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4, 4'-Diisoamyloxythiocarbanilide and 4, 4’-Diethoxythiocarbanilide? are already known
as an antituberculosis agent. 4-N-butoxy-4’-dimethylaminothiocarbanilide® is known as an
antileprosy agent with a brand of “ciba.-1690”, Youmans, Youmans, and Doub reported
several thiocarbanilides* as an antituberculosis agent.

These thiocarbanilides show less antibacterial activity in vive than vitro. Sometimes it is
reported that the clinical results with these compounds are inconsistent. It is supposed that
the extreme insolubility of these chemicals in water hempers the absorption into blood stream
through intestinal system.

From this point of view, the author prepared several thiocarbanilides having a hydroxy(4-
hydroxy ~4’-ethoxythiocarbanilide-compound I) or carboxy(4- carboxyphenyl -4’- ethoxy-
thiocarbaniilde-compound II) radical considering increase in the solubility, and also prepared
§-4-ethoxyisonicotinylthiosemicarbanilide (compound IV) which is supposed to be considerably
soluble in hot water. Compounds III (3-hydroxy-4- carboxy-4/-ethoxy thiocarbanilide) and
IV and thiocarbanilides derived respectively, from PAS and INAH which are well known
conventional antituberculosis agent.

* College of Pharmacy, Seoul National University, Seoul, Korea
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On the IR(Nujol inspection of compound I, II, III, IV), absorption peaks at 2130~2040
cm™! (aromaticiso thio cyanate) and 3400 cm™!(aromatic amine) included in starting materials
were disappeared. Instead, absorption peak at 1050 cm™*(ethoxy) was appeared in compound
1—IV, and a new absorption peak at 3200 cm~'(phenolic OH) was appeared in compound
1 and III, and not in compound II and IV.

Absorption peak at 1690 cm“(carb(;xyl carbonyl) was also appeared in compound II, 1II, v
and not in compound I.

EXPERIMENTAL

Preparation of 4-hydroxy-4’-ethoxyhtiocarbanilide (Compound I). —1.99g (0.01
mol) of p-aminophenol and 1,79g(0.01 mol) of 4-ethoxyphenylisothiocyante® were
dissolved into 100 ml of methylthylketone(MEK)* and heated in sealed tube in xylene
bath for 10 hrs. Almost of solvent was distilled off after reaction, and crystalized in methanol,
then, washed with dilute acetic acid in order to remove unreacted aminophenol, and then
recrystalized in methanol again. Obtained 1,37 g(Yield 47.5%) of white crystal, m.p. 186~
187°. Anal. Calcd. for C,;s Hys O, N; S: N, 9,37, Found: N, 9.39

Preparation of 4-carboxy -4’-ethoxythiocarbanilide(Compound II). —1,37¢(0.01
mol) of p-aminobenzoic acid and 1,79g(0.01 mol) of p-ethoxyphenylisothiocyanate were
heated in MEK in xylene bath for 10 hrs., as same as experiment I. After the reaction
crystalied in MEK and methanol. Obtained yellowish powder 1.8g(Yield 56.9%), m.p.>
300°, Anal, Caled. for Cis Hys Oz N, S: N, 8.85 Found: N, 8.81,

Preparation of 3-hydroxy —4-carboxy -4'-ethoxythiocarbanilide (Compound III). —1. 53
g(0.01 mal) of PAS and 1.79g(0.01 mal) of 4-ethoxyphenylisothiocyanate were heated
in MEK in xylene bath for 10hrs. After the reaction solvent was distilled off, and
crystalized in 60% methanol. Obtained 1.2g(Yield 36.3%) of white crystal, m.p. 161—
162°, Asnal. Caled. for C;¢ H;g O, N, S: N, 8,43 Found: N, 8,40.

Preparation of 3-4-ethoxyisonicotinylthiosemicarbazide(Compound IV).—2.6g 0.02
mol) of INAH and 3.58g(0.02 mol) of p-ethoxyphenylisothiocyanate were reacted

in MEK in xylene bath for 10 hrs. After the reaction, almost of solvent was distilled off,
and crystalized in 70% methanol and boiled with 200ml of water in order to remove
INAH and by-producted water soluble compounds. Obtained 2.7 g(Yield 41.7%) of yellow
crystal m.p. 126~165°,

* The abbreviation used is: MEK, methylethylketone.
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