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The synthesis of o (2-0-hexyl-4,5-dimethoxyphenyl)-
cthylamine (I), which can be regarded as a hypothetical
fragment of emetine, has been reported.t  Although the
in vitro activity of this compound against Entamoeba
histolytica is comparable to that of emetine, its in i
nctivity has been found to be very weak.? It is quite
probable that the compound undergoes some change in
the svstem and the resultant produets are inactive.  In
the ubsence of kunowledge of the cause of this difference
I activity it was ('()11<id(>1'<-<1 worthwhile to svnthesize
N-dichloroncetyl (I1), N-carbamovl (ITI), N-cthyl (IV),
and N, N-dimethyl (V1) dertvatives of 1 for additional
tests
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Condensation of 1 with methyl dichloroacetate gave
IT* while the interaction of I with KCNO in ditute
tOH in the presence of AcOH furnished 111, Acetyla-
tion of I and subsequent reduction of the acetyl deriva-
tive ted to IV. T wus refluxed with HCOH-CH,0 to
provide V.*

Compounds IT and [II, and the hvdrochlorides of IV
and V have been evaluated for their activity.  None of
the compounds killed £, Bistolytica at a concentration of
1 X 107¢ /n vitro while emetine hydrochloride 1s active
at a dilution of 1:2536,000.  Beeause of this low activ-
1ty the compounds have not been tested i riva,

Experimental Section"

N-Dichloroacetyl-«-(2-n-hexyi-4,5-dimethoxyphenyl)ethyi-
amine (II),—After heating a mixture nf I (1 mole) and CHCl.-
COOMe (1.5 moles) 1 » steam bath for 3 hr, excess ester was
removed under rediced pressnre and the prodnet was reflnxed
with petrolenm ether (hp 60-%0°) tn remove the meacted
amine.* A solution of the crnde prodnet in Phli-petinlenm ether
(1:1) wus chromatographed nn adsorbent AlQ; which was
eluted with the same solvent and the product was crystallized
from Phli-petrolenin ether, mp 118°, . tnal. (CsHxCLNO;) C,
H,N.
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N-Carbamoyl-«=(2-1-hexyl-4,5-dimethoxyphenyl jethylamine
I -To a solution of T-HCL (1 mnle) in the minimnm amaonne
of HL0O, v zolntion of KONO 72,8 moles} in the mininvnm amonnt
af dilnce HrOH was added followed by dhe addithm o AcO11
o2 moles ) aml the mixtire was left avernight 1y a elosal flask.
The prodiner wos filtered and erystallized Tromodilnte FrOIT ox
fine needles, mip 1225, Aol (C LIM\ O CO LN

N-Ethyl-x-i2-)-hexyl-4,5- dlmethoxyphen}I)ethylamine (v,
The smine T 71 mole) was heated with AO (13 males
an o water bhath with 34 drmps of pyvidine Tor 2 b to give the
acetyl derivative which was arvstallizn] Trom petrolemn edier
as colorless needles, mp 45-03°0 The Acolerivative if malel wis
reduced with LAN 1.2 molest inadey 1260 Tor 6 o the amine
Bofled at 152154 (08 mun . 1t was vonverted into the hydroe-
ehloride and vrvstallized dom FHOAe as Hne needles, mp 110
Al 1 CyHaCINO )11, N

N.N-Dimethyl-«-{2-1-hexyl-4,5-dimethoxyphenyljethylamine
Voo A mixtmee of 108 mole), HCOH (007, 6.5 mnles). and
CHLO a9 14 maodesy wus heated on o steqin bath Dor 24
et canled, weidified with concentrated HCL and evaporatiad
nuder redirel pressares The mass was made alkaline and ex-
Iraeted (06O The amine boiled gt 176-178° (05 mm ) and
wis ranverted e the hydmehloride whiele erystallized from
LA e as Bne nealles, mp 138 160° ol (CRHELCINO O
H.N
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Although numeraus 2-dialkylaminoalkyl-substituted
benzimidazoles have been mentioned to possess anes-
thetic and analgetic activity.*7 few studies have becn
reported on the 1- or N-substituted dialkylaminoalkyl-
benzimidazoles.  Members of this class have been
prepared and screcned, largely without success, for
antimalarial aetivity S

We wish to report the extension of Sardesad and
Sunthankar's' dicthyl ethoxymethylenemalonate (M-
ME) (1) procedure ax n facile, one-step route ta 1-
alkylated  benzimidazoles.  In the original report,
IIMATLE and o-phenylenediamines were allowed to react
thermally and fractivpnated to praduce mixtures of
benzimidazole and benzimidazolone with the latter in
vast predominancee.  We have prepared o series of
monoalkylated n-phenylenediamines and treated them
in thix fashion and have obtained the corresponding
N-alkylbenzimiduzoles as the sole products.  This
procedure cirenmvents the classic formie acid-HCI
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