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such as suspa'daioas aism ﬂfxﬁ'ﬁﬁﬂ:t desmdenm o] A anixtpreicagsisti l%mlpyr rol i done,
sucr ose, gpng&%wéon athgh ﬁl& éﬂ?tiV alfg ﬁnﬁgﬁf‘fﬁ"ggfﬂfa j 5 acaC| a.

Addi ti al; icsl SGRéry, Vol. 1,65 9% 019 t e

f or mil ;5@( } g J%ﬁ ﬂ a{ aigsvd sddlguvﬁmlyahns orlasgﬁearas hagbda:bovm or a

base salt etnhbllfmzf aml/orh s@ﬁendmul jsatte anq‘he dmu{e T:qu %11“1} lce‘}{_,“p@%? for a

phar macol dglc gis awﬁﬁeg resu LMol i d
corrp03|4b| o 'ink °°’E§§lg, ﬁgt ere’((;%e'i‘% ang " cptiacttneinh mlgecaéphgatdsbmlbr&roft ype may
al so aye uaso§¢d QFS paeﬁep:taableé'lfduapqﬁeh‘ta rtl b@Fd qr nisofl®S and
har d- f| i edrmgstrmqnnsodm suifdlese partiowarf (PERHCHUDIY q‘g byg)’;ﬂ} hdlye rate the
preferr ed %ﬁ‘g“‘sﬁqﬁt‘hﬁa ?lf 4t 0 ihoNOWit] waieF, rdliGiHed 06y & mg lGerst arti ng
nmat er i %lssem rmhg:l;ulsarmme jih sulfate. After

Pr eparati @dilut}bns of the corresporﬁlﬁlg Cﬁa&ﬁi pof t ?&Um agent Gy @gans québus
rr

*f- d
P suspensi ple, a!kehmetaépwlf ine- ‘fa%%a" élfré EtSLSting of 3.5
g. (0.019 %pﬁmﬁiéﬁ“ St Cm s Gh it AR outinddcd riue Bht vhs- (P -
fluorosg m s)aﬁ.g Oﬂ.leomuﬁd aell at rmgtedufemuetltlveneerwmllmy fiver etlmambi eed Wit h

[ Fi nger aterdbred 1sbmnrcnuith afffi¢iént sﬂntarqrc ﬂ‘f"ﬁ‘g br H5avor| ng
agents ’“WGP“SS 10 qnﬁog@lzgrlmg matter or
dyes, andaﬁfrae,%pﬁ:cﬁ jSpilgle | ﬁ;avfﬂ‘:ﬁ ol yph(msqzlhﬂl:ucs aci d heated on 100
enul si fsyi ngrapériléneal ﬁﬁb‘&ﬁﬁﬂdﬁrﬁ@seﬁgarthﬁ d@uﬂg}&st m bat h for a peri odz of ten
m nut es amonngetian, tbe 8trﬂeraqmewa gwedih di Fu &ater, then pouréd into
300 m . Pme)é"' ec mques we kewwﬁf‘@thogéropyl ene glyg,ﬁ}ai,o,ghycerl n and

resul ti ng gkifdd oﬁallywﬁ is aldgXt AmetVﬁrcb%ﬁmi 611687 £ @18 Gty ons
t'her eofgo possxble temﬂmmteedhmfb saidp@e -S ar-altleropdr {dheonmanode (brepared aspur poses

of par ent &ydantoiret @allytr‘q ahe EUPUP WH?A)@@ a?—%nlll tration,
o U o SFoeiis DR AL i B R R A
d - SpiroOthen @+ lotaame(quamea nbinva headddoonat e

sol uti @y artheoadtivior of Meaqmmmusdspafonuyl ané5Yl. yood pering df @pprokimatelv 63h wat er
foll owed by drying over 45 enployed as well as sterile aqueous

anhydrous nmagnesium sulfate. After solutions of the corresponding
wat er renoval of the drying agent by nmeans of 110 soluble, alkali metal or
al kaline-earth netal filtration and the solvent by neans of salts
preV|oust enunerated Such ‘agueous evaporatlon under reduced pressure,

o o o o o T r r . I
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I ntranmuscul ar, subcut aneous and C, 63.34; H 4.43. 55

i ntraperitoneal injection purposes. In this Found: connection, the sterile
aqueo

all readily obtarnable by standard techni ques wel | -known to those
Preparation B skilled in the art. Additionally, iit.is also A m xture .
consrstlnq?gf 397 g. (2.39 nole) 60 possible to adm nister the aforesaizi:}y
spiro - 6 - fluoro - 4 - chromanone (prepared as hydantoin conpound /
topicaldy via an deScribed in Preparaq@ﬁkgp 233 g. (3.58 appropriatg
opt hal mTs0 gﬂd

(956 125 the pi¥ETloRE R T GRS DTS o
anmoni um car bonéﬂu?ed'uﬂthtZ ﬁl@tm Sﬁftér(}e &%allﬁ){ n from ethan PT"
50% aqueous et haddifiedwsith 6 alyecbchibric acﬂh'éheactrvr ty of the conpounds of the

?_'t 5[7;”‘ r6]88f or & Wequent?cgim by meansE%d!uctlon %ﬁlg‘éjﬁ:ﬁrf{“bkﬁﬁ 2(& g&%‘f“l on

filtration, washed well 1th water _and
m xt ure was t hefherehffdr eddn NN aqueoﬁs sddiunr i sol'afed as cool ed togg
room tenper a(t) uh)idrt(x[ders?l}rgwn Etnmtlert hfanhelaage rﬁ ©3.6peHr p.OT:d¥cd2A.) 65 dil uted
with 2000 m . o‘f° ? et 1on er al |
et hanol . aci di f gl S0EK @“ fTen 8 0 A5 12he G g
S0 obt ai ned wer kydrddilakic @:rpﬂertysmueltltel ytfoeahnhea“mde JOMEE s thien:

suction [err] cryftay ¢hat Wrrptasam W%‘ted

gte 1tihl Qliterof eﬁuj\fcetate@nd EQ as:
ACIEE e o, rﬁ‘;@

Al
70 hydroxr de souu deBlum paleetrs VD r@tiucE %ggfover '% in zﬁatc,

8.22. 10 sol ut htcrs) viheér \tldsrmaniddomrmdl [gof t |ﬁhcrsd cahd eu ueatlyetmmtrafedlth ovved

by acidificatjo er, Pt"Hf ﬁ%rys ﬁ°"ddFs‘ {g@ﬁ\éﬁg si%
aqueous phaéde 'Xﬁp ‘d"éﬁl, 2 é(b ylgts Sd ( tefj?& ﬁ?j}?é%u@li ),
hydr ochl ori c actm@pi(§ees) gawystﬂa etam Frony thé heraihal ez.athd déxtaﬁbteroqmsawmf was
then crystal s t filmtevincreasedytae micldeof inars mdterial wat erfluotor eatped WIONPH!BHO |44 er of
ethyl acetate al¥:0 75 15 and air dried 'lf’gd ﬁgﬂ &ﬁ‘ﬁ{@ 85
liter of IN aﬁueous hydr EPH?’B?‘?"C acr d. The noshYof a ozal h BdVe 3 [;Qﬂi"/ iling
met hanol  separ %t rep exce %paf 9 Qotel dctéed ﬂu(mon-l Ypiral- mtomrm of 9
liters was reduggi ﬂld,;.dtﬁ; cl@&ﬁ:{n afhyae o P§4a(;'é"°“ler et s)
there was obt ai mem}m hfl‘ﬂb.ﬂ”acts, ®ol: 70f ipl t43835¢ - qu conc (s dPed n
fluoro - - sp|390(|-969) h5'l m01P)43f ggt‘jsﬁt uo to arford a soI id residual
material. The 5'Anal. Galothdor(GalFNZ29- - | at ter

resi due was ther,},lcdfys z,eah e‘éﬁ“ﬁg‘ér ’n556932?'6r(3g§4 Nakbg6.yield. A
second liter ofanetlbmmdbratmngdafepﬂﬁmglatebﬁMr esscggopl (88, §; 11.9f crystal s

obt ai ned frorhstll‘l@‘"’s i °"°0,1‘2"““f sdEelror ot afor y |sorrer of filtrate
i ncreased the yifgt ,ﬁ‘P ?‘gﬁg‘,ﬁa‘{é“r{,ﬁ“éﬂ ol cessfl u 13"@ lgr GIB et fpatedg 4
- to 64% ammonium carbonate After coolmg to I b te(:iu r}s o:h‘l:er:_:
dione. 85 25 room temperature, [ wisqpci dlfingwml subsequently collected ﬂ@KeYlii Alnlahdedt | ON
of the Iatteflmipreenigyed ﬁ‘lgfﬁj;g anggc“’ ot anokffdréithe yaivise it of Qeﬂ%ro of 100he
procedur e descrlfJ;),edu,re 3t B i rl g0 s”:g = [qh 5‘}%&“ 41203 roman
- B was repeat ed?respxmae B.hixt tﬁrejwag e%ueoi&s 4?“ ofiyd dkdehid: hm?drgg 21-,2_5 -
di one, g? jti °‘36°b1a‘r %4 n -1748C: one [err [err]

[ Cheni cal Ab %B Hor 1P ep] %one 335)9 hla 30 (1969)] 102 g. o
(1.57 nole) of pot-@yswithdut aﬂei‘dﬂﬂrﬁtﬁﬂﬁatwﬁ)s&m% E&% ol &82 .e) of 105
powdered Anal ®aingdecessaty. [ er anmoni um_car bsaaobén’y\sﬁ R in 1000

C 55.93; H 3. %"Zf“:ll\lf°"°‘.’f'fg8%"afﬂplesdt"’s 8% Wuerwsd:et hanol at %err] (using
Found: an oi P bATE}"PSr a period of appr oxi mafepd05gdl. 5-79CN, 89859, H, 3.88;
N, 11.52 95 35 hourExamgled reacti on m X e h | 0
m . of water and Aosolutiéin chtislstmg 'Bhezmrgl 0.508| rtr:{ 574%@%2% %hgﬁéﬁ?ﬁ%&’uﬁ& gdﬁp
15 minutes in ompie) ofd -§ hmﬁwlt'h OT§thml|acetmfea&06@ uaf 305$ aqueous
hydrochl oric s amﬁg@t’ﬁ% d “ﬁr)“}:‘;aolwatﬁ‘g "gﬁf‘y “‘t‘ﬁ l‘:;:‘llc lf)‘z:‘r'
precipitated cr sl lvideﬂﬂ Redd! Gnh &odé@ﬁagﬂ&i S Q fikeéréd and 115
subsequent |y colof ehoilmd etlmnbhmwslla\trednmnea ZbObsemnmemacatmdd whifford c

aci d and then lgwhy fapd dhe n&cgée ggimts;'s thegrudet{s eprekecr ization

wor ked- up 'nﬁbh% 1 llﬁ%mﬁ Eﬁg?esFﬂ, tﬁaifeegﬁlgﬂtfé pure'! uoro -

i m dazol i di nel <{BY Qheredfia€ sated! I'HeP@ aleg(A)ms;s [ @chrodian - 1mrdaz if€1e, 120
isolated as tChmsmde?faﬁhatHbmmB salt rpftdhi 6 Wa%l 5 t-hedlenwasm pondhl-2463°KH. or i de
di hydrate, m p. TP - ispirrat elcramanar ndd’ 22 4ok ‘{%%@&‘dtmﬁd?'@l)dl - 1740C.
45 6' - fluoro - spiro - [imdazolidine - 4,4 - thiochromanl - 2,5 -
dione (mp. 200- Anal. Calcd. for 105 [err]

wi t hout any recrystallization step [err]



bei ng necessary. C, 58.07; H 5.73; N 7.97. The

follow ng Exanples illustrate the Found: 50 invention:-
€—568—05—H—5—79—N—7-98—Exanple| This particular

di ast er eoi soner (m p. 110 A solution consisting of 120 g. (O. 508 . [err])
was then treated with 1.0 liter-mole) of dl - 6 - fluoro - spiro - [chroman
- E‘[/et hyl acetate and 600 m . of 10% aqueous 4,4' - imdazolidiné] -
2'5'/- dione (mp. sulfuric acid and the resulting organic |ayer>~&g5

[er and 237 g (0 508 rml e) of I i thereafter separated dried

; 3 sPu-rrf
sul fat e, Anfal IQabdefdr @anFNz% of b0| lin Tdatshambulwasinaaﬂefeomadert Q)msbook

subsequepop 5B Atehtd & dd8%-n vacuo t hak lﬂt H@ eC| pi tated
crystal s” ASs st J1,0.890N, il go.cT ude 1-i fed Ion an)]

subse uentIy col I'ect éd by nmeans of tailert»h@ c’:té tefs &BI led Jv@fn 400 .

et han suct i dixamplelk ati on and thélydrewmaanng:m |snllltatqatfneered hsh gave 34 g
(52% of I&uﬁ(éutlondl@nﬂstfnhudr 352 g( ®).0t h I:ggtéllge d ks Ej:'m g&ga‘s (A Spl ro
- [Chr Orﬁg ldme 44 rth%ﬂ&,‘?ﬁnanqls@@ \E)é 1l ::I' cine Salt of

p -200-0b®PE,) and4B-g. (.61 ' th douansd)ﬁnauy Sfoint ethyl ac[:ﬁhhprran - -
[ err ] 10 mﬁe)ﬁoé(l)-}:rucm; dlh)lrdrate dissolved in 125 6exatr'llfx J:’oaffg;d 641mg 128'36);38" Pué}l - 70
6 Anal . Tiapt poilisgathanol m 20 i to cool gy Wmidarofqing r 44 -
hiochroman] 30—
di aster § c1p| %nsé%) g 3 J>1IB° 1:3:1 ethanol) [err] was
& 7]

EanIﬂilir rA’l i‘_sﬁlti

t hen sh filtrate of et hyl
acet atse (amdlem&errﬂavedo'fhelwy @0 wereC, A czg Hﬁ?" 0@&, 11. 80.

hydrochgﬁq Efgg}?ﬂ‘ﬁez Fecer ﬁg“lbmc%gﬁ F(gfné 1id Ia@’ wadlt her eaf t er’

separ at -85 plg [imidazolidine - C. SE3nm)] Red; IN, 11.00.
anhydrom'rmgiael&bmm]suﬁ aididpe,fisdidtar ed and 65 A sol ution consisting of
2.52 2. ascheogthansistes aupdAT+HA9%G-apor at ed to dry gfnglﬁ I e nole) of d - 6

- fluorger cas@iss® - under reduced gf“é‘s“} R g -
[i ni dazad fmggt'g) . (4,314,,N204t@mohr orran]‘%onj' i, 'Eazamp'in gn%)?:gscrﬁgt al l'i zed
from 10 nC 62:40; &, 93 Nm899. [err]) anpie;ﬁhrai by d(sﬁﬂ\mfg saiit banoundnd final |y

from gt )Pg“ tgtgzg g.?% mol e) of Vatﬂrgpgmwrg @kgﬁgﬂ bl"\/ed in 125

hexane toa 8% of pug1 them ffet hanol was

al | oned t ehCaHehve cifstals (A)NH,Q{ @nen shaldn Oalkah mefdl EHe dédtoin is 0 amed S' owy, and
the pr eg}vﬁn\{h 100 b Cbf @thy Ea‘.catla& A\R00 b cin rthmfa of an2an‘®rph0ds mvder whigh 223- were
1

subsequ | hydtog! Gﬂ‘b n@ebfo ‘Eﬂ' s°l“bl Vaters ct i on..fi I tration and
The r@scg}tv%fff}ﬁgtf SR D et %aw%ﬂ%}‘”a SRRt e
Anal yadml OIThé S¥epdratk Qﬂg;{nQCI[ e aﬂhblan«ali ratal csalt 6IDm- 610 ublo. - O C,
52 37; Hebtadned(n thig, mmeﬂms then collected, han jjm ltdf gjtfd@nel 2. :}t of pure

- br uci rﬁé é.ag" et a ‘Eﬁﬁ:ﬁ'“mag“‘&‘le fu,g . long (ths pradus, P't:ll ne - C,
52 3735 ‘ﬁﬁﬂyﬁnciﬁmﬁ@ ou to afford| OC rorran] - 2,5 - dione, isolated 20
as the eifireredidublenatériah Re kstal]ization of ExamﬁxaVrpI e Il The9odi um
salt of t lattgr maferleiyc.)\f{jn ‘:?4 ¢fo=thanPInaI ThCa:IatcnIm fsz)r of d- 6 - fluoro -

[ chr oma m&‘:"ﬂ 2?,00'{3" 6 éP Hg laﬁ - 4 4’ -

di OnQO(t cHbR&H)ICL 28 g sp dis: 1v1 CQ%

pr epar ed®268C. diat%§e?1\/8°r(g=lsm| rdethambounohdmiao ik water containing an 100

wat er co talq 18 egl ent anou uwhlel%amounc in 6RolgY of |dalc®m23; N, 8. 06.
nol es o ﬁﬂzﬂ?ﬁg‘ %ﬁqé nd then ;‘-%Jg?.?e Thgg% esg’ﬂ ﬁ%ezgf”"gg‘t&r é;‘le In this way,
t he desm'oaﬁld he above ‘crystal s ; piEace d,ip ’ ||sf I nmetal salt
of tHé hyGahd i M. i3l &0-Med with 1Otﬂhdﬂalkaﬁkfe-eat'thyﬂeta‘mﬂtsabeOrﬂy‘ldt 248 m . of

in the form of . an er is pprtigpp @IPQ)Q! r1 c acid in
o BRI W R L e

i
into lcdystdllie® Niesioey , whsesupSqass yumfamﬁtnllet correSpondl ng .
opt i caI I rysaat!lizpd/éronséﬂtrsl of @tlahglotOSI mlarly prepared, as are all 90

hydarfoi gs@ psls o Pt theay er the alﬁi‘a'I"P'eﬁlet al salts ofl0d - 6 -
f|>lu0r o _Flur cme &%@ﬁﬁzﬁb&?’ 5%&%1? epérgvh ; h;gll 1c§h%omgosmon
Iﬁdﬁ §Ft orggﬂ%ﬁe

[i nmi dazaidng] mﬂated asdhe/thanolate; . 1QCer ,fmﬁyﬁf '

thi ochrdd¥&t - 2,5 - dione (the prodmghteﬁeciﬁsdibélb&tered and the resulti ng

filtrat eA,waQ:alcExga,ppl e Il). 35 subseqyentdy wggntrg{,oed I'n vaculq@to afford
®

a fine r@ﬂﬁuaﬂ),SneJ,H{.Np“CBQOHyst al || zétdoana le
95 t he IL}_a58 ‘“htﬂesr”aIN 8,08m 20 m . of ingt4zaliie] -2',5I'hehml ci Litm salt of d -

- fl t a (18% ttd - 6' - spi@
[| m dazol | d|6zr12el ??%AQZINES%% uoro - spi f%ﬁ":p I?m dazol I di ne -?4 4' -
t hi ochroman] - 2,5 - dione (the product of 40 t hi ochroman] - 2,5 - dioneg,
mp. 224- Exarrple I1) is prepared by dissolving said [err] (c:1 in
met hanol ) . compound in water containing an 100



equi val ent anount in noles of calciumAnal. Calcd. for [err]
hydroxi de and then freeze-drying the C, 52.37; H 3.60; N, 11.11.

m xture. The correspondi ng magnesi unrsatt—Fourd:
is also‘prepared in this manner, as are all the 45 C, 52.19; H, 3.44; N,

10.94. - ! . other ‘al kal'ine-earth netal’ salts not only of 105 thjs
particu ar conpound, but also of d - 6 - The original filtrate (B) 3
then fluoro - spiro - [chroman - 4,4 - concentrated in vacuo and

resul\ing 7i m dazol i di nel] - 2',5 qirsms(t he product crystalline 4esidue

was subsequeqt anpr e r) r rystarri S'O—m_mrrg to
50 afford 1. 01§nﬂy le‘ efa: S Cons t] ngpmuﬁ agrtqgg fl?atas to £

esidm s a a e product is
110 pure I-bru0| ne sa - 6" - fl uokdiform $Pkvedy respect. Aodreyas GO bt

phar maceut i c:hﬂterdtmrod tqnmosn{mmsdhqroﬁghwr nleard-filled4gelatin tchpsaleh comainips tth 5- s
prevar ed s bASREER o P o 'é::;;t@dsr‘gﬂsr:&aﬁ 2 PR, ™ D
120-  mat&r i | e th (S‘B ‘.’1 | Reri stance so as to provide

wei ght SpeCIlfrgrederb )mw taElEts a o pr . ekl rcapsule with 250 mg. of the active d -

6 - Fluoro m a s tlarrdashwn containing 25, 10181(1 eingredient.

[ chroman , 8 e pectr ,lv. i‘:'te% r%j@ent’H 5 97, N gRanple vir
I m dazol i rapné 5mount e hygigto OU ydantoin 35

low (ro
Sodi um ci t r adospound in each case. polﬂ,do!{, %pa{-\h,? &,,d C and
Alginic acid 7 Examples 1—II, respectwely, were tested

1,572, 688 " i’éamp“‘ Vi %thflr 2bitigy fivg‘ﬂb? #@PFe
10 t |30I’ 9 0 utj tl C ?f: € mﬁpﬁ& o(% ] e
5 polvvd e}ha i%sl% ;‘@%3., Béﬂﬁ Qhﬁgm bamln%irgwn Cheley, ylr%%l eap%&ct 40 Sof t

el astic and Numrndicheddbplrowd conposi tion 87§(t9lﬁ®ra@)dght§§31ﬁ¢rbbyc§3fﬁe$ttmdt gelatin

capsul es contginigg this bl ended, tabl et§ o H-SpEHen tf]? H'ge""y
phar rraceutlca?lmmm&r Jon4fe then 5pﬁiffi@§‘dﬁ§erfgfidﬁa%éﬂf:w Soatie
bei ng of znuchthrm&raﬁﬁledzsemaineyl ngs@a suf fromiocalfitiergL@nd resyitsOdbtaimd mhze that

it contains 2 cad*m!th active 20mt er¢agh ¢ Oglvela@halie mé @b’wasﬂto

provi de ingre é lar':g‘ﬁe‘i"odo%t"ﬁfaé‘fs 266 al gcﬁfl“‘fpsr" p"m‘f‘ifé }(‘f’"qg;_fy i th 250
ng. of the active in a simlar fashi on cedateitdatibile te &4: an |ngred5@nt
100 ny. of tTie duied solid mixtgreasdipepared BGhenr espectively, by nerely wusing the
Exanpl e VII appropriate anount of the hydantoin The fol |l ow ng

spi ro-hydantoin 35 conpound in each case. ‘Percent Inhibition (f)onpounds of
Preparations B and C andCompowpties |-11, riesdect oy, MeMe teetdd Exanple
VI dI-CprrofPhﬁjB ability to redsce orsg nhi bis2 al dose A dry solid
phar maceug cal o reduct ase enziffe actlPity \Hsa t he 3procedure 15
I's prepared by y (}::e fol |l ow ng fg?S Hag n et aI ‘a descri bed
in the 40 materd.g ,ge,topg,gt[ in the propq;ptronss y Jour naI gk Bi ol ogi cal
Chem stry, Vol . HsdmerpfExaBi ght i ndi cated 82l ow. ; 65 11 10877 (1965)
and as nodified by K Sestani et al. in US. Patent No. 3,821,383. In every
d- 6" - Fluoro - d?r ¥n%1e VI casgdmltugrtere rate enﬁl oy ed was
partiall y60[' Mr§laZ ofgh spu'o4hydant mdrcated h'?li'r % % éﬁilCt ase
enzyne obt ai ourdb oﬁ(irrepa fatibr3 G 204 @ dn ministrlio@ NF  stre otocm

| ens. The r dixamplss é—bilarrmehtmlr.hw{ialtestqdm mulboroatamed in this manﬁér are each

conpound ar ef°fq§'§§£ %%'ﬁ‘ééﬁb‘t F‘&W’FW'WP%’;{ '?gfgt% ‘arxﬂ%r‘égé’f percent {781 s
of per cergs |sﬂ' dcﬁﬁe 81i.e€ ee m) (gﬁlv Bon ﬂ'ht as Q:éﬁpared to ttt?é case
activity wigrbcedureS¢samtiallyO dedeHibed WAMY. su5wmaaeadimpaimdma adwilissert

-ﬂ:

50 The dri eoglaggh gl‘lemo “?ﬁg n umws‘E atr?hu |n¢:_t|h aﬁgbmiz!g?t;&rherhmhtd tme %r88
Conpound sciatic nerve was d 11’ te Prep. B
85 198 induction of &betes The oﬁr;{g Jeresd 7-hour test p{nod) 100

100 98 39 55 - I Sorrer of Ex. | 88

63 - 23 -4 dl -Cpd. of Pr ep. C §

66 38 d- | SOEBmpsgEX. || 0.25 5§§“‘ Inhibiiog )SOmg./kg 76

74 1 -1sorger OfaﬁépdbprepB

Exanpl e VI |1 d-Isomerof Ex.I adm ni stered owral | y7at the dos-e I evel s 60 The

conpounds of P B and C and adfinis atré?r of4 strgptozotocin.
The Exanpl es | respect ively, were tested fesulfs obtained in this
manner are

fol | owi ng :{ﬁgﬁiﬂ tlorn i ndi cated 4, -8 and? 24 hours ﬁollé?rvrngthe



for their ability to reduce or inhibit sorbitol presented below in terns
of percent 75 accunulation in the sciatic nerve of inhibition (%
afforded by the test 65 streptozotocinized (i.e., diabetic) rats by the
conpou as m-ease procedure essentially described’in U S.
wher e /o corrpo i stered (|. ., Patent No. 3,821,383. In the

pr esenp\/st udy, mﬂ "um t ni mal where sorbitol |evels the amuntof
sorbit accumnula rrral ly rise fromapproxi mately 50-100 80
sci ati ¢ nerves was_measured 27 hour bSHi8%r M g. tissue to as high 8as__0.0
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