PATENT SPECI FI CATI ON (11) 1 475 177 (21) Application No. 43373/ 74 . |7/
(22) Filed 7 Gct. 1974 (31) Convention,Appl | catlon No 405 736,

(+19) (32) Filed 11 Qct. 1973 . (31)
Oonventlon Appl i catlon Ko, 492 941 (32) Filed 31 July 1974 jn (33) United
States of - Arrerl ca (‘US)

(51) INT GL A61K 31/ EA%EWl@ﬁ@gﬁkéﬁeﬂbﬁgl lif hﬁ&%ptﬁr@?ﬁi’??

248 24Y 384 3 111426 rééé g@4482 483 48Y 491 49Y 500 .
507510511 5 f%ﬂ%‘ 4 B6Y 576 57Y 586, SRESS
587-59Y 605 6 "EB‘if’i‘A@a Y C2C 1612 1620 214 2 RIRE,
22Y~247 250 2 2 3?) 5@2‘9‘9/5 8 313 31Y 320 321 32Y 337 351 3544Ka0:AEH B8
703 747 774 7 Q) | Rnygption Applicptind Ay EDWARD J. CRAGCE JR (RHIFGEEGY )

W LLI AM v\ﬂ_TERalDdféIi)J‘Pécd 1574 1RNPOS! T ONS CONTAINI'NG | NDANYLOXYE |
ACI D COVPQUNDSu 7133) Uni S‘a‘REIQéK'C"&(Uéb INC,, a -effects, nosy\

have the di sadvantgeCosmpleredppsiication pyblished {Juse WIhi sed and exi sti My Wi
causi ng the excre(ildri"éTCIapp%éEﬁhfdPé/ AL £t 116/Baws of the St \~ 0

Jersey, Unjted ﬁZ)dmeasmqsmncens When an_excessive loss of 40 Sta s of

Arerica, of Rahway, NEWBJEHSEX 3 0,44 38 PlsB¥ere nuscul ar
weak- 5 07065, United Sta 558531{%;@ ﬁ{%ﬂ%’?p&& °5517?3e5§,§){and feeling of
extreme physical exhausti onssdesziyasps sbb1897 FOXEBES 608, 60&’0640\6101 Ch We pray-t hat.

results. The patient elim néfedYtdie 6avivant ed a paten ranted to .us
and the method sodi uf?Coriél 0,‘}2?4 i% ; t|c by whi ch i t
is to be performed to bep 706 4§ 6 NF# el i m nation of
the 45 cularlyd P sium: ions .

pr oduces an |rrbal eﬁafs% r%% ﬁowlﬂﬂfpé\if

'shoul_d not tbe all owed to. per si st D| uretlcs are val uabl e the/apeutlc agents
as - In addition to thelH) GOMPOHTIQNS £O TfﬁééTéN@dNPAN’(é?Xé’lﬁéKWGI in'the
treatment ¢f cardio- pounds-are abl e (A MPHNH% uric aci d vascul ar

and renal diseases. el weUSfeRk | U6 1IN gq?oqceﬂie&@ﬁdoﬁr&f&@mth dvdhitage of
pretreatment 50 ai tiof) dbi}) BrgARRd GRY R RlingOlnd@! | cabiBe8e BREG SHORPrecitb®Y Bhdant®r
-to even effect a dxedmsaa‘ehq &atthéNsmlJersékSUnmﬂ Ssefvrassiugn ©ofis. Sherg) es ticesgvenigdmrof 40

failure in ﬂﬁ&i E\?{E@ n tof fﬁ‘ 5% nqqa@snggon ir {Eﬁ( :Llhg{l’m weak-
therapy i rrrrovesrre ﬁh g o g%e yd| ‘pé %ésf %ﬁmg a
ten- Owng;ito theafﬁ@dd BOgrhitéro ef sod iR P @ ch diokllof Ehk kb

to i nduce ryper - ej' vbiclt @l iy ke pe dafram&i; ® benprtevedmgst bit Sthé @bdeelrell reliminttioneofi the 45

whi ch may prec Fld*trhf desirivedndt dnd 33 e rfolpwingal Pﬁ%mnﬁmﬁ%}“ Géd'éﬂ?ﬂaﬂce that

. ﬂ il
dyspea, . dnal B & Ut i fiOfhs 4 ee lhca B il o0 Hea, m&ioxag,E
ascites and pl eur@ley% WfuDlh the Cidd OpdufisSRY GER 6 ARER2INT thd QHE -aci
sinplici ty,it he W@d’sdxldﬂ ad @hal disdags. U&adudaesnedm ﬁ'ahemraﬁmenﬁ | the bpdyOdit (becsreament

conposi tion COE% gf sé 1 mmfo rm?eii @dseﬁee leteb Cap'ple'sm tetf)ea p#?csqaﬂngn dhg uric
i

e rrfm
| ndanyl Oxyal ka erapy rove ‘Iﬂj}g gqulﬁé ava abgﬁjﬁ ur%cs él sa urcucsgéwed a Ine
of the fornula:- 135 to the resultmg loss of water mBRhRh © %ddfeeﬁdpg‘r
(increased lel ect I elec , drgin@ic @xpio@ineM@Ty noted in uncemna whxch may precipitate uric acid 55

[err] Diureti c%bapwhmlwﬂdelr@mrwﬁ% giseneapy2nd/pr sediimo umgtefin thegbodyf, whish alay
oedenn; e. g, GedgiPai bl sdm"e&fﬂ “@%ﬁﬂi 5 S“’%QZ“"&"&;‘?”-@E ?%ou? o com-
nephritis. Lrhe' r ﬁd‘ c@:hﬂ @F Bric dehssUlo §pplynto30pns 7 l Lompound
-retained fl UI d andrugd elat roause duﬁreswmﬁ&iea&dl Sm{eerdf]:headdﬁylh,——cycl oaI kyI aryl orso
lytes, espegi a#l y%@d?@@%t whicedle (infredsedodpaee-  substituted jary), t hir enyl or
substi-t ut ed! t ht® e sxqerons: | mﬁ e&ecgo the patient. Diuredigs ske also
Rierr] is [grr] auﬁ' 1ot fo-n% &f renafl f: i eg To@payc'ii aLkynyl o es :
the treatment of BygRted wﬁmephydsm@icefe&;ma;}pksydf) phenyb-4ree™t, 2 kenyl) 65
"tension and: prow dephritise f Theirt hd!ma nprn multd in aryI subst i tut ed ary
thienyl OI‘ SUb {nétcgex loné?gx ord wt onse- ary n lor substi tegl ;12:1 ?r
thienyl; oriR and vElehic 1 the padln] iulelies ol 21 %ﬁ‘ hm&'ﬁrca Heshl oS, atau,
~often Ii fe ;saw ngesb&muy get Qii tNM trdatrh eopaﬁb@n ﬁk@mm \mym;, pﬁewcag &me@ﬂ)usﬁ
of the above benetensidnaindt grevidepeeitl therapyt inawhidd, ard, eupstivged kgl, thigngi g shbstamed 3

to 7 } 35 moderate and severe forms of the disease. - thienyl; or R and are joined to form, to-
' Although diuretics are often life-saving be-  gether with the carbon atom to which they are.
cause of the above beneficial therapeutic - attached, a cycloalkyl having from 3 to 7




R . o 1:475,177," L

R 2 nuclear atonms; X1 is,hydrogen, met hyI or halo- . . The

:preferreéi lndanyl oxyal kanoi-c aci ds have gen and X[ err] is nethyl or
halogen *or Xerr] and~” the follow ng structur fornula: .X2 arejomedto

- forma hgdrocar 'byll ene chain containing 3 tok gyghnn m__a_n.d...}(_{—s-—a-ﬁ—E—-—-—— _

~al’kyl enejor hal oal kydi@NRoka o ggalbdreganhmmingala maxi hewrefeotd dasalptyslkanpic anids have
~incl udi- ng ﬁ he gen and Xf erm hyi or halogen, or X and the following ssyyrtprak fgimplan s ¢ he
sdid corrpound and - |X’sﬁr€em§} and? Wth a pyrazi nqyl guani di ne -
" compoundy 6- phenyl - “?%rﬁ’ d"i(ﬁ, ! conBinBh ,pll ne or spigornbl af toge, where
thewnol ei v\,her e O atondd; Zncludiig et hyl, . ral : Ia
i.ndanyl: oxfyal kanoi ¢ ra@.mﬁl ford Iof thersaxprquydund)land Sibpropyl or cyclo-

.70 pound it© the pyreazitpogs; - fdl‘“ﬁ‘é A hexyl “and R4 is [err] alkyl,
vize methyi, et hy! g“*’“ﬁ*’?eﬁ% g@f jf n?yihf’p W B, o 0k ecr Ak, G, mBthyy apl
or.i SOpr Opyl phen r aikahdlte atidl iy | Geyegyk an Gbomy | aclapemy oundcleo
phenyl., »viz. tolyl ,p(ﬁﬁchw thpbﬁﬁh)ﬂoyl guaridigepopinpcBd  hexyl and R* is Cl_salkyi viz. rréztnyl lti:h},l
6- phenyl 2254, 7-tri. amges)p'brermdi mwet-§:h §‘°1Frf§‘ﬁh°f ﬂ},ﬂ S°Pr? b ,1‘0 ﬁ e y"i
henyl , Hal ophe thi W‘d Ble ré‘m Zx“ztia KU Yyph p)
p e y p gﬁ] ‘;Qu- nop?e?;f ing (= I‘&'ﬂ P
nyl, %ﬁﬂ@ 15 ax?g dﬁa l'aﬂi% K\anG*hdﬂmQ@h yie my’qamﬂﬂnyﬂ,mmmophenyl,

hydroxyp{
Spi rono- ; 3 ami nonet hy,h@ Mikanoit Iaheay;ippur(d[tespu]ono-al ﬂxﬂmmnelnmaln €S -of raliph)-

« 44 ny ethylthienyi,
}ngaﬁ ][8 a|2a§0| Ihg_g;itg:y fromq IZ f!‘?‘eﬁﬂ Tj:; EZLF y or 1soprog|i'tt’x ienyl, or halo-
y' o% unxSi mix- R afd joined to form, to-

i sopr opyl 3 hi enyl af, qr%m hmc[o p&h{ﬁﬁi)w& Oge: mh dﬂenaruaﬁ)mmutbdw idr thay
m x- . this nyl ; &1{ po moﬁg(irx c&ﬂa{n ¢ @fte theOprasent t e faouadpd,t ©- CYGIQH‘EESIWM reyelenpxyl

of the thiee corrpoumdmnoxUsm odsult g tahaducmrlt qu e @é}%@?\éﬁ ’bﬂﬁ%oa"ﬂﬁt c‘h“h‘l‘grtlﬁgzﬂ‘e
a

', | ti ons | n avewt elfaPR%"W ion e e ik
1ofeRyl i n?ﬁem’.“?‘B cf;‘{%%m ag atisgd’éag o OetObmphids, T ad| cal and each
*fand X[err (bt BLify ih eedam)unt of pot asi pamidubris phfitrechrredanﬂoxsf-
elimnatedl | sane or  Gitef cpfe&frtd pyszmaugdldmr o otlkaneic aqigs-havesthe foppyldipyt o

i ongiln the_ampemd of 35‘ ‘{aﬁe racem c fornge agd

ok of '%sszrne:“%ﬁ:’é s Bl 6o o1 So et
" in the case Immﬂlscks of gout bejng
'-;qul arly miaaﬁ:ﬁra:@ ropyrmﬂ&cnyﬂo ide s'meoqor ef errwii 2

| kdnoi c aci dshma\(é-oxd#-ﬁlwbmﬂlt -i'lﬂgw ﬁ“g

3 5- di &hi ﬁéﬂi‘S ebcs ojixrt! g @Kir Qﬁ@f@ﬁq #8s x(nétfﬂllegfyl qu}oo‘ﬁiﬂbﬁ&
i bed i “ t Hfwts é&@i fusl, xdﬁa@@tc icaRdyapyl; RAGE meilyl, tekhgl, Gemepybf iso-
the N am '.| No- 3, 5-  method of achlevmg thé eim‘e]eﬂect as micro-  propyl, phenyl, p-c}:‘oqoghenvl or grienyl; and
di ani no- 64chl or op r anéapmibsmboxani de sal ts of theach of X and % o:"*’;ﬁgﬂi’g Bamaive of
(1- oxo- 2, 3-idi subé%/l tué@%SHWFﬂa,"rﬁng%‘_?)“s‘e{m l“};ﬁteﬂg et if dmgiﬁ,g[ﬂg hGg: 1S
their i ns_Iéubl lity, -ped i&, f? cloBealf I Ol (it -e6xb I-rpal mi ab or ot phmyl - 6,7-
where Rierr] is as rgeddylsubs@h “*'Lryl lﬂ-vmfcﬁ)mé){subsmu- i slmhlomsﬂw@nykam cmyraex ,

SD'TLQ_

'~<

b -
gradual , groviding aenchentc,alalkyprhq!pgd:n, Q- iatkoxyet h F‘7° - RhgAY
.90 net hodé‘"f ach|4éw1n' oY %mmnﬁbg h;/? 73 f(a;“% chloro-
p-chl orop 'gnyl or trit J 10 talues phenyl) 6,7 dlchloro 5 - mdanyl - oxy)

each of Xfg&rr] and qixr A e,pE A, Beppaylor ae‘kﬁcacxd Anong_ val ues o

are methyly: ethyl, :dbtftileﬁselwty,l: reet-bmyt, hrybentyhs %IWL oruﬂ é?‘f"m%" gvm ;ECrl |
BZxﬂy B meth;l-

i sopropyl i n-but 90, I-sdben P“tenﬂlell‘t’ 2 39(9 gﬁ'@ﬂ‘%r

" n-pentyl, cycl opent “f:’:‘gz A éi thl 1 0 2- 1-8] i ro-s-uﬁanylo@j‘)enyicenc
- 6,7- 95 pwenyl subgu;a,ﬁ [ gf“’ﬁ: 1 y ””%gl sutipéétaretqueqany preferred

di.chl oro- 511 ndanyl OXQ()I_@lkﬂ)thxmyhczndi h@qﬁtxenyls; Igwpg Bhelamilorigeasa ]2 disub-
al koxy -fevo - 561 possibtepvaluepof R m% when 12med reléec‘lj- d(ciiTnY { %{r:; 1 Qzlm:i %f
ami nomet hyl, and S”bgeth%m’thdﬁre Q‘FQ '%ﬂa Y}chy)y,ﬁ&a s yaliGhoih: a6d | cotipoRstl to a

thienyl iniwhich theattad}%d b éf‘ an!:l cyclo tyl; &vddg - sQution B londe Zn a (ytable water-

chl oro- [er‘r] al kyl vgnres Jsfattagew ara Riioripe, oSS ieind mtcmo:&&'ﬁﬁ% n% ay dimethyl-

dichloro -3 5 - i danforine; o)z va@p oK' med Xf.eWhgpt Hyifoxid estlllxletmgcz?xl‘:c;

i sopropyl , 1. acetic at?f“Efi‘ fo f‘ﬁ“’aleﬁ“ g‘;gi on chaill ¢ _ , sal P 81 lyclan 16bdiNhoic acid
(1 - oxo - 2 - methy utadx len);flzno tétf’ %lg a%’ Efﬁ!@ afes afid 15&0%‘35}3}/ ],k;raﬂon,

2-, 3- or 4 pent enyl ene, Gthylidedes l'o@ﬂmexﬁ usﬂﬁamidlme; )-abfetqnwoa@ndof ap@nﬂg vention
1-, 2- or a but yrﬁ,‘ol cthylene, rimetByleng rand flucgfmeybiiereh rmme{graawcprally administrable ¢é pre-
_Jevo(l 0X 0+ 2 nethyl- 4-pentynyl, benzyl, phenethyl, phenyl propyl,

2- phenyl - 6 i7- di chl or o- 5- |ndanyloxy) acetic 105 ci nnanyl , phenyl,
([err]al kyI:)aryI hal oaryl, acid are especi aI ly preferred.

75

80

85

95

100

105

110

115

([err]al kyl )t"h"r"enyl —and~ ha1 ot-hi-enyl -among- ~~ The-am| oride salt of & e

(1- oxo-2, 2- di'sup=—&5~rrpossithtervar ue‘s‘“BT”"'F? B R &rr], when | oi hed, to-
stituted-5-indanyl oxy) al kanoic acid is pre- get her W|th car bon atomto

“whi ch they-are pared by adding the (1-oxo-2,2-disubstituted- ST



Lt g et Vol S R Tl AT B 8 4 RTAGEIRY L SRR N Ty e e @M T et M T T WA T et T T e SRR

attached, are cyclopropyl, cyclobutyl, cyclo- 5-indanyl oxy)al kanoic acid -
compound tp a 110 pentyl, cyclohexyl and cycl oheptyl-; -among sol ution of,
amloride [n a suitable water- values of X and X2 are chlorine, brom ne and
‘m sci bl e ofgani ¢ sol vent such as dinethyl- 60 fluorine; anmong val ues of
X[ ere] and!X esr], when sulfoxide and tHéf-Pduring the resulting solu.
Jhgjened to torm QCrpc'dvxﬂthﬁnxtanquﬂf‘@Q&fam&ym&dm, ferbeld ORkisdltté Oweiis€ bindf I’w@:@hr ydiibc h
the. desired are giai eomipbust enerhet pyrzzamm\htydhme carmlpondm&o thcahovt: mcntedenosakatm&)f
the. i ndany oxyalduapropd ege prjilorita Sanges fei Orfy ﬂ?ﬁgn CW%&’E‘;””S 0
mep Ayl - s<=pa$ attesh: %\h?‘vh%‘;c ‘P"g@ gfyaﬁ’ }ﬁr %’ t é“weis‘fﬁ/el"la&eeﬁeé“ ot m
pr eyl i dene Ehyloxy a ti ons oT the present invention
265 et hyl ene, tr| rret hyI ene ana fI uoronet hyI ene. are preferably orally
admi nistrable. The pre- ' - TABLE I-a o
1,475,177 Absolute \Velghl of Componentq Weight Ratio 3 T¢rr edaodiRale rati o of
.g'c;- | qgany ______ahssnl it Q. |l n)hf c! ?nd walkaht r ot lrcs ac| d
o thnﬂgﬁr%@m{wam dine cf,kf,g%ééfm to| S AREIYRR ted
agh-ar rati s co viogygetian |l ori de, btyddeetid. 8115- mdaauyexgedeuéort h-
-nrmrl'abl e lia. Thectorrespondi ng f'®ilaids: & ac\ﬂhéﬁ“‘i"h’danyl oxysik Apdlpideaci d i s
t’a f7§)r the | aevo TSOREr are r|ecoRgled | n  Ipsiacemc. (L - oy@:1- 2 -

’nyI 2i- phenyl - Table.1l-b. a : : : :
ld@m -di chl of 0- 5-1i ndanyl 6xy) acetifc ac?d, fhe pré# TABLE 1{a AbsBBidte weight
rdfa:LOCorrpone ts 10 \Veijght Ratip 21 Mpl e Ratia
”P SOxQ2- met hy) - 2- B (1- Ox0o- 2- net hyl}- 2- - _

Cg b<3*°2 met hyl - 2- phezﬁyl 6, 7- dj chl dr o- 51 4:1

@yl - 6, 74di chl or o-- phenyl -6, 7-di chl oro- 5 -indanyl oxy)acelic
'15, indanyi oxy) acetic _5- i ndany!| oxy) acetic adABLE 1-b Aniloride
>ﬂ!§t§|°81 ga\m Igride Absolute Weight gt“(foﬂm or{'\g rorde—§ ‘Weight Ratio Mole Ratio
an%bxgr 1 10 levo-(1-Oxo0-2-methgl-2- levo-(1 -2-methyl-2- | levo-(1-Ox0-2-methyl-2-

phenyl-6,7-dichloro- pheny!- 7%,5:_11 oro- phenyl-6,7-dichloro-
1.6:1 . 25 5-in anylo Yacetic 4 : -S-indanyioxyacktic - S-mdanyloxy)aceuc
4:1 TABLE 1-b Absoldut e Ve ght of AGIpnCsl: Amiloride asibiAgtibridat i o
l‘{pl e- Ratio{l evo- {4 3 =20 0351 Tevo({iSxgxr ety 1= 2-

| evo- (1- OxQ- 2- net hyl - phenyl -4, 7- d| chljor o-
phenyl - 6, 7-{di chl oro- -25 ~ 'phen - 657- difchl or ®5:15- i ndanyjl oxy)%tdtic

5 I ndanvl oXv) acetic js : ~|. s5-irdanyl oxy)aceti c jaci d p.g:1
orbdje ‘acid: Amloride aci d: Am | ori de |10
"Y 125 0.2 2 S 5 21
szﬁhe5orl —0.4. 1 . -5
mg_lcs]_of ' ) The presend u&:xmoxj_zlsdé embraces com- dnchloro 5- mdanyloxy)aceuc aCld, the pg:-5 1

Th? pr dsehit P?ﬂz’r@fﬁtff’ %%;r f:" EPE L z &Rt
aC' ?] pre- X 6 A i?@ 'gag] f%ﬁk pondmg
ﬁﬁlﬁyﬂ-ed ab5C| ute Wﬁ t uﬁ’:ﬁ (M@ﬁt ) Iradd soﬁ-oxﬁorda raﬁle Nabd Qsoﬂtr Hﬂerecorded in
,(1 oxo 2, 2-idi subg#7it¢ U8 S80When the indesyire a&id t Dadle2tove recited nol ar ratlos
1 ) wxy) al ¥ansi cragaiy l(b°x°82-‘ﬁﬂ'é}1'79'lph52}’lt§»77 are set forth in Table 2-a.

ch Ny resgondi ng trim nopteridi ne (trianmterene) ranges from data for

ﬂﬁdﬂg)-l aevo ilsonmer are recorded int 25 1:7 TABHUE 3a5. \Wen the

,I ndanyl oxygl kanor g aitWeiahl 3PE 20 |w TEaGELTT T “Mole Rat

2-peth '><01 I%a t hyl - 2= Dﬁhetfvjelg' ?- SFRQ_JI!:{HZ- llgjtte Wi th of Co?r%oﬁ%?lts

 WEFGht Ratijo T ‘};""‘;'é‘;"j‘“{‘;z*\/b' Rat i 0. (:L¢1®«9-22neﬂei- | -2 (-Oxo-2-methyl-2-

- - ~ / C IO~

Z,X disubX 0- 2- gt hyl - 2§ e?i%ly thl):c (ij 0- 2= et h —m ngdﬁg({t 6, 1 Pl?r@ar@i&vl)ac:tnc
d is, pre- enyl Bac?l Triamtﬁﬁleeﬂ 'ﬁ EOI’ 0-| acid: Iriamterene
lbsng"-ﬁdaﬂél ox‘ y) acet-e—- TR e T
;‘1‘2 | oxiy) acetic aci'd - _ _ i anterend aci &7 Triant erene
d@g&, Irianterene 5 10 50 5 1: 1”0 1:3.5
tidg, 5611 0 ' ' 50 . 1:3.5
e Flgsired 1o 100, 1351.3.5 .

anoic acid 115
om,

! invention

. The pre-




4, e 1,475, 177
4 TABLE 2 b Absol ute Vi ght of Corrponents
Mol e Ratldlevo(l Oxo- 2-net hyl -2-° '

V\élght Ratio
| evo-( 1- Oxo- 2- rrethy 12--

e

| evo- (I - Gxo-2:me tify 1-2: pheny 1:6.7 - di chl orief75,177

phenyl -6, s? di chl oi o- phenvl 6, 7-di chl or o- rEBLBdabnyI oxy)acetic
S ndanyl oxy) aceti-c %‘féh@ht gf Co*npgn;cntam dl Tr Iaémﬂel?aénﬁe 2. :D(n Mole Ratio

1:1

-Trlathereén,e aci d: TrlAé?Fﬁ

1: 20 1evo-(1-Oxo-2-methyl-2- 4evp-(1-Oxo0-2-methyl-2- lcvo-(l-0>:5-@-neth‘/l-7~ _

1168, :..' ‘ ' pheny[t(a ,7-dichloro- p‘lcnyl-q_l@-gxchlono- _ph_enyl-ﬁ T4icpgpro-
1 Fothe gy esent i nvencUEfFYPREEbr abes, farn | sl fibrere 2 - |RESH o
di chl oro%i 5- pos|t|onq for oral administratilon in which the

t he 1:14
spondi:Ag to

e nol ér—oratlo of
ght ratyjgos corr 4
plronolactone above recited.

i ndanyi ox )acet ic acid, théYreferred ab¥ol ut
(1- ox0- 2/’ tdisubstitut ed- 5-s - .wei ght$ ang) wei
the 10 9{) - i ndanyl oxy) al kan0| c acikd to

nol ar- rathS are set fortht%n ranges{frd® abdut 1: 4% to 1:2f{2. WibA the

Tabl €. 3-aj : The correspondi ng data tfor the I ndanyloxyal kanoi.c acid Is

racerni c :f 1- oxo- 2- | adhe presroniaventiprealpoeenhragescicoin Traebﬂyé 2 b.pha@BE 6,73 alichloro - 5

.

' i prcoral administration in oxy Jacetic acid, the prefy bsolute
AD S.Ol ut e_ 4. i ght. of ?P@%P@éo of the (1-oxo-2,2-disubsti ig-@f W 8 3@ (i1g13¥A ratios correeponqdmg 1o the 1
Rati o (1‘.3;_ X0- 2- e S Yindanyloxy)alkanoic acnd 1o spironbldcronX cﬁ ﬁxég 24 r ratios are set forth in
(1-Oxo-2-4e t hyI phasgty lfrof, abblir 1644 ko0K:0:2. Whenlth¢7 bizh3-9r The corresponding data for the

phenyl 6 ,%¥-d ichl or o- méanb'lmdralha]nblemslyl ac goniie (1-0x08p| rlegaveisomer are recorded in Table 3-b.
5- |ndanyl)xv)acet|c

[ 5-in danvl oxv)-acet i L _
4. acid: Spironol actone aci d: S&ﬁgghgraactone 5

| act one r _

25 g 1:5 Absolutc Welght of Components 1. 4|4 l(‘lexght Ratio .. Mole Qﬁxo
1:2.5 3 (1-0x o metyi-

1:2.2 TABE 3 b AbSOl "9\81 %ﬁﬁﬁi’l Cgnponent phenvl-6 7-dxc¥110ro-v\é| g& ﬁ{éﬂ c)tlx% -€
Ratio |- ev, (- -in anyloxy)acetxc | Spirono- |} &vigd: nﬂomm Qe S-m anvloxv)acet:c
| evo- 1- Ox§-x2- ITE'[ hyI -agid phenyl - lactone acid: pxron?lLécttW| :ﬁﬁ)eﬁ?lronolactone
met hyl - -'.-'lhenyl 6, 7-dichl Gr 0- 5- 25 1.5 - O, /- d| chlong-d- .
6, 7-di chl-gro-5- i ndanyl oxy)aceti-c Spi‘fono- I ndanyl gxy) acetjc :

i ndanyl oxy)-acetic acid - 20 2577 dct one!?3 acidl 122

“Spi ronol one -aci d: ﬁm ronol acfonao2. 5 2S5 25 1:2.2

1:10- +-8—8—br 25

1:5 1 4.4 10 . 50 1:5

1: 4.4 Rep—r sentative exanples to |IIustrate t hit¢BLF3-b g., 0.005 nole) in

di met hyl sW§ f oxi de (25 ,m amweerghk ONCIpbdcAlsEYaNPIWeshiRagd 4 aie CONGERARH
i s added (- OX0 - so = D gr\le_ ¥ 20 \ths@J_t_I

used in the conposi - (’g ‘ LR i ndd nyI oxy) a,l{}‘(ﬁj]é) %ﬁ (1. 55le§;wll_-2 ;ﬁgﬂﬁ
Exanples -5 to 12 with 4 clm@ty Siti orss 0.0 'g@dcﬂ)n:;)u e cl gas, 7-§§gloto|-ian S
poured intp 20 thensehgasygiox eden ar|dSRispsull endgnylexy

-St | rred ) \ er (200 m j‘ﬂ?The I\I‘ St and raatgg:s 3013 %plrorﬁ% %lone Qﬂn JTOIIOECXI‘C
amdino -.B;5 - diamno - &5- chi oropyr&li ne EXAI\/PILiE 1. 1:8.8

carboxam dg¢i salt of (1- 0X0z 2- met hyl - 3- gn Pseparati of 4.4
N- Ani di no-3; 5-di am no-6-. 6, 7-di chl.qr in anyl oxy) acetic gcid, .v&m ch
chi oropyra? necar boxani de 1®al t' of (14 §@par tes, I'§ filtered, rirsed with

wat er and 25 X0 =—2—=—methyt—2—=7phenyt—6,7——drTet:—mp:
150[-err]- Cj:dichl oro- Represlemdaapdammys to Hinatatechif\n- d. g., ooos\mleym diméhlinifoxido (25 ml.)
[er r] To -z:_a hot sol wv@rfolloeyf ecoscemedca i {@ OXC: maliyyl A%~ lenyi 6,7-

t!f Pcﬂngg' s Enon 1sldpo$e§:15 mgu;

ay used 155
HE o
elveys Sc £en capsul Je vxgorously stirred water (200 ml.). The N-

 Ho 3w
standards. [ ngr -edi ent sandiditio )£ - Siyiad o At chdropyrazine-
- 2, 4, cfrboxamidp salfiof Ol-oxo{2meetitb2-plypayi-

§1S§¢aﬂ$g 1_ Oq,7a<€ lmo-qirsganylo;zy)acetlzfetag‘%le%ﬂg;h

§
0 R er@ fhBayB UE7- 2 o

55 ’
adj ust ment 3of 60 Prepar a{tj%on gl‘fl’m
to the patitent to be ‘g

dally dos qe IS prgf erab@ (;jmzln dric®
-5 - in-"4divided dosedichiyr edd iglatylogy)e racesic 2&cidaour A:
peri od. Theise dosages ,Hoe @
6-phenyl - 2,4, 7-tri-  OF PRt haflompgaansromih g
amnopterl ne(l 27 g., 0.005 nole) in di-
form of the :

3

a}?:églls hgtcre% :}nsed mt}\

fkayRly 1080 YIraC,H.LCL, N0l ;0.
Py splationyyof hid-amigited,STo Celdnlated:d&H8i46; B1n3.70MN, 16.48;
dgct%cund C, 48.11; H, 3.42; Ngi$.19.

A sui tabl e conbi ned dosage

4




- et hyI sul fDXI de (25 m . ) i s added (1-oxo-2- conposition of this i nventi on H?
can be adni n- nethyl - . phenyl - 6,7 - dichloro - 5- _istered by m xing
,5 ng. of eﬁ racem c (1- oxo- 10 i ndanyl oxy)acetlc acid (1.85 g., 0.005 s
nmole)., 2, Q di SbStItUt ed- 5-i ndanl oxv) - al kamei7é¢ aci d The clear soluti-gris

i 0t b 2D0—p— pur g enant | Wit (B Bprohticaadiubaeit e, 60
70 Vi gorously stirred Wﬁg MP&’ éﬁvpm@mto 2, gg%ig:agz b Ghenasiernfio be ggitde Tihe or
x% [l

—25-my. of spiro 6‘?“”

toe -sibil ofda(lidmwﬂszifﬁﬁ admjnistergd eilne
"with 189 my., 144 Bigp d“ 19 njchlorce - Spheny|dmd oses HITR] ol Bel ée roxic
-métmddny| oxy) acetic da&jaetybacc.telx‘&yldof Iac P 2ndey ct of HRGHR&EEm 15 aci d,65
blgi ch” separ at es, Tes af M‘ts@ (j’ i) %ﬂf B ? rsﬁme &l‘iﬂbtiﬂda@sagg formeofrrthxture
acelic ] o 00 5 le
redeNt0o a No. j1 tﬂ'é'r“ %‘ul i is added (1-ox0-2- composmm of this inver @] ?ﬁlggn i u| e.
—Sirtarly, tby udlehgn o € pidayl 57thexcla@b|-vé m FCéd’Vé'H’E‘“ _mt?g “gggmo id

"ot her EXAIVI?LEO 3 mdan)lo:q Yacetic acid (1.85 g, or 2 ﬁ}l ﬁm ‘é Iﬂg]‘bf MNailorile, 70
-gel atin Prépar atlherslegf soNtum AP ;t7- Sarﬂgn@f’ tnamfé&ﬁﬁbﬂ smg.SH opirodo-i t

h 'he
be necessany, cd’ u%%% ':e :’fte e&@%ﬁl ttyttle- Cdc wamwer@allgzt mg. Of 1 1399ﬂg;u§‘
* pills, or dther " - Giona ned indagloxy)getc caprctbelyt%#é’? i lr,}ucf‘ﬁrﬁl at e
the com 80 39 id, wh&ewp:(ratés, is fil@ed, rinsedywith mglatl |ca;‘s C‘Snfm gyl QMg rﬁl:fre bhl S
h‘?‘ Eﬁﬁdl on by conwegntidainied- phenyl - 6,7 - dic P

Qnme

Qive i rednerktruiltarlySk dacyope, other
N effective amount of t he active i r&osa@&&‘tm{:CaA(bﬁ gut up in No. 1 gelatin

d
e Bxﬁdtnents of the mxture E F Aarid Ilteptul?ﬁosmaﬂ% be re '
z:dg\flioarﬂlfdl no- 3, 5 dj Prepaj 1°‘§1 ‘3 8y ar g m ety Pl 55,1’ ?2@0 the 80
= Hhi no- 6- chljorgpyra nqg;&fq, OX &b dez (-]mei)fyl g. 2 agifncan !&1; benti dgy weivghional
Pr ef erably the I anQgghenyB 56,2 5 dichlro 005 ﬂmye’)‘ﬂrn ¢thods. tmleﬁednf-mm a?ﬁ‘e

is f ]:_omO 0b toacﬁlc rigid/ kg. od t ta.ﬂ@gscp.hl& lsorg‘é ys pl?nd
'mt hYI 2 pggn |'l:o a ho  solu c%i»gg Xn V‘?k.ﬁh g é%ig o

|151 gls hea‘s p@{\éﬁgﬁ,l ma@c7 85
5 5 chlo h5}'1‘13. mcyﬂs@lfo”ﬂe T¢ 25 mil. )) 1SCO é gdﬁ my welg‘ht
sa t 8 v 1 ofh. 3P W c qa[s o) hmcnln: sr.qpe of this ipv entton

adticox o- 2, 2- di Subsf7i 4 dittiado 5-5 n tl'l‘;n ed: contome\n ed%_n'"“f; y

Aer (200 M. ). (189 kaR8PT ™ spng gﬁ(f f Og%‘ﬁi&% d,lm 3230 90

The N- am (dl P°‘5° ’_“:r;ﬁfrﬁus Y50 diamfdo - 6C 1 ,Mmrst:ﬁaaaige form. Umi t

dosage form @&gg&ﬂ@ﬁ&ﬁ:b@)@&mdela@aﬂt ‘B‘ - I @ clamouﬁxx of thefsilegt jopdinarily
e sal

amount of t! in&hyd -3 npheil ﬁ‘@f‘% - andosage legel ﬂ},g

5 suppl i ¢d at indaokies @tW o hfdfﬁ?rﬁt Td y@a%wgtgéﬁp‘”& Ailbedy 95
—whiThe separ at es, filgreds el W FRY Y body wei y the f| I t;ared
rinsed withijwater and dri range is fro \ng5m{mdosagofoﬁn H@gon
body - 95 wdi @ﬁt Pr ar ion ofe%mlbn/;lznlﬁ 4247Ei{7ﬁtMHigE 4alt of a (1-oxo- 2c12 dxsu tm::e(l?‘xs
wwui t abl e uniit dosaé’ept RN St tdftetaem(ll o Okele ?Pr egﬁaméaxy@ﬂkaaqxc 6’:1 t.he ) & 100
s247- tridmno- Sﬁtﬁylloﬁ) a:hen@l- 6,7 pgighloro5 5y _co trhbf eo(ﬂ 169 5g épedtival ne

R ac
gfrﬁ'tf] of 'geﬁ’o% 7 o“iag.' ?);olutq;}ﬁ agthy L) 489'-&61“%%@@ ) Qfmgs trgregus sea{al‘t} i s
e

- 50molef5m dic onp@Be dollowing (X lest f
;tﬁ:h@nes alt 100 i nda ] lea)Cis Chdded laevo(1l- illustrate the mr?éﬁ’g’% ge anv
ajsebs

169 ng. respect i valoy 240nethy1 T e Dhr-nﬁotﬁs 1ﬁ9t°f°0n ‘QF‘b f&fﬁéﬁi dhu d-SJtddanylon)-
| act ose and gm@sﬂ)EFﬁﬁ’ me ; Q}? add;&@cx& Tand® AmfJoride 0 rRBE TN |08 )
in di- T 5foTP§)‘u“q PR dhEe °&h@eehdnytcd4,wleotpmom¢my| sul foxide (25 ni.)
i s added | aelo(1- poftd gt LRt esaﬁhafpnaepal-axorbn of represeptatiye oxo - 2 -

methyl - 2 - phen)ﬂet_hyl 627- phedylc-hﬁ,br-odmhl“%o 80 dl Sod Ko Bn DI Cipade. alto

m xture 105! 5 sy low @fiflc - P %gggmg)l e). - of aPercapsule

dex2bwh) 2 s dls sa(bstﬁt rsgtcg,;, o} ‘&jﬁ SGaton %emerThel cOsar2 smhtm%ll 8 shevhour ed

"i? 00 @R 6f sals, taorbe ad, tr6s7a-n41 %Ehe 5 o8 busy,
tgar 8 wat et Them,ﬁsmhiemyh vﬂqleélya?lety o ih?féiﬁb‘ ac FF§

So-

i agii DQ@kgei-cg-ne  Sal 15

gf Thd mevo(l - oxo 2 -dosages finfonvengo “a‘ ‘ or £xa ﬁﬁ EinevarBoxamide 5 mg.
EpeeE 5 | hda ylbb? ;%ed E’E,:sﬁ ° “°fat arn&aﬁc P?l; Corbi ned Dosd§Eme
%Pﬁtﬂ?‘q DPy-fille S e & xampte;ﬁnmd Magmseel swtth water and_d éd
B, s ul e The ccztmpsa tcb.@mabmts cblhanmﬂg A§eht Pon - oo - aoemg |
nethyl - 2 - iphenylS 25,150t 106G mitligspmsnih,apq, pELe O;Ca%? s(a ts an be ad- - 6,7 -
dichloro - 5:- indanyloxy)- mnistered in a wide variety of therapeutic
é8tic acty | ’ 10 ng. dosages in conventional vehicles,

“or exanpl e, : N- Aridino - 3,5 - diamno - 6- ' 115 55 by oral
admi nistratign in the formof a tablet. chl or o- pyr azi necar boxam de "5
mg. Also, the daily dosage of the products nav be Lact ose
184 ny. vari ed over. a. Wi de range, . for exarrpl e, .l pwt“he“ i NBORES RSl P Sl @y
of SCOr e, Lall ers ;:'.=é"ﬁi“5’"’ﬁrt g 25 % "16, 15, 25, ‘50 and- o0 T
'of the actlve Capsul e (SI ze No. 1) . 200 ny. .6
: ' ' 6 EXAVPLE 6.

1,475 177
EXAMPLE 9. 55 -



Con,bl ned losage Formin Dry- f| | l'ed- Capsul e. Cornb| ned Dosage. Form | n.
Dyy-fill Ed Capsul e. Per. capsul e - . __— : Per capsul e
Jevo(l - "0(0 - 2- nethyl -:2- | aevo - (1 - Oxo0 - 2 - nmethyl -

2- 5 phenyl .- 6,7 - dlchloro - 5-in- 1475Bh;enyl - 6,7 - dichloro - 5 5

St o d

5mg. -6 Aniiding, -

6- Phenyl 42,4, 7-tri a?ﬁ“f?d‘ﬁ‘f b sl PerGhls@l O- PYT Az Necar boxam de Per capsie

.- Lac%gse levo(l - Oxo - 2 - methyl - 2144 'Tg Liged 0$E- Oxo - 2 - methyl - 2-
189-.ng. =jMagnesi m spraglat §7 - dichloro - 5 - m- | pl@@lvl - ﬁ- Rmist 8ar. age
1My, Capgul e (size Ndanym}Y)aceﬂc acid S%psué gﬁeg ﬁ Oé)e dine 50 mg.
200 ng. A | hlA 2 sﬂﬁa 1ammo - Lactose rr— 7 144 mg.
Conbi ned :Dosage Forﬂfﬁmﬁmu? ea %fapsul egg;ﬁé)rrtmmdmaoseg& For min 1 mg.

CO

Dry-fil. Iged Capsuyd e. Mk, s1,ﬁrﬁ§1&ixﬂt€ | aevo - (1 kmgXxo - 2 - rreth 2- ph'e?‘%f—
6,7 - dighloro - 5 - The 15 - Oxo --‘é—‘—‘r‘retWF“le (sg= No. )

dany! oxy)'acet i ¢ aci Qal’s“le (size No. ) 5ny. di chl oro E)@MmeQﬁnyl oxy) -

- in- dadyl oxy) ‘acete—atctt— — SNy uallyruxy) o
d § | 0 Ty TANPLED.

3 acetic Gﬁ'ml:dxcd Dosage Form in Dry-filled Capsule
'Ct ose EXAMPLES’ o 8 Per capsule

4, 7-tri afR Iﬁ)cfieDrolsaé? ham I%Bryn%legei%ggmesiawﬁ] lléégxatdg methyl - 2-
ichloro - 5 - i

50se- 5 (1-Ox0-2- methyl 2 - phenyl:-39 nm. 20dan Hesd kg St ear nte 5 mg.
_suI e (size &b dighloro - 5 - mdangm)-rrg The S;Lxﬁ@dl&tone(l “oxo 2 mat:tSyh

' % a%ﬁ)tr opteridine é%m & -6, 7 - d|_chor0169ng

- |ndanyl.’xy) acet ? g ] 3“%—% dF no- 33 i a agﬂgsugn “B@BWPLE g 1 mg.
zi neCéUobomgaeetﬁm stefraphenyl - 2, 4, 7- lﬂlnb ageformin 200 mg.

Dry-fill a;“. Capsul e. triam nopteridine or—ggr'ronomst 8o -A(i€- Btoxed -Redthyl - 2-

capsul e " anhd r educe@apsdle £simoNc-8d powder afl’ Phrenphesd -267 - c(uilloro 950- .xt‘dgnyloxy)-
met hyl -~ ; phenyl - Iact os%?]d magnesi urr%efs"t éaf’[?ﬁ bo¢( amigize- ’é# h@,_

dichloro%:5 - inda

acetic ac] .d %mgxé/d)msage FTB' 9 -ng?ﬁ?é%su Ndadd @d&@ﬁfgd a%? Is}é}%eﬂﬁ and :ihzg

"Shironol fCt GNe Oxo - 2 - methyl - 2 - phenyl- 25 ny.  lafoe atnenmmncsnmesteaamd atehemcd

filled ing 0 a. No. 1 LeZt digldoro -5 - mdanyloxy)- througlg_ mbmcd mgggéq the

CapSU| e. 3 Boete e 85 30 I\/B. gg i uﬁ? s a d then filied 1;3;1:: 2 ﬁ;xe&;
- --._3.: he foI I owlﬁgm BAMS| es are i ncl Udgdmbo gggt;n he preparati on

RASth@te( Si ze No 1) 1 mg The folltﬂv(ﬂ@ mplesa induded t

an am | OI’I e salt_of a The illugirate tmf atmn m mz |dos-

: 5 1) f salt of a
( 1- -oxo _"‘.':-_ 2’ 2 - dis %(f }eté? Ft‘eHo - 26 methyl dlZé ;&l’% j 2%67:::)“ s 1@%3 1tute 6 7 - d;tmlo'o-
i ndanyl oxy) acetic dichl 0 RO1 & . 3dhfFloxy)alkanoic acd0 &

-;;—'_6 - chl or gy Rz |amﬁﬂr.bsaxchlo yraz&m:
6- phenyl -3, 4, 7- t 8% armidopt €phedyl?e,7-tgpminopteridine or EXAMPLE 1§XAM§]LE dhol act one

rqnpjagione are mixed -and C Dr
ar e m Xedand reduce glpowder and then lactose a efl:{gmsaed Capsul e
: and magy §

: teara are passed through a No. 60 bolt- N - amidi'- §S”~p$fx!l|m@10| g
stearate ,_rve passed ,ggwmug, &0anl Ghd combiNed amhdtopﬁazmeémﬁxamndil sainbino -

6- ing clat Ll edmvaerddht e rmmblamdﬁen ctl er@pyf 74 r(Rfe 4 boxam de
salt of  =§: E@-Cjﬁﬁngmsg @E?égp y gr {{llg m m angmiygace%c acl (.1 36%8

-2 - ety
i chl _ i 86k Iﬂ:@ﬁﬁgﬂ‘ of Biafﬁ)ledl‘ )Mffghdsiuﬁdslearate ' lmg
i ndanyl oX <acet I dSac4 d, 7 and 8 by & ofrthe omaplgthhﬂgiyar e pr epar ed by

£
- ' f Bxanpl Mg gf’ %7 1 El% ic acid phenyl- xy) 1ac
and 8. by y of the Q&eRS islsidts RFY1-oRl-XAaRyIQ- aGd d&mwndssor;e@d&a@hmmm-
this i nven i Capstl ephesyil-#,2-dishioro-b)indanyloxy)a@€0 avigl, s nand| fmagriesiunEx s¢¥ptee qureh pasged
‘and 8, onejof the it¥m dam%m Caih PR I amnguay rz%mlﬂgg 169 bolting pth onto the pow-

mbifed ingredients admixed for

i} etic  der an
ment i oned 31 ndanyl ox FT qppr.s :e% ﬁvnl-?xﬁ-gfmemr-Z- 10 miputes and then filled into a No. 1 dry
pheny! - 6, 74di Chl OF O- Grhyild AlaihiBrY)iAd mxs})aceael a.di yeiedd @psules substituted for
(1- oxo- 2- rret hyl-2- Ts reduced to a 60 powder and then | ac- 50

phenyl - 6, 74di chl or o- 5- |ndanyloxy)acet|c acid, tose and rmagnesium
stearate age passed 105 it would be used in a greater or |esser anount
“through a No. 60 bolting cloth onto the pow depending upon its known
relative dﬁuretlc- der and the conbined ingredients adm xed for activity
with respedt to (1-oxo-2-methyl-2- 10 minutes and then filled into a No. 1
dry phenyl 6 7-di chl or o- 5-i ndanyl oxy) aceti ¢ aci d. gel atin capsul e.

ed é “:ule Cembined Dosage Form in Dry-filled Capsule.

WigY 308

55

60

65

70

75

80

85

95

100

I’ ep ’
alkancilc acid compounds Tecit g tymﬁaﬁy",ﬁg AX ‘F;(:: ;’i doxo-2-m Zo?yl-ﬁ

105




AN I 1,475,177 N &
7.Sinmlar d%y fllled capsul es can be prepared which the -
|ndanyloxya kanoi ¢ aci d conpound by repl acing the i ndanyl oxyacetic aC|d

‘ingredi - hhs the formula: ent of the abold’%¥anple by a_mnlar equiva. teht
W t o} her AIY LRXMAS ki Q:anaﬁ;' ;g'e redCOWQNG\QSndE@Mﬁa&dnoicnactdhmmPound

d 4 @}ﬁfent P by rcplac1 the indanyl&dydchtickaiA - 12has Bieyfofnidia: ed Capsul e. Per
Yag Caﬁﬁéﬂ e N -t am dedi@f the &cuazhpkmymmolar qQuiva- where R e)pr ] L s [err]
- abkyl cycl bpent jeht wpountyef| agher Iganyloxyaikangic ¥ azi necar boxanide kal # of
hexw i 5 [Ter PpayRs FecrdP MY FYSH™L to 3 60 | aevo, - .Q- o 2 -

I 62 2- carbon gkgpeLenbenyl, ([err] al ky},,,)_ ,P] %
G oro - b - in-. Dry- mmamahelnyln@ met hoxyphenyl ydroxyphenyl
da oxy) acetic aC|d : 10 r capgilti Yk, S gl ipdrepas-,
~htenyl , Lagt F@ - a“;‘d‘;‘: ;mi 2 - x‘;‘“’(’i‘;“; - 6 %RZ}? %4 fgf gﬁ;{;q@ﬁ)ﬁ&m anyl 60
&0 P&l ot hi eh orla 5¥ 711 (2 th g.neS| um smmnahmms, phcnvl (CH alkyl)p‘lellylrrg

Rlerr] ¢are | OI ned Isuanyiorsm dhﬂ)gﬁd hdr- imi t h the balemheml Sehex hydipsy y
«d gipeulat t ache ii, cyc| epderyaketiCagdul e (size 18 e 1 mmop henyl, amino! &en I, E‘Ee &e

lkyl)-thieayl or lorﬁﬁand
Pecypblehexy| | agf cdifand cach of Xlerr] g EX4 §5 ThbinclD o, idther th theafrbon 65

Qe

| aevo- (1- ox@- are e same or I Qtdn, tolvﬂnchﬁc?d? cmacll;cé%t@bpemylz -
" phegy! 70 6, 7 - dl(ﬁ uRl(6ize N&-1) chl ori ne. 200 nganypk excipheayleredical; ch of ¥ g%
t 05 ,aé’ No. 60 bd ienpolbrideo malasgvfz;uaa%«lgcmg d PCanl'he Pene 2’6 5% &
tllﬁ%mgl actosg¢ and repeny d é’ 19’&&( JKSBROLC clgikd] it @ldn 1 70
stb@ate ar¢ gesgé%%t‘%f )éffﬂfg ac’ % g g in RANiLA Cihé) dsdadyivayali@naialbad cohot h
3’3 t he powwd |tma(§h iaMNo. goe;dmwt poadntiax gd férowlal0 mi nutes and
n,_tt;,jqe.nz. 75 cloth ont$ ererqwaquahrédlequmbmﬁl Ro. | dry gel at| De capsule. 25
dWY)V\E CLAIM | Sredieges admy Sfatm ctei%)e PR ng an i ndagy! Axyi algkanoi c
f‘ﬁ’(‘;‘] orrpourd of qnﬁ%“‘%? SOVESETe R err] is [err] alky “m sis [err]
k;éi‘:j Lﬁi\ phenyl ,25p- CW}QK’?WGZMMHSI—M enyl ; and each %ja& S 75 X4,
- ¥l ag®e tHe sane10A cangofidamanbprising amﬂdmylpxyE err] '

_ or

arc hesadi ne. 4.; A coslipoy¢ MIQJF?H’&e‘{PéP&IF‘ﬁd“F’BIaG ai M iR WG CIaRY is C,.s alkyl, phenyl,
’l‘gyl oxyalikanoi ¢ acid is (1- 2 - nmethyl p.chlorophfiiedtyt lienyl; Gnd7each ofi ¥tenér 5

‘sa 'xe 80 inlwhich Ris [er# eycl oal kyIX‘ a'lhxgih 4ﬂ9rf-he SP%%@#@@&)‘%’E@M c

02 Wt ed aryl ,ore P’é‘ﬁ j dRghs U%ﬁ'n 3in
rOgK a

acrd andst hg pyrazi noyl - ,30
Actuhaderoyl guani di ne conped used, is N anhﬂl ﬁle ; Ikhiic dcR ik |(1-oxo-

ﬂ?a'IV [err] al kenyl, [err] 3 5-di am no- 6- chl pL Rz nepmylbotig’&mddworo- 5-
@' I phenyl - (Q[@m&] Rad kYl halkylp briykyl,( 4fledrr | ndanﬂpxypace@ |a{*4 %&?&63
{6 ¢ ai I903 iin 30 kabytinged @ylythienyd mbslbthngﬁdeuergkw uapxﬁlp% o (:::arl 1¥
i ndanyl oxyalkanoi & asi &ziss ﬂéclh oﬁlﬁ 3135‘ t Ce-at e EE?EF‘;L?"FY C}t) af B]m
ar e joined tjo Z:ﬁyngﬁ,ﬁysubsngtea a¥ ti}rgx J t\lpphﬁﬁl ¢ -indary oxyaﬁ&nox gidnis (l-oxo- 85

er with theggd T QITRL ghd joinedi @hl mr-anemﬁ --2 + rﬁplarp}llom At et
T Hey3sar o) bt e Cyinoaink p ity Al me cg>a°§§§a§‘§ed 4
£pyr azi nagl guani di they e ripeshedla CYCFOaﬁf‘é’d"m fomd - l?é;il'—';?: i%;d TRian - #nforo-

“hydr ogen, hyl g’r w ﬁgjf)&l gy ;,lfla azineQrboxa@iideOr O- halo en and 90

Xgrrl is hy! biled #8fo @bl 1aRC ar 1o a mimpesition accordmg to claim 3 in
Ooaipd X[err] 4o 6cl),aﬁi @Eﬁ%ﬁ:@ 3fo@r4maa;omyrdm@@gd bjyl ghich ﬂleeﬂdawl‘ti‘&a Sl g".fpﬁ (o
acaargliteg to cl ai m® alkxlem)or *@hﬁ*ﬂkﬂemﬁh% g Sqt'é‘:n y é; o 2 g{z, oyl-
which t he lnsdanyl PR or G gt E e w0t oakdﬁ;hhene%
) r 209 n§9| conta racem1c (F'I %ether with }q-;ny 5- dzarrﬁh,o-?i-c—hlo@py}b‘dum:adqurrn
HRXiqum of 4 cas b ﬁhnmhﬁlmn oburidl; b-pbkingiep 4,7 Emmmd-anylb ageordingafq (13t
e ¢ P h o?ox Burmc acid i evo-
dpl,eaaﬁc;nosl ’ t he (rj?g‘eognc of @plwn@#cwmﬁ”@ i the cwplep Wg’{i’d a gﬁhm ath 16y - 6
TeOPPRPENEY 11 use o %ﬁ {cﬁloro 50 §)avdtit hacid and the
‘fg‘?z I noyl - | 3, 5- @Tﬂ%@'@u y@ﬁf rﬁ{;féegygl ;dt;@e& Opatisbglguagidin icathpvende Srigest dy-

Yo ANgRY! - 2, 41 7501 lxamymyamazmc AacOrepdsiuid om acccamdhmg 350~ dipmpingyy § - jcpjoropyrazine-

pteridi ne ori-spi rcphaiyhb‘l,b-ne\nnmm@et hengm)lf@m d e
acid is levol ratil?de Lhé tHdHRymes E, 2hht {;S%Ei)m %5‘1’%&%@&%% 105
- methyl © 2}- pheggt A oy A T?)jﬁ‘ﬁ razi noyl guapief-gienleespaanyibxy)aeyesacid
di chl or o-5-i hdasy| 0xyA a6Hgobition a’ﬂ("cladnedaxﬂdilami hén 100 lﬂr-@mdtfnoz 315 + Garming: § - chipre-
mole ratio of the -- pyra2| noyl guani di ne conmpound, if used, is N 50 -

i ndanyl oxyal kanoic acid ‘compound to 6- amdino - 3,5 - diamno - 6 -
chl oropyrazi pe- phenyl 2 4,7-triam nopteridine ranges from car boxami de.

el ISR R SR M e R

- - . r T
Y e I T T e A By RN T T AT it AR Rt
Y b i s LR o AREy




17 to 1: 35 and the nol e rat!io of the 8. A corrposition'accordi ng to @
¢l aim 4 in :indanyl oxyal kanoi ¢ aci d. conpound to spirono-  which the nole

.ratio of (I-oxo-2-nethyl-2- 105 |actone rqqmﬂroml 4.4 to 1:2.2. 7
phenyls- 6, 7-'di chl or 0- 5- i ndanyl exy)-aeet

otCCTT U all

—Tai neg 2id ERPo@a
al Megs i n ‘dai m Finkilar dtydll]bdl sapaqkpp g prepgred k@f 3 mdan;lo'ola&qvqmo diido

| or o-
; chphig5, 177 ¢ by n.placmg the mdany‘oxyacr:tlcr:;l‘:rlggﬁge: 7 SI m | ar dl’ y-filled
vp&ul es can be g}é j) Bg;cmmpﬁ ikhddaadil oxyal kanoi c,,a ‘d €ormeund by
epl acing the i n @g(yeaﬁe@txhcimﬁﬁw tidéongredi - has the 0 _ i, of the
akoye %5arrp! e by a rm ar equiva- |ent amount of other{indg oxyal kanoi c

agf gk conpounds recited i nEXfMEL ri@lentron [err] EXAK?PL’E" 12 Dry filled
Cﬂp@.ﬂ e. Per capsule N - Dgyyfillgd fgpsuie, Per cap gieam no - 6-

F or cyclo-

Rilesg] is [err] Bglmd. y.Ch Onefiho OB- CYCl 0- Here R is Cys alkyl, cyclopentyl of cyelos
W opyr azi nggar :\gﬂn satokantille salt of hEX);‘ :‘gg F\&{ms C‘Lﬁeﬁ%j ]E%:_a in\\, @}{dnyvlg
om 1'to 3 60 lmve (1 - o0 -2 omeshyl - 2- - halb kny! mctboxy@l&hﬁpm}aiomenyl

phenyl ,65([efr] alk Ygﬁ é/1 d‘“*%‘ﬁ%mfl‘ Ealls ,13 HoftieRyl,- &minomerhylphenyl, thlenfiil

4 hagsépheny| | rret h Yr‘ r oxyphenykgo ny(ICQxy)kaide-‘mnofl ‘Hd‘iﬂ;]‘e fenyl, or R an

. carbon 65
e1@PHG.  ami nopk esmamt&gﬁaet hyl phenyl, 1mgi ey joi !&? Qg@a;gggmgh‘;g‘“;;‘;opmyl
- 189 ny. ([err] aI kyI )-thien or hal 0 |, at Ladiica ,ngld RRsKym
steagat®™ . Capsule (size ev e é‘f r@ﬂﬂ]sariqogeﬁmu,w tﬂhthxlrve
cafimpn 65 atom toT ﬁ?ybf‘ﬁg @éﬁﬁ‘ 5- cydhloﬁqmentyl Capsu] e 170
1169 mg. éggm mw olaadd. 68l ; 3nd @ ‘I'i“ a ‘i“ & ;ﬂm'_
'X! ean| Ther ,u eancBajleh n‘étodeaendo agnesiwm - 2m w é e sane or
rent, |rS rret fateoare passed through a No. bolt g,\m ph enyI - 6,7 -
.Ldylchg-or 65- §5- chel e @%&3 f,a qheam disr educ d #o @ 60 3.
imlexyh'posmlan as %‘1 'x élEunJ:apstﬂQ 20 povvder and “Naé ﬁ $se and
QE'Q?T ’sr um in whlic e | ndanyFoxyaI kanor c acid com oSt eq r€ passed

No. #0 bo:VHAm‘gWE @ddMdI s Sy mul a: cl to5nts t he povvder and
Exhrethe:ontaoned in- grled € @‘“%?ﬁ'%?é}?’é%‘aﬁfm nutes and then f| II gd jnt
passtd dry gel at i na’é%?ﬁ’mF‘ COPREFY VWHAT \/\Ew@r_rARI\As Cj-galkyLR" don—ls

Gﬁf ‘rs sing an indanyl oxy- o @ aci d conpou h%mi%ﬁﬂi [;ant‘lyl
.“F%j is [err] alkyl, R[er'F s e al kyl, a:ﬁ;ﬁm e. orophenyl or _ .
| enyl ;85and} each of X[ er @ err], th@ﬂpesmdnezcgﬁm Qam} i
~dudﬁdf geent, i$ nethyl or#e r-err e. [err] which the mdan)&x&a“*améc,,“f‘gcls %'m‘ 80
sr t | on according to Caim3 in which the i2npi® ) a@%yrllg{dtﬂfac éamﬁﬂ.
(%‘ ret hylin whigh R fsh@nyilkyl, @elqlkyl, gg& o or fn’}z‘ Ygom aingino-
err| aB(kyI Y) ﬁamxﬁm@mtdorwmmmrboxamﬁe

i GClsahutingd ary!ar Yl sugs :
pyrazi noyl - 80 ~sulstitt yl@nyt),ﬁﬁ‘@ hor, subStAtcmlEdme‘? ga:"dcf:“(nl_ixi 85
guani di ne cofpoundyiis bsﬁtﬁted\hrﬂmmhmr suf eryifichi ‘%f Ehe L%Mﬂenygdy
sfcﬁ&gshre (al ke yI &Eeﬂ)]thlenyﬁ &-Bllmmfﬁmrﬁmiﬁﬂd oAk vy ﬁgcarne R Skeuic adcidy apl,
y

[err], i), togthesrwith. a‘° birhAdylgasicine kauepotnd, & ugedirs 3
in. alken$d), 4ary| kitg alﬁtﬁ%}. Lg dx‘oh vmﬁi@ﬂﬂyl rOI‘NS-Uimldmo v\/rﬁﬁchdtaﬁ’tm - 6 - chloro-
‘t ndanyl oxyal kanoi Y S ot o wid, lof wedpy[:qqqn@ﬁ pxa m é(?'g Rtk in
ar gy 0i ned t 2 adiet by |101ned2:0 forfn hydmwrblrl hen l ﬂox §cid is (1-oxo-
to@ggger with t4ee dmnbmnalansﬁmt % °ms m L meth 21 ‘nd ahi pdyl)x\6acdehlase-

aci §mgant t hey ar eisae @iypepr b ;h\éi ng.ui‘dﬁansx)aacenc[ pp@d and the %’;?ﬁ:ﬁﬁf: o5

pyraztnoyl guani di n g ﬁmﬁm" f{h sa'rl:ﬁ@ odn&artdd:s gmclrhealw B of g;[

,h P@’gen metihyl OEnaS meesgﬁl‘&) otuao with3, ag pyradpq;(hq né,S-dragnzo-l?xﬁré o @g@rman
Veadret hyl lor 4habagding cqmpooqdeﬁ-P enyldyiyl, F‘H‘é’i;ear Q,g? é\danylcv;y..lkanmc acid is levo-
Dehemmd- X[ err] are . m«h gP ;:m_ Q ene - ox6 A- mﬂpbsﬂh oeoy! - 6:.171; 100
se cpsse] @5t o icl ai m‘a’§°° Ve idineCR @Jnanrrmges?, d&hldroéamqgwxala N W
AT he | ndanyl ox*é‘,’le -I’jO{o 4.6:¢) dlelrﬁolfia{lo}@ﬁ thq s P p°§ dlcg i()yi

il
ﬁ@,ﬁfl 9 contai nso ananymymayrhom aid- cqlgpoundt HP&%I )z:; '§ oro- ing a
maxi mum of 4 icar borphenylohb?- alﬁ'l"?{é mc ity ogf

w‘“o

a&@gommamoddnweb ¢lgjm 4 in
i 1:7 9. .2 105
razi noyl - 1.7 w0 1:35 a i - whxch the mole ratio of (l-oxo 2-methyl
py yl- }gg;ng e,orxg]aué:n&c;tclld“c:rxgolugdzto spirono phenyl-6,7-dichloro-5 -mdanyloxg)_a%:tfccmgiﬁ
85 2 A congxposmon as claimed in Claim 1in to N - amidino - 3,5 - diamin

A

J T b e sttt e meny e
n e pee s e ot T



the racem c formof the said conpound and its guanidine conpound, if used,
ig N-ani ;:Il no- 95 enantioners; together wth a pyrazinoyl -

;3, 5- di am no- 6- chl oropyra2| necar boxam de. - enanti oners; together wit h 45
guani di ne' corrpound 6- phenyl -2, 4, 7-tri am.no- 7. -A conposition -according
to- clalm3 in ptetidine or qmrnnnl actonc wh#537  he mle which the =

i ndanyl oxyal kanoi c pﬁmeta&o&aﬂw@- rangek | o0 f0.8: hexoi Nz pieyil-@7ytadh ke mriadasyl@g jacktic  acid

conpound; | (1 - ox01612the rmétt iI0 of (Zl-ow- pinstiy! r2— ®, - atﬂ%dubdne” di«mlf;O 6(—}“‘1010'

C € 0

byr azi nog l -guani di nepl& y oqmeﬁgs al:gli‘S 8 ﬂﬁ q\;{l?a)uo o?ﬁiot(l %}b-h ethyl-
enyl

' <L rers
-and:, the; 100 f rom 010% &hed‘mi? rin ﬁ 02. &-dichloro-5-indanyloxy )acetic acid
- py&azi noyliguani di nez.(ﬁ;;um chlord-5-1hg Jpxy\&eti‘d-acﬂo 1ol Bgreaytl 200y aikiiasp@sridine A€ iablout

: corrpound ito 6-  am giroolactord, iHaboutdlj: mn no - 6 - CAPomdphy aplenmuio of levo-(1-oxo-2-
-. phenyl 4 7 trl am L tAquiYg(r:a:&f@nU:F% Q\ﬁi‘ anqg.yﬁx@u[c ac?cli:f]b spxrgna lgggﬁglsj\%—b;ﬁ;

~and the Hol e ratjg hcn§ e ackor
i ndanyl oxyal kanoi ¢ Mq tBONSQhﬁdMibO-3 s-vvm ab. Ah:emﬁ@ihﬁh ﬁsatlmecnin any onc

(1- oxo- 2_-met hyl - 2- iiﬁﬁmba@tﬂouograzmngsngafmdgmrﬂpgqi 4oft ddpirds; P11, in orally adminisirable form.
phenyl - 6, *7 di chl or of%mi0fih %kyf)caqﬁ 1; b o .;{é 19955 13. A;Lgrg uggnaﬁ ‘?fgiﬁ;‘é’é" 12,
cl ai med |_;;n aai nlSl dxchlo1'01ndany1r.n\y%’thtng‘f ?%Lp'fhenyl di 5, eﬂﬁ comy smo %a’@% ned in any Ghe of
1,475,17 % 2,4,7-triaminopteridine is about 1 3 5 and the claims RYBARKI JHRGAK ﬂm%ﬂ@kanoxc
‘ranges frjom 0.8: 1 frdle rado pdfe (lybxo;fettg)-2-Hp-criave-i nakithank abeyN-aipigin-8,5-diepiing-6-chioro-

1.6:1, the mol e r at ipbenyl)-6 @@‘)@@'5213%11 pacgic acidg Nraz"‘a‘?ﬁbﬁi‘aﬁ’(‘ﬁe argusgd in de Kb

-6 - ChlgOI‘ 0- 350 pluéWﬁ{mcocht:?;; 101 a%é 50 hﬂ)qa{%l Oi%ag %&hpﬁ:sm(@lca's glmmed in any one of
: pyr azi necﬂar boxam de whidh 9feS mbik Qo 59( kt@l-2-  claims 1—3, in which the indanyloxyalkanoic
6- phenyl =%, 4, 7-tri ane neghaAy - 67 ndictildo abaudanylagya lacid kel o ls@hmaltd; 47-whminopteridine

| evo- (1—'; 0- 2- met hylaceti6 acid : 8 SNeapiflinofes- W‘ -$-at Pfe ﬂﬁffi f(ongosm'g}n"g: @E&Q&/Im A
2- phe”y' ' , 7-di CE% OICHQ P}ifﬁﬂigﬁgf’ |o glfirég% Z-mn%'l 1— - ubstanually aps hereinbefore described in any
2- pheny 3 , 7-dic ;ﬂl .yk9X.y h@anﬁ rQof Exam les 5 to 12.

6- phenyl. —__i-,4 7-tria eﬂeﬁﬁicﬁfol 11816;1-237 opteﬁdlm:pl ronol actone is about 1:2.2.
1:7.0 andithe nol e nsaabmo lde ¢né\ﬂur~ 01¢@K®°f2(—1-°’<°-2r0 9. A corg SI tjop according

toclaim35 in o 6,7 - gichjoro - 3y o) oy o - PofRich the
mol ¢ rati®. of . (136(;5 y{‘?é’é)ﬁf?f‘c ﬁ%' amm? 1ebo ca:‘-;:getl c aci dy ogégérgrpgua@tone
is about 40 (p - CPI 10A0RABHIod accoBing to cldmchinoro -5 - iN& 10 Shapk. I,
danyl’oxy) 'cetl C aci avhich tHe moleamaticckof leyo~(1-gxo2-methyl- 12 A cohpdes W@N &P-cl ai med
' 1 di am no- 6- chl oropyrazi necarboxani de ranges of claims 1-11, in
L ni strable fQ’FiE@ed fo%l'éer aﬁk@@yg S&tigne;y(bﬁ;ee @ytlle Cctun@r lﬂgl; €. Jnﬂﬁét& ;. 1971.
13, A conposi Pildisheddy tieFatraidOmes, g frprdion %;ldima;cwmn- wC 1“( firom
heflyl) - 6,7- in the form of a ‘T Ic?fesmflf of“Capsul e. |

_ chigor oi ndanyl oxy) acetic acid to 6-phenyl - 14. A conposition as
cl ai med t ;any one of 2,4, 7-triamnopteridine is about 1:3.5 and the
cl ai s 1':';{'7_ . in which the i ndanyl-oxyal kanoi c nole ratio of.
(1- oxo- 2-#
50 phenyl
used in t
10. A cor 05|t| on according to claimé6 in. 15 A corrp05|t| on as clained
in any ond:of which the nole ratio of (1 0X0- 2- met hyl - claims 1-3, in
whi ch the |ndanyl oxyal kanoic (2 - thienyl) - 6,7 - di chI oro - 5 - :

-6, 7-di chl or o- 5-i ndanyl oxy)-acetic acid pyrazi necarboxan-de are

i ndanyl-oxy)i- acid and the 6- phenyl 2,4, 7-triam nopteridine 55 acetic
acid to #N\ am di no-3, 5-di am no- 6- are used in the formof a salt.
. chl or opyrigizi necar boxani de ranges fromo0.8:1 '16. A conposi t| on as cl ai ned

inclaim:3 25 to 1.6:1, the nole Fatio of (1 0xo0- 2- met hyl -
.substantlﬁly as. herei nbefore described in any (2 - thi enyl) 6,7 -
~di chl oroi nHanyI oxy) one ot Exanples 5 to-12." acetic acid to ' :

24, 7-triam nopteridine. is about 1:3.5 and the nole ratio of
. ?thyl - 2-(2.- thienyl) - 6,7 - dichloro - 5- For the-
Applicantisg: 30 indanyl oxy) acetl c. acid to spironol actone is
D. YOUNG &iCO, about 1:2.2.
Chartered ] ;atent Agents, 11. A conposition according to claim?7 in
9 & 10 Sta'le I nn, which the nole ratio of |evo-(1-o0xo0-2-nethyl- ,
‘London, WEiV 7RD. Printed for Her Mpjesty's Stationery Ofice by the
Courier Préss, Leanington Spa, 1977. Published by the Patent O fice, 25

e formof to spironolactone is about 1:2.2: ' a-salt. 20

35

40

45

55

et hyl - 2- (p- chl or o- acid and the N ani di no-3, 5-di ani no- 6- chl oro-- .

Sout harrpton Bui | di ngs. London, WC2A 1AY, from which copies may be obtai ned..

<R IIII

. W{.waaﬂr e




