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* All compounds were recrystallized from E(OH unless nther-
wise noted. * Hecrystallization fromr MeCN. ¢ All compountds
were atlalyzed for C, H, N.

idene Hydrazides.-—-1un a typical reaction, 3.06 g (0.01 mol) of
N-(4-bromophenyhauthranilic acid hydrazide, 2.46 g (0.01 mnoh
of p-N,N-bis(2-chloroethylaminobenzaldehyde in 40 ml of 15tOH
colttaining 1 drop of HOAe¢ were reflixed for 4 hr.  The reaction
mixtire was cooled, the precipitate filtered o yvield 5.1 g of erude
material, mp 195-199°.  Recryvstallization from MeCN raised
the melting poiut to 108-194.5°.

Some Substituted

[p-(p-Ethoxyphenyl)anilino]acetamides

Co. Brancacoro, Go Lerriery, Al Larizza,
R. Virerso, axp (i, CL Prria

Rescacch Laboralorics, Richardson=Meerell Sop..1.,
Naples, {taly

Received Noveniber 24, 1963

In further scarch for pharmacologically active arvi-
aminoacylamide derivatives! we have synthesized o
series of compounds of the general formula I. However.
noue of the compounds described here (see Table I}
was active when sercened for analgetic or antiinflam-
matory activity.

(‘H»(J.\'Htl/H(‘()J\”

R

!

Experimental Section®

General Procedure.— A solution of 0.1 mol of p-(p-ethoxyv-
phenyDaniline and 0.1 mol of the appropriate halogenoacylanide
inn 200 ml of n-PrOH was refluxed in the presence of ai excess of
NaHCO; for 3-4 days. The cooled reaction mixture was con-
centrated, diluted (H.Q)), and filtered. The solid obtained was
recrystallized till the compound was chromatographically pure.

Ethyl Ester of N-[p-(p-Ethoxyphenyl)phenyl]glycine.—-p-(p,
Ethoxypheuylaniline (30 g), 24 g (16 ml) of ethyl bromoacetate,
and 15 g of NaHCO; in 200 nil of n-PrO1, were refluxed for 4
days. The cooled reaction mixtnre was filtered aud the solid
residue was partitioned (Et,0-H;0). The Et,O layer was
separated, dried (Na»30y), and coucentrated to dryuess (26 g,
vield 58¢7). A saniple recrystallized from EtOH had mp 137~
139°. Anal. (CsHuNOy)) C, H, N.

[p-(p-Ethoxyphenyl)anilino]acety!(.\'-methyl)piperazide.--—-A
mixlure of 5.5 g of N-[p-(p-ethoxyphenyl)phenyliglycine ethyl

(1) A, Larizza and G. Brancaccio. US. Patenr 3,264.349: G, Brapeartio,
A. larizza, G. Lertieri. and R. Virethio, Formaro Ed. Sei., 22, 930 (1067
and the references indicared therein,

(2) Melting points were determined in vapillary nibes in a heated vopper
Ilock and are uncorrected. Tle was carried vur on silica gel using Ph1l-
Mede—petr ether (1:1: 1) as the splvenr sy=tinm.
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I FAUNTI 152154 A ChgHaaNDs
I n=-PrN1i 15349161 A CrplTasNLOy
11 ~-PrN 1 150151 A ol NLO,
H #-BnNH 1552135 3 Clyg s N2Oy
1 see-BuNH 113-115 A+ D CypllyNaO,
H /-BuN 1 165167 A CaogHusNoOy
H -BuXNTi 129-1231 A+ D Cap s N 4D
('”;; n=-PrNTI 124126 13 (‘qo[{esxu():
T N 151 [ ( 'r-_)oH-;];N-z( )y
1 -PreN 124-125 ¢ Claol Ty N0
11 Pyrroliding 176178 I CapllN
I Piperiding 160171 A )
I Morpholino 145147 Copl T N0y
I N-Methyl-

piperazine 166108 I

AL LtOAer B EwWIL ¢ 95° OI: D, petr ether (bp

40-6%°1; 1%, MeCN; F, dioxane. * All eompounds were analyzed

Tor C, H, N.  'The analytical results obtained are within 0.7,
of the theoretical valnes. = C: ealed, 74.54; found, 74.11.
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ester and 4.4 b of [reshly distilled N-inethylpiperazine wux
refluxed for 4 days. The reaction mixture was then (reated with
t0OAe nnd filtered (see 'Table 1),
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In connection with our interest in pharmacologicul
properties of G-uminochromuan derivatives! we have
svithesized compounds of structure T where R rep-
resents an alkyl or arviurea, or thiourca moiety; and

R’ can be H, Clor Me. These compounds are related
to the pharmuacologically active 2,3-dihydro-2-mothyl-
benzofurany! analogs.®

Experimental Section®

N -Methyl-6-aminochromane.--A ixture of G-aminochro-
mant (9 g) aud 907 HCO.H (3 wl) was boiled for 90 miw.

V11 G Leaieri. G Braneareio. V. Larizza. R, Vilierhbo, and G, C. Perri,
Provesparse Bl Nei, 24, 210710, in press,
+21 David R Herbsi, UL 803,252,009 [, Abestr., 86, 3835 (101341) |
1) Melting poinrs were dereymined in open capillary tubes aml wre
nneayrected.
DN Heieh, Cudloet, Cucin Chenee Crnncac, 24, 3136 0195D),
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R R N Ra Alp, °C solvent I'orinula Analyses?
I H H (6] CeHs 209-210 Al CisHisN1Os C,H, N
2 H H O 4-C]C5H4 226—227 Al C1GH17,C]N203 C, H, :\
3 H H 0 (CH?)SCH& 125-126 AC—Petl' C“H-zoN:Og C, H, N
4 H H o) CsHs 125-126 B-Petr CsH;sN:OS C,H, N, 8
D CH; H S CEH; 146-148 B-Petr Cl;Hlst\.zOS C, H, :\, S
6 CH; H (0] CsH; 204 Al CH 5N:0, C, H, N
7 H H (0] 3-0:NCsH, 236-238 D-W CisHisN;04 C,H, N
o] H H (6] 4-C.H;0CsH, 190-192 Al CisHoN 04 C, H, N
9 H H (6] 2-CH;0CsH, 175-176 Al Cy:HisN2Oy C, H, N
10 Cl H O CeHs 204-206 B-Petr CisHi;CINLO, C, H, CI, N
11 H CH; O CeHss 146-148 Al-W CrHiN,Os C,H, N

@ Al, EtOH; Ae¢, AcMe; Petr, petr ether (bp 40-70°); B, PhH; 1), DM8O; W, H.0.

dicated elements are within +0.3% of the theoretical values.

After cooling, the reaction mixture was diluted (HsO); the precip-
itated N-(6-chromanyl)formamide, was filtered, washed (H.O),
and then crystallized from EtOH-H,O: yield 8.2 g (779);
mp 95-98°. An analytical sample was recrystallized from the
same solvents, mp 98-100°. A4nal. (C,tH,NO:) C, H, N.

A solution of 8.2 g of N-(6-chromanyl)formamide in 200 ml of
atthyd PhH was added dropwise with stirring to a shury of 2 g
of LAH in Et:0. After the addition was completed stirring was
continued at room temperature for 2 hr and then the mixture was
refluxed for an additional 3 hr. The unreacted LAH and the
formed complex were carefully decomposed with Et;0 saturated
with H:O. The inorganic salts were filtered off. Theevaporated
ehereal solution left an oily residue which was distilled, bp 115°
(0.001 mm), yield 5.2 g (609 ). To avoid autooxidation the com-

¢ The analytieal results obtaiued for the in-

pound was used immediately for the subsequent steps.
crate melted at 135-137°. Anal. (C;;H,;1N,Og) C, H, N.
General Procedure for Compounds in Table I.—A PhH solution
of the isocyanate or isothiocyanate was added dropwise with
stirring to an equimolar amount of the appropriate chromanyl-
amine dissolved in the same solvent and cooled at 5°. After the
addition was completed, the reaction mixture was diluted with
petr ether (bp 60-68°). The precipitated solid was filtered and
crystallized from appropriate solvent or solveunt mixture.

The pi-

Acknowledgments.—We thank Dr. A. De Leonibus
for the microanalyses.

Book Reviews

Two Books on Psychotropic Drugs.

I. Neurophysiological and Behavioral Aspects of Psychotropic
Drugs. Edited by A. G. Karczmsr and W. P. KoELLa.
Charles C Thomas, Springfield, Illinois. 1969, xviii + 199
pp. 18 X 25 ecm.  $12.30.

II. Drugs and Youth. Proceedings of the Rutgers Symposium
on Drug Abuse. Edited by J. R. WirrrNBorN, H. BriLt, J. P.
Ssity, and S. A. WitteNBogrN. Charles C Thomas, Spring-
field, Illinois. 1969. xiv + 485 pp. 18 X 26 cm. §22.75.

The two symposia covered in these books complement each
other. Book I is concerned with EEG patterns elicited by LSD,
cyclazocine, and Ditran, with physiological responses to such
drugs and to schizophrenic thinking, and with experimental
studies of acquisition, retention, and other learning and memory
patterns. Book II gives an overview of drug abuse in middle
class youth aud the social problems involved in coping with
drug dependeuce. Special chapters are devoted to morphine,
heroin, and cocaine, to the amphetamines and barbiturates,
and to marijuana and LSD. For each of these ageits every psy-
chiatric aspect is considered, and possibilities of therapy are dis-
cussed to break dependence and treat pharmacologic side effects.
Obviously, the appearance of dependence and of maiy side effects
ix dose-related, and the doses leading to these couditions
are iicredible and appalling.  No simple solutious, either sociologic
or punitive, are proposed, but sevei papers deal with drug abuse
and the law and take, on the whole, an enlightened and geuerous

attitude, especially for marijuana which is misclassified by current
legal regulations, Other research articles concern themselves with
drug abuse specifically among teenagers and college students, aud
unfold the many unfinished agenda, the implamantation of which
baffles sociologists, law enforcement officers, the families of drug
abusers, and last but not least, the physicians who see the abusers
usually when it is too late to reverse the trend which has led to
physiologic and psychiatric disaster.

Through these pages oie gets a glimpse at the “now generation”
which comprises so many members opposed to regular work and
jobs, at the youths who purposely seek to substitute hallucina-
tion for “normal”’ thought processes, and who drift without aim
into ever iucreasing abuse of single and combined drugs. The
task for chemists should be to follow the pattern set by non-
addicting narcotics, and to search for more selective agents which
could slowly supplant at least those compounds which must be
manufactured for therapeutic purposes but which at high doses
lead to the array of dependence and abuse potential for which
they have become notorious. It has been the rule rather than
the exception that the pharmaceutical industry has turned off
their research programs on such drugs as soon as the public
image of the drug and its originators has become endangered.
Continued research in just these areas should ultimately give
the physician those weapons with which he could begin to combat
the abuse and the ensuing physiologic damage caused by at least
some of the drugs disciizsed it these two vohunes.
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