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SYNTHESIS OF NEW COUMARYLTHIOUREAS
WITH ANTITUBERCULOUS ACTIVITY

COUMARINS -and substituted coumarins are known to
be physiologically active and several of them pOssess
antibacterial and antifungal propertiesl. Both 3— and
4-pyridylcoumating  ate reported to be potential
central nervous system depressants®.  Also 3-amino.
coumarins are found to have antibacterial properties3.
Further, the usefulness of thioureas as antitubesculous
agents is well knownt. It was, therefore, thought of
interest to combine both the 3-aminocoumarin apd
the thiourea moieties into one structure and synthesise
3—coumatylthioureas having the general formula
shown and test them for their antiruberculous activity.

The synthesis of these compounds was carried out
by condensation of 3-aminocoumarin® wich diffecent
phenyl-isothiocyanates  (prepated  as  desceibed  in
literature)  in  boiling alcoho! solution when the
resulting thioureas were obtained as crystalline solids
from alcohol or acctone in about 75-800% vields.

The LR. spectrum  of a  typical coumarylchiourea
showed the following bands: 3300 (=N stretching),
1690 (-C=0 of lactone), 1640, 1550, 1510
(aromatic), 1240 (C=8) em-!. The N.M.R. spectrum
of the compound was slso fully comsistent with the
structure,

Screening for antituberculous properey of the con
pounds was done s titro, Youman's liquid medium®

was wsed for growing the organism, II:”RV strain of
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No. Colour M.P. activity
pg/mi
{. R,y,=Ry,=Rsy=H Colourless 197° 10
3 = CH, Rgy=R,=H Pale yellow 168-9° 3
3. R - H, Rg=CH,,. Ry = H Cream 205° s
4. R, =~ Ry = H, Ry = CH;, Colourless 211° 10
5, Ry=H,R;=Cl, Ry=H Pale yellow 217-8° 100
& Ry, = R,=H, Ry=Cl Light brown 227-8° {
7. R, =R,=H, R, =0CH; Yellow 172° .
8. R, =R,=H, R; = OC;H; Yellow 197° i
9. R, = Ry = H. Ry = GCH; (") Yeliow 286-8° 100
10, R;=R;=H, Ry =0C,;Hy(n) Yeliow 302-3° 100
11. R,=R;=H, Ry =0C;H,; (n) Yellow 131-2° 10
12. R, =R, =H, Ry =0CHy, (is0) Pale yellow 196° 10

S —

Mycobacterium tuberculosis var. hominis. Eight days Redighiero, G. and Antunellﬂ, C., Bull. Chim,
old culture of the test organism in Youman's liquid Farm., 1958, 97, 592,
medium was used for inoculation. Thereafter, the Burger, A, Medn?m;zl Chemistry, Wiley-Iater-

incubaton was Cﬂffied cut at 37° for 28 daYS. The Liiéinf% D\J;'vw }rolg(be;97gacv'3119{2 p. fgil( 11)

results were noted by observation of pellicular growth 17(5
at surtace. . American Review of Tuberculosis, 1947, §5, 529,

The minimum concentration of the compounds
(mendoned in rg/ml)  which completely inhibited
the growth of the test organjsm are presented in last
column of the table,

For comparison the activity under similar conditions
far streptomycin 18 1 pg/ml aad that of LN.H. is
0-04 ug/ml

All the compounds gave satisfactory elemental ana-
Iysis, The screening tests were carried out at Haffkine
Institute, Bombay.
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