1966 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Other molecular modifications followed : perphenazine (“Trilafon”), trifluopera-
zine (“Stelazine”), and trimepazine (“Temaril”).® In the mild franquilizers
field, a Dr. Berger had discovered mephenesin, a muscular relaxant, in England,
and came to the United States to patent a molecular modification, meprobamate,
as a tranguilizer, which was marketed by Carter (“Miltown”) and Wyeth
(“BEquanil”) in 1953. Both products were highly advertised, a condition of
Wryeth’s license from Carter being that Wyeth would spend at least 20 percent
of total meprobamate sales revenue in promoting its sale® Smith, Kline and
French found itself with the potent tranquilizers and no mild tranquilizer ; it
then began to advertise “Compazine” as a mild tranquilizer. “Compazine” is
actually mueh more potent than “Thorazine.”  Medical opinion inclines to the
view that none of the later modifications of the original phenothiazines has been
a marked improvement. Dr. Lehmann testified: “There hasn’t been a very much
better one than the very first ones that came out, in the six or seven years of
frantic research since then.”® No diminution in the incidence of side effects
could be demonstrated.®

The situation in the antibiotics market is largely the same, but of greater
complexity. The discovery of penicillin in England in 1929, and the further
discovery of streptomyecin at Rutgers University in 1943, demonstrated the pos-
sibility that many paturally occurring molds might have antibiotic properties.
Many drug makers set themselves the task of the trial and error screening
of thousands of soil samples. The first success was encountered at Yale Uni-
versity in 1947 under a Parke, Davis grant, the antibiotic chloramphenicol
(“Chloromycetin”) being isolated. Lederle next discovered chlortetracycline in
1948, and named it “Aureomycin.” Pfizer then found oxytetracycline in 1949,
and designated it “Terramycin.” Pfizer managed to elucidate the chemical struc-
ture of oxytetracycline, and with the molecular struecture known, molecular
wnanipulation became possible in antibiotics, although to a more limited extent
{han is possible with drugs which can be made synthetically. In 1955, Pfizer
developed tetracycline as a molecular modification of chlortetracycline.” The
screening of soil samples continued. Lilly in 1952 discovered erythromycin. Pfizer
in 1953 brought out a closely related analog, carbomyecin, which affected the same
bacteria as erythromyein, but which proved less effective in human disease than
in the test tube, and which was finally withdrawn from the market in 1960.%
In 1956, Pfizer introduced another closely related analog of erythromyecin, oleando-
myein ; and in 1957, a modification of oleandomyecin, triacetyloleandomycin, which
was advertised as a great advance, since the same oral dose as in oleandomycin
profduced somewhat higher concentrations of the drug in the blood. To offset this,
1illy in 1958 modified its original erythromycin to market it in the form of its
propronyl salt, which is said to produce a higher concentration of this drug in
the blood than triacetyloleandomycin.” Hence, five drugs were produced to serve
{he purpose of oune (since slightly higher doses of erythromycin could serve the
same purpose as the newer derivatives). Another broad spectrum antibiotic was
brought out by Lederle in 1959, demethylehlortetracycline, or “Declomycin,” a
slight modification ef Lederle’s chlortetracycline. Fewer side effects than other
broad spectrum antibiotics were claimed. Not all physicians agree.”® The later
penicilling are patentable variations of the earlier original penicillin which the
Rritish discoverer did not bother to patent, In 1952, four American firms made a
snbstitution of benazthine for procaine in the penicillin compound ; the parties
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