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di fl uor opr19p| qmtned and 12 - (6’ rvaapm Hiylnpph 3, Be -caldlmﬁ Isa]()b F dp’ oﬂua;o agid,
sodi um d andayI)prétnona 6' - - 2" . maphy G?Zi i (60 -
trifl uoromet 1 lb)flr}(ﬁ '°§‘y}3 2 gepr uoy Bhy mrﬁ, Caad ) meh! o

naphthyl) - ni Y03 pponath p?l agi.d, 215calcmn§ﬁd|oﬂm- 'amﬁhuamraethyl-(fi -
di f I uor orr%heap)ithyl) 3Bhenﬁmbmpim@,a t of zum (26 naphdllnll)mmmg agd, 2" -
napht hyl ) 3,s8dium dfi fndubrRopfOpi et el - g};p alt o .ﬂ 4 3 (6" - methyl - 2’- 85
d'““OfOPfOPPW‘@ é*q d‘ﬁ‘”;%? n‘?‘é{ﬁg,ayurrbd 2 msa(ﬂf‘é %ﬁﬂfﬁtﬁh - 2 -

t he cal cium ggpff, difluokdBropionabt hoxy -2 2 mpuﬂazp ht43/| Yifluordprapionic acid,
di f | uor oprgpi Qacazxe;i and 1 2 - (6/ Raifihdrbrydt 3, Be &ald\x*fxlselopfo%)rdp’l ﬂnhl@o ac2i’d

sodi um d an@’ 1ngphthyly 63,3 Pma w; _  naphihyDeo GrLoBf 22 6' 90-
met hoxy - 2' - safium ;ﬁtﬁmg ‘g Ithio 2% o hie “”f“”“ Saim %opﬁopm,ﬁ‘f‘fg’gy A oht hyl )

- 3,3 - difl u?fg&;ﬁ,%qph,gnnq aqa; n@g um. d ana aldiuanalt c(f@- (6'Leﬂmdsxypyzl - 2 -
t he cal ci pn sahthyDf 33 - di Gropropididd, Lo orretlﬁ thyl) -0353 n g ?&yqp jonic agd,3 -

di f | uor opr opi ofgeme d and 1 2 - (6% hjspprepyb- 2l f?ﬁ?z Sﬁlt op¥oni ¢
sodium d and® f? o Qrﬁi ‘i‘ﬂ;(’ﬁ‘ﬁ;’gromﬁ%mz 2. aQQ;d nap tt ddéﬁ W?S}MJ

di fl uoropr 0p|nm€h§7l§3r 3,3 - dlﬂuompmp,me cal i um gelchlciah sa’lt ef 1 6'(6’-- @ltyh}myzl - 2 -
35 sodissm sdigndi I 1-2 (G5 - yl2 - apihyhn oproplsmea

di f uoroproplnﬁ?‘i‘ghél)adéa i }5;(1 -%ﬂtﬁom 3 nadﬁ e § methyl " 2100 the

ﬁnc , and
cal cium sal t 20 n hfhyl 33 _ ma anleOdﬁ liciuti s@lie and Zt Ithio-

trifl uoromet hysodium ripdut (6’ pt ynyl di2f-| UASr- otppluml)oﬂi&,é at;ﬁlxdmpxapudruéhad

napht hyl ) 40 aaxslthyl)duxﬂ udﬂ@gpm?nl@ﬁa@e f:egno‘”c PITRA Ssm 2 ‘635 i subsmute dg:% serlium 1@

met hyl thi o- gfﬁg‘ ro i 1c(a§6 er:v - P°ﬂ derivAtives (P th Pg % 3 )
di yi §8

I f1 uoropr oplt,qgglbg aAGds p,E 3 13'ocess CHedctittd o (BxOPlO DA 18 MEQs Pr -
are prepared from the correspondl ng sodl‘lﬁrﬂ‘op%i’ﬁ’@cprws@mthe correspondi ng 2
- (6' - sub- ot a g?" ofm“@l' drSybstituted - E aph- 105 stituted
- 2 - naph ”l){f%&}gw Lt@r eGs %A){@am th%)@%r@ﬂﬁté & hiMahi{ &8- 110
(prepared by dohef 3512ve st P¥uREINS 601fmitﬁ'tﬁyﬁb@hpeld ardcessf benzene, there ar AAIEESS
descri bed i n2Fx w)poBipnaeyanddedsl. offwatche b pmplomc ?C @I(ig%eth%i(a | naphtiy)4 5 To

e 1esu tm
a m xture g,bf tghours roomt:ellie a &l?om:q‘ &Jmtﬁ'd fﬁf fluxed for 24 hours the mlxt‘gﬁ? g)olrf d? and
300 m. of t%l‘ﬁhe €18 t 1t As % Ur and eve@oratedThndbrUe@icl prebfdre o@fze 115

al um num triwithlsdfarat p@ﬁon@fof ) cad @ate0f THeO dihel ghugingn saly(ofd 2-- (ffetdmthovy - 2’et hoxi de
and 1 1. of bephz el st dried em?efaca el yieid - ra %‘b‘;@g PPID Cﬁ’p ggat e ndh@?oo m .

Of wat er pﬂ roﬁon te ?xﬁ X?y inum E@Ip I’ her f I ng
mxture is al gy\égpﬂl g54t;argd of RbgnesUrORIRNI ﬁuea.c ed- naiﬁhﬁﬂ)f)@ﬁbﬂx& dcmgiemamcwﬁm S
re- 50 12 hddyr s tbd abbﬁoprmtee e magngsian sérheofnﬁmmplpseZ-i-& canf beumremhreloFor2e- hour s ;

the nmixture i% dtznefi[( thedy ennaPli‘tFSt%WEd "éf_!‘[fd1 g g s I L ips washed

and evapor g et Qa&edpr%@sfﬁwaﬁ, 0. Al 1>“Ii, Sm aﬁ of ti ons of

I ce cold wat end nﬁ@@smrﬁ NelesabtUikt e 22l 160 eZalumifufn salt BEED hOQGY -difRlioro- V25 hed

salt is dri ediultmded \Zaemwhthylbmoqueladd dlerapmt}wt')p@’r opnplnhyllvroa@mdacut, he cal ci um

salt of d 2 -fivtgyes of Fampley,2y-8 arpprepared aiigr e thecalugfinymyy g)évésp‘r%‘é’du?e t he
e sodmm or potasst naphthyl)pr pxomc ac1

55 naphthyl)proﬁ OHat e i num salts of the
other 2 - (6' - substi- By enploying 4.77 g. of nagne5|un1chlor- tuted -
2' - naphthyl)propionic acid derivatives 120 ide in the above process, the
magnesi um salt of Exanples 2-8 can be prepared. For ex- of d 2 - (6" -
met hoxy - 2' - naphthyl)prop- anple ionate is obtained.

the alun1nun1salt of 2 - (6" - nmethyl - 2'- 60 By means. of t he above

o R _..1 L L Y 1 o I M



5 the alumnumsalt of 1 2 - (6' - nethoxy- nl. of aqueous nethanol,
there are added 23 g. 2' - naphthyl)propionic acid, of d 2
- (6" - nethoxy - 2' - naphthyl)prop-._70 the alum num-—salt of 2 6

met hoxy- ionic acid; the resulting mxture is stirred for 2 - naphthyl) -
3,3 - difluoropropionic acid, 16 hours at roomtenperature. The m xture is
the alum numsalt of & (6' - chloro - 2'- then evaporated under reduced
pressure to give 10 naphthyl) %lfluoroproplonlc aci d, g t he
procaine®alt of d 2 - (6 - netho&§”38 the aluminumsalt of 2° (6 -

net hyl t hi o- thenﬂﬂhﬁLBVJaDclaf @D(@meﬂly@u 0. corresponding 2 - (6’ - substiutef5- 2’ - @3apht hyl
- 3,3-difl wphubja)pmpiommand acid, and_In anamlm)lrrwonmnlﬂéﬂmvaws enpl oying 14.6

g. the alunt P’tsa'? §f 2 (6 - 8pr°p}dlaaet To o Gine hda $009-  Of
ar gi ni n OFap%uﬂ:'g. : AP mf)fﬁimo,?xh 3 L. ff;la G Sdaptl'l@E'aFe 28dedd3 ar e

caf f ei ne i p my@ opRAiO Géd, ne in the abhode p(so- nﬂ:ﬁmxypmparaeldhyﬂ)pmm he
correspondi nig @umingn'salt ofcéss 6’ t fneethoyssi rienic ?&ldghmr?fémeﬁ mixBRg igisyreedden t of d

substi t ut ea' g hthyl) g %",B’F"Q’I@‘i“f)ﬁﬁz‘k ey gig e temp:gﬁé E@éﬁeﬁb’zyz

napht hyllbpn u&b dnGSADY  TEARSpr B o CZVB(é Ehehorp ect'pr o- aci d
I's, respect ItHc,e an@btsa‘u’tl dﬁed- (6C€$&thy1thlo naphthyl)propmmc acid.

Simlarly, 2tephidi - dxf’@emprwlw aad aﬂ pebyjaploying 146 g

procai ne salti'i}l al :;%;h (E'acet L t(’g&ﬁ@ ploce of fcaine i the 8bo hEcfire of 50
n . of qgnﬁé) gd the Q@:Q é @CetGGC &eds,Cth @Elhé!aig[n\&ﬁsor@iﬁeﬁé( fes agueous
ammoni a i Nsd&fued - 2°0f napEbyiproplonic a@d 8e-cah- e -pm l[myedl’ Fnaphﬂyiamqpibréc 80

85 there arivatizdeeneas ofjthe afoveylesripag: pro- naé‘gh Pe"“"elly ingdl-o oca {I]n%e %:‘?Jt of 2 -
(6' - cycl &t opyl - 25,z naghthyl ) propi a,cgln@drtﬁéi DeT3TE e & Ml :
napht hylappr ogy Qr}h&tuﬁ%f&o AL X&f UgoBcehtSatedt Ir{‘aﬁlﬁld/l)flcﬁﬂic hotd dh@mvss afnﬂxamslest hen

t he procai I@e@:&|aﬁnﬂmfna2n 50 thl of fnhed@mod) 2—28 canZl§ prepgray dfoa[e:@@p{eo drvne®s to
yield the gpeom e 7S preioshi c,, & naqgi r:’qo° q(ﬁz SYLBTPI- et hoxy -
2' - napht ﬁx,ﬁggpﬁ stlﬁ%ﬁg&%@ﬁ&%é@ﬁ S0t e rdchine suiedl T3 LY 0-uodQ I OPi ONat €.
met hyl t P50 evapetated toltRyalads Ry i lﬂl‘tlﬂmnﬁrfbhxﬁmaCﬂaﬁlhthyByroﬁ ayd, ng trimet hyl am ne,

tri et hyl anisaeof d 2 t & pn@f@ay né’ saiphthpj- 2 the 18005"116 saf pgtfhgf%/lﬁ -Zilﬁ“m'er i - n

- propyl anP ‘°1““FF |l a f phTHrSio - 27 ?’oi)l oni ¢
acid, 30 o;}ﬁi eﬁné) 1me91yla%1§a%§méu?ylanpr% h}éiy ocau:u:;":ﬁraTal 2 ropropmmgi{ or ocai ne
salt of 3 Zn the(dbove- prﬁ@stshﬂmeehylﬂmmor@&x d- ine salt' of -1 zlarxh‘t hyiet)lpmopl onat e,

2' - napht B (ppr ophersi-’ a@pgjxthyl)propmnate, 2 - napht Bropip}ica
- et hoxy 3 oy 40 i, o é“:z;me St “*L—
napht hyl )pr Qhé e(6’3- thbdyl- 27 - aphthpllj-o y kt@Brocai sait olfla (fshy thyl 32' -
di f 1 uor ar epipbtg xaxpthyelym)im uhnaldedZ -By( 6haphthyptopiondy acid, 2" -
pr ocai ne S&‘P ns abO pl'OCCSS omur% g’gh I l?@?% (t)ig ( lo%lsgbigl t ze| 1)90 ar e
obt ai ned. mﬁ? @] W&Q&ﬂm&ﬁm’éﬁ d, HEEERSnOf P Uguhkocgss the
amoni lﬁm‘l naphty @ac&fc%ﬂ%ﬂl Htgva&ﬂ&st ;iq(z%xaﬁples (ﬁg‘l}l;rylphk BF (l?‘imﬁcérangpwngﬂ .
t ri met hydoarg—+segan e pep: ori evEn t ri pr ophel procaipiagshito ! \@rometh-
di f | uor opr opﬁ-‘ﬁ madi g - @i nEedewt 5 2of 'E”éiﬁ - naphghyl) - 3s%b§‘f1‘|‘°f‘l?f°8‘dmc ¥5_

a

the procai fé propign s mektfi - 27 - H?;Ihﬂ%ﬁy

_(6

( procglﬂpmith]\fb) 2@et inferhCl gh-
deri vat i vesrd@iondixanpl es napht hyl’) 3, Saphthyl) f BAor di ropinmc aad;ladql 40 2 8
can be pﬁ%pamgebmuﬁo?r @ka#pptlyler 2’ - naphthy [)-  the procpipges phﬂiﬁ?) ot 6' -
di f I uor Orremﬁ%mmomu = ’ -Is ér @(yrze prepared fr he cogrespondﬁ]é@ﬁt Hyl ) -
3,3 - difl ULy i@ﬂ'teom ¢ ToE™ aphtPI ) P{60 PbuBiiddt&d, - 2/ - naphthyl)propionic acid

aci d, ammoni amm mmze (6™ - tubrythethyl 2' 2'~  deaiphivsy | ) - the procaine salt of 2

- (6" - ety thyl)pxgpmna { 0 Example 15
napint iyl ) - BB 1 RLCPBY o Sl ) T A e g i G
acet yl - 2" amMed hy {6) methylthlde 2pr agpRl Npropiadid acf dedivativds Gvas contpaded tith onmet hyl -

pr opi onat e, thyl)propmnate, , that of phepyfifjutazone 2y mearntav@m ) - 3,3 -
- genij- aw inflamma

di f 1 uor Oﬁ O(g %1 E éﬁm nﬁ?a? unt'2 nap{16 gcnbed%G@eﬁ f&nﬁ)ter et‘al,, The ﬁropeedmgs I dare

prepared fr ﬁlinth §§fﬁ f’]g n%ghtﬁyby | i}‘p[hQ &7 Experimental Bzology and

(6' - substiji u&&dmproamnate, napht hyl) propi mmezmaaud 5mn(1a¢m) 2 - -

trifluor orret hlyllnomunQZ - (6’crediflupgpimietheny - B0 rﬂ?mshws riomalt female rats

Ex arrpl e 'Lﬂﬁz odiflug (@ropmnaé el were € ved and the
onium (6’. - metho y ]{I%ﬁh i was measured one hour 125

anti-infl anﬂﬂﬁ?‘ogy %%6r¥ﬂr$ plon& aBE' %arageemn in units of

low ng 2 - ( GinmeniBAIDS (6@ t- wingld- 2 -Maphthyf)ap kmhgalw)wqgﬂm»an tham fBar-pag Golume.

met hyl t hi o 3,3 2difluorqpzpplenate 43¢ prepagndifromathe dTa@rels%tate\ﬁé@"wvasheC@Wﬂereblw th

t hyl ) pr opi onat e, t hat of phenyl but azone by
nmeans of a cara- 55 amonium 2 - (6' - nmethyl - 2' - naph-

geeni n-induced rat paw inflanmmation test de- thyl) - 3,3 -

di f | uor opr opi onat e, scribed by C. A Wnter et al,, The

Proceedings 120 ammonium2 - (6'-fluoro - 2' - naphthyl)- of the Society
for Exper| rrentdl B| oI | ogy and 3,3 - d|f| uoroprop| onat e,

A A A ~ NS\ o T ~1



salt of d 2-(6'-nethoxy- 2'-naphthyl)-propionic acid d 2-(6'-nethoxy-

209 0.033-2.7 11 2' -naphthyl)propionic acid 2-(6
'-nmethylthio-2'- 17 0.1- .9 = 4
naphthyl)proplonlc acid 2-(6'-difluoronethoxy-2'- 48

0.1-2. 3 napht hyl ) -propionic a0|gjthe cal ciumsalt of
2-(6' - 110 0. 036

nethoxy 2' -naphthyl)- propionic acid dl 2-(6'-chloro-2"- 53
0.1-2. 9. 2 naphthyhppfgﬁlonlc acid sodiumsalt of 4
2-(6' - T 07633054 O methoxy=2

' -naphthyl)- propionic acid the 2-(dinethylam no)- mm%%

0.033-2. 7 5 et hapobs Sal t Dhsethedged 6 - B BT Hoss

' -napht hyl ) - piCoppaand Tedali d Exanpl Batd 6 Tested Mg./rat @mmmmmaMuba)was

taken result g
body tenperatuf@;?‘ﬂylaﬁﬁmh,&S t he §9econd 20.05352.7_ Substituted - 2' -
napht hyl ) pf opi @Dasphthyl ﬁd@lmct@mperature was recorded, after which 5 acid
derivatives was co are to the anti- the test material was administered
orally by pyr egl ‘W‘I £, aspi PP, 0.033—2.7 gavagelin 1 nl.
aqueous vehi cl p&a’t? ﬁcé 25 Anti-pyretic activity - Female rats

wei gh-  vehi cl e-(aamy&mazof 0.9% NgCl, 0.4%1—-pody- ing 90-109 granms were
used. The "nor mahthy)mepidoixtagid80, 0. 5, % car boxynet hyl cellul ose, rectal
tenperature of ,t recorde 0. nzyl al cohol ,and water).
The third 10 ﬁg]?fﬁ omi‘egtﬁi@‘%d by the |nj ect8| onb.F(;f 2 m. of tectal

t enperature was ob fyal ned two hours yeast suspension (the yeast suspension
is pre- after ﬂa%#flms%ltr 1((011 of tR® test nht%B¢ial. 30 pared®by suspending

one cake of Fl I '1" The degree of anti-pyretic activity was nea-
yeast in 22 m /o ‘T\IaCI) subcut aneously sured as a reduction in
tenperature (edt2-(x@omt M . dorsafdy, 1 nb.l-eehtrally). The2injection
the second to P#Péﬂ‘ﬂlPﬂf?RﬁPniceaﬁ*ﬁer ature readings 15 sites are nassaged to
spread the suspaRg QR ofGI£@Rer at urgpat hour o8s tepperature atyhour beneath
t he skin. The wedsdy-2-ajpaakn-on i nduces 20) wth respect to a control. The
results are 3propbwyadded body tenperature. At hour 17, the shown in the
foll owi ng tabl om ratsgyere mags {iagainto stimulate a
further pound?ﬁgé@mﬁ,oiﬁaén .the rats were gi ven %e i ncrease in body
tenperature. ( lkthogs -haphmgil)- hi gher dosage and half were given the | ower 20

t hat handl i ng Ptepiomgpdd at the tine the second dosage. 10
1, 291, 386 T0 ReTative Potency No of
Dose Range to Aspl ri n Comoound Test ed

NPeT3 U 1a resulted in a rise Rat
Tested My/ rat The anti- pyretlc p‘l 51'1 t%l og’mé (gtén Fempcraturé) E: ho 8, the secon
0.2 and 0 (6’ - subsututed 51 p)oﬁl , after which
2-(6' - Chl ors) 2c1d- derivatives] @as compared to the ?ntandheOteﬁ matenal was admmlstered5orally by

napht hyl ) pr opPs IC@cra‘ewwftaWI di um sal.t ofsay 86211163% al- aqueo@()"ehlde (The aqueogs 253nd
0.6 i s ey Al e R R

i's injected i nta bﬁts Irbora6al ddt 1039, Ibllzyl akhol gergk Ghigict i Vi ty
of the fol IIQWh(nJg 02£O”OVddl(bE$hevw7ﬁ¢tlhn 65f -recgill bghpetatitec Ghas ofthined two hours

napht hyl ) pr op¥ @ SEPaEpt(the yeass, ey mns e g admingy ?}‘iﬁétl“f BF 1) Paetehat 5 30
derivatives Wi, CRBBARCOSYA iﬁces oo Pishibdlas Fkin o "d,éf Hreoque ’f'fia'e
nunber of wri (1hes dqelly, The. teasmlypsredmwaﬁma thED44GoRd \¢' the thiRD e

nmouse. condbstitss ofe msalquytoammhlﬂst wppepsiyn t H{wmpaango anlghur 18—1Tbrepe ¢ 6éﬂou}f

anatgestc (i S e R G R e o iR
vehicle SUT e éﬁaaﬁf@@ﬁﬁldt@aﬁhﬁera\fﬁﬁtﬁgﬁstﬂ £ fthedbars! Qhel 8- 20
mal e Swi ss- \W\ebstese imbale temmfarume. | Tthes fbmﬂmﬂﬁyhertdbagcmdtmaﬁl weamgxmltse (oazeu - 10

Twenty ni n#P e bapdine ghepmes it thegimeghgsegpds dostgst s recei ving by gavage an
aqueous vehicle solution of phenyl qui none (which is prepared wth no
conpound) and the tested aninmals by dissolving 4 ng. of phenyl quinone in
0.5 (animals receiving the conpound to be tested). 25 m. absolute

et hanol, and adding the ethanol The results are shown in the follow ng
table. solution to 19.5 m. warned distilled water) Activity conpared No.
of to Aspirin

.._.




Conmpound m ce Tot al Dose

(Aspi rin=l) d 2-(6'-nethoxy-2'- 154 0. 006-. 384
8 napht hyl ) propi onic _acid, the sodiumsalt of d 2- ___80__ N
. 048-. 384 5 (6 '-methoxy-2 '-naphthyl)- propionic acid
2-(6' -chloro-2' -napht hyl )- 60 0. 006-0. 9 N 5
propionic acid Exanple 18 Quantity per Ingredients t abl et
ngs. calciumdi[d 2 - (6'- nethoxy 2' - naphth yl) propionate]
10 cornsgpar ch 1ggqgg§ucr ose 10 40
The abex i i
t abl et s. 1 1 . 3 Exarrpl e 19
Quantity per Ingredients No. of Dosgq@jlggt , %3511 ‘ﬁsslg’ nmet hoxy -
%06 lnapht hybnddtsraeic aci d  Rats Tested Mg/rat aﬁpas)t arch ,
act ose————————ege—ﬁagﬁes-n—u%s{—ear-a{-e—————

The above Efgferbmyd-are ni xed®inti mtePy¥hPAd pressed i B0 single scored
tablets. EXERBY®PEGSRtity per Ingredients capsul s nys.
t he pot assuund $azL(s "-éhforad2’- 5 10 0.2 and 0.6 2 - (6'5- methyl - 2
napht hyl pr eqphéiireopigicdhcid 60 | act ose

190 The ab%ve dmng d%éa g,s are %xed andob'lké gq;uced into 3 har d- shel |
gelatin caglgllﬂi f 21 Quantity perI'ngredients

capsul e, rrgﬁpmmhecusodl umsalt of d 2- (6' - methoxy - 2'-

napht hyl ) propronmrc—acrd —60—tactose
182 magnesi um stearate 8 The above ingredients are m xed
and intro- Example 17Exa I e 24 1Q0injecied;intfaferitorsally. This dolutonlin- g8l at i n

capsul e. J*‘:u::: “‘Y"ggﬁf@ &Ego)“égfﬁg, 890 duaiOf 5ot i du ©

met hoXys - dedivatives V@l the average number of writhes 5 Cl d is
prepar ed ﬂ“hco:ast e@ was rﬁouse-mmsﬁg‘m(,ywhlcﬂ'hmoeiehanol am ne salt of d (6" - meth-

@Sta@igdhﬁb ﬁs of et analgesic activify @opi oni ¢
oo 1 o iR e RS o

- Bt Taxyy muﬁtes Jarddaqist o -a oaf% 2 mals Idde gavikd a;uktﬁm&mdes used in
pI ace 40sokon pfrpipmdmmenea@hdh byprmaans with tohey ptmd)eslsi the -testedf anpaisc ai ne.
scribed i By Exatae gil“(gglﬁ‘tm%e L (Sf"“%“ﬂ cc’ﬂ"“‘gF gP’PtS’IItPQ? tegine®®, the 2

e ethan e. étha sults are shown il lowm
- (di et h%iuho,a eW éﬁ{’ atpj OF " priocal ne. &t hanol
salts of the 2 - (6 -substltuted In a S|mlar manner , the ethanol am ne

salts 2' - naphthyl)propionic acid derivatives of of A&nﬁy gompa&@
substituted - 2' - naphthyl)- NoEs@npl es 2-8 can be prepas @epirin 45
20 propi ofPmpoyed i vati ves of Bxiepl es ZTBtal Eeﬁq be pr epaffepitin=1)

Exanpl e 25 o6 Sy NEL Nyl grucgamne salt of d 2
- (6" - Thenzlﬁgf&ﬁpgﬁéyah@m no)et%anol saq? of é nmet hoxy - 2' -

napht hyl )propionic acid is (6' - nmethoxy - 2' - naphthyl) ropi oni ¢ acid
prepared ft r??dl'éinzaltOfé‘BQ' met h¥ky - 2 948253341 s prepared Air)r omd 2 - (6" -
met hoxy - ropi oni ¢ acid by neans of the pro- 50

napht hyl ) propionic acid by neans of the pro- cess described in Exanple 14,

except 19. 5—(@ ~chloro-2'-naphthyl)- 60 0.006—0.9 5
propionic acid

=D

Example 18

Quantity per
Ingredients tablet, mgs.

calcium di[d 2 - (6’-
methoxy 2’ - naphth yl)

propionate] 10
cornstarch 200
sucrose 40

The above ingredients are thoroughly mixed and pressed into single scored tablets.



cess described in Exanple 14, except 11.8 g. of nethyl glucam ne is used

in place of pro- of 2 - (diethylamno)ethanol is used in place caine. of
procai ne. ln a simlar manner, the nmethyl —
gl ucam ne 30 In a simlar manner, the 2 - (diethylam no)- salts of the
2 - (6' - substituted - 2° - naph- 55 ethanol salts of the 2 - (6" -
substituted - 2'- thyl)propionic acid derivatives of Exgnfpl es
napht hyl ) propi onic acid derivatives of Ex- 2-8 can be p?gEared anples 2-8
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to obtain a d- or l-isomer; and
(2) reacting a compound of Formula I
with a base to form the corresponding salt;
and optionally one or more of the following
steps:
(3) the hydrolysis of an ester of a com-
pound of Formula I;
) decarboxylanon of a 2 - (6’ - substi-
tuted - 2’ - naphthyl) - 2 - difluoromethyl-
malonic acid;
(5) ethenﬁcatlon of a compound repre-
sented by the formula
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e

wherein R*/’ is a hydroxy or thiol group; and
(6) dehydrobrominating a 2 - [6 - (1,2-
dibromoethyl) - 2’ - naphthyl]propionic
acid to yield a 2 - (6 - ethynyl - 2/ - naph-
thyl)propionic acid.

naphthyl)propionic acid.

22. A method of effecting treatment accord-
ing to claim 18, substantially as described and
exemplified herein.

23. Compounds according to claim 1 or
claim 2 substantially as herein described and
exemplified.

24. Process according to claim 16 sub-
stantially as herein described and exemplified.

25. Compounds of the formula (I) or their
corresponding salts whenever prepared by the
process claimed in claim 16 or claim 24.

26. A therapeutic composition comprising a
compound as claimed in any of claims 1 to 185,
claim 23 or claim 25 and an acceptable carrier
thereof.

27. A therapeutic composition according to
claim 26 substantially as herein described and
exemplified.
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