COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 15081

In 1972 the Food and Drug Administration carried out an overall review of all
drugs nged in the treatment of obesity. The FDA concluded that all drugs used in
treating obesity or proposed for treating obesity did indeed possess some abuse
potential; the control of the remaining drugs was finally achieved in 1873, (The
drugs placed under control were as follows: phendimetrazine (P'legine), benz-
phetamine (Didrex), chlorphentermine (I're-8ate}, mazindole (Sanorex}), clor-
termine (Voranil), all in Schedule IIT and fenfluramine (Pondimin), diethylpro-
pion (Tenuate)}, and phentermine (Jonamin}, into Schedule 1V, the latter two in
IV only because the manufacturer petitioned for a henring—they had been recom-
mended for Schedule I1IT).

The changes in scheduling have had an interesting, differential effeet. Schedule
1I prohibits refilling of prescriptions, and allows the Justice Department to
tmpose produection gquotas that are based in large part on HEW estimates of
medienl and scientific needs, Schedules IIT and IV allow five refills of prescrip-
tiony in six jonths tine, and do not impose production quotas. The impact of
imposing Schedule T1 eohtrols resnlted in a drastic decrease in the distribution of
amplhetamines following the transfer of these drugs from Schedule III into
Sehedule Y1, Monthly pharmaey preseriptions dropped from between one and a
half million to two million per month to approximately six hundred and fifty
thousand preseriptions per month, There has been an additional continuing down-
ward trend ; on the basiz of the downward trend together with the elimination of
certain combination and injectable amphetamine preducts, the Burean of Nar-
cotics and Dangerous Drugs, utilizing FDA recommendations, has now imposed
quotas permitting onty approximately 8¢ of the amphetamines production which
existed prinr to reschednling. The rosclieduling of drugs into Schedules TIT and
IV has not so far produeed o decrease in prescriptions for these drugs.

Tan B—Dra¥r I’rEAMBLE To Prorosg AnNorecTic BIP'I

The Food and Drug Administration has reviewed extensive data on “anorectic”
drugs used in obesity and concludes that the drugs have a limited place in obesity
treatment regimens. The Agency concluded that all of the drugs investigated
possess some potential for abuse and g0 should he used with partieular care.
The most controversial members of the therapeutic class, the amphetamines,
produce welght loss, too, and o will continue to be labeled for use in obesity,
The Agoncy will continue to check all evidence of non-therapeutic uge and
diversion through prescriptiqnr abuse; if present control measures prove
inadequate during the néht year, further restrictions will be necessary,

These decisions were made following a review of zeven months time of the
aver 200 controlled, double-blind studies submitted to the Agency in the last
12 year< by manufacturers of anorectie drugs. These include a number of
amplhietamine preparationg such as Dexedrine, Biphetamine, and Obotan, and
closely related congeners, such as phemuetrazine (Preludin), methamphetamine
(Syndrox, Desoxyn), benzphetamine (Didrex), plhendimetrazine (Dlegine},
diethizlpropion (Tenuate, Tepanil), phentermine {Ionamin, Wilpo). and
chlorphentermine (DPre-Sate}. In addition, studies carried out with three as
vet unmarketed drugs were also reviewed and indieated that these drugs are
basically comparable with older agents. They will thus prohably be approved
for marketing after technical details are ironed ont.

The FDA relied in part on the advice of a task force of ontside consultants,
chaired by TIir, Thaddeus E, Prout of Johns IHopkins. Consultants aud FDA
agreed that the risks of parenteral injections of amphetamines outweighed any
possible advantages associnted with these rontes of administration, so that
“anorectic” drugs will be marketed only for use hy the oral ronte.

Data were al#o reviewed on the efficacy of combination drugs, chiefly on the
possible role of harbiturates or trangunilizers in counteracting the adverse effects
of thie principal active agents. The comlinations generally were found not io
differ in n statistically significant way either in eficacy or in the incidence of
adverse gide effects.

The review project made unique nse of the massive files of data in FDA to
obtain a ecomputerized overview of the whole therapeutie class. After initial
sereening and review by six physician-medical officers, records of 206 drng trials
were found adequate for in-depth analysis. Individual patient records including
patient characteristies, treatments, serial weights, dates of all visits, and any




