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In common w1th other anu-mﬂammatory agents, the oompound of the formula (I)
_ . can be formulated in conventional manner especially for oral administration. Certain
15 * suitable types of formulations include those descnbed in Britishi Patent Specifications 15
Nos. 1,211,134, 1,271,132 and 1,291,386. :
'Unfortunately, the compound of formula (I) can cause severe irritation of the
: is:etro-mtesnnal tract m some subjects at doses not greatly in excess of the therapeutic
: 20 - It has now been ‘discovered that other naphthalene derivatives have good anti- 20
- inflammatory activity while having an 1mproved therapeuuc ratio as based on gastro- :
intestinal irritancy. S
~ Accordingly, the present invention provxdes pharmaceuucal composmons wtnch :
. oompnse a compdund of the formula (II) - o

25 I ast o s
E wherein X is a chlorme or bromme atom or a methoxyl methylthxo or alkyl group of 1 '
. «~4 carbon atoms; Y'is & —CI‘IR;—-CH:— or —CR;=CH-— group where R, is a
hydrogen atom or a methyl group and A is a CHOH or CO group, and a pharma-
_ ' ceutically accepmble carrier. ‘ :
30 Suitably X is a methoxyl, methylthio or methyl group. - . 30
. Most suitably X is a methoxyl or methylthio group. '

Particularly suitable oompounds of the formula (I) include those of the formulae
(III) and (IV) _




ceutically acceptable carrier. 30 Suitably X is a nethoxyl,

nmet hyl t hi o or nethyl group. 30 Most suitably Xis a
met hoxyl or methylthio group. Particularly suitable conpounds of the
formula (1) include those of the fornulae (I111) and (IV): - 1,474,377

2 [err] wherein [err] and A as defined ing relation to fornul a (II) Most .
suitably RL is.a hydrogen atom - 5 - > " Mbst suitably Ais a CO T
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conpri ses the net h 'ation of a. conpound of the formila.. (V1) [err] 25 ~ _
wherein X-and Y -are as defined in . : Hzocf*mQ%T%*"a(ll) except -that Y s
not 25 [err] when: X is net hoxyI action wi-th nmethyl- Irfflv jyum and '
thereafter if desired- reducr ng) gl f oup. to-a CHOH group hi's reacion

is normally carrij ed. out in‘a nert, aprotrc sol vent _at. a. depressed
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: : The present invention also prov1des ‘compounds of the formula (II) as herem

before described excepting 4-5:’ methoxy-2’-naphthyl )-butan-2-one. o
Suitable novel compoun of the formula: (I) include those whierein A is CHOH. SR

o .group, those’ wherein. Y is a —CH(CH,)CH,— group, those wherein Y is a- 20
20 - =—CR=CH— group, and those wherein X is othér than a methoxyl group. e

’ The present invention provides a process for the ‘preparation of the novel com-

pounds of the mventxon which process oompnses the mthylauon of a compound of the

. fozmula (V[) _ _

L : herem X and Y. are as “defined ‘in. rélation' to formula_ (II) excépt that Y is not 25
% : o ZCH,—CH,— when X is methoxyl by reaction with methyl htluum and thereafter if -
. desired reducing the CO group to a CHOH group. )
-0 This teaction’is: normally: carried out in an inert, aprotic solvent at a depressed S
. temperature and preferably under.an inert atmosphere, The reacuon may be-carried . 0
.30 out at below. —40°C in dry diethyl ether. . _

. . * The reduction of the:CO group to the CHOH group may take place usmg con- S
ventional methods of reduction such as hydrogenatton in the presence of a transition . Lo
metal catalyst or by the use of hydridé such as NaBH, or LiAIH,. EERE

The preserit. invention also provides a_process for the preparauon of the novel 15
35 compounds of the formula (II) as hereinbefore described wherein Y is CH=CH - -
.+ 'which process:comprises:the. base- catalysed reaction- of acetone wnth a correspondmg L
E compound of the formula (VII) ' e A

 and thereafter reducing the CO group to'a CHOH group if desired. _



[ [ [ tion of the
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wherein Y is CH=CH 35 which process conprises the base catal Vsed reaction
of acetone with. a , correspondi ng conpound of the formula (VII): CHS [err]
and thereafter redu0|ng the CO group ‘to a.CHOH group if desired. .
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2-acetyl - 6- nethoxynaphthalene (30 g.) in 1, 2- dlnethoxyethane (300 n%% was
run i nl&nd the solution refiuxed qm@h ght under 25 . nltrogeg %ﬁtﬁ
reaction nlxture mas d|Iﬂﬁéﬂuﬂhuhﬂmmmmﬂyﬁumwm$M£d and extracte

d W th sodi-um car bonate sol‘ation and
sjPﬁthzngh J;éﬁ}(;gj@rgo 5‘,%& e§allll hate aln ;evapor at ed to. give
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3-(6' -met hOXY,Z-alm ta HEPE ov: t[ﬁ

25 The reacnon mlxture was: dtluted thh water, acidified and extracted with' ether. , 25 - ;

- = The ethereal’ layer-was washed with sodium carbonate’ solution and with water, dried
over ‘anhydrous- magnesium sulphate and evaporated to give ethyl 3-(6" ~methoxy-2’-
naphthyl)-z-butenoate as a yellow solid in quanutatwe yield.: The product was shoWn

. by NMR to be predommantly the trans 1somer . :

30 (b) Ethyl 3-(6'- methoxy-z naphthyl)-butyrate - 30
: _ Ethyl 3-(6’-methoxy-2" -naphthyl)-z-butenoate (24 g) was . taken up in ethyl'
acetate (100 ml) and 10%, Pd/C (2.4 g.) added. The mixture was hydrogénated at
room temperature and 50 psi pressure for two hours.
- The catalyst was. removed by filtration_and .the. filtrate' evaporated to give ethyl o
B3 (6'-methoxy-2’-naphthyl)-butyrate asa colourless sohd in quanutauve yleld 35

: (c) 3-( 6'-Methoxy-2’-naphthyl)-butync ac1d S :
- Ethyl 3-(6". -methoxy-2-naphthyl)-butyrate (14.4 g) was mken up in methanol
(300 ml) and 10% sodium hydroxide solution (150 ml) and the mixture was refluxed
for 2 hours. The reaction mixture was diluted with water and extracted with ethyl "
40 acetate. The aqueous layer was acidified and' extracted with ethyl -acetate. The acid 40
- - extract was washed with water, dried over anhydrous ‘magnesium sulphate and evapor- -
- ated to'give 3-( 6’-methoxy—2'-naphthyl)-butync ac1d asa whtte sohd (11.9 g v 92 A,),
.. mp. 126—129° _

: : (d) 4-( 6’-Methoxy-2 naphthyl)-pentan-z-one
45~ " Thionyl ¢hloride (8.15 ml) was added dropwise to a solutlon of 3 (6" methoxy-Z’ 45
naphthyl)-butyric acid (19.0 g) in dry benzene (200 ml) and the mixture was gently ' '
-reﬂuxed11 vernight. The solvent was evaporatrd to nge the crude acid chloride as a
brown o
o -Methyl lithium (253 ml., 2.18 M in ether) was diluted to 2 litres with dry ether, .
50 cooled to 0°C and stirred under nitrogen. Cuprous iodide (48.6 g) was added and - 50
stirring continued for 10 minutes. The mixture was cooled to —70°C and a solution of S
~the crude acid chloride in -ether (250 .ml) was run:in. The mixture was stirred under
-nitrogen at —70°C for 15 minutes. Methanol (350 m!) was added to quench the reac-
. tion and the mixture was dﬂuted w1th water and. ac1d1ﬁed Kxeselguhr was added to



acetate (100 m) and 10% Pd/C (2.4 g.) added. The m xture was h room
tenperature and 50 psi pressure for two hours. ydr ogenat ed at
The catalyst was renoved by filtration, and the filtrate evaporated to give
et hyl 35 - 3- (6" - met hoxy-2' - napht hyl )butyr ate as a colourless solid in

quantitative yield. 35 (c) 3-(6"-Mthoxy+2'-naphthyl)-butyric acid Ethyl -

3-(6' - net- S naphthyl)-butyrate (-14:4 g.)  was taken’up in. nethanol. (300

m) and l’ é)dt um hydroxi de solution (150 ni) and the m xture was refluxed A
for 2 hour The reactlon m xture was d||_; _
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solution and w th water, dr| ed. over an- .hydr ous. .nagnesi um sul phate and
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Exanpl e 2. (gans chlqrige sshyibedwmil >’ - napht hyl ) - pent I ml.mghlryether,

hoyMethyl. ] 2l was 25
LA m?ﬁt@%ﬁg-sﬁréﬁ%r’%ﬁ*ﬁéﬁ% wrP"J* g

met hanol | (600 m’) thieRehdd O8A aiflatide! A diyeel { 1901 ol P waDtub) ti. (The mBHL
mi Xt ur e ]3[% ref hmm!__af or70?f°hé£|mmﬁne l\é@m@rﬂ@ahlt) wos addPFbwnqugh rbedeaacr d

product “crystal |i SpRan ﬁmﬁ‘fi “éﬂ§‘ Piepele g&g‘:racte@
througt X oo

with ethyl acetatﬁa "%ﬁedagmm Ve yu,mlssalt of .

the: acid was suspnmﬁh sunphhtbemaq;um dozgyren yelloah sblfe The pioducewas purified
by short oolumn chromatography and recrystallisation from 60—80” petrol to give o
35. trans-4-'(6" methoxy—Z’-naphthyl)-pent—3-ene-2-one 88 'a pale yellow sohd (115 g 35
- 828A,), mp. 98—101°C . _ .

_ g Example 3. -
- : . 4-(6'-Meﬁnoxy-2’-naphthyl?-penmn-2-ol S :
: To -a " solution of 4-(6"-methoxy-2’-nap| hthy&npmmn-z-one (2 g) in methanol B
- 40 (100 ml), cooled in ice, was added sodium borohydride (1 g). The solution was sticred - 40
' for 1 hour, acidified with dil. HCl and extracted with ether (100 mi x3).: The water-, :
. - washed ether extracts were drted (anh Na,SO‘) and evaporated, gtvmg a clear oolour-_
~ less oil (13g) :

. o : ' Examle4-" . : SN
. .45 . o 4-(6’-Methoxy-2'-naphthyl)-3-buten-2-one : .45
: : 6-Methoxy—2-naphthaldehyde (30.g) was stirred in acetone (500 ml) w1th sodxum _
hydroxide (10 mls of 10%, aqueous solution) for 3 hours. The solution was. acidified
and extracted with ether. The ether solution was dried (MgSO,) and evaporated y under
' reduced pressure to 'yield a solid -(30 g). This impure material was purified on a silica - :
50 . gel column using benzene a5 eluant to glve 4-( 6'-methoxy—2'-naphthyl )-3-buten-2-¢me 50
o (15 g),mp 120°C o . - _

o Exam le 5 ’ _
4-( Methoxy-Z’-naphﬂiyl)-butan-z-one B o
: _ 4-(6’-Methoxy-2"—nap'hthyl)-3-butene-2-one 32 g) in ethyl -acetate" (500 ml) o
55 " was shaken at room - ‘temperature over 10% Pd/C (3 g) under atmospheric pressure 55
. hydrogen until no further uptake of hydrogen occurred 10 yxeld 4-(6’-mthoxy-2’ .
naphthyl )-butan-Z-one (22 5 g), m.p. 78. 5°C : '



1% was acidified Ethyl, acetate was added and the m xture warmed unti
~all the SWM The ethyl acetate |ayer was separated,-
washed w ttrwaters—dried..avef an- hydrous magnesi um sul phat g d evapor at
to give a pale yel l ow solid (20.7 g). The product was recry4t ised fro
.Lethyl acetate to give trans-3-(6'-nethoxy-2'-naphthyl)- 2-lut lc acid
a colourless solid (15.9 g, 67.8%, rrp 195 - 204 degree . - +(b)
Yrans- 4- (6' - met hoxy-2' - napht hyl) - pent - ene- 2-one. . '

Thidnyl chloride (8.15 m) was é@ﬁ%ﬂ dropwise to a saolution of 3

rans-3-(6' - -methoxy-2' - napht hyl Exampibgit enoi ¢ acid .(14.0 g) in dry
benzene (140 nj), and the mi x- Peamacologicah®awl y ref | uxed for 4 hours. The

sol vent was Ao on f"y@‘ ‘H%’ de ?‘EF"E‘hP‘rS‘ @Prown oil. 2
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for 15 m nupaasdst&hiylg&m&:eitlSOnt) was. addedt o quench the reac- 30

and the m xt urBhesfurthiet beemebsenyed thancompoundyaf twdordiuki ed. Ki esel guhr was
added:to aid .30 filtration and the reaction mxture was filtered throug
a pad of Kiesel guhr. The et her Iaye was washed wi th sodi um carbonat e
solution and with water, d or ety d.r:@bs_@;?\gnesr um sul phat e and
evaporated to give a yeI | o w The product

chromat ography and recryst/alYi sati on from 60-80" petrol to give 35
trans-4-(6' - met hoxy- 2' -napgﬁ hyl ) - pent - 3- ene- 2- one as a pale yellow solid
(11.5 g, 35 82.8% . 98-101 degree C. Exanp

4-(6' 4)Bt how rma'shab#doseofm

4- (6 - %/gtho MM}%%% @ {100 m

cooledrnrce was added Ium ri eso |on was stirr

40 for 1 hour, acidified with dil.pAf@nd extracted ‘with ether (100 M x
MJMMM&@JW%

3). T
|nogda cl ear

evapor at ed glcv

Oeptgngenig
col ourA g_msv

a3 e hvde (34

4 (6 AV, a a ala a a
g) was Syl CH- so ag °hy? Bk ns of 10%
aqueo oRErd t ed

with eﬂﬂ?—gr‘“eﬂﬂi‘é 2enppbthyRo| ut PWrmaksod@hy.ed [%FH"- 40 medisorallyed under redud
pr essuPEmany 2-one. | 4 a.solid (30 ) This imm Aghive ) " ne purified on a

silicait® ""e’ﬁ°xyﬁe'PaPh6'dl)urrnn2Q9§‘i’ﬁ§8 pratiy.ene’

ciatey
4- (6" - BEERESP 27 - napht hyl ) - 3-buten-2- one Y89 (1?},&‘11 @gﬁ“ylzoc Exarrpl e §.

.4- (6" - Met hoxy 2' - napht hyI ) but an- 2 one - Actwe 1 hr. after doslng*
4- (6" -y \EwACTR 10 00 ] 00 m
55 butdS2-SH8aken at - room terrper ature overra b >
at ”DSPU%BEnRE@%Rg%s gives equivalent activity 2 hours after dosing.
WHAT WE CLAIM 1S:— ' . :
an 1. A pharmaceutical composition which comprises a compound of the formula 20
20 : .

x l l Y—A—CHy : @

wherein X is a chiorine or bromine atom or a methoxyl, methylthio or alkyl group of
1—4 carbon atoms; Y is 2 —CHR,—CH,— or —CR, = CH— group wherein R, is a
hydrogen atom or a methyl group; and A is a CHOH or CO group and a pharma-

25  ceutically acceptable carrier. 25
2. A composition as claimed in claim 1 wherein X is a methoxyl, methylthio or
methyl group.
. A composition as claimed in claim 1 wherein X is a methoxyl or methylthio
BW“P '
30 4. A composition as claimed in any of claims 1—3 which contains a compound of 30

the formula (III) or (IV):
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hydrogen until no further uptake of hydrogen occurred to yield
4-(6' - met hoxy-2' - napht hyl)-butan-2-one (225 g), mp. 78.5C 5

1.474, 377 _ S Fxanple 6

Phar macol ogi cal Data Using a conventional All en-Doisy Test, the _Qestrogenic
actiwty of certain com pounds of: the invention was ascertal .« The
results are shown in Table 1. The anti- 5 i nf [ ammat ory vijty . of
cefFtai n conpounds of the invention was.ascertained by usi ng st.andard
‘Rat Paw Carrageeni n Test. These resllts axe also shown in Tablg 1.: These
results. SPOM/that conpounds of thlslhaﬁggtlon have a good Ievel of a§L|V|ty
‘at a d0"' WeRe—eXee . 6€ e erefs —t= e =€ caca e—fts er

ind \ﬁ'belleved t hat - an.absence oﬁh“ HEEE at the a- carbon aton1reduces
greatly any oest nRggRi sivkdiods® Atien Doid T %&Lﬁa%gkum' fn- NOt

ef fecting the pemids of thé inaenem ds\ascafdinedl The r&xtlts! désh6wiTin Tab -to any.
great: exPent . iflammaeryfagtivity of mrewommms\péchetnﬂvgmommmdaeddly wig formula: 1
[err] wherei na[“"@'ﬁﬂ1 %&E" ey ‘H “éll‘éé%&l“l/ﬂ?‘ynlnrgl’b te the rat
stomach at- a ¢osdo Veoes 37“"&"&‘ é‘ﬁ%‘ i e at t he
‘end of. 1.5 daylteu ¢ efbirifRlibg mhéwa y y cﬁy(') very !
severe -g‘&strl ggl}lll:h mmmﬂﬂmwﬂm ﬂlhmtsmﬂmndcmeachawelf thelcdidL E | 10
Qestrogeni ci. nt i.- | nf |l ammat ound ?
Al | an- Doi sy Testmmsfmlmbwl bwﬁgtm rmgs gﬂ‘ﬁ Emfr]g et hoxy 2' -napht hyI) l
100 ng/ kg sub. - cut. -lnactive -100 ng kg orally, pent 3 en- 2- one

(nmouse) Active 4-(6'-nethoxy-2'=naphkthyl) - 300 ng.' kg orallty, Actlve
300 ng/ kg orally, pentan-2-o0 - ~CHy — CO—CHj,

(rat) ~Active 4-(6'-nethoxy aipht hyl ) - 200 ng kg oraIIy,

| nactive 50 ng/kg orally, Hutan-2-one

(rat) Slightly.Active 1653%g/kg oraIIy Active | hr. after d03|ng* 4-(6

bet hOXyZ_ZS ‘“a%&a}l'ﬂ mHor&-E rg%tege 1rr¥tétether!atr}>?'o(x:r;[atl:hv oseo ,fg Or,—?" ly, :
ut ene Onem{kg yorayaftersdayswmleattheendofuda t wi I Vers
‘Aspirin (300. eampoggd of forsita enwewa&veﬁtgas&fcm&b:yw&nﬁwmne gl ng. WHAT WE
CLAIMIS:- 1. A pharmaceutical conposition which corrprl ses a corrpound of
the formula 20 20 (I | ) [erfABLET . - _
' S Oestrogenicity - . . .Anti.-_Inflammatory
_ Compound . .. . :  Allan-Doisy Test . . 'Rat Carrageenan
4-(6* -methoxy-Z'_-t_laphthyl)- ' 100 mg/kg sub. cut. ~ Inactive " 100 mg/ kg orally,
- pent-3-en-2-one " . PR o (mouse) Active -
- 4-(6" -methoxy—2' -naphthyl)- 300 mg/kg orally, Active 300 mg/kg orally,
pentan-2-one. - _ S - (rat)  Active .
4-(6' -methoxy-2' -naphthyl)- + 200 mg/kg orally,  Inactive * 50 mg/kg orally,
butan-2-one _ _ ... ... Gag _ Slightly Active "

- 100' mg/kg orally,
* Active. 1 hr; after dosing*.

4-(6' -methoxy-Z' -naphthyl)-3- 300 mg/ kg orally, .. _Inactive 300 mg/kg orally,
- butene-2-one: § . o (ra®)’ ..Acnve .

¥ Aspmn (300 mg/kg) gives eqmvalent activity 2 hours after dosing.

WHAT WE CLAIM IS:— - '
. A pharmaceuucal oomposmon which compnses a compound of the formula 20

- Y—'A—CH3 : o '_ - -

wherein X is a chlorme or‘ bromme atom or'a methoxyl, methylthm or alkyl group of
1—4 carbon atoms; Yisa —CI'IR;—CHg— of —CR, = CH—-group wherein R; is a
hydrogen atom or a methyl group; and A is a CHOH or CO group and a pharma- :
25 ceutically acceptable carrier, - - 25
2. A composition as claimed in claxm 1 wherem Xisa methoxyl methylthio or '
methyl group.
3. A composition as claxmed in clalm 1 wherein X is a methoxyl or methylthm
group. i
30 4. A composition as claimed in any of claims 1—3 which contains a compound of 30

the formula (III) or (IV):
e

20 (II)




wherein X is a chlorine or bromne atomor a nethoxyl, methylthio or alkyl
group of 1-4 carbon atons; Y is a [err] group wherein RL is a hydrogen atom
or a nethyl group; and Ais a CHOH or CO group. and a pharrra- 25

ceutically acceptable carrier.

25 2. A corrposrt_r_o_n%g} aimi wherein X is a nethoxyl, -
rrethylthr o et hyl group rrposrtron as claiméd in cIarml wherein..

o=qr
Xis a m OXyl ﬁ'm up.. 30 .- 4. A conposition as A
cl ai-nmed | \- y"o ’ m/lﬁmh cont‘ar ns a corrpound of 30 the fornul a
(1) or o9 ) :

: 1 474 377 Exanplg 6. ...
resul ts are shown’ in TabI e 1. The "_an-t - rnflamrat ory a(qmvr ty of B
certai n conmpounds of" '.i-t:'he mve;ntd,. TN 3 scertar ned by -usi ng -5 .-a standard

Rat Paw Carrageenl niTest. Thes®. results areal so- showrtié-r nTabl-e" 1 These -

resul ts show ' that-corrpounds of this- |nventd¢hame..""' good I'evel. of ST
activity at a dosage Weher “excessip@ gerogensity. 'r"'s "e_t;?.-.td be expect. ed‘-- '
Further, 'it is"beligved that .an,aps A' f. branchr ng at- ‘the. d¥¥xrbon atom
reduces greatly any. oestrogenﬁw Yy -,.O -e present whi fe. -not

effecting the ant|-|nf m h: - ol O 0 any

great extent. % - SRR o]y ‘%’a : Rc‘ggrp RS, ,ﬂ?ﬁgﬁ’e{’forwl a
[err] whereisn [err] gg cdrdiflé Whereln' A isat GO plodp.r at - 5
stomach at a dose of7 %@hﬂﬁaceuucal mgmmmmmmwaf@mddh% foulee at the
end of 1* days or@):treatnent with the 15 conpound of fornula (1), very .
severe gastric irritation was noted at the c%an@Hngée_é,,gvel TABLE | :
QCestrogenicity - =+ = Ant i - | ey or y© Corrpound : Al I_ '
an- Doi sy Test 5 Rat Car Bngy 4-(6' - net hoxy- 2' -napd’&()hyl)

100 ng/ kg sub. cut. : Inactrvd!;CQO' g/ KO oraIIy, pent - 3-en- 2- one

Phar macol o_"‘“

(mouse) -Active: ,4,__ § - met hox -2~ naj ht h;/tl) 300 rrg/ kg orally, Acti'\'/e'
300 ny/ kg al I'y.an. PR A0CE _| ; ity 1 administrat at ).
Acti ve' {9 3 s il "?’t‘-ﬁ!. "Melfﬂaﬁg 3&‘1’%& fhﬁékitg:ﬂe {9

my/ kg. or al | Y, butcazﬁm'in20mgm1000mgnfa¢ompmmdofmefermu1a .
Slightly Acti ve - -100 1orgg f ] fow‘lr:llaa%clmsd) .tn\m wpntanaipaf@qm wgp&,@*éﬂomofg
o _
15 Oompﬂm Tﬁe ‘compounds of - the formuls. (II) a8 deﬁned in claim 1 exeept 4-(6‘~ . 15_
L oxy-2'~ naphthyl)-butan-z-one. ...... y _
- 1 ounds according to clmm 1 whetem Aisa CHOH group, o
_ . lg Tlfecqe?n!;pounds aeeordmg 1o claxm 11 wherem Y isa mCH(CHa)QI:I,.-
2 - _groupm The ";mpounds a,ccordmg to clalm 11 wherexn Yi isa —CRI_CH—- group. - - 20
SR | 13 The eqii:pounds rdmg to claim 11 where X is other than a methexyl__ L

th -2'-naphthyl)-pentan—2—one .
. methoxy-Z’«naphthyl)-pent-3-ene—2-one o : _ R
’ -methoxy-.g:.na tﬁttgyi%-genc;n.z-q%—o . T 25.
9, 14~ 6"-methoxy-2’-naphthyl)-but-3-ene-2-one. - o .
S - 20 A gn-ocess fo?ythe preparation of the eompounds of the formula (II) as clanmed f'_f-"j'
ST clalm 11 Wthh comprises the. methylauon of a eompound of the formula (VI}

Y—CO—CI A

30 .wheremXandYareasdeﬁnedmclanmlby rIeIacnonthh methyl hthium and there- 30
- after if desired reducing the CO to.a CHOH group. : o
22, A process f‘g?g the prepagglrl)g of the eompounds of the formula (II) as cla;med .
2. in claim. 1l wherein Y isa —CH= CH~— group which process compnses the base cata-
o lysed reacuon of aeetone with a compound of the formula (VII) . :

_CHO T

35

. and thereatie if desired reducing the CO group 1 a CHOH growp. .,




4-(6' -methoxy-2" -naphthyl)-3- 300 ng/ kg orally, Inactive 300 ng/kg
orally, butene-2-one (at .. Active *'
Aspirin (300 I’T'g/ kg) gl ves F\ﬂllli valent acti vi 1‘\]/ 2 hours after dosi ng. VHAT WE
CLAIMIS: - 1. A phar maceut i cal conposrtion whi ch conpri ses a conpound of
the formul a erein Xis a chlorine or bromine atomor a ne yl,
met hyl thio or 4 carbon atoms; Y is a[err]-gro rein
Rlﬁs a hydr m‘g“‘!ﬁmnﬂuc“Mh group; and.A.is a CHOH or co and a
pha 2 » ceutd cally atceptable carrier. ' - .. '

25- 2 A gonposrtron ‘as” clarned i'n chareprt mherern Xis a nethoxyl 7 _
nethylth.u 1" HcLﬂyr UTroupT3TTA” c nup h&f as crarmed T clar‘”I’Wherern
Xisa nethoxyl nethylthlo gr - i 4. A conposition-as -

clained in any of clarns 1- 3 "wWhi ggent ' Aﬂaﬁggponpound-of 30 the fornula
(1) -or (1V): Terr} mherern [err] 'S i a hydrogen atom or .a methyl group
and Ais a COor CHOH grotp— —Ar LuupU>aﬁ:UH dLLUIUIHl to C|§i£]4 wher ei n
[err] is a hyd?g@gp ogt. jg'3’*“ e B : -af_ﬁﬂk f clarns 4
or Efmmerern Fy ;?%uﬁ “ﬁkaﬁmmﬁﬂm-lfﬂ conposrtron whi ch.

conprrses a conpound of t he fornula [err] and a pharnmaceutically acceptable
carrier. 8. A conposition as clainmed iin any of clains 1-7 adapted for oral
admi ni stration.. 9. A conposition as claimed in claim8 in the formof a:
unit dose conposition- containing from20 ng to 1000 my of a compound of the
formula (I1). 10. A conpound as clained in claim9 containing from 100 ny
to 600 ng of a conpound of the-formula (I1). 11. The. conpounds of the
formula (11) as defined in claim1l except 4- (6' nmet h-

oxy-2' - napht hyl ) - but an- 2-one.. '13. The conpounds accordi ng’ to clarnrll
wherein Y is a [err] group. 14. The conpounds according to claim1l wherein
Yis a[err] group. 15. The conpounds according to claim1l where X is

ot her than a nethoxyl group. 16. 4-(6' nethoxy- 2'-naphty|) pent an-2-one. 17.
4-(6' - met hoxy- 2' - napht hyl ) - pent - 3- ene- 2- one. 18.

4- (6" nmet hoxy-2' - napht hyl ) - pentan-2-ol . 19. '

4- (.6' - met hoxy-2' - napht hyl ) - but - 3- ene- 2- one.




20. A process for the preparation of the conpounds of the formula (I1) as
claimed in claim 11 which conprises the nethylation of a conpound of the
formula (VMI): [err] wherein X and Y are as defined in claim1 by reaction
with methyl lithiumand there- .. . ~-crluC - group.
,. after if desired reducing the CO group to a CHOH group. 22. A process
for the preparation of the conpounds of the fornmula (Il1) as clained in
claim1l wherein Y is a [err] group which process conprises the basr cata-
| ysed reaction of acetone with a conpound of the formula (VIl1): [err] and
thereafter if desired reducing the CO group to a CHCH group. 7
1,474,377 A. W VWH TE, Chartered Patent Agent, Agent for the Applicants.
Printed for Her Majesty's Stationery Ofice by the Courier Press,

Leam ngton Spa, 1977 Published by the Patent O fice, 25 Southanpton
Bui | di ngs, London, WC2A 1AY, from which copies may be obtained. PATENTS
ACT 1949 SPECI FI CATI ON NO. 1474377 The follow ng corrections were all owed
under Section 76 on 12 Septenber 1977. Page 6, line 31, after group. Start
New Par agraph insert 21. A process for the preparation of the conpounds of
the formula (I1) wherein Y is a [err] group which process conprises the
reduction of a conpound of the fornmula (VI1): [err] wherein X and [err] are
as defined in relation to fornmula (11) except that [err] is not hydrogen
when X is methoxyl. THE PATENT OFFI CE 4 Cctober 1977

Bas 41527/ 6

U _ PATENTS ACT 1949 %
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The following corrections were allowed under Section 76 on 12 September 1977.
Page 6, line 31, after group. Start New }bragmph insert
21. A process for the preparation of the compounds of the formula (II) wherein Yisa

E—\?JI-%QI—CHT— group which process comprises the reduction of a compound of the formula
I

CR; =CH-CO~—CH3

X (v
wherein X and R are as defined in relation to formula (II) except that Ry is not hydrogen when Xis
methoxyl.
THE PATENT OFFICE

4 October 1977 Bas 41527/6



