%faﬁﬁ‘r"é SSH-St't“S'?PFR‘BSP'T?RI ES 3
Grans APPs¥ ol °"l‘ '°éP"§cS'I‘°Eﬁ°

aC| din 280 h{ﬁaﬁ%e rgf, ‘tof ?mi °'GA<5 ﬂ;’?é%’gtﬁt an[edl oic
( SPAN el%lﬂj‘y%qg m-%‘slbtgé mg J;‘Y‘ %’“ *%é Zagn%_ P k¥|
T r trrﬂ

Wepe m LS CI S Fﬁ
sol utlon h gﬁg %Ea s a a terrperature
of 37- [errhktsqdqu;maggﬁ| ;ag‘egom tor| es each cont a| n| ng 30 mlligranms of the

active i ngge\idedNat the! d-&ﬂ)u?eﬁ»yl‘énﬁh%]oﬁya«lam@& HROWBdcHON fRdicd fél% o btk &
[ ERR] 2@ the sansb ddrtdX ki Q orm a pharmaceutically acceptabl e acid-addition,

mesal or am ne substitution salt, or a possible stereochemcally isoneric
f or m 2.hev eheficalvdompering :acderdirg thyclirnogmhere{nehd T @dpleidinylrhethyidnjamirofoey Pagical aAd  Or
Ar ([ err Jtel -RQOR’ radibat preisapafatedi by ap leest Blapd atapdst Siedrison\atomspyr i di nyl , pyri m di nyl,
furan$/l or thienyl, said phenyl and napht hal enyl are each optionally
t

subst $-t t Bemigglcpmpgynd épcg'dbﬂlmqim@éﬁ?fsintﬂafsﬂgore,'”a(ﬂmafkwﬂependent ly [err]alkyl,
[ ef&] al kyl oxy, mono- and di ([err] aI kyl o met hyl , am no,
[err] &l ety igcordagr i Sieft 3 wiEreiny e h:eﬂrwen A Fd&ghmmwaph&alenvl
trifl uor ﬁ:@ Jﬁz onyl and naphthale yl are ‘each optidnally substitited with up to'2 substituents being

eacn In 9|

ndently Cy.salkyl, Cy.salkyloxy, di(Cisalkyloxy)methyl, formyl, halo or trifluoromethyl.

40 5. A chemical compound according to claim 1 wherein the compound is (E)-5-[[[(3-pyridinyl)[3-
(trifluoromethyl)phenyijmethylen]aminoloxylpentanocic acid or (E)-5-[[[(3-methylphenyl)}(3-pyridinyl)-
methylen]aminoJoxy]pentanoic acid.

6. A pharmaceutical composition comprising a suitable pharmaceutical carrier and as active ingredient a
45 therapeutically effective amount of a compound as claimed in any one of claims 1 to 5.

7. A pharmaceutical composition effective in inhibiting thromboxane biosynthesis comprising a suitable
pharmaceutical carrier and as active ingredient an amount effective in inhibiting thromboxane biosyn-
thesis of a compound as claimed in any one of claims 1 to 5.
50
8. A method of preparing a pharmaceutical composition, characterized in that a therapeutically effective
amount of a compound as defined in any of claims 1 to 5 is intimately mixed with suitable
pharmaceutical carriers.

56 9. A compound as claimed in any one of claims 1 to 5 for use as a medicine.

10. A compound as claimed in any one of claims 1 to 5 for use as a medicine effective in inhibiting
thromboxane biosynthesis.
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err ["is hydrogen or [err] alkyl; and Alk is a [err] alkanediyl radical:

-'_-i?-.prov'i'ded that. the [[(3-pyridinyl)nethyl en]am no] oxy rad ll]
o Fadjcal ‘aré not bound to the sogegesdf bergptom 30 2. A Hm“mm“mmm

““#ccording to claim 1 wherein the [[(3-pyridinyl)methyl enfanfno}oxy radical
‘and the[err] radical are separated by at l'east 3 'and at nost 6 carbon

" at ons. 18.A moeshefor praparicgapmmivdl enpand asndaitned iblagy onedf vkids @itd5, BhardtteAfed OF

ﬁv.-:.'-,itAr([err] al I@W'P'kvl%gﬂnoﬂm%ﬁmdal conpound according to clai m 3 Wherein _

~ [eer]. i's, hydrogen and R is phenyl or naphthal enyI wherein sai d phenyl and

-.,.:i-._napht hal:enyl.-are each optional | ubstituted with up to 2 substituents

:hei.fg each. independently [err]f 1. [err]al kyl oxy, - S _
di(ferr]at kyloxy) methyl, formfda Bl o or trifluoromethyl. 40 5. A chemical
- conpound ‘according to cI aim 1 wher e¢w-phe confind i s '

(B -5-TI[(3-pyridinyl)[3- R
ey g | uor onet hyl ) phenyl ] met hyl en] am no] oxy] pent anoi ¢ acid or :
RS- UL B TRioisd AR bl i b bt cPBLAE 101 0xy] pent anol ¢ aci d.

6. A pharmaceutica conmposition .conprising a sul e pharnmaceuti cal

-'._car rier anw.ﬂﬁ.c@ghi vegp,ngredi ent a 45 ther apeutically effective anount

-,;"'._--of -a- corrpound as claimed in any one of clainms 1 to 5. 7. A pharnaceuti cal

T COROSIt 1-OWhebih Wereprésdnts A réadive Maling\grolphih ATRRIARRHRbIGHY Nt hesi s .conprising a.
L.Suitable phpessnransidemnide ©AKatdne bf farfiillads active ingredient an anount
.;:;-:'effectl ve in inhibiting thronboxane biosyn- thesis of a conpound as claimed
““i:n-any one .of clains 1 to 5. soﬁ'B A net hod of preparing a pharnmaceuti cal
. ‘conposi titon, characterized in a therapeutically effective anount of a
_,cm'rﬁ‘bund as defined in any of (g a ~R to 5 i6Wntinmately mixed with
.. .Sui-tabl e pharmaceutical carrier 55},9 A conpound as clainmed in any one of
“claims 1'to'5 for use as a nedicine. 10. A conmpound as clainmed in any one

- of clains 1 tﬁﬁd e e as a nedicine effective in inhi bltlng t hr omboxane
© bi ogynt hesP's’ =21% 'mé et wish ang@mingiaxy peid onester gierawiat o1 hr eparing a cheni cal

+ conpound as claimed in any one of claims 1 to 5, characterized by a)

" Oal kylating an oxi ne of forml a [ERRp 10 or a N-oxide or netal salt form
“thereof, with an internmediate of fornula jERR] 15 ~ wherein Wrepresents
- a reactive, leaving group, in BN @RWEOTRert d¥lvent; b) reacting an

ol dahyde or ketone of formula [ERR] or a N-oxide formther eof with an

( arf no) oxy acid or ester of fornmula 25 0 [ERR]

5 ‘in a reaction-inert solvent; -

c) reacting an aldehyds or ketone of formula (IV) or a N-oxude form thereof with an oxime of formula

5
R 1
L . o 3 C=N-O-Alk-COOR (vi).

- ' R>”

T 40
' _ wherein R? and R? are each independently hydrogen or Cy.galkyl, in a reaction-inert solvent; or

+d) reacting an atkene of formula

| R'00C-C-oalkenediyl-H oy -
45 )

with an oxime of formula (II), or. a N-oxide form thereof, in a reaction-inert solvent;

or optionally converting the compéunds of formula (1) into each other followmg art-known group
transformation procedures, and if desired, converting the oompounds of formula (l) into the N-oxide

R form by treatment with a peroxide preferably in a reaction-inert solvent; and; if. further: desired,
" s0  converting the compounds of formula (I} into a therapeutically active non-toxic acid-addition, metal or
- amine substitution salt form by treatment with an appropriate acid or base; or conversely, converting
the acid-addition salt into the free base with alkali or converting thé metal or amine substitution salt into

the free acidic form with an acid; and/or preparing stereochemically isomeric forms thereof. '

- .86
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n:arreaction-inert solvent; c) reacting an al dehyde or ketone of
mula-(1'V) or a N-oxide formt-hereof w th an oxine MW’TST‘IEWRT
_.__'}Wherel n:-[err] and [err] are eacfgplmﬁqmﬁ@.ntly hydr.ogen

_:reacti-on-i:nert solvent; or d) reacting an al kene af for !ﬂwﬂ"ﬁmm“m
~=an oxi.me of formul a (II) or- a N-oxide formthereof,. Ctd om-1 mert

~ solvent12. drchqpt:almmomyd teging/be formigda t he conpounds - of forrrul a (1) Into each
-ot-her.-f of-l:omi ng art-known .group transformation procedures, and if desired,

ction-inert. _sol vent; and if further

wt'h-a"per oxi de preferably in g'r
' gﬁf )rTuIa(I) into a

desiPed, so converting thelco
1er.apeut.ically active non-toxi c*aci
; t '__'()'rmby treatment with an approﬁrl ate aci d or base; or conversely,
.-_-_»-.,_cgayﬁrl ing. the acid-addition salt into. the free base wth al kal.i. -

C?-”V?J U ngnbf AT bPhentia RBLAS, Bﬂdﬁ%td'tﬁd:' .s%lhe? 3&%&%,1! 55 ,a%,gjé G for m

5:. :
R 'edbf. 55
) \;VIZ 12 W ﬂ‘%@ Péynﬂ' ﬁp%ﬁ'h haV| {Rﬁ&? 'he 'Tc a [ERR] 10 wherein Ris as

. defi nedet&h&HsaiuBhJ provi ded t hat R s ot her than hydr ogen, et hyl,
--2-butyl, ‘phenyl, 2,5- dinethylphenyl, pyridinyl, 2-thienyl, 4-buty|pheny|
Of 2150hi orcaahamyl\/erbﬂmrﬂﬁt&ﬁswnhache 15 . Cherni sche Ver bi ndung mt der .
';-'-,,For mel 20- eine N-Oxdfiorm emm pharnmazeutl sch annehnbares
“"Slureadditionssal z, Metall.- oder Ami nosubstitu- tionssalz oder eine

o m-bgliche. stereochem scfl | Jonere For mgi evon, worin: 20. - R fO

:;j__"f.V\asserst off, G- oAlc k. | _ oder Ar (G -ioalkyl) steht;
Cworj B Ar Phe- . nyl, Napht fal i n' |, Pyridi nyl Pyrim di nyi (Pyranyl oder Thi enyI
~“bedeutet, worin das Phenyl Napht hal i nyl : gegebenenf alls jewells durch

Cepitszut3 ‘Subst i tuent en subst | tU| ert si nd d| & vvel | s unabh~

- vonei nand&fe %ztoxi@'ﬂf i%l,pha@fzeupsc % i?aE)I Metpll- oder Aindeubsttu-
|d| y Jer

[—lfrstl alkyl o | e rggf‘; - E}'\‘(’ﬁ ~10d) gasteti\?X\Xorih Erol-['he
.":'_'""';f.RI Og]lc-Z‘E \% rOX¥' : aﬁ»? dinyl,P deube in das Phenyl ung
R r SSer i e\g nenfal |’zu5%lx ti r?fﬁn %Rsmd die jewsils
b SR b e e
T l ' s N
- gl el-ghe. Kohlenstsﬂafatorm gebunorllen sind. 2. Che)g?nsc e Verbngung nacﬁﬂ’
_-Anspr uch 1 gwor Imvﬁegersidﬁ(oaerwumhyr%h) oyt hyl enj am nol oxy- Rest und der
CQCDRl Resaik dukiaén @eijAgaidamest Beadidbhetidi chst ens 6 Kohl enst of f at one _
-vonei nandertt dpeMagahé, daB ek [[(&@hmm)mﬂmnymblomhmgnmm RCAORFResChicht an\as i N R

~r * Ar . odglicie KcBlenstaffaobnygobungéredintd, 4. ' Cheni sche Ver bi ndung nach Anspruch 3,

.vvor m’ﬁ Rl Wasserstoff bedeutet und R f~r Phenyl oder
"2.” “ Chemische Verbindung nach- Anspruch 1,worin der [[{3-Pyridinyl)methylenJaminojoxy-Rest und der
. -COOR'-Rest durch wenigstens 3 und hichstens 6 Kohlenstoffatome voneinander getrennt sind.

|nd

3. Chemische Verbindung nach Anspruch 2. worin R flr Ar oder Av(C1 -salkyl) steht.

.4.. Chemische Verbindung nach Anspruch 3, worin R' Wasserstoff bedeutet und R flr Phenyl oder

" Naphthalinyl steht, worin Phenyl und Naphthalinyl jowsils gegebenenfalls durch bis zu 2 Substituenten

- substituiert sind, die jeweils unabhZingig voneinander Ci—sAlkyl, C1-¢Alkyloxy, Di(C;—salkyloxy)methyl,
Formyl, Halogen-oder Trifluormethyl sind.

‘8. ‘Chemische Verbindung nach Anspruch 1,worin die Verbindung (E)-5-[[[(3-Pyridinyl)[3-(trifluormethyl)-
. phenyl] methylen] amino] oxy] pentans&ure oder (E)-5- [[[(3-MethyIphenyl)(3-pyndmyl)methyIen]amino]—
oxy]pentansdure ist.

. 50 6. ' Pharmazeutische Zusammensetzung, umfassend einen geeigneten pharmazeutischen Triger und als
wirksamen Bestandtell sine therapeutisch wirksame Menge einer Verbindung nach einem der Anspri-
~ che 1 bis 5.

" 7. Pharmazeutische, zur- Inhibierung der Thromboxanbiosynthese wirksame Zusammensetzung, umfas-

- 68 . send-einen-gesigneten pharmazeutischen Tréger und als wirksamen Bestandieil eine zur Inhibierung
~ -der Thromboxanbiosynthese wirksame Menge einer Verbindung nach sinem der Anspriiche 1.bis 5.
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yl* steht, worin Phenyl und Napht hal i nyI j EV\EHS/' ‘1\\&“
TTdurchiBis zu” 2 Subst i tuenten substituiert sind, die je “

“vonei nander - -sA'kyl, G - r Ay 2401 B4( C -'-sal kyl ox\ﬁ 8rnyl ,
j.__HaI ogen ‘oder Tr| fl uor rret hy| Si nd.. 48 5. Chemi sche Verbi ntlung nach Anspr uch
1, worin die Verbindung (Ej=75-[[[(3-Pyridl nyI)[3—(trIfI uor et hyl ) - phenyl]
mat hy:18en Verfahiem@jr Berstpllupe aihexrnhdmamutmt&m Lushmiber(sptiun@- dddbrbh gekennzeichnet, das

I phenyl.).gi@e fherapelitiseh| WirksamiayNangd eindrrMsibindangy iedm eiaes idbruAnspriiche. 1 kie5 définiert,

“"Phar mzeMlﬂMWerﬂhﬂmmtﬁm Tragem vermiseiakirdi nen geei gnet en

rrazeuti-schen ~Tr—~ger -und-al's -w rksanen -Best andt ei | - el ne:t-her apeuti-sch--
'..'r:Rsaﬁ‘reVWB'ﬂ‘{‘j@g B?Q"Iélne'V@P'M'ﬁEfE?'i‘g 1 hisGruedmenduie pls Rﬁ%MP‘&Zi" che | ‘bls"5. 7.
Phar rrazeutl sche, ‘zur 1Inhibl erung der Thronboxanbi osynt hese wi rksame
zusan8 %P‘Ei\r’ggg\; piteRder %g:’“"“e*‘s%ﬁ z‘gn‘\‘i’é‘?i‘dg{@eﬂ'sgﬁ‘r@tz@ﬂ"'ﬂ‘l’i%{FWeﬂféE‘E’?’E’??ﬁen
'""~ger uﬂ o8y yikeamaMedstst andt ei | ei ne zur | nhibierung: der

'-ri'--'rrazeu é.pé oy dadurch gekennzei.chnet daB eine’

- therapeut i sch W rksa

f_f'__:"bl s 5 definiert, innig mtygesigneten pharmazeuti schen Tragern verm scht
W rﬁ; 5 9:. Verbi ndung @el nem der AnsprUche 1 bis 5 :zur Anwendung al s

_eine’ |\/de Zi n 10. Ver bi ndyngjnach einemder AnsprUche 1 bis 5 zur Anwendung
~-al s~eérne“zur1 nhi bi er ung eQidemx- anbi osynt heS@I rksanme  Medi zi n. 10
C110 Verfahren zur Herstell ung &l ner chem schen Ver dung nach ei nem der
"'_-5:'Anspr Uche 1 bis 5 gekenn- zei chﬁet durch -a)- O Alkylieren eines Oxins der -
- For4rel ' v-aNBeEL 0 s (1) R

- odof’ O ne@*&@@d%om@ﬂef@iﬂﬁwewlmmmtﬁ roit einem Zwiephenprodule terdiaimel
"~ Zwl’'schenprodukt der Fornel - WAl k- COOR (111), 25 worin Weine

“.reakt bonst WHikfePQRav IWggr uppe bedeutet, In ei nemreaktionsinerten
“vsmynoanr (gl U, UISSLERD, Puse, RIS, RS0 KA FOLIR0

Lo A RS

~hievon ni tb)éﬂ"ﬁgtf‘en(em?fﬁ'g?rygi/%q%ve@"(?&g Fofhem Ester der Formel 3 5 - .0.(V)

'_.'j_._.H2N-C}AI kl- -0-R 40 in einemgreaktionsinerten L8sungsmttel; c) Unrsetzen
el nhes Al dehyds odor Ketons (g]ﬂmsl (1'V) oder einer N- Oxi'df-or m hi evon it

:_.-':._EI ngg,m Oxi'm der For el

- (")

' -'o_de_r_ einer N-Oxidform. hievon mit einer (Amino)oxys&ure oder einem Ester dér'For-meI

5 S
HZN-O-Alk-(L,Q—Rl _-

40 .
S “in einem reaktionsinerten L&sungsmittel;
c) Umsetzen eines Aldehyds oder Ketons der Formel (IV) oder einer N-Oxidform hievon mit éinem
~ Oxim der Formel '
45 e,
C=N-O-Alk-COOR'
R : (VI) ’
60 '
' worin R? und R3 jeweils unabhingig voneinander Wasserstoff oder Gy ~sAlkyl bedeuten, in einem
- reaktionsinerten Losungsmittel; oder
- d)' Umsetzen eines Alkens der Formel
"8 RIO0C-Co-roAlkendiy-H  (Vil)

~ mit elnem Oxim der Formel (II) oder einer N-Oxidform hisvon in einem reaktionsinerten L&sungsmit-
“tol;
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. _unabhangl g vonei nander \asser st of f ‘oder "'-6AI
!""Zn_em reakt i onsi nerten Ldsungsnigptgdgt @eiem d) Umsetzen r"lmﬂmr% Il! ,",
“Fornmel. 55 R OOC- C2- 0Al | kendl yI - (VIl.) . mt el ném € or=rel
(1) oder ei ner N Oxl df orm hi-evon In ei nem reakt | onsinerten Lbsungsmit- tel;
L “ f- oder gewlinschtenfalls Uberflhren der-VerbindungBulder Forme) (i) ineinanger nach, bekanfen Grud? 1 601
Bl pentransformationsverfshren, ud géwiihschienfhlls Uberftihren ye()\fagbmdgegmm Formebifimdie §-
OQ_er f Uhr ePxigiorm W%B?mm%nﬂ eiem Peypxidh vorzugswaisedh ieinerd agakipngiterte: ldsungsmitelsy up-

2 C=N- O Al k- COCRl R-3/(Vl1) wormRZ und R3 - .-

i-peptr-anst 8fdraalisomeiior gpwlnseh Oberihrene damn\ekbitdungen | des Fomel e @lne dherapguiseh.nd ung---- -

Bor rrel‘”"'(sP')‘e'l niphifodische Séyrsadeitianssalaiorm [Metalinodor Amigsubstitutignssalgiqr é#*’E?!a Bghan-
e e R T

t et T ! e
e r égeu? i g’E‘rf“'t sinet Saure; ungypder. 8 ?H?" Stﬁ"’ ?m?'gy?°§'g%g\':§1"ﬁ? %Qti ti onssal zform -
'_NEtI t | zf d h Beh "7 d t ol
.ent: 2{’)‘{ eczh%% .@Jﬁ‘ %r%ﬁ-}n l'!t‘%'p'lg()?&goéo(r)rlTrrggrkghrte ECijgerfl hr en gleg mt olner
Sau-r eaddi ti onssal zes | n die frele.Base mt Al kali odor OberfUhren des

FIISaure! ‘und/-oder Bereiten stgfeodheni sch i somerer Fornmen hievon. 0o 12.
;l_-_.;:-Chem,ssche Ver bi ndung mt derQE -nGSL'-N—G-IV\Drl N Rwie in Anspruch 1 dofinlert

mt: der I\/aflgabe d9i 3 RS ne%andere Bedeut@ )al s 20 V\asserstoff R
Me{hﬂw -2-Butyl;:-Phenyl , 2;5-Di nethyl phenyl, Pyridrnyl, 2-Thi enyl B
c4- Butyl phenyl odor 2- Chiorphenyl hat. Revendl oatl ons 25 l.; Corrp05| d .
ch| m que gdMR wia hoAnsprueh M definiert ist, mit -de0) MaBgabe; daB R eine andere~Bedsutung~als ~

~\,« 20 | ! as§er@ff Methyl, 2-Butyl, Phenyl, 25-D|methylphenyl Pyridinyl, 2-Thiexy!, 4-Ehftyiphery! oder 2-
1T). ou Chieshengkhet: N-oxydA , un eel d'addition d'acidi phar maceut i quenent
accept able, un ere de substtu- .5 tion do mtal. oiu d amns, ou une

£ .or ms. sﬁﬂ?%‘fﬁﬁ'l"?ﬁ quenent | sonbre possi bl e do celul-ci, oO .Rest -
.L."hydr ogbns rou Ie en G -1 o, trlfluororrdthyle Ar: ou
A afkyl %Q'Ffpﬁé °h"i'"qg3 ?yaﬁtﬁﬁ%' est un groupeWrst phy nyle, naphtaefnyle,
pyrl dinyle, pyrimdinyle, furanyl | ou thintyle, lesdits groupe- nonte
“.phényl e €t . napht al dnyl e dtangychacun, on option, substituds par jusqu% 3
“substituants qui sont chacyf.i dpendam*re t |'un do |'autre des groupes
~alkybge on"CL -6, al kyl oxy L capoaalkec-oir! 40 (1) (al kyl oxy en CL -r
)mjt hyl e, am no, alkyl(Cl -6")carbonyliamno, carboxyle, fornyle, hal ogdno,
hydroxy, ni tro ou trifluorondthyl®; Rl est Phydrogbrns ou un groups al kyle
“en C -6.; of Alk est un radical alcanedlyle en C -10; b, condition quo |lo
“radical [ M BreiprmaaciN-oxyidp, nont dalydt'dditiora d'adide] ghaiyrlaceitique@ent ackepiable, WCEERk sabstitiol ent
pasa‘lﬁ ~ tior\d® redial ol demint,@usinelormecsténdahimig@emetisquissposstbleriiaeatii-gipdion | a

revendi cat i IfhestThydehgdne dual)igedupé gkyler enit1eal trifluorométhyle, Ar.ou Ar(alkyle en Ci-10); ol Ar
63 pyr | @ﬂn)yfg:qqpq ngrgmnIn; 6o pyridinyle, pyrimidinyle, furanyle ou thiényle, lesdits groupe-

. ‘ments phényle et naphtalényle étant chacun, en option, substitués par jusqu'a 3 substituants qui sont
k/ chacun indépendamment I'un de I'autre des groupes alkyle en Ci—g; alkyloxy en Cy-s; mono- et di-
T 40 “(alkyloxy ‘en Ci-s)méthyle, amino, alkyl(C —s)carbonylamlno, carboxyle, formyle, halogéno, hydroxy,

nitro ou trifluorométhyle;
R! est I'hydrogéne ou un groups alkyle en Ci—s; et
Alk est un radical alcanediyle en Ca-10; '

. : & condition que le radical [[(3-pyridinyl)méthyléne]amino]oxy] et le radical -COOR' ne soient pas
C . 45 liés au méme atome de carbone.

2. ' Composé chimique selon la revendication 1, dans lequsel le radical [[(3-pyndinyl)méthyléne]amino]oxy
et le radical -COOR' sont séparés par au moins 3 et au plus B atomes de carbone.

80 = ‘Composé chimique selon la revendication 2, dans lequel R est un groupe Ar 6u Ar(alkyle en Ci~s).”
4. Composé chimique selon la revendica‘tion 3, dans lequel R' est I'hydrogine et R est un groupe |
phényle ou naphtalényle, lesdits groupes phényle et naphtalényle étant chacun substitués en option par
. _ jusqu'a 2 substituants qui sont chacun indépendamment J'un de l'autre ‘un groupe alkyle en Ci-s,
66 alkyloxy en Cy-¢, di(alkyloxy en Ci-g)méthyle, formyle, halogéno ou trifluorométhyle.

6. Composé chimique selon la revendication 1, dans lequel le.composé est I'acide (E)-5-[[[(3-pyridinyl)[3-
_ _(t_riflyorométhyl)p_hényl]mé_th_yléns]a_mino]o;_cy]peniano'l‘que ou |'acide_,'_ (E)-5-[[_[(3-méthylp_hényl)(a-pyridi-
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tl__S.e radr cal -COOR1 sont s~pards, par au noins 3 et ‘&W

Arbons . 50° aConpos4 chim que solon |a revendicatlon 2 dans | oque T

-_._;.-un"groups ‘Ar ou Ae~al kyl e en Ep g42réb1 gonpos6 chi mq muﬂw ” o

- . revendication 3, dans-lequel Rl set Phydrogbne st R's m Qm'Iﬂ Ie ou

' napht.al onyde, unsdits groupes phdnyl e et napht aranyl e ut ant ‘chiicun =
substltmvlanéﬂwléwjamlmlomhantgm'&w J 2 substituarts qui sont chacun
..independament |'un de |'autre un groups alkyle en-G -6. 405 al kyl oxy

~ en Ci 6.5 Compgsition phasmycestiquecompygnpntenhshicule pharngestioud adcejelippeiotpmme consti-

LT £ uorteniaciifune quaptité therapeptiguenient afiigece dius| cemPgsd splen, Euel peeiponeyn des reyRadis I oq uel

] e-5c'orrp(98tl°"*t§ 5 aci de (E) 5- (L[ (3- pyrI d| nyq3 (t5f| kuor onx. t hyen.

phdnysi zm tg/l en samjtp% nt anoT

- - (E)-0o7[ fa inhiglgon de IEIBIO tlg?mboxane. compre-
lllllllg'g A%%gp
: mn l mng

e|a ugey

npost Th Ly P
“ef “comme cons |- t uant actlf une quant|t6 th rapeutl guenent Offl cace d'un
CONDOS 6 p5RkR pdur W) Ere kbt QIR rﬂ&ﬁn LhRérigé 8n @ ql ition
-PHAFMAC YitdpditiGueeht” 6MGRe AR Scolpbdd ijn thag) éicdnéu aases%nhﬁaﬁn @ ogst o

. etygome. constituant actif une quantit6 efficace dans ... i nhi bition de
“ w1 a bl !syoampée 8elbteruné qisltoaylib desxBIndicatiohs A ANPECur iR Bich Botirte Md@EBRMIUE

%°'(‘,P°ﬁ?§g‘1“ l qrﬁfl’ ‘élﬂ qg,e ?nggse:" accept abl &

"-_"“"“t Ar- ﬂnbo}ﬁﬁiﬂiﬁmerﬁmﬁ‘e avec-des véhicoled WHaimabdlititidh iccbptabigahar maceut | que accept able -~

--;_:::-fd,es_-_.r evendica-. .. . . tO tionis | 5 .. Proc~d6 pour |a preparation - . -

1 d' unetoc @oppess tseiom I'plecqueipangue desUrevendicationst 113 issﬁuouneo&ilisqﬁﬂnwomnqmtchmﬁ\t -
. - - t h6r apéicice dersitinhibitier dei Iz biceyntti2sede ladbrapbaenesel on | ' une quel conque des
- nevendi cations 1 5 est - intinement nel angee avec des vWi cul es
. phar nte &RoFdfLRoYr 1a préepsetion (dua corppsé|chimia@ntelen denespiennaye des reysrdicetinng i@ Ses
revendi capRHIsE oncwaw pour une utilisation comre m-dl cament. 10.0 Conpos4
~ sol on’' | " uRe QARG EMYB OF¥Rendi cations 1 & 5 pour une utilisation comme
“medi canent efficace dans rilnhlbition de |a bi osynthbse de | a thronboxane.
o 11% Procdd6 pour |a preparati og d un conpos4.chiml que selon |"'une
“quel conque des revendicati on caract6risd en ce que a) on 0O-al kyle

_-'.une oxi ne deforrmle. ~~~~~ 25: L. .

L ——r— ~C=N-OH(I) 30 : C=N-OH (11). e R ou une
fog,{re N-oxyde ou sel de netal de cdlle-cil, avec un interntdialre de.
~formule 36 . W Al k- COOR1 (IIIR-I), ob Wrepresente un groupe elimnable

~=tdactif, dans un solvant Inerte vis-&vis de |la reaction; b) on fait reagir

~un . al dehydEUmUorMBN-cﬁ(ydeCHn%e_ldﬁ niétal Ba.defle-40avEe dr-iftermédiaire de formute! V) . 0 46 ou une
forrre N-oxyde de Cel ui-ci avec un (am no)oxy acide ou ester de fornule
8" W-AK-COOR' (), '

oW représente un groupe éliminable réactif, dans un solvant inerte vis-3-vis de la réactlon,
'b) on fait réagir un aldéhyde ou une cétone de formule

40
' N
” | )
C-R . ( IV) v
X i
A
ou une forme _l!-oxyde de celui-ci avec un (amino)oxy acide ou ester de formule
50 ' o :
N 1 .
qu-o-uk_-c-o-a- (v)
55 dans un solvant inerte vis-2-vis de la réaction;

c) on fait réagir un aldéhyde ou une cétone de formule (IV) ou une forme N-oxyde de celui-ci avec
une oxime de formule



| __  0HN -RK-GO-R
) 5-.2- 58 dans un sol vant i nerte Vi S- & Vi S de Ia Tdacﬁ—en—e)—en_i_au
Cepsagire un aI dehyde ou une cet onegf@ 429 sapbq ( V)
.-celul-ci " avec une oxime de formule 26 (EJ} ﬁm"l""l""i"",m
. IIl 11111 i 22i 0 ‘1111311111 2 Rz .:
C NOAI K- COOR (M), . :
. 0u RP-et. ‘R3 sont chacun ind~ p%ﬂdarment un de i autre IPhydrogbne ‘ou un

~igngupe al-kyle on Gi-., dans un S Stk MABLA Vis-igqyis de la reactl on; ou
7d) on fait rdagir un-alcene dgdbormule iF%%é&%Z 1 oaI Yened yl - (Vi)

§ an"f“I ner s Vi s react o
By s° ‘Ie rayigd hmssﬁfs%uwo%ﬁm e ?I-y
=t ueI I errent g'#agsﬁé un al '? 8“°P'r°éfnsf ormati on de groupes fonctionnels
enn 3 -de - I on | e souhaite on convertit -Ilos. :

o'rrposes de’ Ff‘@bﬂJéL oa(,éé),e lHIa ﬁrma N-oxyde par traitenent avec un poroxydo
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