206

Aec NH -CH-S50,-N R-C(:NH) -SR* (II)

J. R’ = Phenyl; R" = Ethyl; m.p 209-10°
2. The free base ; mp. 192-93°
3. R’ = Pheny!; R* = Propyl ; m.p. 206-7°
4, The free base ; m.p. 195-96°
5, R’ = Phenyl; R" = Butyl ; m p. 207-8"
8. The free base ; m.p. 191-92°
7. R’ = Phenyl; R” = Allyl ; m.p. 204°
8 The free base; m.p. 193-94
9. R’ = Phenyl:; R’ = Benzyl; m.p. 205-6"
10, The free base ; m.p. 190°
11. R’ ~— Phenyl; R” = p-mitro-benzyl ;
m.p. 201°
12. The free base ; m.p. 166° (decomp.)
13. R’ = p-tolyl ;: R” —= Ethyl; m.p. 204-6"
14, The free hase; m.p. 188-89° |
15. R’ = p-methoxy-phenyl; R = ethyl;
m.p. 200-1°
16, The free base ; m.p. 194°
17. R’ = g-naphthyl; R” —= ethyl ; m.p. 201-2°
18. The free base ; m.p. 186-88°
These compounds await pharmacological
examination.

Organic Chemistry Laboratories,
Dept. of Pure & Applied Chemistry,
Indian Institute of Science,
Bangalore,

August 9, 1944.
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SYNTHESIS OF SULPHANILAMIDE
COMPQUNDS CONTAINING
ALKYL-THIOL.1-SUBSTITUTED
THIOSEMICARBAZIDES

IN a previous communicaiionl sulphanilamgde
compounds with thiosemicarhazide, and 4-phe-
nyl-thiosemicarbazide have been descriked.
Due to the pronounced basic characier of the
hydrazino group (-NH.INH,) in all these cases
acetamino benzene suphonylchioride reacted
with the nitrogen in position 1. It seemed to
be interesting 1o prepare suiphantlamudo derl-
vatives of 1-N-aryl thiosemicarbazides. There
being no basic group like (.NH.NH.) present
in l-substituted aryl-thiosemicaibazides they
did not react with the rulphochloride. But
1-N-aryl-thiosemicarbazides reacted readily with
alkyl halides to glve the corresponding alkyl-
thiol derivatives which reacted readily with
acetaminophenylsulphochloride 10 give the
compounds of the general formula (I) or (1I)

Ac'NH'CeHy 50;-N = C-NH'NH'Ph (1)

|
SR
Ac'NH- C.ﬁHi"SOﬂ“b‘T‘ (l_‘, : NH (II)
NHPh SR
= Ethyl; m p. 104-7°
= Propyl ; m.p. 91°
= Butyl; mp.110"

Allyl; m.p.83-6"
: Benzyl ; m.p. 62-7°

6. p-nitrobenzyl ; m.p. 125°

Further work is in progress ta elucidate as
to whether the sulphanilamide compounds pos-
sess the structure (1) or (il).

7 1 0 19 1
P 4 70 5 4

Letters to the Editor

[Currmt
Science

The pharmacological studies of these coin-
pounds are In progress.

Organic Chemistry Laboratories,
Dept. of Pure & Applied Chemistry,
Indian Institute of Science,
P. C. Guna.

Bangalore,
August 9, 1944, V. MAHADEVAN

). Curr. 8¢, 1943, 12, 150,

STUDIES ON ANESTHETICS AND
LOCAL ANZEZSTHETICS

N-Substituted Amides and Esters of
Nicotinic, Picolinic, and Iso-Nicotinic Acids

Or the three isomerie pyridine monocarboxvlic
acids, the B-variety, #iz., nicotinic acid has, in
recent years, assumed great importance a4s an
accessory food factor belonging to the vitamin
B complex! with great therapzutic possibilities.
Further ils diethylamide, familiarly known as
‘Coramine’, is a reputed rcardio-respiratory sti-
mulant2 A further point of interest in. this
acid 1s that its N-substitued ethzanolamine and
homologous esters have been shown 10 possess
loca}l anaesthetic activity.3

The present work. thereforve, involves the
preparation of the three isomeric acids from
B~ and v-picolines isolated fromn the middle il
fraction of Indian coal-tar, and the a-acid fromn
a sample of a~picoline. The g~acid was also
prepared by the decarboxylation of guinolinic
acid obtained by the oxidation of dqinoline
(1) isolated from Indian coal-tar, and (i) syn-
thesised by Scraup’s method.

Though there 1s considerable literature on
the oxidation of the picolines and dauinoline,
the available information was found 10 be
very inadequate, and the detailed conditions
for their convenient preparation had to be
worked out using KMnQ, solution at tempera-
tures below 100° C., and isolation of the acids

through the copper salts. Results of our
experiments are given belox:—
Raw material : . YiE]El' Equi-
ced Acid obtained {(% oa| M.P galent
il theory),
|
1. a-Picoline Picolinicacid | 26  [135-136° 123.4
B.P. 124-29°
2 Mixture of B Nicotinic acid | 11 225-226°] 1255
& y—picoline *{Isonicminic 123 [305-306°| 122.}
B.P. 140-47" acid
3. Quinoline Quinolinic acid| 33 J180° 839
B.P. 230-35° (decomp
4, Quinolinic Nicotinic acid| 80 !232° 12;.2
acid

eb—

* Geparated from the oxidation prodict by repeated
crystallisation from absolute alcohol.

Coramine (b.p. 172-173°/19 mim.) has been
prepared {(yield, -68-8 per c¢ent.) from nicotimic
acid, via. its acid chloride, by the action of
diethylamine also prepared in this laboratory.



No. 8 ]
Aug. 1944

From the acid chloride of the above pure mono
acids, the following new N-substituled amides,
which are likely to possess ansmsthetic action,

have been prepared.

(1) Picolinic acid p-anisidide, m.p. 88°;
(2) Picolinic acid o-anisidid2, m.p. 110°;
(3) Nicotinic acid p-anisidide, m.p. 141°;
(4) Isonicotinic acid p-anisidide, m.p. 133°;
(5) Picolinic acid benzyl amide (semi-solid).

g-Chlorethyl picolinate, C.H,N-CQO,-CH,,.CH,,.
Cl (b.p. 136-138°/5-7 mm.) and g-chlorethy]
nicotinate (b.p. 167-68°/45 mm.}, have been
prepared from the corresponding acid chlorides
by the action of ethylene chlorhydrin. p-Metho-
xyphénylaminoethy! picolinate, C;H.N-COOG.CH,.
CH,NHC H,OCH,, was ypreparel from the
chlorethyl ester by the action of p-anisidine;
acetyl derivative, m.p. 170°. Further work on
the preparation of some- {ypical esters and
amides of this series is in progress. The

compounds prepared await pharimacological
examination.
Organic Chemistry Laborateries,

Dept. of Pure & Applied Chemistyy,

Indian Institute of Science,

Bangalore, P. C. GUHA.

August 9, 1944, R. KRISHNas MALLER.
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N1 AND N¢ SUBSTITUTED
SULPHANILAMIDES

Part I. Schiff’s Base of Sulpha-pyridine
and Sulpha-thiazole

ALTHOUGH a number of Schiff's bases of sulpha-
nilamide have been prepared and they have
shown to be therapeufically acttve, no syste-
matic investigation seems to have been under-
taken on the preparation of Schiff’'s bases of
the two well-reputed sulphanilamide drugs,
vig., ©f sulpha-pyridine and sulpha-thiazoie.
The three anils .of sulpha-pyridinel known so
far have been prepared by the action of benz-
aldehyde, p-methoxy-benzaldeshvde and cinna-
mic aldehyde, and they have Dbeen found to
possess good therapeutic propertles, No anil
(Schiff’s base) seem to have been prepared
from sulpha-thiazole,

Aminothiazole to he used for the preparation
of sulphathiazole required as the starting mate-
rial for our work was prepared by the action
of chloracetal (prepared in this laboratory in
catisfactory yield*) on ihiourea. The method
(Enghsh patent, EP. 540,032, by the Britisl
Drug House, Ltd., by the action of hrominated
alcohol on thicurea; and the Indian Patent,
29345, by the Director, Ilaftkine Institute,
Bombay) by the action of chlorinated alcohol
(in none of which details are given) came to
our notice after the new method of preparation
of aminothiazole was establishcd in this labo-
ratory. ‘The reaction proceeds as follows:-—
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207
NH CH(OEt), NH
i . }:H ) s ‘.(l: (iH(DEt)z
HEN“C P -l I'IE.IT"
N \S/CH"’"’
SH
N——CH
——— il il
HEN'C CH
Ng/

The following anils of suipha-pyridine and
sulpha-thiazole have been prepared: -

O
\I i !'ICH
ReCH=N"C H,*SO2" NH— or—C CH
N \S/
—_ —— .
Melting point | M.P, of anils
R i of anils of sul- of sulpha-
phapyridine thiazole
)
Call; 240° 202°
~0OCH;-Cqgll, 205° 160°
3-"H, 4-0°R,;-CgH, 146-47° 2489
3,4, (OCH,), -CyHa 210° 198°
Coll,-CH =CH 210° 260°
C,H,0 (furfuraldehyde) 2147 chars at 210°
wmi~NUg Ty, 254° 2312
m—C1. C&H,ﬂ, lOlﬂ 124ﬂ
Cetd;°CH, decampaoses at 164°
100°
Fuller details will be published elsewhere.
These compounds await pharmacological

examination,

Work on the preparation of some more anils
as also some acyl and sulphanyl derivatives, is
N Progress.

Orgamc Chemistry Laboratories,

Dept. of Pure & Applied Chemisiry,
Indian Institute of Science,
P. C. (GunAa.

Bangalore,
August 9, 1944, K. R. DoraswaMl.
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1. Kalloft, H, G., and Hunter, J. H., /. dmer. Chom,
Soc., 1940, 62, 168, 2. vide Curr Sct., 1943, 12, 82,
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STUDIES ON ANESTHETICS AND
LOCAL ANZESTHETICS

Amides and Esters of 2:5-Dicarboxy-furog-
(3:4)-p-dioxan

GiLman! observed that p-diethylamino ethyl
esters of acids containing aminobenzene, bhen-
zene, pyrrole, thiophene and Juran rings possess
low local angesthetic action, Cook and Krekel
from 2 comparison of the lccal anmesthetic
actions as exhibited by the diethylamino ethyl
esters of benzoic and furoic ucids, showed that
furoates are frequently somewhat supericl,
Degnan and Pope® prepared lavge numboer of
N-alkyl N-aryl furaminines, and made the
interesting observation that N-n-butyl N’-pe
phenetylfuramidine hydrocnloride is more tha:
three times as active as cocaine, and it iz not



