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10 n is zero or 1; Ris hyd g %@(%yﬁ%l @fﬁ%@%@#tltut ed or

substituted by a [err] [err

group, wherein ea Rmdependently hydr ogen or

[err]-[err] éqxve t%feu IAICO%ME]O err] alkyl or [err]-[err] aI kenyl
when n is zero; [err]

when n is 1, or [err] I's [ eFR l\IIKES
hydr ogen or nethyl; 20 A“

1 or ; g]" Rl(‘ ) g furyl, thienyl or pyrr dyI
whi ch may be unsubsti t-ut ed &E%’Ig%_%% I% Az"dl by a nmet hyl - group; or (b) the
group 7 wherein each of [err] and [err] |s |ndN§endent Mvoﬁa ) hydr ogen;

(b') hal ogen; or 25 (54 &Uymﬁmgpcaﬂﬂ LeSHRP F§rr]
25 wherein [err] is zer9 or v’b %(?%H; 'SSPAe”]I Ié(g or Eﬁ]gyl
1 A
the al kenyl and ( ) M%an, Imly, do hereby declare the invention form
2 the al kyl gro®ps bﬁtdagmw”mgaﬁteutw tiseghdQtie xﬁﬂhﬂtblytvsthicﬂdxbpbrﬁamd,ab bcmmicu[ err]
al kozy or hydroxy grlatspdescribed;in _é’v,.fom av'ri C=S. The ‘present ¢
i nvention provides a TERC dftveqtion pA 1:" e R Lo, BT OBY %ferr] >
al kyl, unsubstituted oroﬁ_ péridingl PR pﬁca 24009/77 (Senal No. 1544048) relates
to compounds hawngtheformula (I) _
L . IR
(x)
: o _Q:"Ickz-gu-ns o .
0 hersin: - - S 10
K B nxszeroorl
R 1s hydrogen or C,——Cm alkyl, unsubsntuted or subsntuted by a C,—C,;
- loxyorbya
. R '
15 | groulp', wherein cach of R, and R, is independently hydrogen or C—Coo 15
R, xsﬂg——g alkyl ‘or Ca—Q alkenyl when nis 1, or R, is Cs—C, alkenyl when '
n is zero;
' hydrogen or methyl; -
20 lliilfs (ya) a fur;f, th1enyl or pyndyl which may be unsubstituted or subsntuwd 20
-. by a methyl group; or . . -
(b)ﬂ:cgroup o

?

L wherem each of R, and R is mdependently (a') hydrogen, (b') halogen, or :
25 (D) thc group —(0)n | 25

" whesein n, is zero or 1 and R, is G—Cy alkcnyl or c,—q alkyl, the alkenyl and

/



al kanoyl oxy or by a [err] 10 group, wherein each of [err] and
[err] is independently hydrogen or Cl0 al kyI [err] is [err] alkyl; [err]

~ has the"

may be unsubstituted or sub- stitut ed by a rret hyI group; or (b) the- group
erein each of [err] and [err].is independently (a") hydr ogen; (b )
al ogen or, (c ) the group - (O)[err] -[err]. wherern [err] is zero or. 1 and

err] is ['erT] al kenyl or 20 [err] alkyl’, t he al kenyrl and t he
al- kyl groups being unsubstituted or. sub- 20 stitut ed by one,or hﬂfre [err]
al kpxy or hydroxy -groups; Wi dS#MP1 -0 or [ore] : et e

apprrcanl e, g, PHak Wwwwamepmmmwmbhm&—cas wel | as aII t he
possi bl e i soRby obhglréspgraupsst.ur es -t hereof. In'the c_orrpounds of.. ‘the present
‘invention Whe—ﬂqﬂybrinﬁﬁsty -may be either in the 25 .7 cis-. er ‘in the
trans -conf:fgur at i Ol ‘kﬁs%&gﬂ g,],[[;gggomnt [err] on the [err] carbon atom
and . 25,th;f---. rogen on yhe [err]-carbon atom may be on the sane si de or on
t he: oppo.s L evsi-des .i.n.. r egpect, A e vinylic double bond. ' Al sost he m xture
-of5the cisz and trans-i somer o'z ckided in"™he scope of the present
i nventiion,. Pr ef erably, “in the conpodnd$ of the invention, thé vinyl_noiety

; ? U @llel- axg) unsubstituted orTMSﬁNIﬂbb! |an§=—n§sed ‘to identify the
.~ position: o hﬁm t;tniyuents inthe [err] radical 30 is the conventr onaI
one, as is shown by.the follow ng. Sanples: a) when [err] is phenyl:
[err] b) when [err] - is pyridyliy” - [err] G when.[err] is furyl
t hi enyl : [err] 35 - - Wnere,l n: X is oxygen or sul phur; The al kyI
al kenyl, al koxy and al kanoyl'oxy gr&ps may be branched or straight chain

gr E(yps Wien Ris wahgmuns&bsftk} he,g A %{dgﬂen&héSvYﬁydroﬁn orSCPFGf erabldyy [err]

in pargml]% I'cular” net hyl’, et hyl, isoproyl, t-butyl
and hexyl ; i 40 V\hen R |s a [err] alkyl substltut ed by
[err] al karm)sl dtygeRorsc eferag Wem-[err] ~and/or
r% arelfae? w&%%@%w rwoup pre %?‘%ﬁ?y [err] alkyl, in
. pafticul ar 6propy| and 't -butyl;
1 544,049 .3 [err] is preferably [err]
al kyl, in partlcul ar ethyl and pyI V\hen [err] i s furyI thienyl or
pyridyl, it is preferably 2- fury R2- th| enyl or .2-pyridyl- When [err] is

[err] al kyI it is f |3 Bk Rdtty O’ a;uiaqghn (E’Bbﬂ@tabﬁl(y)[err] and [err]
are mdepen‘ﬂ‘(‘fﬁ agﬂg,y @%%&h@xwzﬁs&ﬂ;ﬂh By isdbtifh M BfMpl es of -

- -pharmaceuti cal ' --_ . *accept ;l]gﬁfmgdhg&@b.vu th 20norgan| c

= -bas¥s, such asC g géf i;e?n edn d al mni’ um hydr oxi des or
W th organig ga,r, ébsgeraﬁ;hcabre; ep tﬁdaamma acpepiable Plinol ani ne,
di benzyl am ne thggggf mcrpmble mmers thelreT’fexyl ) - am ne,

B pi peridine, N - et hyI er ne. )ﬂa Baaaatlhyﬂeam ne,- N -
e e &g‘m emti ﬁ&itfﬁon‘ge g

et hyﬁermr pho clbowapém andl err]25 _
~phefret hyl B &iokn may mummsamesxdemgg-__-pgsﬂierr@“ as well as the

: (] h
‘salts Wt r&_aﬁﬂﬁqylie-dg;blerbynﬁé@h Folns DYeuie) gfﬂ:lo sul phuri c
acr ds, aqdmv!ﬁdeh iy of ‘# 5> mtartar"l c, maleic, malic,
Wg@ G&J&fmhsntuam idshe Rarradicek r ed i ts are

odi W i mngssﬁmmbi&gfo&mm t he hydrochl orides of the
basr c esters, e g. the diethylam ngethyl and di nethyl am noethyl esters.
Particularly prefer £ G @193 Qe S Jhe invention are 15 t hose of
formula (1) wherein Ris hydroge unsubstrtuted {err] alkyl,”Terr} is
15 et hyl or- propyl, l[err 'S Q dr i _ RS s (a) a phenyl group,
unsubsti t ut.ed . .0r. substm?dt ea‘b R, 0 add TEh '.,3; et hyl" or -net hoxy groups
or (b) 2- furyl, 2 t hi enyl or 2- p rrdyJ the furyl, the, thienyl and the:
~pyridyl groups bei ngeurrs Bds £t i ¢ T Ortshb- st tut. ed by -a met hyl” 9roup,. “and
Wis [errf, CzO-and whérein the vrnyI rm’rety has" t he: 20

tranms- con sagxygggor aphwe! | as their phar rracgeugl %ﬁledl sﬂﬁﬁﬁpt abI e sal ts

20 The alkyl, alkenyl, alkoxy and alkanoyluxy groups may
: Whe;h Enmsg:gugsn;ubsututed C,—Ci: alkyi, aﬁd xz gxreferab]y C,; l, in. pas- %0
fO Whe:al]lla;lgetég u eﬁybk!;?%?gs%t\iﬂt%y C,—CZ ;&anoyhxy, R is preferably
2 _'-mﬁvﬁ?ﬁiﬁ%{a C—C,, alkyl, the alkyl grOulp is preferably c,—c,

alkyl, in ‘particular methyl, ethyl, isopropyl and t-bu



Exanpl es of particularly preferred conpounds of the invention are: 6 -

carboxy - 3 - ethyl - 2 - trans - styryl - chronone; 6- carboxy - 3 -
propyl - 2 - trans - styryl - chronone; 6_- carboxy - 3 - propyl - 2 .-
trans - (2' -.nmethyl - styryl) - chronone; 25 6 - carboxy - 3 -

propyl - 2 -trans - (3" - methyl - styryl) - chronone; - 25 6 - T
carboxy - -3.. - propyl - 2 -.trans.- (4 ‘methyl - styryl) = chrom)ne; 6 - -
carboxy - 3 - propyl - 2 --trans - (2',5" - di methyl - styryl) - chronone; >1

6 - carboxy. - 3_- propyl - 2 - trans - [[err!- %2 - thienyl) - vi nyI] .
chronone; 6 - cachoxy. - 3 - propyl -2 - fr errl - (2. - _furyl ol 3

met hyl) - vinyl]- 30 Ry 1spreferab1y Cz—e'DJ (e parficular eyl ek propyl. 3When R, GPJuryl,- 2 -
trans - [[err] - (2' - ththisps}or pyrlyl, it W#Pyﬁb)y Zf“%rly#limyl ehilﬂmle gky
carboxy - 3 -. propyl - whes R rs@-c,a{%ttsl ply &Ly bly "'y
vinyl]- chronone; 3&re mdependently uncally
[[err]-(2'- py#idyl -aéeptableh ose with morgamc lﬁ&s,mho‘.homumapomﬁ 5
the pharmaceuti cal | )'{;l P s “‘?Btg:‘ “S’th (9TEani¢ \’?ﬁts in mgthylamme,
particular, the sodlp;wkm, 1 et Q{.[:E?" e’ 3s e

(e.g. of those with ahyﬂenylmylmnetm.amaizyarm- ,w.nd the
[err] alkyl esters lgtine,; ap welpas the sal mmm;ezmd :
t-butyl and hexyl e cufﬁg‘% ﬁﬂg?ﬂdﬁd "t S‘F’epar ed
by a process conpri %juﬂggalts ) thglh ) dfm ﬁ,}]
wher ei n: 45 - es araetmamyj ,oftlﬂ:Ciu Iaftl ng :
conpounds. of f‘o"rrml 15
conpound-of formul ag ﬂi gf ‘;“ﬁt;‘f’lsrR;; “P b‘a’%’“&% ned
above, wi: th an al de andthepyndylgroups tedm'Sub-

(1'V) wherein: [err] S'amdd by Pmﬁlyl greupdaﬁlw evn&yl

f | | saifpyt 50-
ot ol oy (%ﬁ%erf’e‘?‘ﬁ“"[ mﬂ%@tﬂ »%‘*“ﬁ?wepgm[ag?:f' 90 and

the vinyl noiety has tbecawoﬁ;rl.s&-&ﬂiylf-lzgmt_ls@ﬁl chmm&ne544049

4 and, if desired, con@ewbomg-%rm yeyh o chnainoné; f.or mul a (1A). “wherei n
W is C=0O intg anot heg gﬁzg)_;n_ 2 i %(%YIMWF m“Fss [err] C=S 45
and/or, if desired, coav&[-bokyrtg;. péls_ ngm n ggﬁﬁa (I'A) into
anot her conpound of foonudr I-A)-phapylkmovmre Oityryl) £ ciiemdng;ed and
appl i cabl e converting 53 propylpd Wof[ﬁg&? mg yl] mehyoraone;

phar maceuti caloy accep? atffy L o) B ¥ ok Ttﬂ“yé] sal t. 3
into a free. conpound aad/cﬁaoxyl-fs Cspyr 281 mpq[@at(zwlnsﬂwpfwﬁﬁpners
into the single isomers. ciive clisation of the conpound of formul.a-(Il)

may be preferably. perfo r 'tpﬁﬁylpr%sMEe[lﬁf (& paeidyli- 6ot methid) - vissllch as;
for exanple, hgsdrocht ogi ey 0h Qi 1 31 /S I cid orss
formc acid, at a tenpera:hmegangl ng- prefergﬁblgl bgmgnﬂerr @'gﬁ
[err]; the cycl | sation rea-tlon IS preferabl y-carried out-in an inert
organi ¢ sol vent sel ggs e iPppfalts @'ﬁ?&aH’ef’”‘mc“lal

tetrahydrofuran, be ley 2 @pgﬂi fd %lky[nm&%&%e

reaction:of t HO COW gk eﬂ:@ls mﬂr@y( t-butyl aud hdzyltekt&s.ai'lée&mdmdeﬁf thomoeal a (| W
15 i's preferab ﬁﬁfmgqﬁg@?r esence of basic condensi ng
agents, such as, for hoxi de, sodi um net hoxi de,

sodi um hydr oxi de, sodi um hydride, sqdi u det. in. a solvent sel ected,

e.g. fromnethanol, ethanol, dioxane, r &nd their rmixtures, at. a.
tenperature pref erably rangi ng: between [er r"] SoAgesfer re . A corrpound of

formula (1A), ere}"t‘F‘% ] be converted into a_ 20
conpound -of fo\rghrml a (I RQ@EE&"%’& ggém tW‘m?P"dé,°§f,0Wﬁql1A)[ err] 45
in an .. 20 b)mmngampomdoffomuh (III) T

— 0.

(o

wherein: :
50 . Rand R1 are as defined above, w1th an aldehyde of formula (IV) 50
OHC—R -
wherem . aw)

R, is as-deﬁned above, 50 obtammg compounds of formula (IA) wherem R; is
~hydrogen, W is = C=0, and the vinyl moiety has the. trans-configuration;



i nert solvent, such as benzene, toluene, xylene, pyridine at a tenperature
ranging fromthe roomtenperature to [err] A conpound of fornmula (1A my
be converted, as stated_abave, into another conpound of formula (1A) by
known nethods. 25 . “For exanpl e, a conmpound of formula (I A) wherein
R is\an esterified carboxy 25 group, may be converted into a conpound
o mul a (1'A) wherein Ris carboxy, by basic hydrolysis,'using, e.g.,

m or pot assi um hydroxi de, in a solvent, such’as water or a [err]:

l\atic al cohol, and operatlng at a tenperature rangi ng fronrthe}wponr
on_nay.also he carried out® by-=

treat rrentanw if e, mnverﬂngmmmdgrampdadmn fehmmtmd whremw de. at a

t enper at , nfpoynd|of £ ). wherein W ﬁd 894/0% mul a (IA)
wher ei n S R e mﬂdl@ romula (IA)
whersei n ift6" aCp ‘f.-,,

(1A ik legsalt aﬁ’d y graup, - by
reacti on, coimnmgmaaalplnm aidyqn,e:fs!adlrbd,csépatam amx!lumroi h the sui tabl e

al kyl halife eSS nt S S a%eto di gxan
di met hy| f,QrIRi AR, of AN o Av'nl" M Syirochioric ,érgﬁgﬁf aterrperature

ranty g fra {uﬁibﬁrlc doid of ﬁihﬁﬂc acd,, ata temperature ranging preferably between 20°C ~ 3510Al s0 the
optional AN Code cysheatin reactipmripprefenably) farried opni an inérApreanis solednt  as -t he conver -
si on of i3ch 8- frops metanqly ganol sHepessy fer=RyRICTY A bﬂ'é@ﬁé?l‘éﬁ‘?’ﬁ??“%f a mxture of

| somers |mt & mr{glﬁgcb@grmr&fdmm @ﬁ)@ﬁr{hgadehgagofmmgpﬁventlonal ‘met hods.
ForlSexan'p.bQ:rdféamysamﬂaiut Gy ehef pravediot 6t . busie: cofidemsrg maits arhiagodes i nto the .

singl e arfqm ésd“iﬂﬁfa?ﬂ*' b dpethoxide, °d1"' ydgexi inmchydiden with an ™
-optical | yathi P T SR o Tt T ‘, gy ’““g:r éf‘ isa- 40 tion.

So the Separ@&n% il Fherdit XUl £ CEI0 mhyp aoaﬁtntecr afSa geomet ri.c

i soMers magupmdcohfmmmmtwher&mrwwh Selpy bymbrr,acgt wiln RS dy gt al | 2&at i on.. The
corrpound :ge'f“?" Bet g ﬁlml“%’ xg}e%arré‘aww ERRERYR goeiteBhound of formul a
(V) com be converted, as stated above, into et (V).

45 wher eldampﬂndmfo{nﬂlal’dA)Mﬁmﬁﬁng bdsned .above, W.th’ a.conpound of formila
(VI 23 [er r |For ezample, a compound of formula: (TA] qu_n ﬁhlerae,e rifig
] e e MBS
‘an 50 |n§rafc ; &ohol 6 gl 1eRbIRES. _' ; _&ﬁﬂw tenperature
ran |ng fmm{mnq-lm&ihgmfmntmmo wince of a: basr c

a9° Drgiee. o fmety e aﬁmw"ﬁ'ﬁ? é‘e ér" 0 obt"%r ni ng’a
wher ei n:. ,ﬁ

arb y € carbalk
dr tféygmu? e'g 1 oxy%imge,amd then
submitti nap mhesobmmdnds ageftonfwhmneadxm

§) carboxy 2.‘[ err],
me g...operai ng in

ﬁmdeﬁ inalstel;
...MMt to, i ve- the

ConfhunBens e e P (LI G ot |2 | ner
sol vent, Ix&;rof‘i ' M&ﬁg&ﬁd separation of a mixture of isomers into o
1, 544, 049the single lsomers may be carried out by convennonal method§ - Eooleumpk theret hyI et hyl:
ketg e oﬁe_ ation p : efowswl 84_.- ; : ey §1 9.,
“sodf B AON Wi LH P )

_carbonatebe" ied PR by ingl R allisafull t Ne. room. errperature to the reflux
terrperature'rlﬁoompmmd o mml(tlbmbewmbwmmzpr@pamdmﬁe corrpounds of
forrrula (forplg e he reaction of 5.a conpound:of - formula (IX) [err] .

ri R, R2 and R3 are gg.deiN »ed a_.pove ‘wi'th a suitable alk or'
al ké halide of 10 _ Ia [err] “Rherein [err] and are as
defi ned abiely: N a solvent .such. - 10 as, for exanpl e, di oxane,
di met hyl for r&mddtiprehsadeﬁnvéhhyé,pitbspimwpﬂamlﬂdvahd their mxtures |n the

~ presence of sodium or potas H%r% _at-a terrpe{ Lure rangi ng . from

- the- room% rature to [er?? rrgidunds of formuta’(l11) ray be::
prepar ed %ﬁw%&&dﬁﬁmﬁ%ﬁlﬁmmu _oﬂs,eb.yopéﬁﬁl@mhg a cﬁ:o'rpound of

formul a (VI ) Wiittett gghere»u@sa& me@u%mrar dctempesatyre MRgIR Nper at ur e

2ngi ng from | e R . o ot o i

conpounds of f

. ROOC l : B “'27“1 ( )
wherein: : I
R,R,u&md&masdeﬁnedaboveandthensubmmmngthecompoundof- o

+formula-(VHI)"to_a rearrangement to give- the compounds of formula (¢44H
* the rearrangement is carried out in an inert’ solvent, for example, pyndmre,




The conpounds of forrmula (IV) are commercially avail able products. The
conpounds  of forrrul a (VI) may be pr epar ed fromthe correspondi ng phenoxy 20
derivatia e ]

20 The corrpounds of for rruI a (VII) are knovvn corrpounds and they may be pre- .
pared by’ conventional methods. The conpounds of fornula (1X) may be
prepar ed by Feacting the conpound- of formula (VI) wherein [err] is
hydrogen, -with a conpound of formula (VII), using the 25 sane reactian
condi ti ong\enpl gyed for the preparation of %4 onpound of -formnul a 25 5
(I'1). I'n the -

group nmay have either t_het;’r%ﬁ@tagﬁfyl A : oF, flat has
preferably the trans- conbuiiim tirtihate a;n;’p“:m“tﬁ“,ee’ ’
i nvention have anti-all ergrzﬁereﬂhkmﬂpérymreas I's shown y the a t

t
they are actlve5 I n theAg I ve cut aneous anaphyl axi s ( PCA) test in rats -
accord- ing to’Goos iﬁmﬁe “M"'Spafﬁ ?Wﬂﬁﬂ‘ﬁ&ymuliﬁnlv reactiog o) 5
They can he there- ore use I'n preventlon and treatnent of bronchi aI
ast hmma, aIIergrc rhinitis, hay f ever gooe tf and der mat osis. 35
Furt her ndi'e, t he corrpounds of the |nvem er the |‘ﬁ‘bortant advant age
of 35 being highly ;hve as anti-allergic agerfts *al so when orally

admi nistered, as is RWIR lat RD re o0 bl Mbve] aith S sulbbbir Bl BR JRDHICRIGYe &AL i OS
of sone corrpou‘rqu of the formubnRi-62) vdleremrlh dtZede\as _Gdfinsdadpecin d Divedtauch 10

conpound 6 .- carboxy - 2 ”=€‘:£5‘F?§‘Pl-¢’ ‘!4‘[ ehﬂ}xr@zﬂ!yﬂ@ horgtriamidet he
nost active .conpound of t 2&%"%& Eﬂﬁ_&"ﬁ%\%l Pougtgy ot a

Pat ent 823,875, to the antl-allergl c act|V|t vhi ch-'t he convent i onal
value 1 was -4Q given. 118 %-ﬁvmbéﬂglé)r giaxg:’ammmdwmmmﬂwmhgd by s
AMIN (l0c. Cit. homioedombamn Etwmtpw%%ﬁmm eﬁﬂ%ﬁ EEPTHTRe 'n
rats for-foll ow ng theTheet:dmpdmdi ofMotrauld (IV) hreTeodrei]ly , avallablé Bibdicis964) . -

The tested co%oundammvgt{;‘em i of fospda) y P@Mfmttbscowpmdmsphﬁeoxy
admini stration of tRe Gl bl l% e Fs%‘ sbépge_rats
wer e used per each dﬁ&ﬁbyc'&h\&ntﬁﬁdl&ia&ydsra | 0S were calcu %ne c3 i'ng to
the method of Finney, Dhe)compa@dDof f@matai(BX) may dhelprepledigydreicringBihe kengtionsll of ASSay,

C. Giffin Lo i 1 is hydrogen, W‘dtéc?w t (¥ at t
antl-allerglcrygctlvmy 0 %’he c':cl)ons SR & PEmdy f?"ﬁ‘gﬁ g

connectéd - with the nurrheuhe o&mpomrdbonfoahtmrrmy(rvmr(mﬂ)%ﬂkm),adé Gigyl.grdup nlagd ct
for instance, the cBipsida

carbon atonms, sgre-nti
t he compound 6 - Cafablmiz)tthe
is about ‘5.5 tinmes irgne tbrmdBlamuL eheatlve
and the 55 corrpounff‘“a“ FIeRkgE andstremmt@byton a‘zas'ihm@’r"éﬁ@cfhm!ﬁﬁrbﬁ!ﬂw,l s
about 7.5"timgg nore Do

t he conpounds of thﬁemiﬁmgiym 2 cBrH&ux'ﬁi@rEPth%.HJ%L&X °ﬁg’ ﬂ%l%%ﬁr or §s

particul ar bronchodblfét?(fﬂ“"we&'rr%hlﬂt ssedfladrmelqompémdstofdmunmn f or
exanpl e,. of bronchi W WS{}F (=TIl &L‘{% % may be
adm ni st"er_:_e-d i40 a C elstswsl,as’etﬂ@magx %ﬁtﬁg %%eim ue 1 40
1,544,049 given, . 6 parenterally at a dar | y
dosage preferably of 0 to 15§ or: '[ABIanha ation, prefe - ab‘zi
ﬁif |

dai | y dosage of O. 250& ﬂﬁmﬁw ‘?“‘hﬁ;’“hom

ecu

appl i cation. Whe nat,wee @6@)9 the45
conpounds--of 5 Thhwsedrmmmdsomer admindseeed i part dsAB mtmtéb&
acceptabl e carri ers°f(ﬁ“’ﬂ‘F é‘h¥ SfoFId"SﬂSe@F"%ﬂ‘ Aébi#%t!ﬂfs wrEsBppe fﬁs‘h él'hGJeS| red

mode of -admi ni strat (Qf]Me 0 6 gﬁm Qon. Bhel! 'Peédei RS

conventignal #Anner Wik s inResting Uahote oGt E\dlaﬁdiltd&rgt w@mml @mpdub® gempoundso
of the invention nasrits a@nﬂmcosueeqeremthnhetmmbérodrmbﬁn aue outhe R, ralidaly In

sol utions.or suspen§!¥ & instaper, ot pgigo‘:,ggm%g Epdliqad ccqntains g Jegst &vo. cpihon
ulfes 6:6

pills, gelatine caps examylk Ha%o 0% L 9N Syehs QL. Pl @lond!SE-
10 Thus, for 6%al aidnbouk §15rtaiies rim;em m%eupaﬁg’ﬂ@ 3%@0&%@&&d tll:c 55
contai ni.ng the corrp‘ES’ 6f ‘taﬂ?P’s’ﬁw - toane - phreﬂlexeaﬁ)wutt%tnettssnorq)l I'ls

di l uents, such as, nchial asthma. The oompounds of the
mvennon may be admlmstered m a convcnuonal manner, for instance, orally and 60

or gel atine’ capsul Mm &mﬁhm ty wh%

gheyfife 10 Fhe framecopfignrationy emqomr it bayryreferably a:e tmast two
gl e tt thﬁak, Qg 305 U‘,%S ggam!

2



eXC' pi eNpy of a suitable msuﬂi

styryl - ghi

trose, sucrose, mannitol, sorbitol, cellulose; lubricants, for instance,
silica, talc, stearic 15 aci d, magnesi um or cal cium stearate, and/or
. poI___yet hy| ene g| y(‘0| S, or ThF\y nmay. also 15 contain-binders—such-as——for
~exanpl e, starches, gelatine, nethylcellul ose, carboxy- nethylceltulose,
‘gum arabi c, tragacanth, polyvinylpyrrolidone, disintegrating agents, such
aS,\for instance, starches, -alginic acid, alginates, sodiumstarch ;
.,oolate ef ferves- cing mixtures; dyestuffs; sweetenérs; mett|ng,agents
S for instance IeC|tQ| 130_ pollsorbates Isurylssulph&tes

= - rubst ances

used in mk@a!enﬂuc%sutdadsatﬂomp - 3 ' repar ations may
be manuf %8k 2ospily dosags RErP-23ei, iR Sb?gn"éaktlfsm%“})m xing, ...

gr anul at Ipﬁhgrh ahke bl Eﬁagphaﬁii&ﬁﬁcapaﬁpbﬁtﬂms.thntafdlﬂgn&x&Q&ﬁﬂoﬂﬂs pEocesses.” For: t he
tresmt rrendhxsa:ivexaiohefgsoemtamtvmtra)hartnhaeutc pretde @irictsive diluente wilk on ar® al so _25

admi ni st @reegfseh Fﬁmﬁe' pire 3 e%fmm E?“‘“S Ji tabl e £QIpositions may
conpri se, X i 0}5’ eﬁ:‘ ﬁmen & gr edi ent,
or of er abfEsd bﬁqhﬁﬁ@ b

tiods dx RhispensibidCddrosls, ﬁsha&ll&ﬁ) maassaﬂas, in Wat er, for
adind ni stpxns‘, g@mnnb psules, rsgrups; o:acrmwemtmmfwtomebuﬂm ser nat iy, the

conpost O%% ok ﬁ’éﬁﬁmﬁ@ R ‘&n‘?\%ﬁ & Wd&se active

di chloro b se,rmfi&mem@itolaﬁuulose, lutﬁlicamh for nntstatoe a.lmlcomahane tg be -
adib ni st s:ldeuha&nem oacq#n stemteead/eomlﬁ hyjlege 81¥°°1§ or' 'h°arfnay3‘€§° aerosdl
-~ di spense?"rl ' % ook Syo)xycel ﬁ'@l lant, it may be
necessar ﬁ’ﬁ, ﬁeﬁg&m@t’a&é ViSiic ack) lbindide, solh gl ot énameene glycol ,

uc] a c a yoola )
i Ssopr opyeéi Mﬂuﬁ&aﬂwdwdemnem wetin, amtsaathv&eftagaﬂtﬂncet Eecithiire congﬁy ti on in

@8r t opelistmpaesndauryi eul perlosisil ativand
gtrjrf;ce?gl’@ “’Ex‘ﬁﬁﬁ‘ﬁﬁw é‘j -.ﬁf&ﬁ%%ﬂamnused for ‘this

. pur pose, taﬁm Siizail@hing, QP HEn-bting - Sobing P sagtlve agents, e.g., lecithin. 35 The
corrpounds oFortthetreamnbﬁdh sfbemmpa@h#nishpewewonﬂret#e for r;?of powder s

y 2feans a‘%ﬂmlﬁef%ﬂ &Hl“’é“‘?“n?ﬁ‘t tZ‘I'ant £ N SR t he “fi ne
m,cﬁi;t'émtn e e e T S et

gp—%
m

part i cl e aemmmxaltﬁgoumexed with a di: I uent
mat eri al Aﬁ tchﬁ;trﬁmmspdnﬁm Qrcarwploumdﬁ th;faclivm s invention nmay

-al so be a:dwdlmtsrt erce!d'eﬂsnynal ed -priqpellant, su °Fﬂn¥° rﬂﬁus i phpection in

. théoconv ?Wqﬁ&%ﬁ from: - apressunsed €O r tl onto the.
cament is n luble in

Tohd ol Ak popyne ahod, :wprbﬁﬂtmm

S nternal QE&-Qﬁmt,t wey find use in
. .conposi t tuﬁm& afmffact:-e@ilvc elcmanoslmn, rder topsuspende a@ﬁi‘ons or pastes for

o)~

_,uselnd ‘i’f et hea i ve
Tigpen oROREEE T nggﬁzzm%w“ Lrg meLle o6 e

deitel and\innthis Skt :pamt:lésimlmtkrsbut do not Timt
) the presehthemmemkmd;mtmaybequjwm Eqﬁﬂ‘é@aﬂ%ﬁﬂggg methyl 3 - butyryl 4
- 4?édr oXy, - mé‘iﬁ&ﬁ‘e@ “"S&fdi’!él“tzﬁm AYPRSEE R RE (80 ) cont ai ni ng
pyrPdi ne %2 G qirReE ecten ,t&%p&tﬁmam/hveaﬁdnwyde at room
1 enper at ﬂﬁd%u ah c&ﬁboklmscu taih@l ﬁp@&taﬁonoag s Xteamse lotiers op @astes for i | uted Wi th
wat er , awednﬂcmmbwﬂmemwstﬁ“ OSEHARE. @z@%ﬁ%@"%?ﬁ@thyl acetate. 50
The, s epaPEs ¥ corrrtiona g W&% R e5% kLkibe. and vat er gand then
evaporated to rynss. e o tal ned residue (24 g) was dissolved in nethyl
- ethyl- ketone (240 ,- anhFHAMBS-E[lerr] 8)( was dﬂ& and the mixture

was vi-gor oudt 9f r racghy ?“F@f'l 4z hV@fP - (i After’ cooling
the 1 X EE N e e
coldgect e L ratdhpgei

maaﬂt&dﬁer ed. - 55 The

WP eiddied Hedmhmwm(aramamkawdemmmmmoeteteby ttﬁ@ addi ti on
of an exdihsssegafatea(l%amr:tnhase mlwashedAMt’er5/# Nﬂgs Iﬂ'éﬁnwa |96 with water and

d , The ghtaine res1 thy TR
-”Cl: E%anm 2 ‘ﬁeﬁ ?&% i d)((’zvgs Og{f%rgiea . oY1) rans

: was 60 dlsso]ved in
99%sf or mi ¢ Atikicoplirig thé Jnixhurel was diluged wiﬂdqdohem¢ t0350fnd) aOfilbeiedut es.55Af t er” - 60
cool i ng tThe Cd;e%!;dmed“ga igselved dn Waterand pecipid by A addition gk 84 After
cryst al | i*¥&Ei’H sy QRER QRE ROXY.- hydrdxy - £idab- - 2 - trans -
e g0k s A ' S ¢ e o0
[esor]=7. M@ in 9934 fidrem. aaa((ip) ml) Bdobeated utem&erobt al‘Sthd and
treat ed \mqlhgﬂ%m__s_e Pug

tteggoﬁt:r s ation- from .
"~ 1, 544, 04 iﬁc’ NMR- (CF,COOD) vmyht: p'mm,fs"sm=7 49@), ﬁﬁéﬁ nT' nupder ref I ux for
GHB

30 m nuteﬁ $Hz, Gt lobiiiged . dndl Eredtadxibi ure’/ommtit}nf(l%ahl)/mt%‘VQB% HCE t.0° pH 4
and the preci pitate was filtered, washed with ethanol and water until -
neutral -so obtaining 6 - carboxy - 3 - ethyl - 2-trans - styryl- chrormne
(8.4 g), mp.=282-[err]; IR 8 (GH [err]" C—C[err] (trans) 960 [err] NVR
[err]: 5 vinylic protons [err]=7.43(d), [err]=8.16(d) p.p. m, -
- [err]=15.5 Hz. 5



By proceedi ng anal ogously and starting fromsuitable internedi ates, the

foll ow ng conpounds were obtained: 6 - carboxy - 3 - propyl - 2 - trans -
styryl - chronone, mp.=270-[err], IR
995 [err]; NWR [err]: vinylic proton [err]= 10 7.52(d), =8.27(d),

p.p.m,[err]= 159 Hz, - 10 6 - _ P\
carboxy - 3 - isopropyl - 2 - trans - styryl'.- chromone, mp.=271-[err], 23

IR [err] (C—H)[err] C—C[err] (trans) 960 [err]; Nl\/R[err] vinylic :
protons [-err]- .24(d), [err]=7.64(d) p. plgm,o[‘;:rr]— 16 Hz; 6 - carboxy 73

- bUt - =L U L - +l'\ —AIS

(CH) [err] C=C [er tes After ooolmg, h:e mlxtute was acidified thh

15 6 - carboxy - sﬁﬁﬁ?ﬁ ¥ ‘“‘Mﬂ es%‘i‘% ot S R Frotc BB Bt p. =
270-[err]: NVR [ er mhp. —\zxmyisnﬂc,pkors as-H[)era::]:e?— &Z;( cﬁﬁrN]M(@g(:d@D
[err]=16 Hz; PR [ efylqmo 7 33( D=8 {=§116( marisags%m l%r‘r] g - car boxy”
- 3 - ethyl -2 -t 1}“ obmm °H§'i¥an seripg suitable inteoms e follosingoyy - 20
3 - butyl - 2 - transeg-. 091 = 25t by L heyryl C 26088 Om, pBe270. CBFBOXY -

20 3 - propyl - 2 -RtBdas{n ‘G Ge:t (orgtils) 995 t NMR IF.Qoab)e wnrthq:maﬁw@{:err]

NMVR [err]: vi¥ylic 702@kéns :*ﬁ?n:(? Ié%’ .5 16 !
IR ][errlw(yC-H)prgé‘fEéw = % s&@&lﬁ*&?‘ém’ m@é%?bfix B
propyl - 2 -trans -7 pm,., ,m;:y Hé- nmone

266-[err]; boxy. - 3 -~ buty -trans styryl chromone,mp—261—262 C, IR:

-car
25 6 carboxy!S 3 s(ﬁ‘r'é C"(:2~ tra S? '3 - chrormn‘é
mp.= 246-[err]; II37 i,ﬁkr(h; ﬂcm&m& gggétsn gﬁ’&[err]
- carboxy - 3 - et e -lﬁiz-lltls$C—ﬂ-lH$t)cr -(tr&zh)r -carboxy - propyl
- 2 cis - sty chr ofp x3( 3 - ethyl - 2 - % aethphe tml)&chmpn yl-carbr@y- crs -
(2' - nethyl iystyr;/l‘!b“ 1c*nizo S - & %y W 20
according to Exanplier clph r&&sﬁﬁﬁ&ﬁﬂ %m., Y&Hz fRanS -

ci nnanoyl - chlori de{@—H)hqu‘:G :I(mh}?omm‘poun Were prepare 6 - carboxy -

3 - ethyl - tr??g_ P #asqy@yr)nethylcwmmmwpmm% 95

193-[err]; N X [er csorﬁ;, Eler lﬁmp ) Jc(ha‘jdoxé cP

const ant) 35 216—5247|2C IR (KBRS %0 (Terr] -

nmet hyl - styryl) - chﬁembvsy mgbyt%&-[sqm}chrﬁmne,carboxy - 3 - ethyl - 2 -

trans([lerr]22 . di m(s hﬁf st W%&’e OPW‘Y%F%‘H‘B?{}S - carb%y “303

- propyl - - trans e M

=173-[err]. EXAMPLE 3 ofde@hPa cgjrd,ﬁge&m Lg%éggg drMpenzoate

(]rrpt —78t Lelrr]) We( B9eif’rhxﬁdow-tdhmﬂ&£,tﬁe w:;;e u::%]if; lenqagcrelesence
ri ethyl anjne s ¥ i ng

the reaction Hixt uﬁ %lN%BéﬁF\%PPP)V\HP@F PQFF&WB PJE‘“TK@Y%‘E?%‘HQ phas¥ -

was decanted and the § c@,lgoxqr |y ploSELRIL@he. Yas raﬁggdmo;nbme

acetate., The Organilzs-pt78¥s was washed with 5%[err water and t hen

evapor at ed to, drynessS - voxy ed -t - Y (Z'wm@masmn
propyl - ~2 - % hyl =17 hfﬁggﬁ cE WP @2} AT g ?P%ﬂ%lm%%o rﬂo)

and benz: 50 al'dehyde (58 n1) and Fja.emniwtlon was slowy added to a
sol ution:of sodium (164 @ragl)ioi 041 hmxmmte:&@@& %OTNWFM 20
hours at . roorqterrp X

met hanol "and watermgaq,fag h‘;;‘ia i;,ﬁte- m,ga{e@pa - 2 -
trans- st_yryl - chrethylmeate MrlﬂaHGQaamedratwmuﬂanl% KOH

sol ution 55. mml‘gy@ﬁﬂ PRYs. After
cool i ng the nggxt ur SN (2 M ﬁ g%i?,’g pi t ajye
was filtered, wash ﬁ'tnaaiiha nadthen wrth water untr neutr a %
obtaining 6 - car box After:¥0-h elpwmten@efamrs,rthmyecl wy filtered amdowasired withS () ,
m. 2210-(err], IR 'g%ﬁ‘},;m‘r x,m%r;zrfaﬂ m@ﬁ
[err]: wvi ﬂy| ig3 pr 0"( $nl ﬁrgu, 1’0‘2‘3 ﬁr&oﬁﬂg xﬁie 55

15.9 Hz. acidified with 23% HCl to pH-4, the precnpmte was nered, washed with ethanol

60 By proceedl ng amed itggntlk peyprgl; sp gbegip. Bsttr' ted ..
benz- al dehydes th%%ﬁygg?ﬁ 3, bR %_ Z;gg “__&7 CEQM 3 -
propyl - 2 - ¢oransqd’mz: net hyl - “styryl’) - chrorrpne %% err], IR 60
(CGH) [err] C=C [ er r By (pracerding asmm[smm]d Stm remrt]le smtablylsuhstxqgtedttams 65

Lerr] =7. 34(d), - [er PHebges e Y g e e K361 sty - chromone, mpr=234—

65 237°C, IR: (C—H) > C=C 2 (frans) S60. car'; NMR (CF,COOD) vmyhc protons
65 3ue=7 34(d), 82, =8.53(d) ppm., Juaxe=16 Hz; 65

’.



8

1, 544, 049

8 6 - carboxy - 3 propyl - 2- trans - (3" - nethyl - styryl) - chronone,

np. = 246-[err], |

R(KBF\ [err]((“. rnrr'l (‘—(‘[err] (trans) 960 [err] NVR

[err]: vinylic protons [err] =7. 54(d) [err] =8.36(d) p.p.m, [err]=16 Hz; 6
-_carboxy - 3 - propyl - 2 - trans - (4" nethyl- styryl) - chronmone, mp.=

266-[err];

6 - carboxy - 3 - propyl - 2 - trans - (2' - ethyl -

eshyIr'yl ) - chromone, mp.= 232-[err]; 6 - carboxy - 3 - propyl - 2 -trans -

- nmethoxy - styryl) - chro edA p. = 263 [err] | R [err]s(C-H))[‘ﬁerr]
c<C $err] (trans) Q65 Ltg,_‘_]__uag&h t PR :

y|;u +6 1 ot oS

10 6- car Bécy247°Q IR (KB

-cmomne& ey ng ;)é"ﬂrrr

[err]=7. 67(d)- u[omyr.]as, zpqmn 3' o %%5 oy

[ers]; N

[err]= 16 Hs,- dirbexycad bwpyl-- B- trmpr-dgy-]

;- cliromone, ML.p.="

.. %COOD)[ r |) -

j - Grfmohenig = (trans) 960
S protons [er;[ylzsm )?_;ﬁg,‘ifoﬁe](,;-i%g% hgxs e
iRl | seysdR ctloibiohd, s(=H) [err] C—C

styryl) 23%%3
[er r} (7t s 6&54%1{[‘% éi?gﬁhcéf“’"(m 965'&611& NMRb (CF,OOOD)ianylicot ons
erf

r6'7dd)=3n3. (i);l):pm,gam—lqﬂz,r]—l 5. 5Hz "6 - -car boxy 10 3. propyI

.- 2 trans. -6-4darbexyn=ei s%_/_[-(_,_ n%( - 3 - propyl. - 2
trans - (295 1C, SO(d -.;)":_ ‘ﬁEo CAr. xy - 3 - propyl -
2 - trané""""”(‘%t __(E‘ff.xﬁfmmjm | R:

gyl omon%&r-p—_ Z5 [err]
cooogg

[errd (C zlsli—ﬁﬁPC,]IRC% :: r;] C(=t:r a(w)s) 950059 HOAR: (FE.GOORNRinyks-

20 vi nyl |prot1ms@iae=ﬁ

carboxy - 36

295-[err], |2R

vingdic m’smt-mﬁsc,[m rr]

=7 SSGUP B Vg 1P S8 12 lerr]=16 Hz; 6 -
EET e

_ -[mrord- ; ror§®€ fpet] ; N [err]
e [ Wd?n Iﬁﬁ%t nFiPP t16 Ho 25 -
-tr @ ﬂuoto k n ym.p.=>
ea@%ﬁ éccn trcan)O% MR (CRgOpDy! - - 4- hydr oxy -
ng«apmeasmka)mmej 6 - carboxy - 3 - et hyl -

accordln
'benzoate‘,ﬁ% € pi
2 - tram.- styryl
(trams) 960 [err];

7.43(d), erBy]pr@;eeﬂ@g
trans - é/dmx-‘/m

c ronone, mp =282-[err], IR [err] (CH [err] err]
NMVR [err] II-B:4 r.ot ons 530 30

'Em t(mE Al W"L%&car%lﬂ ethyl - 2 -
xy -3% co rsQfWD@no m:pEEQZ—PMTQ,IRlR [err]

(G H) [err é%ﬁ“] pS 3(SISNERD[ :evinglic pydtony 19~ pr ot oo
er 30 =72 71.48d), E&PS 6@8 = ’ err =1 ox -3 - ethyl- 2
[ernd r 1 pwe- ;mra ‘ s hﬁli@%o%fa‘i’mﬁc-y- ca boxy ____y3 ]

" - trans - athyl "f‘
ethyl 7(017%,3_7.27({ —8 ?g&%

-3 - ethy -6 car

= chronone; 6 - :car. boxy

mtset(irylmethylstgtyl%d) clrchron@m:ormne ggr boxy: -
- etdsyl - 2 6_.@rhag~3-(eﬂiyl -Z-mwhd v QQE? brone, mp = 280- [err]

IR [err] (C8t

protons [g zﬁf"

car boxy - pmtons &
chr dfone, 6-

(trans) 0 GEP TSy
p.p.m, [3?"-?’%—*

ﬁ"’g roNMg,{n@H&] vinylic’
Q(rgz))mo cifi'; NMBG(CF;&;@ 40 i 6 ]

Yki(d),&¢=859(‘aflﬁ’m’a e et hox - stypyl ]
i 6*‘1‘6; c=Clert
RS \55@)/ __ﬁﬁ_,;wﬁaqam[err] =7. GZ(d, [err]=8. 55(d)

;.-3' émy'pazb&w-a *-- ditbdehy] - styrfl

1 - styrdl) - cirotpgme - 2' 5 - di et hyl

- styryl) - chromone. EXAMPLE:5 45 . . ... By proceeding accor di ng to:

Exanpl es 3 and 4
fol 14w ng coRypoereding asposdipgyio
(20 - tplde

and usi ng theEKaMtPhBISe heterocycmkl[c trmcyglgdeh%/?gg -t[l[aerr]

séa‘rg“x “j";‘ gﬁgﬁ ﬁ,a,,yr rm @ .cdﬂreﬁytrorse mﬁ:hyl)cahjmpxy - 3 - ethyl -
2 - trans gy [,'@r T

-rrethl =Vvin chronone; 6 -

carboxy - 3- -ﬁﬂbyiy 3 Qemyltrénsfm 1 [&r ﬁzj' fryl - 5 -'y'py‘F‘HR/T “"Y‘k gt hyl )

viny$ - ¢ e,

[e\r”r]nyI ] Mﬁﬁ%gr rc}r
.[ err ans%z%—g

C oxy_ iy [LZNS miethil) Ekibji]- (2 - thlenyl)
‘%‘B 2 err]% )( r}?] (Gmc {, erlr% C=C (trans) 960
,3 ethy5025®' -v[ﬂn;@'l-dhlpwbt- %{{ oE(d),
Crrm -___- Al d 5y - 355- et hyI -
hcprqwzsﬁ : ﬁcﬁ% Z(‘;?(d) i]eraﬂame @pp.

=283—286°C; IR (KBr) 8 (C—H) C-—-C < (trans) 960 cm‘1 NMR (CF,COOD)

- Sauina=71.99 (8); :
vinglic pgt'ob?)sxyn ?iﬂi propyl - 2 - trans - [LB (2" - furyl} vmyl] chtonionea ﬁ%

60 —220—222°C IR (KBr): & (C—H) T C=C I (rans) 955 cm?; N _
(CF,COOD) vmyhc protons. . 8;,5-7 38(d),: -83,,—-8 14(d) ppm., Jame=15 Hz, .
carboxy - propyl - 2 - trans - [ -2’ - thlenyl) vmyl] _chromone, m.p.

60




=283-[err]; IR (KBr): [err] (CH)[err] C=CJlerr] (trans) 960 [err]; NWR
[err]: vinylic protons [err]=7.99 (s); 6 - carboxy - 3 - propyl - 2 - trans
- [[err]- (2" - furyl- vinyl]- chronmone—mp—=696 =220fer+}+—R
(KBr):.[err]- (GH [err] C=C[err] (trans) 955 [err]; NWR

60 [err]: vinylic protons [err]=7.38(d), [err]=8.14(d) p.p.m, [err]=15 Hz,
6 - carboxy - 3 - propyl --2 - trans - [[err] - (2" - thienyl) - vinyl] -/-
chronone, mp. 9. - . 1,544,049
9 =243- [e%_r‘] R [err] (C-H) [err] C—C[ 4trans) 940 [err]; NI\/R[erg]:_

vinylic protc =7 TS fefrimtd U:.
“Se?l "fﬁ?%ﬁ éﬁ%‘% y’gﬂ | aa ﬁﬁgi]oz

carboxy - 3 - propyf%t
[err]: protons [er t]m:-?z.sw:, (IR) ;8 (C—=H) >C= C< (trans) 955 cm-1 NMR (CF,COOD)

chronone, mp. —278“‘[5'%??3%

5 6 - carboxy3 3 -prgsemyg gJ+np-—7-29(),t§;’?ns - [0 ;‘J 1} 5;
chrom)ne_ m p. =308- [ Cﬁ— g ’60
[err]; NWR [err]: V\)\\Eﬂ bx@toﬁyéﬁgﬁﬂ(&)eﬂ f&s(i) § ‘2\

[err] =16 Hz; ?ﬂ car baxycarbody ---, - ans- l em!;?gq f(]
methyl) - vinid]- romone, My m KBG")W [er
C=C [err] (trans) (f Fsv‘gcfm ss“‘ ' ?n]btons
[err]=7.32(d), [ errdiotho p. p. r"ﬁ’y f'errafu car boxy = propyl

- 2 - trans - (2 m/-rmbyiy 36propylPrBt-h5m) {.B v(ZnyItl]:enylc-rﬁ‘erMWD @myh—ar boxy5
- 3 - propyl B2 Wg__— [[err] - (2 EXAWL%”&" -'5' -"nethyl) - vinyl]-

15 chronone. Grams of 6 - carboxy dldgropyl trans styryl - chromone were reacted
15 EXAVPLE 6 12 Gr agith ﬁfon)@ chloxfdar( ﬁl§)&n doroetAfe(BY )-at the roflut GBperatu Cor2y| -

chr onone were reactl@drsvm mdwwaedmtthtamél 80 20
m) at the reffux tBy %fﬁfklerr’é@ ‘38@“ ‘E%ﬂ%’on
4—1 6°C,aR

m xture was evapor Q dgmesswn%h{ & Obglg\j\n B
anhydr ous et hanol a:to [](trb@)r%b dotyr NMRhE€Dd:X iuinyaxcvm&o:soaag,:emmalm-at 20

smal | vol ume and di% dé lfeHzt taln rItratlo; _
car borret hoxy 31?3 pro ﬂ? - oS ), 2
m p.=154-[err], IR [er_r B'r- ) debmaney ] ; NVR

[err]: 'vinylic proton§ [ Wr(ret)y -efarzs] 4" 7 s U)s!;yry qne,[err] =16 Hz.
25 _ By, pr ecedié o ?"B iyt (2 ﬂgmébc%rrppﬁﬂ "}5@?"?

pr epar ed: Yo PO -g arpEr l£1oxy 3["8%6 syt mﬁv frvi]- (2 30
met hyl - styryl) - chrsormfme:hox@ -3 -qasppet DO - [B - (2’prtﬂ§hyi)-vmﬂ] chirodis; - (3
- nethyl - styryl) @w@bﬁh@y 8- Pmﬂr-tiettm-y[rﬁ (3’ Pyp¢ybp§’l mezzyl)t-rvamli- (4"

- methyl - st yI) -ﬁ-eth?aibﬁé 0 1 ropyl --2 -'trans - 35 -
(2',5 - 'dIITEiI - St5y.r (2'5' thyl)C UEE}XMone, -
propyl -2 - trans - [6[-3mb]:thoxy(2 ezE—ez]'r |-)styryl)VIcltryE} : _
chrom)ne 6 - carbeth gbe 0%3 ﬂe:-- (2" - th| enyI) -
vinyl| - chronone; (gx P VWQZ "b‘r S‘YTY o0t ram - (2 - pyridyl
-6 - net hyl 30 - vi nyI]-. chr anone; EXAMPLE B - carbet hoxy - 3- et hyI - 240
trans-styryl - chrormneBypmoeedJ aocordm to Example 6 and using the 3&table alipbatichadoo! -3

- ethyl,- 2 - tran eg tylE?te"he’ﬂﬂﬁsﬁ?f")‘yl"'st‘i'ir"’r'ﬁ/‘l“]’“ﬂef,‘ﬁr"f)%FPéIW‘G -
carbethoxy - 3 - pr brépyt - 4 Ztrans - @Y Yhromonst YT Y1) - chronone; 6 -
car bet hoxy- 345 propy|6—carboxycws-pmﬂl;ZthrﬂWyIGMDamxy 3 - 45
ethyl -2 - cis - stylﬁyl‘m’b"xthg - (3’ - methyl Styry chromone;

EXAMPLE. 7 - propyt -2 ‘"’"‘. - :“,‘hyl ‘Z%g

according to Exanple g.aaﬁxﬁ,s.r gppggl _éz,u t,ahl%e[ﬁaJ lé@m@ fésy:ﬁ,}] _

i sopropy! . est &t txbu!swe, ester hexyl esteri octyl ef)ter ]Snd undecyl est e¥0
of the follow ing ac 9@? é’g‘ i) =310y rﬁgg‘r"“ - trans
- styryl.: chronone, =y - 30 pyic rt%?fy ﬁ’S’Byls 5 f?'mﬁg -
2' - met hyl - styryl)sehmmyes propyl 24 Dol - [[eca(rz'oomdyl i 72N nﬁlhﬂpy{unyl]-Z -

trans - 35 et Hl)*lomnest ryl):- rormne 6 - carboxy -3 -"propyl - 2 -55
trans -. (4 - nethyl ¢ %T% °§ﬁl (37 & i 13chm85n%py| -2 -
ns - 2'.,°5"'-di rret hyl - 5s.t )-3c @mn.em,,,ﬁ hgcqgf (}99‘?( r-mm,ﬁpy inyl]-2 -
trans -[[err] (2' ch;orhoneyl - 5-'. yb) - vinyll | chrormne

>0 60 o  EXAMPLES = . Y

SGmmsofﬁ carboxy—3-propy1 ~2 - trams - (2'-methl- 1) chromone
were reacted at- 100°C with NaHCO; (1.25 g) in water (25 ml), working far from the
light, until the solution is- completed. By cooling the solution to 5°C, a precipitate



6 - carboxy - 3 - propyl- 2 - trans - [[err]- (2" - thienyl) - vinyl]
chronone; 6 - carboxy - 3 - propyl - 2 - trans - [[err] - (2' - thienyl -
S' - methyb)——viAyH——ehronbre—6—-=earboxy - 3 - propyl- 2 -
trans-[[err]-(2" -pyridyl - 6" - nmethyl) - vinyl]- 55 chronone;
.55, carboxy -3 - ethyl -2- trans - styryl - chronone; 6 ; carboxy- 3

J - 2 - trans - [[err]- (2' - pyridyl) - vinyl}F.- chrom)ne 6~ -

,m y -.3 - ethyl- 2 - trans - [[err] - (2 - pyrrdyl 76 - met hyl), -

: - ch_ro_rmne 60 . - EXA &E 8\.<
60 meufG- + TS = FIB‘LTIyr I'y|)

-chrom)ne::ﬂ%" g‘”& faen gygrad apg t2’5”° "°| PR, (25 n1) i
-wor ki ng far :;.kfer g&é '”'"Wﬂh& y’%d By coollngthe
sol ut ion to gedarb})xy-a mropyil-pr-mmyryl ch‘:&imne,

1, 544, 049 carboxy - 3 - ethyl - 2 - is - styryl - chromone;. 10 was obt ai ned, 3 whi ch ‘was
then filtere m Al é?ﬁm&&w@?‘ . Dgflvg"{nﬁe 'sodi um salt of 6 -
carboxy - 3 6~ @IYRRYI3 —ethdl -2 e XStyryi ¢ chr gethyl - styryl) - chronone (4 4

Y pr oce@d@dﬂgxya—riial s 2 |- yransha éa’smdlh tml)té!rmomt,he foI I ovm ng aci ds were

d: 6- 2 8- @ 6
.f’rﬁﬁoii R R S L R e

56 - car boxq car&axy pr-cppgpb'l 2 2 transC-i [B - (z(prndylnmJ‘méthyi) .sﬁxyyi]yl) -chrom)ne 6-
car quy cl@omom,_- | 3—2 trla s - styryl - -chropone; . 6.:-*carboxy - s - et hyl
2-- ‘trams -SSPYPYI--P q 'ﬂ?tfms zx’gfﬁip 1)3 -2: trans-( - nethyl

- Styryl) L ed .‘1’. ethl 2-trax@ d[@ Q@'Kymry?.-- léﬂx‘l)?ﬂvmyl]trans' [[err]-
(2" - thlemgnho)xe, vrnyl]-.- rom)ne o 10 6 --carboxy - 3 - propyl. - 2

f“%%é@}&w gl 'at&pm&rﬁ] L) b

chr onone,; tes, After coolmg emylcaaaidwesy ) &fi&o - nethyl -
styryl) tring. After filtratidb arfél wasly: a®tate pfy/the - 2 - trans -
% o shmesarbe . -’tal"B@!th;?”“s éz-et hyhs 2. trans-
err] Byf aloi Y] - banrxorm%m obe 9 20 EOA
mxture o £ nﬁianﬁ:!e-13®akt1mepmed3 propy - - trans-(2' - methyl :

© -styryl)- 20 chr-onone: and N - N - benzyl am ne (1.6 g) was |
.stirred at [&f Mg{_,,B nl{[ % aghlat e (50 m) was
SL .

--added a”dp&ﬂaﬁdmidﬁg ble herd Biscot @ ard:sarcdedw:mg Ao er
Joofiltrati 021 - difechylaminh | -reghayel (2 o) inythe axeematcé trfetifylagping f(1. mh)enr\toem met hyl . - N'_:__--
~ .benzyl armisEPYAR "tzocﬁﬁ’"‘ﬁ The M‘ m@ﬁgﬁ (2- 25
“ nethyl - %&‘ ed prodyc Bm% fna ted with the stoi
: m3 Y N ymount of ‘torcer ctplmte was’ ﬁltered washed
w25 B§. progeeatng mais@gwﬁjmarrmei\lamm&y m amiiy:lwnhamﬁﬁ um sal ts
of t he acK@alandsﬁlmom tbeE;e&lMlpﬁheoeml MPIPPPIO 6. 2 Grams of 3
- propyl %,,;“““”' , _71 gﬁ%ﬁgﬂg )ﬁ?ﬂ oride 30 '
prepared RGeoy Hggasog 6 wer e d‘l’sso v)éd xdre (40 m) and .

reac®ed W t nalo@ﬂslﬁthedidthﬂh:hi;wemyieatarsofeemhg §citls ek preparedhie presdbice of .
~ triethyl amrge}i- 32-P@gymg P68t dimeshyl o stypyl) -1Biomenes The react i on
asy f

m xture was %a el LA - chibmohe I'lected” product was -

di ssol ved irg ne - st e T B &3st oi chi-. metric .anount
of déncent ra&eckrlkﬂ 3‘Frpeopsb- Z)bttmneﬁﬂ -ptZéelﬁpvlt-ai'e mv@ls’l)f—lwnyér ed, #&shed 35
w th acet %a%gd' sgol ve n wat er %gal | at | o of t he aqueous
sol ution r 1P gﬁ It'f'rsatloﬁ the e hy'f’ea noet est er (4 5 9)

~of the 6 - 3 Bpropy prz)py&m Zﬂ (I'Laii&yl) ﬁﬁmyéhmmoﬁdarormne

m p.5889- [err -catbm' Pepﬂhl- c e'&{err] (trans) 960 [err]5o NNR
[err]: Vin TE" Hfb?oﬁ?Pyl[&TY“? 1&5(’0@ B r P=7 8% ('31) "B"lp m, [err]=16
Hz was ob algl_e;gﬂ,0 3 - ethyl - 2 - cis ALY POGkbsdode; t hie di €t hyl am noet hyl- esters of
t he fol | ow & dabo: sswepr@ylplzepar y1 - chebor®; - - car boxy .-. 3 = propyl - 2
tra§ -. (2' 6 catboxti-geptopyl-2- guxiaym)ethyl@rm@mbremms carboxy -3- pPprr
“tras -(4 - nmethyl. - styryl) fxg gofqe;. 6 carboxy - 13 - propyl - 2
trans - (2. sem&byé “carteltibyy] 3 - pro Lonnm styryl - chrofone, obtained

proceeding according to Example 6, were reacted with P,S; (3.9 g) in dioxane (100 ml) :
_ at the reflux temperature for 3 hours, After cooling, 1IN NaOH (75 ml) was cauticusly _
.60 added. The mixture was stirred for 1 hour at room temperature, far from the light, 60
' acidified with. 2N HCl and- filtéred. After crystallisation from ethyl acetate 6 = carb-

oxy -3 - propyl = 2~ trans - styryl - 4 - thio - chromone (2.7 g) was obtained, -

By proceedmg analogously, the following ‘compounds. were: prepared:



6 Xy - 3 - propyl 2- tra - (3" - nmethyl - styryl) - chronone; 45
6 Xy- 3 -propyl- 2 - trans - [[err] - (2' - furyl - 5 - methyl)-
% ﬂ5 chronone; 6 - carboxy 15§4049propyl - trans - [err]
(2 eny| = ||r;LrJ|‘|y1'\. 1 uuuuc, o= Eal iJU)\_y

propyl=@itrans-[[errk- b°"1h Q 1 2'\} 1 thio - Ch“’m"“eﬁ -
car box -et hyl - trgn&r&;@boxgui q_,tmpn %_ '.g?h,ﬁ:,}? :&?;gfm - thio - chromone;
rbo y - 3 6|amqnw 3 - Propylt-r2advsans - (3[ ernen}lyl s(yarl) -4-ttlﬁbelﬁl;rbmon’5’ -

carbo y, - - ' - styryl - 3
5 -carboxy6 deypj} ‘“§f (2 tﬂv yl's?fﬁﬁor‘f‘ﬁﬁ‘i?‘m%
6 c-arbox - 3 - propylcarboxy -3 - 1-z 2 - s:yryle hyio -chﬁ:hyﬁeyl) - chronone.

55 EXAIVP {} anghoinvegtion loeludgeta Ingshod of @eatingoanatlesy in Dwarmthiepded nonst yry|
chronong! obt ai neg‘% A ‘%gg’%’%em “%“E%&’nb@“ﬁe““ﬁﬂé‘?é%?c‘f%%mth o
[err] (3.9 @) in ane fcf e reflux tenperature for 3 hours.

After cooling, [err]WHAYT WE)CDAIM ISatt | ously 60 added. The m xture was
stirred for 1 hour al-4everredablstmlaire, far fromthe |ight, 60 acidified
with 2N HO .and filtered. After crystaJ, 5i &t ign from et hyl acetate 6 -

carb- oxy - 3 - propyl- 2 - trans -t I-I ,4,- thio amchronone (2.7 g)
was ob ai ned, By proceedi ng anal ogousl y] e*rBMowi ng conpounds were
pr epar ed: 11

. 44,049 '
11 6 - carboy - 3 -w%reﬁbﬁ{(,gol;’;d byafran 12 ﬂk{l’z’ms‘fbs"ﬁ%t orsubsttied bY e F—Coy _ 1K o
- Ghrog®ne;, 6 - carboxy - - propyl - 2 - trans - (3 - nethyl - styryl) -
p - chronone; 6 - carboxy - 3 - ethﬁ( - 2 - trans - styryl - 4 -
hronmone; 6 - carboxy - 3 - propyl—= - trans - (3" - nethyl;-

styryl) - 4 - thio - chronone; 5 chro}npe
56 - carboxy - 3 - propyl - 2 - trans ieé 5" - di rretbaa/ - styryl) -
chronone; 6 - carboxy - P»‘”@EQ‘WF“}J %P R, &Js §f‘°}’F"9‘F“ﬂY rogep 19F &=Cohr onone;

6 - carboxyjzg 3 -proRyi Q?,gls - styryl - 4 - thio - chronone. The

I nvention i ncl udes aRJIEh ﬁbﬁen thglat i Ng an allergy in a warm bl ooded non-
10 human ani maRy is ¢®rapfurydi thignyh dnpyridylt gogupreghich rreay ehe omsubstitntedogresub-i cal | y
effective dose of 1(?"%5“‘38%6’6 H sER @) 5 8FWP t he i nvention. WHAT VE
CLAIMIS: - 1. A conmpound of formula: [err 1%, wherein Ris
hydrogen or [err], alkyl, unsubstituted Q@bstitut ed by a [err] 15
al kanoyl oxy or by a [err] group, wherein Ctv,of [err] and [err] is

d dent hyd 0ind okdn; [ I kyl
20 (611 |5 Tyl ogen oYL oty AL baT e AL AT RIS R 1

group which nmay be unsubstituted or sub stituted by a rret hyl g?loup, or

the group [err] 25 alkenyl or C,—C,
i ndependently (a') hydrgﬁu%'?%cbis%@"@@j %ﬂcable,"‘%gﬂ,@ﬂﬁzxit mup&i; -[err]

-[err], whesdBin [err] igwrsro or 1 and [err] ['lerr] al kenyl aI kenyl or30
[err] aI kyl, the alk gyl nd the al kyI grou ei ng unsubstltut ed or
substituted by one éﬁ 1K Q)!'S%‘jgrs U oups; is [err] C=O

a.I

or C=S, or, where aq;)[all P’y’;tg&m yac&ﬁ-pfgaa{r@n@alt 30

t hereof . 5.6- Carbox -3- propy trans 3' methy] - styryl) - chromone.

30 2. 6 - CdPboxy - B gf gtrggylr gi y% fgones. 6 - 35
Carboxy - 3 - propylg e &atbo yr -prop iﬁ: [ fi ng ﬁhpxy - 3 -
propyl - 2 - trans - ¢ 3'--Cafekyy3 - pmﬁ ytzyt)ans--ghr@ . @ar‘a@ply -3
-propyl - 2 -45rans°hﬂ(ﬂ®he- met hyl _-sty lz) -chrom)ne

Carboxy - 3°- progy. 2C3'b‘{xVaﬁs P‘°P(14 “trapgy Wy (@ "'é"f‘?”ryﬁ)‘meth@hrﬂ%he 40

3576~ Car boxy oo -RCaRYY - 3 Zoropyt [ 3NSvrans (3332 = pfldL BY) et yryl) -
chr onone. vinyl] - chromone.
12. 6 - Carboxy - 3 -ethyl - 2 - trans - [8- (2’ - pyridyl - 6’ - methyl) - vinyl]-
45 chromone. 45
13. Any one of the compounds according to claim 1 hereinbefore specifically dis-
closed, except those according to claims 2 to 12.
14. A pharmaceutically acceptable base addition salt of a compound according
to any one of claims 2 to 12.



8. 6 - Carboxy - 3 - propyl - 2 - trans [[err] - (2" - thienyl) - vinyl] -
chronone. 9. 6 - Carboxy - 3 - propyl - 2 - trans - [[err] - (2' - furyl -
5" - methyl) - vinyl]- chronone. 40 - 10 6 - Carboxy - 3 - propyl
~ 2 - trans - [[err] - (2' - thienyl - 5 - rrethyl) - Au_o;d_]_\40 chrorrone

'11. 6 - Carboxy*- 3 - propyl - 2 - trans - ridyl
methyl)- vinyl] : chronone. 12. 6 - Car boxy - Hmuﬂmnlmum rarrs@
[[err] - (2' - "pyridyl - 6 - methyl) - vinyl]

45.413. fyy one of the corrpounds a,o_g,gwl ng to claim1 her ei nbef of §
SpECITICaITy (]Ib IUb L ororTto-carts—2—to J.L 14 A
phar maceut i cal z%o a e’md%t Qfg‘ as'tyry f' ag.l‘o nﬁgﬁ.ﬁgﬁ:’accordl ng to
any one of - cl asnsar&x 03 nyl 2- YTyl - 4 - thio - chromone ’

1, 544, Q49 6 - carboxy - 3 - propyl 2 tmns (3’ methyl styryl) "B tﬁo dﬁaﬁdaaxy 3I5- propyl
2 rans ) ; - onone; 6 - carboxy - 3
propyl - 2 - tlgg'emlg)s:yyé Propy «Xu {%P%] ciunet{;| lé(mstyrty 6h‘°m‘8’ﬁr ompne:  6-
carboxy - 3-- et Bytarboxy- 3 ;ircrpgns ussﬁtwl ch fnbne: chrom)ne 6 - carboxy - 3
- propyl - %umm? tion Udesiimhhglbf treagingyanyallyrgy in/h waniniblooded nolr onone; 5

chr onone: ¥ acco(;%ﬁ ntsmt%e mrcgg;enng thereto a therapeutlcally effective dose of 10

56 - carboxy -pogn 5? ‘“3 Trans - (2 5 -.dinmethyl - styryl) -
chronone; 6 - mWGLIGMISet-hyI - 2 - cis - styryl - 4- thio .- chronone;
6- carboxy -3 1 Afepgynd sbforilas_ " styry| - 4 - thio - chronobne. The invention
includes a nethod of treating an, al hefgy in .a warm bl ooded non- 10

human ani mal , conpri sing admi n°fs | r1 Lthereto auhherapeutically effective
- dose of 10 a corrpound accordl ng ¥0 " X "ri*ventlon V\HAT VE CLAIMIS: - 1. A

conmpoynd of fopmila whereln dro en, or [err]

al kyl , @unsubstlm “’%r flt_‘l:‘édlk’ﬁymﬂ’bﬁ’“t@ Tém‘éf y or By a
[err] group, wherein each of [err] andrJerr] is |ndependently hydr ogen or
[err]-[err] alkyl; 20. . - lerr] As [err] alkyl; _

20 [err] is hydrogen or nmethyl.; [er is (a) a furyI thi enyl or pyridyl
‘group whi ch nmay be unsubstltut ed or s\ulb stituted by a nethyl group; or (b)
the group 25 . wher ei n _each’ of [err]. and [err] is independently
(a') hydrogen ( gphaheofgerﬁ%pf Rpand( Rs Js indepengently bydedgen o Cj-e€#] wher ei n
[err] Jos zero Rris _ée‘dal err] is [err] al kenyl alkenyl -or [err] aII§I t he
al kenyl and thl,xﬁﬁ soEenG¥ Gieg; bei ng unsubstituted or-substituted by one or

nore [err] al kBuip ®ra fupylirthisny! o wynipy ;groviy ivdiclCn@y be unsﬁl;s&uteoro; swbher e
“applicable, a phéPWEéEnwearlrsy’u&ee@brhasro@ salt 30 .. . thereof.

30 2. 6 - Carboxy -3 - ethyI 2 - traps - styryl -.chronmone. 3. 6 -
Carboxy - 3.-.propyl - .2- tram-_ . chronone. - 4. 6 - Carboxy - 3 -
propyl - 2 : ‘trans - - et hyl ¥/ yl) - chronone. 5. 6 - Carboxy - 3
- propyl - 2 - tr 3 chro 6.6 -
. Carboxy 3 - promygthe c&ﬁorf_w Rs,(ﬁ,;‘:g;"*’“& oi)lhyd ,}/Eicige';ﬁhrormﬁ%

35 7. 6 - Carboxy - prop - trans - - - dinmet yI - styryl) -

chromone. 8. 6 - dksvhes ns- n b aﬂd@eﬂk}ﬂsm gensgbstitutgd' -t hi enyl) -
vinyl] - chrononé’c8g .&g\’f’jg ung f‘fg%%g (2" - furyl -

5 - ABthyl) - vihebs - chrorrone 3 sopropyl -

2 - trans - [] e6 2! - threnl rrethl) - vinyl]- 40 chronone.
11. 6 - Car box_iyﬁ bo"ngo gy Zm ftvra §hr°m err] - (2 - pyri dyl - 6' -
_ m?:[ hyl)- vinylgde- yl’ s@ryl) &hi¥hne: - trans - [ -
(2 - 3erl dyl 5.66 Catboxye-thyj)r)rpy! m-lwﬁs] -(3 - methy] - styryl) - chromione.
- - propyl - 2 - trans - (4’ - methyl - styryl) - chromone. 35
7 6 - Carboxy - propyl - 2 - trans - (2’ 5 - dlmethl - styryl) - chromone.
8. 6 - Carboxy ~ 3 - propyl - 2 - trans [8 - (2’ - th1eny1) vinyl] - chromone,
9.6- Carboxy - propyl - 2 - trans - [ - (2’ - furyl - 5/ - mcthyl) vinyl]- -
chromone.
40 : 10. 6 - Carboxy - 3 - propyl - 2 - trans - [.B (2’ - thienyl - 5’ - methyl) - vinyl]- 40
: chromone,
11. 6 - Carboxy - 3 - propyl - 2 - trans - [8 - (2’ - pyridyl - 6" - methyl)-
vmyl]lz- chromone.
6 - Carboxy - 3 - ethyl - 2 - trans - 2’ - pyridyl - 6 inyl]-
45 chtonlxgne _ y - y. ns - [f - (2’ - pyridyl - 6 - methyl) - vinyl] 45
' Any one of the compounds according to claim 1 hereinbefore specifically dis-
closed, except those according to claims 2 to ng 7
14. A pharmaceutically acceptable base addition salt of a compound accordmg
to any one of claims 2 t0 12. -



45 chr onone.

45 13. Any one of the conpounds according to claim1 hereinbefore
specifically dis- closed, except thaose according to clainms 2 to 12. 14. A
pharmaceutical |y acceptabl e base addi'tion salt of a conpound according to

any one clarms 2 to IZ.~ 15 A process for the preparation of  .a
conpoung ordi the precedi ng clains; the proceSS|ng
conpri s a) C[;mllmmu““) nd of formula (I1) [err] '

(rr) 5 o whefein [*errs] and err].are as defrned in claimal, (}
obt ai ni ng nds _Q A) L3049 fer]—C=0sor Js\l

reacting a compoundjspfa fﬁ%ﬁmébkebamt{oﬂrof]a cvmmsl ﬂ:aﬁdumm [neronf] Ofa'Pe as - - .
defined in clai rrpr&;edmgtl %I?HSOrrrula (V). 10 .. B
[err] s‘ngammp°“nd°”° 10 wherein [err]

is as defined in clarml so obtai ni ng coemds of forrrula (1A, ‘wherein -
[err] is hydrogen, Wis [err]" C=0, gn e.finyl noietyp has the trans- -
configuration; and, if desired,. conver n‘@‘ a\&zeas.u]tl ng corrpound of formula -
(I'A) wherein Wis: [err] C—Ornto anot her .conpeund of - f or.nul-a s) wheregn ’
15 5 Wlﬁhﬂ[ffqﬂ,# 3@%8#@??5%@5&@%%0‘ o ORIT8 ORBES LS Ul t i hg
conpound of forrrul ay o@g}g{(ﬁg@m(’:orrpound of formla (1A) by known °
met hods and/ or, (}esr red and applicable,” converting a resulti ng conmpound -
of fornmula (IA) | nto a phar maceuti cal | bt-abl.e ‘salt and/or, i f desired,
converting a salt into a- free corrpoun nd ar, i f de'sﬁﬂr’ed separati ng a

m xture of isoners into the 2

20 16. A process acWb¥dn Frg‘“‘fB‘ &eF A% ffined “éf[b‘?tlaﬁ'ftﬁ ‘gec’(sz(’én(?‘rﬂ?gvgj in any
one of the tporegoi ng Exanpl es.” 17. A ompopind. or salt accordlqm) to cI allm 1
when prepared by a process accord |ng to claim 15 or

phar maceut i cal conpwhirein &a iyesdshied jip Rg*_q@ (S?m _

any one of clains 1 toyf# o m oaﬁp&pfo e carrl er
and/or diluent. 19. A @K)wReiOW gree&o éoe:p dbfnfoanuhe(ﬁmvme
non- human aki nal , cor rrwlpm@-r?n dmjmf FMSE‘E 'ég E‘E‘@ ‘Q@ggf aafg)?ﬂt“[f‘fcal ly

effective dose of a- COMWCP” ““"m(fﬁrﬁﬁygggmof cl ai ns
el : |

1 to 14 and 17. “‘”g“es

S harinacel ucall aoceptable salt and/or, if desisedl) cdnverting K

Chartered Patent Agentsfgeelémélﬁn Ldmuﬁrde;;mmwt@ghmxm@@ﬁwsw@el 30
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Bui | di ngs. Londorﬁ,‘.%%%g,gxﬁe,iJé tﬁ/hl ch copi eslgr’;aay bte obt ai %ed ;

o . .17. A compound or salt accordmg to claim 1 when prepared bya process accord-.
ing to claim 15 or 16.

' - 25
25 18. A pharmaceutical composition comprising a compound or salt accordmg to _
any one .of claims 1 to 14 and 17, and a pharmaceutically acceptable carrier and/or
diluent,
19 A method of treating an allergy in a wann-blooded non-human ammal, com- .
ising ‘administering thereto a therapeutically eifectwe dose of a° compound or salt 30

30 accordmg to.any one of claims 1 to 14 and 17.
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