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N'ALKYL-SPIRO-ISOQﬁINOLINE-PYRROLIDINE TETRONES
AND ANALOGS THEREOF USEFUL AS ALDOSE
REDUCTASE INHIBITORS

This invention relates to
N‘-alkyl-spiro-isoquinoline-pyrrolidine tetrones of
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wherein Rl and r2 are independently hydrogen, alkyl
containing to 1 to 6 carbon atoms, halogen, lower
alkoxy containing 1 to 6 carbon atoms, trifluoromethyl,
nitro, aryl or aryl(lower alkyl)oxy wherein aryl
contains 6 - 10 carbon atoms and lower alkyl contains 1
to 6 carbon,atoms;'R3 is hydrogen, lower alkyl
containing 1 to 6 carbon atoms, aryl, aryl(lower alkyl)
or halogen substituted aryl(lower alkyl) wherein aryl
contains 6 to 10 carbon atoms and lower alkyl contains
1l to 6 carbon atoms, or benzothiazole of structural
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al koxy cgntaining 1 to 6 carbon atoms, trifluoronethyl, nitro, aryl or
aryt (I ower al kyl)oxy wherein aryl contains 6 - 10 carbon atons and | ower
al kyl contains 1 to 6 carbon atons; Rl err] is hydrogen, |ower alkyl
containing 1 to 6 carbon atoms, aryl, aryl (lower alkyl) or AHE-8gért
substituted aryl (Il ower al kyl) wherein ary2contains 6 tg

and | ower al kyl contains 1 to 6 carbon atons, or benzot_iﬁmpSHEEﬁlﬂ\ BE
structural fornula [err] wherein Rerr] is hydrogegPLADED ogen
al kyl containing 1 to 6 carbon atons, |ower al koxy cont &r+Ag—11T0 © carbon

atons, triflugraonet.hyl,5nitr.o ryl or_aryl(lo Kyl wherein aryl
contains 6 to%%Egéi'(ﬁ]eﬁ%n&?%ﬁhg#%MB?aa¥ﬁ§P’2%%Fg?n§°%%§§n§n aﬁb&ﬁ a?ons;
and Rl err] is 6aldapbogoratams ngldwen dlkeosyboanbadningalyke &r ghgbowrer al kyl )
wherein aryl i n an I ins 1 to 6
car bon atons,%gby ) ?ér€§§%£%§?¥$¥¥3f%?€f?[egf¥2§f£r?figéﬁgge3a

-(CH err]) [ er Aldl \ger yherein aryb eengaeneofpband8 GavybophateRSeut i cal

properties whisgl NeAY dNem henefinal1fes $heappeMentbrs ;ohnlr gt mant of

di abetes nel lituys _.associated conplications,
a&%yl conté%nf%g {HEO f% carbon atoms, aryl,

aryl(loweralkyl) wherein aryl contains 6 to 10 carbon
atoms and lower alkyl contains 1 to 6 carbon atoms,
acyl, carboalkoxy, -(CHZJnCOZH or -(CHz)nOH,_whergin n
is 1 to 6. The compounds have pharmaceutical
properties which render them beneficial for the
prevention of treatment of diabetes mellitus associated

complications.
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