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Hydrolysis of the 3-Alkyl-3-ethoxycarbonyi-1,2 3,4-tetrahydro-
1-hydroxy-2-oxoquinolines. Method D.—The exter to be
hydrolyzed was heated nnder vefhux with 5.V NaOH (4 ml/g) for
a thme dependent on the native of the 3-alkyl gronp (20 min for
ethyvl, n-propyl, r-butyt; 15 min for izopropyl: 10 min for ser-
butyt and isobutyl). The solution was poured into ditule HC
aud ice to vield the corvespouding 3-carboxyhe acid.

Decarboxylation of the 3-Alkyl-1,2,3 4-tetrahydro-1-hydroxy-
2-oxoquinoline-3-carboxylic Acids. Method E.—The carboxylic
acid was dissolved o warm diphenyt ether 110 g/g of acid) and
the tempernture cavefully was viised until CO. evohition com-
menced.  This temperate wax maintained nutil the decom-
position wax complete, and the sohition wax cooled and dihited
with ether. The hydroxamic acid waz extracted fnto 1N NaOH
aud liberated by addition of acid.
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Some metabolic inhibitions bronght aboat by the antinec-
plastic agent 6-mercaptopurine ave arteibitable to its anabolite,
6-thioinosinic acid.? Among other effects, thix nneleotide en-
hances inhibition of adenviosnecinase by cuprie ions,* possibiy
by formation of a enprie-6-thioinosinare complex.  Isopropyli-
dene-6-thioinosine forms 211 complexes with copper and nickel
i which the metal ix presnmably bound to the snlfnr and to
N-7 of the purine moiety, in analogy to copper and nicket chelates
of Shydroxyquinoline and a =eriex of aza nnalogs of 8-hydroxy-
quinoline refated to 6-hydroxypurine.

Experimental Section

Nickel Complex of 9-( 2,3-(}-Isopropylidene-g3-v-ribofuranosyt)-
6-mercaptopurine.—To a =ohition of 9-(2,3-O-ixopropylidene-g-
b-ribofuranosyl)-6-mercaptopurine’ (48.6 mg, 0.15 mmole) in
water (10 mb) containing 0.15 mt of 1T N NaOH wax added, at
ca. 45°%, 0.15 mlof .5 3 NiCl,. The yellow-green suspension wis
cooled, extracted with three 25-ml portions of chlovoform, and
the CHCL =ohition wns washed with water (25 nl), dried (Nn.-
=0, and evaporated to drvness, The dark =olid (51 mg) was dis-
solved i acetone: addition of petroleinn ether (bp 40-60°)
gave n vellow-green precipitate which was collected by centrifu-
gation and washed with acetone-petrolenm ether t1: 1),

dnal. Caled for CukllyNgNiOW: €, 44270 H, 1200 N,
15,50 Ni, 8320 Fonnd for materint dried at 90° 0,010 mj:
CL 4400 1 4550 N 1600 N, 8,00,

The complex stowly decompoxed withont mehting at 300°,
b ethauol, it showed absorption maxima at 228 and 322 my,
o/ Aaey DLTO, and 2 miniminm at 265 mig.

Copper complex of 9-(2,3-O-isopropylidene-3-v-ribofuranosyl)-
6-mercaptopurine wax prepared from CuS0O; and the above
mcleoside by the procedure used (or the nickel complex.  The
complex was isolated by extranetion with ehloroforin and obtained
ax 0 vellow precipitate by addition of petrolenm ether to itx
sohition m acetone.

Anal. Cated for CuolhCaNOSGaCHCOCH: ) 4753
HL 505, Cun, 7.100 N, 12,080 Fonud for material dried at 60°
W mmy): G 4034 HL A.600 Cn, 6,700 N, 13.20,
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Rerions pharmacological ~side etfect< noted 1o veemr with the
adiministration of 2-phenyleinchoninic acid® * have led to intensi-
fied reseavch in the svnthesis of anatogs of thix componnd.=&

Tu thix iuvestigation, a homologons =eriex of i-atkyi-2-02-
naphthyheinchoninic aelds,  extended threngh  the  hendeceyt
member, has been prepared nuder Ptzinger reaction conditions,
which invalidates the axsimuption of Bua-Foi, ¢ «/)7 thal com-
ponnds of type RCOtCH.,CHy in which R represents n 2-
naphthyl gronp and » ix an integer greater than 2 wonld be <o
steriently hindeved that ving closiee conld not ocenr,

Experimental Section

COEN anabyvzes were perfoumed by Huoltman Laboratories,
tue., Wheatvidge, Colo. Melting point= were deterined by the
capillary method and ave corvected. The molecular weight of
each cinchoninic acid was determined by the nonagneons ti-
tration procedures as ontlined by Fritz.»

General Procedure for 2-Naphthyl Ketone Synthesis.-—All
ketones in thix lnvestigation were prepared in good vield by the
interaction of 2-naphthoyt chloride with the approprinte dintkyl-
cadiminm reagent.

General Procedure for Preparation of 5-Substituted 5-(2-
Naphthyl)hydantoin.-—The 300-ml Pyrex huer of a monel-imetal
bouth wax charged with 0.01 mole of a 2-naphthyl ketone dis-
=otved in 100 ml of dimethylformamide f DAY To thissohition
wax added 1.5 equiv of KCN, dissolved in the least amonnt of
H.0, and 4 equiv of INFHLLCO, The bamb was quickly closed
and placed inan oven regulated at 115° for 24 e The reaction
mixture was then venderved atkaline by the additione of 107
agueous NaOH and any unveacterd ketone was snbsequenth
ether extracted.  Acidificiiion of the aqueons yer with con-
centrated FCHeansed precipitation of ihe hydantoin dervivative.

General Procedure for Preparation of 3-Substituted 2-12-
Naphthyl)cinchoninic Acids.-—A rveaction solvent was prepared
from 12 g of 8&5C KOH, 15 mlaf water, amnd 85 mlb of ethyt aleohol,
To thix =ohttion, 0.05 mole of a 2-naphthyt ketove and 0.07 nmole
af =atin was added, mad the resulting mixture was refluxed for
96 o with rapid =thrring. The ethyt aleohol was then removed
Liv distitlation and the vesidnat dark brown <ohition wax dilnted
with 50 ml of water and ether extracted 1o remove any nreneled
ketone.  Adjustinent ol the pllb of the agneons ayer to N4
with coneentrated HCE produeed o gelatinous precipitate which
wis removed by <neton filtration, fonnd to be an inorganie <ah,
and dizearded,  Subsequent adjustinent of the pll of the filtrate
to 5.0 with concentrated HC vesubted in the formatione of
thick grannlar tan precipitate which, after decolorvization and
recrystallization from ethana!, proved to be the desiced cin-
chonmnie acid. Hesuhi~ace stimmarvized in Table 1.
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