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+ Melting poinis were {aken in open eupillary tubes.

The vields reported are those after one recrystallization.

Elemental wnalyvses

were nide by Dr, J. Calderdn, of Instituto “Alonso Barba’’ of Madrid, Spain.

mien{al conditions of Lora-Tamayvo. ¢f al., were also tried, those
of Hoggarth gave much better results.  The formulas and experi-
miental data for the compounds prepared arc presented in Table 1.

Experimental Section

The arysulfonylthiosemicarbazide (5 nimoles) was suspended
in3mlof 1 ¥ NaOH. Several minutes of vigorous stirring pro-
duced a clear yellow solution. To this was added 0.78 g (5.6
nimoles) of methyl iodide i 1 ml of 959 ethanol. Precipitation
of the white, crystalline praduct was complete in 15-20 niin.
Samples for analysis were recrystallized from ethanol-water.
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Our interest in antiinflamimatory drugs derived from naphthu-
lene, of which thus far a-isopropyl-a-(2-dimethylaminoethyl)-1-
uaphthylacetamide (I)! has been the best representative, has
led us to svnthesize the 4-isobutyl derivative in analogy with
4-isobutylphenylacetic acid (ibufenac), a product known to
exert a marked analgesic and antiinflammatory action.? The
new  compound,  e-isopropyl-e-(2-ditethylaminoethyl)-4-iso-
butyl-1-naphthylacetamide, possesses an analgesic action dis-
tinetly superior to that of 1.

Experimental Section?®

The l-isobutylnaphthalene required was obtained by a new
general method for preparing 1-alkvlnaphthalenes, which will
be described in a later paper.

1-Chloromethyl-4-isobutylnaphthalene.——A mniixture of trioxy-
nmethylene (8.5 g, 0.283 mole), glacial acetic acid (110 g), anud
aithydrous HCl (11.7 g, 0.321 mole) was gently heated uutil
the trioxymethylene dissolved, and then 1-isobutylnaphthalene
(40 g, 0.217 mole) was added and the flask carefullv was closed
and heated for 20 hr at 85-70°.  After ccoling, the mixture was
poured into water, the separated oil was extracted with benzene.
and the resulting solution was washed with water and Na.CO;
and then dried (NaoSQ,). The benzeue was removed in vacio
and the product was distilled, bp 135-137° (0.3 mm), giving
a colorless 0il (35.2 g, 69.8¢7 vield).

Anal. Caled for CH,,Cl: C, 77.40; H, 7.36; Cl, 15.23.
Found: C, 77.24; H, 7.28; Cl, 14.95.

(1) a-Isopropyl-a-(2-dimethylaminoethyl)-1-naphthyvlacetamide, naplh-
thypramide. (a) 8, Casadio, G. Pala, E. Marazzi-Uberti, and G. Coppi,
FEzperientia, 20, 457 (19641; (b1 &, Casadio, G. Pala, T. Bruzzese, E. Cre-
scenzi, E. Marazzi-Uherti, and G, Cappi, J. Med. Chem., 8. 594 (1965); (c1
G. Pala, S, Casadio, T. Bruzzese, E. Crescenzi, and E. Marazzi-Uberti,
(teied., 8, 6Y8 (1965

(2) 8.8, Adarms, 1, E, Cliffe. 13, Lessel, and J. 8. Nicholson, Natuce, 200,
2571 (1963).

:3) The bailing points are uncorrected.

4-Isobutyl-1-naphthylacetonitrile.-—~A mixiure of I-chloro-
methyl-4-isobutyluaphthalene (46.5 g, 0.2 mole), KON (17.8
g, 0.274 mole), ethanol (77 nl), and water (30 ml) was refluxed
for 1 hr. Tle alcoliol was distilled, the residue was extracted
with ether, and the solution was wushed with water and then
dried (Na.80,). After distilling the solvent, the residue wus
purified by distilling at 145-147° (0.4 mm), and the oily
product then wus treated with petroleum ether (bp 40-70°) tu
give colorless crystals (18.3 g, 419 vield). On recrystallization
from petroleumn etlier, the compeund melted at 78-79° (cor).

Anal. Caled for CHEN: C. 86.05; H, 7.67: N, 6.27.
Found: C,8548; H,7.73; N, 6.18.

a-(2-Dimethylaminoethy])-4-isobutyl-1-naphthylacetonitrile.—
This procedure follows the method previously described.t 4-
Isobutyl-1-uaphthylacetonitrile (26.8 g, 0.12 mole) was alkylated
with 2-(N,N-dimethylamino}-1-chloroethane (13.55 g, 0.126
mole), refluxing for 5 hr in benzene (400 ml) in the presence of
sodamide (4.9 g, 0.126 niole).  The product obtained was distilled
at 170-173° (0.4 mm) to give a colorless 01l (22.9 g, 655 vield).

Anal. Caled for CuHgNs: €, 81.58; H, 8.90; N, 9.52
Found: C.81.04; H,9.01: N, 9.30.

a-Isopropyl-a-(2-dimethylaminoethyl)-4-isobutyl-1-naphthyl-
acetonitrile.—Alkylation of the above nitrile (22.9 g, 0.078
molel with 2-bromopropane (12.4 g, 0.101 mole) was performed
Ly refluxing for 18 Lir in benzene (500 ml) and in the presence of
sodamide (3.94 g, 0.101 mole). The distilled product, bp 174~
176° (0.6 mm), was a colorless oil (17.6 g, 67.1%. vield).

Anal. Caled for CygHpNa €, 82.00: H, 9.59;
Found: C, 81.16; H, 9.40: N, 817,

a-Isopropyl-a-(2-dimethylaminoethyl)-4-isobutyl-1-naphthyl-
acetamide.——Tlie hydrolvsis was performed according to the
general methiod recently reported.”  a-Tsopropyvl-a-(2-dimetlivi-
aminoethiyli-4-isobutvl-1-naphthylacetonitrile (33.6 g, 0.1 mole)
wis refluxed for 120 lir with u 1:1:1 mixture (131 ml) of concen-
(rated He80,, glacial acetic acid, and water.  The crude product
wis distilled at 188-101° ((1.25 mm) ta give a viseous oil (12,05
g, 547 yvield).

Anal. Caled for CullyN.0: G, 7702, H, 167, N 2l
Found: C, 78.52: I, 9.54; N, 7.75.

N, Sa.
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Amides of formuls I, related te the respiratory stimulant,
diethylnicotinamide, were prepared. Reduction of these com-
pounds gave a series of compounds represented by formulas
-V,

13 Part T of this series: 170, Villaw and Co AL Ellis, J. Med, Chera,, 9.
185 (19661,

{2 Isoquinueclidine, the common narme of (lds ring systen, s used throngle
o this mannseripd,
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