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¢ Frietinas of approxinnitely 300 ml were enllected.

etharol extriet, ervstalline TIL-11C] 1994 g with donble melting
points at  139-142° and  146-148°1 precipitated.  From the
mother liquor another 247 g of ervstals (mp 140-142°) was ob-
tained. The total yield was 8700,

5-Deoxypyridoxal (IV)-~Chloroform (50 ml) wax overlaid with
woolation of 10.2 ¢ of TIT-HCT in 50 ml of water and stivred
at 55, A thick aqueoas suxpension of MuO. prepared® frowm
13.0 g of KMnOy, and 2.44 mt of concentruted HeSO4 were added
alternately in small portions nver 6 lir <o that the pH remained at
abont 4.5, The lower chloroforin layer (which extract= the
produet ax formed) was siphioned off each hoar and replaced by
fresli ¢hloroform.  The coarse of the oxidation was followed by
measaring the absorbance of samples of the two layers in 0.1 .V
aqaeots NaOH at 307 mg s for TIT) and 390 mu (s for
1V

The ehloroforin extracts were combined and evaporated in
varno.  The residue was extracted with petroleam ether (bp 30-
6H0°) aud vielded 4.76 g (58¢7) of IV, mp 104-110°. The mate-
rial was further parified by dissolving in beuzene, applying to «
colamn containing 150 g of silica gel (Merck, 0.05-0.20 mn,
wand cluting with beuzene containing inereasing amonnts of
chlorolorm. The desired prodiet appeared in fractions 15-33
(Table Ty, These fractions were combined and evaporated to
dryness, and the residine was crystallized from hot methanol
and washed with ether: mp 111.5-113°.

Adnad, Caled for CiHoNO. ) 68.56:
Foand: ¢, 63.62: H, 6.26; N, 9.34.

1, 6.00; N, @27

i8) AL Viseonting, C, Bhunther, wnl P, Karrver, Helv., Chim. Actu, 34, 1834
(16017,

N-Oxides of 9-(8-p-Xvlofuranosyl)adenine

and 9-(8-v-Arabinofuranosyl)adenine!
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The antitinor elfects of 9-{ g-p-arabinofuranosyl)adenine and
0-( 3-n-xylofuranosyljadenine are decreased by their conversion
ta the biologically inactive hypoxanthine derivatives through
cnzyvitic deamination.® A similar result has been observed for
3'-deoxyadenosine?® (cordycepin), but this deamination could be
nearly eliminated throngh the nse of cordyveepin l-oxide. The
<low enzyiatie reduetion back 1o cordycepin in the tumor cell
provided a means of continunons administration of cordycepin to
the tumor. Tnoan attempt to provide, similarly, a therapeuti-
cally beuter forur of the adenine g-arabinoside aud g-xyloside,

i1y This work wus carrial pne nmler the aaspires of tie Cancer Chemo-
therupy Natinpnal Service Center, Nuatinnal Cuancer Institute, National In-
sttntes of Health, UL =, Public Health Siervice, Contract N, PH-43-64-500.
The npintons expresserl in (his paper are thnse nf ¢hie anthors aml nut neces-
surily (s of the Canver Chemotherapy Natinnal Service Center,

i2¢ GooAL LePage and 1 G dnnga, Capesr Res,, 36, 46 (19657,
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thenr F-oxides were prepared by the methods deseribed i idis
paper.

lkxperimental Section’

9-{ 3-v-Xylofuranosyl)adenine 1-Oxide. - A =olation ol 220 g
1524 mmoles) of 9-g-v-xylofiranosyladenine in 125 ml of glacial
acetic acid which contained 11 ml of 30¢7 tqguieons Hat)y wis stared
at room remperature for 6 days® then wis cooled 10 0° wnd the
oxcess peroxide was decomposed by the caatioas additian of 57,
Pd-C.  The mixture was filtered throngh Celite, and the filtrate
wis evaporated 1o drviess i vacio th give a pale orange salid
which wax a 3:1 mixmre of prodier and starting material
shown by paper chromatography in =olventx A and B. Tii-
arration with seversd portions of warm methanol removed the
srarting material {o leave 1.0 g (43497 of uxide that wis homao-
geneols o1 paper cliromatography in =olvems A and B and had
mp 2 50° dec.  The analyticid sample wax obtained by re-
crvstallization from methanol:  mp 244-246° dec: [w]®%5
—32° fe b, owaterd: AU 05K g el 17000 NTO261 mip
(e D160 1 AML Y307 i {e 50507, 265 11 (e 940071,

Anal. Caled for CualluNat OO 424 H 4620 NO 247,
Found: €, 42.2; H, 481 N, 246,

The product had R, valies of 0.24 and 2.0 on paper elumnniing-
raphy in solvents A und B, respectively, ax compared with xyl-
faranosyladenine which had fr.a valies of 0.66 and 1.3, respee-
tively.

9-{ g3-n-Arabinofuranosyl)adenine 1-Oxide.- -A  solution  of
(L350 g 1187 mmoles) of 9-i B-p-arabinofurannsyladenine with 3
wd ol 307 HaOw i 25 ml of glacial acetie acid was stored far 10
days at room teniperatare, then worked np as described for the
preparation of 9-(@-p-xylofuranosyladeniue 1l-oxide ta give a
mixture of produet and starting material.  Trituration with re-
Huxing 957 ethanol dissolved the bulk of the starting material
Lo vield 030 g (7407) of produet, Reeryvstallization from water
gave the analvtiend sawple: mp 245-252° dec:  |a]*p 4157
(e 1.5, wider):;

AET258 g (e 12,200)0 ANTO260 mp e
N6500: N 305 mp (e 5790), 267 mip (e RTH00

Anal. Caled fir CyHoNGOL O, 424,
Fonud: €, 424 H, £91: N, 245,

Paper chromatography in salvents A mad B3 showed spots
R 052 and L3, respectively, compared to starting niaterial
which had £, 0.22 and 1Y, respeetively, and adenine I-nxide
which had K. 9.41 wnd T4, respectively.

1, 4620 N, 247,

11 Melting points swoae caken pinoa Thomas-Hoover appuaratns amwl are
rorrecter]. Paper rhimanaygraims were ran by the descending metlnml wicly
ilenine nser] for o xtamlanl.  Solvend systems were water-satnratmd bhitonnl
tsolvenc AY and 59 wpens Na: PO olvent By,

i ML N Sever 11 Muagrach, LW, S, aal Go s Brown, J,
Lan, hean, Sor., 80, (158).

Esters and Amides from Mannich Ketones
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Reduction of Mabuich ketones ta the aleahols followed by
benizoylation las been reported 1, give exters possessing locid
anesthetic action.? Some new exters of thix type have becn
sybthesized from 2-(f~amino)methyleyelohexanol nnd  viaions
acyl  chlorides.  When  the  2-(f-amino)methyleyclohexanone
was rednctively aminated by g modification of the metliod nf
Sniith aud Day? and the rexalting cyclohexylamine derivative
was treated with an acyl chloride, amides corresponding to the
esters were formed. All the compounds were isolated as their
hvdrochlorides und are listed in Table 1.

i1y Departmenc of Chemnistry aml Bivlogy, Welsh College nf A dvanel
Technology, Cathays Park, Candiff, Wales.

(2) C. Mannich aml W, Hof, Arch, Phurm., 266, 589 (1427} . Manni:h
aml R. Braan, Ber., §8, 1871 (1920).
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