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Division of the History of Chemistry
American Chemical Society

Citation for Chemical
Breakthrough

Journal of the American Chemical Society, 1944, 66, (2704), 849,

THE TOTAL SYNTHESIS OF QUININE!

Ser:

Quinine preparations have been known and used
for centuries in the treatment of malaria. The
pure crystalline alkaloid was isolated in 1820, and
the extensive degradative researches of the last
century culminated in the proposal of the correct
structure in 1908, but the complexity of the mole-
cule has placed hitherto insurmountable difficul-
ties in the way of the total synthesis of the drug.
We wish to record the first total synthesis of qui-
nine,

The pure syn-
thetic d-quinotoxine dibenzoyl-d-tartrate had
m. p. 185.5-186°, and showed no depression in
melting point on admixture with a sample of
authentic material prepared from natural quino-
toxine. The synthetic d-quinotozine regenerated
from the salt was a very pale yellow viscous oil,
[e]lp +43°. Conversion of d-quinotoxzine to qui-
nine was first effected over twenty-five years ago
by Rabe [Ber., 51, 466 (1918)], working with
natural materials, during the course of his elegant
work which resulted in the determination of the
correct structures of the cinchona alkaloids.
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