15100 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

All of us know that we can't get fat people to
become slim by suggesting a diet, so we conclude,
for the time being at Icast, that obesity is incurabie.

Modell (34) reemphasizes the point in the sum-
mary of his report:

New and logical pharmacotherapy for persons who
overcat will more likely come with understanding
of the processes invelved than through the curreat
practice of develuping more vaoristions on old
themes whivh hace alreaddy been well exploited and
huve not satisfled the need, There is really nothing
new on the scene. There are no “anorexiants™ to
fic specific disturbances in eating patterns, and there
pre no useful depressants of the appetile cuater,
wherever it may be. .. . Current pharmacotherapy
for persons who overeat has limited use. Ensofar
as drugs are concemed, at the wvery best, their
potential is secondary to the eliminution of the
cause of the hyperphagia. Drugs which give assist-
ance zlong the lines now avulable provide short-
Ived sy meromatic rehef only,

__Despitz 20 years of extensive use, then, the place
:mies in climeal practice is far from estag-
_lis! hey_tepresent the.treatment of choice for
only a smoil namber of those patients for whom they
are prascritad,_Their effectiveness in treating obesity
“and deprassive r2actions is iinimal and controversial.
T Interestinziy, the pharmaceuntical mdustry tells us
indireerly dhiat the amphetamtnes and related drogs
offer onlv 2 low arder of efiectivencess by constantly
T

intrednging

uets oot Sated in the 1968 edition, The industry sends
the same mezssage in another more encouraging way;
within tha last 2 years four compagies have voluntar-
ily discontinued their production of amphetamines
(Mathadrine®, Burrcughs Wellcome; Phetobese®,
Cole; T.V.D. Formula®, Lambda; Ad-Ni'®, Medics).

Hazards of Amphetamines
The irony of the amphetamine situation is that
whereas we have been slow to admit the negligible
utility of these agents, we have also bezen slow to ree-
ognize their danrers. Their illegal and casuwal use as
stimulanis of the central nervous sysiem has grown
tremeadously. They have become perhaps the meost
serious drug of abuse in the United States (as in sev-
“eral other countries), except n the large cities, where
heroin addiction is widespread. Most physicians are
not yet sufficicotly famitiar with these hozards, which
are well documented elsewhere (1, 3, 8. 19-22).
Briefly, they fall into all three major areas of concern
in psychoactive drugs.
1. Amphetamines are associated with tolerance

and with an intense psychological dependence, which
makes 1t difficult to withdraw from the drug without
help. High-dose use may begin in a pattern of illegal
experimentation, but it may alse begin with a physi-
cian’s well-intended prescription. The nature of the
drug's effects leads easily to progressively increasing
dosage in susceptible persons. Prediction of “suscep-
tibles" cannot be made with confidence, but parients
for whom amphelamines are preseribed are probably,
by the very nature of their lnesses, emong those most
likely to increase the dose and become dependent.
Then begins a prolonged struggle to discontinue drug
use, an effort usually attended by intense lethargy and
depressive symptoms, The period of depression dur-
ing the withdrawal (or “crash™} is frequently associ-
ated with suicidal feelings and actions. The sbsence
of physical dependenee in amphetamine abuse may
give the impression that it is easier to withdraw from
than heroin. This has not ganerally been the case; in
fact, the reverse may te true, although data on this
point are lacking,

2. The behavioral foxicity of high doses is usually
such that the user cannot maintain work, school, or
family relationships. With hich daoses a typical psy-
chosis often develops, characterized by hyperactivity,
distortions of realiiy, impaired judoment, paranoid
ideation, and hzllucinations. Despite this disturbance,
the sensorium is clear, and the individual may appear
superficially normal (19).

3. The physical toxic effects on the austonomic
nervous sysiermn and cardiovascular system include
sympathetic gastrointestinal and urinary symptoms,
occasionai systolic and diastolic hypertension, some-
times cardiac archythmias (8, 21), and possible nec-
rotizing angiitis {22), In addition, maloutrition, hep-
atitis, and other serious infections are associafed with
the intravenous use of these drugs.

These are the major toxic manifestations of illegal,
high-dese amphetamine use. But damage also results
from the less spectacutar adverse reactions to small,
legally prescribed amounts and may couse disability
for preater numbers of people. These case examples
are familiar to most practicing physicians:

Case [ A 23-year-old male first-year medical student
asked his physician for stimulants to help him overcome
classroom drowsiness, difficulty in stadying, and mild de-
pression, He did not have narcolepsy, Dextroamphet-
amine, 5 mg daily, was prescribed. He was asked to
return but did not. When next seen, he had flunked out
of schoal, Although not the soic factor in this patient’s
failure, the amphetumine obviously did not help his
studying and may have been a critical determinant in his
avoiding early, appropriate counseling.

Case 2: To contre! her appetite a 47-vear-old woman
bad used various amphetamines almost dwly for 10
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