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ability to inhibit prostagl a”@b&n bﬁ The ot her maj or pat hway of
arachi doni ¢ aci d mgt7aby NA s the ?pox?genase pat hway. Li poxygenase pro-
dugt s of arachi dong s pl i sm the |eukotrienes, hydroxyeicosatetraenoic
aci ds (HETEs) s 7~ roperoxyei cosat etraenoi ¢ acids, have been
shown or inplicated to be invol ved in disease states incl udi ng acute 40
and chronic inflamuation, arthritis, allergic and other hypersensitivity
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not t H& t he for usually used NSAIDs 2
sq)e uéveg1 aat inhibitors o tﬁe ﬁpoxygenase pathway could lead to a relatively permanent effect on

inflammatory disorders such as rheumatoid arthritis since they could modulate the actual mechanism of tissue
and joint breakdown. Similarly, drugs that could inhibit prostaglandin synthesis via the cyclooxygenase pathway
55  could modulate and reduce early manifestations of inflammation. Pharmacologically active compounds that can
inhibit both enzyme pathways at similar concentrations (dual inhibitors) provide a more complete relief for
patients suffering from arthritis, hypersensitivity, dermatological, cardiovascular, ocular, and gynecological dis-
orders than present drugs that inhibit one pathway but not the other, as is the case for usually used NSAIDs
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EP 0 261759 Bl that are predom nanteg 2%?@19@1 ors of the cycl ooxygenase
(prostagl andi n synthesis) pathway eve napht hal ene derivatives have
been previously described. For exanple, naproxen, 6-mnethoxy-a-

net hyl - 2- nthgtard ragdominantly ishibtorsent the cyripsxvgenase Estagipgigyniesis) aBvent

ant i -i nf | amm@eera) napjbalenegdsnipves gve bBSP pée"df’s‘it'y d9sETHRY G PAYRPISTERATAAT: §r‘ﬁe“‘3xy ‘NEd
Chem 13, peiyeTasyplenarelsag fesheons afgn Ay st gdaly

Napr oxen i ©oyex@ss mretpnisy- JyMed. ol 20) angioch P Res 552 (197

( BRL- 14777)%048 %‘sﬁ%ﬁ‘gﬁﬂf 944 %er) LANBRGE o3 .sarf engwe%ﬁ,e W
&J.XE 1 ua %‘idngr .2%.2 s‘,t eedh o1 1260?1958) g
h

been reporthIe Peaunedie ! Wi
gagtrointe rs 91 .35 ¢
M s b f stemmmqe&trrarsnéieﬁrerueae&eu.das@aés&abs@

Drugs of t AT i > I&oalléﬁcr
Patent 1, 4£4.exile -nﬁ’tﬁ@k)t-i Rdphthyi AL S 0B tyriB ¥SPdrid REQUePs HAGd tdeNdes@BEds intermediates
subst i t Ut efl, (2 B/iraas SaMs: BANGnRAR BelReRMb.BHESpIS B G4 14l3e ErimidDis, 011984520 kR,

4- ((6- met hoxyr. @ndhRbimds) 2641475 Olos) WRd L ORC Chknaas] 184631986% er s have been

descri bed a5 ¢ (HrrethoRe2-aapathylf-@6xohdi@nciydeiiives pepaéd io Bl Chaw Spafindt958,1pp. 1943-6,

Bei | st ei n BPthe atich dBegdhlorides jon tetialiydrofyranyl @htenyiotHLECHCHACY;1.004). ThiGzedibn haGopt| .
Chem Camruees predioyslykdppbed, iBiGjumaerdedthe 1@e gf ac@ieblianide of dibgsieacidy g@(f)'uedeBCrafts type

(6- met hoxy e@iaiarp Bitmbtioxg2oxmitetk rxsipentaroic drcidenss preeim B sipflapmpner EHepAttedc] |
Fr., 1959, Cppt. Clieda}Actg41,B91 (19R9)-acti on of acid chlorides on tetrahydropyranyl -
esters of HONOGMHEICh@PTOHE] ditecied o thprealkangic @pid Ar gaien syhsiiutedsnappibsle é g
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Fr{edel 2"Cr apunds-t ype acyl ation. 5-(6-net hoxy- 2- napht hyl ) - 5- oxopent anoi ¢ aci d

was prepared in a L nner as reported in Croat. Chem Acta 41, 251
(1969) . No&é’-&ﬁ—I-Rghgﬂl‘g{&g&fi directed to the oxoal kanoic acid or ester
substitut ed NARRIDAL Fﬁéonqsed?rgaémg B0YucB AR fIend Edrpblidal of i forrlR .

coqp/ounds Noné P6Te art describes am do substituted napht hal ene
conr 20° pounds. SUMVARY OF THE | NVENTI ON The present i nvention is directed

to am do substituted napht hal ene n f r rruI a: | 25 30 , <. <
COCH2CH2( CH2) - CON( ORGYRIN3O cOERPEHT Y ddifick

| where: RI may be C |, C3- 12branched chai n aI kyl, C26 al kenyl,
C3e al kynyl, or a rein the al kyl 35 group is ClL_3

unsubsti t ut ed or Sllbstltut ed with C1.2 al kyl or hydroxyal kyl, wherein the
al kyl group is Cl, ; R2 may be H C1..0 alkyl, C3.10 branched chai n al kyl,
C5 7 cycl oahkrgl, phenyl or phenyl substltut ed by C1-3 al kyl or Cl1-3 al koxy
R3 may be H OR, @Y b8Cal: ki, Os rraache P lkynGa-dsikenyl. Cop alky Ht°’a’b‘?’a"f¥r emreae %l'fYk |
chain” ofs 0- 5 greurivfrs: unstetityiadeos abptityted withGro Alkyl or tydrppvpl F‘Fn%g}eg up is Cr-g ;

i nt er nedi at esRaayPRE. %em?i ﬁersp beanchegchain kv Cha‘i)’F'ﬂﬂ‘y‘fﬁ'? BrARELsubytefidy Cra
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0-2 carBbns, R1L is not C1_2 alkyl. The corrpounds of formula | or 11 are

DETAI LED DESCRI PTION O ENTI ON 55 The invention initsllbroadest
aspects g el ates togagit tuted napht hal ene conpounds and inter-
medi at es t hereof whitch have an anti-inflammatory acti vi ty. The am do
substituted napht hal ene conpounds denonstrating an anti-inflamratory
activity are shown by fornula | above. The internediates of these com 3
where R, and (C,), are as defined above. R, may alsc be H and Ry may be H or C,_; alkyl with the proviso that

50 when (CHy), is a alkyl chain of 0-2 carbons, R, is not C,_; alkyl. '
The compounds of formula 1 or Il are useful as anti-inflammatory agents. The compounds inhibit the cyc-

looxygenase pathway and may additionally inhibit the lipoxygenase pathway.

useful as anti-inflammtory agent r}#;q nhi bit the cyc-
| ooxygenase pat hway an- t‘?on%% F E Eﬁolg'u éﬁs | i poxygenase pat hway.
Yag¥q0)?

DETAILED DESCRIPTION OF THE INVENTION

55
The invention in its broadest aspects relates to amido substituted naphthalene compounds and inter-

mediates thereof which have an anti-inflammatory activity. The amido substituted naphthalene compounds
demonstrating an anti-inflammatory activity are shown by formula | above. The intermediates of these com-
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EP 0 261 759 B1 pounds which also have an anti-inflamuatory activity are
shown by fornula 11 above. The ES%A8&77 %R conpounds are those wherein Rl is
CH3, R2 is H Con al kyl C33-4 branched-chain al kyl. cyc- | ohexyl and

phenyl pouadsovhieB aiss hdde an arBrdlammhteryactivity goe soen byfomoelipbemads are t hose wherein
Rl i s CHJFhe #gferregi c@RthundStefeBhiBr Fhayein Bhiealyd, R, i, G1s alkyl. Gandranchiad-rhair alkyh cyc-

st r ai glabexy|aky bhepyizand Refs HorcGslihe mostgrefdRied cempopBis agthdse wimagin RRS Obli Rp ICH3  and
( CH2) nChis CH(CEh)y eripbtwl B4 ik bl and ((lha is@straight-alk efieip. of TpaEbos% ARyt el Bfis €idr Rul as |
ands 11is EmanddCiddpasraightakysahainaf 4 gere fol | owi ng schenes: Scherne 1 10
r~iiici +The@fm§gﬁfpr@@ﬁ§ I)m\lgprepared as shown in Lt%ﬁ)gmmg schemes :
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Scheme 3 40 COCH 2H2(H2 CC 45 3ii~rl"" 2C2(E)~C R 0 50

, OC) FO~~~~~~~ CH2CH 2 (CH 2) 1] CON EPR3%1 73 B35 Rl The
conpounds of formula Il are prepared as follows: A compound of the formula
5 EP 0 261 759 Bl O COCH2CH2(CH2) nCOOR4 is mixed with AICl3 in an inert
sol vent such as nethyl ene chloride, and then 2-me- thoxy-naphthalene 1 is
added. The reaction is allowed to proceed at roomtenperature for about 1-4
hours to produce the oxoal kanoate est®theme Bhe ester 2 is then converted to
the aci® 3 by dissolving the ester 2 1n an aqueous al coholic sol vent and
treating with an alkali netal base at reflux tenperatures for about 2-6
howrs. 5 Sui t abl e al cohol s i ngl udg EBapobyapdy e . Preferred bases
arg“%otassiun1hygroxideeand S ‘ rgg?gg?wgy?épﬁggively, the ester 2
or acid 3 cah&pe=pcn pred by R D e prior grt nethods described. above.
The oxdil kanoic acidg or edsH@r vfiich RL is fjother than CH3 are prepared
by di ssol ving the oxoal kanoic acid 3 mhere Rl i}js CH3 are a pol ar sol vent,
such as di net hyl formam de, and sl owl y=addi ng t solution to a solution of
sodi um hydri de and butanethiol (to generate butylsulfide in situ) in a
pol ar sl vent such as dinme- 10 f @omide @iy qe&bgﬁ tenperatures. The
m xture is heated at refl ux fg 1-4 Hours t @ Brodute the acid 4. The
acid 4 is esterified by dissg in an al coholic solvent and treating
with HCl at reflux tenperatyde pr oduce the lester 5. Suitable al cohols
i ncl ude et hanol and nethanol. The ester 5 is tHen reacted with a com .pound
of (theafornmula RLX, wherein X is a hatlogen atosr such as brono, chloro or
iodo and Rl is as defined in fornula<, in a solvent such as acetone at
reflux tenperatures for about 2-56 hours to produce the ester 2. The 15
ester 2 is converted to the acid 3.4 ,00e¥i 64skyyd ihed. The conpounds
of, fornula | are prepared as oW The onéffgﬁgﬁgkggid 3 is dissolved
inTa sé& vent such as benzenejgndioxablyl chlorige is added. The nixture is
reacted at reflux for abguipl-3 hobfs to produdge the acid chloride. The
acid chloride is dissolved in an inert sol vent Jsuch as terrahydrofuran and
added dropwi se to an aqueous sol vent,_such as ®etrahydrofuran: H20 (2 :1)
contai gy ng a conpound of the formul a #$INR2OR3 and a base such as triethyl

am ne at 0OC. The reaction proceeds at 2?%f gg t 0.5-1.0 hour and then

at roomtenperature for abouy Z RS Zégn ﬁgacpﬂg am do substituted

napht hal ene conpounds of forL\ Bhar maceuti cal conpositions contai ni ng
VB Ow~as the actijve ingredient in intimte

E conpound of the presentg id

adm xtewe with a pharmacedtically acceptable cdrrier can be prepared
according to conventional phar- maceusical congoundi ng techni ques. The
carrier may take a wide variety of forns depenging on the formof 1-2e
preparation desired for adninistration, e.g., intravenous, oral or
pakenteral . In preparing the conposi3s¢loase i3n oral dosage form any of the
usual fhamaceutical media may be enployed, such as, for exanple, water,
glycols, oils, alcohols, avoring agents, preservatives,: colying agents
and the like in the case pf oral liquid preparations (such as,{for exanple,
suspensions, elixirs and pol utions); ofOCHLECH (cnfqghxas st arches, sugars,
diluenhg, granul ati ng eht s, st s, binders, "disintegratj ng agents
and the like in the Tase Df I preparations 30 (such ks, for
exanpl e, powders, capsule abets). Because of their easd in
adm ni stration, tablets ajid“capsul es represent jt he nost advantfageous oral
dosage unit form in which.case solid pharnac ical carriersdare obviously
enpl oygd. If desired, tablets may be sugar-coated or enteric-coated by
standard techni ques. For parenigra 'GEermﬁteﬂZ»MdoN(oagak%y conprise
sterile waterthough otheringr i’@ For ®xafpl & Mo aid’sofubility or for
preservative purposes, my bg ’ . I njectabl e suspensions may al so be
R, 0

prepared, in which case
55

The compounds of formula Il are prepared as follows: A compound of the formula
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35 appropriate liquid carriers, suspending agents and the |ike may be

enpl oyed. The pharnmaceutical cE&RrpPeei 199®is w I | generally contain dosage

unit. e.g., tablet, capsule, powder, injection, teaspoonful and the I|ike,
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were assigned to the resonance positions immediately before the parentheses. El and Cl mass spectra were
obtained on a Finnigan 1015D quadrupole mass spectrometer coupled to a Finnigan 9500 gas chromatograph
or a Finnigan MAT 8230 Double Focusing high resolution mass spectrometer.

jriclu

S

EXAMPLE 1
Ethyl 8-(6-methoxy-2-naphthyl)-8-oxooctanoate

To a slurry of AICI; (26.7 g, 200 mM) in CH,Cl, {300 ml) was added ethyl suberyl chioride (22.03 g, 100

mM). After 15 minutes, a solution of 2-methoxy-naphthalene (15.82 g, 100 mM) in CH,Cl, (100 ml) was added

55  to the above slurry and stimring of the reaction mixture was continued for 2 hours at room temperature. The reac-
tion was quenched with 300 ml concentrated HCI in 300 g ice and the resulting layers separated. The aqueous

layer was washed with CH.Cl, and the combined CH,Cl, layer was washed with 5% NaHCO; {200 ml). The
CH,Cl, layer was filtered, dried (Na,SO,), and concentrated in vacuo to give a residue which was purified via
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Wute solid, mp = 95-96C, MB, rde eor. C20H2404: C, 73.15; H,
7.37 30 Found Séngze(‘I\H/g éqnm EXAMPLE 5 Fol | owi ng t he
procedure of the cited reference the foll owi ng compound was prepared. 35
(5) 6- (6- Meshiebrypatoorapiy An ek yisig- CHiEblae stuantiolowad bych suilai colu@p with f@kane: EBAe (3 : 2950,
pp. 1943- @s¢iveR @ee'fedemd@!‘- aafwmfnwﬁydbzm ftiggtjon)(Etgl Hexgrr) tomive the titlecprob ofive

d fF BMfeeaiffPd 9,150 P A 2 61 3% EH2Ghisk h4-3£ frar ) 4xCHAOH
at refux 2 i 33%*&* Al it 3@%%@9} gcmﬁ? SR

after fecr ﬁrnéea from Et OAc, = 148-1490C ; MS, mie 314 (M). 45
Theor. Cl1 C, 05 Found: C, 72.74; H 7.25
SikiLarl y%ﬁ%%'céanﬁ und%’znss%' 'ﬁggzl e 3 is hydrolyzed to yield

9- (6- net hoxy 2- napht hyl )-9-oXxononanoi ¢ so acid. EXAMPLE 7

6- ( 6- Hydr @xxmBceddit hyl ) - 6- oxohexanoi ¢ acid 55 Butyl sulfide was generated

by placing NaH (257 g,.11 nol) in a 500 m round bottom fl ask, adding

but anet hi ol Kohlowdy thid proébddr8 ofBlainpia A butdubstiitifDethyd hdify EAIGALE, @r&myr%a,ﬁ &ia&bS)

was added niathgh stibteyl Eredidé fotthe SRy suberylachloridaf theltoliowidlg @uvhpbunds were prepared.

6- ( 6- met hox yPEtnae-(e:rhetioky-Srapkibyleaamxamataci d ( Exanple 5) (7.2g ,0.25 nol)

i N DVFs( 1@Gnitersofid, Tnp = 84EBF° Q3 MG Ve ABO(MBL was added to the reaction and heat ed

at reflux for 1 hour. The nethyl butyl sulfide and DM were vacuum di s-

tilled (7Toe9riCt2B00) t & T288v# BO0%ri ght yel | ow powder that was dissolved in

wat er andFﬁ‘f"ém pitated $# (3PS TRY . The precipitate was filtered, dissolved

in eth acetate (1800 m dried (Na2SO4 altered and evapor at ed to give

a yel |%/9W sol( Mathyh3-(G °F’%‘g?’§%ﬁ% WPAT8®hy| acetate) to give the title

conpound (Gl MBGT+ 580 np 191-1930C, MS. me 272 (M.

Theor . ClQL—ﬂGQ: H C, 7Q; les 92 ' Found: ~ C, 70.21 H,

5 90 to OUQI' 6°°h dro ;%Bﬁ £ne conpounds of the acids produced in
plg 6 are prepared by I'l"'owW ng t he above procedure using the acids

br Spar &d i n ) & emetﬁw Fingh-elxoockznbaed

6- ( 6- hydr wegd..@aﬁh& 4;z;;,)g)x@mpate The hexanoi ¢ acid produced in

Exanple 7 (3.0 g, 9.2 nM was esterified with EEOH/ HC (200 m ) at reflux

to give afrhet 0,@5/04sSt al Ic, zadsi;an7.4Et OH) the title conpound as a white solid

(2.72 8, &2%wyield), npclan3ié2io M5, me 300 (M+). 2( Theor. Cl-H2004:

C, 71.98; H 6.71 Found: C, 72.40; H, 6.93 The additi onal

6- hydr oxy EXpMELES ene oxoal kanoi ¢ aci ds produced in Exanple 7 are esterified

n accord- 25 ance with the above procedure.
Following the procedure of the cited reference, the following compound was prepared.
35 (5) 6-(6-Methoxy-2-naphthyl)-6-oxohexanoic acid
Bull. Soc. Chim. Fr., 1959, pp. 1943-6

EXAMPLE 6
40  8-(6-Methoxy-2-naphthyl)-8-oxooctanoic acid

The compound from Example 4 (1.5 g, 4.6 mM) was hydrolyzed with ethanolic KE)H at reflux to give the
title compound as a white solid (1.0 g, 73% yield) after recrystallization from EtOAc, mp = 148-149°C ; MS, m/e

314 (M*).
45
Theor. CigH2,0, : C,72.59;H,7.05
Found : C,72.74 ;H,7.25
Similarly, the compound from Example 3 is hydrolyzed to yield 9-(6-methoxy-2-naphthyl)-8-oxonenanoic
50 acid.
EXAMPLE 7

6-(6-Hydroxy-2-naphthyl)-6-oxohexanoic acid

Butyl sulfide was generated by placing NaH (2.57 g,.11 mol) in a 500 ml round bottom flask, adding
butanethiol (5.14 ml, 0.48 mol) and stirring for 5 minutes. DMF (200 mis) was added and the reaction heated
at reflux. Slowly, 6-(6-methoxy-2-naphthyl)-6-oxo-hexanoic acid (Example 5) (7.2 g, 0.25 mol) in DMF (100 ml)

r 7




EXAMPLE 9 Et hyl 6-[6-(3-nethyl butyl oxy)-2-napht hyl ] - 6- oxohexanoate 30

3i The hexanoic acid ester prerRio2&Fs®BR1Exanple 8 (2 g, 6.7 nV), K2CO3 (0.94
g, 6.8 mM and 1-brono-3- nethyl butane (0.82 m, 6.8 mV) in acetone (100
M) RS BadB@@RUesdlionaRd hédtod hOENLEBr NRYH.The ity 5@AL AT LRAMF e VLIS WAS

filt Qilidy of ORREQNS leave AUrigHD yeNaE Pévdaintfat W€ disBRedlitl @atpitdnt bietipltated avith 5a sikal.

chr orraé prgcigigaia)vae fitetdd| dissalvédib ¢thitiaCiae HBa@K JdriedRBI8SPY] dfelet 2@t dvapordtddt2O) gave

t he tgive heellowspid thativassre@ystdlizddyetby iethtd) to divetthe e Yoryrioeddd .38 grpm$ 39% 3%ld), 669C,

" N¥R (npDC1-393°¢: ¥S. m/&272tM1)9H, 3-CH3), 1.6-2.0 (m 7H), 2.4 (m 2H), 3.2 (m
2H), 4.04.4 (m 4H), 7.0-8.2 a (m 6H aromatic H); IR KBr) 1740, 1680; N5,

@r-(MaOJheorCJWBI*B@@Zl: C, 74.56; H, 8.16 V~Found:
Foud: H 8.09 Ap70.21:H,590
4 EXAMPLES 10- 14 Fol | ow ng the rocedure of ExarTE but  sybstituting
21%r oo Ee§wdpxynaphthaiene ggmpgyn aF“F PresueRdiin fexample GB'FBF?B%%‘EVJ?{'@W'&%@
propéP‘fﬁl"’%?ddfﬁ“a'ég?'B cidspeparegin thyl -butane, the followi ng conpounds

wer e -_ 45 ared.
4 (1(&@?—%& 6- [ 6- ( 2- hydr oxyet hoxy) - 2- napht hyl - 8- oxohexanoate Yel |l ow solid,

Ty, = 5_%.3-éé_ql%m%mmt%%ég‘ggwﬁgheor C20H2A06:  C, 69.75; H 7,02 50

7.24 (11) Et hyl
6 (6 bef% i Zad RgMItdavd éxaﬁﬁﬁ% < 3B M) Sl Wikdrifedsith EHT (00 R 288f%: M5,

me %98 ;)reéétamzfa"iaﬁ@ﬁton)@?e'i ound dsva white Sl (22 gb82%lyield), mp 138-142°C;

51 w /9300 (M. , 76. 72 H, 6. 98 (12) Et hy|

66R- al I'yl oxy- 2- napht hyl ) - 6- oxohexanoate 8 EP 0 261759 61 Wiite solid, np
= 82-TRH @ HABD: M &, 368 ;(HV6Y1 Theor. C21H2404: C, 74,09; H 7.11 Found:

C, 73obMa: H 7.25 &X,¢18); H6hyl

6- (6- (1- net hyl but yl oxy) - 2- napht hyl - 6- oxohexanoate White solid, np = 48-49C
. (MBS, nThe a8dibnflGHydrdxyeaphthal@R3EAIGA0Ic acids@rodiiapd BiExample B arp@stedfied pcﬂgqapm
C,25\7/4hp®4~lﬂ1tﬂdab®/e5m0€dy¢) Et hyl 6- (6-propynyl oxy-2-napht hyl) - 6- oxohexanoat e

White solid, np = 100-1 01 0OC, M5, me 338 (Mt) 15 Theor. C21H2204: C,
74. SEQEMEEB_SS Found: C, 74.70; H 6.82 Wien in the procedures
of | es 9-14, the 6-hydroxynapht hal ene oxoal kanoic acid esters produced

@‘(%maﬁhﬂbw)c?y'@&'t“yﬂﬁé’x%ﬁ"&tbond| ng - 8- oxooct anoat e and

9" oxononanoat e d rivat | ve e‘p p| t&q above
ex | 8 m ) n bromo
pr OCEd gl 5 ? ’ég i)etone 1 egeae t r éo%’tg% nel"he tlo |p enél -
mnx bre was iltére co%ign atéé' va%tpo g’the %L)’ ‘% pﬂl’u oye
the i Ol ega " t@g % bl Jﬁun s z% bt Pyl
6,6t hs‘é‘d’ R ,) 1.6 (m' r{ ey, 9’{:99]45 410-44(m 4H), 7.0-8.2

(m 6H, aromatic H) ; IR KBr) 1740, 1680 ; MS, m/e 370 (M*).

 Theor. CpsHgoO4 C,74.56; H, 8.16
\/Found : C,74.44 ; H, 8.09
40
EXAMPLES 10-14

¢
Following the procedure of Example 9 but substituting 2-bromoethanol, benzyl bromide, allyl bromide, 2-
bromopentane and propargyl bromide for the 1-bromo-3-methyl-butane, the following compounds were prep-

45  ared.
(10) Ethyl 6-[6-(2-hydroxyethoxy)-2-naphthyl-6-oxohexanoate
Yellow solid, mp = 83-84°C ; MS, m/e 344 (M*)

Theor. CooH240s : C,69.75; H, 7,02
s0 Found: C,69.53;H,7.24

(11) Ethyl 6-(6-benzyloxy-2-naphthyl)-6-oxohexanoate
White solid, mp = 97-98°C ; MS, m/e 390 (M*)

55  Theor. CosHy¢0,4 : C,76.90;H,6.71
Found : C,76.72;H,6.98

(12) Ethyl 6-{6-allyloxy-2-naphthyl)-6-oxohexanoate
8




6‘(1- met hyl - 2- phenyl et hoxy) - 2- naphEE§ 1&75(3 g (3-net hyl benzyl oxy) - 2- napht hyl
(:Fri vatives are prepared. The oxoal 78 Blids are prepared by foll ow ng

e procedure described in Exanple 6. 25 EXAMPLE 15

 Hydr oxy - Whitsssblidy top 6 82-84°F MRoRg 340 (Mapht hyl ) - 6- oxohexanamn de 30 The
conpound prepared in Exanple 5 (1.43 g. 5.0 nM was di ssolved in dry
benzene (50hept $2H@Ral yl €GP Hd- go 75 g 6 was added and the sol ution
refl uxed fB?u“'J_’ hours coSWé&o Holcp concentrat ed in vacuo to give the acid
chlori dé as . % | was t hen dissolved in THF (30
m). and ad é ﬁ 8?"6'%"? "&g‘”ﬁ"@%{@@ Bt eﬁ" fET hyl hydroxyl ami ne- HO (0. 42
g. 5rrMaH’°f:st° TH 0 (2: 1, 30 M) at 00C. The resul ting
soI ution S d for gu 00C and then for 1 hour at room
t enper af, u\rN‘:'lh g&'ﬁ’h g‘achoﬁ%}&nﬂ@re was transferred to a separatory funnel
cont ai n| ng 15 m of Et20 and’'the organic |ayer was separated and washed

with 5% HCl el 6- hdpRhy)leoxBilexanddty, dried (Na2SO™4), filtered and
concentr at aﬁl.(t(jfm.a&}ta@uqoo.i%ﬂwgg%é? 3332)@11'»9 on (Et20 gave the title conpound as
a white solid (900 ng, 57%yield), np = 116-1180C. NWR (CDCI 3) 1.7-2.0

(m 4H, sCHPheoHR;H,,02: 2- 2cfraEBr HAS, 3,1 (t, J=7Hz, 2H), 3.3 (s, 3H N CH3),
3.95 (3, 3Fbun®CH3), 7.1-86,74.70nH,6x84, aromatic H); IR (KBr) 3150, 1785, 1630;
NB, nmle 315 (Ma). 40 Theor. C 8H21NO4: C, 68.55; H 6.71; N, 4.44

-1 Found: When in the przedi§es & Exandles @-14.4he Ny digxypaphERianFrYXEatikaneic 99k eptereRspdueaf ng
tthe pr ocedinExanofe Sareamnploged]the @U?SPSQPB‘Qt%"B‘tWQa“’I%‘é Scppos Efﬁﬂﬁ"r‘i "’%ﬁﬁ"‘rf’ée-"FEF
fou he2oN- metVMien Hy qube pragepyres. Moy, bramide. <9r°r'tm’ﬁ "Eun Q

116) N- Hy dPoRapee: %"wﬁ; tV e Y'BS? e : E""“ G-
5 ilrgggfiyw?gfwgg i i %M*;v@; m,éo:,;gghe
2\6 Tﬂ’f—f’a &a{j%%mpared &)f(o %"gé pr A ound:

PL%815 N. 4.25 55 (18)
N—But - (6- et hoxy- 2- napht hyl ) - 6- oxohexanam de Wiite solid, np

1 11 2 1 1 3 0 QzHgl y ﬂlﬂn@th %7(5%3“3 naphtlﬁ?-sgxt%ﬁ;gazmdﬁl Theor. C21H27NOA: C

0.56; H, 7 2 Found C, 70.50; H 7.77; N 3.91 (19)
Hept y,- N- hygie Q&Hp‘oﬁnc( SrepiRdd thE)}érmale B phg §18.0 mK)y wasaiveohad aiirgd ®erzene (§%int).c0xalyi
solid, np chidik® lAQPEmMMNEs abided ardtfe oMiign rdffasifor 2GRt d@INGYand corlCentré@d thivacuplfo
8.33; N, 3ghdtnEadichioride as a yeliow solid. The acid ddpifg wad thed dBépjvedin TBF 530 nil)0and addedd 2@p-
t ert - But yise - dgptltianaf Nenetiq+ hygrokytamine HOh Q@R g inty) avd Gl limb indinF o B2QN&i: 0 30 mi)
’\Tz)l i d, np =tBG-TBY@DtinlyBiutind was3HTRd {ol/HourEfEGand tBTed? HeyDatroom tempersiure; The rpgction

7.61; Nis 3ndurd@astrdnsferred to a separatory fumel cpgtaigigg 14q ml of E@Q anﬂhe Qragnic Igyer was 'separated
and washed with 5% HCI (15 ml, 2x) and brine (15 ml, 2x), dried (Na2804), filtered and concentrated i in vacuo.

Recrystallization (Et,0) gave the title compound as a white solid (900 mg, 57% yield), mp = 116-118°C. NMR
(CDCly) 1.7-2.0 (m,4H, ~CH-CHy-), 2.2-2.6 {m, 2H), 3,1 (t, J=7Hz, 2H), 3.3 (s, 3H, N-CHj), 3.95 (3, 3H, OCHj),
U 7.1-8.4 (m, 6H, aromatic H) ; IR (KBr) 3150, 1785, 1630 ; MS, m/e 315 (M*).

Theor. C13H21N04 . : C. 68.55 M H, 6.71 M N, 4.44 s
Found : C,68.26;H,6.44 ; N, 4.24 .l

EXAMPLES 16-24

45
Following the procedure of Example 15 but substituting the corresponding amine-HCl for the N-methylhyd-

roxylamine-HCl, the following compounds were prepared.
(16) N-Hydroxy-6-(6-methoxy-2-naphthyl)-6-oxchexanamide
White solid, mp = 139-142°C ; MS, m/e 301 (M*)
50 (17) N-Ethyl-N-hydroxy-6- (6-methoxy-2-naphthyl)-6-oxohexanamide
White solid, mp = 100-101°C ; MS, m/e 329 (M*)

Theor. Cy4gH23NO, : C,69.28 H,7.04 N, 4.25
Found : C,69.18 ;H,7.28; N, 4.25
55
. (18) N-Butyl-N-hydroxy-6-(6-methoxy-2-naphthyl)-6-oxohexanamide
‘ White solid, mp = 112-113°C ; MS, m/e 357 (M*)




(21) N-Hydroxy-N-cycl ohexyl - 6- ( 6- met hoxy- 2- napht hyl ) - 6- oxohexanam de Yel | f)w
solid, nmp = 133-135*C;, Ms, nm\t E8PR6IRA%BITheor. C23H29NM: C, 72.04; H,
7,62; N 3,64 <-' Found: C. 71.88; H 7,84; N, 3.59 (22)
N- Hy dr theyr bkRHROY:| - 6€(#s6ERTety N2s.eapht hyl ) - 6- oxohexanani de Yel | ow sol i d,
np = 1lBknd54*C;, M5, o}m587H, (iVtN, 281 Theor. C23H23NO4: C, 73.19 ; H,
6.14; N 3.71 Found: C, 72.80; H, 6.41; N, 3.74 (23)
N- Met hox y1oNN+HeptiiyN-hyd®xyas: (Shnasthox22-reppihii§-bxohéamamidee xanam de White solid, np =
97- ©80@hiteldBlid, mp & 13RTRO{QENS, BR 397 Kdr . CLIH23NO4: C 69.28 H 7.04; N, 4.25
Found: C 69.14; H7.18; N, 4.08 (24)
N- Ky dir et Sehighipe: opyPJ@ 6 Ae38h Bix g5 - napht hyl ) - 6- oxohexanami de 3s Wite
soI | d F‘h'ﬁd'- 123 1240@72 i Hefr 88 - 8y 51( rvrr) Theor CZOH25N04 C, 69.95; H,

48; N, 3.99 40 When

|r1’t’ he {f%?f:%éﬁa“r%% %@rﬁiﬁ 3‘; ’2?3phttﬂyﬂr§'°6?!’8§"ﬁ'aﬁ8| c acids prepared as

descrr‘g s)ubst Ituted for the oxohexanoic acid of
Exanpl rlé“ia ol.he g gsg I, ey oal*kanam des are obtai ned. EXAMPLE-25
45 I ng |at Iﬁ ion Polyarthritis was induced in Lew s

str,gunﬁa oratory rats FWEI ght ="about 200 grans) by injection of a sus-

pensi on ofy) WeabaH- rbﬁH)”E}r g'w)ﬁéhwﬂlnbﬂltm)%%&éﬂexﬁbnlmdé nto the subplantar

ti ssueydbw ﬁch@ 185°.chMBOR 3 MON day 10 after the injection, the rats
wer e assi gned' to groups, and paw vol unes and body wei ghts were recorded. 50
Paw votHesre,.Rind e conkioal AizeaN, 3.8i nj ect ed hi nd paw were determ ned by
meAcur soupd €t hyl snogre s ; Rars4o8, 448 0. ) dosi ng began and continued for five
consecutive days thereafter. On day 14 after the initial injection,

appr oxi me2eNyiydroxyN-pheoyl-8-(Grhetaxy-Rinephthyrbloxaieseanides adm ni st er ed, paw vol unes
and boYejflowedlidtmpes= 1481184°CeMBrfed77ANM® quantitated. Anti-inflammatory activity
of\(the substituted naphtal ene conpounds is expressed as the percent

i NI bi TeeCaRN@S: paly WPtk 1l etlse. The results of this study for

sever afoupbnpounds ar® 288w 841 :Wedbl4e 1. 10 EP 0 261 759 Bl TABLE 1

Anti -1 nfl ammat ory Ef fect of Representative Substituted Naphthal ene

Deri vat i = yl-6-(6-methoxy-2-naphthyl)-s-oxohexanamrde %
| nhi bi Wp'f?r‘?d(dES?&r’rgf% "C 3 MS, mfe 329 (M) Dose (gl kcg) O al
?Ef%g & CoHasNO,:  C,6928:H,7.04:N, 425 °0 - - 50 4 48
50 ond : , C.69.14 ; H, 7.185;) g 4608 50

47 48 {24) N-Hydroxy-N-isopropyl-6-(6-methox -2-réghthyl)-6-oxohexanamide 12 12

S Qs  White solid, mp = 123-124°C ; MS, m/e 34 +)

Theor. CqHasNO, : C,69.95;H,7.34; N, 4.08
Found : C,69.53;H,7.48; N, 3.99

40 When in the procedures of Examples 15-24, the oxoalkanoic acids prepared as described in Examples 9-14
are substituted for the oxohexanoic acid of Examples 15-24, the corresponding oxoalkanamides are obtained.

EXAMPLE 25
45 In Vivo Alleviation of Inflammation

Polyarthritis was induced in Lewis strain [aboratory rats (weight = about 200 grams) by injection of a sus-
pension of Mycobacterium butyricum in mineral oil into the subplantar tissue of the mammails' hind paws. On
day 10 after the injection, the rats were assigned to groups, and paw volumes and body weights were recorded.

50 Paw volumes of the contralateral, uninjected hind paw were determined by mercury plethylsmography. Per os
{p.0.) dosing began and continued for five consecutive days thereafter. On day 14 after the initial injection,
approximately four hours after the final dose was administered, paw volumes and body weights were recorded
and quantitated.

Anti-inflammatory activity of the substituted naphtalene compounds is expressed as the percent inhibition

55  of paw volume increase. The results of this study for several compounds are shown in Table I.
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14 50 23 15

40 34 20EP0261 759 BL~~~17

50 23 21 50

gg 22 ) 5080 IA?-I.LE_I 60 24 28 25
Anti-Inflammatery Effect %&e@ ativei hi + i

SO 5’1@ BesRyeativgi bi ti on of pead

swel ling from oral dosag®ubstitpted dgphihalene Derivativessrpound shown.

EXAMPLE®26 35 Irbgg, Aéwhi bition of 54i poxygenase The gojmpqounds of the
i nventi on may be ) phamaceut i ogéseagggzﬁéj n the tréaﬁ&mm@f

i nfl ammati on and gi c reacti - tivity c 2 i ted by
reference to the abglity of the conpounggto inhibit the acti49n of the
enzyme -1 poxygenage invitro, and the testing was carried out by the
fol | owi ng procedure® 40 Preparati off of Cells and Ceff-FPee

Hci?m)genat es. Rat bagophilic leukema ceBds (RBL-1) were groggp in Eagle's
Mini mal essenti al di um containing 10%{etal calf serum 5%/zcal f serum 1%
gljutam ne and 50 ng/1 gentamycin were nmal ntai ned at 370C i n"an at nosphere
cgnt ai nisng 5% C2. Exponential ly growi P cells were harvest &8 by
cegntrifugation at #90 xg for 10 m nutessgat 40C and were washgd once w th

| becco’ s phosphaﬁ: buffered saline cos;bt aining 0.87 nmM CaCl2. The cells

re resuspended in the same buffer at concentration 45 & 1.85 x 107
|lsim . 5-HETE Ptdduction in Wiole Celdls. RBL-i cells (1.%F x 107
{Ls/t¥be) were pieincubated for 10 mgyputes at 370C in they,presence of the
di cated drugs or_vehicle (1% 6Ms0o). Followi ng the transfer of the assay
ibes to an icebat%l, the reaction was i ti ated by the sequ#htial addi don
cal ci um i onophogz A23187, an agent V80 ch increases the apglity of

\wal enf, ions such fs Ca-4 to cross bi cg ogi cal nenbr anes (f% al :
pncentration = 1.5 liM so and 55 pM’I-14C arachidonic ac (New Engl and
icl ear) at a fina#4specific activity &0 3000-4000 cpninnmol® The final

Dl ume in each tube was 1 m. The assay tubes were incubated at 370C for 5

nutes, and, The_reaction V\%? fopped hy transferring the tubes to ice and
Pfsmrﬁgt i
t5

p——

3<Z0Q0*—0O0

adj ustisg the pHESFC§taEe ; eSYelling fram gral gossgrs imdhei on of 1
Mcitric acid. |&3PRPt & Uik cemRAvR WP0f 5-HETE. In order to isolate the
- 54i poxygenase product, 14C- 5-HETE that was 55 fornmed from arachi donic

aci d, eacheExsdRLE 26ube was extracted once with 6 vol unes of anhydrous
diethyl ether. In nost assays, the recovery of product was estimted by

dét er mi i nip Mivadnhibilipdf Sdinpxugenasef r adi oactivity recov- ered after extraction.
I'n the remaini ng assays the recovery of 14C 5-HETE was nonitored by

afidi tion of tTPaERNPQYNEP Ffithe ipventon "EFPS“%ET?*SN@%"'EH'@QW"_FM@P@@PW ofjrfiammation

‘ext r act i on2"9haleigieactiongRuch prRlivity cihhecexbibited Bysfegengadlp the phility of tEreompgugq tojmpipitp]
dfied undef®aftey B"é"rf;zﬁ"@d%? v 3?@%? i WP, ansdps teing yasEREprgYt B the fellowing procedure.

gel i nprégnat c&EPE el CplisFrpe Homaganajs aﬁgawu ey @Bgﬁ)_‘f’%‘%graﬂ‘l Bhe:

ag =.‘ ne and 50 mg/l

¢ e . ining, 10%,teta s 5 IEse ?fg?
ZJé)bUt anong'ge a3 were g%’ei% ingd g Tnlﬁa ¥ sgﬁ re ihta?mﬁs%fg . Egpfnon?_.n%(%t; ggg%sgp Is were
Chr respondp rdd di)fceﬁa‘ﬂg %t 4 ﬁ&\ﬂﬁo Es(%: sana/w}vgrg\?i sh%aec%m ! wit % Ibecco’s phosphate
c a”ber . T_ eRH 5 Hé cotain % BPmM ! réé@engﬂﬁlﬂ I1e, sginf ﬂ’@ry tﬁa Ic&%éna%ﬁo
scintilat LopsGqeitehdtd. | N Aquaso w Engl and Nucl ear and correcte
for recovery .sHETE ProductiB®h Wile CeitRBI-{ b&(13F x RO VRS Eprdifdubatid fér 10 minutes
r epr esent S a3 iKIAE hroshe df e IniEatsl BRI br vHicld(H ABWED). FEIoNRG!nG Irfeddt M6 hisBiRlies
acid by the asRbtath, 9 reGeibl wasinialed B thd Yequehtial d1QiidH BERUMIonOFhofdIAL 187, B BgehBdHith S
for negat i weressesithe atilisy ddivalent iGr8S6ch S Ca*Nd ided tithgRAl meMmBrahds (finAiRorRERRAIHCL!. 9)iM)
Citric aci eid sapmMa-'¢i-srashiiohiess (Ne&vaBnglddNadeat) bEa flpalSpdcifiv ctiGy B 3000-8008 BRI E
subt r act edTlhefioaivaiamein ¢aghgbe weisd ml. Dalassay tubbevedadimmBaddrasd7e O for Sxhinudes| kihd aireabtion S
required fwas sEPped hyltradsfeming theddbes lodce@nd adinstingdts ptief tbe rdactied miytuepdptt 088 bf them
assays usi pdfitipméftliMdgitdc eishcent r ati ons of drug. For drugs which did
Isolation and Quantiation of 5-HETE. In order to isolate the As-ipoxygenase product, 14C-5-HETE that was

ss  formed from arachidonic acid, each assay tube was extracted once with 6 volumes of anhydrous diethyl ether.

In most assays, the recovery of product was estimated by determining the total amount of radioactivity recov-

ered after extraction. In the remaining assays the recovery of 14C-5-HETE was monitored by addition of trace

quantities of 3H-5-HETE (New England Nuclear) prior to extraction. The ether fractions from each sample were
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10 not inhibit the enzyne by 50% at the hi ghest concentration tested (10
FM, their activity is reportedEB8260k3PBY an | CrO which is greater than 1
FM The results are shown in Table Il. TABLE Il 15 Li poxygenase | nhibitor
Act i Vi tafiednapQiitidgen, redissolved and spotted on Gleman silica gelimpregnate@glass fibdrsBeatpl Te plates
(PM 2 were developed in iso-octane : 2-butanone : glacial aceti adi(1B0>: 9 : 1). The area of each plate correspond-
8 ing to added S-HETE standard was visualized ianli§}iiri2 shabiber. The amount of 14C-5-HETE presented was
> 10 1Huantitated by liquid scintillation counting in Aquasol If (New Eng@ndRuclegr) and corrected for recovery. The
10 30 percent inhibition of lipoxygenase activity reprejsgnts the decrease in the amount of product formed from
0. 11 1&rachidonic acid by the cells or cell supernatant in the presenge af druggThe values for negative controls
1. 5 (assays incubated on ice in the presence of citric agig) were always less than 10% of the positive controls and
0. 45 2 1were subtracted from each tube. The ICy, is the concentration céf:hzfg ZQich is required for 50% inhibition 9f
0 1 23 ‘the enzyme, as determined graphically from assays usiry nlltljiplggoncentrations of drug. For drugs which fhd

10 not inhibit the enzyme by 50% at the highest concentraticﬁlt d 1 ,WI) the[ir a8tivit)6is reported as having
2 IGsp which | han 10 uM, T lis,gre showiri i Table fl. | V1 11O concentration
requi r & PPN ERFEHRE IO FHRIBITURE SR T T %6 xygenase activity by 50% 45
Clainms 50 1. A conpound of the fornul a 55 o] ok
COCH2CH2 (CH2 ) CON(OR3)R2 R10 12 EP_0 261759 Bl dried under nitrogen.
redissolved a d spotted on G emm gel i npregnat ed gl ass fi ber sheets.
The pl ates were devel oped in iso-octane: 2-bu:anone: glacial acetic acid

(100: 9: 1). The area oLip%%ng Iggﬁﬁgﬁggggwkng to added 5-HETE

standard was visualized 1°n anount of 14C-5-HETE
presented was quantitated by liquid scintillation counting in Aguasol 11
(News Engl and Nucl ear) cunfpoueiar ect ed for recovery. ighee 5 per cent
inhibition of |ipoxyggEga@pROti vity represents t(hm)%‘bcrease in the anount

of product formed from arachi donic acid by the CeTTs or cell supernatant in
“the presence of drug. The 2val ues for negative comrtl®ls (assays incubated on
i e, in the presence of citgic acid) were always I,e? than 10% of the
posiZiive controls and were subtracted from each tube. The IC50 is the
concentration of drug whi¥h is required for 50% PnH bition of the enzyne,
as determ ned graphicall yisf rom assays using mul tiplge2soncentrati ons of

drug. For drugs which di o not inhibit the enzy by 50% at the hi ghest

concentration tested (10 , their activity is reported.as having an | C60
whi &h is greater than 10 ¥7aft. The results are showhlln Table 11. TABLE I |
15 18 ' 0.37 |
19 1.6
35 : - 20 ' 0.45
21 0.4
22 0.1
N _ 23 > 10
40

24 0.12

* In vitro concentration required for compound to inhibit RBL
cell lipoxygenase activity by 50%.

Claims

1. A compound of the formula

. I II , COCHZCH2 (CH2 ) nCON (OR3 ) Rz I
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Li poxygenase | nhi bi tory Activity Conmpound -

IC * (Exanple) MO 2

> 10 8 _ EP 0 38 7%58112

> 10 15

10 30 "“1 d gl fiber sheets. The pl

011 is dried under nitrogen, redissolved an< spotted on Glergf 3? limpregnated glass fiber sheets. The plates
’ were developed in iso-octane : 2-butanone : glacial ac :9:1). The area of each plate correspond-

1.6 35 ing to added 5-HETE standard was vi suglged inaniodine chamber The amount of 14C-5-HETE presented was

0.45 21 quantitated by liquid scintillation ccunting in Aquasol IIQNAV @Igland:i\l?aclear) and corrected for recovery. The
> 10 40 24 5  percent inhibition of lipoxygenase activity represents the @ectedsé inltie anhdufit®f product formed from
concentrati on raegniddniechcil 0y the osip oude stpernbtaiinthé prBi8hceddd drug. The values faglnggative controls
| i poxygenase adéssays ingubbied &08¢in @ erpsyaceBQcitdc acid) waomgherymidssdifan f P ofthgrpatitive caCDEy-pnd
CH2 (CH2 ) CON (v@g)spbtﬁ@eq_fzorq eachtubal THeNGsp §1r!p)@ncentrag_o]_\ of dryg whlch is requjees! for 59 jnhipition of
Bl where R is G eIQ’"‘&Hi termesd PG A e e a8 P'R nesrieafians.of i, {gr drigeguhich did
al kynyl or 4% alnRY(Tg{JI %@ K§ Pg Ft(?' minrl'eé;fa rulwiy enr actlwty &Iec@rte h?vmg
unsubstituted J&F 'ﬁglﬁagad neG Pra el feks "ot roxyal kyI wherein the
al kyl group is CI. R2 is H. Cl 10 aI ‘kyI CB 10 branched- chain

al kyl, C; 7 cycl oaI kyI, phenyl or phen%{g@_}ltut ed with CL.3 alkyl or C

1-3 aI koxy; ,R3 is Hor Cl.3 alkyl ; and is a straight- or
branched- al kyl chain wherein nis 0-5. 2. A conmpound of claim1l wherein R
is CH3. 10 3. A conpound ofipéiydienate QrhibiRc Kettieyein R2 is H CL..
al kyl . C34branched-chain al kyl, cyclohexyl or phenyl. 4. A conpound of any
onézof clainms | to 3 wherein R3 is Hor CH3. 5. A corrpound of any one of
claims | to 4 wherein Rl is CF@p®nd s CH(CH3)2 or phenyll sof3 is H and
(CH2)A is a straight-al kyl chéi%#pieh carbons. 15 A _conpound of any
one of claims | to 4 wherein RI. 2 and R3 are each CI-B>altad'(Cl-|2), is a
straight-al kyl chain of 2 car bonss. _

> 10
25
12 : > 10
15 0.25
16 10
% 17 0.11
18 0.37
19 1.6
35 20 0.45
21 0.4
~ 22 0.1
‘V 23 > 10
| “ 24 0.12
* In vitro concentration required for compound to inhibit RBL
y cell lipoxygenase activity by 50%.
Ciaims
50

1. A compound of the formuia

COCH.CH s
. N ;CH, (CHy) CON(OR,)F, :
o

Rl 0]
|\

R0 0



7. JA conpound of claim| selected femoredtlres B oup consi sting of

N- h’ydr oxy- 6- ( 6- met hoxy- 2- napht.hyl ) - 6- oxohexanam de; N- et hyI - N- hydr oxy- 6-

( 6-.met hoxy-geRapht hyl) - 6- oxohexanam de; N-butyl - N-hydroxy-6-(6-

net hoxy- 2- napRrtidwy].,) aily, %r QlbeanaaRhdiaikyNc Namei, O BMAYI@XaaiBi wherein the alkyl group of
(6- net hOXY‘ﬂ?e'd?ﬁlQhE ¢lJat M&U@ﬂ%@d"&@b&éﬁute@@ithaC,_z alkyl or hydroxyalky! wherein the alkyl group
N-tert-butydeN:hydroxy-6-(6-nmet hoxy-2-napht hyl ) -6- oxohexanam de; dy

N- hydr oxsy - N- CRO$ 8103 %qdikylbeE{ G bramhed<chain alkyl, Csl; By@io3lia phmpilot fhighy slﬁstwhﬁx ehadmyde.
8. A compouwnd.eblkeyai m| selected fromthe group consisting of

N- hydr oxy- N- niifiktlor G=s@Byinetdoxy- 2- na- pht hyl ) - 6- oxohexanami de;

N- Ry dr oxy- N- pﬂ%ﬂyiﬁastﬁ(@t—mf#mw a2<¥ln= whmf)ﬂ 808xohexanan de; N met hoxy- N

met hyl - 6- ( 6- n@#Argmpaund of exanani de; and
N- hydr o/~ N- | %Mewvdq amKl or a'@%whmu Reie RoSys avinGphensied-cainsidhosereanipde.
9. A compolPh®bf the fornula ji o §jh ~2f COCH2CH2 (CH2) rCOOR4

11! 35 where ‘RIA"'P'E"‘N" higiZagh| o et C-e al ken
col yny! o m'c e saw%:“gms% E%éﬁq*amﬁ‘e%wm@ﬂ
unsubstl ut'e th | kyl he
al kyI gr Othé of sz ngonﬁ of au&s @4%@?& Kéanthzﬁe e%ﬁi &%é}éggc}@z/)r isa ralg -zn<ylt
stfrai ght - o Praig g % 1648 Qfm%{eedr&p%oﬂsﬁtug o5~.hwrw.st<aﬁ R \én Iﬁw M
when ( CH2) Ruydraxdalmiad KN thﬁ r(@h&h%_‘zgzﬂﬂ -6 Bkohbanktibie 2N -6-(610
A |conmpound n%iho@-ﬁham\tgyl) Blﬁlx{ha e | N-Helpty(N-Rudroxy 8326 biy %}I@'ﬁﬁoxohexanamlde
- QH( CH3YCHACe/dB iR hydrboly)6-(6-mthEX 2L ridihthyl)6-dReHRkdhamidd L and maaa@.md,eeﬂexﬁ 636-He
sgqhect ed f rpRy-b-heph@yipsidkohexasamide] Ng of et hyl
6-[( 6- al | yl oxys. A-compdubdyficirinGt seleolae fom the groDPednisting bt NAhydroxy-N-methyl-6-(6-methoxy-2-na-
6-{6- ( 6- Net Ipbtyl)-Rexnlrgaintalnide } G-hpdroilydihianyi6-¢5-metioty-eddhihi)-6-oxohexanamide ; N-methoxy-N-
8-/( 6- met houmethy-ay& piethlaxyt2 naghtapfaraohekamanie e. 12. Aapt ocess f BhydsgmNHspiopiiag a
cdqpoune ofié-wethexyr2-paphithiyd-f-oxabesndngides: (a) reacti ng a napht hal ene oxoal kanoi ¢
aci d havi ng t%hé cpmpaupd gf thefgmula

PH2CH2 (CH2 ) COOH 55 where RI and (CH2)n are as defined in claim1 with

alyl chloride in an inert solv t angﬁéb reactlng the resulting product

vmth a conmpound havi ng : and R3 are as defined
inclai1 in an iner in the presence of a base. 13 | 111111111 L
111111 11111 Eg 3 9 81 13. The process of claim 12 pherein the
base in step (b) an am ne base. 14. A process for synthesizing a
conpound of cl ai m9 wherein RL is CH3 and (CH2), is not a straight-chain
al:kyl ofs Oy 4e@r bons, which conprises: (a) reacting a methoxy substituted

napht hal ene havdme, 1:'.zrlﬁwlf O Hbthfthed-chain alkyl, C, ¢ alkenyl, Cs salkynyl or aralkyl wherein the alkyl group
9511 of the aralkyl is a C,_salkyl uns%étuﬁte@@r S0bshi tea wm(}ldlﬂﬁ dPhydio Iki'l%éf'h'«l'\ the alkyl grou
CI{ COCH2CH2 idd§2) n COOR4 where R4 is a C13 al kyl and (CH2 Is as defined in
claim9 but nrtis Aot aikghardchai n al kyl of 0-2 cal bons, i n an inert solvent
i N\the @r esenCH,)Mi a sttaighB or brancheaatkyl @Net whereinlrbis 0-5, with e ptomaahét Wherl (BB, i€addikyl NQ
conpound i mhamwigepireoisi8-228,ds0do0d CC, algl. vent with an al kali metal base.
15 10. A compound of claim 9 wherein R, is H, CH;, ~CH,CH,CH(CH3)CH;, —-CH(CH3)CH.CH,CH,, allyl,
propargy! or benzyl.
11. A compound of claim 9 selected from the group consisting of ethyl 6-(6-‘élly|oxy-2-naphthyl)-s-oxohea-
45 noate; ethyl 6-6-(6-methoxy-2-naphthyl)-6-oxohexanoate ; and methyl 8-(6-methoxy-2-naphthyi)-8-oxooc-
tanoate.
12. A process for synthesizing a compound of claim 1 which comprises :
(a) reacting a naphthalene oxoalkanoic acid having the fcrmula

50 “iEOCiizCH (CHZ)nCOOH

RlO

55 ,
where R, and (CH,), are as defined in claim 1 with oxalyl chloride in an inert solvent ; and
(b) reacting the resulting product with a compound having the formula HNR,OR, where R, and R; are as
defined in claim 1 in an inert solvent in the presence of a base.

) 13
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15. A process for synthesizingpga60/pgynd of claim9 wherein Rl is H whfch
conpri ses (a) reactl ng a conpound having the formula: 20

S oy Pk e e s e 1 o

er® | ol ar

Sol vep i i A A e R

proc s Qﬁ:& gd(ﬁ'ut Bﬁﬂ?é?émﬂav?d‘ o B9 Wherein Rl is other than H
corrpr ses %“% reacti ngga conp ound having the formula: 30

36(:0(:HCH(CHz) COOR4 where R4
claim9 with a conpound of theAf

13 al kyI and (CH2)n is as defined in
MR Br in an inert solvent, where R
is\as defined in claim9, and y, 40 (b) treating the

resul ting conpound in an olic solvent with an al kali netal
base. 40 17. A pR cess for synthesizing a conpound of claim1l
wherein RL is CH3 which conprises: (a) reacting a nethoxy substituted

napht hadith aeolnpaund of thdlormfutar CIGOGHAH, (CH,), COOR, where R, is a C,_3 alkyl and (CH,), is as

45 - CH d@fined in claim 9 but not a straight-chain alkyl of 0-2 catbons, in an inert solvent in the presence of AICl,,

45 so andoptipndiiy a conpound of the fornula C COCH2CH2( CH2), COOR4 where R4 is
asCl. 3 (bl tiegting therresaiting gpmpeund i apaaueopgalcohdlig selveat with@s alllianet! baRpC13, (b)

treati ri§ A preceseiousyntheriFingGrepoeavad of laim? whprRingRuds Hiwhish 6mRESes6| vent with an

al kal i (Rereastingsceompound favingefformylat he resul ting conpound with oxal yl chloride
in an inert solvent; and (d) reacting the resulting product with conpound
having the formul a HNR2CR3 wher e § FooP defined in cl a%i m

12|\n/an i nert solvent i e nceifs la(%{ésé!
t\he$’|2| ng a conpound of claiml wherein RL is H.:

55 18. A process for sy
whi ch conpri ses: pZacting a corrpound having the formula: 141
L x S111111111¥¥3° EP 0 261 759 BI <[-,.<-,< COCH2CH2(CH2 )n COCH CH

0;@ where (CH2) A is as defined |n cIa|m1 with butyl sulfide in
a pol arysRlEghlis asadaﬁneemaéaﬂalmbuélb,&mo%sa@adua}xamt smp{m%aw ting conpound; 10
(c) reqstes@shyi 'chﬁe;eg@ tcb,n&uﬁ@rrpound wth oxalyl chloride’in an inert

sol ventig; A &msifdasyﬁtﬁe%&mg 8 6oripd6ndloP&akh b WR@eiPRASIbtRAr thah H Br &H CATIARLASHsBAVI Ng t he
f or mul qa)rbdciigRoibding hdvihg@iedoridiaar € as defined in claiml in an inert
solvent in the presence of a base. 19. ‘A process for synthesizing a
compound of claim1 wherein R is other than H or CH3, which conprises: [a)

reacting a conpound ha Qg _Ag _SOOCHLEH, 1SHGDPEROR, (CH2 ) COOR4 20 25
ol vnt whee soZ31l ~ R4™js C .3 alkyl and (CHZ) Is as defined in
claiml with a conpou

wiiere Rl is as defuoed clami1i,

formul a QBr inan inert J 25 sol vept,

where R is Cy_; alkyl and (CHa), is as defined in claim 9 with a compound of the formuia R,Br in an inert
\_/ solvent, where R, is as defined in claim 9, and optionally,
40 {b) treating the resulting compound in an aqueous alcoholic solvent with an alkali metal base.
17. A process for synthesizing a compound of claim 1 wherein R, is CH; which comprises :
{a) reacting a methoxy substituted naphthalene having the formula

“ Pee

3

50 with a compound of the formula CICOCH,CH,(CH,),COOR, where R, is a Cy_3 alkyl, in an inert solvent in
the presence of AlCl,,
{b) treating the resulting compound in an aqueous alcoholic solvent with an alkali metal base ;
{c) reacting the resulting compound with oxalyl chloride in an inert solvent ; and
(d) reacting the resulting product with compound having the formula HNR,OR3 where R; and R; are as
55 " defined in claim 1 in an inert solvent in the presence of a base.
18. A process for synthesizing a compound of claim 1 wherein R, is H, which comprises : !
(a) reacting a compound having the formula : H

) _ |

Ay O
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1
(b):treating the resulting conpoundgpi 2847s8gueous al coholic solvent with an
al kali netal base; (c) reacting the resulting conpound with oxalyl chloride
in an inert solvent; and (d) reacting the resulting product with a conpound
having the formul a HNR2OR3 where R2 and R3 s %ﬁ 8E£I s'neg ég claiml in an
inert solvent in the presence o 8 8 ss for
synt hesi zi ng a conpound of cl ai in R is H whi ch conprises: (a)
reacti ngs a met hoxy substi tg}ieg : haF€ne having . the fornmula 35
C o wth a conpound 3heforrru|a Cl COCH2 CH2 (CH2), COOR4 where R4
is acC 3 alkyl and (CH2), is as 40 defined in claim1, in an inert
sol\ent in thehge @Hohcas AéfgddSin clbiln)1, vithdatyl solfdd ine pel@soient, agd povpigund i n an
aqueous al cohd) esgerifyirigvkaresulling domaeundt kal i net al base; (c) reacting the
resul ti g combeeacingthe respitingyrpmnyhd withexqlyh chioridengp ingr sajMeptt and d) esterifying
the resul ting(dGepisa e resplting pradudt withgcampeund dayinarthe fermela ABefd winre R. and B gre as
chioride in adefinaginclaigyl iy ahipert sobeny indle presence 0f 4 basact i ng t he resul ting
product with A%-APMSeRTiRYISYIRes at°ﬂ'é"°ﬁ’[‘f’r‘ﬁﬂ?‘&1mms'sﬂm %?5 n Hor Clipcwhieh coiprsisess
defined in cl &) Maging A copPoriddpinadisMBHE i n t he presence of a base. 21. A
prpcess for synthesizing a conpound of claim| wherein R is other than H
wh{ ch conprises: (a) reacting a nmethod substituted naphthal ene having the
fofmula 50 CH3'2 55 with a corrpound ofcotm t:H nakg ) Gt 2CH2 ( CH2) nCOOR4

where R4 is a C 1.3 alkyl ang sandelne Pncldimi, in an inert
sof vent jn the presence of Al treat| ng the resulting conpound in an
aglseous al coholic sol vent Kali nmetal base; 15 | [ 111 np1l

1s] EP 0 261759 BI (c reactl ng the resul ting conmpound with butyl
suLfi de in a polar solvent, (d) esterifying the resulting conmpound; (e)
relacting the weesR}is0g; ﬂ@mawmq)nw'a*sIaemea:iampiaurudth@fcomdiwnd‘mrﬂmnautf«nﬁr iniafi inad
i ettt saebvent solvdngwierdR, it 8s defined@fdadal1in claim 1, 5 (f) treating the
resul ting con)trerting the epulting oe@apgsnddd aAnodous algnbblicaspiventwithian akaliahdtah base ret al
base; (g) readdrenging the resdtinglcompagndwittnovaih chiaside in apjoait sdiveatheast i de in an i nert
sdl vent ; andm}eaﬂ@a&'ﬂ%g‘“ﬂgrﬁ’é’d#@y@?4?%130%#66‘1}@@9@%'3&‘“8&%&0%! RirndiRagreehe
for nul a HNR2 Orgfingghia plaimpdin anqaeriegivent 8 thepresence EaPEH claim 1 in an inert

sol vent ¥ n t h@0BrREeEtsIY syfthesizipgacompound oficlai 4 whereie By if Hathidh GHRSETSEi on f or
topical , oral @ FaFEREEPEPYAIRITYe! BebPalea trYiedts 8T Bn, conprising an 10
effective armunt of a conmpound accord| t 0.Qny one of claims 1 to 8 as the
active ingredient dispersed in a pharfé 3] |y acceptable carrier. 3.
The pharpaceutical conposition accor o@o ai m 22 wherein said conpound
i s capable of inhibiting both theCk %/ml o0xygenase and |i poxygenase pat hways
in the amount present in the conposition when said conposition is

i dtroduced into a mammal . 15 24. A conpound according to any one of

clains 1 to 9w a GonfpalfAQFink IRRUACIEOCH] €1 (ER,), BFOR Where R, is@! G, Byl %na‘ @H,)U88s i N
al Nevi aty ng i @érnad M BikimONiniah inért SNERH thpredeRe AGiEAt i Ng i N a nanmal
inflammat ory q)eékthd ma&smfng edibobirk iMan dqBédhus! SlEdhicR61Gdnt With af aRA el smt itis;
ast hma; al | er ¢ teattinp Bk EeRtiIrgicbripoluyd wlih DR AISde iR polsratlebingvascul ar di eases
~invol vi ng pr odiyestaifiy thelresuttipgdoowgupenase and/ or |I'i poxygenase pat hways.
(e) reacting the resulting compound with oxalyl chioride in an inert solvent’; and
45 (f) reacting the resulting product with a compound having the formula HNR,OR; where R, and R, are as
defined in claim 1 in an inert solvent in the presence of a base.
21. A process for synthesizing a compound of claim 1 wherein R, is other than H ; which comprises :
(a) reacting a method substituted naphthalene having the formula

) 94®
CH. O

3

55 .
with a compound of the formuta CICOCH,CH; (CH,),COOR, where R, is a C,_; alkyl and (CHy), is an
defined in claim 1, in an inert solvent in the presence of AICl;,
(b) treating the resulting compound in an aqueous alcoholic sofvent with an alkali metal base ;

15 -
\\

y g



25. A nethod of produci ng a congogidiizesfccording to claim 22 or clains 23,
-corrpri sing diapersing a com pound according to any one of clains 1 to 8 ijn
a phar naceutlcal | y ac ce t abl he 1. Verbindung der Fornel’

COCH2CH2 §2esze‘r§§ ‘“‘t‘ggjg gtm pqu f“%é‘yli‘ﬂ@fi—qip—%i“ii°i"fﬂt R3 Jlo worin RI
a.12-A réac theres mg ﬁ"t?gt %%(:Lé gg oﬁ\u(&“hefo% ﬁ‘lstgﬁg}“nert%ent @%f{ﬂ?’g oder

Ar al kyl ﬁe e von el ne yl gruppe

i st 5 uns aﬁﬁﬁdmﬁd’&,ﬂe&m %mp%dll&isiﬂ b éHu@(;uts alSbolicolEdt with ar?a'llé'l Kl)ft'a\l vasker Hydro-
xyal kyl gr(bﬁn%tmgw&ﬁltl Sonfpbindiwith BRREChickiad if bn indigsoeftlanttAl Ky .

C3. 10- verg\weicightd bdulifg prodsdiith aleom du@ﬁdvﬁéhllédenuIPhﬁﬁz‘dRs Qﬁ@i’é REAMGRY hre as
sukstit UIo%ﬁrIea W daint1 m3n indlt KdlenQIBE plesehcdble®sse. | St; R3 H oder CL 3 Alkyl

I st; 40 22 A pHaiRacButiBl BEm@SilichCHer tEILAI, ordl bardvRérg)tafd Nr&'sysi d6Bitnis@atios tcomp@mg@an n 0- 5
| St 10 2 effediie RmBEHY G ddMmpdunda&prididg to ahy onkf tlsimRl tdBHE thesdctive ngrédientisiispelseatign mach
Anspr ugtarhacedtieslly accepratiié carié2 H, Cl1 a- Al kyl, C$ 4-verzwei gt kettiges Al kyl,
Cycl ohexa TredbarmBlestival comgdsitiod acchfding forpbhinm2R whecdin saidrsempaded is £aeable ofdrhditihg bi s 3,
wor i n B3h He cgiinoxy@eiBise std lipdfygenase pahwaykifitiheamayt ancsett ieihp comrseifionispseit he |
bi s 4, compositipn/R intQeigeed o a @M@H ( CH3) 2 oder Phenyl ist, R3 Hist und ( CH2)IA
ei n& ger Rder MmegYnH epaoglingit any qpe of RS 4 13 QFRcamensiEn qoeqrdingdo iy 2ioReAG3 nach
ei nem &ense/malisyigion infiammpgtion ip a maspmah orfpr trepling i@y mprampl o iffiamraatery gondifiony of figy

( CH2) nsiéh. dnelugipg aepdiasiy ‘F&E{‘Tt'&s -rﬁslﬂ‘"?vxé'e"ﬂﬁ WV@%FWW&W j28¢ cardiovagenlal; qurlg

nach AH@T?F%;EYP"’i“g P vel%ﬂffhe gém*bge" fs81pa
N- Hydr Oxlé@reetpﬂg c1 & 1%“ sutlogaccor fo lat%fé %} ?;impnsmg diapersing a com-
N- £t hy PR ASFAFO% a@” PR X P8 A RIS R BB R A R AR -

N- But yl - N- hydr oxy- 6- (6-net hoxy-2-napht hyl) - 6- oxohexanam d;

N- Hept budy-Fwdroxy 6- (6-nmethoxy-2-napht hyl ) -6-oxohexanam d;

Ntert- N- hydr oxy- 6- ( 6- met hoxy- 2- napht hyl - 6- oxohexanam d; und
NAHygdr oxy- %,g,y&h@g@w,}neﬁ (6-nmet ho- xy-2-napht hyl ) 4- oxohexanam d. 8.

Ver bi ndung nach Anspruch 1, gew~hlt aus der G uppe, bestehend aus

N- Hydr oxy- N- net hyl - 6- (6- met - 55 hox oxohexanam d ;

"N- Hydr oxy- N- pheny 2 % X?“:Pi88h2§53éganam dy;, N Met-
hoxy- N- net hyl - 2- napht hyl ) - 6- oxohexanam d; und

N- Hpdr oxy- N- i soppaR & nmet hoxy- 2- napht hyl ) - 6- oxohexanam d. 9.

Ver bi ndung dexg, ¢rornel 16 . X—-S 1111 1111111 H 1111 EP 0 261 759 Bl
COCH2 Cn2 (CH2  COOR R~~~~~—~

Il worin RL H C_12-A kyl, C3 v,.verzwei gtkettiges Al kyl, C2.6-Al kenyl,
C3- Al ke RiSalarAivh Che rvetzyengmm Hkﬂl%A!kRM Cagliyy 'é’dvfcﬁﬁa"ﬂf i RXI" disi Alky'-
C13%Al ReyPre vam Aty teing l‘ﬁr@ﬁW@Jﬂ@P it Y EUbRtityigrieqder ﬁ;gﬁtm@mawm%%& QAer Hygiepa
Hydroxy)&lkk' Hes‘t’°"“fGA'kY‘§b'P‘?erFidl'5é Al kyl grup ée Q4 ist; R4 Hoder C 3-Alkyl
i st; und C)‘FTA' rfe-geraaiekatees AR Zetge kVAIPRV]yk‘é’F't%‘eréf”bsW?'f At t-p- 5
|st 'és't 'das, wenn (CH2). eine Al kylkette ist, worin n 0-2

| S% R r{L 2)n eme gera e er verz\‘vlelg{e%kylkette ist, worin n 0-5 ist.
2. Verbindung nach Anspruch 1, worin Ry CHj ist.

3. Verbindung nach Anspruch 1 oder 2, worin R; H, Cy_g-Alkyl, C;_verzweigtkettiges Alkyl, Cyclohexyl
oder Phenyl ist.
4, Verbindung nach einem der Anspriiche 1 bis 3, worin R; H oder CHj ist.
45 5. Verbindung nach einem der Anspriiche 1 bis 4, worin R; CHj ist, R, TH (CH,) , oder Phenyl ist, R; H
ist und (CHy), eine gerade Alkylkette mit zwei Kohlenstoffatomen ist.
6. Verbindung nach einem der Anspriiche 1 bis 4, worin Ry, R; und R; jeweils CH; sind und (CH,), eine
gerade Alkylkette mit zwei Kohlenstoffatomen ist.
7. Verbindung nach Anspruch 1, gewahlt aus der Gruppe, bestehend aus N-Hydroxy-6-6-methoxy-2-napht-
s0  hyl-6-oxohexanamid ; N-Ethyl-N-hydroxy-6-(6-methoxy-2-naphthyl-6-oxohexanamid ; N-Butyl-N-hydroxy-6-
(6-methoxy-2-naphthyl}-6-oxohexanamid ; N-Heptyl-N-hydroxy-6- (6-methoxy-2-naphthyl)-6-oxohexanamid ;
. N-tert-Butyl-N- hydroxy—G-(G-methoxy—Z-naphthyi-S-oxohexanamld und N-Hydroxy-N-cyclohexyl-6-(6-metho-
xy-2-naphthyl)-6-oxchexanamid.
8. Verbindung nach Anspruch 1, gewahit aus der Gruppe, bestehend aus N-Hydroxy-N-methyl-6-(6-met-
55  hoxy-2-naphthyl)-6-oxohexanamid ; N-Hydroxy-N-phenyl-6-(6-methoxy-2-naphthyl)-6-oxohexanamid ; N-Met-
hoxy-N-methyl-6-(6-methoxy-2-naphthyt}-6-oxohexanamid ; und
N-Hydroxy-N-isopropyl-6-(6-methoxy-2-naphthyl)-6-oxohexanamid.

- vervindling der Fommet - 3 _ ‘
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10. Ver bi ndung nach Anspruch 9, wWogpp 26 7sbig1CH3, - CH2 CH2 CH(CH3) CHS,

- CH( CH3) CH2CH2CH3, Allyl, 15 . Propargyl oder Benzyl ist 11. Verbindung
nach Anspruch 9, gewAhlt aus der G uppe, bestehend aus

Et hyl - 6- (6-al | yl oxy- 2- gaphi.hy!l focs- 0¥ Hexgh QaooR

Et hyl - 6- 6- ( 6- met hoxy { i) - 6 ox0hex noat find

Met hyl - 8( 6- met hoxy- 2 } - 8- oxohexanoat 12. Verfahren_zur
Hersteld ung ei neg, ¢€rdB¥AAI¥T nach Anspruch 1, das 20 (&)I das Unset zen
ei ner Napht hal i nokoal kansaure nit der Fornel # ~~~~CH CH2 | CH2
NCOH 25 , KO wrin R und (CH)n we in Anspruch 1 definiert sind, mt
Oxaky| chl owarig R, H, Gaii k. Chaivereweidti@tipesgtiat CotecAlkenyh @s-g8ikynyl oder(\ta)kyIMSvotdrMiwe n
des er hal t@wen ven Ayalig pig Crri-fllodjunapbstiyiantisderdubsiiuiatt mit goem CorMoll. opRIORIalkyhisk i n
R2 und 'R3 wrie dieislgnprefols i< def i nbert sind, in eineminerten L6sungsnittel
in GegenwartRef‘ﬁé?'cBeté'éy'ﬁh'f al ~t. 13. Verfahren nach Anspruch 12 - worin die
Base in Stufd" ( fi)pinggerde 'PteA )-'l!ke“?/lff' r’&'f?r"é)r? Palic V%Btgétl'er ‘Eﬁ“fg""eé'l‘ (et

el?.F vt?((,'ﬂ" fuﬁht
erl e N T*% ‘i“f""%" ol ER, D00, GO G0 ol ohl 860

met hoxyglJbSP?iq'y Od::a 1) %ﬂggﬁﬂhb §wéﬂt uséﬁ&{ﬁé Lt h 6-allyloxy-2-ngphthyl
3 mt ein . fﬁ%ie@ﬁ% ’_‘yzﬁé v
ei nC, _4Al %1 ’:\‘AE oat) ﬁ n W e | n Ar?glpruc Q%efl niert i1st etf} edio%h i
ger adket ti gesy k%lrenrfmtHe@suaudﬁmhmr@mgaﬁmpm&tudasn eineminerten 45

Losungsyi tt ela) uss UaREREYGRer NihthaifbiodiRanesife aegr bemenf al | s (b) das behandel n
dek—ér hal t enen Verbi ndung i n ei nem wassri gen al kohol i schen L6sungsmittel

mt einer Alkalinetallbase unfagt. 15. Verfahren zur Herstellung einer

Ver bi ndung nach Ansprjch 9, ' p§h2Cﬂ§leQ?Z) aopHIset zen ei ner
Ver bi ndung mt der Fornel 5 &2 (CH2) COCH 55
CM39 3mworin (CH2)- we in deflnlert ist, mt Butylsulfid in
ei nem pol aren L6sungsmi fxtled und gegebe- 17 4 11!l1 ' 111111 H. . 11 11!|

EP 0 261 759 Bl nenfalls“(b) das: Verestern der erhal tenen Ver bi ndung
utm‘ allt. 16. Verfahren zur Herstellung ej ner Verbl ndung nach Ans ruch 9

worin Rl andé’f;%" Iugdﬁ"'e) E'F "(ﬁqu"i' 1de@<‘f§s “ “z:é'ﬁm ep E{i

m.t dei For 56 ell’ll s'"drﬁ' |n e wa? ,ne ?ﬂ;}m )A
wein nspru erf en nachl{ wonn n gﬁ A lasﬁ.g% €nem

i nerten Lesuggmiia zﬂr 3\5&:3 1n r@%qb(bﬁa H’agradket.
gegebenenf%IE Eéﬁmo-z Kohl er ‘er aI tene erbin I'n el nem
Wassr | %Hm%EﬂbEttnﬁéneNNLphﬁ'aﬁh%an%LJﬁHeﬂet al | base U”f aat .

17. Verfahren zur Herstel ' ung el ner Verbindung nach Anspr uch 1, worin R
CH3 ist, das

3

mit einer Verbindung mit der Formel CLOOCH,CH,{(CH,},COOR,, worin R, ein C,_sAlkyi ist und (CH;), wie

in Anspruch 9 definiert ist, jedoch kein geradkettiges Alkyl mit 0-2 Kohlenstoffatomen ist, in einem inerten
45 Lasungsmittel in Gegenwart von AICl; und gegebenenfalls .

(b) das behandeln der erhaltenen Verbindung in einem wassrigen alkoholischen Lésungsmittel mit einer

Alkalimetallbase umfafit.

15. Verfahren zur Herstellung einer Verbindung nach Anspr:ich 9, worin Ry H ist, das

(a) das Umsetzen einer Verbindung mit der Formel

; : I:OCRzCBz (CHZ,)DCOOH

55 CH.O

3

worin (CH,), wie in Anspruch 9 definiert ist, mit Butylsulfid in einem polaren Lésungsmittel und gegebe-
17
[
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(a) das Unsetzen eines net h0xy%gl%sht6j|1, qurten Napht halins mt der Fornel V‘
~~~~~~~~ CH 303 mt einer Verbindung der Fornmel C COCH2CH2(CH2), COOR4, woriin
R4 C, _3-Akyl ist, in eineminerten Losungsnmittel in-Gegenwart von Al Cl3;
(b) das bet@adel n der erhal tenen Verbi ndung in ei nemw ssrigen

al kohol i &0 HesVersstemigeematensn Vepindyayayat kal i net al | base; 30 (c). das
Unset zen 18iderfabren gurtErisiungsings Yerindunafach ARRIHGA e 1ierig Rn andets a8 pdm Grh & fan
Losungsni® £ UrsegeneinegYeriiadung i derfamrelies er hal tenen Produkts mit ei ner
Verbi ndung nmit der Formel HNR2OR3, worln R2 und R3 wie in Anspruch |

definiert sind, in eineminerten LOSsp 1 hEégl) i CodRrRgenwart ei ner Base
unfal ~t. 18. Verfahen z# ¢ oY1 ung g;éir? ?t\/%,r!bi nduflg nach Anspruch 1,
wormRl Hist, das (a) ) yen ei ner Verbindung mt der Fornmel 35 C
OCHRCH2 (CF. 2) COOH 40 CH Oworin (CH2). wie in
Anspruch | definier BOst, nit Butylsulfid in einempol aren L6sungsmttel
und gegebe- nenfalls 45 (b) das Verestern der erhaltenen Verbindung;
(c) das hesa, CepAREIndeCHIR WetBprvolat et g miteierQudingung BérE6rnd! R, Br irtdidem
i nerten lnefdangsungdntitel, wodmoR,(wik)in lasprudie S edfinien ist) esd gepétahdnéten Pr odukts mt
ei ner Ve[t dasthshandetn ter dehnltehamVieehinddRA €RE8m wassrigem aRBhalistilerRSstmgsmiitel mArEpr uch
def i ni er Alkgimetillbasewngaltem | nerten L6sungsmittel in Gegenwart einer Base
unf agt . 1B Vexabreh atmHersteitung elder \erhitdungngetednsenuch/b woiinRi g ishdesh  Anspruch 1,
wor i n Rl (ahdasdimsezeneings mathexyshitisgtityierten Naghthaling mit der Fopgl - das Unset zen ei ner
Ver bi ndung mt der Formel COCH2CH2 (CH2) nCOOR4 HO 18
A1 11112 111 111111 R0 _281 759 Bl worin R4 Cl. 3-Al kyl
istfund (CH2)n wie in Anspruch 1 dg ist, mt einer Verbindung der
Formel RBr in eineminerten UGS worin RI wie in Anspruch 1
definiert ist, (b) das Behand€l der erhaltenen Verbindung in einem
asgrigen al koholi schen Lésungsmttel mt einer Al kalinetall base; 5

(L5 st S oo T RS

iner_ten @@gﬁmgé W _ en 1 ts mt einer
Ver bi ndupgsdlitehddBéin &4 eBitensINRAIRang Wb wisriGHAG GRS 11a0urAkTdI W Binke
def i ni er hiksimd@ubakd: €l nem inerten Lésungsmttel 1 n Gegenwart el ner Base
umbaf i t. (cdds Umsetzen der erhaltéfén V¥BInbg rfROxAINENIAR irSdieh indRteh EdsOREmNEE Bigndung nagh
Anspr uc h(dj dasWiriskterflles bthaifehen Flgikts Mt eflavekdiRIGAgZRINdePFINA& HNR,OR;, worin R, und ,
met hoxy SR&ié intAnspiich & efiitidinb,an éimsn ifdrien déBundsAwtidah Gddenddt difiet B&e D@fartyer bi ndung
der For med. vesfabeCGide Hendel(ubgEjer Né&bialithg nadhiAnspried 10kdiin €L HALlayd |1 st und (CH2) n
W e i n Abgasibesetzén eadriVambaddngindtider Hormedi nem i nerten L6sungsmttel in
Gegenwart von AIClI 3, (b) das Behandel n der erhaltenen Verbindung in einem
wassrigen al koholi schen L6sungsmttel mt einer 20 Al kal i net al | base;

(c) das Unsetzen der er @ or 6PEHuRY riGE ByGAGHII fid in ei nem pol aren
ere

Losungsnittel, (d) das fler erhal t enen Verbi ndung;

A/ cR
40
CH0 7
worin (CH,), wie in Ansbruch 1 definiert ist, mit Butylsulfid in einem polaren L&sungsmittel und gegebe-
nenfalls
45 (b) das Verestern der erhaltenen Verbindung ;

(c) das besetzen der erhaltenen Verbindung mit Oxalylchlorid in einem inerten L&sungsmittel und ’ i
(d) das besetzen des erhaltenen Produkts mit einer Verbindung mit der Formel HNR,OR;, worin R, und '
R3 wie in Anspruch 1 definiert sind, in einem inerten Losungsmittel in Gegenwart einer Base umfafit.

19. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, worin R; anders als H oder CH; ist, das

50 (a) das Umsetzen einer Verbindung mit der Formel
C
OCl'(.‘,CI'i2 (CHz ) “COOR‘I
55
BO
18
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3

(e) das besetzen der erhaltenen Ver%g %un mt Oxalylchlorid in einem

I nerten L6sungsmttel; (f) das Unmselz 1erha|tenen Produkts mt einer
Verbi ndung mt der Formel HNR2OR3, worin R2 und 25 R3 wie in Anspruch
1 definiert sY98RsErp- AlYHigtng (et win in Anservripd rdefinfeatfist.imit eBeréerhivaiung dei Fasnel ey dn
unfaM . 21. \RAemdpfriemLosunasmilioloyasin Ry '“é’}“FRE‘fCh\VéFfbteﬁGﬂng nach Anspruch 1,

worin RL andd )sdlaépgl?aflf’ﬁ"h‘{e' era%@“i“é’f'bd' @glﬂﬂ'@f“z"@ﬁs’ﬁ? ‘Wé‘thﬁ'bk%?g'lﬂﬁ@l"@'ﬂfleé‘?’t en
Napht haI i ns lf : bag engererh ner Ver.bi ndun der

For
chl ri m osu S
ooca (s ,gf’d " '?J %ﬁ? ?g Vel 'f é For) Wé%g% i g
t

ACY (b) daseo ﬁ}ds.é' Pt Bensn) e"wa" SSPTgen
h Jepme, as Urset zen
der erhgltenen Verbindung mt Butylsulfid in el nem pol ar en Losungsm ttel;

al kohol i scheng). §umm%&4mém ys@béﬂﬁfert

40 (d) das Verestern der erhaltene Yer i ndung; (e) das Unsetzen der

er hal t enen Verbi ndung mt einer Verbinf ornmel RIBr in eineminerten

Lésungsmttel, worin RI wie ie Ansprugh ert ist; (c das Behandel n

der erhaltenen Verbindung in ei nem-nglcs gen~dl kohol i schen Losungsmttel

mt eingr Alkalinetall base; 45 (g) das Unsetzen der erhaltenen

Ver bi ndung mt Oxalylchlorid in eineminerten Losungsmttel,; ﬂh) das

Ums et zen des reteingr Y%!HE‘?\'“PFQSEHKF%C'W@H@W@MVé‘-?%rm'ﬁ&ﬁ'ﬁ‘Pi—dé‘FY EorhEPH2)n wie
HNR2OR3, wor |"|‘1A‘R2’“thhdelﬂ@e"\‘}\F'e'" e jaertan L Bsyngsmifiet ip GpeepvartyoR AICs n e nem i nert en

L6sungs r aittd F grhalipnen VesBiadung ify fingpywasssigen qioRqlizchsn [ Aspngsmifiel mit einer

z d
asgeteet d) %@7 o) e,g,ﬁg 3%@@ ARG PPl R Rl et e
der AnsprCch b

[ e nem
phar mezeut i S r}ﬁ‘sE E%@EZ% errh |5.-od m|t eﬂ Qihj:h!on? 8 emeﬁm gﬁ Lgélﬁl émtt‘t ' u,qbach

Arsprucl 22, R/\/Qfel IE'AEQpﬁ;cﬁ/?&J?ih.&@yﬁlﬁm%ﬂ&m &h 1 8sufmy .&Pﬁbege@h@&l@éﬁa Béie%n@éfii? die

Li poxygenas evzag\eerrhmerdﬁf HBBBRg eifblr eerb.ndufal@ﬁaéu ARSPRER § VoAt RGan¥& &is A, das

i nhi bi eren kastas VRSKkeH efesihRTEBIERIZSANGPRRLIR Mitder SiMger  ei ngef uhrt wird.
Ver bi ndung nach ei nem der Anspruche | bis 9 oder eine Zusammenset zung

nach Anspruch 22 oder 55 23 zur Verwend ng bei m Li ndern von Ent zui ndungen

bei ei nem Sauger oder zur Behandl ung ei rs bei EntzOndungen der
hut, einschlieftlich Psoriasis und Dej Ast hma; al |l ergi schen
erenpfindlich- keitskrankheitenCgd ul aren Krankheiten,

el nschlielllich Produkten der Cycl oXygenase- nd/ oder Li poxygenasewege. 19

4 11111111 11111211111 11 IIF EP 0 261759 BI 25. Verfahren zur

Her st el ¥ung é‘i"trfé}e”ﬁe;@% g“ "mvcwlkva'a%mﬂi%*ﬂnw'e in
spergi eren ?é‘é' P;?’.El'ﬁr% véﬁ%eg E % 8 in einem

phanmazeut i sé‘ﬁa lme grbeélr WW’F‘QP&" einem W3RN AR elf ﬁ%‘l'%ungﬂa‘ﬁﬂ&té'"ﬂ’e

la fornule 1 ) CON(OR
) Rs’a g o jg:f:%d g Yoo SRS 1 gopn e LG )
al kynyl e ou j;;teggn

olkynyl € ou 4 Vel ¥ 95 N IRV RCE

groupe al kyl q @gB%In dBQerlﬁﬁéneHVerﬂlh&M & R efn ml@ssn@én%ﬁo]u@ﬁerl&sﬁ Qﬁm einer
ram fi ee, cyc;al"aﬁ.{,égm,@e@r 7, phenyle ou phenyle substitue par aI kyl e ou

al coxy #1. 3; (g) das Umsetzen der erhaltenen Verbindung mit Oxalylchlorid in einem inerten L&sungsmittel ; _

(h) das Umsetzen des erhaltenen Produkts mit einer Verbindung mit der Formel HNR,OR3, worin R, und

R3 wie in Anspruch 1 definiert sind, in einem inerten L6sungsraittel in Gegenwart einer Base umfaft.

22. Phamazeutische Zusammensetzung zur Srtlichen, oralen, parenteralen und aerosolen Verabreichung,
umfassend eine wirksame Menge einer Verbindung nach einem der Anspriiche 1 bis 8 als aktiven Bestandteil,

s0  dispergiert in einem pharmazeutisch annehmbaren Trager.

23. Pharmazeutische Zusammensetzung nach Anspruch 22, worin die Verbindung sowoh! die Cyclooxy-
genase- als auch die Lipoxygenasewege in der Menge, die in der Zusammensetzung vorliegt, inhibieren kann,
wenn die Zusammensetzung in einen Séuger eingefihrt wird.

24. Verbindung nach einem der Anspriiche 1 bis 9 oder eine Zusammensetzung nach Anspruch 22 oder

s§5 23 zur Verwendung beim Lindern von Entziindungen bei einem S&uger oder zur Behandiung eines Saugers
bei Entziindungen der Haut, einschlieRlich Psoriasis und Dermatitis ; Asthma ; allergischen Uberempfindiich-
keitskrankheiten und kardiovaskuldren Krankheiten, einschiieflich Produkten der Cycloxygenase- und/oder
Lipoxygenasewege.
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R3 est Hou alkyle Cl1-3; et (CH2)n est une chatne alkyle droite ou ramfl&
ou n est 0-5. 2. Conpos6 de | a EBP@AHT®®ion 1 ob Rl est CH3. 25 3.
Conpos6 de |a revendication | ou de |a revendication 2 ob R2 est H alkyle
Cl-., al kys. @ed@hren4ar HeRREILNdRineARTEdrhrRsetang hath Akgpheh 2iodetyds@as BispekdRidOS e
sel on | eineneerbjhtiing 0dtH eideril @G AhGVRAE 588 in@mSm bhaimazeoscliihneltibaldn Otigéstdifard .
Conpos6 selon |'"une quel conque des revendications 1 A 4 oa Rl est CH3, R2
est CH(CH3)2 ou phenyle, R3 est Het (CH2)n est une chatne alkyle droite de
2 atsoneRevdedicatidssne. 30 6. Conpose selon |'une quel conque des
revendications | A4 oa R, R2 et R3 sont chacun CH3 et (CH2)n et une
chalne al kyGogwperésieiafogule) at omes de car bone. 7. Conpose de |a revendication
| choisi dans | e groupe consistant en N-hydroxy-6-(6-nethoxy-2-naph-

tyl) - 6- oxohexanam de;

N- 4ty - N- hydr oxy- 6- \ -erggﬁtc?ﬁ%“b)«bc}?gégrﬁér%ﬁée

N- but yl - N- hydr oxy- 6- y- 2- napht yl ) - 6- oxohexanani del

N- hept yl - N- hydr oxy=<5-XB&~hiexy- 2- naphtyl) 6- oxohexanam de; 35
N-tert-butyl - N-ﬂy r oxy- 6- ( 6- met hoxy- 2- napht yl ) - 6- oxohexanamnm de ; et

N- hydr oxy- N- cycl ohexyl - 6- (6- n6t hoxy- 2-naphtyl)-6-oxohexanam de. 8. Conpose

de la rgvendi cation 1 choisi dans |e groupe consistant en

N- hydr oxy g\estaiyla ), 5.0aiyfR CB aldRmé randfida 2dahwd O, Call@iis bR s AIkAB TS le groupe alkyle

N- hy dr cdeYradicpéIasnym alifre(d - A Substidre du Sidpliiéa) urfaligie@) ¢ satbHyddoyalihk 8Bk bXye- K. >
N- et hydikyle-ebt@e, et hoxy- 2- napht yl ) - 6- oxohexanam de ; et 40

N- Qydr oxyRNest BI040, Qk(IGEIR R hmfanlmpwcmblkwéchﬁémlam% suBstitu€pampose
de | a faxyiend, g odldicoxy Cy; z COCH CHz2 2(

) NnCOOR4 RjeshHb@alkyle Rl;:est H, al kyle Cl12, aI kyle C3 12 A chailne ramfieg,
al kenyl e (GMa), estahkshaipé alkyie dreile ol fepiifige Bsnest B8a. | e groupe al kyl e de | ' aral kyl
est_un al quoe‘ﬂp@}fds'arfe\r?"@eﬂymiQ‘lﬂa%ﬁ?"bubst|tue par un al kyle Cl-2, ou un
hydedxyal Ryfompess deda rgyendipation] py/Jeda eeyendicgtion 2 o R, est H, aliyle (gt allpe iz« 3IcRaiee C
et (CHZ} "ﬂ‘ﬂ EVCBP@‘V'EH%PWQY'%\I kyle droite ou ramfiee oa n est 0-5, A

condi t i on E“’ @SF??E?F“% ¢S rensedications ] 2 Jae soi 't
pas al 3°" '(‘38 e|s VP ?‘PGF gf‘ P'E)gg?"?t i:}-gjj'ﬁa es%é'{(cg?)”

est
iﬂ_l%rg—l elt:_une cha. a| X d c}ue% revendlr[;)a ons 1 a4 ou?_%, IlZ,(?O sont1 cjﬁé'c::lix:rli C'I:lI l tl(ClJf}ll 11
revendi Ca i%n @ho%r 9&\’19% g? Ilt%q N-hydroxy-6-(6-méthoxy-2-naph-
6-(6- al lrb:il- -h%ﬂ' @Y@-méﬂ\g = xanam|de N-butyl-N-hydroxy-6-
6- ( 6- rTﬁ( X Z—% hé(a Iﬁ\l- U- Semét y-2-naphtyl}-6-oxohexanamide ;
8- (G NMT-RAXMyid -b’ m&n&%@-ﬁ @D-GQ%@fhngﬁidm Rl &exy-'il-cyclohexﬂ-g-(s-.ﬁ’étﬂ&?-d

- pour | ag-@,sﬁm e.s,e,h SkakdnidedNPOS6 de [ a revendication 1 qui conprend: (a)
reacti on @.dohpassidd @ rdRpdidaBoreIRoiSEORICAODO GoiRisBItRA N-HPdroxy-N-@EthHeg6-th&hoxy-
N COCHZ2 GHaphtdiH8-pxohéxahdrhiddd N=hydroxy-N-pfsnii-61(6-mbhoxy-2-naphtyl)-6-oxohexanamide ; N-méthoxy
o/ N-méthyl-6-(6-méthoxy-2-naphtyl)-6-oxohexanamide ; et
40  N-hydroxy-N-isopropyl-6-(6-méthoxy-2-naphtyl)-6-oxohexanamide.
9. Composé de la formule

COCH,CH,(CH,) COOR

- J 2-M2 M Pg /g 4
11

R10

ol

R; est H, alkyle C4_;,, alkyle C5_4, & chaine ramifiée, alkényle C,_q, alkynyle ou aralkyle C, ¢ ol le groupe
alkyle de I'aralkyle est un alkyle C,_3 non substitué ou substitué par un alkyle C;_;, ou un hydroxyalkyle ot le
groupe alkyle est C;_g ; :

55 R, est Hou alkyle Cy_; ; et

{CH,), est une chaine alkyle droite ou ramifiée ol n est 0-5, & condition que lorsque (CH,), est une chaine
alkyle ou n est 0-2, R; ne soit pas alkyle Cy_,.

10. Composé de la revendication 9 ol R, est H, CH;, —-CH,CH,CH(CH3)CHj;, —CH(CH;)CH,CH,CHj, allyle.
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og R et (CH2), sont tels que definis A la revendication 1, avec du
chiorure d' oxalyle dans un sol vanEPPR&78B1et (b) |a reaction du produi t
résul tant avec un conpose ayant pour fornule HNR2ZOR3 ob R2 et R3 sont tels
que def i nirapaddyié eu bepxy@Endi cati on 1 dans un sol vant inerte en pr6sence d' une
base. 20  11.Cdrposéfedarechadichtion Tchpisivansth aravbe ensigddht gis-(B-allylpasZnaphtyl)-Gogpexal b)
est une baste dfthyiei rﬁd&mfmoxyﬁrr@emw&&genﬂxanoatemme@e 8d6-pethaxyApanityl)@exbagta-
revendi cdeptofe Déthye-R est CH3 et nWest pas un al kyle A chafine droite
de 0-2 car bthBwce @P"’@ﬁﬁ%ﬁﬁd”" °’fé e laggyepdicationst qyicomaisht ‘al ene nbt hoxy
substitu6 alfhiAreapt a0 exqalsangiage e iy npose de 1a formul e

Cl QOCH2CH2( CH2) nCOOR4 ou R4 est un al kyle Cl1-3 et (CHZ)n est tel que defini
a la revendication 9 nais pas un al kyI Qé” Q%H Pg de 0-2 carbones,
dans yn solvant inerte en pegsqpe : %t 2faClZI ratrvenent, (b) le
traitenent du conpose resu un sol vant al cool i que aqueux avec une
base d'un netal alcalin. 1%/ Proc6de pour | a synthese d'un conpose

de la revendication 9p04 RL &t H~ qui‘conprend: (a) la reaction d' un -
conpos6 ayant pour for r‘ml e .-X N COCH2CH2( CH2) coaH 40
, CH349 45 oC (CH2)A est tel que deflni a la revendication 9, avec du

sul fure de &iLR,gt(€Hg 086t talsyus Oéfidia Ata rp@hdidatian. 1, Bec duablorure diogdlledanauntsoldn) inerte;
| "esterificetion du conpose resultant. 16. Procede pour |la synthese d' un
conpose de (bplardeiondi o@duitaésuBanbivesn @gtpostsyant payromidleHINRPR, ol(R4iet Ryoyiitelnd:
0 (a) dum definisct|a vendication ¢ danp uB eohvaptinerte poeréseficsrdmne bas&OCH 2CH2 ( CH2)
) 265 13. Procédé de la revendication 12 ol 1a bpgelddjétape () esiiune basep’pnine. 111111 I N 11 EP
261 759 Bl4 Brecqus peuria sypthise &'ugsompopé deciayeyendieation B oft Ryerb CHAR (i) a'eptpas un
revendi c A8 A ctpingdeqite g9,0-2 emaygomreendsr myl e R18r dans un sol vant inerte,
ou RL est t @) 12 gfigetiog 417 pAPhEISP M RRI L FHIPHUG I AT PO BRI acul t ati vement, (b) le
ol yant al cool i que aqueux avec une
base & netal alcalin. 17. Proced6 Pq hese d'un conpose de |la

revendication I ob R est CH 3 qui @ (a) la reaction d' un
napht al ene nbt hoxy substitu6 ayant 40 e 10 t o~~~~~~~~~~~ H CVvB
avec un conpos6 de la fornule EHGBCH2CHI 2(CI—|2) COOR4 oui R4 est un al kyle
C3 dags un solvant inerte 15 en présence de ACi 3, (b) le traitenent du
conPOs6 T esaleb didomPoeae liTorfak CRIBICHIH @M.}, CBIR, A0 HEsEKurPgR CLRE (D3 seldle
net al al cal déafini a 1a revendication 9 mais pas un alkyle & chaine droite de 0-2 carbones, dans un solvant inerte en
présence de AICI; et facultativement,
(b) le traitement du composé résultant dans un solvant alcoolique aqueux avec une base d'un métal alcalin.

35 15. Procédé pour la synthése d’'un composé de la revendication 9 ot R, est H, qui comprend :
(a) la réaction d'un composé ayant pour formule

COCH.CH (CH,) COOH

v 272 ' 'n
40

CH30

45 oti (CH,), est tel que défini & la revendication 9, avec du sulfure de butyle dans un solvant polaire, et facul-
tativement
{b) I'estérification du composé résultant.
16. Procédé pour la synthése d’'un composé de la revendication 9 ol R, est autre que H ou CHj3, qui

comprend :
50 (a) la réaction d'un composé ayant pour formule
C[][ZHZCH2 ( [IH2 )nCOURa
55
HO
: 21 _—
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(c) la r6action du conpos6 resultant avec du chlorure d' oxal yle dans un
solvant inerte; et (d) la r6actE:5%rh¥i qoduit resultant avec un conpose
ayant pour fornule HNR2 OR3 ob sont tels que definis a la
revendi cation 1 dans un solvant inerte en pr 63ence d' une 18. Proced6
pour | a €yRs el st CHaptrtis! %d‘ff'&' ar'%(? ‘Hgi“%‘ﬁf‘ BYfe Lt o 3? fopule R Be

COITpI' endda swg:!duacget? e tﬂ u O a eul)ﬂtlavecure:at;etlfe%% 'OTlJZ (CH2 )
COOH 25 .%78 y}(? ncorfpos§ f v|t'eve dg.?{to qﬁgf‘ (?a 51 lon 1,
c

aveg d!J a ion unn e %ﬂ lg sﬁl X po ni?il | vement, (b)
lest6rifi |on u ose resd a reactl on du corrpose resul tant

avec du chlorure d’ oxalyle dans un solvant inerte; et (d) la reaction du
preduit resultant avec un conmpose ayAn a( forrmul e HNR3OR3 ob . R2 et R3
sont tels 35 que definis a la ation 1 dans un solvant inerte
en ,pr 6sence dune base. 19. Procedg gynt hese d' un conpose de | a
revendication | ou Rl est autgegfue ou CH3, qui conprend: (a) la reaction
d' un conpose ayant pour formul & 40 COCH2CH2 (CH 2 ) COOR4 HO 50 oy,
R4 est alkyle Cl- et (CH2)n est tel que defini Ala revendication 1 avec un
conpose decuacdmppstdedn fRtinBe CRDTH.GHChial CRAR: of Redstun alkdeCRY dapsyn splgntigere d6f i ni
A l'a revempiéeatadesrMQly, (b) | e traitementdu conpose resul tant dans un sol vant
al cool i q(R¥edgitpment du gamposfiesulizatdanspngpivantalopplioye 2qupyxgvecups based ynmaty! plgrin du
conpose f%uﬁcﬂm@umﬂwswmtaYeaFecftﬁpﬂﬁﬁa;lvg dgas e sa‘nar%m%ﬁt inerte ;
(d) Ia r &) faréagtiendgly Pmdwbrﬁftftaf}té‘seﬁr"e %ﬁﬁ:gf\tg B?P'PHH@? a%r?t' Reehfis st fetsul e
?YVE gﬁ 9‘8%{*3%%"‘; es

revendi cation 1,

dé‘ﬂ-s unné%ggﬁ‘& b o&“e‘l’:da{?ﬁeé‘ &ec(?@ B¥Ur | a synthese
d un co Na" P PPEP™MBu RL est H. qui conprend: (a) | a
réacti on d' un naphtal ene rret hoxy subsctltue ayant pour formule: 22 | X

ZCHZ(CHZ)n CHPJ
CH2 CH2 (CH2)n COCR4 ou R4 est alkyle
Cl.3 et (CH2)n est tel A |l a revendication 1, dans un sol vent
inerte en presence g‘ X CTS- (b) le traitenentdu conpos6 resul tant
dans un sol vant al &8ali que aqueux avecune base d'un netal alcalin; (c) la
reaction du conpos6 resultant avec du sul fure de butyle dans un sol vant
porsai r e; off (tH,)) sttt qie définkels re@endidation O RpParsie sulfo@dk batylé dané ar) sdvantipBaittet arul-du
conpose tafewmiettant avec du chl orure d' oxal yl e dans un solvant inerte; et (f)
| a react (bdfestdrifieticnduicempoedsngdulitantt avec un conpose ayant pour fornmul e HNR2OR3
ob R2 et (dRB réastiAn du epmpogrésultant geee deletfidryre doxailylegdansaunsplgantineteciet 1, dans un

sol vant [dhiarréastienduprasdyibréeultant ayaqen perspesé yant ppyrderade HNBARs PaRs';#r'Ra mestelsd' un
codpose @ Jéfniy dlgayandicatigndfians usisolrant iserte eaptépanceydieneitaseyui conprend: (a) la
reacti on'§ Plﬁ??é‘?‘ﬁa‘i?ﬂt lg s sereum epmposé ds<e ravendicatipg 1oty get 3uBe AR | ou Stis GHiz0

comprend
(a)la réactuon d’'un composé ayant pour formule :

111111 11 1 EP 0 26
abg;: un conpose de la fo

rﬁ|

sl

Y
40
COCHZE:H2 ( CH2 ) nCOURa
45 Oe
HO |
50 ol R, est alkyle C,_5 et (CHy), est tel que défini & la revendication 1 avec un composé de fa formule R,Br

dans un solvant inerte, ol R est tel que défini & la revendication 1,

(b) le traitement du composé résultant dans un solvant alcoolique aqueux avec une base d’'un métal alcalin;

{c) la réaction du composé résultant avec du chiorure d’oxalyle dans un solvant inerte ; et

{d) la réaction du produit résultant avec un composé ayant pour formule HNR, OR; o R; et R; sont tels
55 que définis a la revendication 1, dans un solvant inerte en présence d'une base.

20. Procédé pour la synthése d'un composé de la revendication 1 ou Ry est H, qui comprend :

(a) la réaction d’'un naphtaléne méthoxy substitué ayant pour formule :

\\.

g gy
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25 avec un conpose de la fornule Cl COCH2CH2( CH2) "COOR4 obi R4 est al kyle
Cl.3 et (CH2). est tel que definierobke 7seBendi cation 1, dans un sol vant
inerte en presence de AIC13, (b) le traitenent du conpose resultant dans un
sol vant al cool i que aqueux avec une base d un netal alcalin; (c) la reaction

du conpose resultant avec du sulfure utyke dans un solvent pol aire; 30
| a reaction du conpose
Br

(d) I"esterification du conpose resul
resul tant avec un conpose de |a forni ans un sol vent inerte, ou Rl

est tal que defini A la revendi gait e traitenent du conpose
resul tant dans un sol vent al cool ique aqueux avec une base d' un netal
alcalin; (g) la r6action du conpose resultant avec du chlorure d' oxal yle
dans un sol aanun canerséate laform@le CICOCH,IH: (Gl EAORI @rR.st Aiyle Gub &t (Chekebttelnte avec
un conpose défiiritla erndicstion fndhns UpINPREOREerte@n préfncede A, sont tel s que dMinis A
| a revendi céllebritement deqempesd résuiagtaans up privapialcaeliaynagusupnavec e hipre dymétal alpglin;
Conposi t i on(c haﬁﬂﬁﬁﬁé'ﬂ'e‘q"tﬁa% refyitant ayamyiullyre de hudie dappingaant eraee, par enteral e
et en aeros(ﬁ‘ eé'é t@ﬁ&‘h?mlﬁﬂ%’ Uattii t e efflcace d un _conpose sel on ' une
quel conque § "?""é‘{? B4 ?éd ' t%{’e%d‘é r“? g“eg t'jz en

gt sont tels

di spers| on @a{ I%ﬂ’f’ [ "$8‘caé;5‘i'ﬁbl°5‘p Rs ol

Co O tlon areven ication 1, dan ’:1 solvant mert en ence st
mp "“a ithes2 Lr%b Bsé d%Ya eQ @L.h @?&H&‘B?@ﬁd £

capabl e d Rndpilaln ESndx ?db énase

Ilpoxygenas uantlte presente ans a conpOS|t|on | orsque ladite

conposltlon est |ntrodU|te chez un mammjfere, 24. Conpose selon |'une

ungpque des revendications 1 A. 9 o4 ion selani |la revendication

22 Ou 23 A utiliser pour soul ager |"i nflalrmati n chez un manm fere ou pour

l e traitenent chez un manmfere de \tFons inflammatoires de |la

peauconprenant |l e psoriasis et dggdermatite , |1'asthne; |es nmal adi es

dihyper- sensibilite allergique ;" et |les troubles cardiovascul aires
i npl i guant des produits des trajets de cycl ooxygenase etlou | ypoxygenase.
25. Met hodea\(#eurmomd@fém'ef?"mllﬁﬁi‘éo%ﬁﬁd@h"ﬁnpgﬁw"eﬁﬂF'W'?‘évéﬁ@ﬁ@éﬁ‘itﬂﬁ“e@éﬁbu | a
revendi cat i ®if rerendicsiignrlespan un solyaglinepeensarésnes daAiChonpose sel on | ' une
quel conque @égt@'@m@nm@a*e?wﬁgu'@mﬂa@uaa%?nmoe)@vﬁaem%a‘se J?P?flﬁ‘l”éméﬁ'agﬂ'"
pharmaci e. haactiondu gampgserésphant gveq u gujfyrp de butyle dans un solvant pela

30

(d) I'estérification du composé résultant ;
(e) la réaction du composé résultant avec un composé de la formule R,Br dans un solvant inerte, ol R,
est tel que défini & la revendication 1,
{f) le traitement du composé résultant dans un solvant alcoolique aqueux avec une base d'un métal alcalin;
(g) la réaction du composé résultant avec du chlorure d’oxalyle dans un solvant inerte ; et

35 (h) 1a réaction du produit résultant avec un composé ayant pour formule HNR,OR;3, o R; et R; sont tels
que définis a la revendication 1, dans un solvant inerte en présence d'une base.
22. Composition pharmaceutique pour administration topique, orale, parentérale et en aérosol,comprenant

_ une quantité efficace d'un composé selon I'une quelconque des revendications 1 & 8 en tant qu'ingrédient actif

o/ en dispersion dans un véhicule acceptable en pharmacie.

' 40 23. Composition pharmaceutique selon la revendication 22 ol ledit composé est capable d'inhiber  ia fois
les trajets de cyclooxygénase et de lipoxygénase 2 la quantité présente dans la composition lorsque ladite
composition est introduite chez un mammifére.

24, Composé selon I'une quelconque des revendications 1 & 9 ou composition selcn la revendication 22
ou 23 3 utiliser pour soulager I'inflammation chez un mammifére ou pour le traitement chez un mammifére de
45 conditions inflammatoires de la peau,comprenant le psoriasis et la dermatite ; 'asthme ; les maladies d’hyper-
sensibilité allergique ; et les troubles cardiovasculaires impliquant des produits des trajets de cyclooxygénase
et/ou lypoxygénase.
25. Méthode de production d'une composition selon la revendication 22 ou la revendication 23 comprenant
la dispersion d’'un composé selon 'une quelconque des revendications 14 8 dans un véhicule acceptable en
50  pharmacie.
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